
L . 

m. hat- NcQuite 
Office of tln Director 
Lorn A h m a  Sclratific L.bor8tary 
P.O. box 1663 
LOB WB, nett ~ x i c o  87544 

BEST COPY AVAILABLE 



W' 

I OCT 19 1973 \ 

i u 
I ._ i ___- I 

Attachcd is a copy Of p,toyvSsod s;ii:>; Yl!r?s re la t ing  to the PXOteC- 
tAoa of !I::T.&, Subjacts, as rh2.y rp~ahrec i  i n  the Federal Register of 
October 9, 1573. 
IntnculZu3 frm ASi iPtJ i i : .  Course1 Uorinson discussing several major 
pc;tnr:'.A&l proL; ens which m y  arise i f  the reqult t icns  ere prosulgatsd 

For yoru icfo&marion X on also attaching a 

as p ~ o p t e a .  

You w i l l .  cote f r a  EL. Ckalklcy's l e t t r r  of transmittal that 
coiments or sliggcsted changes in language may be s;ltr;nittcd to the 
rUSp0nSibl: cyency before November 9, 1973. 
Registor excerpt prtsuT&i).. have been sent to offrcas on your campusCs 
directly hy t h ~  D W W ,  but 1 wanted t o  be certain that you were made 
anarc of the opport.Jni.ty to co.ment on the proposed regulations.  

Copies of tho Federal 

1 intend to prepme a response to he s e n t  an >*half nf t h e  Thivst- 
i ; i ty ,  .u.d would appreciate rece iv ins  frco; you, as SOOF as possible, 
any coments oz su?qe3tions yo3 may wish to have irrclueed an such a 
response. In adei t ion ,  I WOuid ap2rccitte yo-u prcviding me w i t h  a 
ccpy 05 any reaponse t h a t  night  be sent to Cr. Chalkley from 
indivi6tlcils on you= caTipus. 

Clinton C. Powell, M.D. 

Attachmeat 

cc: General Counsel Reidhaar - W.O. a t t .  
Richard Nolfe - W.O. att. &#' 
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Re: Departrent of Heal*, Education and Nelfare - 
Protection of Hwan Slbjects - Proposed 
Regulations 

Enclosed herewith is  a copy of 38 Federal Regis- 
ter 27822 - 27885 (October 9 ,  1973) which contains the 
subject proposed regulations concerning the protection 
of human subjects. As indicated, 45s proposed rogula- 
t i o n s  would codffy ex i s t ing  DXEV policy currently set 
forth h the Snstitutional  Guide and i n  the Grants 
A6dnistratf on Manual, but  would also make some changes 
there to. 

There are t w o  major changes which may necessitate 
comment by the University: , 

1. The progosed regulations state: 

"2my organfza'.cicr? ~ ~ O ~ C S h ~  te $ece any 
subject at r isk  is oblLgatcd t o  obtain and 
docurnent informed consent." (E4C.S) 

The proposed regulations would, therefore, i n  q opinion, 
precl.u2e the cormittee fro3 a;??roving any a c t i v i t y  which 
does not previae for intomad consent, i f  tho ac t i v i t y  
is fund=d by DHEW. As you know, the DiiST4 fns t i tu t iona l  
Guide did arguably p e m i t  cx i sznt  after t'ne f a c t  follsw- 
ing debriefing, and the University has as a matter of 
policy allowed cbnps ,cornstteas to aparove EE a c t i v i t y  
which d a s  not provide for consent. As $1 indicatsd to 
you previously, thre  i s  soxe legal risk i n  permitting 
procedures wit!!out consent. 
are'not clearly l e 3 a l l y  proscribed, they do not a?gear 
to  be legally sanctionzd, and I doubt whether DY3i.f 
wculd be wi l l ing  to amen2 its proposed rules to off ic ia l ly  
permit such act ivit ies  to be carried out, s ince  D H E 3  
would have t o  infer  t !a t  such a procedure has a sowd 
l e g a l  bas i s .  

AlthougS such procedures 

2. The next major area of coaccrn is that of 
T;7= progosad rules the cor.?osit.ion of tha corsittea . 

would make it mandatory that the cozzittae bs cor.pris3d 

-. .- 
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C l i n t o n  C. S?owll, I4.D. 

Page 2. 
*W" October 12, 1973 
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of not less than 3ive m e r - h r s  and that it incluck "persons" 
whoso primary concsrns lie in t h e  treas of (1) t h o  ory.a?li- 
zaticn's com.itr:.mts an8 regulations; (21 applicable l a w ;  
(3)  standnrrls of profossicnal conciuct and practice; ( 4 1  
com.unity att i tudes.  

In my opinion, this requirement is not only in- 
d e f i n i t e ,  but would also be d i f f i c u l t  for the University 
to cornply with sufficiently. In your comonts to D!IZCW, 
i f  any, you may wish to request t h a t  in the pronulgation 
of the regulations that &&ese requirements ,be cllarifiec?, 
an8 you m y  w i s h  to inform DHMq that  as each cunpus Under 
the jur is6 ict ioa  of Tne Regents of the University of 
California files a generzl assurance on its  own behalf 
and since the O f f i c e  of t h a  Generel Counsel of The Re- 
gents of t h e  University of California is centrally loca- 
ted, it would not be possible for a merher of the GenQral 
Counsel's Office to be a mc.r.ber of each hurnan subjects 
review corni t tee .  T h i s  of'€ice has, as you knm, provided 
legal aevice to cvnpuq hcnan subjects review corr3nittee.s- 
On various ncttcrs eerlins with huxr.an experimentation and 
has been &le to provi&u L e  c 0 i i d . i ~ ~ ~  w i t h  guidance to 
identify legal i ssues  which would need resolution. 
I have focused on requireslcnt (21, in my opinion it may be 
diff icult  to doternine w30 may be able to make the  appro- 
priate Beteminations for each of the categories above. 

An additional problem'that may arise is the 
def in i t ion  of organization under 5 46.3 (a) which means 
any public i n s t i t u t i o n ,  and thus may preclude one cmpus 
from having a mefiber of another campus serve on its com- 
mittee as a mern3er not er.ployed by the organization. It 
i t3  clear that the proposed regulations will require a t  
l eas t  one member of tAe committee to be not enployod by 
the organization and that person must be present a t  each 
meeting where f i n a l  decisions are made, since the  Fro- 
posed regulations provide that "PO cornnittee or quorum 
of a comaittee shall consist ent i re ly  of eqloyees of L.?e 
organization". (5 46.6 ( 5 )  ( 4 )  . 
m u s t  be received by ;:menber 8 ,  1973. 
to review any letter you may propose t o  send on behalf of 
the University . 

Please le t  me know i f  YGU have any questions 0 7 . -  

wish to disccuss t h i s  matter fwther. 

Although 

3. 

In order for ccrnents to be considered, they 
I would be hcp?y 

- -  
1.cw:. . 

2 -  

-.--. -. 
-. 

t 
DsrviB A. Ccr inson 
Assistant Comsel 
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I 27853 ’ PROPOSED RULES 

cohtruc ts. 
Tllc prorioscd ~ C ~ l a t l i i l ~ +  ViO*:\d. d t l r  

sonic ch3xigCS. codlfy rxlsting I)cwrL- 
nrcnt policy curirritly tct  forth iu C ~ ; J -  
ter 1 4 0  of the I X S W  Grunts Adniiiiis- 
trotion Mknuzl, as well HS DHEW Pub- 
lication No. (MH) 72-102 (Dcccniber 1. 
1971). Aiuong the changcs made in the 
exlstlne polic:. ul’e ihc  fo1lor:ing: 6 c C -  
tion 46.2 woulil makc !t clcnr tlict i t  is 
thc function of tlic org.nniratlolial Com- 
mittee eskb1lstied under this pnrt tu dr-  
kriiriirc wbethcr siibfccts are ut risk; 
f 4G.ltc) would Ycquirc that cach assur- 
ance contoin a provlslon uiidrr \vhlch the 
organizstmi subrulttlnc the pssurunce 
aould ngree to notify D E W  immedl- 
atelg of emergect problcms RfIecting the 
rights of humarr subiects. lncludln: ad- 
versercactions: 9 QG.(i(b) would set forth 
B nunibrr of rrqulrrments rclatlnp to the 
coniporltion arid fu:icttonli~g of the or- 
ganhotioiinl coininittee; section 4G.8 
would prohih;t the use of exculpatory 
l.ngua&c under which a subject vould be 
m&de to u-nivc or appear to uaive wnr o I  
hls legal righk: f $  46.11, 46.13. nnd 46.14 
would require organi/,ntionz recciving 
general, Instllutlunal-type assistance to 

. certify that hny uctivity Involving humnn 
subjects hus been reviewed and approved 
by the oryanizrtion In accordance with 
this port: 14G.11 would require orcani- 
zrtions to  c a r r  out. reviews hnd epproval 
of applications and proposals prlor to 
rubmlssion to DREW; I D  46.20 and 48.21 
would impose record keeping and report- 
h g  requirements; and E 46.22 would per- 
mlt sanctions for fallure to comply alth 
the regulations. 
In additfoil, DHEW through the Na- 

lional Institutes of Health, has appointed 
. a special study pcup to review and rec- 

ommend ~>olirics for the protcctlon of 
lrunian subjects In biomedical reserrch. 
The study group is considering. among 
other things, the  development 01 special 
procedures for the use of lncompeteiits 
or Dzisoners in blomedica; research, com- 
pezisatloii of pcrsons injured in clinical 
investigations. Rnd a general revlea of 
thc 1eual:cthical responsibilities in the 
conducL of such research. It is contcm- 
plated t h a t  the recanme:idntions of the 
study group will be considered lor in- 
cluvioii in thr DIIEW rcgulalioiu to bo 
prolnulsated In Lhie part. 
’ Inouirlcs i t i w  bc addrewed and data, 
views. and nrgumcirls relating to the pro- 
poxd re6ul:ilion- may be prcsentcd I n  
wrltlirg. In Lripllcntc, to thc Chlef, 111- 
stltutional 12clrrtlons Branch. Dlvtsioii of 
RcskRrcli Orants. Nntioirnl Lnstitulcs of 

. DEPARTMENT OF HEALTH, 
EDUCATION, AND WELFARE 

Office of the Secretary 
[ 45 CFR Part 46 1 

PROTECTION OF HUMAN SUBJECTS 
Proposed Policy 

Nolicc Is hei& glvcn that the Secre- 
tap of Health, iXucLtloii. end Welfnic 
pr&oscs to b m ~ i i n  Buttitle A of tlrr DC- 
pnrtniriit‘: rtpclntioru by nddil;b IL ncw 
Pnrt 4G prezcilbiiig n policv on piotcclloll 
of Iiuiiinii srrbfect.; nprJllr:rble to rrctivitles 
suuimrkd by DQJnrt!l!CnL FrXits O r  

Healtl~. 0000 Rockvllle Plkc. Bethcada, 
Maryland 20014. All conimcnts rcccivcd 
wlll be avnUnblc for inspection at thc Nn- 
tlonsl Institutes of Health. Room 303. 
Westwood Building, 5333 \Ve:tbaI’d Avc- 
nut, Bcthcsda. h!arplnnd. urckdays 
(Fedcrnl Iiolidnys cxrclAetlI between lhc 
hours of 9:00 n.m. arid 4:30 p.in. Al l  rde- 
.vaiit materlsl received on or bclore 
No~cmbcr 8, 1973. will be co~isiticred. 

Notice Is rlso plveri lhkt it is prolwscd 
to ninke nny nmciidn~rnts that arc 
ndoptcd eircctlvc upoil ptrb:lcatlilli 112 the 
FEDERII. R ~ c . ! s r ~ n .  

Dated E?pkrnber 29. 1973. 
CASPhR If’. \‘.‘CIHBEICTK, 

Secrclary. 
It Is tlicrcfore proposed l o  amend 

Su1,titlc A of Title 45 01 t1:e Code of Fcd- 
era1 Regulatioiis by adding the following 
new Pnrt 415 : 

PART 4 ~ P R O T E C T l O N  OF HUMAN 
SUBJCCIS 

scr .  
46.1 Appllcabllity. 
48.2 P0UC.v.  
46.3 Iknn~tlong. 
46 4 G u b r n l ~ r l ~ f l  o t  fimimnceb. 
40.6 Types of nssuthnces. 
40.6 Minlmiim requtrenltnls for general 

muur&ncc$. 
46.7 Nlnlmum reqti5rrrnents for rpcclrl 

rasnrrneen. 
46.8 OblJgatli,u to *cure ln‘crmed conrnl:  

ptoh!bltlolr o! Cxr.u:;~atO?g C1rubr.r. 
46.9 I)aun:cntalion 01 Infcrrnctl comcnt. 
4G.10 Rcwrvcd. 
46.11 Ccrtlficutlcii, Fwcrt+l GsiirbnccII. 
46 12 Ccftlficatlon. tqwrI:.l I :scfinceS. 
46.1s Propamis lrcklr:. dc3nltC plana for 

Lhc Inr’olicnicnt of hiirnen cubjcctr. 
46.14 Propmssnlb nut rubmlttc.l rvltli thc In- 

UnL 01 In~oIvltig human #rtbjccta. 
10.1.5 Cooperrtire act~r’ltlts. 
46.lG Inreitigrttond new drug number. 
46.17 ImplemeutaLlou find revlI&n of 

w u r w c e s .  
46.lS 0 r ~ m I u t l o : i ‘ ~  erccutlre re&poIISl- 

blllty. 
46.10 WMLlIOldlng OK funds. 
46 2 0  Orgaelzit lon’r rccordr. 
46.21 &porta. 
46.22 Early termlnrtjon of &ward$: rnnetlons 

4623 Condltlonr. 
Tor nonmmpllrncs. 

AWH0rr rT .d  U.S.C. 961. 

Q 46.1 Applienbilily. 
The regulations In t h i s  part are ap- 

plicable to all Depattiiicnt of HeUll. 
Education, and Welfare inants arid 
contracts supporting nctivlties 111 which 
human subjects mag be a t  risk. 
g 46.2 l’oliry. 

(a) Bafecuardiniz the rlrrhts nnd wel- 
fare of subjects at risk in activlticr 6 W -  
ported under grants nnd contracLS from 
DHEW is the prl~wlpnl resyonslbllity Of 
the organization which rccelrcs or Is nc- 
countable to DHEW for the funds 
awRrded tor the supliort of Lhe activity. 
3n order to provldc for the adeouute dk-  
charge of this orgonlzatlonal rcsponsl- 
blllty, It is t h e  mlicy of DHEW th3t no 
activlty involving any human subjcfts 
a t  rlsk supported by a DHEW Grant or 
contract shall be lllrdcl tnbcn unlcss the 
or~niilzation ha! rfvicwed Knd approvrd 
such artirity and submitlrd to DHEW 
a certification of siich revicw ~d ap- 

proval, fn amordance wlth the rcquire- 
men& of this part. 

(b) This revlcw shall dcLxmine 
whcthcr (u1y hiunnn subjects are R t  rilk 
and. if so. t h n t  thc rlghts 8nci w l f a r c  
of the rubjccts Iiivolvcd arc :idct:llat8:h’ 
prot&&, thrrt the Iisks to nn ind:Y.i.:unl 
nic  outweighcd by the ptentlnl  bencills 
to lllni or  by the hporl:rt:cc of the 
knowledge to be finlned. arid that h i -  

formcd consent 1s to be ot tn’nc3  by 
methods that are adcquate find nl>- 
yroprintc. 

(c) No man: or contract lr1v01~111r tic- 
mRn cubfccb at risk will he a?-:ntrlcL\ t9 
an indl~idual unless hc is ~Bl l :~  Led w:lh 
or 6pXiSOred by all organl;ntis!i w h i c h  
cm toes axume rc.ip(Jnr,:h;!:t.v for 
the prokction of the subjects Invo1vt.d. 
5 46.3 1Jtfinitions. 

(a) “Orgmle:.tion” means M V  public 
or private itis~!tutloli or cr,eucs (1nclr;d- 
Lng Ststr and local govemrncnts). 

(b) “Subject a t  ~ % k ”  mcans nny in- 
divldiial who may be erpo.ud to ttie pos- 
slbllity of harm-physIc&l, psyc hcrlo: icul, 
rociolodcol, or other-as R fonscquenre 
of participation as a subjcct In any re- 
~ a r c l r .  dcveloprncnt or demonstration 

tlon of those esbblished and accepted 
methods nrcessary to meet his needs. 

tc) ‘Tnfcmed consent” hrclndes the 
following bfitlc eleincnts: 

(1) A fcir exipiaiut!un of the prcce- 
durcs t u  bc foilorred. and their purparcs. 
inchdin& k!tntIf iC~~ion of a!)). procedures 
which crc exycriii.cntu1: 

(2 )  A dccrlpti3:r G f  tfre attendorit dls- 
comforts arid rlsks reasonably to be t x -  
pecl rd : 

(3) A description of any benefits rca- 
consbly to k expected: 

(4) A disclohure of any appropriate 
altematlre procedures that inlght he ad- 
vanbgeouc for the subjcct : 

( 5 )  An offer to answer hns iriquirles 
concerning the procedures; and 

( 0 )  An instruction that the subject 1s 
free to uithdraw his consent End to dls- 
continue pzrtlclpation in the project or 
activltp at MY time. 

(d) "Secretary" means the Secretary 
of ReeIth. Fdiicatloii, and Wclfxre and 
any other omcer or employee o! thc De- 
partment of Health. Educntlon, and Wel- 
fiue to whom the authority lnvolvcd has 
h e n  dclcpated. 

(e) “DHEW” means the Depnrtmcnt 
of Reslth,EducRtion. and Welinrc.. 

8 C f f V l t ) ’  chlch ~ O ? S  bE!%tId the appllcn- 

8 46.4 Subntirrion of mwrattcw. 
to) Reclplents or prospective reciul- 

en&. of DHEW assistance undcr a grmt 
or contract lnvolvlng subject.% at risk 
shall provide written assurance acrept- 
mble to DEIKW, that  they all1 complY 
wlth DHEW pollcy as set forth In this 
pQTt.  EWI! fwurancc shall rmbody fl 
rtakment of complim?c WWI DHEW 
requlrrmcnts for Mtlal and continulne 
conunlttce rcvlew of the sup>or:”cl ncL1v- 
Jtles: a set of IrnplrmcntlliC culdclines, 
lncludinp IdeiitlncaUon of tltc conimlt- 
Lue and o description of It.< rcview Pro- 
cedures: or, ln the case of spcrli~l BqsUr- 
ances concerned with Biny.lr pmlects or 
nctlvltles, report of iiiltld lb&i1Cs 
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m d  'proposed continuins review 
' proccdurcs. 

(11) Such n w n m c e  tihall be executed 
by an tndiv!rtusl authorlrrd to act !Or 
the orghalzfitlon and to M.,tUmt 09 be- 
half of the orgpnlzatlon t l l C  obllpntlons 
imposed by thls part. nnd shall be filed 
In such form and rnamier Iu the  Secre- 
tniy mny rcriulrc. 

(c) Each nsburmce shhnll contufn 0. 
provin!on rcquirlng the orpaiiizatlon t o  
gi1.c DliEIV Inimedlak notification 
undrr this psrt  of emerrcnt problcnls 
ailrctlng the ri:lits of human subjects. 
includin!: advcr:? rcnctlnns to CNm, aP- 
pliances, or olhcr sub:tn~iCcs. 
5 46.5 Typcr of nwurances. 

(a) Cnirral nssuronccs. A gencrnl 
assurnnce dc;crihes t.te rcvieiv m d  inl- 
plemcn!~tlon procedurcs appliublc to 
all DHEW'i-supi)or'.ed nctivIt!cs con- 
ducted by an orfanisatton regnrdless of 
the nurnbcr, loratls l~.  or types of its 
MmPOilmtS or ncld acttvitlcs. GenerAl 
awurancer will be required from orcml- 
zatlons having a signnlficcnt number 01 
concurrent DKEW projcck or actlvitics 
lnvolvlnf 1ium.n snbleck. 

(b)  Specfor assurc~ccs.  A spccial as- 
~urnnce  will. 85 a rulc, descrfbe those 
revlcw and In;plemcnt.atIon procedures 
uppIicab!e to a single project or rctivltr. 
special assuranccs r i l l  not normally be 
solicfted or RCCCl>tCd lroiii organlzntlons 
whlcli hzw scceptnhle Rencrnl assur- 
ances on N c  with DKE\:'. 
8 46.6 hiinirnrtrn rcquirmicrrtr for (~rti- 

err1 u\turHriws. 

T h e  orgnntzetlon m u t  include as psrt 
of lts gcnrrnl assurpnce ImpIenic?n(~itig 
guldelincs that  specifically prorlde for: 

(a) The st~lenient of princtplw which 
wlll govern l l i e  orEtmlzatlon ln the dis- 
chrrcc of its reslmnsibllltirs for protect- 
lng the r l~hts  and welfare of subjects. 
This may include approprlRte eX!!itlng 
codes or drclaratiom, or statements Ior- 
muInlsd by the orgsnleetlon Itself. It fs 
to be understood that  no such prln- 
clples supersede DHEW policy or apbll- 
cable law. 

(b) A cornmiltee or commltkc struc- 
ture which ui11 conduct lnit.l.1 and con- 
t lnung revleal in accordence with the 
poUcy outlined In f 46.2. Such comm1t.tee 
structurr or commlttee ahall meet, the 
following requirements: 

(1) The commlttce must k composed 

tng backnounds to assure complete md 
adrqunic rcvlcw of projects rand acthl- 
ties commonls conducted br t h e  orpnnl- 
zation. Thc commlttee's Inembership. 
maturity, expcrlcncc, and expertise must 
bc such 85 ta justify respect for Ita 
advice and counsel. In addltloii to pos- 
sessing the profcsslonal competence ta 
review specific ncttvltics. the committee 
must be rble to detcrmfnc the accepta- 
blllty of the proposal In terms of the 
orEaiilzntlnn's commitments and regu- 
lations, apulicablr l a ~ ,  sbndards of 
professlorial conduct and practice. and 
communtty rrttitudcr. The  commlttce 
must thercforc include persons whose 
prlmvy concerns lie in these areas 
rntlier than in the conduct of research, 

' 

Of hot le% thm five pmom d t h  VPV- 
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p l o y e ~ ~  of the orcr.n!?.alion. 
( 5 )  No commit:ee or quorum of a 

commItt,eC shn:l be compoxd ent!rrlJ' of 
menibcrs of n s1ng:c profcsronal croup 
or 13s noup. 

( 6 )  The quorum of the comm;!tw 
shnll be defiiicd. but may in no ercnt Le 
less than threc members convened to 
carry out the ccmnilttee's responslbilltles 
under the assurhricc. 

(c)  The proccdwen which thc orga- 
nization will follow In its lnitial and con- 
tinutug rcvlcw of proposbls and 
activities. 

(dl The procedurcs which the com- 
mitlec will lollow l n  pro\lde wlvice and 
c o m e 1  to projcct Glid program dircclxs 
with regard to thc ccminitlcc's xicUo:o. 
p9 w; l  as I t s  rrquireinents lo: reporli3C 
adverbt sect ions, e;l;ert+'nt problems ill' 
proposed ChhngeS in a project or other 
actlvity. 

(e)  The procediires wliicli the  orI:Rni- 
zntlon nil1 follow l o  mRtntain En D ? i k C  
and eflectlvc commit.tec u:d to lnpic- 
ment. itr recomrnendatlons. 
$ 46.7 Mininiiini rcyuirwwrrt. for rpc- 

cinl nnsiimiirr.. 
An acceptable special assurmce shall: 
(a)  Identify the s~cclfic 6rwt or con- 

tract lnvolved by Its nu:nber. if known; 
by its full title; and by the name of the 
project or program dlrector. prtnctp.tl In-  
vullgator. fellow. or othrr peison hn- 
mediately responsible for the condiicl of 
the activity. Thc awurancc shall k 
dgned by a commlttec satlsfvin: the rc- 
pulrcments of t 46.Gch) and be executed 
by an approprlate organitalion31 omcial. 

(b) Describe the makeu:, of the com- 
mittee and thc training. experience. nnd 
background of its members; 

(c) Contain the cornmtltee's descrip- 
tion In general terms of those rlsks to the 
subject that it recognizes as inherent in 
the activity: 

(d) Describe the consent pmcedurcs 
to be used and r t t rch any coiuent slate- 
ment(kr ta he s lmed,  henrd. or read by 
the subfccl or rcsponsible thlrd partlcs: 

(e) Outllne the clrcumstmccs undcr 
wMch the dtrcctor or lnvcstrs~tor %Ill bc 
rcpuircd b inform thc comn1,ttee of pro- 
posed clinnres in the activity. or of 
emcrgciit problcms lnvolring h u m n  
subjects; 

( f )  Xndicnte wlietlier the dlrcctor or 
Investigator wUl be required to SUbnlit 

The actunl procedurc utilized In ob- 
tnlninc Lnformed coi~seiit skid thc b u i s  
I or colnnii t tcc detcrtni nat! c qs tlia I the 
proced.ucs arc adequate nn:: ap:x'opriatc 
rho11 bc ful ly  dociimciitcd. TIic docu- 
mentation of coiizrnt will fo!louv one or 
the follo\\4iigthrce forms! 

(a) Provlslon ol n wlt!?ii conxiit 
documcnt embodglcg nll of l h c  h c i c  cie- 
menk or lnformcd conscn?. This doxi- 
ment 16 to l a  sl-ncd by thc subject or Lis 
outhorizcd represcnt3tive. A cniuple of 
the document us apinovd by the cam- 
mittec Is to be rctaliicd In Its rccortls. 

(b) Provls~on of n "shoi:" form r.7lt- 
ten corcent dwunienl lnditaliny: tbst tlie 
basic elcnitnts of Infornicd consent have 
been prrwnteri ornlly to  tlic sub.iect or 
his: ~ ~ u t h o r k r d  rrpresentatii e. V'rittcn 
surnii?arles of t h c t  is tu 1 ~ :  h a i d  to lhe 
pntloiL arc to be approved by the com- 
mittcc. The "short" form 15 to l i ~  si-mcd 
by the subjcct or his authurlxd rei)?+ 
sentntlve and an  auditor ultIit.ss to the 
orat prcselitaticn and to t h e  subject's 
rlgnoture. A copy of thc approved sum- 
mary, annotatcd to show R I I Y  additlor%. 
is to be sfgncd by the prrsn:~!: ohLnixlnC 
the consent on helialf of the orcanlza- 
tion and by the nudltor wltncts. Swniple 
copies of the consent form &nd of the 
summaries 8s approved by the coii~miltec 
are to be retained In its records. 

(e) Mcditlcatlon of cither of ?he prl- 
mar; procedures outljned in paragrcphs 
(a) and (b) 01 thu sectloll. Gra!ltlnF of 
perniissioii to use modified procedures 
imposes additional rcsponsib1lit.y up011 
tlic review commlttec and the orgenizi- 
tion to tstabllsb that th? risk to  any 
subject is minImz1, that use of either of 
the primary proc.edurcs for obtainin:: in- 
fornied conscnt would surely inwlidntc 
objectives of considerable immedi:.k im- 
portance. and that any reason??~le cJter- 
native means lor  attalniiig t l~cse obhec- 
tlves would be less adWtntXgeWJS ta thc 
subjcct. T h e  commit.tec's: reamnq for 
pennittinu thc use of modiflcd prore- 
dures mubt be indivldu&llg r.nd sPeC:fi- 
tally documented Ir1 the rnfliules ant1 in 
reporb of committ,cc! actions t o  the  files 
of the organfuttton. All such Dlotlif iCl+ 
t;om must be npprovcd by the commlttcc 
~n the minutes sfp-ned by thc committee 
chalrlllRn. Approvd of nns sucli modill- 
cations should k rcgulorl~ rccouidrrcd 
as a iunctfon or continuhi,lc review +s 
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r q u k e d  for minml reulcw. wlth dwu- 
mentation of retldlrmatton, reviston, or 
dircontlnuation ab spproprlatc. 
5 46.10 [Rucnedl  
g 46.11 Certification, pcnrrnt a@*w* 

(a) Tincry rcvicro. All prows3ls ln- 
v o l a g  humnn subjects sriLmittnl by or- 
galdzatioiis bhould be d v c l i  rcvleri. and 
approval prior t o  sub~ii.~slO!i to DKEW. 
Thc proposil or applicntlon shouId bc 
appropriatc:s inwkcd In thc np;tccs 
provided on lorn-:. or the folloning St:btC- 
11lcnt should hc lyprd 011 lire lorcr  or 
rlcht hniid iii?~;'!n of the p:.,rc bcrrln:: 
the nam: of thc Gik?td authun-ici to  S t C n  
or encciitc ~pplizatlons or pmgOs31.lr for 
thc orgnnizn! in:>. 

mnccs. 

H U L I A I I  E ~ J C C T ~ ~ R E V T E ~ ~ E U  AND AI'- 
PWOVCD O ~ . . . . .  --.--...-.....--.--.---. 
The dale of review and ani~rovnl must be 
no later tlipri thc prop? ,:I! subnifssion 
dntc unless an esLc:!>ion of time is 
prmited by Ihe Serrctaiy. Ui no evmt 
will reulen. of l ire propos?l by the DHEW 
opcrattnp a~e i i cy  conccmci: be comr4lcted 
until revlcn by tlie organizrrtlon has been 
crrtlned. 

(b) Proposals not. ccrtlflcd. Proposals 
not yropcrly certified. or sulmlttcd ns 
not lnvolviiig humun suublccts and found 
by the operctlng agency to lnvolvc hu- 
man subjects, -411 be returned to the 
applicant Snstitutlon. 

ffuitics supported bg lnsliticfionul-typc 
grants. I n  thnsc Instaaccs in %high 6n 
orpanhation receives general assistance 
(e.&!.. lnstltutlonal-type p m t s )  not rc- 

. qulrlng DHEIY appromi for speelnc ex- 
penditures. no activity invnlvtng humrua 
subjects shall be ruidertakcn untH the 
orpanizir;i?n has rubruftted to DXEW ; 
(1) A certification that tha ac t l iW has 
been revlered and epprovcd In accard- 
Bnce nlth this prst and (2) a dete5led 
descrlptlon of tlw proposed activity t tn- 
cluding any protocol or slml1ar docu- 
ment). 

(C)  NOtificUffD?? Of DHEW whcrc (IC- 

46.12 Ccrtlficn~ion, ~ p c c i ~ l  amwanerr. 
Instltutions Mt hsvlnR accepted #en- 

ern1 assurances on N e  wlth the DHEW 
must submit n rpecld assurance with 
ench appItcation or propossl involvlng 
human subjects. Such an ncsurancc shall 
be comldcred to provide certlflcation 
for the initial grant or contract, perlod 
concerned. No edditlonal documentation 
Is required. If the terms of the grant or 
contract recommend addltlonal yews of 
support, but with pertodlc award or ob- 
Ilgrtton of funds, any noncompetha re- 
newal application or proposal shall be 
certlfied ln the manner dcscrlbcd In the 
preceding aectlon. 

46.13 Pmpobah Inrkiiig dalinitc planr 
for iwoh rmrnt of hiininn siibjccta. 

Ccrtnln tppw of proposals are sub- 
mitted w l l h  the hom-ledre thRt subjccts 
Ere lo be Involved wltliin the project 

nient cannot properly be Incliidcd in 
the proposal. Tlrrse include (a) ccrtvin 
trrlninp grants where Crelnrs proJccb 
r e m h  to be selected. and (b) research. 

perlod, but definite plans for this Involvc- 

r 
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pllot, or devclopmtntal studlcr in whlcli 
involvement depends upon surh tlilrips 
ns the completion of Imtrumcncs. or of 
prlor nnimrl s:udics, or upon thc purln- 
cation of compounds. Euch proposals 
should be revlcwed nnd ccrtjfipd 121 the 
6nme manner ns mow definltlvc pro- 
posal, but sh:d wovidc for resubnitwon 
to the orgatibntloral comii~lttcc when 
definltr plans have b w i  complctcd if 
snld plans invo!\c tlic usc af hriniiin 
subjects. Undcr f,\tcli circumst3nc~a. I n  
addition t o  com1)lylnc cvlth all oilier 
terms of the p r m t  or rnntract, no ac- 

ject.? Fha11 bc uiidcrtrken witil the 
orgaiiizatioii hns submitted to DIIEW: 
I C )  R ccrtllication Lhst the aclivlty hns 
brrn rcvicnrd h!)d anproved In accord- 
~im? with tlJs part after comjl!Pticii1 of 
dcflnite plans ar.d (d)  n detailcd de- 
scription a l  the pruposrd activity 
(ii:clridinji m y  protorol or st1::Ilx docu- 
m c n l i .  Whxc support 1s nro;.idtd by 
project g n i i l s  or contrarts. scbjccts 
slinll also not bc involvrd prlor to rccci1)t 
o! DIIEW ayprorwl And 111 the cace o f  
contracts prior to  any iiccew.ry nego- 
tirlion m d  approval of nn nmcndcd 
contract dcscriptlon of Fork .  

t ivi ty  bllOlv1l>q the UsC fif  human FUb- 

6 46.14 Pmgor;tla rdstcrittrd witt i  tlic 
itliclli ot 1101 ilivtllwtlc Iiunian 

If n prolwral. A t  thc tlnic it Is sub- 
mlttrd to DHEW. dors not ontlci1Xtt.e 
involving or intend to involve human 
subjects, no ccrtificatlon rliould be bub- 
mltted. In t,hose lnshnccr, howver. 
where I t  later becnnien aymrof:l?.:c t o  
use all or p a r t  uf an.articd funcis for 0r.c 
or more actfvltlcs which trill Involsc. 
eubjrcta, each such activity shall be re- 
vleived and epproved lrr tccur'LL?nrt= al th  
the assurance 01 the orgnntzntlon prior 
to t h e  involveaicnt of subject?. In nddl- 
tlon. no such actirlty shall be under- 
token unt!! the orptr ia t loi i  h s  rubniit- 
ted to DHEIV: (a )  A certitcntlai that  
the activlty hns been reviewed and SP- 
proved In accordance with Utls pnrt arid 
(b) L dctallcd description of the pro- 
posed twtlvltp (lncludlng any protocol 
or similar document). Where supwrt I6 
provided by project p a n t s  or contracts. 
Bubjeets shall also not be InvoIvcd prior 
ta receipt of DHEW npproval Rnll lu the 
c u e  of contracts prior to negotIatton 
and approosl of an menden contract 
descrlptlon of work. 
8 46.15 Cooperativr sctiviliee. 

Cooperative nctivltlcs arc those nhtch 
lnvolvc orgnnlzntlons in addition to the 
grantee or prinie contrnctor W c h  RS a 
contractor under a srnntce or a subcoir- 
tractor undcr a prime contrnclor). In 
such instances the Crnntec or  r~rinie con- 
tractor m y  obtnln ACCSS to al l  or some 
of the subjcc!: Involved through one or 
more cooperating orpanlzations. Rcgard- 
lcslr of the disthrices Involrrd nnd the 
iisturc of the roopcralire nrrsnpemciil. 
thr basic DHGW policy ap$*!lc-s nlid the 
grantee or prlmc eontrnctni rcniair.. ' 5  re- 
sponsIblc for mfcpu3rdlng the  r i g h t  nnd 
welfare or thc subjects. 

(a) Orpunkation with genera1 OSSUI- 
cmces. Inlt1m.l and continuing revlcu* by 

rubjreU. 

I 

the orpanlzatlon map be cnrrtcd out by 
one or  o combinetloi~ of prwcdurc5: 

( 1 1  Cooperating otganlzntinn nilh m- 
cepted pencral nssuranccs. When the ro- 
oprraLing orgnnizatiotl fins an nlc xith 
nIlXJV Rn accepted gcnsral assuranc?. 
llic grnntee or contrnctor rnny a i ' r s  cut 
I l s  own review or request thc coowr-!- 
liig orpnnintlon tD conduct I t s  owl  ln- 
Uerwndent review 8nd to r c ~ o r r  Lo tlic 
grantco's or contractor's cominiLtm t lx  
moperntlng commithe's rwumrncnda- 
tionsoii t h o x  aspects of lhc actIiiC:: t i ih t  
conccfn lncilviduals for whom tlic co- 
opcrntin:: orgunitation has rcqionsibt:it Y 
in accordonce with its OKII n s w  a im.  
The yrirntcc or contractor In 
d~scrc t io~~,  coiicW uiLh or lurliirr re- 
strict thc rrcoinmcndzlic:~s o: tile Co- 
opcrathg or(rnn1ttitio:i. It is thc rvcPon- 
stblllly of thc grwlfc or contactor to 
ma1nt.U: communlcntioii u'jt)i the cos- 
mlt.tcca of the cooPeratinC org;r'iuatio:l. 
However. thc cooperktin; orc.;itLiirction 
si:a!l promptly not.lfr thr gr:xi:fce u r  COR- 
trutlr ig o:gariiratio~~ \vhcncver t!x co- 
oycraliny or'gnnlzntiorr finds t!ic cniidiic(~ 
of the projc-t or actir,lry withiti 1Ls ])ur- 
viec unsntkfnctoi-y. 

accepted gciieral BswpBlice. IVlieia the 
cwperaling ory~nltatlon doc; imt h?ve  
tui accepbd general assurance on me 
vilth DHEW. it m w  submit a peueral or 
special hssurunce to DXl3V ~ h k i i ,  I! tip- 
proved, vlll permlt tiic grmtcc or con- 
tractor to follow \Ire proccduw aut1iced 
in the preccdins subptm src:)li. 

(3)  Interinstltution31 joint reviews. 
Tlie erantcr or coi i t i~~ct i ix  oI;::.iz%tion 
map wish t o  dCvel<~p an n[:iccrnc:rt w t h  
coopcrat!n: orga11ti.nlIons (0 pros iGe for 
a review corr.ni1ttc.e \r.ith rcp;i .ciiC:!Ir.rz 
from c ~ ~ p c : ~ i t i ~ g  orv,al1lzati::ls. Rmsrc- 
scntrtlr-es uf co01~;,3ting ol;-nnizctiaiis 
mny be fp1w;inted 6 7  ad hoc members Df 
tIw frantec or contrzcttng orpan1zal:on's 
existhag revltv coinmlttee or, if coo;xm- 
Uon Is on B frequcnt or co:itiuuiiig h s l s  
ps betneen 8 medicnl school and n PrOllP 
02 afllllated hospitah. L?erm.uXnt np- 
point.mcnts may be made. Undcr some 
clrcumstances component subrormnit- 
tea4 may be cstabIisIltd wltlih coovernt- 
hc oraanizntioris. All such c m x m t I W  
rrrnngcnients must be nccerdrd hy 
DHEW as part of R. general sJsurnnce. or 
.s an ruiiendrnent t o n  r.encrnl85suranc.e. 
or In unusual situations as n sprclal 
wurancc .  

(b) Oroanirations wifli spcrlnl O J S U T -  
uticcs. W'hiIc reslmnsibillty for initial and 
conllnulng rciifw ~iccesr.orilg lies a t th  
thc orpuitzrtfon as dcfincd I n  E 4C.2, 
DHEW rill also mrrlre acceptable RS- 
s~irnnrcs from thosc coopcratu;g instltu- 
tions haring lmmrdlale resuonslbllity 

(2) Coopcrating orCnnieaLlon with no . 

for JubJerls. 
( 1 )  XI the cooi>rrntlnp orwniaation 

has on file with DXEW R n  accepted gcn- 
cral &skurniice, the grRnlcc or coiitr:icior 
shn11 rcqucst tire coolien tliif. or,w.ni:a- 
tioii to condUct its o m  lndeirrdcnl re- 
vIetv of those ~dpects  of the project or 
actlvltp nliich nil1 involvr hurnan s ib-  
jccts for which lt h w  lmmedink respon- 
stblltLy. Such 1). rcqurst dial1 be lq m t -  
jng s h a d  pmvlds for dlrcrt nntifi- 
catlon of the grnnke's or contractor's 
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istrrtive wttio;it; i n  tile o:'gr.:~iza ti:iii, 
notincntlon of com!nitlec at:tic!rs sh.8 .lid 
be dcnt through thcsc rhwtcls. GS xb- 
lishmcnt of rnccbflnlcms for consultztlon 
and appenl by iiivestiW.ox and cubjxls 
mb.p be nn tmportniit conditlm of uc- 
ccptmcr of an asut.:ncv by DH21Y. 

46.20 0r:;mirntiurl'. rcroril-. 
(a) Copk!. of nll dOc\i?nrntq presented 

or rcquired tor 1;etizl :md con?luukig rc- 
vlra  by lhc oi.g;iziz.ttion's rcricw com- 
mittee and rnliiutcs, trxnsmitralr; 011 ac- 
Lions. Instruc,;i3nc. ant! toriCi!i>ni result- 
lng from r w c w  comrr::t*x Ccliberationz 
addressed to the nc.tlvi:y director rre t0 
be made part of the offtcinl organi3n- 
tlonal files for thc supported aetlvltp. 

(b) Records of subjects' coiisctil sk:I 
be retained by t l x  or&nLatlon or or- 
gpnientioual compor.ent In eccordancc 
wlth its established prnctlrc. or, 11 no 
prr.Uee has h e n  establlshcd, In profcct 
Juas. 

(e) Acccptmce of m y  DHEW grant or 
contract award fin11 constltutc thc con- 
Miit of thc i~rnntec or cmtractlng or- 
gmlmtion to lnrpcctioa and audlt of 
records rcqulred under this part by aP- 
thodxed reprcrciitativer of thc Seeretnrg. 

(d) AU documcnk and other rccords 
rcQuircd under thic part must Ix retalncd 
by tho grantee or contracting organiza- 
tion for R mfnimum of three years fob 
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