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Njt\TIONAIL RESEARCH ACT 

PUBLIC l.AW 93-348 
'fJ'ULY 12, 19'74 

INSTITUTIONAL ItEV'EW 8o.r .. ,WS; ETHICS; GUIOANCE PkOGRM.t 

SEC. 212. (a) Part I of title IV of the Public Health Servke Aclt. as 
amended by sectior. 103 of this A(·t, is amended by adding aI, the end the 
following new section: 

"INSTITUTIONAL REVIEW liOARDS; ETHICS GUIL1ANU! I1'ROOIlIAM 

"SEC. 474. (a) The Secretary shall by regulation require that each erllity 
which applies for a grant or contulI!t under this Act for any proje,'{ or 
program which involves t:iw conliul.:t of biomedical or hehavioral research 
involving human subjects submit in or with its applica~ion for such grant or 
control't assurances satisfactory to the Secretary that it has eSlabli:.hed (irl 
accord:mce with regulations which the Secretary shall prescribe) a board (to 
be known as an 'In:Hitutional Review Board ') to review biomedic'll and 
behavioral research involving human subjects conducted at or sponsored by 
such entity in order to prot<.:ct the rights of thc: human subjects of such 
research. 

"(b) The Secn.:tary shaH establish a program within the Department 
, under which requests for clarification and guidance with respect to ethical 

issues raised in l~onnection with biomedical or b(;~lavjoral research ikwolvilllU 
humal~ suhjects are responded to promptly and appropriately." 

(b) The Secretary of ~kahh, Education, and Welfare shall within 240 
days of the date of the enactment of this Act promulgate such regul.a.tiotlli as 
may be required lo carry out sc,:tion 474(a) of the Public Health S.~rvice 
Act. Such regulalions shall apply with respect to applkations for grants and 
contracts under such Act .~ubl1liued after promulgation of such regulations. 

THE CODE OF FEDERAL REGULATIONS, 
45 CFR 46. IMPLEMENTS THESE AMENDMENTS 
TO THE PUBLIC HEALTH SERVICE ACr. 

,WIllS ubi multi (:mUlliarii 
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COOlE OF FEDERAL REGULATIONS 

T'ITLE 45 

"UBLIC WELFARE 

DEPJ~RTMENT OF HEALTH AND HUMAN SERVICES 
NATIONAL INS"flTUTES OF HEAL TJi 

OFFICE fOR PROTECTION FROM RESEARCH RISIKS 

PART 46-PROTEGTI()N OF HUMAN SUBJECTS 
'. 

REVISI::O AS OF MARCH 8, 1983 
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iPa~~ .. -45 Cl"R 46 

. PART 46-PROTECTION OF 
HUMAN 
SUBJECTS 

Subpart A·-Bask :nUS Policy for 
:1~I'otecdon or Human Rewlu"dl 
Subjects 

S~o.: . 
41> 101 To ..... hal d" Ihcse TI:gul~t;ous apply! 
10.102 Ddil)ilions. 
41l JOJ AUIJuncc,. 

116 i 04 Scclion I'e~ervtd. 
46.1()~i Se,'"11) reserved. 
.,/1 J06 Scclion reserved. 
46107 IRS mcmbership. 
46.108 !lUI fllnclioM lind OpU~1I01l~. 

416 HN III.B review of research. 
1.1) I to Expediled revlcw pr<Kr:dufn for 

cerllin kimb of rcsc;m:h inv,a.ivinl'! no 
more Ihal1 minimal ri~k. alld for minor 
• hllft!!!!'s in appruved rc~cllrr.h. 

46 III Crileria for IRS approval 01 
fe,o:arch. 

41> II:' ReView II) In,llIutiun. 

.\/1.113 Su~pen'Hln or tennina::wn "I IRS 
appro~IIJ of rcsear<.:h. 

.1<>.114 CO<lpcr,ltlvo: re~u(,·h. 
*h. 11 j IIUI re.:onJs 
"t, 116 (ient:lai n:{.luiremclII) lo.r Informed 

,·on\enl. 
J,.~ 117 Do,ulTu:mOlcion of informed 

,onsenl. 

.J,~. II ~ Applic:!!i,'n, and r'rop,,~als lacking 
ddinlle pla'ls for lR~o!\'e",':r.1 lIf human 
subjecls. 

oI,'.! 1<1 Rc~car~h un..lcrlallen Wilhou( Ihc 
in[~ntlllo of involving hum~n suhjecls. 

4t) no Enh.allOn ;wd disposirion ,'f 
Ilpplu:alh)OS and proposals. 

·\6 121 In\festl~IHonal ncw dn,g Of ,Jnice 
)O·da~ delay rcqum:mertt. 

;Ill 122 Usc of' federal funds. 
411.123 F.ul)· Icrminallon of re'\('arch 

(ulldm?; evaluation of sub~"'lucnl 
aprlh:allons and proposals. 

"I, I ~4 Conditions. 

Subpart B-Additionlill Prot~dions 
!Pertaining to Research, 
Development. and Related 
Acth'lties hl\'olvinl': .','tuscs, 
Pregnllnt Women, and !-Iuman 
In Vitro Fertilization 

Se.c. 
46 201 I\pplil:ablilt)'. 

411 202 Purp<>se. 
4t>.20.1 DdinitlOn~. 

4b.l!J.l Ethical Advisory Boanh. 

46 20S Addillonal dUlles of the IIlSlIluliollal 

RC~lcw Soard, 10 .OIlIlCCIIOIl 1111111 

IIcli\ 'Ii,:·, In"olving fetules. pregnant 

wOIf,,:n. IltI' hUnlln in vilro ferlilizatlon. 
"!I.2Ot, Gt!lcral limilati(lns. 
46.201' "(tI~ili.:s direcled Inward pre~n;!nl 

wom.:n as 'UbJCCt1. 

46.208, "'Iivili<:~ direcled toward felu~c, in 
UI,em a~ sllhjc:cts. 

46.209· A.:livilil!1 directed toward fcluses u 
UI.ero, indu..ling nonvillhle fetuses. a, 

subj,:tCu. 

46.210 }'.:tivitiCs involvin, Ihe dead fClus, 
felal material. or the placenta. 

46.211 Mvdificuion or wainr of specific 
fl:quirerncnls. 

Subpart C-Additlonal 1P"oteclions 
Perhtining to Biomedical alld 
Behavioral Research ll1v(]Ilving 
PrilOonel"S as SLtbjcClS 

Sec. 
46.30 I ,..pplll:ability. 

46.30~ Purpose . 
46.303 Dcfinilic'o5. 
46.3()4 ('oillposition of In$lilUtioo,,1 Review 

Boards '~herc prisoners lile inv"lvc.L 

4b.lOS Additional dillies of Ille In'1\I1I1I01l41 

Re,icw !i)llan!s where priSllnrr\ Me 
in\'ol~ed 

46.30b reiTlllllnJ.':li,itic~ '"VOIVIII1 

pflwllcr~. 

Subpa.l1't lD--AQlditional Protections 
for Children Illvolyed "'I Subjects in 
Re.'4~lIIIl'ch 

Sec. 
46.401 To what do Ih~ regulations apply? 
46,402 Ddinilimu. 
46.403 IRlJ dliliCl', 
46.404 Re!leuch !!(.il involvina 8reater thln 

minimlll risk. 
·~6.4OS R~arch involving greater than 

min,mal ri~k oul pre~n!ing the pro'!pcCI 

of dilt:<::t t>enrfH to Ihc: individual subjects, 
46.406 R(:!l(:~rch in~'olving greater than 

'minimal nsl and no prospect of dir~1 
bent'fit ttl individu.allubjecls, but hkdy 10 

yidd gc:ncrllli7,wle knowledge about the 
subj,~;t'l disonkr or condilit~lI. 

.6.401 Rn(!8lfCh nOI olhl~rwisc IIpprovahle 
whic:h prcS<eou 11.1\ opportunil y to 

Und(TSla:nd, prevent, or alle~'R.te Ii SCn..IUI 

pr.)blcm IIHc..:lill~ Ihe health or welfare of 
child/en. 

46.408 RC(!uirc:me"i~ for pemli.woll by 
parcnt~ or !lWlrdialll and fof' lU:lenl by 
chihJ!rcL~. 

46.409 1,I,'anh. 

AUlllorilJ1; ~ U.SC )01; ~e(.'. 474(a), 118 

SI~1. .152.(42 U.S.C. 289/-)(111. 

Subpsrt A-·~£lasic lUIS Pulicy rUr 
Protedlo,n of Human Research 
SubJuu 
So:.KIrce: 46 Fit UK!, JIUlWILry 26, 1981" 48 Fit 
9269,. Man.:h «I, 190. 

t 46.101 To what do thrse 
i'egunaUons apply? 

(a) Except as provid4~d in 
paragraph (b) of this section. this 
subpart applies to all research 
involving human subje,:ts cOf.lducted 
by the Department of Health and 
Human Services or funded in whole 
or ill part by a Department granl. 
contract, coopclf"alive agreement or 
fellowship. 

( I) This; inch::des research 
conducted by Dcpal1ment employees. 
except each Principal Operating 
Component hea,j may adopt such 
nonsub:;ta/1lli \Ie, procedural 
modifications a~; may be appropriate 
from an adrninj~,tralive !ilandpoinr.. 

(2) It also includes research 
conduc(ed or funded by the 
Departmenl of Health and Humarl 
Services outside the United Stales, 
but in appropria(e circumstances. the 
Secretary may. under paragraph ( •. :) .of 
Ihis section waive the applicability of 
some or all of the requirements oC 
these regulations for res,carch IOf Ihis 
type. 

(b) Research alctivilic!i in whicl11 the 
only involvement of human subjeGts 
will bt: in one or more of the 
following 1:alegories are exempt from 
these-j'cgulatiolls unless the reseal'eh 
is Covt~red by other subparts of this 
parr: 

( I) Resea!rch conducled in 
established Of commonly accepted 
educat:ional sellings, involving 
n(ll lIlal educationOiI practices, such as 
(i) rese:arch on fe·gular and special 
educ31non instructional stralegies. or 
(ii) res,earch 01' the ~ffecljvene5s olf or 
the c!Jmparlson among instruction,,1 
techniques, I:urrio:ula. or classroom 
management nU:l!11I005. 

(2) Hesearch involving the use of 
educational IClilO (cognitive, 
diagno!ilic. aptitude. achievement). if 

Approved For Release 2000/08/08 CIA·RDP96·00788R001500140003·9 



•• j 

'45 dWaroved For Release 2000/08/08 : CIA-RDP96-00788R001500140003-9 If:~I~(!!i 
,--------_._._--,--_ ... _-.. _._--_._._ ...... _ ... _----------_._-_ .. _-,----_ ... _,_._-
information taKen from th(:sl~ sources 
i:. fet:orded in ~;uch .1 manne:r Ihal 
~ubjt:cts cannot be identified, directly 
lJf through identifiers linkf:d (0 the 

subjects. 
(3) I~esearch involving surveyor 

inct~rvicw procedures. e:",:cpl where 
;1111 of the following conditions e,xisl: 
I i) responses are recorded In such a 
manner thlt Ihe hUman subjects can 
hI: idenli(ied. directly or through 
identifiers linked to the subjecls. Iii) 
Ihe subject's responses, if Ihey 
hc.;arne known outside Ih~ research, 
fOllld reasonably place the subjec't al 
risk of criminal or civil liability or be ' 
d,lln:tging to Ihe subject's f,inancial 
~.tanding or employability, and (iii) 
!h,~ researdl deals wilh sensitive 
J spccts of Ihe subjel't's own behavior, 
sLlch as illegal conduct, drug use. 
S,~;qlaJ behavior, or u~e of alcohol, 
l\f1 res;:arch involving surveyor 
ill(I:l'view procedures IS exempt, 
W!i,!IIJut c;r.cc:plion, when the: 
respondents are dccted or apf10illlCd 
pubik,: officials or candidates for 
puh II': llffice, 

(4) Res~'arch involving the 
dt~",<~na[iun (including obSl'r ~',J(itln hy 
p.wIL·ipant~) of public behavior. 
cltn:pt where al! of Ihe folllh~'illg 

com,hll"ns t:.\i~l: (i) ()b~crvatiolls .Irc 
recorded in ~uch it manner thaI th.: 
human ,ubJects can be idcllIIficd, 
dill'\:tly or through idcntificr:i linked 
III til~' subjects. (ii) the (lOscfv:ttions 
rcwrdcd about thc inJividuaJ. if thcy 
Iwc;trlll' knl)wn oUlside the rcseardl. 
(tlu;d reasonahly place the subject :II 

ri!ik of .-rimin'll ()f civil twbiliry or h\.' 
da!ll:llglllg In Ihe ~lJbjcct's financial 
\laildll'1!:! or emplllyabillly. and (iii) 
(11~ .t:'it:arch dl!als with sl'n\iti\(! 
;i"pcds of the subjl!c!'s "wn b(.'h:lvior 
,uch <I, ilkg;lI ~'onduct, drug U~.:. 

,\.' x 1I::I h~'ha\ jor. or use of alcohol, 
(5) :Rcsearch involving the 

colln:tion or study of exisling data. 
dlll.·WIWIlIS, records. pathollJgil;al 
'I'.,~omens, or diagnostic SpCClll1l~ns. 
If rh("il~ source's arc publicly availahlc 
'" If the information is rl~cmlkd hy 
till' II1vi:\(igali.)r in such :t manna Ihal 

~;ubjecis r..:.mnol he idelillfied. directly 
or Ihrn'Jgh identIfiers linked to the 
suojcct~. 

(6) lInlt'ss !;p(~lfically reqllilcd by 
statute (mHj except to the extent 
spedlkd in paragraph (i». re~earch 
nnd demonmation projects which 
(Ire conducted hy or subject to the 
approval of tht~ Department of 
Health and Human Scrvic(:s, and 
which are designed to study" 
evaluate"', .or otherwise examine: 0) 
programs under !h(~ Social St.~Cllrily 
Act, or otht'r public benetit or 
service pro2:flms; (ii) proc(:dures for 
obtaining lx'lIefits or services under 
those pmgrmns; (iii) possible changes 
in or altcrna.tives to those programs 
or procedures; or (iv) possible 
change!i in methods or levels of 
payment for benetits or services 
under those programs. 

(c) The S':<:rl.'t.Jry has final 
;lurhorilv to del..:nnim~ whether a 
partir..:u!<Ir <ll'livity is covered by Ihc~c 

rc'gulalllln, , 
(d) The S\:cn:tary In;)y require thai 

~pecifit' rl:s~~;]ln:h activities Of .:la:-'!>l'\ 
of rl'sc;lfch JCI ivilic\ ~'onducted or 
funded by Iht: l)cpartnwnt, bu I nil! 
olhNwi~e covered hy these 
rq~ulati\lns, comply With some or J1/ 
of these rq:ula til)f)S, 

(c) The SI:ncrary may also waivt: 
applicabi!it~ o{ these r.:glllalioos to 
specific n:sc<llch ,;v.:tivities or dasscs 
of rcsc<lrch .I~tivities, otherwise 
covered by these regulalions, Notices 
of Ihese anions will be publ ishcd in 
(he ,t'edl'/'/I! RIc'X/J/er as they IX~I:Ur. 

(f) No individual m,IY receive 
Dcp.mtnl'llt funding for rest"arch 
covered by lh,~'sc regulations unless 
tht, individual is affiliated with or 
sponsored hy JIl insdlution which 
;\ssumes n:sponsibililY for the' 
rcs~an.:h under J!1 ;~ssul'ancc' lI'ahsfying 
Ihe n:quill:lHents III Ihis part. or the 
; IIdi v illual makes octwr ill rangC'rnent~ 

witll til>: lkp<Hlnll.'nt. 
(!!) Cl)/llplla!l~l~ wlIh these 

Il.~gulalillll~ \1 III in no \,\,ay render 
inapplicahlc p,:rtinenl tederal. ~t;lIc, 
,)I' 10l:al laws or regulaflons. 

(h) Each subpa.n of these 
regulations contains a separate 
section desi~ribin!1. 10 wtUlt the subpart 
.:Jpplics. Research which is covered 
by more than onl: subp .. n shall 
comply with all applicable subpans. 

(i) If, following review of 
proposed research activities that are 
exempt from these regulations under 
paragraph (b)(6), the Secretary 
determines that a. research or 
demou:.tration project presents a 
danger to the physical, mental, or 
emotiouHtl well·!:x!ing of ;1 participant 
or subj1ect of th.~ res<..'arch or 
demol1stnHion r,roject, then feder;'11 
funds 01.1)' not be expended (or such 
a projel:;:t without the written. 
informed consellt of each participant 
l1r subj(~,;t 

§ -16, t(J!2 OennWi1)l'Is. 
(a) "SCCrt!IM}" mean:!l the 

St'crctary of Health and Human 
Scrviu..'); afld any other offi~er or 
empll'yec of the D~partmcnt of 
Hc:allh :JiI1U Human Scrvit.:es 10 whom 
authority ha~ heen delegaled. 

(h) "[)cp:lfIment" or "HHS" 
me,lIl, the DC'Danr;len! of Heallh and 
HUllIan Serviccs. 

\~} ''In!lti(uti()fl'' means any public 
or private entity ()( ugency (including 
federal, stale. <1/\41 other agencies). 

(d) "l.cgally aUlhorized 
represenl:.alive'· mcms an I,ndividual 
or judidal or other body authorized 
under appJ icabk: }:IW to consent on 
helwlf of a pro·;pc.:!i ve subject 10 the 
suhject'~ parti<:ipation in til:: 
procedur.e(s) iltvoivcd in the research 

(e) ··Res.earl:h" .Ineans a 
systematic investig,ltion designed to 
develop or ~'on!riblJ!c to gefler:tli;~abh~ 
knowkd~~e, A('tivili~~ which mt:ct 
this defin ilion COnSIJlute "research" 
for purpo!-.es of these regulations. 
whClher or nm they are supported Of' 

funded under a program which i!> 
comlJered rese,HC'il tor other 
pllfJl<l,es. For eumplc, some 
"demonsHatioll" and "service" 
programs rnay include research 
activities. 
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(I) "Human subjecC:' meam a 

li,ving individual about whom an 
;n\k'stigalO£ (whether prdcssional or 
sr.udent) conducling research obtains 
( i) data J.hrough inlc!fvcntion I)r 
interaclion with the individual. or cn 
idenlifi:lok private information. 
'"Intervention~' indude~ both 
physical prnccdures hy which Jala .If\! 
)!athered (for examp!..::. vl:nipuncrurc) 
.. !HI manipulations of the suhject or 
tbe ~ubject 's environmenl. !hai arc 
pt:rformed f;1r research purpose·~. 
j'lnteractiorll" inclu(ks 
cOl1lmuni\.~a[ion or interpersonal 
coma,:1 between investlgator and 
suoj<!cl.. :'Privat.; infanna.tion'· 
indudes information abollt behavior 
tl1M \)ccurs in a context in which an 
indivj(lual can n:asoriably expect lhat 
III) observation or recording is taking 
pl..h.:I:. and informution which has 
h,:t'n provided for spccifi(: purp(}s(~~ 
b) :Ill IIldi\'idual and whi.h the 
illJi'v Idual ean fl'asonably exped will 
nol he mad~ publ ic I for c.\amplc. a 
mcdi..:a! rt.'corJ). Private inform~lIill/l 
IIW~! Ill' in,jlvidually idt.'nllfial1lc 
(i e,. the identity of the subjel.:t is or 
lIlay readily be asccrlained hy the 
ill'·c~tigal.m 01 associated with the 
Information) ill ,)rJcr for ubtaining 
the inform.llion 10 cOIl~tittl'lc rC~COln;h 
IIlvolliing human subp.'!c(s, 

(g) ;'MillimaJ risk '"means Ihal the 
riSks llf harm anticip:lleJ in Ihe 
propmeJ research are nOl greater. 
considering probability and 
ll1ugnitudc. than those (Ifdmariiy 
cllcounh:red in daily life or Juring the 
performance of routine physical or 
p~.ychol~)git:al examinations or tests, 

(h) "Certification r means the 
dfkial notification by the institution 
lil lhe Department ill accordance with 
the requirements of this part that a 
r,:scarch project or aClivil), involving 
!HJlnan subjects has. bUll review(:d 
;lnd approved by (he lnslitulillnai 
Review Board (IRS) in ac,orJ.;lOce 
with (he approved aSSlifanc,~ on file at 
HBS, (Ccnificalion is relluired when 
the' research is funded by the 
Ikparlmcnt and not otherwise exempt 
in accordance with § 46,1Ol(b). 

I 40. HiJ A,~ur.ncel. 

(all Fac'o in.lieurion engaged in 
resc;lr..h ~'ovcr\'d hy the:,I: regulations 
shall pro" ide '","'riuen as\Uf.JIH,'C 

salisla,;wry to the Secretary that it 
will comply wi!h !he reql.lircmenrs sct 
forth ill t~,e~c' regulations. 

(b) The Dcparlfl1l'nl ""ill conduct or 
fund n:scareh l:overcd by these 
regulalillns only if the ill!aitution has 
;m assllrance approved a" provided in 
this s('clion. and only if ~hc' inqitu!ioll 
hilS l'cllified 11> the Sel'r.:IOIry Iha! the 
rescau.:b has been reviewed and 
approved hy an IRS provided for in 
the a:;suranl'c. and will he subject to 
conrilluinll: review by the m.B, This 

'assur.am:c shall at l'I minimulIl indudc: 
'( I) A slatement of principles 

governlllg the institution in the 
disch,.II'ge of its responsibilities for 
profecting tht' rights and Wt~1 rare of 
humall ~uhjC'cts of rcs('arch \:undlH:tcd 

.Il or SpIHlsorcd by the in~[illltion,. 

regardless of s,ource of funding, This 
may incltldl~ an appropriillf." existing 
code. lled.lrati(ln. or stall'IIlI'nl ot 
ethica! prlll':irlc~. or a :.t<.l(Cll1l:rII 
formul:u..:u b~ (hI: institution it~df. 
This n:quirt!mrll! dues not pn:C'rupt 
provisions \)1' lhe'~e n~gulaljlllh 

applio.bk to Ikpartmenl,!'ulllkd 
n:;-.cardl and IS not app!iclbk to ~Illy 

resrarch in :Ill exempt \.':Il'~l!,Ofy li'Sled 
in § -16.10 I. 

(2) L)e'signallon of one or mllre 
IRBs t:slablishr!tl in acconlancc with 
the requirements of this subpJrt, and 
fllf wbil'h pruvi~;il'ns arc made for 
mcetln!~ space ano sufficknt staff to 
suppml ill!: IRB \ rrviewand 
rccon.Jkeep;ng duties, 

(3) A Ii!.! of the IRB members 
identifil~d by n;~me; t"arncd degr~~c.s; 
representative capacity; indicaiion~ of 
e:\perj,~nl'c such as board 
ccrtifkallons, liccn~cs. etc .• 
~lIffit.:i(:nlt I,) JI=~cribc each member's 
chid antl.:ipall.'J contributions to IRS 
dcliberatwlls; and any cmplt}YfIlcni or 
other rdalionsblp between each 
member an,1 Ih,~ imtilUlirin; for 
example: full·lime employee. part­
liml' r:mrloyce. member of gl)vcrnillg 
panel l.1f board, ShK~holdcf. paid Of 

unp<,id consultafll. Changes in ma 
mcmber<>hip shall be reported to the 
S(~cn~,ary, I 

(4) Written procedures which the 
IRB will follow (i) for conducting its 
initi~ll and conlinuing review of 
rcscfl1rch 31ld for reporting its findin~:s 
and actioiflS 10 !he investigator and the 
institulion; (ii) for determining which 
projects require review more ofcen 
than anntmlly a.nd which projecl5 
nt~eu verifj;c;uion from sources clther 
than the invesligalors thaI no m,ll'er:ial 
.:hangcs b<lve occurred since: pre'\lio~Js 
IRO review; (iii) for in~\uring prompt 
reporting to tht .IR.B of proposed 
changes ill a re:;carch acti v dty. and for 
Hl~qring that ci:tang(!s in approved 
r('sear .... h. durin ~ the period for whic'h 
IRB approval has already been given. 
may not bt: initialed without IRB 
lC'view and mppmval ex.cept when: 
ncce~,sary 10 eliminate apparent 
imlllediate haz~lnls 10 the ~ubjecu: and 
(i v) for insuring prompt reporting to 
th\! IRB :\Od to I.he Se~rc(ary i of 
uOJnti..::ip;;lted fJmb1cms involving 
fi .. b to SUhjl:ct~i or otht:rs. 

(c) Tht" assur~;nce shall be ell:et;u(ed 
by all individu .. 1 authorized to 34:t for 
Ihe 1f1~,li!Ution ,md to assume on 
hdlalf of thl! in,liturion Ihe 
obi igal ions imposed by these 
regu lations. ;lnd shall be filed in such 
form and manrwr as the Secretary 
may prescribe. 

(d) The Secr~lary will evaluate: all 
assunmces submitted in accordance 
with !t:ese regulations through such 
officer. and j:mpJoyees of the 
f)epanmclH and slJch experts or 
consultants ¢ng~lgt'd for this purpose 
as the Secrc:tary determines to be 
approp.rialO:, nit: Secretary's 
evalualion. wilt lake into 
consid<;ration the adequ.llcy of Ihe 
proposed IRS in fight uf the 
anlicipaled scoP.(: of the institution's 
research acr.ivilies and the types of 
subject populations likely to be 

I Re,Jom snould tie filed willi the Office 
fOf Protection fmm Research Risks. NlitioDl1 
In$I;lutu of Ucallll. DeplIrlm.enl of Hullh 
and Human !i~rvlcel. BClhe .. da. Maryland 
ZO:!OS 
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involved, the appropriateness of the 
• proposed initial and continuing 

• , rc~i~w procedures in light of the 
~I probable risks, and the size and 

complexily of the institution. 
(c) On the basis of (his evalualion. 

Ill,: Secretary may appro\! e nr 
dl:,appnwc the assurance. or enler 
inio negotiations to develop an 
;tl'pnwabk one. The SeCf1etary may. 
limir the period during which any 
panicular approved assuralKe Of clas:. 
of 3jJpwved assurances shall a'main 
dfective or otherwise condition l)f 

n:slric! approval. 
(fJ Within 60 days after the dale of 

submission 10 HHS of an appliC;.IIion 
or proposal. an institulion wilh an 
approved assurance coveri ng thc 
proposed research shall certify that 
~hl.' application or proposal has been 
re'Vicwed and approved hy the IRS. 
Olher imlilUtions shall certify Iha' rhe 
app! icaliun or proposal has b~c!l 
;Ipproved by Ihe IRB within 30 dJ)'~ 
~Ifta I'cf.:eipl of J rcqucsi for Slh:h a 
l'l~rtlficaljon trllrl\ thl! Departmenl. If 
(he cerlifkallon IS not submi Hed 
wilhin IllesI.' till1~ limit!>. the 
applicalion or proposal may be 
r,:!Urned w the instilUtion. 

§ ,$6.104 [Reserved] 

.~ 'HUOS (Reserved] 

i 4t.l06 [Reserved) 

§ ..t6.107 IRB mCfl1b~rshil). 

(iI) Each IRD shall have at least. 
five, membcn~. wilh varying 
l'.l.,:kl,!rllun(h 10 promC'le complete and 
J,kqu:lle review of research acrivities 
cummonly conducted by the 
Hl',IJtulion. The IRB shall b\! 
:i>uifkientlJ Qualified. through the 
,:;xperience and expeniiIC of its 
ttl.:rubCrs, and tbe diversity of the 
::llC'mi>ers' backgrounds including 
,;or.sideration of the neilll and 
dlimral backgrounds of meml'.lers and 
,,:n:wivity l() such issues as 
~'I"'lmunity allilUdcs, to promote 
rl'~pC(t fm its advice and counsd in 
,a(~guarding the rights and wdfarc of 
fwm:m suhjet.:ls. In addi!ion 10 

poss;essing the professional 
compctence n...:ccssary 10 review 
speclific: rr!search activities. the IRS 
shall bc~ :lblc to ascertain the 
acccptahiliry of proposed research in 
term:i of in~lHutional commitments 
and n~guialions, applicat>lc law, and 
standards of professional conducl and 
practice. The IRS shall therefore 
include pcr~llns knowledgeable in 
these arcms. If an IRS regularly 
revie'''''~ fI:~earch Ihat involvt!s a 
vulnerabll! rategury of subjects. 
including but nor limited to subjects 
covered by o!.hcll' subparts of this part, 
Ihe IRB shall itnclude olle or more 
individuals who are primarily 
concern~:d wilh the welfare of these 
SUbjCl't: •. 

(b) No IRS m.ay consisc entirely of 
men or entirely of women, or entirely 
of members of one profession. 

(c) Ea-:h lRU shall include Oil least 
one OIcmlx:r whose primary concerns 
are in nonscientific areas; for 
exampk: law)'l:rs. ethicists, mcmhers 
of the ~krg)'. 

(d) E~Kh lR B ~hall induoc at least 
one memb~rwhl) i~ not otherwise . 
affilialed with the institution and who 
is nol part of the immcdi'lle family of 
a pcrs,m who is affili.Hcd with the 
instilulion. 

(e) NQ IRB may have a member 
parlicipallllg In the IRB's initial or 
contin\ling n.::vkw of any project in 
which the 1llelnb~r has 11 cOllflkting 
in.terest. CXCl:pt to proviJe 
inform<Alion ICll'h!Sled by the iRB. 

(f) An m.B may, in its discretion. 
invite individuals with com~'r:len,:e in 
special ~H\:a!; to assist m the revil!w of 
comple!( IS~UCS which rCljuirc 

I~,\pcrtisc heyund or in auduion to thaI 
availabk 011 the !RH. Tht.:s\~ 
individuals :llay !~ot vole wilh the 
IRD. 

§ 46. HlS nm functions l1nd 

ol[>cralinH!'. 
in order 10 ful fill the requirements 

of these r,:pJiations each In n shall: 
(41) follow written procedures :.IS 

provided in § 46, 1O~(h)(4l. 

(b) Except when an expedited 
revi,ew procedure is used (see 
§ 4t. •. llO), review proposed reseaf(:h 
at cOTlverll:d meelings al which a 
majority of the members of the IREI 
are present, induding 01' least one 
member whose primary concerns are 
in nonscientific areas. In order for the 
research to be approved, it shall 
receive the approval of a Majority of 
those members prescnl at Ihe 
meeting. 

(c) lie responsible for reporting to 
the appropriate institutional offidal$ 
and the Secretary I any serious or 
continuing noncompliance: by 
investigatO.f5 wilh the r,~quirements 
and determinatiolls of the IRS. 

§ 46.t:l9 nUl review or research., 
Ca) An lRB shall review and have 

autholl'ity to approve. require 
modifications ill (to secure approv;il), 
or (Jisapprove all research at.:!ivilies 
c()ven:d by these regulations. 

(b) An IRB shall reql.llire that 
intortrnltion givelll to subj~tIi a& pi~r1 . 

l)f informed Con'icnl is in accordance 
with § 46.116, The IRS may require 
Ihat infonmltion, in add Ilion 10 that 
specifically menli()ned ill § 46.116. 
be given to Ihe .!.ubjects when in the 
IRS's juJgnu:nt the information 
would mcaningfully add to the 
pfOlCCrioll of the rights and welfare of 
subjects. 

(I,:) An IRS shall require 
do(:umenlalion of infomH:d consent or 
may waive documentation in 
arxordance with § 46.117, 

(d) All IRS shall notify 
investigators and the institution in I 

writing of its decision to approve or 
disappw\'C till: proposed :research 
It{.;tivity, or of mndification!l required 
10 ~t>curc: IRB approval of the 
Ic\earch activity. If Ihe IRS decides 
to disarpwH~ a rc~;earch at.:livity. it 
shall indude in its written notification 

I I<rpor\S \hould he tiled Willi Ihe Office: 
fol' pf',)!I.""IIOn from Rc,colrch Risks. N~iI()"al 
In\lIluleS of Health. Dcparrmenl of Healrh 
and Human Scrvice~, fI~lhe!d .. , lI.hryland 

2{)!D~ 
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il statement of the re.1son~ fi\.)f' its ' propo'~als which have been approved (5) InfoITficd cmiSCO\ will be 
-. ... _.,_ ............... · ..... ··,A4 

, , dl~i~ipn and give the investigator an under Ibe pnx:tcdure. appropriatc~ly dl(lcum.tnited. in 
0l,portunity to respond in person or in (d) The Seer-clary may remict, accordance with. and to the extenl 

f; writing. suspend. or terminate an institution's required by § 46.117. 
(e) An IRS shall cO'lldu,:t or IRB '" use of the expeditt~d review (6) Where appropriate, the rcse:llirch 

(:.ollltinuin8 review oi feK:Arcb covered procedure when necessary to' proleet plan make~ ade1luatc provision for 
hy these I'egulations at inll~rvals the rights vr welfare of subjects. monitoring the d~11.&I collected to 
appropriate to the degree of riSf:, but insure the I~.fety of subjects. 
DOlt leI!. dum QIlce per yealr. and shall 

§46.IH Criteria ror IR8 
(7) Whl!lrc appropriate, there GlI{1! 

have 3lHhocilY to observe oc have a adequate provisiol1s to protect the 
third party observe the COllsent approval I~r r.esearc:h. 

privacy of ttibjectl :and to maintlltin 
pmccss and the research. (a) In order Ito approve '-!scarch the confidenl.iahty of data. 

covered by lhe~e regulations the IRS 
(b) Where some or ,ail of the 

shall deterrnine that ail of Ihe ........... 
fi46.110 [xpedited re'Vil!''' 

following requirements an~ salisfied: 
suhjecls are likely to be vuJIlt!rable to 

§JiI'ocedures Cor certain kinds of coerdon or undue influence. such a!; 

n:search involving no nUlirC dum 
( I) Risks to subjects are 

persons with aCUIA! or severe physical 
minima' risk, and (or minor 

minimiu'd: (i) By using procedures or mental illness, or pelrSons who are 
(:Iuoges in approved rese·arcb. 

whid'i afl~ (:(lnsislent withwund 
economically 01 c:ducariona/ly 

(a) Th~ Secretary has est.~blished, 
rt~scafl:h design. lind which do not 

disadvantaged. "pptOPrtltc .c!.~itiion.l 
and published in the Fifdtraf 

unnec(:ssanly eXPQse subjl.·cts to risk, 
SIIfeg\latrd" hAve bun included ird the 

~'.tgistt·r, a list of categories of 
and (ii) wh~lle\'er appropriate. by study to protect the righti and we~fare 

ms.earch mal may be reviewed by the 
u~ing procedures already being 

I)f the~l: subje(.·!~;. 

IRS through an expedited n:view 
performed on the subjects for 

pro..:edure. The list will be ilmeI1J~~J, 
diagnoslic or trealmem purposes. I 46.112 Re'~iew by instiluliuul. 

,11 appropri.lIe, through periodic 
(2) Risks (0 subjects are I'easonable 

Research covered by these 
f'('pllbli~alion in the Federal 

in reialion to untici!,ated benefits, if 
regulations that has been approvc:d by 

Register, 
any, 10 SUb.!!;,':CI~" ;lnd the iml,ortancC' 

an IRO may be subject fO funher 
(lH An IRB may review l.ome or all 

of Ih~ :kllowledgc thai may rcasofiOlbly 
appropriate revkw and approval (lr 

of the research appearing (Jon the list 
be e:o;pi:clcd 10 ifCsult. In evaluating 

disapproval by officials of the , dsks and bt~nefuts, the IRS should 
through an ex.pcditcd revie'~' 

considl~f '::lnl;y those risk~ and benefits 
institution, How,ever, lhose officials 

plo(:edure, if the rescan;h involves no may not approve the research if il has 
more than minimal risk. The IRS rn~y 

~hl.l( fTIJI:( re!>u11 from the research (as 
root been approved by a.o IRS. 

dis(inguj~hed from risks and bt'ncfits 
al:w usc (he expeditcti revic:w of lhcr.apic S subjects would fl~l~eive 
procedure 10 review minor da3n,gcs in even if not part'icipa.ting in the 

f 46.HJ Suspension or 
pIe viously approved rcscan;h during rescardl). The fRU should not 

ltrmhwtion of UtB apflrovBI of 
Ihe period for which appro'>'al is considc:r l'(,:.sibne long-range effects 

research. 
OIlllborll.ed. Under all expedited An IRS 5hall have: aJJthotit,Y. to ,I 

of applying knowledge gained in me - " ..... , . .. 
review procedure, the review may he research (for eump!c, the possihle :\uspend. or terrn.il!'l~te approval of-
c;,[ried oul by the IRS chairperson or effects of the I'e~eareh on publ ic 

research tha~ is no~ being condllct'l~d 
by lllle or morc experienced reviewers policy) :IS among those research risks 

in aceonlam~e with the IRS's 
designated by the chairperson from that fall within the purview uf its 

requircllraenl!; or that has been 
among members of the IRE. In rcspons,ihilily. associated with unexpected seriou$ 
reviewing the rescarch, the reviewers 

(3) Sdection of subjects is 
harm to subject., Any suspension or 

may exercise all of the authorities of equitable. [n making this assessment tennin.uion of lilPl'fOval shall include 
I.hc IRS except that the revil~wers may the IRH should lake into account the a statemem of th!: reasons for the 
not ,jisapprove the research, A purpOSt:s of the research and the ·',IRS ",ICtiopmd dtalJ.be reported' 
n:search activity may b't disapproved selling in which the resean.:h will be promptly to the investigator, 
only after review in accordnnce with conducted. approplrialc instilillional officials. and 
ltic: non-expedited procedun: set forth (4) lnfonned C'onsent wil:1 be 

rhc Sec retal),. I 

in ~ 46.108(b). sought from eada prospccti1o'e subje,:t -----_.-._-
(c) Each 1R8 which uses an O'T the subject's legally authorized ; Rep0riJ shcoIJht b<~ filed wilh the omCI: 

expedited review procedure shall nepresenlati't·e. j,n accordan.:-e with. for Protection (:rom R.:search Risk •• NlliolUll 

adopt a melhod for keeping all and to Ihe clLlcn~ required by 
InSlilllie,; of He.lIh. [)epamn.:". of Hcalth 

me.:mb(~rs advised of researc 11 and Human Srrvicr;.i. Bethcsd .. , Maryilltd 
§ 46.116. 2020S. 

t' 
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~ 46.114 Cooperative rl~s~arch. 

CC10perative rcscardl projects arc 
those' prtljecls, nonnally supported 
[hrough grants, contracts. or similar 
anangemenls, which involve 
i,n~.lilutions in addition to thl!' grantee 
or prime contra.ctor (such <IS a 
,:on;rac[ol' with the grantee, or a 
';ubcontn.lt~!or wilh the prime 
wntraclor). In such instances. the 
grantee or prime contractor remains 
n:~ponsible to the Department for 
!,afeguarding the rights and welfare of 
human subjects. Also. when 
couperaling instilutions comiUL:l some 
or all "f the research involving some 
or all of thl!se subjects, each 
('ooperating instirution shall comply 
wid. these regulations as though it 
r.!t:C'ived funds for its particip:Hion in 
tht! project directly from th(~ 
Department, except I,hat in ,complying 
with these regulations institugions 
rfW;r use joinl review, rdi.mce upon 
tht' n!view of another qualifi(~d IRU. 
"I' simil,t( arrangements aimed 31 

,Ilioidanl:c of duplication of effort. 

~ ·u..llS JRB reCo~s. ~ 
(a) All institution. or where 

apl'mpriatc an IRH. shall pr'.::parc and 
1ll:lIlltain adequate documentation of 
HW :lctivitiCIl. including the 
following: 

( I) Cllpies of all research proposals 
re'Viewed, scientific evaluations. if 
;HlY, thaI accompany the proposals. 
approved sample consent doruments. 
progress reports suhmitted by 
iIlV,!S!igalors, and reports of injuries 
to suhjects. 

(2) MinuLes of IRB meetings which 
~,hail be in sufficienr detail 10 show 
<llteruJance at the meetings; actions 
taken by the: IRB; the vote on these 
actions including the numher of 
mt:rnhcrs vOling for, against, and 
.IbmlinlOg; the hasis for requiring 
dl;,I'lgc-s in or disapproving research; 
and a written summary of the 
discu~sion of controverted is!.ucs and 
(he::1' resolution. 

OJ Records of continuing review 
acti'ities. 

(4) Copies of all l:orrcspondcnce 
between the litH and the 
investig2ltofS. 

(5) A list of inS members .IS 

requirl!d hy * 46,101(b)(3). 
(6) Writl.t~1I procedures for thc IRn 

as rcquirl!d by § 46.103(h)(4). 

(7) State men!s of significant new 
findings provided to subjc\:!>. a~ 
requin:d by § 46.116(b}(SL 

(b) Tlie records required hy this 
regulation shall he retained for at 
least 3 years after '.:omplction of the 
research. and tile rcwrds shall be 
accessible for inspection and copying 
by aUlhorized representalive5 of the 
Department at reasonable times and 
in a rCI:lsomlblc manner. 

I 46.116 General requlr'ements 
for inf'iU"mt:d cunsent. 

Except as provided elsewhere in 
this or other subparts, no il1vcstigaror 
may involve' a human being as a 
subjc\.·, in research covered by these 
regulalions unless the investigator hal> 
obtained the leg;ldly effecti"e 
informed consent of the subject or the 
subjecl's legally aUUlorized 
r4:prescnlative, An investigator shall 
s.:ek SUdl consent only untkr 
circumst:mce:s Iha! proville lhe 
prospccttiv.~ sllhjl~cl or the 
rt~prcscrlltau vc sufficient opportunity 
t\) con~.ider whether or 11O( I() 

participOilC and thai minimize the 
possibility of coercion or undue 
influerh,:.e, The information thai is 
given to (he subject or the 
representativ!! shan be in language 
understandilble ,Io"jhesubjeci or the 
representaliive. ,Nolnformed COllsent, 
whether om.! oi'w'rltien. may include 
any exculpatory language through 
which the subject Of the 
represenlativc is made 10 waive or 
appear 10 waive allY of the subject's 
legal rig}1 [S, or releases or appears to 
release (he investigator, the sponsor, 
(11(: institUlion or i Is agents hom 
liability for nt:gligence. 

(a) Ba!l.ic clernellls of informed 
consent. EXCl~Pt a:i provided in 
paragraph (c) Of (d) of this sC(:lion, ill 

seekill1g informt:d consent the 
following information 5,hall b,~ 
provided to each subjecl: 

I .". 
, ~' (I) A statement that the study 

involves re,earch. an explanaliotu of 
the purposes of the research and the 

1, expected duration of the subjecl'§ 
; partidpatioll. a description of the: 

11 procedlJres to be followed, and 
~ identification of any procedures 
~: which are e:t;perimental; 
'll (2) A description of any realiorlilbly 
,; foreseuble risks or discomforts to the 

.., subject: 
, (3) A description of any benefits to 
lIne ~ubject or 10 others which may , , 

, reasonably be expected from the 
~rescar'h; 
,~ (4) A disc'\osure of approprimc 
, alternative procedures or courses of 
, treatmlmt. ,f any. that might be 
: advanl;~geous to Ihe suhject: 

(5) A statcmc-nt describing the 
'e)ltent, if ally, to which 
confidentiaiity ot r.!cords identifying 
the subject will be maintained; 

(6) For res;carcih invol\,ing more 
than micimal ri!>.k, an explanation as 
to whether allY compensation and all ,I/.; A 

, e.x.planatioll as to whether any 
medical IrealIllCIW. are available if 
injury o<'curs and, if so, what they 
consist of, or where further 
information r.uay b(~ obtained; 

(7) An I!xplanation of whom to 
contact for a,nSWel'~ to pertinent 

, qu('stiol'l~' about the research and 
,research subjc:cls' rights, and whom 
to contact in the eve'nt of a research. 
related injury to tl'lj: subject; and 

O!) A statement lhal participation is 
voluntar}', refusal 10 partjdpa~e will 
involve no penalty or loss of benefits 
to which the subject is otherwise 
entitled, and the subject ma.y 

i discontinue partid,)Alion al any time 
without penalty or loss of benefi~s {() 

.,which the subject IS otherwise 
, entitled. 

, (h) Additiofll:.'11 dl:ments of 
informed cons,~nt. When appropriate!, 
one or more of the iollowing elements 
of in!onnatioll shall also he provided 
to each subjel:t: 

r 
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.~"( I) It. statement that the plrticular 
~ trCitl!nent or procedure may involve 

• , ~Tisk~ fo the subje\:t (or to (he embryo 
~or fetus. if the subject is or may 
;; become pregnant) which are currently 
;I.llnforeseeable; 
.,~ (2) Anticipated circumstances 
~ IJllllfer which the subject's 
I fJnicipalion may be terminated by 
t (he investigator witJlout regard to the 
~$ubjecl's consent; 
1, (3) Any additional costs to Ihe 
~~;ubjcct Ihal may result from 
;participalion in the research; 
J (4) The consequences of a 
-Isubject's decision 10 withdraw from 
.11 
l~lhe research and procedures for 
i10rderly lemlination of participation 
~ by Ihe subject; 
L (5) A statement that significant 
~ new findings developed during the 
i: course of the research which may 
~.rda,c to the subject's willingness to 
jcol1tinue pankipalion will be 
'; prollided 10 the !>ubject; and 
? 16) The approx.imate number of 
:':"'1~ubjech involved in the study. 

(c) An,~~BJ!."~l~ER~?~;"~,(:~nl 
"P~f~~,~ dae~~lrlefud~; or 

!Albien aitl!:l'.lli.,!\Omc or ltl{]{.lhe 
~ ~:!llICail ~ iPfOl:med' cons.elilt s:; 
F.)ri:h above. or waive the mquiremcnl 
1:0 obtain informed .;onsent provided 
tbe IRS finds and documents th'lt: 

(I) The research or dcmonstmuion 
project is t() be conducted by or 
subject to the approval uf state or 
1. ~cai government officia.ls ;Iud is 
designed to study, evaIuat;!, or 
ot~lerwise examine: (i) programs 
under the Social &"curity Act, or 
other public benefit or service 
programs; (ii) procedures for 
obtaining benefits or servkes under 
tiiOSl! programs; (iii) possible changes 
ill or alternatives to those programs 
or procedures; or (iv) poss,ible 
changes in methods or l(:vds of 
p.'tymcut for benefits or services under 
rllU!>e pl'Ogram."; and 

(2) The research could not 
prllcti,cably be carried oul without the 
waiver or alteration" .• '. , 

(d) An IRS U\ayapprove: a consent 

procedure which ,d~s.:~?t}ndud,:. or 

:~ni~ ahCl1...,klmeOr aU of the 
clemcl[us of lllformed consent let 
forth ILhov~:; or waive the 
requirl~l1'Ients 10 obt.ain informed 
consent provided Ihe IRB finds and 
documelUs that: 

(I) The resc41fch involves 110 mure 
than minimal list: to the subjects; 

(2) The waiver or alter.ation will 
not adversdy affc(:1 the rights and 
welfare oithe subjects: 

(3) Thl~ rese<ln:h could nol 
practkably be carried out without the 
waiver or alteration; and 

(4) Whenevl=r appropriafe. the 
subjecl.~ will be: provided wilh 
additional pe .. tin{~nt informiuion after 
particip,lIion, 

(e) The mformed consent 
requirements in these regulations arc 
nol intended to preempt any 
applic:tbk fedc'l~al. slale, 01' local laws 
which rc~quire ll,ddirional information 
10 be di:idosed in order for informed 
consent I'll be k~gally effel~tivc, 

(0 Nl)thing in these regulations is 
inlendl~d 10 limit the authority of a 
physician to provide emergency 
medi';~11 ";Ire, 10 the cxlcnt the 
physician is pcrmiw!u to do so under 
appl kat'll!! federal. Slale. or local law. 

t 46.117 Uocumentadon or: 
(n(orlne," cons¢nt. 

(a) E:-;cepl as provided ill 
paragraph (c) of this section. 
informed (:onscm shall he 
documentctl hy Ihe usc of J written 
consent fmm approved by the IRB 
and signed hy the subject 01" the 
subject's legally authorized 
representative, A copy shall be given 
10 the i'erson !>igning the form. 

(h) Except as provided in 
paragraph (~) llit Ihis scclion. thc 
I:onscnl form may be either of the 
following: 

(l) A wriuen cons~'nt document 
thai embodies the elements of 
infomll~d consent required hy 
.~ 46,116, This form may be read to 
the !>llbjcct m the subject\ legally 
authoril.ed repre''ienlativc. but in any 
event, the illve~ti1.~alor shall give 
either Ihe .'iIlihject or the representative 

adequate opportunity to read it before 
it is signed; or 

(2) A "short form" wrinen 
conselila doc'umenl Slating that the: 
clemencs of informed consent 
required by • 46.116 hue beer. 
prese~lted orally to the subject Of the 
!lubjecc's legally authorized 
representative. When this method is 
used, there shall be a wilneslI to the 
oral pl'(!sentatiof'll, Also, the IRB ~hall 
approve a wriUerA summary of what i!i 
to he !>aid to Ithe subject or the 
representative. Only the short fmm 
itself is (0 be signed by the subject o,r 
the represcl1Itatiive. However, the 
witness shalll sign both the short fom1 
and a copy of Ihe Ctlmmary, and U1C 

persol1l ac\uilily ot\lIunillg consent 
shall sign a clOpy of the summary. A 
copy of the summary shalt be given to 
the subject or the representative. in 
addition to ;~ tOpy of the' 'short 
form," 

(c) An IRB may waive the 
requin:mclll flOt:" lhe invesligator tlO 
ohtain 2 signed consent form for somt: 
or all subjects if it finds either: 

( I) That the only record linking the 
subject and the res-carch would be: the 
consent dO<;lIJmenl and the principal 
risk would be potential harm resulting 
from a brellich of confidentiality. E,ich 
suhjeclt will bl!: asked whc:th(!r the 
subjel.:[ wants documental ion linking 
the subject with the research •• md the 
subjecil's wishes will go'Vcrn; or 

(2) Tha( the: research ()resents 1110 

more than minimal risk of hann to 
subjects and involves no procedul'es 
for whkh wriHerl consenc is nOnfiiSlly 
required outside of the research 
conte)';!' 

In cases where the d()(:umen~atjon 
rt!4uiremcnt is waived, (itle IRS may 
require the inveSir.gator 10 provide 
subject'> with a written statement 
regarding the rC:>lCarch. 

§ 46. J 18 Appikations and 
pr~}posals lackilllt definiite plans for 
Imolvement. or human subjects. 

Certain types of appli(:ations for 
grants, coo~cra~i\'e agrec:rncnts. or 
conlracts arc suhmitted to the 
Department with the knowledg,e that 
subjects may be involved within the 
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p(~riod of funding. but definite plans 
vvou1d not normally be set forth in the 
application or proposal. These 
illdude activities such as institutional 
lype grams (including bloc grants) 
where: selection of specific projects is 
III,: instilution's responsibi.lity; 
n.::>-I:ilrch training grants where Ihe 
:.ctivities involving subjecu remain 10 
til: selected: and projects in which 
human subjects' involvement will 
depend upon completion of 
i!ls!ruments, prior animal studies. or 
f'lIrific<I[ion of compounds, ThCSt~ 
applications need nOI be re'Vif~wed by 
an IRS hefore all award may be 
nude. However. except for research 
dl~~\:ribed in § 46, IOl(b). no human 
subjl!cts may be involved in nny 
pn)Jccl supported by these awards 
until Ihe project has been reviewed 
and approved by Ihe IRS. a~; provided 
in these regulatiuns. and certlficatiun 
~!JbmJtted to Ihe Deparll1lCllL 

§ 46.119 Research undertaken 
without the inCention uf in'm!vhl~ 
human suhjt'cts. 

In tlle event research (condUcted ur 
fundell by Ihe Departmcnll is 
undertJt..en without the in(elHion of 
i ov,)1 ving human suhjects. bu I it is 
lata proposed to Il~e human !iuhjccls 
in lhe research. the research shall first 
b~~ reviewed and approved by an IRD. 
:I!, prllvidcd in these rcgula[i()ll~. a 
u:rtltic.ltion subnll!!cd 10 the 

/Jcp~1! Onerll. Jilt! final approval given 
Il) tile proposed chan ge hy th ~ 
fkp:lf!mCnl. 

fr -Ii). 120 E~'alul:ltion and 
d~sjl()~iljon uf applkatiolls and 

prupostliis. 
(,Ii The Senctary will eV<llu,Jte all 

appi lO;:a[ions and proposals involving 
!lllm,~n \ubje~ts 'iubmitted 10 {he 
fkparnnc:nl through such officers Jlld 
employees of the Department anJ 
"u~h experts and cOllsuitalljs (IS the 
S.:crttary dClernllnes 10 be 
In''' Ipnal<~. ThiS evaluation \\ill lake 
iflfO l:onsider:lIion (he risks 10 the 
~ubJ'·':!s. the adequacy uf prokcrion 
;lg,LllI'>I Ihese risb. the potential 
bcndih ,.>f the proposed rescan:h to 

the subj(:·t·t~ and others. and the 
impOl1lanCe of "he knowledge 10 11<: 
gainedl, 

(b) On tile bilSIS of this evaluation. 
the Sea(~lary may approve or 
disapprove the applicalion or 
pfl)po~.al. or enler into negoliation!; to 
develop an approvahle one. 

f 46.121 Inn'sfigationa£ new dr'ug 
or device 33-day deby ~quirtmel1t. 

When an institution is required to 
prepare: or 10 submit a certi fkarinn 
with an application or proposal Ul1i.kl 

these regul;lIiolls. and the application 
or propo!;,al involves an 
investigational new drug (wilhin the 
meaning of 21 U.S.C. 355(i) or 
J57(d» Of a significaOl risk device (as 
defined in 21 CFR 812.3(m», the: 
institution sh.d) identify the drug or 
device in Ihe cenification. The 
institution shall ,lls(l slate ..... helhcr the 
30-day inl,;!rval required for 
investigational ni~W drugs by 21 CFR 
311.l(a.l and /.01' significan! risk 
df!vices by :!J CFR 812.30 has 
elapsed, Ill' whcrlH:r tht' Food and 
Drug Adltlinistnuiol1 has waived that 
requiremc-n!. If the .10-day inll'cval 

has expired. Ihe ilisrilUtioll shall slak 

whether lAW Food :IIlJ Drug 
Adminis:lrallOl1 has Tf!qucslcJ 111:11 the 
sponsor ,·ominue 10 withhold ',f 
restrict the u~e of the drug or dev icc 
in hUlllan !>lJh.in:t~;. If the 30-Llay 
init'rvai has 1'101 expired. and it \\aiver 
has not been received. rhe in\!itutiun 
~hall send a statement ttl !h~' 

Dcpartmt'rt! upon expiration flf tllt: 
interval, The Department will n,H 
l:ollsider ;l ccnifiolioll acceptahle 
lIf11iJ [he lllSlitution has submiHed a 
sla£crnenl that the .30-<1a)' interval has 
elapsed .• ItlU the Food and DlIIg 
Adminisrr\ltWI1 ha~. nol requested it to 
limit thc use lit" the drug or device. or 
that the Food ;md Drug 
Adrnilli~lration has w .. ,ivcd the 3~-day 
interval. 

§ 4t~.I22 lJS(' <If ,ft'dt'ral funds. 
Feder;}l (lImh adllUlli,tcn:d b\ Ih,: 

(kp;lrlmcllt rna)· ntH be e:<pend~d h.lf 
research Illvoh'lng hum,1II ,uhj':CIS 
unless the reqtllrcmcn( of Ihc~c 

regulations. including all subparts of 
these regulntion:~. have been satisfied . 

§ 46.;I:U Early termination 01 
resf'l~rch funding; eva'uaUon or 
sub:H~'luenr :.)I)plicatio:lls and 
prol~osaJ~. 

(a) The Secrctury may requail'l! Ihat 
Department funding for any projec~ 
be lerminated or suspended in the 
IOlInner prescribed in applicable 
program requirements. when the 
Secrelwry finds arl institution has 
rnaieri~llly i.tiled 10 comply with the 
terms of these n:gulatiolls. 

(b) In making decisions abouf 
funding applicalions OT proposals 
covered by thes(! regulations the 
Secretary may ra~,e into OIiccount. in 
addilion 10 all olher eligibility 
requirements and program crileria. 
factors such as whether the appli'':Ml 
has been subje4:! to a termination or 
suspco!>i'dTl under paragraph la) of (his 
section and whether [he applicant (lr 
the person who would direci [he 
scientific and technic.1I aspects of an 
activilY ha~ in the judgment (If the 
Secrerary materially failed to 
discharge respon~ibili!y for the 
protection of the rights and welfart: of 
human subjects (wh(~ther or not 
Dt~raltment funds were involved). 

§ 46.124 Conditions. 
With respect 10 any research 

pruject or any dass of research 
proJeCls the Secretary may impose 
addilional conditions prior 10 or al. tile 
lillie of funding when in the 
Secrdary's judgment addiltonal 
conditions arc necessary for the 
prolcction of human SUbjects. 

Subpart D·-Additillnal Prole-cli0/1!Ii 
l'ert:Jining In R e~t'a.rch 
DC\,t'l0Plllclll, and Relalcd 

. Actfl'HI~s rn~'oJving Fetuses,' 
Pregnant .Wil)men. and HUIT!!!n IlD 
Vitro FerUli:latlon' 

SOliNl/. 40 FR ll~~H .. .ltu!! x. 1'i7~. 43 FR 

175K. J;lnu~r:. II. 197H. 4.' fJ~ 
~ I ~<;'i. Nc,vemi)er J. I'PK 

~ 46.2(H ApplicnhiJily. 
(a) The f(!l,'uf:diom, in thiS ~uhp~lrt 

<If(' arrlicable to all Depannwm of 
Health. Edtlo:ari,m. and Wdfar(! 
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" 'gdn4s and contra;.:t suppMting 
rcsearch. development. ,HId related 
a~ti\'ities involving: (I) Till! fetus, (2) 
prt:gnant women, and OJ human /11 

dIm fcrtilization. 
(bl Nothing in this subparl shall be 

conslrued as indicating [hat 
compliance with Ihe prol.:cdures <>cl 

forth herein will in any way render 
in'lpplic<lhle perlincnl Stnlte or Incal 
b~~ hearing upon activities ~~overed 
by this subpart. 

(d The requircments of this 
suhpart are in addition 10 those 
imposed unlier the olher :;ubpans (If 
this part. 

§ 46.202 Purpose. 
It is the purpose of this. subpar! 10 

provide addilional safeguards in 
reviewing activities to whi~:h this 
~;ubpart is applicable to a~sure that 
they conform to appropn<Jle (·thic.d 
qanLlards and relate lO importanl 
~ucietal needs. 

;~ 46.203 Definitions. 
As used in this subpart: 
(a) "Secretary" means thl! 

Secretary of Health, EJuc alion. and 
Welfare and any other officer l.lf 
empluyee of the Department uf 
Health, E.:lucation •. and Wdfare (0 

whom authority has been delegated. 
(IlJ "Pregnancy" encompasses the 

period or time from contlrmalion of 
implantation (through any of the 
presumptive signs of pregnldncy, such 
a~. missed menses, or by a medically 
acceptable pregnancy test), umil 
c"pulsion or extraclion of the fetus. 

(C') "Fetus" means the proouct of 
c,lnceplion from the time of 
irnplantatiun (as evidenced by any of 
Ill.: presumptive signs of pregnancy, 
stl(:h as missed menses, or .a 
medically 31:I:eptablc pregnancy test), 
until a dC'tennination is made, 
following c;(plusion or cxtr:lCtion of 
rlH! fetus, thai it is viahle. 

(<1) "Viable" as it pertains (0 fhe 
f.'llIs means being able. after eilher 
~p.HHanc!ous or induced delivery. to 
survive (given the benefit of avaii;)ble 
mcdlcallherapyl 10 the pllint of 
ir,dcpcnden!ly maintaining heart 

beat and respiration. Tlw Secretary 
may from lime (0 time. 13king into 
..lccount mediral advances, publi,h in 
the FEDERAl. R [GISlER guidelines 
!O as~isl In determining whether a 
fetus is v:abk for purposes of Ihis 
subpart. If a fetus is ... iablc after 
delivery. il is a premature lnfanc 

(e) "Nonviablt: fetus" means a 
fetus t'.f Ufero which. although living. 
is no:1 viahle. 

(I) "Dead fclUs" means a fetus <'.~ 

utero whkh c.lthioilS neither 
heanb\'al, spontaneous respiratory 
activity, sponlaneOUs, movemenl of 
voluntary mU'icles, nor pul~ialjun of 
the umbilical cord (if still attached). 

(g) "/" virro fertii iZaliIH\" means 
any fl~rtili,~ation of human ova which 
occurs ~lutsidc Ihe booy of a female. 
either through admixture of donor 
human sperm mnll "va or hy any other 
meam;. 

§ 46.;:04 'lo:th5cal Advisory 
Boards. I 

(a) One or more Ethical Advisory 
iloanh SIHllll bt: established by the 
Secrelil i)'. Members of Ihest: hoard( s) 
shall be so !>eiect.ed that the hoard( s) 
will bt: competent to deal with 
medical. legal. social. ethical, and 
related issues and may include, for 
example. r~'sea/'(:h scienrisls, 
physid;ms, psy!:huJogists, 

s<K:iologi:.ts, eoucators. lawyers, and 
ethicists, ilS welll as repre:;':1lI3tives of 
the general puh:lic. No buard member 
may bt: a regular, full·time employee 
of the Dcpartllll'ni of Health, 
Edul:,lIIion. and Welfare. 

(h) AI thL" request of the Secretary. 
the Ethical Advisory Board sh;dl 
rcnder advice COl1!1istcnl wiih the 
polil:ics and requin:ments of this Part 
as to ethical issues. involving 
a('tivilit~S ~'llvered by this subpart. 
rai~ed by individual applications or 
prop,)sals. In addition. Uptlll request 
hy the Secretary, the Board shall 
render aJvic~ as to c1asst!s of 
applil:ations or propos:ds and general 
policies, guidelines, and pnl<cdures. 

(el A Board may eslablil,h, wilh 
t~le approval of the Sl.'cretary. classes 
of applil;aliolls Of propt)sal~. whio.:h: 

(I) Must be suhmittcd 10 the Board. 
or (2) need noa be submitted (0 (he 
Board. Where the Board so 
establishc!; a class of applications or 
proposals which must be submiUed. 
no application or proposal within the 
class may be funded by the 
Dep<.Irtmcllt or any component thereof 
until the:: application or proposal has 
been reviewed by the 80ard and the 
Board has r(~ndcred advice liaS to it!1 

acceptability from an ethical 
scandpoint. 

(d) No application or proposal 
involving human in VilrQ fertiliz3lion 
may be funded by the Department or 
any component thereof until the 
application or proposal has been 
reviewed by the Ethicil Advisory 
Board and the Board has rendered 
advice as to its accept.afJility from an 
ethical ~tandpoint. 

146.205 Additional duties of tie 
Insdtutlt)ulReYlelif "BO.rd. ~n 
connectioQ with activities 
invl!)lvior. fetuses, pregnant 
women, or human jn vitro 
(ertmiatioo. 
(a) In addition to the 

responsibilities prescribed for 
Institutional Review Boards under 
Subpar! A of lhis part, ilie applicant '5 

Of offeror's Board shall, wifh ~especl 
10 acrivities covered by khis subp.!lrt, 
carry out the following additional 
duties;' 

( I) Determine that all aspects of 
(he: aCli~ ity me,:( the requirements of 
Ihis subpart: 

(2) Determine that adequate 
I.'onsidc:ration h;u been given to the 
manner in which potential sUbjt:ClS 
will be seh:cted. and adequate 
provision h'1S been made by the 
applican( or offeror for monitoring 
the actual in(orm,~d consent proce,j·s 
(e.g., through SIKh mechanisms. 
when appropriate, as participalion by 
the Instilutional Review Board or 
suhject advo{:atl!S in: (i) Overseeing 
the acwal proce:;s by which 
individual con~en::s required by thi:. 
subpart are :'l!cu::cd either by 
approving indue':ion of each 
individllal into til(: activity 01' 
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vNifying, perhaps through sampling, 
- t~al approved procedures for 
• ' induc.~ion of individuals into the 

adi'lily are being followed, and (ii) 

monitoring the progress of the 
activity and intervening as necessary 
through such steps as visits 10 the 
activity site and continuing ,evaluation 
10 determine if any unanticipated 
ri ~;k.s have arisen); 

(3) Carry oUl such other 
n:sponslbilities as may be assigned by 
th(: Secretary. 

I[b) No award may be issLled until 
the applicant or offeror has certified 
to the Secretary that the Insllitutional 
Review Board has made she 
d(:temlinalions required umkr 
paragraph (a) of this section and the 
Scaetary has approved these! 
dc!c:m1inations, as provided in 
§ 46.120 of Subpart A of this part. 

Ie) Applicants or offerors seeking 
Sllpport for activitie50 covered by this 
suhpar! musl provide for Ihe 
dn!gnalion of all Institution.l! R(wiew 
BO;Hd, ~ubject to approval by the 
Secretary. where: no such Board has 
been eSI~,blished under Suopal1 A of 
IhlS parI. 

§ .... 6.206 General limlt .. ti>[)n.~. 
(a) No activity to which Ihis 

:iubpart is applicable may be 
undertak.en unless: 

( I) Appropriate studie:; on animals 
;::Hd lIonpregnant individuals have 
he'c:n complcled; 

(2) Except where the purpose of 
lite Jt'lIVilY is to meet the health 
need:; of th~ mother or thl~ p;lIItil:ular 
ktil~, (he ri~k to the fe!lls is minimal 
and. in all cases, is the least posslole 
risk for achieying the objectives of 
Ih.: Jctivity. 

Of Individuals engaged in the 
;1L:llviIY will have no part m: (i) Any 
dt:Li~lons as to the timing, ml:thod, 
Jill;: pro,,;edures used 10 terminale the 
pregnancy. and (ii) determining the 
viability uf the fetus at the. 
!nllunation of the pregnancy; and 

(~) No pro('edurai changes which 
rn,IY ousc greater than minimal risk 
to the fetus or the pregnant woman 
w.! I he introduced into the prncC'duwc 

for termillaling thl! pregnancy soldy 
in the illlUCSI of the activit)', 

(b) No illdu(:e:mems. monetary or 
otherwise, may be offered to 
terminale pregnlln .. ·y for purposes of 
the activity. 
[4-(J FR 3:1528. Aug. II, 11175. a~ amended at 
40 FR 5163M. No\,. I), 1975] 

§ 46.2~17 ,\ctivities directed 
lowalrd pl'~nant women as 
sUbJei:ls. 
(a) No pregnalH woman may be 

inlloh'ed as OJ sul)jeci in an activity 
covered hy this <;uhparl unless: (I) 
The purpose of the activity is to meet 
the health needs of the mother and the 
fetus will be placed .u risk only to the 
minimum I!Xlenl necessary to meet 
such net:ds, or (.2) the risk 10 the felus 
is minimal. 

(b) An aClivity permitted under 
p;uagraph (a.t of this section may be 
conducted tinily if the mother and 
f,!,Iher are legally competent anti have 
gi ven their mformt!d consent afler 
having been fully informed rl:.garding 
possible imp.lI:l on the fetus, except 
Ihal the lather's informed consent 
nt:cd not be secured If: (1) The 
purpose \Jf tbe at:tiy i ty is Iv meet tht: 
health m~t'ds of the mother; (2) his 
identity or wlwrcabouls cancwl 
reasonably Ol: J!ii;ert,lIl1cd; (3) he is 
not rl'asoTlably aV:lilabk: or (4) the 
pregnancy resulted from rapc·. 

§ 46.208 AI:tivihcs direch.·d 
toward f'~itU$eS in utero liS 

subjeds. 
(a) No fetlls ill I/tero may he 

involved a.~ a suojl!ct in any activity 
~ovcred by this subJlan ullh~s~: (I) 
Th,c purpOS(~: of ltw :lclivily is 10 meet 
the hcahh needs of rhe particular few!> 
and the ft:IU, will be placed at risk 
only to the minimum c\tent nec'cssary 
to meet ~ut:h necd:~. or (2) lh(~ risk to 
the fetus nnposed by the research is 
minimal a.llIj lhe p'Jrposc of the 
aCClivity is the development of 
imp,)flanl hiorned kal knllwledgt' 
which cannot be oll •• llned by other 
me,lOs, 

(Ib) An activity permilled under 
paragraph (OIl of Ihis Sl~ctjon may be 
conducted only if the mother and 

father are legally competent and ha\'c 
given their iI~formed consent, excl:pt 
that the fath(~r's {:onscnr need not he 
M~~ured if: (I) His identilY or 
whereabouts cannot rea-sonably be 
ascertained, (2) he is not reasonabily 
availabk. or (3) the pregnancy 
resulted from rape. 

§ 46.209 ActhWes dlrlf:('ted 
towQird rduSt~s ex utero, 
including nonviable fetuses, as 
:oiubjects. 
(a) Until it ha,> b(:en ascertained 

whether or not a fetus ex utero is 
viable, a fetus ex utero rnay not be· 
involved as a subject in a:n activity 
covered by Ihis ~ubpan unless: 

( I) There will be no added risk 10 

the fetu!i resulting from the a(:tivity. 
and the purpose of the aCI.ivily is the 
development of important biomedical 
knowledge which (:annot be obtain/od 
by other means, or 

(2) The purpose of the a.ctivity is to 
enhance the possibility of survival of 
Ih ... particular few!; to the point of 
viability. 

(b) No non1o'iabl·~ fetus may be 
involved as a slIbjt:CI in an activity 
Covt'rcd by ttlns subpart unl.ess: 

(I) Vital fUllctions of the fetus will 
nol bl! 3rritici;dly maintained. 

(2) Experimental activilies which 
of themselves woulld terminate the 
heanbeal: or respi ration of the fetus 
will no! be employ.ed. and 

(3) The purpose of the activity is 
Ih~ development of important 
biomedical knowledge which 1;,lOno& 

he obtained by otht:r means. 

(c) In the event Ihe fetus t!X ulan 
is found to be viable, it may be 
indudcd as a suoje.ct in the aCEivity 
only 10 the ext.:n! p,e:rmined by and in 
accordan·ce with the! requirements of 
other subparts of I.h is pan, 

(d) An activity permitted under 
paragnlph (a) or (b) of Ihis section 
may be conducted only if the mother 
and falher arc leg'llly competent and 
have giyen their informed consent, 
except th.at the foutler's informed 
comeot need nQ! be secured if: ( I) his 
identity or whcreabouts cannot 
re<lsnnably be ascertained, (2) he is 

Approved For Release 2000/08/08 : CIA-RDP96-00788R001500140003-9 



t .,'_ .",,. .. ::U:C:Z;&',UIi=;: 

I. 

. l'a$.;t>roved For Release 2000/08/08 : CIA-RDP96-00788R001500140003-9 
J ""-w. ~ - _ ...... ----..... .......... ---- .. - .... -------- .. ~ ---- __ D _______ _ 

45 CJi'R ~~ 

nor reasonably available, or (3) the 
)pre~n~ncy resulted from rape. 

§ 46.210 Activities involving Ihc 
dud fetus, felal rnateriil!. or th~ 
placenta. 
Activities involving the dead fetus, 

maSceraled fetal material. 01' cells. 
li:-sw!. or organs excised from a dead 
fetus shall be conducted only in 
ilccordance with any applkablc Slate 
or local law!. regarding SUI:h 

activities. 

{,46.211 Modification Iltr wain'" 
o( specific requirements. 
Upon the request. of ail 2pplicanl or 

offeror (with the approval .of its 
Inslitutional Review Board). the 
Secrelary may modify or waive 
~Ipecific requirements of this subpart. 
\\! ilil the approval of the Ethical 
Advi!'>ory Board after such 
opportunity for publ ic comment a~ 
the Ethical Advisory Bo.mi cunsiders 
i.1ppropnatc: in the particular Instance. 
In making such decisions. Ih~ 
S,:I;n!IJry will consider whether the 
rt sks to the subjct:t arc :W Ou(wcl!~heJ 

hy the sum of the bt~ndit to thc 
~UhjeCI and tla: important:c of the 
k n()wkdge 10 be gained as ro warrant 
\1/(.11 Ilhhllfi.:allOn or waih~r and Ihat 
~lidj benefils cannol be gained except 
Ihr,'ugh a mlKiifiL:alion or waiVer, 
i\ny ,uch rnoditkalil)nS I)f waivt"fs 
,,,,iii he puhlished a~ notices ill tilt: 

F 1IIIIUd R [l,IS fI R 

Suhpuf't C-AdditionaJ Proil(,ction ... 
PI'rtuil1in~ to Hiomcdkul ;)nd 
Bt:havioral Research Involving 
f'r!50nMiJ as Subjet.-u 

'i"'l' ,,:<.": 43 FR 53655. Nov Ill. 1971\ 

~ ,JtdO I ,.\pplkuhility. 
(,j) The regulations in this subpart 

• l!t~ a.pplicable 10 all biornetli,:a! <lnd 
behavioral research conducted or 
~lIpp()flt:d by the DcpanmcllI of 
He.lith, EducaTion, and Wdfa!'e 
illv((lving prisoners ;IS subjects. 

(II I Nothing in this subpar! ~hllll I'll' 
l:uw,tructl as indicating Ihal 
(,'fIlpli;wn:: Willi the prol.'cJures ~el 
f<loth Jlaem will authorize rescar~'h 
inv(·lvinl! prisoners as subjcl.'l:s. Il) the 
nlcnl ,ucll rcs<~arl.'h i!> lirniud or 

barred by applicable Slate or lonl 
law. 

(c) The requirements of this 
subpart ar.: in addition to those 
impos,~d under Ihe other subparts of 
this part. 

§ 46.,)02 PUlI'post'. 
Inasmuch ,,~ prisoners may he 

under comlminlS because of their 
incarceration which l~ould affet'l their 
ability 10 make a truly voluntary and 
ullcoerced dcci~ion whether or not to 
participate as subjel;ls in fI~search. it 
is Ihe pUrp(lSe of this subpart 10 

providll: additional safeguards for the 
proleclion of prisoners involved in 
activities to which this subpar! is 
appl icab":" 

§ 46.303 Definitions. 
As used in this subpart: 
(a) "Secretary" means tbe 

Secretary of HI!ahh. Education. and 
"Velf.U't~ and any other officer or 
employc!;! of the Dcparlrncnl of 
Health. EJu>.:<lltOn, and Wdfare In 

whom ,Iu[hority has het'n ddt~!,alcd. 
(b) "DUEW" means the 

Department ,,)( Health. EdlKJtioll. 

and Wdfare, 
(c) "Prisoner" means any ; 

:iridividual involuntarily con'fined ot 
d,rtairiea in n penal institution,' The 
I.e"rm is·tntl!nded'to·cncolll·pass"' .' 
i~dividual3 sl!nlen<:ed'to such an 
i~stitution under a criminal or civil 
~~;tute. :i~di:v.idualtdetait;ed jn'otb~i 
f~diities by virtue of Sla(U(es Of ' 

'commitmcntpnx:edures. which 
'p-iovid~:itrf';matl\l'ei focrimiiul· 
pi:o~ecutlo~·.'or incarc,~raljon' hi -a . 

. penal 'institution, p.nd individuals 
d~taincd llelHiing m~ignmem. trial. 
,or 'sen!<!ncill~: : 

(d) "Minim:11 mk" is the 
probahilitv and m;lgnirudc of physil'al 
or psych()lo~ i .. 'al harm Ihat is 
nl)('fllally ~ncolllllaeJ in the Jaily 
lives, or ill the rtlUline nwdical. 
delltal, •. 11' !hv,.'holtlgic:l1 cxarnlllation 
of healthy rt"r~l)ns. 

§ 46.Jo.J Compositioll uf 
I nstitu tiollll.li R~'\'iew Bo:.u-ds 
where pri!l.ollcr~i an' invojv'l'd. 
In additi'lil tn satiq'ying [he 

rcquirc:mer.ttt in § 46.107 of this pan, 
an rnstitiJtional Review Board. 
carrying OUit responsibilities under 
this part with respect to research 
coverled by this .~lIbpan. shall also 
meet ~he folh)w,ing specific 
requiremenus: 

(a) A majority of the Boaid. _. ~_' ~~5 
(exclusive 'Of pn,j(~~r -members} fllhift 
ha've'nQ' a5~~lICiatlion wh~ the priSOI1(.)7 ..... " ...... 
irl"~lved, .2IS,a" from ~ej( ., .. ","-I.f;.. 
memb.:rship on the Board: . ~~' 

(b) At leaist one: member of the~ 
-. '''Pi,~'' '*'; ."" " .. , .. r" ! .. ~ift...i.t!' 

~?,~~ ,~~~!~.~ •. ~,flJ .. ~~cr ~"C?t.R';'.,· 
pniOO.eli. rc;m:II:.ntatl ~s~.!!: un: ".' 
ai'piOpriate. baclqtfOUnd and '.,~~ 
experil:nce to serve in thai capacity. 
e:u:ept that when: a particuhlr 
researc h projec( I:; reviewed by more 
than one R03rd c'nly one Ooard nt:c:d 
satisfy this requirement. 

§ 46.305 AclldJl:luaal dudes of the 
I nstitutlol11l' Hniew Boardli 
where prisoners IlIre irU'olvt!!d. 
(a) In uddilion [0 all other 

responsihili!ie~ prc<;cribcd for 
I n~!ilUt,ional Revi,!w Boards under 
this. p<lrt, Ihe Board shall review 
rcsc;m:h covered by [his subpart and 
.tpprovc such rc~;earch only if it finds 
that: 

( I) The research under review 
represents one of the categories of 
research permissible under 
§ 46.306(a)(2); 

(2) A.1Y po~sible advantages 
accruing 10 the pris()Oer through hb> 
or her participation ill the research. 
when comparc:d to the general living 
conditions, medical care. quality of 
food, amenities and opportunity for 
earuings in the. prisoo, arc, not of such 
a maaniUJde ~hat hihl ot her ability tQ .. 

weigh milt risk~ of the resealch against.. 
the valul!' or !.uch advantages in the: 
limited choice en'v;ronmcmt of the 
prison is imp:li.red; 

(3) The risks involved in the 
research are comm,:nSUI',ltl" with risks 
Iha! would he ,accepled by 
nOflpnsollcr voJufllt:l!fS; 

(4) Prot:etlures for the seJc:~tion'of 
subjects within the: prison <lrc fair t{) 
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all prisoners and immune from 
. a.llilra-ry intervention by pri!.on 
• ~uthOfi'li;s or p~soners. lJ~ll,ess the 

principal investigator prOVides to Ihe 
BI)anJ justifiCation in writing for 
following some other procedures, 
t:ontrol Jlubjecli. mllSt be .selected 
,randomly from the group of .~.il.ablt' 
pnsollcrs who meet the characteristics 
Il('".eded for chal particular research 
prl)jccl; 

{S) The infonnalion is prc'lcnred in 
limguage which is understandable to 
rhc' subject popui<ltion; 

(il) Adequate assurance exis~~ (hal 

f'.I'~'l~}'Q.!1iljlU,~: ~)jnl'O~, . 
ICC:CIIJllt I prisoner 'u parddpldotl In 
the ire search in making decisions 
n:'garding parole, and each prisoner is 
c1c<Hly rnfonuc:d in advance that 

p;tnr'l.~ipation in the resean:h will h3ve 
no effect on his or her parole, nnd 

(7) Where the Board finds there 
may l1e a nl!l!tj for follow-up 
e;~zmll1alion or care of participlllllS 
aller the end of [heir particip;J,lion, 
:/lkquJle pro\lision has been made for 

t sLich e~anllnalion or c;lre. taking inlO 
:lL:CO;Jnt the varying lengths of 
individual pri~oners' sentence:,. and 
for miorming parlicipan.t5 of this fact. 

(I)) The Bo:m1 shall carry out ~uch 
,Hher duties as may be assigned by 
Ih,; 5.:c re!ary. 

(c) The instilution ~,hall certi fy 10 

l!h: ;;ccrctary, In su<:h form and 
1Il~lfI:'.:r dS Ihe Senetary may require, 
Ih;lt tlte duties of the Board under thi:. 
~(~ction have been fulfilled. 

t 4tdtM Pft'mjtted raearel! 
~ ,~~. ". , 

iMt()ivilll pM;woen.' 
("d Biomedical or behavioral 

re~,c;lr;::h (:onduclt'd or supported by 
DII E W may involve prisoners ZIS 

,ul) lcdS unl y if: 

( I ) The insliwlion responsible for 
!he.~·onduct of the research has 
n;n I fied 10 Ihe Secn:lary that the 
In~,ii(ulionai Review Board has 
;Jpproved the research under § 46.305 
of r.hi~ suhpart; and 

(=l I n (he judgment of the 

Secretary ~h~: proposed research 
invoive!. solely the following: 

(A) StUdy of Khe poSSible causes, 
effects. and proe,esses of 
incarcenltion. and of criminal 
bt:havior, pr,wided that the study 
presents no more than minimal risk 
and no more than inconvenience to 
the subj(:ct:§; 

(8) StudJ of prisons as institutional 
structures or of prisoners as 
incarcerated persons. provided that 
the study presents no more thall 
minimal risk and no more th.1Il 
in ... ~onvl~nience to the subjecls; 

IC) RC~C/lfL·h un l'llndilioo\ 
rartkularly aHccling pri!lullers as a 
class (for example. vaccine trials and 
other researdl 011 hepalitis which is 
much morl;: prevalcn( in prisons (han 
elsewhere: and reslearch on social and 
psychological problems such as 
alcoholism, drug w.ldicuoll and sexual 
<lssaults) provided that the study may 
proceed only afler the Secretary has 
consulted with appropriate experts 
induding cxpe1ts H'l penulogy 
medkine and (~thi~~, and publi::.hed 
notice. in Ihl: F EDEk.\l. R uils·r ER, 

of his imenl Fo approve such research; 
or 

l D) Rese:ln:h on pracllces, both 
innovative and aCL't'ptt.'d, whidl have 
Ihe int(~nt and rcasonablt.' proboibil ity 
of improving the health or well· 
being of the subJcn. In C:lSt's in 
which those SllIdil:s rC4uire the 
assignment oil' prisnncrs In ., manner 
consiSlt~nl with protncols approved hy 
the m n to fontrul groups which lnay 
nol hl!nefir fWIII the research. Iht' 
study Illay proceed only aller Ihe 
Secretary has consuhC'd "lith 
appropriate cxperh, illduding (,~xp('rts 
in p~'l1olog)ll1l.:dkil1e and ethin. <Illd 

published notice. in [he F l:DER.\L 

R fG1Sl E R, of his inient 10 approve such 
research. 

(b) Except :lS provide-d in 
paragraph (3) of Ihl~; section. 
biomedical Of behaVIOral research 
conduclcd or supporled by DHEW 
shall not involve prisoners as 
subjects. 

Subp&r1t D--AddUioul ProtettlGU 
for CIilldn.III',aheII au SubJeetu Iu 
~ 

Source: 48 FR 911a, March I. 1983 

§ 46.401. To ",halt do tbeao 
reguiatl,1m8 Ilppl,? 

(a) Thi.<; subpart appiie1l to an 
rC'Aearch involving children as 
subjects. conducted or supported by 
the Departmc~nt of Health and 
Human Services, 

(1) 1111~1 includes ro;earch 
conducted by Department 
emp/nyt!Cs, excepl thal each head of 
LUi Operllliug Divi"iull uf the 
Department nu~y u,dopt such 
nonsubsltanti'Ve. procedural 
modifications &:1 may be appropriate 
from an admini:5trative standpoint. 

(2) It ;also includes resc:nrch 
conducted or supported by the 
Department of Health and Human 
Services out:>ide the United S~atn. 
but in appropriat.! circumstance:!. the 
Secretary may, under paragrapb (e) 
of § 46.10 I of Subpart A. waive the 
applic:lhility of some or aU of the 
requirements of these regulations for 
rc!!(~arch of this type. 

(b) Exemptions (0. (2). (S) and (6) 
as listed in Subpart A at §46.101(b) 
are applicable to this SUbpllrt. 
Exemption (4), re:..:arch involving 
the observatioll of public behavior. 
listed at § 46. to 1 (b). is applicable to 
this subpart where the inve:stigatorts) 
does not participate in the activities 
being observed. Exemption (3), 
research involving surveyor 
interview procedurc..-s. listed at 
§ 46. 10 I (b) docs not appl y to resellrch 
covered by Ihis subpart. 

(t:) 111e exceptions. additions, and 
provisions for waiver as they appear' 
in paragraph5 (c) through (i) of 
§ 46., 10 I of SUbp'Ul A Ilre applicable 
to this subpart 

H 46.402 DefhllitiollllJ. 
The definitions in § 46.102 of 

Subpart A !ihaU be applicable to this 
subpart as well. In addition. as used 
in this subpart: 
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(a) ~Oildren~·~ are persons who 
\ hav~ no' attained the legal age for 
consent to treatments or procedures 
involved in the research, under the 
applicable Jaw of the jur::sdiction in 
which the research will I:H.! 
conducted. 

(b) "A..eg"i" means a c:hild's 
affirmative agre~ment to pal'tidpate 
in research. Mere failure to objt'Ct 
:,hould not, absent affirmative 
:lgf(;~emellt. be constmed as assent. 

(c) "Pe.rmiuion" mt~an!. the 
llgreenll~Bt of pareut(s) or guardian to 
the participation of their child or 
ward in research. 

(d) "Parent~ means a child'!! 
hiological or adoptive parent. 

(e) "GWIl'dian'·:means M 

individual who is authnrized under 
applicabll.~ state or local hlw to 
consent on behalf of a child 10 

general medical care. 

§ 46.403 IIUI duties. 
In addition to otht:r responsibilities 

;.l.Ssigned to IRlls under this part, 
e:lch IRB shall review research 
covered by this subpart aIlJ approv~ 
only research which s.a.tislics the 
conditions of all appliGablt~ sections 
of this subpart. 

n ·46.404 Re8elVth uOt.ui,oj, ing 
Iitre~ter'tJwa m.inimal Nil:. -. 

BHS will conduct or fuud 
research in which the IRB nnds that 
no great~r than minimal rislo: to 
children is presented, only if the JRD 
finds [hat adequate provisions are 
lll.:.I.dc for soliciting the assent of lilt: 
children and the pennis.. .. ioll t)f their 
parents or guardians, a. .. set fOl1h in 
§416.406. 

§ 4-6.405 R~'dI mvolfina glUteI' 

dIm. m.ll.'2bIW risk but preielltloll the 
1Jf1)$~ of dlred bmetJt to dHl 
Iltdh'!dual sabjecu.. 

HHS will conduct or fund 
n:'liicarch in which the IRS finds that 
tlwre than minimal risk to children is 
presented by an intervention or 
procedure that holds out the 
prospt.."C1 of direct benefit for the 
individual subject, or by II 

monitoring procedure that is likely to 
contribute to the sUbject's well-being 
only if dl(~ ma finds that: 

(11) Title risM. is justified by the 
antidpated benefit to the subjects; 

(b) The rel~ltion of the anticipated 
bene lit to the risk is at least as 
favorable to title 5.ubjects as that 
prescnled by IlvaiJablc alternative 
apilwac!ws; and 

(c) Aj:!equate provisions are made 
tor soliciting the as!\ent of the 
children and permission of their 
parents or guardians, a3 set forth in 
§46A08" 

§ 46.406 Res.earcih hwol'¥ing gre.ater 
than mhlimal risk and no prospect or 
direct boeDent t@ individual subjects, 
but likely to yflilid generalizable 
kno"jc~dge .OOlllt tbe subject's disorder 
Of conw lion. 

Hi IS wiU conduct or fund 
research in whkh the lRB finJs that. 
more thalli minimal rh;k to childcCl1 is 
IPrescnwui by UII intervention or 
procedure that does not hold Ollt the 
prospect of direct benefit for the 
individual 5ubjC'ct. or by a 
monitoring procedure which is not 
likely to comrihute to the well-being 
of the subject. only if the IR U finds 
that: 

(a) The risk represents It minor 
increase oyc:r minimal risk; 

(b) The intervention or procedure 
presents expericnces to subjects that 
are reasonably commcnsuratc with 
th(lSe inherent in their actual or 
c"pected medicllIl, dental. 
psychological. social, or euucational 
situation:.; 

{c) The inlt(~rvelltion or procedure 
is likely to yield generalizahle 
knowledge about the slIbjccu' 
disorder or condition which is of 
vital importance for tht~ 
understanding or amelioration of the 
subjccts' dl:sorder or condition; and 

(d) AdequlIte provisions are made 
for soliciiting llssent of the children 
and permission of their parenls or 
guardiall$, 3:'1 set forth in § 46.408. 

§ 46.,W7 ReIf:ardl Dot othenrlme " 
approyable wbich presrenu an 

oppMtunlty to understand, prevHt; tH" 'fl,· 
a1ieYDlllte II seri(lus problelll affecting 
tile bealth or welfare 0' 4:bildJrea. 

HHS will conduct or fund 
research that the IRa does not 
believe meets the requnrements of " 
I § 46.404. 46.405. or 46.406 only if: 

(8) The KRB finds thllt the research 
presents a reasonable opportunity to 
further the understanding. 
prcycntion, or alleviation of a serious 
problem affecting the health or 
welfare of children; and 

(b) The Secretary. after 
consultation with a panel of experts 
in pertinent disciplines (for example: 
science. medicine, education, ethics. 
law) and following opportunity for 
public revic:w and com.ment, has 
determined either: (I) That the 
research in fact satisfies the 
conditions of § § 46.404, 46.4()S, or 
46.406, as applicable, or (2) the 
following: 

(i) The re~seaf'eh presents a 
reasonable opportunity to further [he a' 
under~tandi:ng. prevention. or ':7 
alleviation of a serious problem 
affecting dll! health or welfare of 
children; 

(ii) The research will be condut::ted 
in accordance with sound ethical 
principles; 

(iii) Adequate provisions are made 
for soliciting the nssent of children 
and the permission of their parent:!L or 
guardians. 8.'1 set forth in § 46""08. 

§ 46 . .w.~ R~id~tI jror 
pel'UliJdOll .y plilJ'enu or guard.i:an 
and rot WIteiIt by It:hildreill. 

(a) In addition 10 the 
determin.ations rl!liuired uuder other 
applicable 5(!(;tiofls of this subpart. 
the IRD shall deh:rmine chat 
adequate provisiolllS are made for 
soliciting the assent of the childree/, 
when ill the judgment of the IRB the 
children arc" C'41ptlble ot proViding" 
went. In determining whether 
children are capzlbl.e of a~senting. the. 
lRU shall take int'l account th~ agc:s,i 
maturity, and jp'iyc:,hologicaJ state of e 
the childliren 1:1'101"00. TIlis judgment 
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flUl.y be made for aU childrer. to be 
):lvolv¥ jn research under a 

N'lIl(ticular protocol, or (or each child. 
14i'~IS th.e iRB deems appropriate. If the 

IRB determine£ that the cap~lbility of 
:ljome or all of the children is. so 
limited that they cannot reason.ably 
be consulted or that the intervention 
0>1' ,procedure involved in the 
n~~j~arch holds out II prospect of 
din:ct benefit thal is important to the 
health or well·being of the children 
and is available only in the context of 
Ihe ;research. the assent of thl~ 
children is not a necessary condition 
for proceeding with the research. 
E.vl:Jt1 where the IRa determines that 
tJlC ~~u.bjects are capable of assenting, 
the HW may ,till waive the '~nt 
rc:q uirement under CircUlllSW1CeS in 
wh.ich couent may be waived in 
w:::cord with § 46.116 of Subpllrt A. 

(b) In addition to the 
ddt:rminations required under other 
applicable S<.':Cti()os of this SUbpart, 
the In H $1Iall determine. in 
llCl.:ordancc with IUld to the e14tcnt 
fhal: cOllsent is required by ~ ·~.116 of 

e Sllbp.1Xl A. that adequate provisions 
V are made for IOlicitina the pcnni.'J.Sion 

of e:!ch child's parents or guardian. 
\\i here parental pt'rmhsion is to be 
obtaIned. the lRD may find thal the 
pcrml\sion of one parent is sufficient 
fdr research to be conducted under 
§~: 4(.1.404 or 46.405. Where re~search 
i~ ,~o\iered by § § 46.406 and 46.407 
.11nd pCl'rni~ioll is to be Obtained from 

parents, both parents must give their 
permiStiion unless. one parenl is 
dece&5e(Ji, unknown, incompetent. or 
not reasoMbly available, or when 
only Orlt! plln~flt has legal 
re:~ponsibilily for the care and 
custody of the child. 

(c) III ~lddic:ioll 10 the provisions for 
waiver cl:>naained in i 46.116 of 
Subpart A, if the IRS determines th.at 
a research pmtocoJ is designed f.:>r 
cOlllditionls or for II subject population 
for which parental or guardi.an 
permission is not a reasonable 
requiremo::nt to protect the subjects 
(for example, neglected or abused 
children), it may waive the consent 
requirc:mco;tts ill Subpart A of this 
part and paragraph (b) of thi~ s.cction. 
provided an appropriate mechanism 
for protecting the childrl:'n who will 
pa.rticipate as !iUbj4:Cts in the research 
is substituted, :l.nd provided flJrlh~r 
th'lt the wai"'l:r is not im:onsisteru 
with fedcml slate or 1000:al law. The 
choice of an appropriate rru:chani.~m 
would dept~lJd UP';)1l the nature and 
purpose of thl~ activities dcS(:ribed in 
the prou":lll, tjll: risk and anticipatetl 
bcnetlr to lh~ reSt~arch subjects, and 
their age. nw.lurity, status, and 
condition. 

(d) Permission by parents or 
guardians shall t')(~ uIL'CuOlcnted in 
accordance with and 10 (he extent 
rcquirl!'"d by § 4(), 117 of Subpart A. 

(e) When the IRB delermines that 
aS5cnt is H~qtlir,ed, it shall also 

determine whether and bow assent 
must be documented. 

§ 46.409 Wards. 
(a) Childretl who are wards of trd€: 

state or any other agency, iostitutiO'l'l. 
or entity can be induded in rt.'Sellfch 
approved under § I 46 .. 406 or 46.40"1 
only if such rc:search is: 

(1) Related to ahcif' !:£atus as ward'S; 
or 

(2) Conducted in schools. camps, 
hospitals. institutions, or similar 
settings in whicb the majority of 
children involved a.. subjects arc lIO·( 

wards. 

(b) If the research ill app'lOved 
under paragraph (8.) of this section. 
the JRll shall require appointment of 
an advocate for eru::h child who is a 
ward, in addition to any other 
individual acting on behalf of the 
chiltJ as guardian OJr i.n I<x:o parenti!!. 
One individual may' serve as 
advocate for more r.han one child. 
The advocate shall be an individual 
who has Ihe background IJtnd 
experience to al~t in, and agrees to act 
in. the best interests of the child for 
Ihe duration of the child's 
participation ill the research and whel 
is nOi ;usociate<i ill ,my way (except 
in the rnleas advocate or member of 
the IRS) with the r,,~arcb, the 
invesrigat.or(s), 01' ~he guardian 
organization. 
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NOTICES 
., 

., I I 

HUMAN SUBJECTS 
Minimum Criteria Idtmtifyfng the 

Viable .'dus 

On March 13. 1975, r,egulalions 
were published in Ihe FEDERAl 

R EGiSTEI!(40 FR 11854) rdating to the 
proleclion of human subjects in 
le~earch. devehlpmenl. and rei,iled 
activities supponed by DCparlmelll of 
Heallh. Education. and Welfare 
grants and contracts. TIH:se 
rc.-gulations are codified ill! 45 CFR 
Part 46. 

Elsewhere ill this is'lue of Ihe 
~EDER"L.R [GISlER., the Sl:l:fctary 
IS arnendlll~ 45 CFR ParI 46 hv 
among olhcf thing~, adc.ling a ~;w 
Subpart H 10 proVIde addilional 
pmt(~c(iol1s pt~rtaining to research. 
developrnenl. and rdared 'h:livilies 
involving fetuses. pregnant womc; •• 
and -in vitro f('ftiIILarinn. 

Section 4b.2fH(dl of Suhpart B 
prOVides inter alia as follows: 

Tnt Secn~larl' ffldY from lillie 10 lime, 

l.!Ikin~ in'lO .1CC""m m<!dicaf advances, 
publish illl the f U>EltAL R I'GtSHII 

guidelillf:S 10 .u5i.~1 ill de~efminjlll!: whetber _ 

felll~ n vi •• bl" fOlr PUtPOiCS of .hi5 !lIbplr:1l. 

This notice is published in 
~:cordance with § 46.203(d). For 
purp'O!iCS of Subplin B. the guidelines 
indicating Ihn' a fetus other ~hmn a 
dead fe tI.A 5, within the meaning of 
§ 46.203(1) is Vlilbl~ include th(~ 

following: 
In uliITUlIed geMI.riollal lie of 20 wee len or 
more and II bod)' "'eight of $00 grim, or 
more 
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