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NJt\TIONA~L RESEARCH ACT 

PUBLIC LAW 93-348 
'f.JIULY 12, 19'74 

INSTITUTIONAl 1\EVIEW 80/\IWS; ETHICS GUil>ANCE PkOGRM.t 

SEc. 212. (a} Part I of title IV of the Public Health Servke Aclt. as 
amended by sectior• 103 of this Al·t. is amended by adding at. the end the 
following new section: 

"INSTITUTIONAL REVIEW IIOAitDS; ETHICS GUIL1ANU! PROOillAM 

"SEC. 474. (a) The Secretary shall by regulation require that each er1tity 
which applies for a grant or contrall!t under this Act for any proje,·t or 
program which involves t:lw condu~o:t of biomedical or hehavioral research 
involving human subjects submit in or with its applica~ion for such grant or 
contr<1ct assurances satisfactory to the Secretary that it has eslabli:>hed (irJ 
accord:mce with regulations which the Secretary shall prescribe) a board (to 
be known as an 'ln: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 the: human subjects of such 
research. 

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

issues raised in t~onnection with biomedical or b(;~lavioral research hwolvillltt 
huma1~ subjects 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.ationli as 
may be required lo carry out s.e•: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 .~ubmiued after promulgation of such regulations. 

THE CODE OF FEDERAL REGULATIONS, 
4!5 CFR 46, IMPLEMENTS THESE AMENDMENTS 
TO THE PUBLIC HEALTH SERVICE ACT . 

. wltJS ubi multi .:.:mwliar.ii 
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C001E OF FEDERAL REGULATIONS 

T'ITLE 45 

f)UBliC WELFARE 

DEPJ~RTMENT OF HEAlTH AND HUMAN SERVICES 
NATIONAL INS"fiTUTES OF HEAL TJi 

OFFICE fOR PROTECTrON FROM RESEARCH RISlKS 

PART 46-PROTEGTI(>N OF HUMAN SUBJECTS 
'· 

REVISI::O AS OF MARCI-l 8, 1983 
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. PART 46-PROTECTION OF 
HUMAN 
SUBJECTS 

:Subpart A·-Bask HHS PoUcy for 
:l~;·otecdon or Human R.es.t'IU"dl 

Subjects 

s~o.:. 

41> 101 To what d<• 1h.:se n:gul~t>ous apply! 
lo. !02 Ddir~itions. 

41l JOJ Auuuncc,. 
116 i (kl Sec lion re~crvtd. 
46.JO~i Sec1111n reserved. 

•r6 l06 Sec lion reserved. 
46107 IRB membership. 
46.108 !lUI functioM and opu~uon~. 
416 HN lll.fl review or research. 
1.1) I 10 E•pedited revtcw pr<Kr:duru for 

ccr1ain kimb of rcsc;m:h inv.a.lvinl'! no 
more chao minimal ri~k, a11d for minor 
ch<tn!les in approved rc~c:arr.h. 

46 Ill Criteria for IRS approval of 
re,o:arch. 

4b II:' Rev•cw b) IR\IIIutiun. 
·111.113 Su~pen~wn or tennina::wn u!IR8 

appro~al of rcsear..:h. 
·lb.ll4 C0<1pcr.I!IVO: re~ur,·h. 

*h. II j IIHI re.:onJs 
<tt• 116 (ien.:rai I'Ctluiremcfll) lo.r onlormed 

,·on,ent. 
J .. ~ 117 Do..:urru:m;;uion of informed 

.:unsenl. 
.J,~. II~ Applic:Hi,>n' and r•ropo~als lacking 

ddinue plao1s for IR~o!vemo:r.t of human 
subjects. 

"''·!I <I Rc~car~h un..lcnaken wilhout the 
int~ntwn of involving hum~n subjects. 

4!1 120 Enh•arwn ;wd disposirion ,,f 
i!pplu:ath>ns and proposals. 

·16 l2l lnvesti~IHOnal nc::w dn.g or ·llnice 
JQ.<Ja~ delay rcqum:ment. 

4h ll2 Usc of federal funds. 
41LI2J F.trl)· tcrminallon of re·•rarch 

fundm ?; cvaluaunn of sub~equcnr 
appl11:auons and proposah. 

'it• I ~4 Conditions. 

Subpart 8-Additionlill Prot~dions 
!Pertaining to Research, 
Development, and Related 
Acth·lties hnolvinl': f<'t:·tuscs, 
Pregnllnt Women, and !-hunan 
In Vitro Fertilization 

Se.c. 
46 201 ,\ppli~:abliaty. 

411 202 Purpdse. 
411.20.1 Ddinit1on~. 

4o.20.l Elhical Advisory Boanh. 
4!\ lO:S Addillonal duue~ of the lnslllutional 

Rc~tcw Soardi 10 ~;onnecuon 1111111 

acti\ nti,:·s tn,·olving fetuses. prcgnanl 
wotrH:n. lltl' human in vilro fcrcilizat•on. 

46.20t• Gt!!cral limil&ti.:~ns. 
46.201' .\ctl~ili•:s directed Inward pre~nanl 

womo:n as >ub;ect1. 
46.208. A~:liviti<:~ direc1ed toward felu~c, in 

Ul•em a~ sllhjc:cts. 
46.209· At:tivitit:l directed toward feluses u 

111.ero, indu,Jing nonviahle fetuses, a> 
subj<:tCU. 

46.210 J'.:tivitic~ involvin,: rhc: dead fctU§, 
fecal matenal, or the placenta. 

46.211 Mvdificuion or wainr of §pc:cific 
r~:quirenu:ncs. 

Subpart C-Additlonal IPt·otections 
Perhtining to Biomedical and 
Behavioral Research lnvolving 
Pri~Donee"S as SLtbjccls 

Sec. 
46.30 I ,a.ppl11:ability. 
46.30:! Pul'posc. 
46.303 Dcfinitic•n5. 
46.304 Co1npos11ion of lnMitutional Review 

Boards '~here prisoners ure inv!l(vc•L 
4b.lOS Additional dutie§ of tile ln•tuullon.al 

Re•icw !iloanls where prisonrr\ Me 
invol~ed 

46.306 Peiflllllnl a.:rivitic~ •nvolvln!l 
pnwncr~. 

Subpa.wt lD--Alllditional Protections 
for Children lnvolyed a.<~ Subjects in 
Re.•4~lllll'ch 

Sec. 
46.401 To what c:lo lh~ regulations apply? 
46.402 Ddinitimu. 
46.403 IRIJ dutiet1. 

46.404 Re~euch twt involvina 8reater than 
minimal risk. 

·~6.405 R~arch involving greater than 
min•mal ri~k but pre~nting the pro<~pccl 

of dirt:<::t t..:nrfH to lhc: individual subjects. 
46.406 R,:!l(:~rch in~·olving greater than 

'minimal nsl and no prospect of dir~l 
bc:m·fit ltJ individu.alsubjects, but hkdy to 
yidd gc:ncrllli7,'&ble knowledge about the 
subj·~:t't disonkr or conditit~n. 

•6.407 Rn(!a1rch not olht~rwisc 11pprovahle 
whic:h prcs.eou 11.11 opportunity to 

und(TJ!a:nd, prevent, or alle~·Ralc n scrio.lus 
pr•>blem aHC..:tin~ the health or welfare of 
child1en. 

46.408 Rc<!uirc:me<•l~ for pemli.won by 
parent~ or gWlrdiana and fol' as:1en1 by 
chihl!rcL~. 

46.409 l.l,'anh. 

Aullloril]r: ~U.S(' JOI; ~et. 474(a), 118 

St~l. .152 J42 U.S.C. 289/-J(all. 

Subpsrt A-·~tlasic lUIS Pulicy fur 
Protectlo·n of Human Research 
Sub juts 
So:.Kirce: 46 FR UK!, JIUluary 26, I 981,, 4i f'R 
9269,. Man.:h «1, 19!U. 

I 46.101 To what do thrse 
regunations apply? 

(a) Except as provid1~d in 
paragraph (b) of this section, this 
subpart applies to all research 
involving human subje,:ts col':lducted 
by the Department of Health and 
Human Services or funded in whole 
or irt pan by a Department granr, 
contract, cooperalive agreement or 
fellowship. 

(I) This; inch::des research 
conducted by Ocpa11ment employees, 
except each Principal Operating 
Component hea•i may adopt such 
nonsub:;tami ve, procedural 
modifications a~• may be appropriate 
from an adrnini~.trative !ilandpoinr.. 

(2) It also includes research 
conducced or funded by the 
Department of Health and Hurnar1 
Services outside !he United States, 
but in appropria(e circumstances, the 
Secretary may, under paragraph (•.:) of 
this section waive the applicability of 
some or all of the requirements oC 
these regulations for res·earch of this 
type. 

(b) Research activitic!i in whicl11 the 
only involvement of human subje.:ts 
will bt: in one nr more of the 
following ~alegories are exempt from 
these-r·egulations unless the reseal·ch 
is covt~red by other subparts of this 
parr: 

(I) Resea1rch conducted in 
established or commonly accepted 
educat:ional seuings, involving 
ntlllllal education<~! practices, such as 
(i) rese:arch on re·gular and special 
education instructional strategies, or 
(ii) res•earch 011 the ~ffectiveness o:f or 
the Ct>mparlson among instructional 
techniques, 1:urrio:ula, or classroom 
management rtu:t!lwds. 

(2) Hesearch involving the use of 
educational 1c11l> ! cognitive, 
diagno:ilic, aptitude, achievement), if 
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i.nformation taken from tht:s.~ sources 
i:> ret;orded in ~;uch a mannc:r that 
~ubjt:cts cannot be identified. directly 
•H through identifiers linkf:d to the 
subjects. 

(3) l~esearch involving survey or 
inct~rvicw procedures, e:"':cp1 where 
;1111 of the following conditions e.xisc: 
1 i) responses are recorded In such a 
manner that the human subjects can 
bt: identified. directly or through 
identifiers linked to the subjects. Iii) 
the subject's responses. if they 
ht·•;arne known outside th~ research, 
fnuld reasonably place the subjec·t at 
risk of criminal or civil liability or be . 
d.lln<Jging to 1he subject's t",inancial 
~.tanding or employability, and (iii) 
th,~ rcseard1 deals with sensitive 
a s;pccts of I he subjel'l 's own behavior, 
such as illegal conduct, drug use. 
s.~:u•al behavior. or u~e of alcohol. 
l\11 rcs;:arch involving survey or 
int1:l'view procedures IS exempt, 
wP.h:Jut c:r.cc:ption. when the: 
resrondcms arc dected or apf1oi111cd 
publk,: officials or candidates for 
puh 1 • .: llffice. 

(4) Res~·arch involving the 
dt~··,,~n a lion ( induding obst•r ~·,Jriun hy 
p.wtc·ipant~) of public behavior. 
.:x.-~rt whac all of the folllh~·iug 
com.hti•>llS ~:xi~t: (i) 0b~crvations .1rc 
recorded in ~uch a manner that the 
hu!llan ,ubJccrs can be iderlllficd, 
dill'l:tly or through identifier:; linked 
Ill ti1~· subjects, Iii) the ohscrvations 
rcwrdcd about the inJividuaJ. if they 
lwcamc kn1>wn outside the researd1. 
cuu;d reasonahly place the subject :11 

ri!ik of .-rimin;tl llr civil lwoility or he 
damagmg In the ~ubjcct 's financ1al 
\lartdm):! or employabillly. and (iii) 
til~ >c'icarch dt:als with sen\ili\c 
a'pcds of the suhject 's llWO bt:h:tvior 
-.uch a\ ilkg;ll ~·onduct, drug u~.:. 

.,\.'xu ::I h~·ha• ior, or us~: of alcohol. 
( 5) :Research involving the 

colln:tion or study of existing data, 
d •• ~.·wtwnts, records. patho!,Jgi1:al 
'!'·-~omens. or diagnostic spcc1mt~ns, 
il th("i'~ sources arc publicly availahle 
"' 1f the information is fl~Clln..kd hy 
thv 111\'i:\tigat•Jr in such a manna that 

~;ubjccts r..:.mnol he idcnttfied, directly 
or thrn,Jgh identifiers linked to the 
subject~. 

(6) llnlt>ss !if!(~tfically reqt1i1cd by 
statute (mul except to the extent 
spedlkd in paragraph (i)), re:;earch 
nnd demonmation projects which 
:>~re conducted hy or subject to the 
approval of tht~ Department of 
Health and Human Scrvkt:s, and 
which are designed to study., 
evaluate-, or otherwise examine: (i) 
programs under the~ Social St.~curity 
Act, or otht•r public benetit or 
service pro2:rams; (ii) proct:dures for 
obtaining b>.:·ndits or services under 
those pmgrams; (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.:cn.'t..try has final 
;~urhoritv to det..:nnim~ whether a 
parti..:ular al·tivity is covered by rhc~c 

rq! u Ia 1 w n'. 
(d) The S1:cre1ary m;Jy require that 

~pccific f1:s~~;J1n:h JCI!Vitics or .:la~M.'\ 
of rl.'sc;arch act ivi1ic\ ~·onducted or 
funded by lht: Dcpartnwnl, but not 
othNwi~e covered hy these 
rq~ulati11ns. comply '>IOI!h some or Jll 
of these rq:ula ti1ms. 

(e) The S1:nerary may also waivt: 
applicabi!it~ o{ these regulations to 
spccifi.; n:sca1ch .;v.:tivities or dasscs 
of rcseMch •1~tivities, otherwise 
covered by these regulations. Notices 
of these anions will be pub I ishcd in 
the redl'l'llf R~:-,t?IJter as they IX~I:UL 

(f) No individual m.ay receive 
Dcp.lr!tnl'nt funding for rest•an.:h 
covered t>y th·~·se regulations unless 
tht· individual is affiliated with or 
sponsored by Jn institution which 
;1ssumes n:sponsibi!ity for the· 
rcs~an.:h under 0111 ;~ssurancc' ll·allsfying 
the n:quiruncnts nrthis part. or the 
i ndi v j,Jual makes octwr ;u rangcrncnt~ 
wit11 tlw lkp<~rrnwnt. 

(!!) Ctlllipltanc'~ wuh these 
11.~gulation~ \1 Ill in no "'a}' render 
inapplicahlc p•:rtinenl federal, ~utc, 
•H local laws or regulanons. 

(h) Each subpa.n of these 
regulations contains a separate 
section des~~ribing 10 what the subpart 
.:~pplics. Research which is covered 
by more than on1: subpun shall 
comply with all applicable subpans. 

(i) If, following review of 
proposed research activities that are 
exempt frorn these regulations under 
paragraph (b)(6), the Secretary 
determines that a research or 
demou:>tration project presents a 
danger to the physical, mental, or 
emotimHtl well-l:x!ing of ;1 participant 
or subj,ect of th•~ res<."arch or 
demonstnuion r·roject, then feder:.ll 
funds may not be expended for !IUCb 

a proje,:;:t without the written, 
informed consent of each participant 
~olr subjc~.;t 

§ ·l6.W1 OennWi1lns. 
(a) "Secrt!IM}" mean:!~ the 

St•cretary of Health and Human 
Scrviu:); arrd any other offi~cr or 
empJ,,yee of I he L: ~partmcnt of 
Health :mu Human Scrvit.:es to whom 
authority ha~ heen delegated. 

(hl "Dcp:lf!ment" or "HHS" 
rne;ur• the DeDanr:l~nr of Heallh and 
Human Services . 

\~} ·•fnstitutiml" 'means any public 
or private entity tH ugency (including 
federal, stale. <11141 other agencies). 

(d) "l-egally aulhorized 
represent:.ative ·' mc::ms an mdividual 
or judicial or other body authorized 
under appl icabk: l:1w to consent on 
helwlf of a pro•;pc•:tive subject to the 
subject·~ partkipation in th:: 
procedur.e(s) iuvoivcd in the research 

(e) ••Res.ear.:h" .111eans a 
systematic investig.uion designed to 

develop or ~·ontributc to generali;~abh~ 
knowkd~~e. Activi1i~~ which mc:ct 
this definition cons!Jtute "research" 
for purpo;.es of these regulations, 
whether or nm they are supported or 
funded under a program which i1> 
com1Jered rese.Hdl tor other 
pllrp<l'>es. For eumplc, some 
"demons nation" and "service" 
programs rnay include research 
activities. 
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(f) "Human subjecC:' meam a 

li,ving individual about whom an 
:n\fe'stigawr (whether prdcssional or 
sr.udeno conducring research obtains 
( i) data l.hrough intc!rvcntion t>r 
interaction with the individual, or C:!) 
idemifi:~bk private information. 
'"Intervention~· include~ both 
physical prnccdures hy which Jata :1rc 
)!athered (for example. vr:nipuncrure) 

o.ml manipulations of the subject or 
tbe ~ubject 's environmenrr !hat arc 
paformeJ f;w research purpose·~. 
1 'lnteractior11'' inclu(ks 
communi<.~arion or interpersonal 
coma,:! between investigator and 
suhj.;ct .. :'Privat.; infonna.tion · · 
indudes information about behavior 
thM 1)ccurs in a context in which an 
indivi'-lual can n:asoriably expect that 
rh..l observation or recording is taking 
p!..h.:r:. and informution which has 
h•:t•n provided for spccifi': purpost~~ 
b) an mdi\·iJual anJ whi• h the 
inJiv 1dual can rt•asonably expel:~ will 
not he mad~ public t for c.\amplc. a 
medica! n:corJ). Private inform~Hillll 
ttw~t Ill· in•Jtvidually id~:nttfiaolc 
(i e., the identity of the subje~.·t is or 
may rcad1ly be asccnained by the 
in>·c~tigal.m 01 associated with the 
rnlormation) io <1rJcr for obtaining 
:he inform.11ion to con~titu·tc rc~can:h 
mvol ving human subp::crs, 

tg) ;.Minimal risk',6mcans thai the 
nsks l>f harm anticipateu in !he 
propmeJ research are nm greater. 
considering probability and 
mugnitudc, than those llrdmarily 
o.:ncounh:rcd in daily life or Juring the 
performance of routine physical or 
p~.ychol~lgkal examinations or tests. 

(h) "Certification 1' means the 
dfkial notification by the institution 
l<l lhc Department in accordance with 
t.hc requirements of this part that a 
r,:search project or activily involving 
hiLmtan subjects has bun reviewc:d 
and approved by the lnstitutillnal 
Review Board (IRB) in ac,ord;mce 
with rhc approved assuranc·~ on file at 
HBS. tCcnification is rel!U&red when 
the· research is funded !:iy the 
lkpartment and nol otherwise exempt 
in accordance with § 46. lOl(b)). 

I 4o. H1J Ar~urances. 

(a)1 Fac·h in .titurion engaged in 
rescar..h ~·ovcr,·d hy the:>~: regulations 
shall provide '.\'ritten as\urarH:c 

salisfa,;wry to the Secretary that it 
will comply wi!h !he rcquiremenrs set 
forth ill ~~~.:~c· regulations. 

(b) The Dcpartrnt>nl ""ill conduct or 
fund n:scan:h l:overcd by rhcse 
regulatiuns only if the in!aitution has 
an assuraucc approved a'\ provided in 
this S('t:lion. and only if ~he· inqitution 
hilS l'CIIified 11> the Se..:r.:1ary that the 
rescau.:b has been reviewed and 
approved hy an IRB provided for in 
the a:;surant:e, and will he subject to 
continuinll: review by the lRB. This 

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

governmg the institution in the 
disch.ug.c of its responsibilitics for 
protecting tht• rights and wt~l tare of 
human ~uhjc-cts of rcs(•arch 1:undw:rcd 
.ll or sp,Hlsorcd by the in~tillltion,. 

regardless of s.ource of funding. This 
may in.:ltrdt~ an appropria11: c\isting 
code. Lled.tratit)n, or stall'lllt'rtl ot 
.:thi~a! pnn•:iple~. or a :.t<.~trmcnr 
formul:ucu b~ th.: institution it~df. 
This n:quirt:mrll! dues not prct<rupt 

provisions ,,r the~e n~gulatiLllh 
applio.bk to lkpartmcnr-fumkd 
re~card1 and 1s not app! ictbk to ~Illy 

resrardt in :111 exempt cat.~gmy li'Stcd 
in § -16.101. 

(2) De·sign:ltton of one or more 

IRBs t:stablishcd in acconlancc with 
the requirements ot this subpJrt, and 
fm wbil'h pruvi~;it,ns arc made for 
mcetln!~ space and sufficient staff to 
suppm1 ilu: IRB \ rrview and 
rccon.Jkcep;ng duties, 

(3) A li!.t of !.he IRB members 
identifi,~d by n;~me: t"arncd degr~~c.s; 
representative capacity; indicaiion~ of 
e:\peri,~nc·c such as board 
ccrtifkauons, liccn~cs, etc., 

~uffit.:i\:n1t !1) ,Jt:~cribc each member's 
chid antldpattJ contributions to IRB 
deliberatwns; and any cmp!t,ynJeni or 
other rdationsbtp between each 
mcmbt:r an,i th·~ imtitutirin; for 
example: full-time employee, part­
timt• r:mrloycc, member of g•lvcrning 
panel ••r board, ShK~holdcr. paid or 

unp<,id consultanr. Changes in lRB 
mcmber<>hip shall be reported to the 
Si~cn~'ary. 1 

(4) Written procedures which the 
IRB will follow (i) for conclucti!llg its 
initi~tl and continuing review of 
reset11rch aad for reporting its findin~:s 
and actio:fls to !he investigator and the 
institution; (ii) for determining which 
proJects require review more ofcen 
than annually a.nd which projecu 
nt~eu verifk:uion from sources crther 

than the investigators that no marer:ial 
.:hangcs h<tve occurred since: pre,vio~Js 
IRH review; (iii) for in~iuring prompt 
reporting to tht .IR.B of proposed 
changes in a re:•earch activity, and for 
Hl~l!ring that chang1:S in approved 
rt:'search, durin~ the period for whic·h 
!RB approval has already been given, 
may not bt: initiated without IRB 
review and mppmval ex.cept when: 
ncce~.sary ro cl1minate apparent 
imn1ediate haz~tnls to the ~ubjecu: and 
{ i v) for insuring prompt reporting to 
thl! IRB Md to r.he Se~rctary 1 of 
unJnti..::ipciled pmblcms involving 
ri'>b to suhj1:ct~i or otht:rs . 

(c) Tht> assurance shall be eJ~:et:uted 
by an individui:ll authorized to a4:t for 
the w~.titution ;md to assume on 
hd1al f of tht! in,liturion !he 
obi iga1 ions imposed by these 
regulations. ;and shall be filed in such 
form and manrwr as the Secretary 
may prescribe. 

(d) The Secr~rary will evaluate: all 
assunm.:es submitted in accordance 
with !bese regulations through such 
officer> and j:mployees of the 
OepanmcrH and such experts or 
consultants ..-:ng~1ged for this purpose 
as the Secrc:tary determines to be 
approp.riat.:. nw Secretary's 
evaluarion. wilt take into 
consid<:ration the adequ.acy of lhc 
proposed IRB in fight uf the 
anticipared scop.c: of the institution's 
research acr.ivi1ies and the types of 
subject populations likely to be 

1 ReJtnm should t>e filed wi!h the Office 
for Protection fmm Research Rislr.s, N11tional 
ln$lilutu of Ucalti'!, Dep:ulm•enl of Hnllh 
and Human !i~rv•ce1, Bcthe .. 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 ®1 probable risks, and the size and 

complexity of the institution. 
(cl On the basis of this evaluation. 

lh•: .Secretary may appmv e nr 
dr:;appnwc the assurance. m enter 
into negotiations to develop an 
al'pnwabk one. The Sc:cr,etary may, 
limir the period during which any 
particular approved assuratH:e or clas:• 
of appr()ved assurances shall rt•main 
dfective or otherwise condition L)r 
n:strict approval. 

(fJ Within 60 days after the date of 
submission to HHS of an applic;.llion 
or proposal. an institution with an 
approved assurance covering the 
proposed research shall certify that 
~he application or proposal has been 
re<vicwed and approved hy the IRB. 
Other imciwtions shall certify lhar rhe 
app! icaliun or proposal has b~cn 
;,pproved by the IRB within 30 day~ 
~1fta re~.:eip1 of a request for st11:h a 
l'l~rtlficalion !r,>rn tht! Department. l f 
the cerlifkauon ts not submitted 
wilhin 1hcsc tim~ limit!>, the 
appli~o:alion or proposal may be 
r.:wrned w the institution. 

§ .$6.104 [Reserved] 

·~ ·HUOS (Reserved] 

i 4t.106 fResent:d) 

§ ..t6.107 IRB mcmb~~:rshijJ. 

\il) Each lRD shall have at least. 
five. membcn~. with varying 
l•.~ •. :kl,!mun<h to promC'te complete and 
J•kqu:~te review of research activities 
.:ummonly conducted by the 
HJ',IJtution. The IRB shall b1! 

:i>Uifkiently QUalified. through the 
.:;xperience and expeniiie of its 
tn.:rubers, and tbe diversity of the 
::l'IC"mbers' backgrounds including 
,;or.sideration of the racial and 
~.tllmral backgrounds of meml'.lers and 
,,:n:wivity w such issues as 
~·~··11munity alliiUdcs, to promote 
rL·~pc(t fm its advice and counsel in 
, at..:guarding the rights and wdfarc of 
iwm:m suhjet.:ls. In addi!ion to 

poss;essing the professional 
competence n...:cessary to review 
spcclific: rr!scarch activities, the IRB 
shall be: :,bJc to ascertain the 
acccptahiliry of proposed research in 
term:; of in~mutional comm1tmcnts 
and regulations, applicat>lc law, and 
standards of professional conduct and 
practice. The IRH shall therefore 
include pcr~ons knowledgeable in 
these arcms. If an IRB regularly 
revie·w·~ n:~earch !hat involvcs a 
vulncrabl,: rate gory of subjects. 
including but nor limited to subjects 
covered by other subparts of this part, 
the IFlB shall itnclude one or more 
individuals who are primarily 
concern~:d with the welfare of these 
subjcl't:;. 

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

(c) Ea-:h IRU shall include at least 
one memlx:r whose primary concerns 
are in nonscientific areas; for 
exampk: lawyt:rs, ethicists, members 
of the ~krgy. 

(d) EKh lR B ~hall induoc at least 
one memb~r wh•J i~ not otherwise . 
affiliated with the institution and who 
is not part of the immcdi••te family of 
a pcrs .. m who is affili.Hcd with the 
instilulion. 

(e) No IRB may have a member 
participanng m the IRB 's initial or 
continuing n.::vkw of any project in 
which rhc me1nb~r has a conflkting 
interest, cxcl:pt to proviJe 
informal ion xelph:sted by the iRB. 

(f) An m.B may, in its discretion, 
invite individuals with com~•r:ten,:e in 
special ~H1:a!; to assist m the review of 
complr!e 1s~ucs which rcyuirc 
~~,\pcrtisc heyund or in audttion to that 
availabk on the IRB. Th~.:s.: 
individuals :nay 1~01 vote with the 
IRD, 

§ 46. HJS nm functions <-~nd 
Ol[>eralinn!i. 

In ordl.'r !o fulfill the requirements 
of these r.:pllations each m n shall: 

(n) follow wntten procedures :Js 
provided in § 46. IO~(hl(4). 

(b) Except when an expedited 
revi,ew procedure is used (see 
§ 4t.•.ll0), review proposed resear,:h 
al converu:d meerings at which a 
majority of the members of the IREI 
arc present, induding 011 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 prescm at the 
meeting. 

(c) Ue responsible for reporting to 
the appropriate institutional offidals 
and the Secretary 1 any serious or 
continuing noncompliance by 
investigato.r5 with the r'~quirements 
and determinations of the JRB. 

§ 46.t:l9 UUJ review or research .. 
(a) An IRB shall review and have 

autholl'ity to approve, require 
modifications m (to secure approv;il), 
or 1Jisapprove all research at.:tivities 
coven:d by these regulations. 

(b) An IRB shall reqt1ire that 
infortrn~tion given to subj~tli u pi~r1 · 

,>f informed con'ienl is in accordance 
with § 46.!16. The IRB may require 
!hat infonmttion, in add11ion to that 
specifically mentioned in § 46.116, 
be given to 1he .!.ubjects when in the 
IRB 's juJgnu:nt the information 
would meaningfully add to the 
prol<:ction of the rights and welfare of 
subjects. 

(~.:) J\n IRB shall require 
documenlation of infomH:d consent or 
may waive documentation in 
arxordance with § 46.117. 

fdJ An IRB shall notify 
investigators and the institution in ' 
writing of its decision to approve or 
disappro\·c du: proposed :research 
~tl.:tivity, or of mndifications required 
to ~ecurc: IRB approval of the 
IC\earch aclivity. If the JRB decides 
to disapprove: a rc~;earch a.:tivity, it 
shall indude in its written notification 

1 l<rpom \hould h.: tiled wuh the Office: 
fo!' Pr•.Jt.:rtton from Rc>c.lrch Risks. N~uonal 

ln\H!ules of Health, Dcparrmen! nf Healrh 
and flu man Service~. fl~rhe!d", l\.hryland 
20!D~ 
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" statement of the reason~ ill.ll' its . propo·~als which have been approved (5) 1nfo1Tned cmisco\ will be -. ... _ .• _.,...,, . ....,._ ....... ·.A.J.. 

'' 
d1~i~ipn and give the investigator an under !he pnx:tedure. appropriatc~ly docum.en!ted. in 
OI'Portunity to respond in person or in (d) The Secrelary may remict, accordance with, and to the exEenl 

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

(:.OIIltinuins review oi reK:Arcb covered procedure when necessary t<l prowct plan make~ ade<JUatc provision for 
hy these !'egulations at int,~rvals the rights vr welfare of subjects. monitoring the d~11.&1 collected to 
appropriate to the degree of risf:, but insure the ~~•fety of subjects. 
ll!Oit lesl!. dum ooce per yea1r, and shall 

§46.111 Criteria ror IRB 
(7) Wh1:1re appropriate, there 21{!' 

have alHhorily to observe or have a adequate provisions to protect the 
third party observe the consent 

approvaJ,~r r.esearc:h. 
privacy of tubjects :and to maint<itin 

pmccss and the research. 
(a) In order Ito approve <-!search 

the confidenl.iahty of data. 
covered by lhe~e regulations the IRB 

(b) Whel'e some or ail of the 
shall determine that all of lhe ............ 

fi46.110 Expedited re<rie" 
following requirements an~ satisfied: 

subjecls are likely to be vuJn.c::rable to 
§lii'OCedUrtS for Certain kinds of coercion or undue influence, sucb a!; 
n:search involving no nuwc dum 

(I) Risks to subjects are 
persons with :acul.l! or severe physical 

minimal risk, and for minor 
minimiz.c·d: (i) By using procedures 

or mental illness, or penons who are 

':lunges in approved rese·arcb. 
whid1 an~ uJnsislent with wund 

economically or c:ducarionall_y 
(a) Th~ Secretary has esta~blished, 

rt~scan:h design and which do not 
disadvantaged, apptoprtltc flc!,~itiional 

and published in the F~tdtra( 
unnec<:ssanly expQse subj1.•cts to risk, 

S~~feguatrd" h.ave bun included ird the 
~'.tgistt•r, a list of categories of 

and ( ii) wh~uever appropriate. by 
study to protect the rights and we~fare 

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

1)f the~•: subjel·t~;. 

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

pro..:edure. The list will be <~menJ~~J. 
diagnoslic nr treatmem purposes. I 46.112 Re·~iew by instiluliuua. 

:11 approprioue, through periodic 
(2) Risks to subjects are reasonable 

Research covered by these 
n·p1tbli~a1ion in the Federal 

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

Register. 
any. to subJect~., ;~nd the im;lortancc 

an IRB may be subject ro funher 
IIH An IRB may review l>ome or all 

of th~ :knowledge thai may reasonably 
appropriate revkw and approval or 

of the research appearing <Jon the list 
be e:o;p~:ctcd 10 wsult. In evaluating 

disapproval by officials of the 

' dsks and bt~nefuts, the IRB should 
through an ex.pcditcd revie·~· 

considt~r '::>nl;y those risk~ and benefits 
institution. How,ever, lhose officials 

pro<:edure, if the rescan;h involves no may not approve the research if it has 
more than minimal risk. The IRB rn~y 

~hal tmt:f re:mll from the research (as 
r:ot been approved by a.n IRB. 

distingui~hed from risks and bt"ncfits 
al :w usc the expeditctl revic:w of thcr.apic s subjects would n~l~eive 
procedure to review minor daan,ges in 

even if not part'icipa.ting in the 
f 46.HJ Suspension or 

previously approved rcscan;h during 
rcscard1). The lRU should not 

ltrmhwtion of UtB apflroval of 

lhc period for which appro•<al is 
considc:r l'"':>sibnc long-range effects 

research. 
oetttbonz.ed. Under an expedited An IRB 5hall haYc: aJJthotity. to '1 

of applying knowledge gained in the . "· .... , . ·' 
review procedure, the review may he research (for eurnple, the possihle 

:\USpend. or terrn.il!'l~te approval of-
C:•tried out by the IRB chairperson or 

effects of the re~carch on pub! ic 
research tha~ is no~ being conducr~t~d 

by lHle or more experienced reviewers policy) :1s among those research risks 
in acconlam~e with the lRB 's 

designated by the chairperson fmm that fall within the purview uf its 
requiretlraenl!i or that has been 

among members of the IRE. In rcspons.ihilily. 
associated with unexpected seriOU$ 

reviewing the research, the reviewers (3) Sdection of subjects is 
harm to subject>. Any suspension or 

may exercise all of the authorities of equitable. In making this assessment 
termin<!lion of lilpproval shall include 

r.hc IRB except that the revio~wers may the IRH should lake into account lhe 
a statement of tht: reasons for the 

not ,Jisapprove the research. A purpost:s of the research and the 
··>IRB 'a ••ctiop md dwJ.be reponed· 

n:search activity may b't disapproved scuing in which the resean.:h will be 
promptly to the investigator, 

only after review in accordance with conducted. 
approp1riale insti!1llional officials, and 

ttl<: non-expedited procedun: set forth (4) (nfonned c-onsent wil:l be 
rhc Sec retal)'. 1 

in ~ 46.108(b). sought f'rom eada prospccti,,e subje•:t ------·-·--
(c) Each IRR which uses an o·r the subject's legally authorized ' Repons shco~Jht b<~ filed with the Offact: 

expedited review procedure shall nepresentati-.·e, i1n accordan.:-e with, for Protection (:rom Ro:search Risk1, Natiotull 

adopt a method for keeping all and to 1he c!Ltcn~ required by 
lnsti!Uie,; of Heallh. [)epamnent of Health 

me.:mb,~rs advised of researc ll and Human Srrvicr:.i, Bethcsd.a, Maryl11td 
§ 46.116. 2020S. ,, 
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~ 46.114 Cooperative r•~s~arch. 

CC1operative rcscard1 projects arc 
those.' prt~jects, nonnally supported 
rhrough grants, contracts, or similar 
anangements, which involve 
i.n~•titutions in addition to thl!' grantee 
or prime contractor (such <~S a 
,;onlractor with the grantee, or a 
•;ubcontn.lt~tor with the prime 
wntractor). In such instances, the 
grantee or prime contractor remains 
n:~ponsible to the Department for 
!iafeguarding the rights and welfare of 
human subjects. Also, when 
couperaling institutions comiuL:t some 
or all ,,f the research involving some 
or all of ths:se subjects, each 
('Onperating institution shall comply 
wid• these regulations as though it 
r•!t:e·ived funds for its particip:Hion in 
the project directly from th1~ 

Department, except t.hat in <Complying 
with these regulations institugions 
rrw:r usc joinl review, rdi<mce upon 
the n:view of another qualifi,~d IRB, 
''" simil<tr arrangements aimed 3l 
,Jvoidan~.:e of dupllcauon of effort. 

~ •U..llS JRB reeo~s. ~ 
(a) An institution, or where 

aprmpriate an IRB. shall pr·.::parc and 
m:11ntain adequate documentation of 
Hm :tctivities, including the 
following: 

(I) C1lpies of all research proposals 
reviewed, scientific evaluations, if 
;my, that accompany the proposals, 
approved sample consent doruments, 
progress reports suhmitted by 
iov .!stigators, and reports of injuries 
to suhjects. 

( 2) Minutes of IRB meetings which 
~.hail be in sufficienr detail to show 
<ltteruJance at the meetings; actions 
taken by the IRB; the vote on these 
actions including the numher of 
mt:rnhcrs voring for, against, and 
.~bm1inang; the basis for requiring 
dt;,I•Jgc-s in or disapproving research; 
and a written summary of the 
discu~sion of controverted is1.ucs and 
1hc::f' resolution. 

(]) Records of continuing r~view 
aelivities. 

(4) Copies of all correspondence 
between the IRB and the 
investig21tors. 

(5) A list of JnB members as 
requirl!d hy * 46.1Ul(b)(3). 

(6) Writl.t~n procedures for the IRB 
as rcquirl!d by § 46.103(1'1)(4). 

(7) Statements of significant new 
findings provided to subje~:t>. a~ 
requin:d by§ 46.116(b}(5). 

(b) Tile records required hy this 
regulation shall he retained for at 
least 3 years after ,.;omplction of the 
research, and tJte rcwrds shall be 
accessible for inspection and copying 
by authorized representatives of the 
Department at reasonable times and 
in a re;:Jsom1blc manner. 

I 46.116 General requlr·ements 
for inf,:u·mt:d cunsent. 

Except as provided elsewhere in 
this or other subparts, no investigaror 
may involve· a human being as a 
subje~.·t in research covered by these 
regulations unless the investigator hal> 
obtained the leg;Jdly effecti\•e 
informed consent of the subject or the 
subjecl 's legally auchorized 
r4:presenlative. An investigator shall 
so:ek sud1 consent only untkr 
circumst:mce:s !hat provide the 
prospccttiv·~ suhj1~ct or the 
rt~prcscr11tau vc sufficient opportunity 
w con~•ider whether or 1101 w 
particip<~lc and that minimize the 
possibility of coercion or undue 
influew.:.e. The information that is 
given to (he subject or the 
reprcscntativ1: shaU be in language 
understandable .to.'the subject or the 
representatiive. Noinformed consent, 
whether om.! oi'w'ritten, may indudc 
any exculpatory language through 
which the subject or the 
represemativc is made to waive or 
appear to waive any of the subject's 
legal rigt1 ts, or releases or appears to 
release the investigator, the sponsor, 
th(: institution or its agents hom 
liability for n~::gligence. 

(a) Ba!l.ic clernems of informed 
consent. Exct~pt a:i provided in 
paragraph (c) or (d) of this sc<:lion, in 

secki111g informt:d consent the 
following information s.hall b,~ 
provided to each subjecl: 

I .,. 
· ~ · (I) A statement that the study 

involves re>earch, an explanaliotu of 
the purposes of lhe research and the 

J. expected duration of the subject's 
; partidpation, a description of the: 

1! procedures to be followed, and 
~ identification of any procedures 
~: which are c:t;perimental; 
'l! (2) A description of any rea!;onilbly 
,; forcseuble risks or discomforts to the 

..; subject: 

. (3) A description of any benefits to 
ltne ~ubject or to others which may , ' 

' reasonably be expected from the 
~research; 
.~ (4) A disc·losure of approprimc 
' alternative procedures or courses of 
· treatmtmt. >f any, that might be 
: advamageous to the subject: 

(5) A stateme-nt describing the 
·extent, if any, to which 
confide-ntiality ot r•!cords identifying 
the subject will be maintained; 

(6) For res;carclh invoh,ing more 
than micimal ri!>.k, an explanation as 
to whether any compensation and an //.; A 

. e.x.planation as to whether any 
medical rreatmerw• are available if 
injury o<·curs and, if so, whal they 
consist of, or where further 
information r.uay b1~ obtained; 

(7) An t:xplanation of whom to 
contact for a.nswer~ to pertinent 

. question~• about the research and 
. research subjc:cls' rights, and whom 
to contact in the evc·nt of a research· 
related injury to tl"lj: subject; and 

(!!) A statement that participation is 
voluntar}', refusal 10 partidpa~e wm 
involve no penalty or loss of benefits 
to which the subject is otherwise 
entitled, and the subject may 

i discontinue partidr,ation at any time 
without penalty or loss of benefi~s tc) 

,.which the subject IS otherwise 
'entitled. 

'(h) Addition:.ll dt:ments of 
informed cons.~nt. When appropriate, 
one or more of the iollowing elements 
of in!onnation shall also he provided 
to each subje<:t: 

r 
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.~· '( I) A statement that the p:trticular 
~ treitl!nent or procedure may involve 

' ' ~Tisk~ t'o the subje~t (or to the embryo 
~or fetus, if the subject is or may 
,; becorne pregnant) which are currently 
;unforeseeable; 
.,~ ( 2) Anticipated circumstances 
~ lJI!Hfer which the subject's 
, fJnicipalion may be terminated by 
t fhe investigator witJlout regard to the 
~iubject's consent; 
1. (3) Any additional costs to the 
~~;ubjcct thai may result fro.rn 
;participation in the research; 
J (4) The consequences of a 
-\subject's decision to withdraw from 
.11 
l~lhc research and procedures for 
ftorderly temtination of participation 
~by I he subject: 
L ( 5) A statement that significant 
~new findings developed during the 
i: course of the research which may 
~rdatc to the subject's willingness to 
jcontinue partkipalion will be 
·; JProvided 10 the :.ubject; and 
? 16) The approximate number of 
:.:..,1~ubjech involved in the study. 

{c) An,~~B,!,tl~l~EJ!~?~;"~.c~nl 
· 'P~f~~-~ dae~~tr~efud~; or 

!Aittlch aftl!:l'.lii,t\Omc or atl (]{Jhe 
~ ~:!lliCaU ~ iP.fOJ:med. cons.elllt ;;-; 

r.lr;:h above. or waive the mquiremcnl 
1:o obtam informed .;onsent provided 
rbe lRB finds and documents th•tt: 

(I) The research or dcmonstmuion 
project is t(l be conducted by or 
subject to the approval of state or 
1~ ~cal government offida.ls ;~nd is 
designed to study, evaluat•!, or 
ot~1erwise examine: (i) programs 
uudcr the Social &·curity Act, or 
other public benefit or service 
programs; (ii) procedures for 
obtaining benefits or servkes under 
tltose programs; (iii) possible changes 
in or alternatives to those programs 
or procedures; or (iv) poss.ible 
changes in methods or l(:vds of 
payment for benefits or services under 
rlms.e pmgr;.un.<>; and 

(2) The research could not 
practi.cably be carried out without the 
waiver or alteration. , .•. , . 

(d) An lRB may approve: a consent 
procedure which _d~~.:~:e>.t}ndud·:, or 

:~ni~ ah:csl,..,&Omeor ali of lhe 
clemci[US of iDformed consent set 
forth nhov~:; or waive the 
requir1~111ents 10 obtain informed 
consent provided che IRB finds and 
documems that: 

(I) The rese01rch involves no more 
than minimal risf. to the subjects; 

(2) The waiver or alter.ation will 
not adversdy affc(:l the rights and 
welfare of the subjects; 

(3) Th1~ rese<~n:h could not 
practkably be carried out without the 
waiver or alteration; and 

( 4) Whenev1=r appropriate. the 
subject.~ will be: provided with 
additional pertint~nt inform;uion after 
participation. 

(e) The mformed consent 
requirements in these regulations arc 
nol intended to preempt any 
applicabk fedc·1~al, stale, or local laws 
which rc~quire a.ddirional information 
to be di:>dosed in order for informed 
consent to be k~gally effel~tivc. 

(t) Nl)thing in these regulations is 
intendt~d to limit the authority of a 
physician to provide emergency 
medi.:~1l c<~rc. to the extent the 
physician is pcrmittt:d to do so under 
appl kah!l! federal, state, or local law. 

t 46.117 Uocumentadon or : 
&nrorrne4'11 conS4ent. 

(a) E:-;cept as provided in 
paragraph (c) of this section, 
informed <:onscm shall he 
documentctl hy the usc of J written 
consent fmm approved by the lR B 
and signed hy the subject or the 
subject's legally authorized 
representative. A copy shall be given 
to the i'erson !>igning the form. 

(h) Except as provided ilfl 
paragraph (J:) lllt this section, the 
t:onscnl form may be either of the 
following: 

(I) A wriucn cons~·tH document 
thai embodies the elements of 
infom11~d consent required hy 
·~ 46. 116. This form may be read tn 
the !>IAbjcct m the subject\ legally 
authori1.ed repre·-;entativc, but in any 
event, the inve~tiJ.~ator shall give 
either the .·mhject or the representative 

adequate opportunity to read it before 
it is signed: or 

(2) A "short form'' written 
consena doc·ument sLating that the: 
elemencs of informed consent 
required by § 46.116 hue beer. 
prese~1ted orally to the subject or the 
!lubjecc 's legally authorized 
representative. When this method is 
used, there shall be a wimess to the 
oral pl'c:sentatiOf'll. Also, the IRB ~hall 
approve a wriuerA summary of what i!i 
to he !>aid to !the subject or the 
representative. Only the short fmm 
itself is to be signed by the subject O•f 
the represerntati~ve. However, the 
witness shalll sign both the short fom1 
and a copy of lhe c•ammary, and d1e 
persorn ac\Uillly otluuning consent 
shall sign a copy 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:ment for the investigator to 
obtain 2 signed consent form for some: 
or all subjects if it finds either: 

(I) That the only record linking the 
subject and the res,earch would be: the 
consent dO<;ument and the principal 
risk would be potential harm resulting 
from a brelllch of confidentiality. Each 
subjec1t will b1:: asked whc:th(!f the 
subje~.:t wants documentation linking 
the subject with the research, ;md the 
subjec1t's wishes will go<ven'l; or 

(2) Tha( the: research 1,resents no 
more than minimal risk of hann to 
subjects and involves no procedur·es 
for whkh wriner1 consenc is nonn~tlly 
required outside of the research 
conte"t. 

In cases where the dm:umen~ation 
n:quiremcnt is waived, the IRB may 
require the invesir.gator 10 provide 
subject'> with a written statement 
regarding the rc:><earch. 

§ 46. J 18 Appikations and 
pr~lposals lackinrt definiite plans lfar 
lmolvement. or human subjects. 

Certain types of appli<:ations for 
grants, coo~cra~i1·e agrec:rnents, or 
contracts arc submitted 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 
indude activities such as institutional 
1ype grants (including bloc: grants) 
where: selection of specific projects is 
rh': institution's responsibi.lity; 
n.::>-~:arch training grants where the 
:.ctivities involving subjecu remain to 
!11: selected: and projects in which 
human subjects' involvement will 
depend upon completion of 
ins!ruments, prior animal studies, or 
f'Urification of compounds. Thcst~ 
applications need not be revi,~wed by 
an IRB hefore an award may be 
nude. However, except for research 
dt~~~:ribed in § 46. IOI(b), no human 
subjc:cts may be involved in any 
pnJJCCI supported by these awards 
until the project has been reviewed 
and approved by the IRH. a~; provided 
in these regulariuns, and ceruficatiun 
~'JbmJtted to the Departmcn~:.. 

§ 46.119 Research undertaken 
without the inCcntion uf in•m!vht~ 
human suhjt•cts. 

In the event research (conducted or 
fundcJ by the Depanmcnll is 
undertJt..en without the intemion of 
i nv,)l ving human subjects. hut it is 
lata proposed to u~e human !illhjccls 
in the research, the research shall first 
b~~ reviewed and approved by an IRD. 
:t:, pruvidcd in these regulation~. a 
u:rt1fic•llion subnu!!cd to the 
1Jcp~11 oncrll, Jnd final approval given 
tl:o tile proposed chan gc hy th ~ 
fkp:lf!mcnt. 

{r -lt).J:ZO E~·aluation and 
d~spu~ition uf applkations and 
prupost~~ls. 

(,liThe Scnctary will ev<~lu;Jte all 
appi u;:ations and proposals involving 
!ll1m.~n \Ubje~ts 'iUbmitted to the 
fkparunenl through such officers and 
employees of the Department anJ 
-.u~h experts and consultauts as the 
S,:crttary dcternunes IO be 
Jl'llf••rnal<~. Th1s evaluation \\ill take 
inrtl •:onsider:uion the risks to the 
~ubJ,·.:ts. the adequacy uf prokction 
;lpln'>l these risb, the potential 
bcndih ,>f the proposed rescan:h to 

the subjt:·t·t~ and others, and the 
impo111ance of v.hc knowledge to b,: 
gained!. 

(b) On the b;JSIS of this evaluation, 
the Seal~tary may approve or 
disapprove the application or 
propo~.al, or enter into negotiatiom; to 
develop an approvahle one. 

I 46.U1 ln-t'lt'!'lligational new dr·ug 
or device 33-day deby ~quirement. 

When an institution is required to 
prepare: or 10 submit a certification 
with an application or proposal umkl 
these regulations, and the application 
or propo!;.al involves an 
investigational new drug (wilhin the 
meaning of 21 U.S.C. 355(i) or 
J57(d)) or a significanl risk device (as 
defined in 21 CFR 812. 3(m)), the: 
institution shall identify the drug or 
device in the cenification. The 
institution shall ,Jis<l slate v. hethcr the 
30-day int.;:rval required for 
investigational n·~w drugs by 21 CFR 
311.1(aJ and lor significam risk 
d1!vices by :!J CFR 812.30 has 
elapsed. •Jr whctlH:r tht• Food and 
Drug Administnuion has waived that 
requiremc-n!. If the .10-Jay intL·cval 
has expired, !he i11sti1Ution shall stak 
whether tnw Food :lllJ Drug 
Adminis:tratwn has TI!']UestcJ th:H the 
sponsor ,·ontinuc to withhold '''" 
restrict the u~e of the drug or dev icc 
in human !>llhjn:t~;. If the 30-Llay 
intt•rvai has not e\pircd. and a \\aiver 
has not been received. rht: in\!itutiun 
~hall send a statement to !h~· 

Dcpartmt•n! upon expiration of tln; 
interval. The Department will n•>t 
t:onsider a ccr.tifiotion acccprahlc 
umil the tnstitution has submiHed a 
sta£crncnr that the .30-day interval has 
elapsed, o.mJ the Food and Drug 
Administr'<l!Wn ha~. not requested it to 
limit the use nf the drug or device, or 
that the Food ;md Drug 
Adrnini~tration has W<tivcd the 30-day 
interval. 

§ 4t~.l22 lJs(· <~f ,ft>dt·ral funds. 
FederJl (umh ad:wni,tcn:d h\ rhc: 

(kparlmcnt rna)· ntl! be e:<pcnd~d h.lr 

research Jnvoh·1ng hum.m 'uhj•:cts 
unless the rcqt11rcmcnt of thc~c 

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

§ 46.11:U Early termination of 
reSf'l~rch funding; evaluaUon or 
sub:H~•JUenr :.)J)plicatio:~~s and 
proJ~osaJ~. 

(a) The Secrctury may requiil'e rhat 
Department funding for any projec~ 
be terminated or suspended in the 
rnunner prescribed in applicable 
program requirements, when the 
Secrelwry finds ar1 institution has 
rnateri~tlly failed 10 comply with tlhe 
terms of these n:gulations. 

(b) In making decisions about 
funding applicarions or proposals 
covered by thest! regulations the 
Secretary may ra~,e into C~~ccount, in 
addition to all other eligibility 
requirements and program crireria, 
factors such as whether the appli•.:Mt 
has been subje~:t to a termination or 
suspen!>i'dfl under paragraph Ia) of this 
section and whether the applicant or 
the person who would direcr the 
scientific and technical aspects of an 
activity ha~ in the judgment of the 
Secretary materially failed to 
discharge respon~ibility for the 
protection of the rights and wclfarc of 
human subjects (wh<~ther or not 
Dt~pa1tment funds were involved). 

§ 46.124 Conditions. 
With respect to any research 

pruject or any dass of research 
proJeC!s the Secretary may impose 
addilional conditions prior 10 or at. tile 
time of funding when in the 
Secrdary 's judgment addlttonal 
conditions arc necessary for the 
prolcr.:tion of human subjects. 

Subpart D·-Additiunal ProtectiOil!li 
l'ert;,ining tu R e~t'a.rch 
Dc\'t'lop•nent, and Relaled 

· Actfl'itl~s fn~·oJving Fetuses. • 
Pregnant .W•r)men. and Jlurrmn lrn 
Vitro Fertlli:latlon' 

Sot•Mn. 40 FR 11~~8 .. \li)! X. I'H~. 43 FR 

175K. J;wu~r:· II. 197H, 4.' fl~ 
~I ~'iii. Nctveml>er J. I'PK 

~ 46.21H Applicnhilily. 
(a) The reguf:!liom. in th1s ~uhp~1rt 

<~n· applicable to all Depannwm of 
Health. Edu..:ati<m. and Welfare 
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• , ' gdn4s and contra;.:t suppi)rting 
research. development, •md related 
a~tivities involving: (I) Th1: fetus, (2) 
prr.:gnant women, and (}) human 111 

l'itro fertilization. 
(b) Nothing in this subpart shall be 

construed as indicating that 
compliance with the pro~.:cdures '>cl 

forth herein will in any way render 
in<lpplicahle pertincnl Stn1te or local 
~a~~ hearing upon activities ~~overed 

by this subpart. 
(c) The requirements of this 

subpart are in addition co those 
imposed under the other :;ubpans of 
this part. 

§ 46.202 Purpose. 
It is the purpose of this. subpart 10 

provide additional safeguards in 
reviewing activities to whi~:h this 
~;ubparr is applicable to a~sure that 
!hey conform to appropnate t•thic<d 
qant.lards and relate 10 important 
~ucietal needs. 

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

Secretary of Health, Euuc ation, and 
Welfare and any other officer l.lf 
employee of the Department of 
Health, E.:lucation, .and Wdfare to 
whom authority has been delegated. 

(hJ "Pregnancy" encompasses the 
period or time from contlrmalion of 
implantation (through any of the 
presumptive signs of pregr.1Jncy, such 
a~• missed menses, or by a medically 
acceptable pregnancy test), umil 
c:Kpulsion or extracrion of the fetus. 

(c) "Fetus" means the product of 
C•Jnception from the time of 
irnplantatiun (as evidenced by any of 
rh.: presumptive signs of pregnancy. 
stH:h as missed menses, or .a 

mcJ•cally acceptable pregnancy test), 
until a dC'tcnnination is made. 
following e;(plusion or cxtr:lction of 
tiH! fetus, thai it is viable. 

(d) "Viable" as it pertains to the 
f•·1us means being able, after either 
~p.nnanc:ous or induced delivery, to 
survive I given the benefit of avaiLJblc 
medical therapy) 10 the pllint of 
ir,dcpcndently maintaining heart 

beat and respiration. Tlw Secretary 
may from time to time. !:.~king into 
.Jccount mediral advances, publi•h in 
the FEDERAl. R t:G1SIER guidelines 
10 as~ist 111 determining whether a 
fetus is v:abk for purposes of this 
subpart. Xf a fetus is • iablc after 
delivery, il is a premature Infant. 

(e) "Nonviablt: fetus" means a 
fetus e.r urero which. although living, 
is no:! viahlc. 

(!) "Dead feiUs" means a fetus e.~ 

utero whkh c.~thihirs neither 
heartb\·at, spontaneous respiratory 
activity, spontaneous movement of 
voluntary mu'icles, nor pul~ialiun of 
the umbilical cord (if still attached). 

(g) "In virro fertil izatim1" means 
any ft~rtili<~ation of human ova which 
occurs ~lutsidc the booy of a female, 
either through admixture of donor 
human sperm mnJ uva or hy any other 
me am;. 

§ 46.;:04 '~t:thlcal Advisory 
Bo.ardls. 1 

(a) One or more Ethical Advisory 
lloanh slunll bt: established by the 
Secrelil i)'. Members of 1hcs:e hoard( s) 
shall be so !>elected that the hoard( s) 
will bt: competent to deal with 
medical, legal. social, ethical, and 
related issues and may indutJc, for 
example, r~·sean:h sdenlists, 
physicn;ms, psy!:hulogists, 

S<K:iologi:>ts, educators. lawyers, and 
ethicists, as wdl as reprc:;,:lllatives of 
the general puh:tic. No board member 
may bt: a regular, full-time employee 
of the Dcpartnwnl of Health, 
Edul:;lliion. and Welfare. 

(b) AI the request of the Secretary, 
the Ethical Advisory Board sh;dl 
render advice con:sistcnt wiih the 
poli~:ics and rcquin:ments of this Part 
as to ethical issues, involving 
a.::tivitit~s ~·overed by this subpart. 
rai~ed by individual <!pplications or 
proptlsals. In addi!ion, upnn requcsl 
hy the Secretary, the Board shall 
render advic~ as to classt!S of 
applications or proposals and general 
pol ides, guide! ines, and pnl<:cdures. 

(c) A BoarJ may establil,h, with 
l~IC approval of the S!.'cretary, classes 
of applio:aliolls or proposal~• which: 

(I} Must be suhmittcd lo I he Board, 
or (2) need noa be submitted to the 
Board. Where the Board so 
establishe!; a dass of applications or 
proposals which must be submiued, 
no application or proposal within the 
class may be funded by the 
Dep<.~rtment or any component thereof 
until the application or proposal has 
been reviewed by the Board and the 
Board has rc~ndcred advice li!S to it!& 

acceptability from an ethical 
scandpoint. 

(d) No application or proposal 
involving human in vitro fertilizalion 
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. 

t 46.205 Additional dudes ot tie 
lnstltutlt)UJ-ReYkiw ·u.rds ~n 
connection with activities 
invl!)lvior. fetuses, pregnant 
women, or human jn vitro 
fertliiiatioo. 
(a) In addition to the 

responsibilities prescribed for 
Institutional Review Boards under 
Subpart A of r.his part, ilie applicant's 
or offeror's Board shall, with ~espect 
to activities covered by khis subp.art, 
carry out the following additional 
duties:· 

( I) Determine that all aspects of 
the: acti~ ity me,:t the requirements uf 
this subpart: 

(2) Determine that adequate 
~.:onsidc:ration h;u been given to the 
manner in which potential subjt:cls 
will be seh:cted, and adequate 
provision has been made by the 
applican! or offeror for monitoring 
the actual inform.~d consent proce'i·S 
(e.g .• through SIKh mechanisms, 
when appropriate, as participation by 
the Institutional Review Board or 
suhject adv(x:atu in: (i) Overseeing 
the actual proce:;s by which 
individual con~en::s required by thi:• 
subpart are :;c:cu::cd cilher by 
approving induc•:ion of each 
individlial into tht: activity or 
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vNifying, perhaps through sampling, 
· t~at approved procedures for t ' induc-~ion of individuals into the 

a.:tivity are being followed, and (ii) 

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

(3) Carry our such other 
n:spons1bilities as may be assigned by 
th(: Secretary. 

1[b) No award may be issL1ed until 
the applicant or offeror has certified 
to the Secretary that the Ins11itutional 
Review Board has made che 
d~::tem1ina1ions required umkr 
paragraph (a) of this section and the 
Scaetary has approved these! 
dc!c:rminations, as provided in 
§ 46.120 of Subpart A of this pan. 

lc) Applicants or offerors seeking 
s11pport for activitie5' covered by this 
suhparl musr provide for rhe 
dn!gnarion of an fnstitution<'ll Rtwiew 
Bo:nd, ~ubject to approval by the 
Secretary, where no such Doard has 
been es1~-1blished under Suopa11 A of 
1h1s pari. 

§ .:16.206 General limitation.~. 
(a) No activity to which !his 

:;ubpart is applicable may be 
undertaken unless: 

(I) Appropriate studie:; on animals 
;::nd nonpregnant individuals have 
ht·c:n complcted; 

I 2) Except where the purpose of 
the Jt'IIVity is to meet the health 
need:; of thi! mother or thl~ p;Htkular 
ktu~. the ri~k to the fews is minimal 
and. in all cases, is the least poss1hle 
risk for achieYing the objectives of 
1h.: JCtivity. 

0! [ndividuals engaged in the 
;JL:uvily will have no part m: (i) Any 
dt:.:i~lons as to the timing, mt:thod, 
Jilt!' pro.:edures used to terminate the 
pregnancy, and (ii) determining the 
vtabdity of the fetus at the. 
tnnunation of the pregnancy; and 

( ~) No pro\.·edural changes which 
rn,1y ousc greater than minimal risk 
to the fetus or the pregnant woman 
w.! I he introduced into the prnce"duwe 

for termina!ing th1! pregnancy snldy 
in the in!ucst of the activity. 

(b) No indu,:e:ments, monetary or 
otherwise, may be offered to 
terminate pregnan .. ·y for purposes of 
the activity. 
[4-0 FR 3:1528. Aug. II, l\175. a~ amended at 
40 FR 5163M. Nov. 1), 1975] 

§ 46.2~17 .\ctivitles dire-cted 
towud p1·~nant women as 
subje1:ts. 
(a) No pregna1H woman may be 

invoh·ed as a sui)jecl in an activity 
covered hy this suhpart 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 t!XIenl necessary to meet 
such net:ds, or ( 2) the risk to the fetus 
is minimal. 

(b) An activity permitted under 
p;uagraph (a.t of this section may be 
conducted tlnly if the mother and 
fa,thcr are legally competent and have 
given thea mformt:d consent aflcr 
having been fully informed r~:.garding 
possible imp;u.:t on the fetus, except 
that the lather's informed consent 
nt:cd not be secured tf: ( 1) The 
purpose 0f the at:tiY i ty is tv meet the: 
health m~t·ds of the mother; (2) his 
identity or wlwrcabouts canrwl 
reasonably ht: J!it:crt:uncd; (3) he is 
not rt•asonably av:~ilabk: or (4) the 
pregnancy resulted from rape·. 

§ 46.208 A1:tivihcs direch.•d 
1oward f,~:tu!>es in utero ns 
subjec:!s. 
(a) No fetus in 11tero may he 

involved a.~ a suhjl!ct in any activity 
~overed by this subJlaft unh~s~: (I) 

Th,c purpos,~: of ttw uctivity is to meet 
the hcahh needs of rhc particular fctuli 
and the ft:lu' will be placed at risk 
only to the minimum c\tent nec·essary 
to meet ~ut:h need:~. or (2) th(~ risk to 
the fetus nnposed by the research is 
minimal a.th.l the prJrposc of the 
aclliVily is the development of 
imp,lrtanl hiorncd i<:al knuwledgt• 
which cannot be o!li.11!1Cd by other 
me;ms. 

(lb) An activity permitted under 
paragraph (al of this st~ction may be 
conducted only if the mother and 

father are legally competent and ha\'C 
given their il~formed consent, excr:pt 
that the fatht~r ·s ':onsenr need not he 
M~~ured if: ( I) His identiay or 
whereabouts Cllnnot rea-sonably be 
ascertained, (2) he is not reasonab'ly 
availabk, or (3) the pregnancy 
resulted from rape. 

§ 46.209 ActhWes dlrlf:('ted 
tow~t;rd fduse~s ex utero, 
including nonviable fetuses, as 
:o;ubjects. 
(a) Until it ha'i bc: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 chis ~ubpan unless: 

(I) There will be no added risk to 
the fetU!i resulting from the ac:tivity, 
and the purpose l()lf the act.ivity is the 
development of important biomedical 
knowledge which <:annot be obtaintod 
by other means, or 

(2) The purpose ofthe a.ctivity is to 
enhance the possibility of survival of 
thl." particular fettJ!; to the point of 
viability. 

(b) No non,,iabl-~ fetus may be 
involved as a subjt:ct in an activity 
covt•rcd by thns subpart unl.ess: 

(I) Vital functions of the fetus will 
not bt: artitici:dly maintained, 

(2) Experimental activities which 
of themselves woulld terminate the 
hcanheal: or respiration of the fetus 
w iII not be employ-ed, and 

(3) The purpose of the activity is 
th~ development of important 
biomedical knowledge which c:mnot 
he obtained by otht:r means. 

(c) In the event lhe fetus ex utao 
is found to be viable, it may be 
indudcd as a subje-ct in the acEivity 
only to the extt:nt p,e:rmitted by and in 
accordan-ce with the: requirements of 
other subparts of 1.h is pan. 

(d) An activiry permitted under 
paragmph (a) or (b) of rhis section 
may be conducted only if the mother 
and father arc leg<1lly competent and 
have giYen their informed consent, 
except that the f;Uher 's informed 
comcnt need noi be secured if: (I) his 
identity or whereabouts cannot 
re:.~snnably be ascertained, (2) he is 
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nor reasonably available, or (3) the 
,pre~n~ncy resulted from rape. 

§ 46.210 Activities involving lhc 
dud fetus, fetal materlitl, or th~ 
placenta. 
Activities involving the dead fetus, 

masceraled f eta I material. or cells, 
li:-sw:, or organs excised from a dead 
fetus shall be conducted only in 
OJccordancc: with any applkablc Slale 
or local law!i regarding su1:h 
activities. 

{1 46.211 Modification lltr waivt•r 
or specific requirements. 
Upon the request. of an <tpplicam or 

offeror (with the approval of its 
lnslitutional Review lloard), the 
Secrelary may modify or waive 
~.pecific requirements of this subpart, 
w ich the approval of the Ethical 
Advi:-.ory Board after such 
opportunity for public comment a~ 
!he Ethical Advisory Bo.ml considers 
i.1ppropnatc: in the parucular 1nstance. 
In making such decisions, th~ 
S,:.;n:tary will consider whether the 
rt sks to the subject are :w ouKwcq~hed 
by the sum of the bt~ndit to the 
~UhJect and tla: importance of the 
k nowkdgc lo be gained as ro warrant 
\W.h nhkllfi..:aiHln or waih~r and that 
~tid! benefits .:annol be gained except 
lhr,•ugh a nllKiifiL:ation or warver. 
t\ny ;uch rnoditkatiL)ns 1>r waivas 
'"'til he published a~ notices in tile 
F tiiiiUd R H•ts n R 

Suhpart C-AdditionaJ Proll(•clion ... 
Pt·rtuinin~ to Hiomcdkul and 
Bt:havioral Researrh Involving 
f'ri50n.enJ u Subjet.-t! 

'i·•'l'":<': 4J FR 53655, Nov Ill. 1971\ 

~ .JtJ.JO I Applkuhility. 
r .J) The regulations in this subpart 

• m~ applicable to all biornedi,;a! und 
behavioral research conducted or 
~upponcd by the Depanmerll of 
Hr.drh, Education, and Welfare 
i11v"lving prisoners JS subjects. 

( b 1 Nothing in this subpar! ~hull ht· 
<:uw.tructl as indicating that 
.;,·mpli:wn:: With the prol.'cdures ~cl 
fonlt ltaem will authorize rcscar~·h 
invt·lvinl! prisoners as subjecl:s, hl the 
nlcnt -;uch rest~arch i!> lirni!l:d or 

barred by applicable State or lonl 
law. 

(c) The requirements of this 
subpa:rt ar.: in addition to those 
impos.~d under the other subparts of 
this part. 

§ 46 • .302 Purpost>. 
Inasmuch a~ prisoners may he 

under comtraims because of their 
incarceration which L~ould affet·r their 
ability to make a truly voluntary and 
uncoerced dcci~ion whether or not to 
participate as subjet:ls in n~search. it 
is rhe purpllSC of this subpart to 
provid,l: additional safeguards for the 
protection of prisoners involved in 
activities to which !his subpart is 
appl icabll:. 

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

Secretary of H1!ahh, Education, and 
\Velf;u··~ and any other officer or 
employe~! of the Dcpartrncnl of 
Health, EJu..:<ttton, and Welfare tn 
whom <IUthority has het·n ddt~!'atcd. 

(b) "DHEW" means the 
Department .,>f Health, EdtKJtioa, 
and Wdfare. 

(L) ''Prisoner" means anv ; 
:iridividual involuntarily con.fined ot 
d1rtairieli! inn penal institution.' The 
a.e'rm is' tnit!nded'to''Cnconi.pass-, ·· 
i~dividuals semcneed'to such iin 
i~stitution under a criminal or civil 
~~;tute. :i~dj:v.i<tualtdetait1ed in'od!~i 
f~dlities by virtue of s!a(Ules Of , 

· commitmcntpnx:edures_ which 
·-p-iovid~ :itrt.;matlvei to crimiiul· 
p;:o~ecutlo~·_'or incarci:~ration· hi ·a · 

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

(d) "Minim:1l mk" is the 
probahilitv and m;1gnirudc of physil·al 
or psycholo~ i<.'al harm that is 
ntmnally ~ncountt~reJ in the daily 
lives. or in the n1ulinc nwdical. 
dental, <.lf JhV•:hological cxarntnat1on 
of healthy pt'r~<lllS. 

§ 46.30.• Composition uf 
I nstitu tiomd R~·,·iew Bo:.u·ds 
where pri!l.oucr~; an• invoh·rd. 
In additi<m tn sati\l'ying the 

rcquirc:mer.ttt in § 46.107 of this pan, 
an rnstitutional Review Board. 
carryi111g out responsibilities under 
this part with respect to research 
cover,ed by this .~ubpan. shall also 
meet ~he folh>w1ing specific 
require menus: 

(a) A majority of the Boaid. -- ~-· ~~S 
(exclusive 'Of' pnM<~~r-members} fllhitt 
ha've'nQ' as~~l~Ciatlion wit~ the prisol1(•)r 

'"''" ..... 
ir•.~lved, .as,an from ~ei( ., .. "'"-< .(;._ 
memb.:rship on the Board: · ~~· 

(b) Ac lea1st one: member of the~ 
.• ""Pi·~" l'*"tfl' .·,, · .. , .. r· llfV~.r;....i.t!' 

~?,~~ .~~~~~.~ •. ~, f!J .. ~~cr ~. C?.t.a.;. .• · 
pniOo•ell'. rc;m:~t:.ntata ~S~!!: Hh' "· · 
irlpropriate_ baclqtJ1)Und and · .. ~~ 
experi1:nce to serve in that capacity, 
except that when: a particular 
research projec( ;:; reviewed by more 
than one Ro:~rd c·nly one Ooard nt:c:d 
satisfy this requirement. 

§ 46.305 Aclldltluaal dudes of the 
I nstltutlom1f Hniew Board!i 
where prisoners are hn-olvt!!d. 
(a) In uddition to all other 

responsihilitie~ pre'>cribcd for 
I n~ti1Ut1ional Revi•!W Boards under 
this. p01rt, lhe Board shall review 
rcsc:uch covered by this subpart and 
•tpprovc such rc~oearch 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 
accrlling to the pris(mcr through hb> 
or her participation in the research, 
when comparc:d to the general living 
conditions, medical care, quality of 
food, amenities and opporrunity for 
earuings in the. prison, arc. not of such 
a maaniUJde ~hat h1h1 o.r her ability tQ .. 

weigh lh~tt risk~ of the reseatch against., 
the value or !.uch advantages in the 
limited choice en·vironmemt of the 
prison is imp:1i.red; 

(3) The risks involved in the 
research are commc:nsur<ltl' with risks 
that wollld he .accepred by 
nonpnsoncr volun!t:l!rs; 

( 4 I Prot:ct!ures f<Jr the selc:~tion· of 
subjects within the: prison are fair ttl 
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all prisoners and immune from 
· arllitra-ry intervention by pri!>On f ~uthori·ti;s or p~soners. lJ~1l.ess the 

principal investigator provides to lbe 
B1JanJ justif&eation in writing for 
following some other procedures, 
t:ontrol JIUbjecll. mu.st be .selected 
,randomly from the group of •~•il.ablt< 
pnsoners who meet the characteristics 
nt".eded for rhal particular research 
pr,>jcct; 

{5) The infonnarion is pre•1enred in 
limguage which is understandable to 
rhc· subject population; 

( l•) Adequate assurance exis~~ thai 

f'•~"~'l~}'Qa!]iljlU. ~: ~)jn,Jo~. . 
acc:ciiJilt I prisoner 'u parddpadon 10 

the ;research in making decisions 
n:·garding parole, and each prisoner is 
clc<~rly rnfonuc:d in advance that 
p;mr.~.~ipation in the resean:h will have 
no effect on his or her parole, nnd 

(7) Where the Board finds there 
may l1e a 01!etj for follow-up 
e:~zm111a1ion m care of participams 
a!ler the end of !heir particip;J.tion, 
ad.:quJte provision has been made for 

t such e~anunarion or care, taking inw 
aL:co;.~nt the varying lengths of 
individual pri~oners' sentence:,, and 
for miorming parlicipan_ls of this fact. 

(bl The Bo:mJ shall carry out ~uch 
cl!htr duties as may be assigned by 
lh•: S.:c retary. 

(c) The ins:irution ~.hall certify to 
t!h: :.;c.:n:tary, m s.u<:h form and 
m~tn:•.:r ds I he Senetary may require, 
1h :It t!te duties of the Board under thi:; 
~<~ction have been fulfilled. 

t Md~M Pffmftted raearch 
~ ·~ ~. ,. ' 

in<Y!()Ivilll pri:woen., 
( ;:1) Biomedical or behavioral 

re~.c:1L::h ..::onducte-d or supported by 
DIIEW may involve prisoners 21S 

>ouh Je..:!s unl y if: 

( 1 l The institution responsible for 
the.~·onduct of the research has 
n;n 1 fied ro the Secn:tary that the 
ln~,iirutionai Review Board has 
;Jpproved the research under § 46.305 
of r.hi~ subpart; and 

( =) l n the judgment of the 

Secretary ~h~: proposed research 
involve!; soldy the following: 

(A) Study of Khe poss1ble causes. 
effects, and proc•esses of 
incarcer::ation, and of criminal 
bt:havior, pr.wided that the study 
presents no more than minimal risk 
and no more than inconvenience to 
the subjc:ct:§; 

(8) StudJ of prisons as institutional 
structures or of prisoners as 
incarcerated persons, provided that 
the study presents no more than 
minimal risk and no more than 
in-..~onvc~nience to the subjecls; 

(C) Rc~clm·h un rondition\ 
partkularly affecting pri!iuners as a 
class (for example. vaccine trials and 
other researdl on hepatitis which is 
much mor~;: prevalcn« in prisons than 
elsewhere; and res,earch on social and 
psychological problems such as 
alcoholism, drug w.ldicuon and sexual 
assaults) provided that the study may 
proceed o111ly after the Sccrerary has 
consulted with appropriate experts 
induding cxpens m penology 
medkine and (~thi~~. and publi::.hed 
notice. in lhl: F EDER.\1. R ECils·r ER. 

of his intent ro appmvc such research; 
or 

l D) Rese:tn:h on practices, both 
innovative and a..:ceptt.'d, whid1 have 
rhe intt~nt and rcasonablt.' prob.ibil ity 
of improving the health or well· 
bdng of the subJen. ln c:~ses in 
which those studi1:s rc4uire the 
assignment of prisnncrs 111 u manner 
consistt~nt with protncols approved hy 
the IH fi !O l'Ontrul groups which Jnay 
not hl!nefit fwm the rcscar.:h, lht• 

study may proceed only aller lhe 
Secretary has ~onsuht."d v1ith 
appropriate cxperh, induding <~xprrts 
in p~·nology m.:dkinc and cthin. <Hld 

published notice, in the F t:DER.\L 

R fG1Sll:' R, of his iment to approve such 
research. 

(b 1 Exn:pt :ls provide-d in 
paragr:~ph ta) of th1~; section. 
biomedical or behav~araf research 
conduc!ed or supported by DHEW 
shall not involve prisoners as 
subjects. 

Subpa.rtt D--Ad.dUioul ProtettlGU 
for Clilldnslll'raheli au Subjeetu lu 
~ 

Source: 48 FR 9111, March I, 1983 

§ 46.401. To whatt do tbeao 
regulati.~ms &lpply:? 

(a) Thi.-; subpart appiiet~ to all 
re<.;earch involving children as 
subjects, conducted or supported by 
the Departmc~nt of Health and 
Human Services. 

(1) l11i~• includes ro;earch 
conducted by Department 
emplnyt!t!S, excepl that each head of 
tUi Operutiug Divi11iun uf I he 
Departmenr nu~y adopt such 
nonsubstantive, procedural 
modifications a:1 may be appropriate 
from an admini:5trative standpoint. 

(2) It also includes research 
conducted or supported by the 
Department of Health and Human 
Services out:.>ide the United S~atn, 
but in appropriat•! circumstances, the 
Secretary rna.y, under paragraph (e) 
of § 46.10 I of Subpart A, waive the 
applicai-Jility of some or aU of the 
requirements of these regulations for 
rcsc~arch of this type. 

(b) Exemptions (l), (2), (S} and (6) 
as listed in Subpart A at §46.101(b) 
are applicable to this subp;trt. 
Exemption (4), re:..:arch involving 
the observation or public behavior, 
listed at § 46. to l (b), is applicable to 
this subpart where the inve:stigator{s) 
does not participate in the activities 
being observed. Exemption (3), 
research involving survey or 
interview procedurc.-s, listed at 
§ 46. I 0 I (b) docs not apply to reseiLTCh 
covered by this subpart. 

(t.:) l11e exceptions. additions, and 
provisions for waiver as they appear· 
in paragraph$ (c) through (i) of 
§ 46 .. I 0 I of Subp<ut A are applicable 
to this subpart 

H 46.402 Defhnitiooo. 
The definitions in § 46.102 of 

Subpart A !ihal.l be applicable to this 
subpart as well. In addition, as used 
in this subpart: 
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(a) ~Oildren~·~ are persons who 
1 hav~ nor attained the Jegal 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>~.! 

conducted. 
(b) .. A..egt" means a c:hild's 

affirmative agre~ment to partidpate 
in research. Mere failure to objt-ct 
:>hould not, absent affirmative 
agn~emcnt, be constmed as assent. 

(c) .. Pe.rmiuion .. mt~an!i !he 
agrecna~rat of pareut(s) or guardian to 
the participation of their child or 
ward in research. 

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

(e) "GWIJ"dian'•:means M 

individual who is authnrized under 
applicabl1.~ state or local law to 
consent on behalf of a child to 
general medical care. 

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

;.l.S:signed to IRlls under this part, 
e:1ch IRB shall review research 
covered by this subpart aiJJ approv~ 
only research which s.a.tislics the 
conditions of all applieablt~ sections 
of this subpart. 

n ·46.404 ReaeJVth oot. ifi,oj' !ng 
a:re~ter'tlwa m.in.i.m&! rL!k. -. 

HHS will conduct or fuuJ 
research in which the IRB linds that 
no great~r than minimal rislo: to 
children is presented, only if the JRD 
finds that adequate provisiollls are 
m.:.~.dc for soliciting the assent of the 
children and the pennis..-.ion t>f their 
parents or guardians, a. .. set fo11h in 
§416.406. 

§ 4-6.405 R~'dl mvolrinz gruter 
lttmt m.fnbiW risk but preietltln~~t the 
Jlf1>!i~ of dlred bmetJt to dHl 
lndh·!dual sabjecu.., 

HHS will conduct or fund 
n:'l'earch in which the IRB finds that 
uwre than minimaJ risk to children is 
presented by an intervention or 
procedure that holds out the 
prospt.."Cl of direct benefit for the 
individual subject, or by a 

monitonng procedure that is likely to 
contribute to the subject's well-being 
only if dtl~ ma finds that: 

(a) Title risk. is justified by the 
antidpated benefit to the subjects; 

(b) Tlhe relation of the anticipated 
benelit to the risk is at least as 
favorable to title s.ubjects as that 
prescnled by uvaiJablc alternative 
apJlWaclws; and 

(c) A4:lequate provisions are made 
for soliciting the as!\ent of the 
children and permission of their 
parents or guardians, as set forth in 
§46.408. 

§ 46.406 Res.earcih hwol"¥!ng greater 
than mhlimal risk and no prospect of 
direct bomcfJt t!'l~ individual subjects, 
but likely to yilllld generalizable 
knowfc~dge llbolllt tbe subject's disorder 
or condition. 

Hi IS wiU conduct or fund 
research in which the IRB finJs that. 
more tha111 minimal risk to childre11 is 
prescnwui by au intervention or 
procedure that does not hold out the 
prospect of direct benefit for the 
individual 5ubject, 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 a minor 
increase OYc:r minimal risk; 

(b) The intervention or procedure 
presents experiences to subjects that 
are reasonably commensurate with 
th<lse inherent in their actual or 
e,.pected medicllll, dental, 
psychological, social, or educational 
situation:•; 

{c) The inttt~rvention or procedure 
is likely to yield generalizahle 
knowledge about the subject:~' 
disorder or condition which is of 
vital importance for tht~ 
understanding or amelioration of the 
subjects' dt:sorder or condition; and 

(d) Adequate proYisions are made 
for soliciiting assent of the children 
and permission of their parents or 
guardians., 3!'1 set forth in § 46.408. 

§ 46.·W'7 ReH:ardl aot othenrlme ·, 
approYable which presrenu aa 
oppMtunlty to understand, prevHt; IH'' tfl .. 
alleYimte 11 seri€1us proble111 affecting 
the beahh or welfare of 4:bildrea. 

HHS will conduct or fund 
research that the IRB does not 
believe meets the requnrements of .. 
I§ 46.404, 46.40S, or 46.406 only if: 

(a) The KRB finds that the research 
presents a reasonable opportunity to 
further the understanding, 
preYention, or alleviation of a serious 
problem afl"ecting 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, 46.40S, or 
46.406, as applicable, or (2) the 
following: 

(i) The re~seareh presents a 
reasonable opportunity to further [he .,., 
under~tandi:ng, prevention. or ':7 
alleviation of a serious problem 
affecting dte 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. a.'l set forth in § 46A08. 

§ 46.40.~ R~id~tl jror 
pei'Ulildoa by pliu'enu or :guard.i:an 
arad for Wlteilt by c:hildrea. 

(a) In addition lo the 
determin.ations rl!liuired under other 
applicable S(!l;tions of this subpurt, 
the IRD shall deh~rmine chat 
adequate provisiotns are made for 
soliciting the assent of the childrerA, 
when in the judgment of the IRB the 
children are· C4lpttble of proViding. 
went. In determining whether 
children are capz1bl.e of a~senting, the. 
lRU shall take int'J account tht; agc:s,; 
maturity, and p,syc:,!tologicaJ state of e 
the childliren irwolvoo. TI1is judgment 
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may be made for aU childrer1 to be 
):tvolvop jn research under a 

J"».[llll(ticular protocol, or for each child, 
14i'~ts the iRB deems appropriate. If the 

IRB determine£ that the cap~tbility of 
:liOme or all of the children is. so 
limited that they cannot reasonably 
be consulted or that the intervention 
or ,procedure involved in the 
r·e~~~arch holds out a prospect of 
din:ct benefit that is important to the 
health or well-being of the children 
and is available only in the context of 
I he ;research, the assent of th1~ 
children is not a necessary condition 
for proceeding with the research. 
E.vt:Jtl where the IRB determines that 
tJie ~~u.bjects are capable of uscnting, 
the HW may 'till waive the '~nt 
rc:q uirement under circw:nsWlCeS in 
wh.ich couent may be waived in 
w:::cord with § 46.116 of Subpa.rt A. 

(b) In addition to the 
Jc:tt:rminations required unJc:r other 
applicable s.<.':Cti<)OS of this subpart, 
the IH H $hall determine, in 
!lC~.:ordancc with lllld to the e~<tcnt 
!hal: cousent is required by~ ·~.116 of 

e Subpo!Xl A, that adequate prOVIsions 
V are made for wlicitina the pcnni.<J.Sion 

of e:~ch child's parents or guardian. 
\\'here parental pt>rmhsion is to be 
ob!atncd, the 1RD may find that the 
pcrmi\sion of one parent is sufficient 
f.Jr research to be conducted lllnder 
§ ~: 4t.t.404 or 46.405. Where re~search 
i~ ·~overed by § § 46.406 and 46.407 
.and pcrrni~ion is to be obtained from 

parents, both parents must give their 
permist•ion unless one parent is 
dece&5e(Jl, unknown, incompetent, or 
not reasonnbly available, or when 
only one p11n~nt has legal 
re:~ponsibility for the care and 
custody of the child. 

(c) In ~tddition 10 the provisions for 
waiver c•:>naained in § 46.116 of 
Subpart A, if the IRB determines that 
a research pr.otocoJ is designed f.:>r 
condition1s or for a subject population 
lor which parental or guardian 
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 in 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 !mbj4:Cts in the research 
is substituted, a.nd provided fiJftlu~r 
th<lt the waive:r is not im:onsisteru 
with fedeml state or I<X:al law. The 
choice of an appropriate rru:chani.~m 
would dept~ud UJX)Il the nature and 
purpose of tht~ activities deS<:ribed in 
the proux::ol, Uu: risk and anticipateJ 
bcnet11 to th~ reSt~arch subjects, and 
their age, maturity, status, and 
condition. 

(d) Permission by parents or 
gua:rdians shall tx~ <l<L'<:umcnted in 
accordance with and to the extent 
rcquirl!'"d by § 46. 117 of Subpart A. 

(e) When the IRB determines that 
as5cnt is n~quir•ed, it shall ulso 

determine whether and bow assent 
must be documented. 

§ 46.409 Wards. 
(a) Childrett who are wards of trJe 

state or any other agency, institutim1, 
or entity can be induded in rt.'Search 
approved under §I 46 .. 406 or 46.40"1 
only if such rc:search is: 

(l) kelated to lhcir !:Latus as ward·s; 
or 

(2) Conducted in schools, camps, 
hospitals, institutions, or similar 
settings in which the majority of 
children involved a.• subjects arc no·t 
wards. 

(b) If the research ill apptmved 
under paragraph (a.) of this section. 
the JRll shall require appointment CJt{ 

an advocate for eru::h child who is a 
ward, in addition to any other 
individual acting on behalf of the 
chili.J as guardian or i.n I<X:o parenti!l. 
One individual may· serve as 
advocate for more r.han one child. 
The advocate shall be an individual 
who has lhe background ~Xnd 
experience to a•~t in, and agrees to act 
in, the best interests of the child for 
lhe duration of the child's 
participation in the research and whc1 
is n01 :usociated in ;my way (except 
in the role as advocate or member of 
the IRB) with the r.;~arcb, the 
invesrigar.or(s), or ~he guardian 
organization. 
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NOTICES 
., 

llf, I I 

HUMAN SUBJEL"TS 
Minimum Criteria ldtmtifyfng the 

Viable l''dus 

On March 13, 1975, r•egularions 
were published in the FI'.OERAI 

R EGISTEI!(40 FR 11854) rdating to the 
prolection of human subjects in 
re~earch, deveh1pmen1, and rei<iled 
activities supponed by Dcpar!ment of 
Heailh, Education, and Welfare 
grants and contracts. TIH:se 
rc.-gulations are codified illt 45 CFR 
Part 46. 

Elsewhere in this is'!ue of the 
~EDERAL.R EiiiSTER., the S~:nctary 
IS arnendm~ 45 CFR Part 46 hv 
among orhcr thing~. adc.ling a ~;w 
Subpan H to prov1de addilional 
pmtc~ctions pt~rtaining to research, 
developrnent, and relared <h:tivities 
involving fetuses. pregnant womc;l, 
and ·in vitro fertil1zarion. 

Section 4b.2fn(dl of Subpart B 
prov1des inter alia as follows: 

Thr Secn~lary mdy from tune lo lime, 
lakin~ inm .Jccc>"nt m<!dicaf 1dvances, 
publish i111 the f U>EitAL R tGISHII 

guidelillf:t lo .usi.~l in de~erminilll!: whetber • 
frru~ n vi.1ble fo1r purpo~;es of chis s11 bpar:1J. 

Titlis notice is published in 
~:cordance with § 46.203(d). For 
purpiO!ies of Sub pan B. the guidelines 
indicating thai a fetus other ~hmn a 
dead fetu5, within the meaning of 
I 46.20-'(f) is nabl~ include tht~ 

following: 
an tslil!ulled geMI.tional IJC: of 20 weeltn or 
more and a body ~~t•eight of $00 gram' or 
more 

f£DERAL IU!GI;STER, VOL llO, 
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