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1. ABBREVIATIONS

C AD - Area Director
C ADODR - Authorized Departmental Off icer' s Designated Representat ive
C CD - Center Director
C CFR -  Code of Federal Regulat ions
C EPA - Environmental Protect ion Agency
C FDA - Food and Drug Administrat ion
C FSIS - Food Safety and Inspection Service
C GRAS - Generally Recognized as Safe
C HHS - Department of Health and Human Services
C IRB - Inst itut ional Review  Board
C NPS - National Program Staff
C OPRR - Off ice of Protect ion from Research Risks

2. FORM

Optional Form 310 - Protect ion of Human Subjects (Common Federal Rule)
(Local reproduction)

3. DEFINITIONS

Approved Assurance is a document stat ing how  the inst itut ion conducting research
w ill meet the requirements of the regulat ions at 7 CFR Part 1c.103, effect ive
August 19, 1991.

Certification is the notice by the inst itut ion to ARS that the IRB has approved the
research to be conducted.

Human Subject means a living individual about w hom an investigator conducting
research obtains (1) data through intervention or interact ion w ith the individual, or
(2) identif iable private information.

Minimal Risk is the risk of harm anticipated in the proposed research that is not
greater, considering probability and magnitude, than those ordinarily encountered in
daily life or during the performance of routine physical or psychological examination
tests.

4. AUTHORITIES

C 7 CFR Part 1c (1-1-92 Edit ion or subsequent revisions)
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C 45 CFR 46, Subpart B, Subpart C, Subpart D

5. POLICY

Safeguarding the rights and w elfare of human subjects involved in research
activit ies conducted " in house"  is ARS'  responsibility.  When the research act ivit ies
are conducted w ith support made available through ARS, either by grant, contract,
or cooperative agreement,  ARS requires the protect ion of human subjects be an
accepted responsibility of the inst itut ion w hich receives or is accountable to ARS
for the support.  Such research, as w ell as " in house"  research, must protect the
rights and w elfare of the subjects, must assure that risks do not outw eigh potential
benefits to the subject and the expected value of the know ledge sought, and must
assure each person the right of adequate and appropriate informed consent among
other protect ions.  In addit ion, a safe and healthy environment must be provided to
the human subjects if  they are restricted during the study.  In pursuing this policy,
ARS w ill follow  7 CFR 1c effect ive August 19, 1991, or subsequent revisions, and
regulat ions for the protect ion of human subjects of the HHS at 45 CFR 46 Subparts
B, C, and D (EXHIBIT 1), in accordance w ith the Federal Policy for Protect ion of
Human Research Subjects.  In all research projects covered by this policy, select ion
of persons or groups for study shall be made w ithout regard to sex, race, color,
religion, or nat ional origin, unless these characterist ics are factors to be studied.

A formal statement that appropriate safeguards have been taken to protect the
individual' s rights to privacy is required.  The AD retains f inal judgement as to
w hether a part icular act ivity is covered by this policy.

6. APPLICABILITY

This policy applies to all research conducted " in house"  by ARS or supported in
w hole or in part by grant, contract or cooperative agreement in w hich human
subjects may be at risk, domestic or foreign.

Research act ivit ies in w hich the only involvement of human subjects w ill be in
categories as stated in 7 CFR 1c.101(b) are exempt from this DIRECTIVE.  These
include research involving:

C Educational pract ices or educational tests.

C Surveys or interview  procedures.

C Observation of public behavior.
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C Collect ion of exist ing data, documents, and records.

C Public benefit  or service programs

C (1-5) unless information obtained is recorded in such a manner that
individuals can be identif ied or disclosure of responses could result  in risk
or damage to the individual.

C Taste and food quality evaluation and consumer acceptance studies

if  w holesome foods w ithout addit ives are consumed, or

if  a food is consumed that contains a food ingredient at or below  the level found to
be safe by the FDA, EPA, or FSIS.

The exempt policy does not apply to taste tests and quality evaluation studies if :

C A food addit ive is being tested and the test chemical is not:

C On the FDA' s GRAS list .

C A permit ted food addit ive as tested.

C Normally found in food at concentrat ions being tested.

C Pesticide or other chemical residue is present and the acceptable level has not
been established by FDA, EPA, or FSIS.

7. REVIEW AND APPROVAL

IRB.  Except for categories of research specif ically exempt, all research,
development or related act ivit ies conducted or supported by ARS involving human
subjects w ill be review ed by an appropriate IRB constituted in accordance w ith an
inst itut ion' s approved assurance determined in accordance w ith 7 CFR 1c.  This
review  shall determine that the rights and w elfare of the subjects involved are
adequately protected, that the risks to an individual are outw eighed by the potential
benefits to him/her and by the importance of the know ledge to be gained, and that
informed consent is to be obtained by methods that are adequate and appropriate,
embodying all the elements of informed consent contained in 7 CFR 1c.116-117.
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In addit ion, the IRB must establish a basis for continuing review  of the act ivity. 
Review  must be conducted at least annually.

Human Studies Review Committee.  No research project involving human subjects
conducted by ARS employees w ill be carried out unless the proposal undergoes a
second level of review  by the Human Studies Review  Committee appointed by the

 Administrator, ARS, follow ing review  by a local IRB approved by ARS.  The
Chairperson of the Committee w ill be appointed by the Administrator of ARS and
w ill be a physician (M.D.)  This committee w ill:

C Assess the need for human subjects in a proposed study.

C Review  proposed research to assure compliance w ith ARS policy and missions.

C Address ethical issues raised by the proposal.

C Approve/indicate modif icat ions needed for approval, or disapprove proposed
research.

C Establish a continuing project review  mechanism at f ixed intervals or at
intervals set by the Committee commensurate w ith the project ' s risk.

C Receive and review  a t imely report on (1) any unanticipated problems that may
arise involving risks to subjects or others arising from the study; (2)
suspension or termination of local IRB approval; and (3) serious or continuing
noncompliance.  On the basis of this information, the Chairperson of the
Committee w ill w ithdraw  approval until the local IRB has re-approved and it  is
sat isf ied that the problem has been corrected (see Section 8).

Exemptions shall be determined by the AD w ith concurrence of the Human Studies
Review  Committee.  As a minimum, the concurrence of the IRB Chairperson may be
prudent.  The IRB Chairperson can, at his/her discret ion, get the IRB membership
review  and concurrence.

8. HUMAN STUDIES REVIEW COMMITTEE MEMBERSHIP

The Human Studies Review  Committee shall have at least f ive members, w ith
varying backgrounds to promote complete and adequate review  of research
conducted in ARS as stated in 7 CFR 1c.107.  The members shall serve staggered
terms of 2 years each and may be reappointed to serve up to a total of three terms. 
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The Committee shall be able to ascertain the acceptability of proposed research in
terms of ARS'  commitments and regulat ions, applicable law  and standards of
professional conduct and pract ice.  The Committee shall include persons
know ledgeable of these areas, including:

C Tw o Doctors of Medicine (at least one from outside ARS).

C A member w hose primary concerns are in non-scientif ic areas, for example: 
law yer, ethicist, clergy, etc.

NOTE:  The Committee may, at its discret ion, invite individuals w ith
competence in special areas to assist in the review  of complex issues w hich
require expert ise beyond or in addit ion to that available on the Committee.

The f inal decision w ill be based on a unanimous vote of the full membership of the
Committee.

Upon receipt of information regarding an unanticipated problem involving a risk to
subject or others, or suspension or termination of local IRB approval, the
Chairperson may administrat ively w ithdraw  approval of the protocol on behalf  of
the ARS Human Studies Committee.  The Chairperson w ill then convene a meeting
of the Review  Committee to modify or rat ify the Chairperson' s decision.

9. PROCEDURES - IN-HOUSE STUDIES

ARS Research Investigator:  

C Determine that the proposed study is not exempt and that any collaborat ing
inst itut ion has an ARS or HHS assurance that meets the requirements of 7
CFR 1c.103.  If  a collaborating inst itut ion does not have such an assurance,
contact the NPS National Program Leader for Human Nutrit ion for assistance.

Prepare original and the required number of copies of proposed study.  Include:

C Project t it le.

C Hypothesis or rat ionale for the study.

C Background, just if icat ion for the study.

C Probable date or period of the study and all sites w here research w ill be
conducted, foreign and domestic.
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C Treatments or variables, and detailed plan.

C Compounds to be tested, toxicity information, levels that give no
biological effects, sources of information.

C Know n safety or health hazards.

C Number and characterist ics of subjects.

C Precautions to be taken.

C Medical supervision planned.

C Statements to be used to inform the subjects of treatments to be tested,
foreseeable risks, and any precaution they should take (informed consent
statement).

C Research investigator' s name.

C Supervisor' s approval.

C Submit a copy of proposed study to CD (or AD if not in Center) for approval.

CD

C Inform investigator of approval, modif icat ion, or disapproval.

C If  approved, send information copy to NPS and copy to AD for the off icial f iles.

Research Investigator

C Submit required number of copies of approved proposal for review  to an
appropriate IRB, constituted in accordance w ith an approved assurance, that
covers the research to be conducted, on f ile w ith HHS or ARS.

IRB

C Review  proposed study and submit to the investigator a cert if icat ion of review
and approval or disapproval, exemption, etc.



Research Investigator

C Send six copies of proposed study and IRB approved cert if icat ion (Form 310)
to Chairperson of Human Studies Review  Committee.

Human Studies Review Committee

C proposed study and Chairperson sends IRB approved cert if icat ion and the
w rit ten copy of Human Subjects Review  Committee' s decision to invest igator
w ith copy to CD and AD for f iles.

10. PROCEDURES - NON-ARS

Process for research conducted w ith support made available by ARS but not
conducted by ARS scientists (extramural) substitute as follow s:

Non-ARS

C Determine that the proposed study is not exempt Research and that any
collaborating inst itut ion has an ARS Investigator or HHS assurance that meets
the requirements of 7 CFR 1c.103.  If  a collaborat ing institut ion does not have
such an assurance, contact the NPS National Program Leader for Human
Nutrit ion for assistance.

Submit three copies of proposed study as described in 9 to ADODR for
approval.

ADODR

C Submit a copy of proposed study to CD (or AD, if  not in Center) for approval.

CD

C Inform ADODR of approval, modif icat ion, or disapproval.

ADODR

C Inform investigator of approval, modif icat ion, or disapproval.

C If  approved, send information copy to NPS and copy to AD for the off icial f iles.



Research Investigator

C Submit required number of copies of approved proposal for review  to an
appropriate IRB, constituted in accordance w ith an approved assurance, that
covers the research to be conducted, on f ile w ith HHS or ARS.

IRB

C Review  proposed study and submit to the investigator a cert if icat ion of review
and approval or disapproval, exemption, etc.  The cert if icat ion must be received
before research w ith human subjects may proceed.

Research Investigator

C Send copy of IRB cert if icat ion of review  to CD Investigator and ADODR.

ADODR

C Send copy of IRB cert if icat ion of review  to AD and NPS for the f iles.

E. E. FINNEY, JR.
Acting Administrator

Exhibits
1  7 CFR 1c, and 45 CFR 46 Subparts B, C, D
2  Optional Form 310, Protect ion of Human Subjects
   (Common Federal Rule) (Local reproduction)



Exhibit   1 
 

7 CFR 1c 
Revised January 1, 1992 

and 
45 CFR 46, Subparts B and D 

Revised June 18, 1991 

Protection of Subjects 

Reprinted From the Federal Register and the 
Code of Federal Regulat ions



PART 1c- PROTECTION OF HUMAN 
SUBJECTS  

Sec 

1c.101 To w hat  does this policy

apply? 

1c.102 Def init ions.   

1c.103 A ssuring compliance w ith

this policy  research

conducted or supported by

any Federal Department  or

A gency.  

1c.104 [Reserved] 

1c.105 [Reserved] 

1c.106 [Reserved] 

1c.107 IRB M embership.   

1c.108 IRB funct ions and operat ions.  

1c.109 IRB rev iew  of  research.  

1c.110 Expedited rev iew  procedures

for cert ain k inds of  research

involv ing no more t han

minimal risk, and for m inor

chances in approved research 

1c.111 Crit eria for IRB approval Of

research.  

1c.112 Review  by inst it ut ion.   

1c.1 13 Suspension or t erm inat ion of

IRB approval of  research.  

1c.114 Cooperat ive research.  

1c.115 IRB records.   

1c.1 16 General requirements for

informed consent .   

1c.117 Documentat ion of  informed

consent .   

1c.118 A pplicat ions and proposals

lacking def init e plans for

involvement  of  human

subject s.   

1c.1 19 Research undertaken w it hout

t he intent ion of  involv ing

human subject s.  

1c.1 20 Evaluat ion and disposit ion of

applicat ions and proposals for

research to be conducted or

support ed by a Federal

Department  or A gency. 

1c.121 [Reserved] 

1c.122 Use of  Federal f unds. 

1c.123 Early  t erm inat ion Of  research

sup- port :  Evaluat ion Of

applicat ions and proposals.  

1c.124  Condit ions.  

7 CFR Subtit le A (1-1-92 Edit ion)  

A UTHORITY: 5  U.S.C. 301 : 42  U.S.C.

300v 1 (b).  

SOURCE: 5 6  FR 28012 , 2 8018 ,  June

18 ,1991  unless otherw ise noted.  

§ 1c.101 To w hat  does this policy

apply? 

 

(a) Except  as prov ided in paragraph

(b) of  t his sect ion,  this policy  applies t o

all research involv ing human subject

conducted, support ed or otherw ise

subject  t o regulat ion by any federal

depart ment  or agency w hich takes

appropriate administ rat ive act ion to make

the policy  applicable to such research. 

This includes research conduct ed by

federal c iv ilian employees or milit ary

personnel, except  t hat  each department

or agency head may adopt  such

procedural modif icat ions as may be

appropriate f rom an administ rat ive

standpoint .   It  also includes research

conducted, support ed, or otherw ise

subject  t o regulat ion by the federal

government  out side the Unit ed States.   

(1 ) Research that  is conducted or

supported by a federal department  or

agency, w hether or not  it  is regulated as

def ined in  1c.102 (e),  must  comply  w it h

all sect ions of  t his policy .  

(2 ) Research that  is neither conducted

nor supported by a federal department  or

agency but  is subject  t o regulat ion as

def ined in §1c.102 (e) must  be rev iew ed

and approved, in compliance w ith

§1c.1 01 , 1 c.1 02 , and  1c.1 07  through



1c.117  of  t his policy , by  an inst it ut ional

rev iew  board (IRB) that  operates in

accordance w it h the pert inent

requirements of  t his policy .  

(b) Unless otherw ise required by

department  or agency heads, research

act iv it ies in w hich the only  involvement  of

human subject s w ill be in one or more of

t he follow ing categories are exempt  f rom

this policy  

(1 ) Research conducted in established

or commonly  accepted educat ional

set t ings, involv ing normal educat ional

pract ices, such as (I) Research on regular

and special educat ion inst ruct ional

st rategies, or (ii) research on the

ef f ect iveness of  or t he comparison among

inst ruct ional t echniques, curricula, or

c lassroom management  methods. 

(2 ) Research involv ing the use of

educat ional t est s (cognit ive,  diagnost ic,

apt it ude, achievement ), survey procedures,

interv iew  procedures or observat ion of

public behav ior,  unless:  

(I) Informat ion obtained is recorded in

such a manner that  human subject s can be

ident if ied, direct ly  or through ident if iers

linked to the subject s; and (ii) any

disclosure of  t he human subject s'

responses out side the research could

reasonably  place the subject s at  risk of

crim inal or civ il liabilit y  or be damaging to

the subject s'  f inancial st anding,

employabilit y ,  or reputat ion.  

(3 ) Research involv ing the use of

educat ional t est s (cognit ive,  diagnost ic,

apt it ude, achievement ), survey procedures,

interv iew  procedures, or observat ion of

public behavior t hat  is not  exempt  under

paragraph (b)(2 ) of  t his sect ion,  if :  

(I) The human subject s are elected or

appointed public of f ic ials or candidates for

public of f ice; or (ii) f ederal statute(s)

require(s) w it hout  except ion that  t he

conf ident ialit y  of  t he personally  ident if iable

informat ion w ill be maintained throughout

the research and thereaf t er.  

(4 ) Research, involv ing the collect ion

or st udy of  ex ist ing data, documents,

records, pathological specimens, or

diagnost ic specimens, if  t hese sources are

public ly  available or if  t he informat ion is

recorded by the invest igator in such a

manner that  subject s cannot  be ident if ied,

direct ly  or t hrough ident if iers linked to the

subject s.  

(5 ) Research and demonst rat ion

project s w hich are conducted by or

subject  t o the approval of  department  or

agency  heads, and w hich are designed to

study, evaluate,  or otherw ise examine: 

(I) Public benef it  or serv ice programs;

(ii) procedures for obtaining benef it s or

serv ices under t hose programs; (iii)

possible changes in or alt ernat ives to

those programs or procedures; or (iv )

Possible changes in methods or levels of

payment  for benef it s or serv ices under

those programs. 

(6 ) Taste and food qualit y  evaluat ion

and consumer acceptance studies, (I) if

w holesome foods w it hout  addit ives are

consumed or (ii) if  a f ood is consumed

that  contains a food ingredient  at  or

below  the level and for a use found t o be

safe, or agricult ural chemical or

env ironmental contaminant  at  or below

the level f ound t o be safe, by  the Food

and Drug Administ rat ion or approved by

the Environmental Protect ion Agency  or

t he Food Safet y  and Inspect ion Serv ice of

t he U.S. Department  of  A gricult ure.  

(c) Depart ment  or agency heads retain

f inal judgment  as t o w hether a part icular

act iv it y  is covered by this policy .  

(d) Depart ment  or agency heads may

require that  specif ic  research act iv it ies or

classes of  research act iv it ies conducted,

supported, or otherw ise subject  t o

regulat ion by the department  or agency

but  not  otherw ise covered by this policy ,

comply  w it h some or all of  t he

requirements of  t his policy .  

(e) Compliance w it h this policy

requires compliance w ith pert inent  f ederal

law s or regulat ions w hich prov ide

addit ional protect ions for human subject s.  

(f ) This policy  does not  af f ect  any

state or local law s or regulat ions w hich

may otherw ise be applicable and w hich

prov ide addit ional protect ions for human

subject s.  

(g) This policy  does not  af f ect  any

foreign law s or regulat ions w hich may

otherw ise be applicable and w hich



prov ide addit ional protect ions to human

subject s of  research. 

(h) W hen research covered by this

policy  takes place in foreign count ries,

procedures normally  f ollow ed in the foreign

count ries t o protect  human subject s may

dif f er f rom those set  f ort h in t his policy .  

[A n example is a foreign inst it ut ion w hich

compiles w it h guidelines consistent  w it h

the W orld M edical A ssembly  Declarat ion

(Declarat ion of  Helsinki amended 1989 )

issued either by  sovereign states or by  an

organizat ion w hose funct ion for t he

protect ion of  human research subject s is

internat ionally  recognized.]   In t hese

circumstances, if  a department  or agency

head determ ines that  t he procedures

prescribed by the inst it ut ion af f ord

protect ions that  are at  least  equivalent  t o

those prov ided in this policy , t he

department  or agency head may approve

the subst it ut ion of  t he foreign Procedures

in lieu of  t he procedural requirements

prov ided in this policy .  Except  w hen

otherw ise required by statute, Execut ive

Order, or t he department  or agency  head,

not ices of  t hese act ions as t hey occur w ill

be published in the FEDERA L REGISTER or

w ill be otherw ise published as prov ided in

department  or agency procedures.  

(I) Unless otherw ise required by law ,

department  or agency heads may w aive

the applicabilit y  of  some or all of  t he

prov isions of  t his policy  to specif ic

research act iv it ies or c lasses of  research

act iv it ies otherw ise covered by this policy .  

Except  w hen otherw ise required by statute

or Execut ive Order, t he department  or

agency head shall f orw ard advance not ices

of  t hese act ions to the Of f ice for

Protect ion f rom Research Risks.  

Depart ment  of  Health and Human Serv ices

(HRS), and shall also publish them in the

FEDERA L REGISTER or in such other

manner as prov ided in department  or

agency procedures.  1

[5 6  FR 2 8 01 2 , 2 8 01 8 , June 1 8 , 1 9 91 ;

5 6  FR  

29756 , June 28 , 1991 ]  

§ 1c.102 Def init ions.  

(a) Department  or agency  head means

the 

head of  any federal department  or agency 

and any other of f icer or employee of  any 

department  or agency to w hom authorit y  

has been delegated 

(b) Inst it ut ion means any public or

private 

ent it y  or agency (including federal,  st ate,  

and other agencies).  

(c) Legally  authorized representat ive

means an indiv idual or judic ial or other

body authorized under applicable law  to

consent  on behalf  of  a prospect ive

subject  t o the subject ' s part ic ipat ion in

the procedure(s) involved in the research. 

(d) Research means a systemat ic

invest igat ion,  including research

development , t est ing and evaluat ion,

designed to develop or cont ribute to

generalizable know ledge.  A ct iv it ies w hich

meet  this def init ion const it ute research

for purposes of  t his policy , w hether or not

t hey are conducted or, supported under a

program w hich is considered research for

other purposes.  For example, some

demonst rat ion and serv ice programs may

include research act iv it ies.  

(e) Research subject  t o regulat ion,

and similar t erms are intended to

encompass those research act iv it ies for

w hich a f ederal depart ment  or agency has

'Institutions with HHS-approved 
1

assurances on file will abide by provisions 

of title 45 CFR part 46 subparts A-D. Some of 

the other Departments and Agencies have 

Incorporated all provisions of title 45 CFR 

part 46 into their policies and procedures as 

welt.  However, the exemptions at 45 CFR 

46.101(b) do not apply to research involving 

prisoners. fetuses. Pregnant women, or 

human in vitro fertilization. subparts B and C 

The exemption at 45 CFR 46.101(b)(2), for 

research involving survey or interview 

procedures or observation of public behavior,

does not apply to research with children, 

subpart D, except for research involving 

observations of public behavior when the 

investigation(s) do not participate in the 

activities being observed. 



specif ic responsibilit y  for regulat ing as a

research act iv it y ,  (for example,

invest igat ional New  Drug requirements

administered by the Food and Drug

A dminist rat ion).  It  does not  include

research act iv it ies w hich are incidentally

regulated by a federal department  or

agency  solely  as part  of  t he department ' s

or agency ' s broader responsibilit y  t o

regulate cert ain t ypes of  act iv it ies w hether

research or nonresearch in nature (f or

example, W age and Hour requirements

administered by the Department  of  Labor).  

(f ) Human subject  means a liv ing

indiv idual about  w hom an invest igator

(w hether professional or student )

conduct ing research obtains.

(1 ) Data through intervent ion or

interact ion w ith the indiv idual,  or (2 )

ident if iable private informat ion.  Intent ion

includes both physical procedures by

w hich data are gathered (for example,

venipunct ure) and manipulat ions of  t he

subject  or t he subject ' s env ironment  that

are performed for research purposes. 

Interact ion includes communicat ion or

interpersonal contact  betw een invest igator

and subject .  " Private informat ion"

includes informat ion about  behavior t hat

occurs in a context  in w hich an indiv idual

can reasonably  expect  t hat  no observat ion

or recording is t aking place, and

informat ion w hich has been prov ided for

specif ic  purposes by an indiv idual and

w hich the indiv idual can reasonably  expect

w ill not  be made public (f or example,  a

medical record). Private informat ion must

be indiv idually  ident if iable (i.e.,  t he ident it y

of  t he subject  is or may readily  be

ascertained by the invest igator or

associated w ith the informat ion).  In order

for obtaining the informat ion to const it ute

research involv ing human subject s.  

(g) IRB means an inst it ut ional rev iew

board established in accord w it h and for

t he purposes expressed in this policy .  

(h) IRB approval means the

determinat ion of  t he IRB that  t he research

has been rev iew ed and may be conducted

at  an inst it ut ion w it hin the const raint s set

f ort h by the IRB and by other inst it ut ional

and federal requirements.  

(I) M inimal risk means that  t he

probabilit y  and magnit ude of  harm or

discomfort  ant ic ipated in the research are

not  greater in and of  t hemselves than

those ordinarily  encountered in daily  lif e

or during the performance of  rout ine

physical or psychological examinat ions or

t est s.  

(j) Cert if icat ion means the of f ic ial

not if icat ion by the inst it ut ion to the

support ing depart ment  or agency, in

accordance w ith the requirements of  t his

policy , t hat  a research project  or act iv it y

involv ing human subject s has been

rev iew ed and approved by an IRB in

accordance w it h an approved assurance. 

§ 1c.103 A ssuring compliance w ith this

policy—research conduct ed or

support ed by any Federal

Department  or A gency. 

(a) Each inst it ut ion engaged in

research w hich is covered by this policy

and w hich is conducted or supported by a

federal depart ment  or agency shall

prov ide w rit t en assurance sat isf actory  to

the depart ment  or agency head that  it  w ill

comply  w it h the requirements set  f ort h in

this policy .  In lieu of  requiring submission

of  an assurance, indiv idual department  or

agency heads shall accept  t he ex istence

of  a current  assurance, appropriate for t he

research in Quest ion, on f ile w it h the

Of f ice for Protect ion f rom Research Risks,

HHS, and approved for f ederal w ide use

by that  of f ice.  W hen the existence of  an

HHS approved assurance is accepted in

lieu of  requiring submission of  an

assurance, report s (except  cert if icat ion)

required by this policy  to be made to

depart ment  and agency heads shall also

be made to the Of f ice for Protect ion f rom

Research Risks, HHS. 

(b) Depart ments and agencies w ill

conduct  or support  research covered by

this policy  only  if  t he inst it ut ion has an

assurance approved as prov ided in this

sect ion, and only  if  t he inst it ut ion has

cert if ied to the depart ment  agency head

that  the research has been rev iew ed and

approved by an IRB prov ided for in the

assurance, and w ill be subject  t o

cont inuing rev iew  by the IRB.  Assurances



applicable to federally  supported or

conducted research shall at  a minimum

include: (1 ) A  statement  of  principles

governing the inst it ut ion in the discharge

of  it s responsibilit ies for protect ing the

rights and w elf are of  human subject  of

research conduct ed at  or sponsored by the

inst it ut ion, regardless of  w hether the

research is subject  t o federal regulat ion.  

This may include an appropriate ex ist ing

code, declarat ion or st atement  of  ethical

principles, or statement  formulated by the

inst it ut ion it self .   This requirement  does no

preempt  prov isions of  t his policy  applicable

to department - or agency-sup-ported or

regulated research and need not  be

applicable to any research exempted or

w aived under 1c.101  (b) or (I).  

(2 ) Designat ion of  one or more IRB

established in accordance w it h the

requirements of  t his policy ,  and for w hich

prov isions are made for meet ing space and

suf f ic ient  staf f  t o support  t he IRB' s rev iew

and recordkeeping dut ies.  

(3 ) A  list  of  IRB members ident if ied by

name; earned degrees, representat ive

capacit y ;  indicat ions of  experience such as

board cert if icat ions, license et c.,  suf f ic ient

t o describe each member' s chief

ant ic ipated cont ribut ions to IRB

deliberat ions; and any employment  or

other relat ionship betw een each member

and the inst it ut ion, f or example: f ull t ime

employee, part  t ime employee, member of

governing panel or board, stockholder,  paid

or unpaid consult ant .   Changes in IRB

membership shall be reported to the

depart ment  or agency head, unless in

accord w it h §1c.1 03 (a) of  t his policy , t he

ex istence of  an HHS-approved assurance is

accepted.  In t his case, change in IRB

membership shall be reported to the Of f ice

for Protect ion f rom Research Risks, HHS.

(4 ) W rit t en procedures w hich the IRB

w ill f ollow  (I) f or conduct ing it s init ial and

cont inuing rev iew  of  research and for

report ing it s f indings and act ions to the

invest igator and the inst it ut ion; (ii) f or

determ ining w hich projects require rev iew

more of t en than annually  and w hich

project s need verif icat ion f rom sources

other t han the invest igators that  no

material changes have occurred since

prev ious IRB rev iew ; and (iii) f or ensuring

prompt  report ing to the IRB of  proposed

changes in a research act iv it y , and for

ensuring that  such changes in approved

research, during the period for w hich IRB

approval has already been given, may not

be init iated w it hout  IRB rev iew  and

approval except  w hen necessary  to

elim inate apparent  immediate hazards to

the subject .

(5 ) W rit t en procedures for ensuring

prompt  report ing to the IRB, appropriat e

inst it ut ional of f ic ials, and the department

or agency head of  (I) any unant ic ipated

problems involv ing risks to subject s or

others or any serious or cont inuing

noncompliance w it h this policy  or t he

requirements or determ inat ions of  t he IRB

and (ii) any suspension or t erm inat ion of

IRB approval

(c) The assurance shall be executed

by an indiv idual authorized to act  f or t he

inst it ut ion and to assume on behalf  of  t he

inst it ut ion the obligat ions imposed by this

policy  and shall be f iled in such f orm and

manner as the depart ment  or agency need

prescribes.

(d) The depart ment  or agency head

w ill evaluate all assurances submit t ed in

accordance w it h this policy  through such

of f icers and employees of  t he department

or agency  and such expert s or

consultant s engaged for t his purpose as

the depart ment  or agency head

determ ines to be appropriate.  The

department  or agency  head' s evaluat ion

w ill t ake into considerat ion the adequacy

of  t he proposed IRB in light  of  t he

ant ic ipated scope of  t he inst it ut ion' s

research act iv it ies and the t ypes of

subject  populat ions likely  t o be involved,

t he appropriat eness of  t he proposed init ial

and cont inuing rev iew  procedures in light

of  t he probable risks, and the size and

complex it y  of  t he inst it ut ion.  

(e) On the basis of  t his evaluat ion, t he

department  or agency head may approve

or disapprove the assurance, or enter into

negot iat ions to develop an approvable

one.  The depart ment  or agency head

may lim it  t he period during w hich any

part icular approved assurance or class of

approved assurances shall remain



ef fect ive or otherw ise condit ion or rest rict

approval.

(f ) Cert if icat ion is required w hen the

research is support ed by a federal

depart ment  or agency and not  otherw ise

exempted or w aived under §lc.1 01  (b) or

(I).   An inst it ut ion w it h an approved

assurance shall cert if y  t hat  each

applicat ion or proposal f or research

covered by the assurance and by §lc.103

of  t his Policy  has been rev iew ed and

approved by the IRB.  Such cert if icat ion

must  be submit t ed w it h the applicat ion or

proposal or by such later date as may be

prescribed by the department  or agency to

w hich the applicat ion or proposal is

submit t ed.  Under no condit ion shall

research covered by §1c.103  of  t he Policy

be supported prior t o receipt  of  t he

cert if icat ion that  t he research has been

rev iew ed and approved by the IRB. 

Inst it ut ions w it hout  an approved assurance

covering the research shall cert if y  w it hin

30  days af t er receipt  of  a request  f or such

a cert if icat ion f rom the department  or

agency, t hat  t he applicat ion or proposal

has been approved by the IRB.  If  t he

cert if icat ion is not  submit t ed w ithin these

t ime lim it s,  t he applicat ion or proposal may

be returned to the inst it ut ion.

(A pproved by the Of f ice of  M anagement

and Budget  under cont rol number

9 9 9 9 -0 0 2 0 )

[5 6  FR 2 8 01 2 , 2 8 01 8 , June 1 8 , 1 9 91 : 5 6

FR 29756 , June 28 , 1991 ] 

§§ 1c.1 04—1c.1 06  [Reserved]

§ 1c.1 07  IRB membership.

(a) Each IRB shall have at  least  f ive

members,  w it h vary ing backgrounds to

promote compete and adequate rev iew  of

research act iv it ies commonly  conducted by

the inst it ut ion.  The IRB shall be

suf f ic ient ly  qualif ied through t he

experience and expert ise of  it s members,

and the diversit y  of  t he members, including

considerat ion of  race, gender,  and cult ural

backgrounds and sensit iv it y  t o such issues

as communit y  at t it udes, t o promote

respect  f or it s adv ice and counsel in

safeguarding the rights and w elf are of

human subject s.  In addit ion to

possessing the professional competence

necessary  to rev iew  specif ic  research

act iv it ies, t he IRB shall be able to

ascert ain the acceptabilit y  of  proposed

research in terms of  inst it ut ional

commitments and regulat ions, applicable

law , and standards of  professional

conduct  and pract ice.  The IRB shall

t herefore include persons know ledgeable

in these areas.  If  an IRB regularly  rev iew s

research that  involves a vulnerable

category  of  subject s, such as children,

prisoners, pregnant  w omen, or

handicapped or mentally  disabled persons,

considerat ion shall be given to the

inclusion of  one or more indiv iduals w ho

are know ledgeable about  and experienced

in w ork ing w ith these subject s.

(b) Every  nondiscrim inatory  ef f ort  w ill

be made to ensure t hat  no IRB consist s

ent irely  of  men or ent irely  of  w omen,

including the inst it ut ion' s considerat ion of

qualif ied persons of  both sexes, so long

as no select ion is made to the IRB on t he

basis of  gender.   No IRB may consist

ent irely  of  members of  one profession.

(c) Each IRB shall include at  least  one

member w hose primary  concerns are in

scient if ic areas and at  least  one member

w hose primary  concerns are in

nonscient if ic areas.

(d) Each IRB shall include at  least  one

member w ho is not  otherw ise af f iliated

w ith the inst it ut ion and w ho is not  part  of

t he immediate family  of  a person w ho is

af f iliat ed w it h the inst it ut ion.  

(e) No IRB may have a member

part ic ipate in the IRB' s init ial or cont inuing

rev iew  of  any project  in w hich the

member has a conf lic t ing interest  except

t o prov ide informat ion requested by the

IRB.

(f ) An IRB may, in it s discret ion, inv it e

indiv iduals w it h competence in special

areas to assist  in t he rev iew  of  issues

w hich require expert ise beyond or in

addit ion to that  available on the IRB. 

These indiv iduals may not  vote w it h the

IRB.



§ 1c.108 IRB funct ions and operat ions.

In order t o fulf ill t he requirements of

t his policy  each IRB shall:

(a) Follow  w rit t en procedures in the

same detail as described in §1c.103 (b)(4 )

and, t o the extent  required by,

§1c.103 (b)(5 ).

(b) Except  w hen an expedit ed rev iew

procedure is used (see §1c.110 ), rev iew

proposed research at  convened meet ings

at  w hich a majorit y  of  t he members of  t he

IRB are present , including at  least  one

member w hose primary  concerns are in

nonscient if ic  areas in order f or t he

research to be approved, it  shall receive

the approval of  a majorit y  of  t hose

members present  at  t he meet ing.

§ 1c.1 09 IRB Review  of  Research.

(a) A n IRB shall rev iew  and have

authorit y  t o approve, require modif icat ions

in (to secure approval), or disapprove all

research act iv it ies covered by this policy .

(b) An IRB shall require t hat

informat ion given to subject s as part  of

informed consent  is in accordance w ith

§1c.116 .  The IRB may require t hat

informat ion, in addit ion to that  specif ically

ment ioned in §1c.1 16 , be given to the

subject s w hen in the IRB' s judgment  the

informat ion w ould meaningfully  add to the

protect ion of  t he rights and w elf are of

subject s.

(c) A n IRB shall require documentat ion of

informed consent  or may w aive

documentat ion in accordance w ith

§1 c.1 1 7 .

(d) A n IRB shall not if y  invest igators

and the inst it ut ion in w rit ing of  it s decision

to approve or disapprove the proposed

research act iv it y  or of  modif icat ions

required to secure IRB approval of  t he

research act iv it y  if  t he IRB decides to

disapprove a research act iv it y ,  it  shall

include in it s w rit t en not if icat ion a

statement  of  t he reasons for it s decision

and give the invest igator an opportunit y  t o

respond in person or in w rit ing.

(e) A n IRB shall conduct  cont inuing

rev iew  of  research covered by this policy

at  intervals appropriate to the degree of

risk, but  not  less than once per year, and

shall have authorit y  t o observe or have a

third part y  observe the consent  process

and the research.

(A pproved by the Of f ice of  M anagement

and Budget  under cont rol number

9 9 9 9 00 2 0 )

§1c.1 10 Expedit ed rev iew  procedures for

certain k inds of  research

involv ing no more t han minimal

risk, and for m inor changes in

approved research.

(a) The Secret ary , HHS, has

established, and published as a Not ice in

the FEDERA L REGISTER a list  of

categories of  research that  may be

rev iew ed by the IRB through an expedit ed

rev iew  procedure.  The list  w ill be

amended, as appropriat e af t er

consult at ion w it h other departments and

agencies, t hrough periodic republicat ion

by the Secretary , HHS, in t he FEDERA L

REGISTER.  A  copy of  t he list  is available

f rom the Of f ice for Protect ion f rom

Research Risks, Nat ional Inst it utes of

Healt h, HHS, Bethesda, M ary land 20892 .

(b) An IRB may use the expedit ed

rev iew  procedure to rev iew  eit her or both

of  t he follow ing: 

(1 ) Some or all of  the research

appearing on the list  and found by the

rev iew er(s) t o involve no more t han

minimal risk.

(2 ) M inor changes in prev iously

approved research during the period (of

one year or less) f or w hich approval is

authorized. 

Under an expedit ed rev iew  procedure the

rev iew  may be carried out  by  the IRB

chairperson or by  one or more

experienced rev iew ers designated by the

chairperson f rom among members of  t he

IRB.  In rev iew ing the research, t he

rev iew ers may exercise all of  t he

authorit ies of  t he IRB except  t hat  t he

rev iew ers may not  disapprove the

research.  A  research act iv it y  may be

disapproved only  af t er rev iew  in



accordance w ith the non-expedit ed

procedure set  f ort h in §1c.108 (b).

(c) Each IRB w hich uses an expedit ed

rev iew  procedure shall adopt  a method f or

keeping all members adv ised of  research

proposals w hich have been approved under

the procedure.

(d) The depart ment  or agency head

may rest rict , suspend, t erm inate, or

choose not  t o authorize an inst it ut ion' s or

IRB' s use of  t he expedit ed rev iew

procedure.

§ 1c.1 11 Crit eria for IRB approval of

research.

(a) In order t o approve research

covered by this policy  the IRB shall

determ ine that  all of  t he follow ing

requirements are sat isf ied:

(1 ) Risks to subject s are m inim ized: (I)

By using procedures w hich are consistent

w it h sound research design and w hich do

not  unnecessarily  expose subject  t o risk,

and (ii) w henever appropriate by using

procedures already being performed on the

subject s for diagnost ic or t reatment

purposes.

(2 ) Risks to subject s are reasonable in

relat ion to ant ic ipated benef it s,  if  any,  to

subject s, and the importance of  t he

know ledge that  may reasonably  be

expected to result .  In evaluat ing risks and

benef it s,  t he IRB should consider only

those risks and benef it s t hat  may result

f rom the research (as dist inguished f rom

risks and benef it s of  t herapies subject s

w ould receive even if  not  part ic ipat ing in

the research).  The IRB should not  consider

possible long-range ef f ect s of  apply ing

know ledge gained in the research (f or

example, t he possible ef f ect s of  t he

research on public policy) as among those

research risks that  f all w it hin the purv iew

of  it s responsibilit y .

(3 ) Select ion of  subject s is equit able.  

In making this assessment  the IRB should

take into account  t he purposes of  t he

research and the set t ing in w hich the

research w ill be conducted and should be

part icularly  cognizant  of  t he special

problems of  research involv ing vulnerable

populat ions, such as children, prisoners,

pregnant  w omen, mentally  disabled

persons, or economically  or educat ionally

disadvantaged persons.

(4 ) Informed consent  w ill be sought

f rom each prospect ive subject  or t he

subject ' s legally  authorized

representat ive, in accordance w it h, and to

the extent  required by §1c.116 .

(5 ) Informed consent  w ill be

appropriately  documented, in accordance

w ith, and to the extent  required by

§1c.117 . 

(6 ) W hen appropriate,  the research

plan makes adequate prov ision for

monit oring the data collected to ensure

the safet y  of  subject s.

(7 ) W hen appropriate, t here are

adequate prov isions to protect  t he privacy

of  subject s and to maintain the

conf ident ialit y  of  data.

(b) W hen some or all of  t he subject s

are likely  t o be vulnerable to coercion or

undue inf luence, such as children,

prisoners,  pregnant  w omen, mentally

disabled persons, or economically  or

educat ionally  disadvantaged persons,

addit ional safeguards have been included

in the study to protect  t he rights and

w elfare of  t hese subject s.

S 1c.1 12 Review  by inst it ut ion.

Research covered by this policy  that

has been approved by an IRB may be

subject  t o furt her appropriate rev iew  and

approval or disapproval by of f ic ials of  t he

inst it ut ion.  How ever,  t hose of f ic ials may

not  approve the research if  it  has not

been approved by an IRB.

§1c.113 Suspension or t erm inat ion of  IRB

approval of  research.

A n IRB shall have authorit y  t o

suspend or t erm inate approval of  research

that  is not  being conducted in accordance

w ith the IRB' s requirements or t hat  has

been associated w it h unexpected serious

harm to subject s.  A ny suspension or

t erm inat ion of  approval shall include a

statement  of  t he reasons for t he IRB' s

act ion and shall be reported prompt ly  t o

the invest igator,  appropriat e inst it ut ional



of f ic ials,  and the department  or agency

head.

(A pproved by the Of f ice of  M anagement

and Budget  under cont rol number

9 9 9 9 00 2 0 )

§1c.1 14 Cooperat ive research.

Cooperat ive research project s are

those project s covered by this policy

w hich involve more than one inst it ut ion.  

In the conduct  of  cooperat ive research

project s, each inst it ut ion is responsible for

safeguarding the rights and w elf are of

human subject s and for comply ing w ith

this policy .  W ith the approval of  t he

department  or agency  head, an inst it ut ion

part ic ipat ing in a cooperat ive project  may

enter into a joint  rev iew  arrangement ,  rely

upon the rev iew  of  another qualif ied IRB,

or make sim ilar arrangements for avoiding

duplicat ion of  ef f ort .

§1c.115 IRB records.  

(a) A n inst it ut ion, or w hen appropriat e

an IRB, shall prepare and maintain

adequate documentat ion of  IRB act iv it ies

including the follow ing

(1 ) Copies of  all research proposals

rev iew ed, scient if ic  evaluat ions, if  any,

t hat  accompany the proposals, approved

sample consent  documents, progress

report s submit t ed by invest igators, and

report s of  injuries t o subject s.

(2 ) M inutes of  IRB meet ings w hich

shall be in suf f ic ient  detail t o show

at tendance at  t he meet ings; act ions taken

by the IRB; t he vote on t hese act ions

including the number of  members vot ing

for, against , and abstaining the basis for

requiring changes in or disapprov ing

research, and a w rit t en summary of  t he

discussion of  cont rovert ed issues and their

resolut ion.

(3 ) Records of  cont inuing rev iew

act iv it ies

(4 ) Copies of  all correspondence

betw een the IRB and the invest igators.

(5 ) A  list  of  IRB members in the same

detail as described in §1c.103 (b)(3 ).

(6 ) W rit t en procedures f or t he IRB in

the same detail as described in

§1c.103 (b)(4 ) and §1c.103 (b)(5 ).

(7 ) Statements of  signif icant  new

f indings prov ided to subject s, as required

by §1c.116 (b)(5 ).

(b) The records required by this policy

shall be retained for at  least  3  years, and

records relat ing to research w hich is

conducted shall be retained for at  least  3

years af t er complet ion of  t he research. 

A ll records shall be accessible for

inspect ion and copy ing by authorized

representat ives of  t he department  or

agency  at  reasonable t imes and in a

reasonable manner.

(A pproved by the Of f ice of  M anagement

and Budget  under cont rol number

9 9 9 9 00 2 0 )

§1c.1 16 General requirements for

informed consent .

Except  as prov ided elsew here in this

policy , no invest igator may involve a

human being as a subject  in research

covered by this policy  unless the

invest igator has obtained the legally

ef f ect ive informed consent  of  t he subject

or t he subject ' s legally  authorized

representat ive.  An invest igator shall seek

such consent  only  under c ircumstances

that  prov ide the prospect ive subject  or

t he representat ive suf f ic ient  opport unit y

t o consider w hether or not  t o part ic ipate

and that  m inim ize the possibilit y  of

coercion or undue inf luence.  The

informat ion that  is given to the subject  or

t he representat ive shall be in language

understandable to the subject  or t he

representat ive.  No informed consent ,

w hether oral or w rit t en, may include any

exculpatory  language through w hich the

subject  or t he representat ive is made to

w aive or appear to w aive any of  t he

subject ' s legal rights, or releases or

appears to release the invest igator, t he

sponsor the inst it ut ion or it s agents f rom

liabilit y  f or negligence.

(a) Basic elements of  informed

consent .  Except  as prov ided in paragraph

(c) or (d) of  t his sect ion, in seeking



informed consent  t he follow ing informat ion

shall be prov ided to each subject .

(1 ) A  statement  that  t he study involves

research, an explanat ion of  t he purposes

of  t he research and the expected durat ion

of  t he subject ' s part ic ipat ion, a descript ion

of  t he procedures to be follow ed, and

ident if icat ion of  any procedures w hich are

experimental;

(2 ) A  descript ion of  any reasonably

foreseeable risks or discomfort s t o the

subject ;

(3 ) A  descript ion of  any benef it s t o the

subject  or t o others w hich may reasonably

be expected f rom the research;

(4 ) A  disclosure of  appropriat e

alt ernat ive procedures or courses of

t reatment , if  any, t hat  m ight  be

advantageous to the subject ;

(5 ) A  statement  describing the extent ,

if  any, t o w hich conf ident ialit y  of  records

ident if y ing the subject  w ill be maintained.

(6 ) For research involv ing more t han

minimal risk, an explanat ion as t o w hether

any compensat ion and an explanat ion as

to w hether any medical t reatments are

available if  injury  occurs and, if  so, w hat

t hey consist  of ,  or w here furt her

informat ion may be obtained:

(7 ) A n explanat ion of  w hom to contact

f or answ ers to pert inent  quest ions about

t he research and research subject s'  right s,

and w hom to contact  in the event  of  a

research-related injury  to the subject ; and

(8 ) A  statement  that  part ic ipat ion is

voluntary , refusal t o part ic ipate w ill involve

no penalt y  or loss of  benef it s t o w hich the

subject  is otherw ise ent it led, and the

subject  may discont inue part ic ipat ion at

any t ime w it hout  penalt y  or loss of

benef it s t o w hich the subject  is otherw ise

ent it led.

(b) Addit ional elements of  informed

consent .   W hen appropriate, one or more

of  t he follow ing elements of  informat ion

shall also be prov ided to each subject :

(1 ) A  statement  that  t he part icular

t reatment  or procedure may involve risks

to the subject  (or t o the embryo or f etus, if

t he subject  is or may become pregnant )

w hich are current ly  unforeseeable;

(2 ) Ant ic ipated circumstances under

w hich the subject ' s part ic ipat ion may be

term inated by the invest igator w it hout

regard to the subject ' s consent ;

(3 ) A ny addit ional cost s to the subject

t hat  may result  f rom part ic ipat ion in the

research;

(4 ) The consequences of  a subject ' s

decision to w it hdraw  f rom the research

and procedures for orderly  t erm inat ion of

part ic ipat ion by the subject ;

(5 ) A  statement  that  signif icant  new

f indings developed during the course of

t he research w hich may relate to the

subject ' s w illingness to cont inue

part ic ipat ion w ill be prov ided to the

subject ; and

(6 ) The approx imate number of

subject s involved in the study.

(c) A n IRB may approve a consent

procedure w hich does not  include, or

w hich alt ers, some or all of  t he elements

of  informed consent  set  f ort h above, or

w aive the requirement  to obtain informed

consent  prov ided the IRB f inds and

document s t hat :

(1 ) The research or demonst rat ion

project  is t o be conducted by or subject

t o the approval of  state or local

government  of f ic ials and is designed to

study, evaluat e,  or otherw ise exam ine (I)

Public benef it  of  serv ice programs; (ii)

procedures for obtaining benef it s or

serv ices under t hose programs; (iii)

possible changes in or alt ernat ives to

those programs or procedures, or (iv )

possible changes in methods or levels of

payment  for benef it s or serv ices under

those programs; and

(2 ) The research could not  pract icably

be carried out  w it hout  t he w aiver or

alt erat ion.

(d) A n IRB may approve a consent

procedure w hich does not  include, or

w hich alt ers some or all of  t he elements

of  informed consent  set  f ort h in t his

sect ion, or w aive the requirements to

obtain informed consent  prov ided the IRB

f inds and documents that :

(1 ) The research involves no more

than minimal risk to the subject s;

(2 ) The w aiver or alt erat ion w ill not

adversely  af f ect  t he rights and w elf are of

t he subject s;



(3 ) The research could not  pract icably

be carried out  w it hout  t he w aiver or

alt erat ion; and

(4 ) W henever appropriate,  the subject s

w ill be prov ided w it h addit ional pert inent

informat ion af t er part ic ipat ion.

(e) The informed consent  requirements

in this policy  are not  intended to preempt

any applicable federal,  state, or local law s

w hich require addit ional informat ion to be

disclosed in order f or informed consent  t o

be legally  ef f ect ive.

(f ) Nothing in this policy  is intended to

lim it  t he authorit y  of  a physic ian to prov ide

emergency  medical care, t o the extent  t he

physician is perm it t ed to do so under

applicable federal,  state, or local law .

(A pproved by the Of f ice of  M anagement

and Budget  under cont rol number

9 9 9 9 00 2 0 )

§1c.117 Documentat ion of  informed

consent .

(a) Except  as prov ided in paragraph (c)

of  t his sect ion, informed consent  shall be

documented by the use of  a w rit t en

consent  f orm approved by the IRB and

signed by the subject  or t he subject ' s

regally  authorized representat ive.  A  copy

shall be given to the Person signing the

form.

(b) Except  as prov ided in paragraph (c)

of  t his sect ion, t he consent  f orm may be

eit her of  t he follow ing:

(1 ) A  w rit t en consent  document  that

embodies the elements of  informed

consent  required by §1c.116 .  This form

may be read to the subject  or t he subject ' s

legally  authorized representat ive, but  in

any event ,  t he invest igator shall give eit her

t he subject  or t he representat ive adequate

opportunit y  t o read it  before it  is alert ed;

or

(2 ) A  short  f orm w rit t en consent

document  stat ing that  t he elements of

informed consent  required by lc.116  have

been presented orally  t o the subject  or t he

subject ' s legally  authorized representat ive.  

W hen this method is used, t here shall be a

w it ness to the oral presentat ion.  A lso, t he

IRB shall approve a w rit t en summary of

w hat  is t o be said to the subject  or t he

representat ive.  Only  the short  f orm  it self

is t o be signed by the subject  or t he

representat ive.  How ever,  t he w it ness

shall sign both the short  f orm and a copy

of  t he summary , and the person actually

obtaining consent  shall sign a copy of  t he

summary .  A  copy of  t he summary  shall

be given to the subject  or t he

representat ive, in addit ion to a copy of

t he short  f orm.

(c) A n IRB may w aive the requirement

for t he invest igator t o obtain a signed

consent  f orm  for some or all subject s if  it

f inds eit her.

(1 ) That  t he only  record linking the

subject  and the research w ould be the

consent  document  and the principal risk

w ould be potent ial harm result ing f rom a

breach of  conf ident ialit y .   Each subject

w ill be asked w hether the subject  w ants

documentat ion linking the subject  w it h

the research, and the subject ' s w ishes

w ill govern; or

(2 ) That  t he research presents no

more than minimal risk of  harm to

subject s and involves no procedures for

w hich w rit t en consent  is normally

required out side of  t he research context .

In cases in w hich the documentat ion

requirement  is w aived, t he IRB may

require the invest igator t o prov ide

subject s w it h a w rit t en statement

regarding the research.

(A pproved by the Of f ice of  M anagement

and budget  under cont rol number

9 9 9 9 00 2 0 ) 

§ 1c.118 A pplicat ions and proposals

lacking def init e plans for

involvement  of  human subject s.

Certain t ypes of  applicat ions for

grants, cooperat ive agreements, or

cont ract s are submit t ed to departments or

agencies w it h the know ledge that

subject s may be involved w it hin the

period of  support , but  def init e plans

w ould not  normally  be set  f ort h in the

applicat ion or proposal.  These include

act iv it ies such as inst it ut ional t ype grants

w hen select ion of  specif ic  project s is t he



inst it ut ion' s responsibilit y ;  research

t raining grant s in w hich the act iv it ies

involv ing subject s remain to be selected;

and project s in w hich human subject s'

involvement  w ill depend upon complet ion

of  inst ruments, prior animal studies, or

purif icat ion of  compounds.  These

applicat ions need not  be rev iew ed by an

IRB before an aw ard may be made. 

How ever, except  f or research exempted or

w aived under lc.101  (b) or (1 ), no human

subject s may be involved in any project

supported by these aw ards unt il t he

project  has been rev iew ed and approved

by the IRB, as prov ided in this policy , and

cert if icat ion submit t ed, by the inst it ut ion,

t o the department  or agency.

§ 1c.1 19 Research undertaken w it hout  t he

intent ion of  involv ing human

subject s.  

In the event  research is undert aken

w ithout  t he intent ion of  involv ing human

subject s, but  it  is later proposed to involve

human subject s in the research, t he

research shall f irst  be rev iew ed and

approved by an IRB, as prov ided in this

policy , a cert if icat ion submit t ed, by the

inst it ut ion, t o the department  or agency,

and f inal approval given to the proposed

change by the department  or agency.

§ 1c.1 20 Evaluat ion and disposit ion of

applicat ions and proposals for

research to be conducted or

support ed by a Federal

Department  or A gency..

(a) The depart ment  or agency head w ill

evaluate all applicat ions and proposals

involv ing human subject s submit t ed to the

department  or agency through such

of f icers and employees of  t he department

or agency  and such expert s and

consult ant s as the department  or agency

head determ ines to be appropriat e.  This

evaluat ion w ill t ake into considerat ion the

risks to the subject s, t he adequacy of

protect ion against  t hese risks, t he potent ial

benef it s of  t he research to the subject s

and others, and the importance of  t he

know ledge gained or t o be gained.

(b) On the basis of  t his evaluat ion, t he

department  or agency head may approve

or disapprove the applicat ion or proposal,

or enter into negot iat ions to develop an

approvable one. 

§1c.1 21 [Reserved]

§ 1c.122 Use of  Federal f unds.

Federal f unds administered by a

department  or agency  may not  be

expended for research involv ing human

subject s unless the requirements of  t his

policy  have been sat isf ied.

§ 1c.123 Early  t erm inat ion of  research

support : Evaluat ion of

applicat ions and proposals.

(a) The depart ment  or agency head

may require that  department  or agency

support  f or any project  be term inated or

suspended in the manner prescribed in

applicable program requirements, w hen

the depart ment  or agency head f inds an

inst it ut ion has materially  f ailed to comply

w it h the terms of  t his policy .

(b) In making decisions about

support ing or approv ing applicat ions or

proposals covered by this policy  the

department  or agency  head may take into

account ,  in addit ion to all other eligibilit y

requirements and program crit eria,  f actors

such as w hether t he applicant  has been

subject  t o a term inat ion or suspension

under paragraph (a) of  t his sect ion and

w hether the applicant  or t he person or

persons w ho w ould direct  or has directed

the scient if ic and technical aspect s of  an

act iv it y  has have, in the judgment  of  t he

depart ment  or agency head, materially

f ailed to discharge responsibilit y  f or t he

protect ion of  t he rights and w elf are of

human subject s (w hether or not  t he

research w as subject  t o federal

regulat ion).

§ 1c.124 Condit ions.

W ith respect  t o any research project

or any class of  research project s the

depart ment  or agency head may impose



addit ional condit ions prior t o or at  t he t ime

of  approval w hen in the judgment  of  t he

depart ment  or agency head addit ional

condit ions are necessary  for t he protect ion

of  human subject s.  

Subpart  B--A ddit ional DHHS

Protect ions Pertaining to

Research, Development , and

Related Act iv it ies Involv ing

Fetuses, Pregnant  W omen, and

Human In V it ro Fert ilizat ion

Source: 40 FR 33528, Aug. 8,
1975, 43 FR 1758, January 11,
1978: 43 FR 51559, November 3,
1978.

§ 46.201 Applicability.
(a) The regulat ions in this

subpart are applicable to all
Department of Health and Human
Services grants ant contracts
support ing research, development,
and related act ivit ies involving: (1)
the fetus, (2) pregnant w omen,
and (3) human in vitro fert ilizat ion.

(b) Nothing in this subpart shall
be construed as indicat ing that
compliance w ith the procedures
set forth herein w ill in any w ay
render inapplicable pert inent State
or local law s bearing upon



act ivit ies covered by this subpart.
(c) The requirements of this

subpart are in addit ion to those
imposed under the other subparts
of this part.

§ 40.202 Purpose.
It  is the purpose of this subpart

to provide addit ional safeguards in
review ing act ivit ies to which this
subpart is applicable to assure they
conform to appropriate ethical
standards and relate to important
societal needs.

§ 46.203 Definit ions.  
As used in this subpart 
(a) "Secretary' , means the

Secretary of Health and Human
Services and any other off icer or
employee of the Department of
Health and Human Services
(DHHS) to w hom authority has
been delegated.

(b) "Pregnancy'  encompasses
the period of t ime from
confirmation of implantat ion
(through any of the presumptive
signs of pregnancy, such as
missed menses, or by a medically
acceptable pregnancy test), until
expulsion or extract ion of the
fetus.

(c) "Fetus"  means the product of
conception from the t ime of
implantat ion (as evidenced by any
of the presumpt ive signs of
pregnancy, such as missed
menses, or a medically acceptable
pregnancy test), until a
determinat ion is made follow ing
expulsion or extract ion of the
fetus, that it  is viable.

(d) ' ' Viable' '  as it  pertains to the
fetus means being able after either
spontaneous or induced delivery,
to survive (given the benef it  of
available medical therapy) to the
point of independently maintaining
heart beat and respirat ion.  The
Secretary may from t ime to t ime,
taking into account medical
advances publish in the Federal
Register guidelines to assist  in 
determining whether a fetus is
viable for purposes of this subpart. 
If  a fetus is viable after delivery, it
is a premature infant.

(e) "Nonviable fetus"  means a
fetus ex utero w hich, although

living, is not viable.
(f) "Dead fetus"  means a fetus

ex utero w hich exhibits neither
heartbeat, spontaneous respiratory
act ivity, spontaneous movement of
voluntary muscles, nor pulsat ion of
the umbilical cord (if  st ill at tached).

(g) " In vitro fertilizat ion"  means
an fert ilizat ion of human ova w hich
occurs outside the body of a
female, either through admixture of
donor human sperm and ova or by
any other means.

§ 46. 204 Ethical Advisory
Boards.

(a) One or more Ethical Advisory
Boards shall be established by the
Secretary.  Members of these
Board(s) shall be so selected that
the Board(s) w ill be competent to
deal w ith medical, legal, social,
ethical,  and related issues and
may include, for example, research
scient ists, physicians,
psychologists, sociologists,
educators, law yers, and ethicists,
as w ell as representat ives of the
general public.  No Board member
may be a regular, full-t ime
employee of the Department of
Health and Human Services.

(b) At the request of the
Secretary the Ethical Advisory
Board shall render advice
consistent w ith the policies and
requirements of this part as to
ethical issues, involving act ivit ies
covered by this subpart, raised by
individual applicat ions or proposals. 
In addit ion, upon request by the
Secretary, the Board shall render
advice as to classes of applicat ions
or proposals and general policies,
guidelines, and procedures.

(c) A Board may establish, w ith
the approval of the Secretary,
classes of applicat ions or proposals
w hich: (1) must be submit ted to
the Board, or (2) need not be
submit ted to the Board.  Where the
Board so establishes a class
of applicat ions or proposals w hich
must be submit ted, no applicat ion
or proposal w ithin the class may
be funded by the Department or
any component thereof until the
applicat ion or proposal has been
review ed by the Board and the
Board has rendered advice as to its

acceptability from an ethical
standpoint.

(d) No applicat ion or proposal
involving human in vitro
fert ilizat ion may be funded by the
Department or any component
thereof unt il the applicat ion or
proposal has been review ed by the
Ethical Advisory Board and the
Board has rendered advice as to its
acceptability from an ethical
standpoint.

§ 46.205 Addit ional dut ies of the
Inst itut ional Review
Boards in connect ion
w ith act ivit ies involving
fetuses, pregnant
w omen, or human in
vitro fert ilizat ion.

(a) In addit ion to the
responsibilit ies prescribed for
Inst itut ional Review
Boards under Subpart A of this
part, the applicant ' s or offeror' s
Board shall, w ith respect to
activit ies covered by this subpart,
carry out the follow ing addit ional
dut ies:

(1) determine that all aspects of
the act ivity meet the requirements
of this subpart;

(2) determine that adequate
considerat ion has been given to
the manner in w hich potent ial
subjects w ill be selected, and
adequate provision has been made
by the applicant or offeror for
monitoring the actual informed
consent process (e g., through
such mechanisms, w hen
appropriate, as part icipat ion by the
Inst itut ional Review  Board or
subject advocates in: (I) overseeing
the actual process by w hich
individual consents required by this
subpart are secured either by
approving induct ion of each
individual into the act ivity or
verifying, perhaps through
sampling, that approved
procedures for induct ion of
individuals into the act ivity are
being followed, and (ii) monitoring
the progress of the act ivity and
intervening as necessary through
such steps as visits to the act ivity
site and continuing evaluat ion to
determine if  any unant icipated
risks have arisen);



(3) carry out such other
responsibilit ies as may be assigned
by the Secretary.

(b) No aw ard may be issued unt il
the applicant or offeror has
cert if ied to the Secretary that the
Inst itut ional Review  Board has
made the determinations required
under paragraph (a) of this sect ion
and the Secretary has approved
these determinations, as provided
in §46.120 of Subpart A of this
part.

(c) Applicants or offerors seeking
support for act ivit ies covered by
this subpart must provide for the
designation of an Inst itut ional
Review  Board, subject to approval
by the Secretary, w here no such
Board has been established under
Subpart A of this part.

§ 46206 General limitat ions.
(a) No act ivity to which this

subpart is applicable may be
undertaken unless
(1) appropriate studies on animals
and nonpregnant individuals have
been completed;

(2) except w here the purpose of
the act ivity is to meet the health
needs of the mother or the
part icular fetus, the risk to the
fetus is minimal and, in all cases, is
the least  possible risk for achieving
the objectives of the
act ivity;

(3) individuals engaged in the
act ivity w ill have no part in: (I) any
decisions as to the t iming, method,
and procedures used to terminate
the pregnancy, and (ii) determining
the viability of the fetus at the
terminat ion of the pregnancy; and

(4) no procedural changes w hich
may cause greater than minimal
risk to the fetus or the pregnant
w oman w ill be introduced into the
procedure for terminat ing the
pregnancy solely in the interest of
the act ivity.

(b) No inducements, monetary or
otherw ise, may be offered to
terminate pregnancy for purposes
of the act ivity. 

Source: 40 FR 33528, Aug. 8,
1975 as
amended at 40 FR 51638, Nov. 6,

1975. 

§ 46.207 Activit ies directed
tow ard pregnant
w omen as subjects.

(a) No pregnant w oman may be
involved as a subject in an act ivity
covered by this subpart  unless: (1)
the purpose of the act ivity is to
meet the health needs of the
mother and the fetus w ill be placed
at risk only to the minimum extent
necessary to meet such needs, or
(2) the risk to the fetus is minimal.

(b) An act ivity permit ted under
paragraph (a) of this sect ion may
be conducted only if  the mother
and father are legally competent
and have given their informed
consent after having been fully
informed regarding possible impact
on the fetus, except that the
father' s informed consent need not
be secured if : (1) the purpose of
the act ivity is to meet the health
needs of the mother, (2) his
identity or w hereabouts cannot
reasonably be ascertained, (3) he is
not reasonably available; or (4) the
pregnancy resulted from rape.

§46.208 Activit ies directed
tow ard fetuses in utero
as subjects.

(a) No fetus in utero may be
involved as a subject in any
act ivity covered by this subpart
unless: (1) the purpose of the
act ivity is to meet the health needs
of the part icular fetus and the
fetus w ill be placed at risk only to
the minimum extent necessary to
meet such needs, or (2) the risk to
the fetus imposed by the research
is minimal and the purpose of the
act ivity is the development of
important biomedical know ledge
w hich cannot be obtained by other
means.

(b) An act ivity permit ted under
paragraph (a) of this sect ion may
be conducted only if  the mother
and father are legally competent
and have given their informed
consent, except that the father' s
consent  need not  be secured if : (1)
his identity or w hereabouts cannot
reasonably be ascertained, (2) he is
not reasonably available, or (3) the

pregnancy resulted from rape.

§ 46.209 Activit ies directed
tow ard fetuses ex
utero including
nonviable fetuses, as
subjects.

(a) Unt il it  has been ascertained
w hether or not a fetus ex utero is
viable, a fetus ex utero may not be
involved as a subject in an act ivity
covered by this subpart unless:
(1) there w ill be no added risk to
the fetus result ing from the
activity, and the purpose of the
activity is the development of
important biomedical know ledge
w hich cannot be obtained by other
means, or (2) the purpose of the
activity is to enhance the
possibility of survival of the
part icular fetus to the point of
viability.

(b) No nonviable fetus may be
involved as a subject in an act ivity
covered by this subpart unless:
(1) vital funct ions of the fetus w ill
not be art if icially maintained, (2) 
experimental act ivit ies w hich of
themselves w ould terminate the
heartbeat or respirat ion of the
fetus w ill not be employed, and (3)
the purpose of the act ivity is the
development of important
biomedical know ledge w hich
cannot be obtained by other
means.

(c) In the event the fetus ex
utero is found to be viable, it  may
be included as a subject in the
activity only to the extent
permit ted by and in accordance
w ith the requirements of other
subparts of this part.

(d) An act ivity permit ted under
paragraph (a) or (b) of this sect ion
may be conducted only if  the
mother and father are legally
competent and have given their
informed consent, except that the
father' s informed consent need not
be secured if : (1) his identity or
w hereabouts cannot reasonably be
ascertained, (2) he is not
reasonably available, or (3) the
pregnancy resulted from rape.

§ 46.210 Activit ies involving the
dead fetus, fetal



material, or the
placenta.

Activit ies involving the dead
fetus mascerated fetal material, or
cells, t issue, or organs excised
from a dead fetus shall be
conducted only in accordance w ith
any applicable State or local law s
regarding such act ivit ies.

§ 46.211 Modif icat ion or w aiver
of specif ic
requirements.

Upon the request of an applicant
or offeror (w ith the approval of its
Inst itut ional Review  Board), the
Secretary may modify or w aive
specif ic requirements of this
subpart,
w ith the approval of the Ethical
Advisory Board after such
opportunity for public comment as
the Ethical Advisory Board
considers appropriate in the
part icular instance.  In making such
decisions, the Secretary w ill
consider whether the risks to the
subject are so outw eighed by the
sum of the benef it  to the subject
and the importance of the
know ledge to be gained as to
w arrant such modif icat ion or
w aiver and that such benef its
cannot be gained except through a
modif icat ion or w aiver.  Any such
modif icat ions or w aivers w ill be
published as not ices in the Federal
Register.

Subpart  C--A ddit ional DHHS

Protect ions Pertaining to

Biomedical and Behavioral

Research Involv ing Prisoners as

Subject s

Source: 43 FR 53655, Nov. 16,
1978. 

§46.301 Applicability.
(a) The regulat ions in this

subpart are applicable to all
biomedical and behavioral research
conducted or supported by the
Department of Health and Human
Services involving prisoners as
subjects.

(b) Nothing in this subpart shall
be construed as indicat ing that
compliance w ith the procedures
set forth herein w ill authorize
research involving prisoners as
subjects, to the extent such
research is limited or barred by
applicable State or local law .

(c) The requirements of this
subpart are in addit ion to those
imposed under the other subparts
of this part

§ 46.302 Purpose.
Inasmuch as prisoners may be

under constraints because of their
incarcerat ion w hich could affect
their ability to make a truly
voluntary and un- coerced decision
w hether or not to part icipate as
subjects in research, it  is the
purpose of this subpart to provide
addit ional safeguards for the
protect ion of prisoners involved in
act ivit ies to which this subpart is
applicable

§ 46.303 Definit ions .
as used in this subpart
(a) "Secretary"  means the

Secretary of Health and Human
Services and 
any other off icer or employee of
the Department of Health and
Human Services to whom authority
has been delegated.

(b) DHHS means the Department
of Health and Human Services.

(c) "Prisoner"  means any
individual involuntarily conf ined or
detained in a penal inst itut ion.  The
term is intended to encompass
individuals sentenced to such an
inst itut ion under a criminal or civil
statute, individuals detained in
other facilit ies by virtue of statutes
or commitment procedures w hich
provide alternat ives to criminal
prosecution or incarcerat ion in a
penal inst itut ion, and individuals
detained pending arraignment, trial,
or sentencing. 

(d) "Minimal risk"  is the
probability and magnitude of
physical or psychological harm that
is normally encountered in the daily
lives, or in the rout ine medical,
dental or psychological
examinat ion of healthy persons.

§ 46304 Composit ion of
Inst itut ional Review
Boards w here prisoners
are involved 

In addit ion to sat isfying the
requirements in 46.107 of this
part, an Inst itut ional Review  Board,
carrying out responsibilit ies under
this part w ith respect to research
covered by this subpart, shall also
meet the follow ing specif ic
requirements:

(a) A majority of the Board
(exclusive of prisoner members)
shall have no associat ion w ith the
prison(s) involved, apart from their
membership on the Board.

(b) At least one member of the
Board shall be a prisoner, or a
prisoner representat ive w ith
appropriate background and
experience to serve in that
capacity, except that w here a
part icular research project is
review ed by more than one Board
only one Board need sat isfy this
requirement

§ 46.305 Addit ional dut ies of the
Inst itut ional Review
Boards w here prisoners
are involved.

(a) In addit ion to all other
responsibilit ies prescribed for
Inst itut ional Review  Boards under
this part , the Board shall review
research cow ered by this subpart
and approve such research only if
it  f inds that:

(1) the research under review
represents one of the categories of
research permissible under .

(2) any possible advantages
accruing to the prisoner through
his or her part icipat ion in the
research w hen compared to the
general living condit ions, medical
care, quality of food, amenit ies and
opportunity for earnings in the
prison, are not of such a
magnitude that his or her ability to
w eigh the risks of the research
against the value of such
advantages in the limited choice
environment of the prison is
impaired;

(3) the risks involved in the
research arc commensurate w ith



risks that w ould be accepted by
nonprisoner volunteers;

(4) procedures for the select ion
of subjects w ithin the prison are
fair to all prisoners and immune
from arbitrary intervention by
prison authorit ies or prisoners. 
Unless the principal invest igator
provides to the Board just if icat ion
in w rit ing for follow ing some other
procedures, control subjects must
be selected randomly from the
group of available prisoners w ho
meet the characterist ics needed for
that part icular research project;

(5) the information is presented
in language w hich is
understandable to the subject
populat ion;

(6) adequate assurance exists
that parole boards w ill not take
into account a prisoner' s
part icipat ion in the research in
making decisions regarding parole,
and each prisoner is clearly
informed in advance that
part icipat ion in the research w ill
have no effect on his or her parole;
and

(7) w here the Board f inds there
may be a need far follow -up
examinat ion or care of part icipants
after the end of their part icipat ion,
adequate provision has been made
for such examination or care,
taking into account the varying
lengths of individual prisoners'
sentences, and for informing
part icipants of this fact.

(b) The Board shall carry out
such other dut ies as may be
assigned by the Secretary.

(c) The inst itut ion shall cert ify to
the Secretary, in such form and
manner as the Secretary may
require, that the duties of the
Board under this sect ion have been
fulf illed

§ 46.306 Permit ted research
involving prisoners.

(a) Biomedical or behavioral
research conducted or supported
by DHHS may involve prisoners as
subjects only if :

(1) the inst itut ion responsible for
the conduct of the research has
cert if ied to the Secretary that the
Inst itut ional Review  Board has

approved the research under
§ 46.3O5 of this subpart; and

(2) in the judgment of the
Secretary the proposed research
involves solely the follow ing:

(A) study of the possible causes,
effects, and processes of
incarcerat ion, and of criminal
behavior, provided that the study
presents no more than minimal risk
and no more than inconvenience to
the subjects:

(B) study of prisons as
inst itut ional structures or of
prisoners as incarcerated persons,
provided that the study presents
no more than minimal risk and
more than inconvenience to the
subjects;

(C) research on condit ions
part icularly affect ing prisoners as a
class (for example, vaccine trials
and other research on hepat it is
w hich is much more prevalent in
prisons than elsew here; and
research on social and
psychological problems such as
alcoholism, drug addict ion, and
sexual assaults) provided that the
study may proceed only after the
Secretary has consulted w ith
appropriate experts including
experts in penology, medicine, and
ethics, and published not ice, in the
Federal Register, of his intent to
approve such research ; or 

(D) research on pract ices, both
innovat ive and accepted, w hich
have the intent and reasonable
probability of improving the health
or w ell-being of the subject in
cases in w hich those studies
require the assignment of prisoners
in a manner consistent w ith
protocols approved by the IRB to
control groups w hich may not
benef it  from the research, the
study may proceed only after the
Secretary has consulted w ith
appropriate experts, including
experts in penology, medicine, and
ethics, and published not ice, in the
Federal Register, of the intent to
approve such research.

(b) Except as provided in
paragraph (a) of this sect ion,
biomedical or behavioral research
conducted or
supported by DHHS shall not

involve prisoners as subjects 

Subpart D—Addit ional DHHS
Protect ions for Children Involved
as Subjects In Research.
Source: 48 FR 9818,
March 8, 1983 56 FR 28032, June
18, 1991. 

§ 46.401 To w hat do these
regulat ions apply?

(a) This subpart applies to all
research involving children as
subjects conducted or supported
by the Department of Health and
Human Services.

(1) This includes research
conducted by Department
employees except that each head
of an Operat ing Division of the
Department may adopt such
nonsubstant ive procedural
modif icat ions as may be
appropriate from an administrat ive
standpoint.

(2) It  also includes research
conducted or supported by the
Department of Health and Human
Services outside the United States
but in appropriate circumstances
the Secretary may under paragraph
(e) of §46.101 of Subpart A, w aive
the applicability of some or all of
the requirements of these
regulat ions for research of this
type.

(b) Exemptions at §46.101(b)(l)
and (b)(3) through (b)(6) are
applicable to this subpart.  The
exemption at
§46.101(b)(2) regarding
educat ional tests is also applicable
to this subpart.  How ever, the
exemption at
46.101(b)(2) for research involving
survey or interview  procedures or
observat ions of public behavior
does not apply to research covered
by this subpart except for research
involving observat ion of public
behavior w hen the invest igator(s)
do not part icipate in the act ivit ies
being observed.
(c) The exceptions, addit ions, and
provisions for w aiver as they
appear in paragraphs (c) through (I)
of §46.101 of Subpart A are
applicable to this subpart.



§ 46.402 Definit ions.
The def init ions in §46 102 of

Subpart A shall be applicable to
this subpart as w ell.  In addit ion,
as used in this subpart:

(a) "Children"  are persons w ho
have not attained the legal age for
consent to treatments or
procedures involved in the
research, under the applicable law
of the jurisdict ion in which the
research w ill be conducted.

(b) "Assent"  means a child' s
aff irmative agreement to
part icipate in research.  Mere
failure to object should not absent
aff irmative agreement be
construed as assent.

(c) "Permission"  means the
agreement of parent(s) or guardian
to the part icipat ion of their child or
w ard in research.

(d) "Parent '  means a child' s
biological or adoptive parent.

(e) "Guardian'  means an
individual w ho is authorized under
applicable State or local law  to
consent on behalf  of a child to
general medical care.

§ 46.403 IRB dut ies.
In addit ion to other

responsibilit ies assigned to IRBs
under this part  each IRB shaft
review  research covered by this
subpart and approve only research
w hich sat isf ies the condit ions of all
applicable sect ions of this subpart

§ 46.404 Research not involving
greater than minimal
risk.

DHHS w ill conduct or fund
research in which the IRB f inds
that no greater than minimal risk to
children is presented only if  the IRB
finds that adequate provisions are
made for solicit ing the assent of
the children and the permission of
their parents or guardians as set
forth in §46.408.

§ 46.405 Research involving
greater than minimal
risk but presenting the
prospect of direct
benefit  to the individual
subjects.

DHHS w ill conduct or fund

research in which the IRB f inds
that more than minimal risk to
children is presented by an
intervent ion or procedure that
holds out the prospect of direct
benef it  for the individual subject or
by a monitoring procedure that is
likely to contribute to the subject ' s
w ell-being only if  the IRB f inds
that:

(a) the risk is just if ied by the
ant icipated benef it  to the subjects:

(b) the relat ion of the ant icipated
benefit  to the risk is at least  as
favorable to the subjects as that
presented by available alternat ive
approaches; and

(c) adequate provisions are made
for solicit ing the assent of the
children and permission of their
parents or guardians, as set forth
in §46.408.

§ 46.406 Research involving
greater than minimal
risk and no prospect of
direct benef it  to
individual subjects but
likely to yield
generalizable
know ledge about the
subject ' s disorder or
condit ion.

DHHS w ill conduct or fund
research in which the IRB f inds
that more than minimal risk to
children is presented by an
intervent ion or procedure that does
not hold out the prospect of direct
benef it  for the individual subject or
by a monitoring procedure w hich is
not likely to contribute to the
w ell-being of the subject only if  the
IRB f inds that

(a) the risk represents a minor
increase over minimal risk;

(b) the intervention or procedure
presents experiences to subjects
that are reasonably commensurate
w ith those inherent in their actual
or expected medical dental,
psychological social, or educational
situat ions;

(c) the intervention or procedure
is likely to yield generalizable
know ledge about the subjects’
disorder or condit ion w hich is of
vital importance for the
understanding or ameliorat ion of

the subjects’  disorder or condit ion;
and

(d) adequate provisions are made
for solicit ing assent of the children
and permission of their parents or
guardians as set forth in §46.408.

§ 46.407 Research not otherw ise
approvable w hich
presents opportunity to
understand, prevent or
alleviate a serious;
problem affect ing the
health or w elfare of
children.

DHHS w ill conduct or fund
research that the IRB does not
believe meets the requirements of
§46.404, §46.405 or §46.406 only
if :

(a) the IRB f inds that the
research presents a reasonable
opportunity to further the
understanding, prevention, or
alleviat ion of a serious problem
affect ing the health or w elfare of
children; and

(b) the Secretary after
consultat ion w ith a panel of
experts in pert inent 
disciplines (for example: science,
medicine, education, ethics, law )
and follow ing opportunity for
public review  and comment,  has
determined either:

(1) that the research in fact
sat isf ies the condit ions of §46.404,
§46.405, or §46.406, as
applicable, or (2) the follow ing:

(I) the research presents a
reasonable opportunity to further
the understanding, prevent ion, or
alleviat ion of a serious problem
affect ing the health or w elfare of
children;

(ii) the research w ill be
conducted in accordance w ith
sound ethical principles

(iii) adequate provisions are
made for solicit ing the assent of
children and the permission of their
parents or guardians, as set forth
in §46.408.

§ 44.408 Requirements for
permission by parents
or guardians and for
assent by children.

(a) In addit ion to the



determinations required under
other applicable sect ions of this
subpart, the IRB shall determine
that adequate provisions are made
for solicit ing the assent of the
children, w hen in the judgment of
the IRB the children are capable of
providing assent.  In determining
w hether children are capable of
assenting, the IRB shall take into
account the ages, maturity, and
psychological state of the children
involved.  This judgment may be
made for all children to be involved
in research under a part icular
protocol, or for each child as the
IRB deems appropriate.  If  the IRB
determines that the capability of
some or all of  the children is so
limited that they cannot reasonably
be consulted or that the
intervent ion or procedure involved
in the research holds out a
prospect of direct benef it  that is
important to the
health or w ell-being of the children
and is available only in the context
of the research, the assent of the
children is not a necessary
condit ion for proceeding w ith the
research.  Even w here the IRB
determines that the subjects are
capable of assent ing, the IRB may
st ill waive the assent requirement
under circumstances in w hich
consent may be w aived in accord
w ith §46.116 of  Subpart  A

(b) In addit ion to the
determinations required under
other applicable sect ions of this
subpart, the IRB shall determine, in
accordance w ith and to the extent
that consent is required by
§46.116 of Subpart A, that
adequate provisions are made for
solicit ing the permission of each

child' s parents or guardian.  Where
parental permission is to be
obtained the IRB may f ind that the
permission of one parent is
suff icient for research to be
conducted under §46.404 or
§46.405.  Where research is
covered by §46.406 and for
§46.407 and permission is to be
obtained from parents, both
parents must give their permission
unless one parent is deceased
unknow n, incompetent, or not
reasonably available, or w hen only
one parent has legal responsibility
for the care and custody of the
child.

(e) In addit ion to the provisions
for w aiver contained in §46.116 of
Subpart A, if  the IRB determines
that a research protocol is
designed for condit ions or for a
subject populat ion for w hich
parental or guardian permission is
not a reasonable requirement to
protect the subjects (for example,
neglected or abused children), it
may w aive the consent
requirements in Subpart A of this
part and paragraph (b) of this
sect ion, provided an appropriate
mechanism for protect ing the
children w ho w ill part icipate as
subjects in the research is
subst ituted, and provided further
that the w aiver is not inconsistent
w ith Federal, State, or local law . 
The choice of an appropriate
mechanism w ould depend upon
the nature and purpose of the
act ivit ies described in the protocol,
the risk and anticipated benef it  to
the research subjects, and their
age, maturity, status, and
condit ion.

(d) Permission by parents or
guardians shall be documented in
accordance w ith and to the extent
required by §46.117 of Subpart A.

(e) When the IRB determines
that assent is required, it  shall also
determine w hether and how  assent
must be documented.

§ 46.409 Wards 
(a) Children who are w ards of

the State or any other agency,
inst itut ion, or ent ity can be
included in research approved
under §46406 or §46.407 only if
such research is

(1) related to their status as
w ards or

(2) conducted in schools, camps,
hospitals, inst itut ions, or similar
sett ings in w hich the majority of
children involved as subjects are
not w ards.

(b) If  the research is approved
under paragraph (a) of this sect ion,
the IRB shall require appointment
of an advocate for each child who
is a w ard in addit ion to any other
individual act ing on behalf  of the
child as guardian or in loco
parent is.  One individual may serve
as advocate for more than one
child.  The advocate shall be an
individual who has the background
and experience to act in, and
agrees to act in, the best interests
of the child for the durat ion of the
child' s part icipat ion in the research
and who is not associated in any
w ay (except in the role as
advocate or member of the IRB)
w ith the research, the
invest igator(s), or the guardian
organizat ion.  
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