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PART 46-PROTECTtON OF 

HUMAN 
SUBJECTS 

:Subpart A-Basic IIRS Poli~y for 
Protection '" JfUMIlA Research 
Subjects 

Sc.:. 
46101 To whal do tll~sC regul'llions IIpl'ly? 
46.102 Definitions. 
46.103 Auurllnc~s. 

46 104 Section reserved. 
46.105 Section rc~er\led. 
46. 106 Section reserved. 
46.107 IRB membership. 
46.103 IRS functions and oper~uons. 
46.10') IRS review of research. 
46.110 Ellpediled review proce,llIru for 

culain kinds of research !nvolvin!l! no 
more Illan minimal risk. and for minor 
chall!!es in appru~ed re~carch. 

46.111 Criteria for IRa appro",,1 of 
r<e>carch. 

41> II~ ReView b)i inslIlution. 
4(>.! IJ SUspclIMon or lerlllinalwn of IRS 

"pprovlti "f rcsClIfI;h. 
4l't.! 14 C(I<)peraliVe re~Cilr .. h. 
4o. ! I j nUl f~.:or;k 
40 II () (jeneral requirC'mcnh IOJ lolllrmcd 

consent. 
46 1 t 7 Documentalion of informed 

",nscnL 
4h. Ill! ApIIlicalil'llh and prop\l~als laddng 

ddinm: pi am for Jn~oh'cmclil of human 
~\Jbjccis . 

46.119 i4.c~urd'l un"cnaken without the 
inlcnrllln of ''''''(llving hum .. n subjects. 

·HI. 120 i.:nlLllllloll lind disposilio" "f 
IIpph.:alioru and pro\lOSOIls. 

46.121 InVe~!i~llIolI.;}1 nelll drllll or M.,ice 
)O·da~ delay fC'qulrcmcnl. 

.!ob 122 U$C' uf j·ederal fLlnds. 
4o.12J Early le/minalion of lese-arch 

(ulUlln!!; evaluation 01' ~ubsrqu(nl 

arphcallons and pwpo~ah. 
4tJ I ~4 Conditions. 

Subpart 8-Additional Protoedions 
.Jel!"taining to Research, 
Development. and Relat/l'd 
AclivUif'5 Im'olvlng .'duses. 
I-.. cgmmt Women, and Human 
In Vitro Fertilization 

Sec. 
"IUOI Applicability. 
46202 Purpose 
46.Z0) Odinilions. 
4b.:704 Eahiul Advisory Boards. 
46.205 Addillan.1 dUlu:~ of Ihe Inslilulionill 

Re\!iew Board. in ,onneCiion ""iill 

"Ii"ili~$ Involving (cI1l5es. pregnllne 
.... o""en. or hum .. n in vitro ferliliulH>fl. 

46.206 Gene,.l limilatl()ns. 
46.201 Activities directed loward pre~nant 

women IU 5ubjce:I,. 
46.208 A'li'i'ili('~ directed toward (ctu~c:! in 

IItew ,1\ ilillbjC:CIS. 
46.209 "'tiviaies direclC:d imliard feillses ClI. 

utero. including nonviable feHnu. as 
tllbjecis. 

46.210 AClillilln inyolvini! the: dead fellls, 
fetal malenal. or the placenta. 

46.211 Mvdifkmlion or waiver of specific 
rcqu Ife mCIlIS. 

Subpart C-Addltional Protections 
Pertlilining to Biomedical and 
Behavior31 Research Involving 
Prisonero illS Subjects 

Sec. 
46.30 I Applicability. 
46.302 PUrpt~5e. 

46.303 DefinilioM. 
46.:104 Composilil1n of Instilulional Review 

Board5 where prisoners lire involved. 
411.305 Additional dulies of Ihe Inslilullonal 

Review QmmJs where prisllnt'n are 
involved. 

46.306 Perrnitlcd ,clivi!ie~ invt)ivlRll 

prisoners. 

Subpart D-Add.itional Protections 
for ChHdren Involved as Subjects in 
Research 

Sec. 
46.401 To wh~1 do these regulation~ Ilpply1 
46.401 DeftnilimlS. 
46.403 IRS dulin. 

46.0404 RC5t'''J~h not involvina greater thin 
minimal rid •. 

46.405 Rt':${' .. m·h involving gl'ealt'f than 
minimal risk bul pr~n!lng the pfllftpecl 

of di/eet !)cllr-fil to the individllal subj«:t&. 
46.406 RC!.Clr..:h involving greater Ihlln 

minill1l1l lis-I. And no prospe-,::t of direct 
benefit '0 individual slIbjects. bul likely to 
yield gencmli7..ole knowledge aooul the 
subject'a dhorc:in or condition. 

46.407 Rr.selll'l:h nN otherwise &\Iprovablc 
which prl!:l<':tlll l1li opponunily to 
undentand, prevCflt. or Illlc\!iale a serious 
problem affecting the health or welfare of 
children. 

46.4011 Rcquirnnef!ls fot permission by 
parcl!t~ or glolUdianl and for IlSsent by 
I;hildfl:rl. 

46.0409 W.an\.!. 

Ihltlorily: 5 U.S.C 301; sec 474lal,88 
SIal. HZ (42 V.S.C. 289/-3(1IJ1. 

Subpart A-Basic HHS Polk), for 
Protection of Human RHelirm 
SUbJeds 
Source:: 46 FR 1)86, January 26. 1981 •• 1F1t 
9269, MItCh", 19fU. 

§ 46.101 To what do these 
regulations apply? 

(a) Except as provided in 
paragraph (b) of this section, this 
subpart applies to all research 
involving human subjects conducted 
by the Department of Health and 
Human Services or funded in whole: 
or in part by a Departmenl grant. 
contract. cooperative agreement 01" 

fellowship. 
( I) T'his includes research 

conducted by Department employees, 
except each Principal Operating 
Component head may adopt such 
nonsubstantive. procedural 
modifications as may be appropriate 
from an administrative standpoint. 

(2) It also includes research 
conducted or funded by the 
Department of Health and Human 
Services outside the Unired Stales. 
but in appropriate circumstances. the 
Secrciary may. under paragraph (e) of 
this section waive the applicabililY of 
some or all of the requirements of 
these regulations for research of this 
type. 

(b) Research activities in which the 

only involvement of human subjects 
will be in one or more of the 
following 1ategories are exempt from 
these-regulations unless the research 
is covered by other subparts of this 
part: 

( I) Research conducted in 
established or commonly accepted 
educational settings. involving 
normal edu~alional practices, such as 
(i) research on regular and special 
education instructional strategies. or 
(ii) research on the effectiveness of or 
the com pari son -among instructional 
techniques, curricula. or classroom 
management methods. 

(2) Research involving the use of 
educational rests (cognitive. 
diagnostic. aptitude. achievement). if 
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information taken from IheSl! sourcc:s 
is recordc:d in such a manne~ thaI 
subjects cannot be identified. directly 
or through idcntifiers linked (0 (he 
subjects. 

(3) Research involving surveyor 
imcrview pmcedures, except where 
all of Ihe following conditions exist: 
(i) responses are recorded in such a 
manner that the human subjects ~an 
be .denlified, directly or throu~h 
identifiers linked 10 the subjccis. Iii) 
Ihe subjcct's responses. if they 
he.; arne known outside thi! research. 
(:('JIlIJ reasonably place rhe subject al 

risk ,-~f criminal or civil liability or be . 
dam;Jging [0 the subject's financial 
~t"mdillg or employability. afld (iii) 
tht: research deals with sensitive 
aspee!.,; of the subject's own behavior, 
~uch as Illegal conduct, dnag usc. 
~e~ ual bdl3Viof. or u~e of alcohol. 
All rese:!fch involving surveyor 
interview procedures IS exempt, 
without c:xception. when the 
resrolldcl1ls arc dec ted or appoillled 
public officials or cilndidat~s tor 
pUh!I,' offil·C. 

(4) Research involving the 
ob~l!n atiun (including ohsefv,:!tion by 
p;,Jr[il:ip;mL~) of puhlic bL~havlOr. 
c xc cpt whae all llf the folll}\'o ing 
~'o!1l.Ji!il)fls e,\i~t: (i) ll~~crvarion\ Jfe 
recorded in such a manner thai the 
human suhjects can be iut"nlified, 
liirectly or through identifiers IHll..ed 
III the \ubjects, (ii) the ooscr\ation!> 
renlldcd aboy! the individual, if they 
IWi:ame known DutsiJe the research, 
cuu ill reasonably place tht~ subject at 
risk of crimmal or .:Ivil liability Of b.: 
d;!llla!!I!l~ 10 the suhJ!!ct's financi~\1 
srandlng or employability, and (iii) 
Ihl~ n:searcb deals with sensitive 

a~'l'cds ot' Ihe suhjec{ 's llwn bch'IVior 
~uch <\, ilJ..:g.lI I.:onducc drug us..-, 
',nll . .l hehavior. or usc of alcohol. 

IS} R,"search involving Ihe 
c\lll",~!ion or study of eXisting dala. 
ulH.:uml~Il!S, records, p:uhological 
·.p,'cirne!)s, or diagnosli .. · specimens. 
if ttll!Se sources Jre publicly available 
llr if (lit' information is rt'corded hy 
ItH~ invc',ligator in such a manncr dwt 

subjecfs cannot be identified. direclly 
or Ihrough Identifiers linked to the 
suojecls. 

(6) Unless s~~ific311y requiJed by 
statute (and except to the extent 
spL"Cified in paragraph (i»,fe:acarch 
and demcm:~tration projects which 
are condllcwd by or subject to the 
approval of the Department of 
Health and Human Services, and 
which are designed to study, 
evaluate, or i)[herwise examine: (i) 

program. under rhe Social SC~'lIrilY 
Act, or oth~'r public benet1t or 
service pro,!;f~mls; (ii) procedures for 
obtaining benefits or service;; onder 
those programs; (iii) possible changes 
in or alternatives to those programs 
or procedure,;; or (iv) possible 
changes ~I'I mdhods or levels of 
payment for benetits or services 
under those programs. 

Ie) The S,:cft'lary has final 
aUlhtlrilY 10 ik'!\!rmillr..' whelht"r ,I 

puni..:ulur <ll'!ivity is covered by !hesc 
regulatlOn~. 

(d) The S\~({"c!ary may require thai 
specific rcsean:h activj(ies or cla~l>e£ 
of research aClivilic~ conducted or 
funded by the Departmcnl, hlil no! 
ottwn .... isc covered hy the~e 
fL.'gu!allllns. comply IA Ith some or .;11i 

of these ff:gulation;;. 
(d The.: Secretary may also waive 

applicability 0:' these regulations to 
specific rcse:uch activities or classes 
of research .. .:;!ivities, otherwise 
,overed by these regulations, Notices 
of these a'~tions will be published in 
the Fedaal RegiMer as they occur. 

(f) No indiVIdual mJ~ receive 
Department funding for re~('ardl 
covered b:, !h,~~t! regUlations unless 
lhe individual b affiliuted with or 
~ponsored by Jrl institution whirh 
asstill1.:s responsibility for tht· 
n'scan.:h under J.O assurnncf;'lalisfying 
the n:qLlin:IllI!I)!S of this part. or [he 
indiviJuJI mJ.k,·s uther arrang(ml.~nIS 
with Ih..: Depanrnl'nl. 

(!!) llllliplliW":C with the,>.: 
r.:gliialillll' "" til in no lAay render 
inapplicablt: pt:rtlncnt f\~dcral. ~!;IIC, 

or local Ial,lIS or regulations. 

(h) Each subpan of these 
regularions contains a separate 
se,'lion describing to what (he subpart 
applies. Research which is covered 
by more Ihan one subpart shall 
compiy with all applicable subparts. 

(i) If, following review of 
proposed res.earch activities that are 
exempt from these reguhltions under 
paragraph (b){6), the Secretary 
determine.!: that a research or 
demonstration project presents a 
danger to the physical. mental, or 
emotiona.l well-being of .i participant 
or subject of the research or 
demoll:'>tration project, then lederal 
funds may not be expended for such 
a project without the written. 
informed consent of each participant 
or subject. 

§ 46. W2 Definitions. 
(a) "Secrerary" means the 

St'ael:,ry of B<:alth and Hunutn 
Services and any olhcr officer or 
emplllyec of the Dl:panment of 
Ht!i1hh and Human ServlI:cs 10 whom 
authority has been delegated. 

(b) "Department" or "fiBS" 
means "he DcplIrtlJl<!nl of Health and 
Human .services. 

or (~:i ::1~:i!i~~i~i;i~:~~a~~~~~?~~7J~i; 
federal, state .• in~(o~~c;r 3,ellbCl~). 

(d) "Legally authorized 
representative" n1e .. ns an individual 
or judicial or other body authorized 
under applicable law 10 consent on 
behalf of a prmpeclive subject to the 
suhjecl's participation in the 
procedure(s) involved in the research 

(e) "Research" means a 
sysrcmatic inveitigatlOn designed to 
develop or contribute to generalizable 
knowkdge, Activifies which meet 
this definiLion COflstilu!(! "research" 
for purpo~es of these regulations. 
wheth(~r or not they are supported or 
funded under II program which i~ 
consid:rcd rese.ucn for other 
purpmes. For eump!I!. some 
"demonslralioo" and "service" 
programs may include research 
activities. 
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(f) "Human subjcce:' means a 
living individual about. whom an 
inv~sligator (whether profe~sional or 
s!U(J<enl) conducting research obtains 
(1) data through intervention I)r 
interaclion witn the individual, or (2) 
idcnlifiahle private informal.ion. 
"'Inlervention~' includes both 
physical procedures hy which data arc 
gathered (for example. venipuncture) 
and manipulations of the subject or 
the wbjec( 's environment that arc 
performed f?r research purposes. 
!'Interactioll\" includes 
communication or interpersonal 
contact between investigator and 
suhjecl. ~'Privaie information" 
incluues information about behavior 
Ihal occurs in a context in which an 
individual can reasonably cl{peCI that 
no observalion or recording is taking 
place, and information which has 
been provided for spl!ciftc purpose), 
h!, ;.10 individual and whid: Ihe 
individual can reasonably cxpeci will 
nol be made public (for example. J 

medical n:rorJ), Private informalion 
mU~1 he inuividually icknllfiabk 
(I.e., Ihe iuenrilY of the subje\.'t is or 
may readily be asccrtainl!d by the 
invc';\igator or asslwiatl!J with the 
information) in order for obtaining 
the informillion III COI1\!itulc research 
involving human SUbjl~C(S. 

(g) :'Minimai risk ',' me'iflS lhat the 
risks of harm' :ltlfkipall!d in the' 
pmpmord resean.:hare flm grearer, 
considering prohability and 
magnitude, than those ordinarily 
encountered in daily life or during the 
performance of routine physical or 
psycholo1i:ical ex,aminallons or tesIs. 

In) "Ccrtification l' me.ms Ihc 
dfidal nOlification by the inslitulion 
I,) lhe Department in aCCOHlann: with 
lhe requirements of this pari that a 
research projel:t or activity involving 
human subjecls has been reviewed 
:md ;tppr'oved by theJl\.~linltio,.al 
Re,vit;w.,,(.mnl (lIlS) in acc.ard.mce 
wilh the approved assurance on file at 
HliS: .certification is requll"l:'d when 
lhe research is funded by the 
Department and nOl otherwise exempt 
in accordance with § 46.101(0»). 

t "'.Wl A!Il.IluranceJ. 
(a) Each institution engaged in 

fesear~<h cover,:u hy Ihcsc regulalions 
shall proviuc "Hillen as~urilncc 
sa!isf~h;lory !I..1 the SecrclillY that it 
will comply wilh the re4uiremenls Sl't 

forth ill (hese regulations. 
(b) The Department v.ill conduct or 

fund research covered by th~se 
regulations only if the institution has 
an aSSllrancc approved as provided in 
Ihis section. ilnd unly if the in.'ilitulion 
has ccrtified It, (he SC'aelary that the 
resean.:h has been fe-viewed and 
approved by an IRS provi{kd for in 
the ;}ssuran..:e, and will be subjt!ct to 
continuing. review by the IRS. This 

'assurance shaH at a minimum include: 
(I) A statcmcnt of principles 

governmg the institution in the 
discharge oi its rc:sponsibilitics for 
pro\(;cling the rights and welfare of 
human subjt~cts of research nmductcd 
;,It Of spOllst)red by the in;.(illHion, 

regardless of source of funding. This 
may incll.llk an appropnate existing 
code. ut:'ciar.ltion, or swtl.'mt~n[ of 
ethical prindplcs, ur a slatcmenl 
formulated by the ins.titutiun itself. 
This rcquiC\~mt.·nt does !lot pret:mpt 
provisions ,If Ihe!>c rcgllialion~ 
applicable to Dr:parrmcllI-fulllb.1 
re~e;m:h and is lIot appl icabk to any 
rescarch in an ~xempt c:l!<!gory listl:J 
in § 46.101 

(2) Designallon of one or more 
IRBs established in accordance Wilh 
the rCljuiremt!nts of this subparl. and 
for whkh PWVi!ii{lns are mad:: for 
meeting spa<:~~ and sufficient staff to 
!.upport the IRS \ review and 
n::cordkcepwg dUlie", 

(3) A list of the IRS members 
identifi.:1.l by name; ('amed degrees; 
representati Vi!' capal.:ity; indications of 
I:\peri,~nce such as hoard 
,;crtific:lliol1s. licen'ies. etc .. 
suffici<:nl 10 describe each member's 
t:hicf al1ticipated contribulillns to IRS 
del iberati-on-;; and any emplll)lmcnl or 
othl~r rdalionsilip between e:lrh 
member and tht,' institution; for 
example: full-time employee. part­
time employee, member of governing 
pand or board. stockholder. paid or 

unpaid consultant. Changes in IRB 
membership shall be reported to the 
SC'crctary. t 

(4) Written procedures which the 
IRS will follow (i) for conducting its 
initial and continuing review of 
research and for reporting its findings 
and actions to the investigator :and the 
inslitulion~ Oi) for determining which 
projecls require review more often 
than annually and which project!! 
need verification from sources other 
than the investigators lhat no material 
changes have occurred since previous 
IRS review; (iii) for insuring prompt 
reporting to the IRS of pmposed 
changes in a research activity, and for 
ins'lring (hat changes in approved 
research, during the period for which 
IRB approval has already been given, 
InJY not be initialed without IRD 
review and approval excep: where 
necessary (0 eliminate apparent 
immediate h:lLUrds to the subject: and 
(iv) for insuring prompl reporting to 
tho: IRO and to the Secretary I of 
unanticipatcd problems involving 
risb to suhjects or oth~rs. 

(c) The assul alice shall be e~ec!J(ed 
by an individual authorized to act for 
'hl~ instilUlion and to assume on 
hl:hal f of the institution the 
obligations imposed by these 
regulations', and shall be filed in such 
form and manner as (he Secretary 
may p(t'scrioe. 

(d) The Secrerary will evaluate all 
assurances submilled in accordance 
with these regul~tions through such 
officers and employees of the 
Depanmcnt and such experts or 
consultant:> engaged for this purpose 
as the Secretary determines to be 
appropriate. The Secretary's 
evaluation. will take into 
considerarion the adequacy of the 
proposed IRB in ligiu of the 
anticipated scope of the institution's 
research activilies and the types of 
subject popUlations likely 10 be 

# 

I Rc:pom should be filed wilh the Oftice 
for Protection from Research Risks, National 
InslilulU of Health, Oepanment of Healtb 
and HUlTliln Services, Bethesda. Maryland 
2020S 
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involved. the appropriateness of the 
proposed initial and continuing 
review procedures in light of the 
probable risks, and the sIze and 
complel{ity of the institution. 

(d On the basis of this evalwlIion. 
thl! Secretary may approve or 
disapprove the assurance. or enler 
into negotialions (0 develop an 
appnwable one. The Secretary may, 
!inti! the period during whkh any 
particular approved assuran<:e or class 
of approved assurances shall remain 
effective or otherwise condilion or 
restrict approval. 

(0 Within 60 days after the dale of 
submission to HHS of an ar'plicalion 
or proposal. an institution with an 
approved assurance covering the 
proposed research shall cemfy that 
the application or proposal has been 
reviewed and approved by !he IRS. 
Other in!>lilUlions shall cenity trIal the 
application or proposal has been 
approveJ by the IRS wi£hin 30 OJp 
afler receipt of a requt:~t for such .\ 
renificalion from the Ucpartmcnt. If 
the I.'crlificiltion IS nO! suomilh:u 
within these lime lilllib. (he 
applicalion or proposal may be 
n:lUrned 10 (he instilution. 

§ ~6.104 (Res.:rved] 

~ "6.105 [Reserved] 

~ 46.106 [Reserved} 

§ 46.107 IRB membership. 

(a) Each IRB shaH bave at least 
five members. with varying 
hack grounds 10 prom~te complete and 
Jdt!qualc review of research activjtil!s 
commonly conducted by the 
institution. The IRS Sh:ll1 be 
sufficiently Qualified t.hrough the 
experience and cxpenilC of its 
members. and the diversity or tht 
members' b3ckgrol.lnds induding 
consideration of me racial and 
collural backgrounds of members and 
s~nsi[ivi{y to such issues as 
cnmmlJnity altitudes, to promote 
rcspcd for its advice and coullsd in 
safeguarding the rights and wt~lfarc of 
human suhjects. In 3ddirion to 

pos§cssing the professional 
r.ompetence necessary 10 review 
specific research :.eli vi lies , !he I R l:l 
shall be :~hk 10 ascertain the 
acceptahility of proposed research in 
terms of iO$(lCUlional commitments 
and regulalions. applicabk law. and 
standards of professional conducl and 
practice. The iR H shall therefore 
include pCf\tmS knowledgeable in 
these areas. If an IRS regularly 
reviews research (hat invulves a 
vulncl'abk (:ategory of subjects. 
indudiag but not limited to subjects 
covered by other subpans of this part, 
the IREI shall include one or more 
individuah who are primarily 
concerned wilh Ihe welfare of these 
subject!>. 

(b) Nu ma may consist entirely of 
men or entirely of women, or entirely 
of members of one' profession. 

(c) Each IRS ~hall include at least 
one member whose primary concerns 
are in non!K'ientifk areas; for 
examp!r:: lawyers. ethichts, mCmbl~r'i 
of the cit:rg). 

(d) E:.to,;h IRH shall include al leasl 
one memb!;fWho is not oa..!-)crwise 
affiliated with [he institution and who 
is 1101 pan of the immediate family of 
a pers{m who is affilialed with rhe 
institution. 

(e) No IRB may have a member 
parricip<I!illg in the IRB's initial Of 

continuing n;;view of any projcl:t in 
which the member has a cOllllicting 
interest, c:tccpt to provide 
informalion Icqucsled by the IRS. 

(0 An IRB may. in its di~;crc!ion, 
invite individuals wjlh competence in 
special Jrcas to assi~t in the review of 
complex issues which require 
expertise beyollll or in audition to Ihat 
available on the IRa. These 
individuals may not vote with the 
IRD. 

§ 46.Hm nu~ (unctions and 
operations. 

In ordl'r [0 fIJI fill Ihe requirements 
of these rcguhuions each lR U shall: 

(a) FoHow written procedures as 
provided in § 46.103(b)(4). 

(b) Except when an expedited 
review procedure is used (see 
§ 46.110), review proposed research 
at convened meerings at which a 
majority of the members of the IRS 
:arc present. including at leasf one 
member whose primary concerns are 
in nonscientific areas. In order for rhe 
research to be approved. it shall 
receive the approval of a majority of 
those members present af (he 
meeting. 

(c) Be responsible (or reporting to 
the appropriate institutional oft1cials 
and Ihe Secretary I any serious or 
continuing noncompliance by 
inves(igalOr5 with (ne requirements 
and determinations of Ihe IRS. 

i 46.109 IRO review or research. 
(a) An IRS shall review and have 

1I.uthority to approve. n~qujre 
modifications in (to secure approvril). 
or dislIpprove all research activities 
covered by these regulations. 

(bl An IRH shall require that 
intorm.alion given to 5ubjct;:ts as. part': 
of informed consent is in accordance 
with § 46.116. The IRS may require 
that information, in addition [0 that 
specifically mentioned in § 46.116. 
be given to the subjects when in (he 
ntH 's judgment the information 
would meaningfully add 10 the 
pml~ctlon of the rights and welfare of 
subjecls. 

(~.) An IRS shall require . 
documentation of informed coasenl or 
may waive doeumcl1farion ill 
accordance with § 46.117. 

Cd) An IRS shall notify _ , 
investigators and the institution in • 
writing of its dedsion.lo approve or 
disapprove.tbe proposed research 
activity. Of of modifications required 
to secure IRR approval of Ihe 
research activity. If the IRS decides 
10 disapplove a rcs.::arch activity, it 
shall include in irs wriuen notification 

! Rr.pom \hould Ix: filed with Ihc omc. 
for f'rutcclion from RClcarch !'i:i"l.s. Nal.ion.iI 
InSIlIU!r:s of II~Jlth. ncparlmt'nl of Heallh 
and Human Services. Helhesdll. ~bryl~nd 
;U)]O~ 
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A ....... 1' .. ,'0" "nd give the investigator an, d nee WI·'i. .... d to the extenl ... t..... .... (d) The Secretary may reslrict, accor if. ioU, ... . opnortunit

v 
to respond in person or In . . ., ul'red by II 46 117 

r J suspend. or terminate an IIlstltU!lon s req ~.. wrilillg. , 
(c) An IRO shall condt)ct 

c{)otinuiul review 01 research covered 
by these regulations at interv:is 
appropriate to the degree of risk, hut 
DO( leu than once per year. and shall 
have authority to observe or have a 
third party obser .... e the cons!:n' 
process and the research. 

146.110 Expedited review 
pr<!Kedures ror certain kinds .of 
research Involving no more than 
minimal risk, and for minot 
changes in .pproved research. 

(a) The Secretary has established. 
and pUblished in the Federal 
Register, a list of categorics of 
u:sarch that may be reviewed by the 
IRS through an expedited ft!view 
procedure", The list will be ,"m~IlJed. 
a~ appropriate. through periodic 
republication in the F edaoJ 
RCl?isrrr. 

I b I An iRS may review some or all 
of the research appearing on the list 
through an expedited review 
procedure. if the resean;:h involves nQ 
more tha.n minimal risk. The iRS indY 

also use the expedited review 
procedure to review minor challg~s ill 
previously approved research during 
the penod for which approval IS 

aUlhorized, Under an expedtled 
review procedure. the review may be 
c:uried out by the IRB chairperson or 
by olle or more experienced reviewers 
designated by the chairperson from 
among members of the IRS. ill 
reviewing the research. the reviewers 
may e~ercise all of the authorities of 
(he IRB except that the reviewers may 
not disapprove !he research. A 
research activity may be disapproved 
only after review in accordance with 
the non-expedited procedure set forth 
in § 46.108(b). 

(c) Each IRB which uses an 
expedited review procedure shall 
adopt a method for keeping all 
members advised of research 

or IRS's use oC the expedited review (6) Where appropriate. the research 
procedure when necessary In prolect plan I1lakes adequate pfoYision for 
tile rights or welfare of subjects. monitoring the data collected to 

§46.ll B Cdte-daror IRB 
approval of reselllrch. 

(a) In order 10 3ppro\'~ r·:scarch 
covered by these regulations the IRS 
shall determine thaI all of the 
following rcquircml;!nts are :;alisfied: 

( I) Risks to subjects are 
minimi:z.ed: (i) By using procedures 
which are cOIl!>islent with sound 
rc:search design and which do not 
u.nnecessal'ily eXPQsc subjects to risk. 
and (ii) whenever appropriate. by 
using procedures already being 
performed on the subjects for 
diagnostic or treatment purposes, " 

(2) Risks [0 subjects are reasonable 
in relation to anticipated benefits, if 
any. to subjects. and lhe importance 
of the knowledge thai may r..:ason'lb!y 
he expected to result. In evaluating 
risks and benefits. (he IRS should 
consider anI)' cbose dsb and benefits 
that may result from the research (~s 
distingui!\hed from risks and bendits 
of therapies subjects would receive 
cven if not participating in the 
rescar~h). The IRS snould nOl 

consider pos;>lible long-range effects 
of applying knowledge gained i." the 
rescaf\,;h (for e;umple. the pOSSible 
effects of zhe research on publ ic 
policy) as among those research risks 
thal fall within [he purview of ItS 

responsibility, , 
(3) Sdectioll (If subjects is 

equitable. In making this assessment 
the fRO should take into account the 
pm-poses of the research and the 
setting in which the research will be 
conducted, 

(4) Infonned consent will be 
sought from each prospective subject 
or the subject's legally authorized 
representative, in accordan('e with. 
and to the C1;!en. required by 
§ 46.116, 

insure the nrety of sUbjects. 
(1) Where appropriale, there a{1! 

adequlllte provisi()n~ to proIeCt. th~ 
privacy of itlbject.and to mamtam 
the confidentiality of dala. 

(b) Where some or all of the .. _ .... 
subjects are likely to be vuJnerabie «0 
coercion or undue influence. sucb as 
persons with acute or severe physical 
or mental illness. or persons who are 
economically Dr educationally '. 
disadvantaged. ap~pri.tcll~itional, 
SIlfe3U&fchl h.ve been inch.lded in the 
study to protect the rights and welfare 
of these subjects. 

I 46.111 Review by institution. 
Rescarc:h covered by these 

regulations thal has been approved by 
an IRS may be subject to further 
appropriate review and approval or 
disapproval by officials of the 
insfitution. However. those officials 
may not approve the research ir it has 
not been approved by an IRS, 

I 46,1 U SU!iJ."lDsion or 
tt'rmitu.ltion of IRB approval or 
rese<lrch. 

An IRB shall have ~~~~tj~w,~ .' 
suspend or te~te approval of 
research that is n()~ being conducted 
ill accordance with (he IRB·s 
requirements or that has been 
associated wilh unc;{pected serious 
harm to subjects. Any suspension or 
termination of approval shall iflclude 
lI. statement of the reasons for thc 

,"IR8's "tion lAd SbDlbe reportt;d 
prompilyt~"lhe invcstigator. 
appropriate inscituli.onai officials. and 
the Secretary. I 

-----_._- , 
• Reports Ihould be filed with the omce 

for Protection from Re~earch Risk!. National 
InslilUlC:1 of Health, Oepanmenl of Heallh 
and Ulllnlln Services. Belhuda. MarylaM 
20205. 

Approved For Release 2000/08/08 : CIA-RDP96-00788R001700250001-7 j 



§ 46. U4 Cooperative resP.al"ch. 
Cooperative research projt~ct .. are 

those projecl§.. nonnally supported 
through grants. contracts, or similar 
arrangemenls. which involve 
institutions in addition (0 dll!' grantee 
or prime contractor (such as a 
contractor with the grantee. or a 
subconmll:!or with the prime 
contracfor). In such instances, the 
grantee or prime contractor remains 
re~ponsible to the Depanment for 
safegu"lrding the rights ~md welfare of 
human subjec·ts. Also. when 
cooperating instilutions conduct some 
llr all ,)f the research iovol ving some 
or all of th~se subjects. each 
cooperating institution shull comply 
wilh Ihese n~gulations as though it 
received funds for irs participation in 
the project directly from the 
Department. except thal in complying 
with these regulations instituKiolis 
Iml) use joint review, rdiance upon 
the revil!w of another qualifi~~dIRH. 
ur similar ammgc:ments aUI1t:lj al 

avoidanc.:co of duplication of effort. 

~ 46.IlS IRH records. 
:; 

(a) An institution, or where 
aPl'mpriale an IRB, shall prepare .. nd 
IIlJinuin adequate dIXumentation of 
ARB activities. including the 
following: 

( I) Cllpies of all research proposals 
reviewed. scientific evaluations, if 
any, that accompany Ihe proposals. 
approved sampk consent documents, 
progress repons submitted by 
jn\l,~sllgalors, and reports of injuries 

10 subjects. 
(2) /l.1inulcs of IRB me.::rings which 

shall be in sufficient delail to show 
a£tentiance 31 the meetings; actions 
taken by the IRB; the vote on these 
actions including the numoer of 
mcmhcrs voting for. against. and 
abstainlllg; the basis for requiring 
l'h;jnge~ in or disapproving n~sean.:h; 
and a wntten summary of the 
I.h$CllsslOn of controverted issues and 
lhcir resolution. 

(3) R.ecords of continuing review 
aCli .. i ties. 

(4) Copies of ail correspondence 
between [he IRB and the 
ill v estiga!Of!;. 

(5) A list of IRS members as 
required oy § 46. JOJ(b)(31. 

(6) Wri!{clI procedures for the IRB 
as required by § 46.103(b)(4). 

(7) Statements of signifi-:ant new 
findings provided to subjeeb. as 
required by ~ 46. il6(b)(5). 

(b) The records required by this 
regulation sh,,11 be retained· for at 
least 3 years after completion of thc 
research. Jnd the records shall bI.~ 

accessible for inspection and copying 
by authorized representatives of the 
Department at reasonable times and 
in a reasonahlc manner. 

§ 46.116 (;l!ne!l"81 requirements 
for inr(lfllled consent. 

Except as provided elsewhere in 
this or other subpans. no investigator 
rnJY involve a human being as a 
subject in research cl.)vercd by !hc~e 
regulations unle .. ~ the investigator has 
obtained til;: legally effective 
informed carlsen' of tbe subject or the 
subjec!'s legally authorized 
representative. An investigator shall 
seek such coosenl only undt:( 
circumstances that provide the 
prospective subject or the 
represcnlalivc sufficient oppor!unity 
to consider whether or nol to 
participale and fhal minimize the 
po~sibility of coercion or undue 
influence. The information that is 
given to the subject or the 
representative lihalt!>e. in language 
understandable .to ;hesubject or the 
representative~f~9iinformed consent, 
whether oral or wriucll. may include 
any exculpatory language through 
which the subje;;t or the 
H:presentative i~ made to waive or 
appear to waive any of the subject's 
legal righ£~. or releases or appears 10 

release the investigator, the sponsor, 
the institution or its agents from 
liability for negligence. 

(a) Basic elemcllts of inf(lrmed 
consent. Except as provided in 
paragraph (d or (d) of this seclion. ill 

-~.---" .. -.---
seeking informed .conKill lhe 
foUowin, information shaUbc 
provided to each subjecar ., ~, 

'. (I) A statement that the study 
involves research, an explanation of 
Ihe purposes of the research and (he 

~. expected duration of the subject's 
; participation, a de'icription of the 
~ procedures to be followed, and 
, identification of any procedun=s 
~ which are experimental: 
'tl (2) A description of any reasonably 

.1 ror~5eeable risks or discomforts to Ihe 
..., subject; 
, (3) A description of any benefirs to 

.; the subject or to others which may 
.• reasonably be expected from the 
>1 rescan; h; 
.~ (4) A disclosure of appropriate 
• Idle rna live procedures or course'S of 

Ireatment. if any, th:u might be 
: advantageous to the subject; 

. (S) A statement describing the 
exko!. if any. to which 
confidentiality of record!> identifying 
the subject will be maintained; 

(6) for research involving more 
than minimal risk. an explanation as 

· to whether any compensation and an A) It 
· explanation as to whether any 

medical Ireatmems are available if 
injury occurs and. if so, what they 
I:onsisr of, or where further 

info ... .!W {., ation nlay be obtained; 
en An explanation of wh.om to '? 

~olltacl for answers 10 peninent 
· questions about the research and 
. research subjects • rights, and whom 
to contact in the event of a research­
related injury to the subject; and 

,.lI} A statement that participation is 
voluntary. refusaf to participate will 
involve no penalty or loss of benefits 
to which the subject is otherwise 
entitled. and the subject may 

i discontinue participation at any time 
without penalty or loss of benefits [0 
,which the subject is otherwise 

, entitled. 
, (b) Additional elements of 

informed COflsentr When appropriate, 
nne or more of the tollowin!~ element5 
of information shall also he provided 
(0 each subject: 
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::.' "( I) A statement that the p.lrticular 
;treatmenl or procedure may involve 
~lisks to the subject (or to the: embryo 
f'or fetus, if the subject is or may 
~becomc pregnane) which are currently 
~unforeseeable~ 
'f~ (2) Anticipared circumstances 
~ under which the subject's 
; panicipalion may be terminated by 
idle investigator witpout reg.m:.l 10 the 
~JUbjecl's consent; 
11 (3) Any addilional costs to the 
~~ubjed Ihal may result from 
raniciparion in the research; 
• (4) The consequences of a 
~subj'ect 's decision fO withdraw from ... 
!j1the research and procedures for 
Uorderiy temlination of participalion 
~ by the subject: 
t (5) A statement that signi fkan! 
., new findings developed during the 
i: course of the resean.:h which may 
~ relate to the subject's willingness to 
j c0ntinue pal1icipalion wiii be 
~ pwvidcd to the ~lJbjec(; and 
~f 10) The approximate number of 
:;",-.ubjeclli involved in Ibe slUJy. 

(c) An. ~~6,~,n~l",,~p.eW~<~..:~90~Dt 
. p~~u.rc,~ dae.,aot:J.fl.e~U~-;OT 

""tilth aJl:ftl.;;r.ofl1C or ttl I. at. the 
, ,0' • .."..".110 ." >. , ... _ 

c!:U)CtUl,~ iIlformed. COI\SCI~t set 
f'onh above, or waive the requirement 
10 ubtain infomlcJ consent provided 
the IRS finds and documents thal: 

(1) The research or demonstration 
project is to be conducted by or 
subject to the approval of state or 
local government officials and is 
de:;igned to study, evaluate, Of 

otherwise examine: (i) programs 
under the Socia! Security Act, or 
other public benefit or service 
program'>; (ii) procedures fl)£ 

obta.ining benefits or services under 
those programs; (iii) possible changes 
in or alternatives to those programs 
or procedun~s; or (iv) possible 
changes in methods or levds of 
payment for benefits or services under 
those programs; and 

(2) The rescarch could not 
pra.:ticably be carried out without the 
wail/c'r or alteration. . .... ,. 

(d) An IRS roayapprove a consent 
l)fOCe'dufC which ,d~.~-,~«).t.includ¢, or 

'which al~.lOmc or 1111 of the 
·clements. ~f lDform~ consent let 
forth above. or waive the 
requirements to obtain infonned 
consent provided the IRB finds and 
documents that: 

0) The res.earch involves no more 
than minimal risk to the subjects; 

(2) The waiver or alteration will 
not adversely affect the rights and 
welfare of the subjects; 

(3) The research could nol 
practicably be carried out without the 
waivl~r or alteration; and 

(4) Whenever appropdate. the 
subjects will be provided with 
additional pertinent informalion after 
paniciplltion. 

(e) The infonned consent 
requirements in these regulations are 
not inlended to preempt any 
applicabl.: federal, stale, or local laws 
which require additional information 
to be disclosed in order for informed 
consent to b~ h:gaHy effective. 

(0 Nothing in these regulations is 
inlended to limit ~hc authority of a 
physician to provide emergency 
medkal cart'. to the extent the 
physician is pcrmitlt!d to do so under 
applicable federal. state, or local law. 

I 46.117 Documentation or : 
Informed l:ODf4ent. 

(a) Except as provided in 
paragraph (c) of this section, 
informed consent shall be 
document~'d by (he use of.a written 
consent form approved by the IRB 
and signed by the subject or the 
subject 's leg~\lly authorized 
representative. A copy shall be given 
to the person lligning the form, 

(0) Except as provided ill 
paragraph (c) ot' this section, the 
consent fom, may be either of the 
following: 

(1) A wriHl."n consent document 
thaI embodies the clements of . 
informed consent required hy 
f 46.116. This form may be read to 
the subj{'ct or ihe subject \ legally 
authorized representative, but in any 
event, the investigator shall give 
either Ihe :mhject or the representative 

adequate opportunity to read it before 
it is signed; or 

(2) Ii. "U10n .. fmm·· .niten 
consent document stating that the 
clements of informed consent 
required by i 46.116 have been 
presented oraUy to the subject or the 
subject's legally authorized 
representative. When this method is 
used. there shall be l\ witnclS to the 
ora! presentation. Also. the IRB shan 
approve a written summary of whit is 
to be said to the subject or the 
representative. Onl), the shon form 
itself is to be signed by the subject or 
tbe representative. However, the 
witness shall sign both the shon form 
and a copy of the •• 'mmary. and the 
person actually o{Juunillg consent 
shall sign a copy of the !.iummary. A 
copy of the summary shal! be given to 
the subject or the representative. in 
addition to a copy of the "short 
form." . . '. 

(c) An IRS may waive die 
requirement for tlle investigator'o 
obtain a signedconsent form fOl'SOme 
or all subjects if it finds either: 

( I) That the only record linking (he 
subject and the research would be the 
consent document and the principal 
risk would be potential harm resulling 
from a brea.;;h of confidential ity, Each 
subject will be asked whether the 
subject wants documentation linking 
the subject with the research, and the 
subject's wishes will govern; or 

(2) Thl*~. tn~J~~t;arth pre~ntsJ1o 
more than mrilim.~[ ri:;k of harm to 
subjc\:~s (lnJ ·~n,q!.'tcs. nop~ocedU~s 
for ~tn¢l) wr!tt~.O.,;;9D~J}lJJ l'll.umaUy 
reqUired outsu'le Of the re8earch 
context. 

In cases where the documentation 
requirement is waived, the IRS may 
require the investigator to provide 
subjects with a wrinen statement 
regarding the re:;earch. 

t 46.118 Applicatiuns lind 
proposals lacking definite plans for 
In"olvement or human subjeds. 

Certain types of applications for 
grants, cooperaCive agreements. or 
contracts are submitted to the 
Department with the knowledge that 
subjects may be involved within the 
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period of funding. but definile plans 
would not normally be set forth in [he 
application or proposal. These 
indude activities such as inslitutional 
type grants (including bloc grants) 
when: selecrion e)f spr::cific projects is 
the institution's responsibility; 
rc!>earch Iraining grants where the 
iIIcliviries involving subjects remain to 
be selected; and projects in which 
human subjects' involvement will 
depend upon completion of 
instruments. prior animal studies. or 
purification of compounds, These 
applications need nor he reviewed by 
an IRS before an award may be 

made. However. except for research 
described in § 46.IO!(b). no human 
subjects may be involved in any 
project supported by these awards 
until the project has been reviewed 
and approved by the IRS. as provided 
in Ihese regulations. and cerhficalion 
~IJhrnj!ted to Ihe DepanmcllL 

§ 46, 119 Research undertaken 
without the intention of imwlving 
human suhjects. 

In the eVen! rcscan:h h:onduclcd or 
funded by the Departmt:ntl is 
lm\h~rt;jKen "' ithou! the intenti.on of 
inv\)!ving human suhjects. but it is 
later proposed to usc human suhjects 
in (he f!!scnrch. Ihe research shall first 
be reviewed :lnd :lppro\"cJ by an IRB, 
~i!. prllvided in these regulations, a 
certificalioll .\uhrnltted 10 (hc 
f)cpartmcllI •• 1Ilt! fin .. d approval given 
10 the proposed .:h:lllge by the 
Derartrnem. 

§ 46.120 Evaluation and 
dispo~.ilion of applications and 
proposu!s. 

ell The Secretary will evaluilte all 
~Ipplica(ions and proposals involving 
human ,>vhjccts submiHed to (he 
Dc:partmcnt through such officers and 
employees of Ihe Department and 
~!Kh experts and consult;mts as the 
S~Cft:lary determines to be 
appr. 'pria(,', This evaluation will lake 
Iflto consideration the risks 10 the 
·;Ubll."CIS, lhl.! adequacy of protectIOn 
Jg~IIf1S{ Iht~5e rhks. the potential 
hcndils \}f the pwpl)scd rc~c;trch In 

the subjc:cl" and others. and the 
imponance of Ihe knowfedg(~ 10 he 
gained. 

(b) On lhe basis of this evaluation. 
Ihe Secrelary may approve or 
disapprove the applicalion or 
proposal. or enter into negotiations 10 

develop ,111 approvable one. 

t 46.121 Invt'~!igntionai new drug 
or deviCt~ )1)411 dday requirement. 

When an institution is required to 
prepare or 10 ~ubmit a certificalion 
with an 'lpplication or propo~a' under 
these regulations., and Ihc application 
or proposal involves an 
investigational new drug (wil.hin Ihe 
meaning of 21 USC. J55(i) Of' 

357(d» or a significant risk device (as 
defined in 21 CFR 812.3(m», the 
instinn/on shall identify the drug or 
device in Ihe (cnification. The 
inf>lilution shall ;Iho slale whether the 
30-day interval required for 
investigational flew dru~s by 21 erR 
311,1(;1) and for significan! risk 
devices by 11 erR 812.30 has 
elapsed. or whether Iht" Food and 
Drug Administration has waivcd thai 
requirenlt'nt. If the 30-Jay inh':"v<J1 
ha~ expired, tilt' institution ~hall ~Iak 
whether the Food :lnd Drug 
Administratiun has requested !hal lh~ 
S.10nsur continue 10 wilhhold or 
reslricl thi;! usc of thi: drug \)r de" kc 
in human subj~·t.:Is. If the )O··day 
interval has nol expirl'd, and a v,>liver 
has not been received, rhe in\ti!Ulion 
shall send a st;lIemeru Itl the 
Department upon expiration of the 
interval. The Department will nl)! 

cOllsidt~r 3 ccnifklltion an:cptahlc 
lInti! the institutIOn has submined a 
statement !hal the .30-tlay inrerval has 
elapsed. and dll: Food and Drug 
Adminislr;,llilln hu:!. lIoi requested II to 
limit the us\~ of the drug or device. or 
that [he Food and Drug 
Administratioll hJS waived the JO··uay 
interval, 

§ 46.12.2 ()SI: of t'edt'ral funds. 
l~cdL'r .. ll iumh administered h\' Ih:' 

[kpJr!menl may not he C'{r('·!IJ~'d file 
research InvolVing 11llrt1Jh ~uhjCl"(S 

unless Ille requlr!"~1TH:nl pf Ihc~c 

regulations. inciuding aU subparts of 
these regulations. have been satisfied. 

§ 46.12,) Early termination fIlf 
research funding; evaftliltion of 
5ubste'tluenl applications and 
proposals. 

(a) The Secretary may require Ihat 

Department funding for any proj.eci 
be terminal.ed or suspended in the 
m:mnoer prescribed in applicable 
program requirements, when fhe 
Secretary finds an institution has 
materially fail.ed 10 comply with the 
termc; of these fl!gulations. 

(b) In making decisions about 
funding applicalions 01 proposals 
covered by thl!sc regulations the 
Se(~retaIY may take into account. in 
addition 10 all other eligibility 
requiremenu and program criteria. 
factors sudl as whether the applicant 
has been subject 10 a termination or 
su~pen~ilJn under paragraph (a) of UII.5 
seclion and wherher the applicant Of 

the person who would direct the 
scientific :tnd technical aspects of an 
activity has in the judgment of (he 
Secrc!:lry m.!ll!rially failed to 
disro:Hge responsibility for Iht: 
pWI{'(.·rion of Ihe rights and wclfarl! of 

iJuman subjects (whether or nOI 

Dt:paltment fUi\ds were involved), 

J 46.124 Conditions. 
With respect to any research 

project or any dass of research 
projects the Secretary may impose 
additional conditions prior to or at the 
lime of funding when in rhe 
Secrelary 's judgment additional 
conditions arc necessary for {he 
protc('[ion of human subjects. 

Suhp .. rt R--Addhlnnal Protections 
Pcrt:.lining to Research 
Uevelopment. and Rel:tted 

"Activities rrivo~vhig Fetuses •. ' 
Pregnant Women. and Human In 
Vhro FerUlization' 

Sm.'RC!."(J t'R 'H~l!. AUIl. l!. 1975.4:\ FR 
175M, JJnuuy II. 1978, ~.1 f'J{ 

)) ~5'1, !'>l,H',:mh"r J. J'PX 

§ 46.20 I Applicahility. 
(a) The r,:gu!ations in this ~uhpart 

are appLc;lhk 10 all Department of 
1-/{':1Itl1. EcftlcJ.tion, aml Wdf.ut: 
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grants and contra;:t supporting 
research. devclopment. and relaled 
a~(i"ities involving: (I) Til.! fetus, (2) 

pregnanl women. and (3) human til 
"ilm fertiiiz3!ion, 

(b) Nothing In this subpart shall be 
construed as indicaling (ha! 
comp! ianc~ with Ihe proccdures sel 
forth herein will in any way render 
inapplicahle perrinenl State or hlcal 
IJw~ hC~lring upon activities .;overed 
by this subpart. 

(c) The requiremenls of this 
subpart are in addition to ti:lose 
imposed under the Olher subparls of 
this part. 

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

provide additional safeguards in 
reviewing activities to whi,;h this 
subpart is applicable 10 assure that 
they conform 10 appropriate ethical 
standards and relate to irnportan~ 
societal needs. 

§ 46.203 Dt-flnitions. 
As used in this subpart: 
(a) "Secrelary" means t!1e 

Secretary of Heahh. Education. and 
Wdfare and any other officer or 
employee of fhe Department of 
Health. Education, ,and Welfare to 
whom authority has been delegated. 

(b) "Pregnancy" encompasses the 
period of lime from confirmalion of 
impl.mtation (through any of the 
presumptive signs of pregnancy. such 
as missed menses, or by a medically 
acceptable pregnancy fe-sf). until 
expUlsion or extracfion of the ferus. 

(d "fetus" means the produ~~t of 
conception from Ihe time of 
implantation (as evidenced by any of 
Iht.': presumptive signs of pregnancy. 
such as missed menses. or a 
medIcally acceptable pregnancy test). 
IImil a de(emlina!ion is made. 
following cllplusion or extraclion of 
{he fetus, thaI it is viable. 

(d) "Viable" as it pertains 10 the 
few!> means being able, afler eirher 
sp,)nlancous or induced delivery. to 
survive (given the benefit of available 
medical therapy) to (he point of 
independently maintaining heart 

beat and rcspirati,m. The Seaclary 
may from (Ime !o lime. IOlking into 
.JccOUn! medical advances, publish in 
[he FF.IWRAl R E(,lSTER guidelines 
to assist in determining whether a 
fetus is Viable for purposes of Ihis 
subpart, If a fetus is viable after 
delivery. it is a premalure Infant. 

(e) "Nonviable fetus" means a 
fetus ex utero which. although living, 
is not viable. 

(0 "Dead fetus" means a fetus ex 
utero whkh exhibits neither 
heanbeat, spontaneous respiratory 
activity. spontaneous movement of 
voluntary muscles. nor pulsation of 
the umbilical cord (if still attached). 

(g) "'" vitro fcnilizalion" means 
any fertilization of human ova which 
occurs outside the body of a female, 
either through admiuure oj'donor 
human spcm! and nva or by any other 
means. 

§ 46.204~Etblcal AdviSOi"Y' 
J~oards. 9 

(a) One Of more Ethical Advisory 
Boards shall be established by the 
Secretai)'. Membt!rs of lhl~'ie bllard{s) 
shall be so selected thaI the r.oanl(s) 
will be compelem to deal v,ith 
medical, legal. social. emica!, ~md 
related issut.:s and may include, for 
eumple, resl!.arch scienlisls. 
physicians. psychologists. 
sociologists. edul~arors. lawyers, and 
ethicists, as well as representatives of 
the general pUblic. No board member 
may be 11 rel:ular. full·time employee 
of the Departmt!/lt of Health. 
Education, :IOU Welfare, 

(b) AI tht~ request of the Seaetary. 
the Elhical Advisory Board shall 
render "dvice consistent wilh the 
policies and requirements of this Part 
as to ethical issues. involving 
activities covered by this subpart, 
raised by individual applications or 
proposals. In addition. upon request 
by the Secretary. the Board shall 
render advice as to classes (If 
applications or proposals and general 
policies. guidelines, and procedures. 

(c) A Board may establish, with 
the approval of the Secretary. classes 
of applications or proposals which: 

( I) Must be suhmitted to the Board. 
or (2) need 1101 be submictcd to the 
Board. Where the Board so 
establishes a class of applications or 
proposals which must be submiUed. 
110 application or propl)sal within the 
class may be funded by the 
Department or any component thereof 
until the: application or proposal has 
been reviewed by the Board and the 
Board has rendered advice as to ill 
acceptability from an ethical 
standpomt. 

Cd} No application or proposal 
involying human in vitro fertilization 
may be funded by the Department or 
any component thereof until the 
application Of proposal has been 
reviewed by the Ethicil Advisory 
Board and the Board has rendered 
advice as ro itl a.cceptability from an 
ethical standpoint. 

i 46.205 AddltJoul dutks 01. 
Insti'utlOufaeYi.ti;' -Boardt 'n 
connedioa with activities 
iovo.lvioK fetuses, pregnant 
womell. or human in vitro 
fertilization. 
(a) In addition [0 the 

responsibilities prescribed for 
Institulional Review Boards under 
Subpart A of this part, the applicant's 
or offeror's Board shall. with respect 
Co activities covered by this subpart, 
carry out the following addiliollal 
duties: 

( I) Delermine chat all aspects of 
the activity meet (he requirements of 
this subpart; 

(2) Determine thoat adequate 
consideralion has been given to che 
manner in which potential subjects 
will be selected. and adequate 
provision has been made by the 
applieanl or offeror fOf monitoring 
the actual informed conseD' process 
(e,g,. through sudl mechanisms. 
when appropriate, as participation by 
the Institutional "Reyiew Board or 
subject advocates in: (i) Overseeing 
the actual process by which 
individual consents required by this 
subpart are secured either by 
approving induc£ion of each 
individual into the activity or 

Approved For Release 2000/08/08 : CIA-RDP96-00788R001700250001-7 

f{ 
JI 



· -lS·(~Flt...46.oved For Release 2000/08/08 : CIA-RDP96-00788R001700250001-7 
""-""-"~"'--." ___ ,.,'_~.- .-----------.. . ... _---------Page 13 

verifying. perhaps through sampling, 
that approved procedures for 
induction of individuals into the 
activity are being followed. and (ii) 

monitoring the progress of the 
ilctivily and intervening as necessary 
through such seeps as visits Co the 
activity site and continuing cva/u3[ion 
10 dderminc if any unanticipated 
risks have arisen); 

(3) CatTY OUI such other 
responsibilities as may be assigned by 
(he Secretary. 

(b) No award may be issued until 
the applicant or offeror hilS certified 
to the Secretary Ihal the Institutional 
Review Board has made the 
determinarions required under 
paragraph (a) of ihis section and the 
Secretary has approved these 
determinations. as prov.ided in 
§ 46.120 of Subpart A of this part. 

(c) Applicants or offerors se~King 
sUPPOI1 for activities covert~d by this 
subpart must provide for the 
d~signa!ion of an Institutional Review 
Board, subject to approval by the 
Secretary. where no such Board has 
beerl esrablished unJer Suhpart A of 
Ihis parI. 

i 46.206 G.:neral !imitatio:tl.~. 
(a) No activity to which ihis 

subpart is applicable may be 
undcnaken unless: 

(I) Appropriate !.tudies on animals 
and nonpregnant individuals have 
heen complc:ted; 

(2) Except where the purpose of 
the activity is to meet the health 
nt'eds of thl! mother or the particular 
fetus, Ihc rbk to Ihe fetus is minimal 
and, in all cases, is Ihe kasl possihle 
rjs~ for achieving Ihe objectives of 
thc aClivity. 

(3) Individuals engaged in the 
activity will have no part in: (i) Any 
dn:islOns as to the timing. method. 
Jnd procedures u~<:d to terminate the 
pregnan.:y, and (ii) determining Ihe 
Viability of the fellls at the 
termination of the pregnancy: and 

(4) No prm;edul'al changes which 
may cause greater Ihan minimal risk 
10 the fetus or the pregnant woman 
will he introduced into the procedure 

for terminating ltll~ pregnancy solely 
in the interest of the activity. 

(b) No inducements. monetary or 
otherwise, may be offered to 
terminate pregnancy for purposes of 
[he activity. 

140 FR 33528. Aug. 8. 19'7.1. a.~ amended 31 

40 FR SI6)!!. No,'. 6, 197.11 

§ 46.207 Activities diret:tted 
toward pregnant women as 
subjcCls, 
(a) No pregnant woman may bt: 

involved as a !\\lbjecl in an actiVity 
covered by this ~;uhparl unless: (I) 
The purp()~1! of the activity is 10 ml'cl 

the health nl~cd~ of the mother and the 
fetus will be placed at risk only 10 Ihe 
minimum extent necessary to meet 
such needs. or (2) the risk to the fetus 
is minimal. 

(b) An activity permitted under 
paragraph (u) of this section may be 
conducied only if Ihe mother and 
father are legally cumpelent and have 
gi\'~n Ih':11' informed consent alter 
having been fully informed regarding 
possible irnpal,:l on the felus, e.\Ccpt 
chal the father's informed c.:onlOcnl 
need not be s('cured if: (I) Th,! 
purpose I)f the 3t.:livilY is 10 meet the 
health nl.'cds of the mother; (2) his 
identity or whereabouts cannot 
reasonahly he aS~'crtained; (3) he is 
not reasonably available; or (4) Ihc 

pregnancy resulted from rape. 

o 46.208 A('til'ihes direcil'd 
toward ietu!it'~ In utero as 
subjeds, 
(a) No fetus in Mero may be 

involved a~ a suhjecl in any activity 
covered by thi~ subpar[ unless: (I) 
The purpose of Ihe aClivity is 10 meet 
the health needs of the particular fetus 
and the fetus will be placed at riSK 
only In the minimum e.J(lenl necessary 
to ml!'et such needs, or (2) the risk to 
the felUs imposed by Ihe research i~ 
mmimal and the purpose of the 
activity is the d~velopmenl of 
important bil)lTIedi<.:al knowlcdgl~ 
which cannot bl! ubtained by other 
means. 

(b) An activilY permined under 
paragraph (a) of Ihis section may be 

conducted only if the mother and 

father arc legally compete.nc and bave 
given their informed consent, except 
that the father's consent need nol be 
secured if: (I) His identity or 
whereabouts cannoc realion~bly be 
asccrtainl:d. (2) he is not reasonably 
available. or (3) the pregnancy 
resulted from rape. 

f 4ii.209 Activities directed 
towllrd retu54!$ ex utt!l"O, 
including 0911viable fetuses, lIS 

!lubjects. 
(a) Until it has been ascertained 

whether or not a fetus ex utero is 
viable. a fetus ell utero may not be 
involved as a subject in an activity 
covered by this subpan unless: 

(I) There will be no adikd risk to 
rhe fetus resulting from the activily, 
and the purpose of the activity iSlhc 
development of imponanl biomedical 
knowledge which cannot be obl.ained 
by uther means, or 

(l} The purpose of the activity is to 
enhance the possibility of survival of 
the particular fetus to the point of 
viability. 

(h) No nonviable fetus may be 
involved as a subject in an activity 
covered by this subpart unless: 

( J) Vital functions of the fetus wilt 
not be artificially maintained, 

(2) Experimental activities which 
of themselves would terminale the 
heartbeat or respiration of the fetus 
will not be employed. and 

(3) The purpose of the activity is 
Ihe development of important 
biomedical knowledge which cannol 
be obtained by other means. 

(c) In the event the fetus t'X utero 
is found (0 be viable. it may be 
induded as a subject in the activity 
only 10 Ihe extent permiued by and in 
accordance wilh the requirements of 
other subparts of this pan. 

(d) An activity permitted under 
paragraph (a) or (b) of this section 
may be conducted only if the mother 
lim.! father :are legilly compelen' an<i 
have given their informed consent, 
r;:xcept lhal the father's informed 
wnsenl need not be secured if: (I) his 
idenlity or whereabouts cannot 
re<tsonably be ascertained, (2) he is 
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not reasonably available. or en the 
pre gnancy resulted from rape. 

§ 46.210 Actil'ities Involving Ule 
dead fetus, fetal materhill. or tb~ 
placenta. 
AClivities involving the dead fetus, 

mascerated fetal material. 01 cells, 
tissue. or organs excised from a dead 
feltis shalt be condllClcd only in 
accordance with any applicable Stale 
or local laws regarding such 
activities. 

§ 46.211 Modification or wai'ver 
of specific requiremenrs. 
Upon the request of an applicanl or 

offeror (wilh the approval of its 
InSlitl.!lional Review Bo~rd). the 
Secretary may modify or waive 
spc.-cific requirements of this subpart, 
with the approval of the Ethical 
Advisory Board after such 
oppurtunity for publk comment a~ 
the Ethic;}1 AdyisOfY Boal"d consi(krs 
appropnate in the pani~~u!.lf lI'Istance. 
In making such deciSIOns. Ih\~ 

SCI;rl!tary Will consider whether ,he 
risks to the subject arc sO ou,w'~lghed 

by tht~ slim of Ihe benefit to [he 
\ublcl:t and the imponam;c of the 
~Il,mkd~t:' In bl.!' gained as to warrant 
'lldl Ilhk.lil"";allon or waiver ant! Iha! 
~uch hcndits cannot be gainc'd except 
(hrL)U~~h ;I modifi..:ation or waiver. 
Any ~u .. :h modit'i<..:alil.lns or waivers 
will t"lt: published as notices in the 
Fl-OHIAI. RE(~!.'inR 

Subpart C-Additional Proh~ction.'i 
Pertaining to Biomedical and 
Beha ... io ..... ' Research Involving 
Pri~ llll Subj~-tlJ 

S,>UH'C:, 43 FR nbSS. Nov Ill. 1971\ 

§ .atdOI ,\pplicuhility. 
(a) The regulations in this subpart 

iJre iJPplicable 10 all biometlicai and 
behavioral research conducted or 
,>uppnrlcd by the Department of 
Ift-alth, Educatiun. and Welfan~ 
invll!vlflg prisoners as subjecb. 

{bl [\Iothin!,- in this subpart sh,11l hI' 
':\l!1strucd ;1'\ indic:lting {hal 

~'\'mpll;lnce willl the procedures !oct 
forth herdn will authorize research 
iOHllving pri'wncrs as subjects. to the 
t;',qenl ~uch research is limited or 

barred by applit'able Slate or lonl 
law. 

(c) The requirements of this 
subpart arc in addition to those 
imposed under the other ~lIbparts of 
this part. 

§ 46.302 Purpuse. 
Inasmuch as prismlcrs may be 

under consfrainlS because of their 
incarceration which could affect their 
ability to make a cruly voluntary and 
ullcoerced dech;ion whether or not 10 

participate as subjects in research. it 
is the purpose of this subpart 10 

provide additional safeguards for Ihe 
prolccrion of prisoners involved in 
activities to which this suhpart is 
applicable. 

§ 46.303 Definitions. 
As used in this subpart: 
(a) "Secretary" meum; [he 

Secretary of Health. EdU!.;ation. and 
Welfare and ilny other offkcr or 
employe'! of the Department of 
Health. Edll~ation, and Welfare I') 

whom aUlh"rity has o!!cn uekgatcd" 
(b) "DHEW" me-ans illc 

Deparlm(~nt 01 Hl':tlth, EJu;;:.llioo. 
and Welfare. 

(c) "Prisoner" means any , 
:liidividual in'loluntarily confined of 
detained 'In a penal instilutioi"l.' The 
lC~m is'i'ntended 'to'encompass"; "' 

j - • ~ ... ~ 

indiVIduals sentenced to such an 
institution under a criminal or civH 
"~~tute. In&~idual~'"detained in oth~r 
f~iHties' by'" yirt~e .of staiul~S 9f .' 

. commitms:su .. proceduresc wbich, 
'"jirovide 'afferutlves to'erimina" 
pro~c~utfo~',:~r incar~cration' in '3 ' 

~ penal institution •. fU\~ individuals 
detained JlC:IlQing arraignment. lrilil. or "senlendo!l!: ;. ' , 

(d) "Minimal risk" is thc 
probabiljt~ and magnitude of physical 
or p~ychnlogical harm (hat is 
normally t:n..:ountered in the daily 
lives, or in the routine medical. 
dental, ~lr psychological c)tJlllillalion 
of hcahhy pcrSllns. 

§ 4().3o., Composition uf 
Institutional Review Boards 
wher4! prisoners arc:' invollfcd. 
In addition 10 satisfying the 

45 CFR. 46 

requirements in § 46.107 of this part, 
an Institutional Review Board. 
carrying out responsibilities under 
this part with respect to research 
covered by this subpart, shall also 
meet the following specific 
requirements: .. ~ .. 

(a).A majoifty~~~~ Boan1.~. __ ~ 
(exclusive'or pn.onef members) th., 
have' no u'iOCiadon with the prison(i!.; 

, "., < ~- ,. "'~ --'''II • 

in.~lvcd. M'an from tbl:)it ." ... , .. {~ 
membership on the Board: .,"1' 

(b) At }ea5! .. ~!.r:'~~~~.~UhJ: 
!e~.!..~.~~i1Il~.J,1~"S!?~er, . ~ .... ~;, 
pn1Oaef.itpn::sc:ntati~im Ii'· 

appropnate. ~"ksround and."4? 
experience to serve in dud capacity. 
except that where a particular 
research project is reviewed by more 
than one Board only one Board need 
satisfy this requirement. 

§ 46.305 Addltiuulduties of tbe 
In:.tltuUonai Review Boards 
where prisoners are irnolnd. 
(3) In addilion to all other 

responsibilities prescribed for 
Imlitutional Review Boards under 
Ihis part. the Board shull review 
resean:h Covered by this subpart and 
approve such rc~.earch only if it finds 
thaI,: 

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

(2) Any possible advantages 
accruing to the prisoner through his 
or her participation in the research. 

when compared to the general living 
conditions, medical carl;. quality of 
food. amenities and opportunity for 
earnings in the prison,lU'c. n01 of such 
a ll'Wenitude. that bitt or her ability tQ, , 

weigh thc"risk$ of the research. apinsl.~ 
the value or ~uch"advantages in the 
limited choice environment of the 
prison is impaired: 

(3) The risks jf1"Yolvcd in the 
research arc commensurate with risks 
thai would ne accepled by 
nonpnsoflcr volunteers; 

(4) Pro<:eliures f()r the sele~iion of 
subjects within the prison :Irc: fair to 
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all prisoners and immune (rom 
arbitrary imervention by prison 

t aUlhorities or prisoners. Unleuthe 
~ principal investigator provides to the 

Board justifK:ation in writing for 
following some other pro;;:edl.lres. 
contro! JubjcdJ.. mlJ.ll be selected 
randomly flom the group of Jlvailabl~ 
prisoners who meee the cnaracterisrics 
needed for rhat particular research 
proje(:I: 

(5) The illformalion is prellell'lred in 
language which is understandable to 
the slIbjecl population; 

(6) AdeqlJate assurance e!(is~~ thai 

parol~, bo.~:w.~.t~;~)j.qIO~, 
IKcOtu1tapriloMf'Ii partlcipatioll ill 
the res.earch in making decisions 
regarding parole. and each prisoner i~ 
dearly informed ill advance that 
participarion in the research will have 
no effect on his or her parole; Imd 

(7) Where the Board finds there 
mi.ly b~ a n~t:d for follow-up 
exalllln<1lion or can: of participanls 
uti!:; {he end of their panicipation. 
adcquah: provision has been made for 
slich examination or care. taking into 
;1I:rOLlllt Ult: varying lengths of 
individual pri!>oners' senlences. and 
for iniurming parlicipan!s of this fact. 

(b) The Board shall carry out such 
I.llhcr dUlies as may be assigned by 
Ihe Secretary. 

~ d The insrillJlion shall certify to 
!he Secretary. in su{:h form and 
m<lnner as Ihl! Secretary may require. 
Ih.lI the dUlies of the Board under this 
section have been fulfilled. 

§ 4f..J06 PentUttcd l"eKa1!"Ch 
- "' .. , ._ f 

li'lyoivin& prbooen.' 
(a) Biomedical or behavioral 

n:search conducted or ~;urportt~d by 
DH E \\' may involve prisoners as 
),ub,e~(S only if: 

( I) The institution responsible for 
lhc-'\'~ol1d\Jct of the research has 
certified 10 the Secretary that the 
In!>!illltional Review Board has 
approved the rcs<:arch under § 46,305 
of (his ~ubpart: and 

"-'" (2) In the judgment of the 

Secretary the proposed research 
involves solely thc following: 

(A) Scudy of the poSSible causes. 
effects. and processes of 
incarceration. and of criminal 
behavior. provided that the study 
presents no more than minimal ri~ik 
and no more than inconvl!nience 10 

the subjects; 

(D) Study of prisons as ins!ilUtional 
slrUcmres or of prisoners as 
incarcerated per~ons. provided thilt 
the study preseols no more than 
minimal risk and flO more (han 
inconvenience 10 (he subjecls; 

f(') RescllrL·h tHI nmdili()n~ 

particularly .. !feeling prisoners as a 
class (for e.umple, vaccine trials and 
other researdt on hepatitis which is 
much mor(;; prevalent in prisons (han 
elsewhere: and research on ~ocial and 
psychological problems such as 
alcoholism. drug addiction and sexual 
assaults) provided that the study may 
proceed only aher [he Secretary has 
consulted wilh appropriate experts 
including experts in penology 
medicine and cthi\:s, and published 
notice. in the FEDERAL R EGIS1ER, 

of his intcn! 10 approve such re;-;can:h; 
or 

(D) Research lIll rrac!j~·es. both 
innovative anu ac:cl'ptr:d. which have 
the intent and reasonable pwhabil ilY 
of improving the hcallh or well­
being of (he ~lIb.lect. In case~ in 
which those slUdil'S require the 
assignment of prisoners in a manner 
\.~onsis[cn( with pro!ocols appmved by 
the IRS 10 control groups which may 
nol bl!nl~fJl from the rescar.::h. !ht~ 

study may proceed only after the 
S~'nclilry has .. :ol1sulied wifh 
appmprialc experh. including experts 
in pl'lloiogy medicine and clhin. and 
published nOlice, in the FEorR"L 
R f.G!SHR, of his inlenllo approve such 
resc<lrch, 

(b) Except as provided in 
paragraph (a) of I!m section. 
biomedical or behaVIoral research 
conducted or supp0rlcd by DHEW 
shall not involve prisoner,s as 
subjcl.:ts. 

Subpart D-Addttioal Protec:Uou 
,~ at.Udn!8 m~ .. Sabjfdllu 
~ 

Source: .. Pit 91118, March II, 1913 

§ 46.401 To wbat do these 
rep'.dOlls ."Iy? 

(a) Thil. subpart appHe:l! to aU 
research involving children as 
subjects, conducted or supported by 
the Department of Health and 
Human Servicea. 

(1) Thill includes femlfCh 

conducted by Department 
employees, except that each head of 
an Open.lillg Dlvj~jull tlf the 
Department may adopt such 
nonsubstantive. pr~ural 
modification, a .. may be appropriate 
from an admini1itrative standpoint. 

(2) It also includes re!!CMch 
conducted or supported by the 
Department of Health and Human 
Servic.es outside the United Statt'S, 
but in appropriate circumstances. the 
Secretary may, under paragraph (e) 
of § 4fito I of Subpart A, www the 
applicability of some or aU of the 
requirements of these regulations for 
research of this type. 

(b) Exemptions (1), (2), (5) and (6) 
as listed in Subpart A at §46,101(b) 
are applicable to this subpart. 
Exemption (4), n:~ • ..::arch involving 
the observation of public behavior, 
listed at § 46.IOl(b), is applicable to 

this subpart where the investigator(s) 
does not participate in the activities 
being observed. Exemption (3), 
research involving surveyor 
interview procedures, listed at 
§46.101(b) docs not apply to research 
covered by this SUbpart. 

(c) The exceptions. additions. and 
provi,ions for waJvcr as they appear 
in paragraplVl (c) through (i) of 
§ 46.10 I of Subpart A are applicable 
io this subpart. 

§ 46.402 Definitiou. 
The definitions in § 46.102 of 

Subpart A shall be applicable to this 
subpart as well. In addition, a. .. used 
in this subpart: 
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(Ii) ~'Child.n:n~~~.re persons who 

have not attained the legal age for 
consent to treatment'§ or procedures 
involved in the research, under the 
applicable Jaw of the jurisdiction in 
which the research will lx~ 
conducted. 

(b) ··A8&I.~1" means a child's 
affimuttive agreement to participate 
in research. Mere failure to object 
should not. absent affirmative 
agreement, be constnled as asscnt 

(c> "Penniuion" means the 
agreement of parent(s) or guardiOlu to 
the participation of their child or 
ward in research, 

(d) "Puent" meaus It child'~ 

biological or adoptive parent. 
(e) "GWU"dian":means an 

indi\lidlUl who is authorized under 
applicable strite or local law to 
consent on behalf of a child to 
general medical care. 

§ 46.4aJ IRB duties. 
In addition to other responsibilities 

assigned to IRlb under this part, 
each lR B shall review research 
covered by this subpart and approve 
only research which satisfies the 
conditions of all applicabJe st:ctions 
of this subpart. 

§ 46.404 ReitNdl . .aOtirAyohlpiiI 
lI'~t .. r·tNm mwUuJ risk.. -, 

HHS will conduct or funJ 
research in which the IRB nnds that 
110 greater than minimal risk to 
ehildrcn is presented, ollly if the JRB 
finds that adequate provisions arc 
llla.dt~ for soliciting the assent of the 
children and the permission of their 
parents or guardians, as set forth in 
§46.406. 

If 4-6.4005 R~ wl'ohina: greatfor 
diu udlllll1Mi rIsk bUt prueatfn8 the 
PI"f»ptld at dJndbaeftt to the 
hMliYirlual aabjectJ. 

HHS will conduct or fund 
research in which the IRS finds that 
more than minimal risk to children is 
presented by an intervention or 
procedure that holds out the 
prospect of direct benefit fot' the 
individual subject. or by a 

monitonllg procedure that is likely to 
contribute to the subject's well-being 
only if the IRO finds that: 

(8) The risk is justified by the 
anticipated benefit to the !lubjects; 

(b) The (elation of the anticipated 
benefit to the risk is at least as 
favorable to the subjects as that 
presented by available alternative 
approachc:s; and 

(c) Adequate provisions are made 
for soticiling the assent of the 
children and permission of their 
parents or guardians. a.., set forth in 
§46.408. 

§ 46.406 Research il1l't'ohing greater 
than minimal risk amI DO prospect 01 
dltKt b.encftt to indi"idual subjects, 
but likely to yield geueraUzable 
knowledge about tbe subject's disorder 
or condition. 

HHS will conduct or fund 
research in which the fRB finds that 
more than minimal risk (0 children is 
presented by all intervention Of 

procedure that does not hold out the 
ProsiX~t of direct benefit for the 
individual subject, or by a 
monitoring procedure which is not 
likely to comribure to the well-being 
of the subject, only if the fRO finds 
that: 

(a) The risk represents a minor 
increase o\'er minima! risk; 

(b) The intervention or procedure 
pre~nts experience!! to subjects that 
are reasonably commensurate with 
tbose inherent in their actual or 
el\peeted medielll, dental, 
psychological. social. or educational 
SitU;lt ion~;; 

(c) The intervention or pro<:edure 
is likely to yield generalizable 
knowledge about the SUbject.>' 
disorder or condition whkh is of 
vital importance for the 
understanding or amelioration of the 
subjects' disorder or condition; and 

(d) Adequate provisions are made 
for soliciting IlSscnt of the children 
and permission of their parems or 
guardians, as set forth in § 46,408, 

§ 46.407 Resesrdl Dot othenriM 
apptoyable wbid preseut:s au 

opportunity to undentud, prevent;ov' t).' 
alle,iate a serigus problem. affecting 
the health or wdt.ve of dUldreli. 

HHS will conduct or fund 
reseateh that the IRB does not 
believe meets the requirements 0(' 

I § 46.404, 46.40S, or 46.406 only if: 
(8) The IRS finds that the research 

prellent!l a reasonable opportunity to 
further the undentanding, 
prevention, 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 eumple: 
sdence, medicine. education, ethics. 
law) and following opportunity for 
public review a.nd comment, hflS 
determined either: (I) That the 
research in fact satisfies the 
conditions of § § 46.404. 46A()S, or 
46.406, as applicable, or (2) the 
following: 

(0 The research presents a 

reuooable opportunity LO further the .' 
understanding, prevention. or ~ 
aJleviation of Ii serious problem 
affecling (he health or welfare of 
children; 

(ii) The research will be conducted 
in accordance with sound ethical 
principles; 

(iii) Adequate provisions are made 
for soliciting the assent o( children 
and the permission of their parents or 
guardians, as set forth in t 46.408. 

§ 46.408 R~t.t for 
~0iI ., parents or guard.isDtI 
ud (or U&ebt by cltIIdren. 

<a> In addition to the 
defennination! required under other 
applicable sections of this subpart, 
the IRS shall determine that 
adequute provisions are made for 
soliciting the assent of the children, 
when in the jud&mcnt of the IRB the 
children are' capable of proVldina' 
assent. In determining whether 
children are capable of assenting, the. 
IRB shall take into~' thl! aSCf.,i 
maturity. and psychological state of e 
the children invoived. This judgment 
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may be made for olin children to be 
involved in research under a 

~articular prot(.'ICOl, or for each child. 
,~:.11!S the IRS deems appropriate. If the 
'-:' fRD dt:termines that the capability of 

some or aU of the children is !It) 

limited that they cannot rea.sonably 
be COJ1suhed or that. the intervention 
or procedure involved in the 
n.-seardl holds out II prospect of 
direct benefit thal is important to the 
health or well-being of the children 
lind i. .. available only in the context of 
the research. the assent of the 
children is not a necessary condition 
(or proceeding with the research. 
.Even where the IRa determincs that 
the Jubjects are capable of assenting, 
~ lRO may still waive the assent 
requirement uooer circuoUltance:a in 
which 001liem may be wlAived in 
ar..cord with '46.116 of Subpart A. 

(b) In addition to the 
determinatinns fe<{uired under other 
applicable s.r:x:rions of this subpart, 
the IRH shaH determine. in 
i.lCl:ordancc with and to the extent 
that conscnt is required by § %.110 of 

~ SubpaJ1 A, that adequate provlsions 
are made for soliciting the permission 
of e:u.:b child's parents or ,uudian. 
\\'here parental permission is to be 
obtained, the lRD may find that th«: 
pt~lmi!os.ion of one parent is suffident 
fur research to be conducted undcr 
§ § 46.404 or 46.405. Where research 
j!o covered by U 46.406 Dud 46.407 
and permission is to be obtained from 

parents. both parents must give their 
permission unless one parent is 
deceased, unknown. incompetent, or 
not reasonably available. or when 
only one parent hu legal 
responsibility for the care and 
custody of the child. 

(c) In addition to (he provisions for 
waiver contained in f 46.116 of 
Subpart A. ifthe IRD detcrmim::s that 
a research protocol is designed far 
conditions or for » subje~~t population 
for which parental or guardian 
permission is nor a reasonable 
requirement to protect the subjects 
(for example. neglected or abust'l.1 
children), it may waive the consent 
requiremcl1ts in Subpart A of this 
pnrt lAnd paragraph (b) of this sa:tion. 
provided an appropriate mechanism 
for protecting the chiJdrC'!1 who will 
participate itS subjects ill the research 
iii substituted, and provided further 
that (he waiver is not im':ol1sistelll 
with federal state or local law. The 
choice of an ll.ppropriate 1Ilt.'Challism 
would depend upon the nat un: and 
purpose of the activities described in 
the prOlocol, the risk and anrkipated 
b~nd1t to th~ research subjects. and 
their age. maLUrity. status, and 
condition. 

(d) Permission by pil:l'cnts or 
guardi.ans shall b(~ documcmcd in 
accordance with and to the extent 
required by § 46.! t 7 of Subpart A. 

(e) When the IRS delermint."S that 
assent is required. it shall also 

detennine whether and how asseftt 
must be documented. 

§ <46.409 W ...... 
(a) Children who are wards of the 

state or any other agency, institution. 
or entity can be included in research 
approved under § I 46.406 or 46.407 
only if such research is: 

(i) Related to their salus as wards; 
or 

(2) Conducted in schools, camps., 
hospita!s.. institutions, or similar 
settings in which the majority or 
children involved as !ubjec;ts are nor 
wBrct5. 

(b) If the research is approved 
under paragraph (a) of this section. 
the lRli shall require appointmeut of 
an advocate for each child who i8 It 

ward, in addhioft to any other 
individual acting on behalf of the 
child as guardian or in loco parenti". 
One individual may serve as 
advocate for more than one child. 
The advocate shaH be an individual 
who has the background and 
experience to act in, and agn .. 'eS to act 
in. the Ix-st interests of the child (or 
the duration of the cbild's 
participation in the research and who 
is not as.\ociated in any way (except 
in the role a'i advocate Of member of 
the IRB) with Ihe research, the 
investigator(s), or the guardian 
olgalliz.ation. 
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HUMAN SUBJECTS 
Minimum Criteria identifying the 

Viable t'etus 

On March 13, 1975. regulations 
were published in the F EDERA" 
R EGISna(40 FR 11854) rdating [0 (he 
proleclion of human subjects in 
re~t':m;h. development, and reLled 
activities supported by Department of 
Health. Education. and Welfare 
~ranls and contracts. These 
regulations are codified at 45 CFR 
Part 46. 

NOTICES 

Elsewhere in this issue of Ihe 
FEDERAtREGISHR, the Secretary 
is amending 45 eFR Pari 46 hy. 
among olhcr lhing~. adding a new 
SUbnClrl a 10 provide additional 
protections pertaining 10 rcsearrh. 
development. and relaled activities 
involving fetuses. pregnant women. 
and in vilro fertilization. 

Section 40.203(d) of Subpart B 
provides inler alia as follows: 

The Secrelary may frum lime 10 lime, 
laling into a,COIIn! medical advan"1:5, 
publish in the F£UUAL R EGISH.II 

luidt'liltl:s 10 aui!! ill detefllliniAI whecher a 
fe,U) j, viable for purposes .,f 'his .ubpa~. 

This notice is pUblished in 
accordance wiili ~ 46.203(d). For 
purposes of Subpart B. the guidelines 
indicating thaI a fetus Oiher than II 

dead fetus within the meaning of 
§ 46.203(t) is viable include !he 

following: 
an eSlimaled gCSlalional agc of 20 weeks or 
mote and a body weielll of 500 IrIms or 
more. 

fEDERAL REGISTER. VOL 40, 
AUGUST ,I, 1115 
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PROCEDURE 13¥ EXPERIMENTATION ON HUMAN SUBJECTS FOR 
INTELLIGENCE PURPOSES 

This procedure applies to experimentation on huma.n sub­

jects if such experlmentatLon is conducted by or on behalf of 

a DoD intell ig<mce componenL This procedure does not apply 

to experimentation on animal subjects. 

1. ~~,E.~1:::_~r!!e.!2.~a~_!...0..'1. in this context means any research or 

testing activity involving hwnan subjects that may expose such 

subjects to the possibility of permanent or temporary injury 

(including physical or psychologi.cal damage and damage to the 

reputation of such persons) beyond the risks of injury to 

which such subjects are ordinarily exposed in their daily 

lives. 

2. Experimentation is conducted 0I!_J:~!!!~l} __ o~ a DoD 

intelligence component if it is conducted under contract to 

that component or to another DoD component for the benefit of 

the Intelligence component or at the request of such a com-

ponant regardless of the existence of a contractual rela­

tionship. 
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3. ~~~~~subi~cts in this context includes any person 

"lhether or not such person is a United States person. 

1. Experimentation on human subjects conducted by or on 

behalf of a 000 intelligence component may be undertaken only 

with the informed consent of the subject, and in accordance 

with guidelines issued by the Department of Health and Human 

Services, setting out conditions that safeguard the welfare of 

s'uch subj ec ts. 

2. 000 intelligence components roa.y not engage in or 

contract for experimentation on hwnan subjects without appro­

val of the Secretary or Deputy Secretary of Defense, or the 

Secretary or Under Secretary of a Military Department. as 

appropriate. [Requests for such approval submitted by Army 

intelligence components will be addressed through command 

channels to HQDA (DAHI-erC). WASH DC 20310.) 
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