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(Ibis memorandum examines the review mechanisms for  research involving human 
scbjec ts  i n  the Army in the l igh t  of currently changing federal  policy. The 
ptesent adminht ra t ive  framework regulates Army teaching hospital  research. 
very closely but does not adequately review other ac t iv i t i e s .  
of r e l a t ive ly  simple changes a t  the Office of The Surgeon General level w i l l  
result i n  a more e f f i c i en t  and uniform system of Human Use Review i n  the Army2 

Adoption 
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.. 
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I PRESENT REVIEW. PROCESSES 

A. Medical Department Hospitals. 
Research involving human subjects i n  Army teaching hospi ta ls  is regulhted 

by a local  Cl inical  Investigation Conrmittee and a Human Use Cornittee accord- 
t o  the provisions of AR 40-38. 
comnittee is specified as follows in  that AR: 

The purpose and composition of each local 

Cl in ica l  Investigation Committee-I'To review a l l  c l i n i c a l  investigation 
proposals for  s c i e n t i f i c  aqequacy and t o  s e t  p r i o r i t i e s  for  support. 
This colrmittee w i l l  be composed of the Chief, Professional Service o r  
h i s  designated representative who w i l l  a c t  8s Chairman, and a t  l eas t  
six other medically qual i f ied individuals designated by the hospi ta l  
comander." 

i . .  
. .  Hukn Use Comnittee--"To zeviev. f o r  medical safety and s u i t a b i l i t y  . q 

, .  a l l  c l in ica l .  investigation 'protocols invalving the use of h e n  

Services, who will act as Chi-n, a Chaplain, a JAG of f i ce r  and 
. ' four other q-lified individuals dasignated by the C-nder of the 

hospital ,  who are not members. of the. Cl in ica l  Investigation Comittee." 

' 

' 

. _  I . . .  , qubjects. .fi'i~s comni t tee~wi l l  be cunposed of the Chief, Professional 
. .. 

. .  . .  . .  
.. .. . .  

. Hospitals which do not ha4 established 'local coinnittees (;.e. most non- . 
' . teaching hospitals)  must submit protocols d i r ec t ly  t o  .the Surgeon General 

after they have been approved by the local  hospi ta l  commander. 

and by the teaching hospi ta l  conmander, v i r t u a l l y  a l l  are submitted for  
T S G  approval pr ior  t o  the i n i t i a t i o n  of t he  study. AR 40-38 s t a t e s  in 
paragraph 4( g) ~ that : 

After' research proposals have been approved by both loca l  comnittees . ,  
. .* 

. .  

."Proposals i n  the following categories must be approved by The 
Surgeon General p r i o r  t o  i n i t i a t i o n  of investigation: 

(1) When funding requirements exceed $5,000. 
(2) whrn huPlan subjects are wad. 
(3) When invest igat ional  drugs are employed i n  humans, o r  a q  

. 
i %~ 
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Uia is made of Schedule I controlled substances. See AR 40-7. 
( 4 )  When radioisotopes a re  used. See AR 40-37. 
( 5 )  When a proposal is concerned with drug or alcohol abuse." 

( In  practice,  not a l ;  protocols involving human subjects  have re- 
ceived TSG approval .since some canni t tees  have interpreted the word 
"subjectIt, defined i n  paragraph 3c of AR 40-38 as 'Iany person who 
m y  be a t  r i s k  becausc! of par t ic ipat ion as an object of Cl inical  
investigation,Tt t o  mebn only those persons who a re  a t  a def in i te  
r i s k  of being physically harmed by the  study procedures. Thus, 
some local c a w i t t e e s  have t r i e d ,  t o  make the d is t inc t ion  between 
Itat risktf  and Itnot a t  risk" s tudies  so tha t  only the Itat risk" 

type study plans are sent  f o r  pr ior  TSG approval.) 

' 

by TSG are considered by a TSG Clin ica l  Investigation Comnittee(C1C) 
add Human Use Cooimittee(HUC). The composition of these bodies 
c losely para l le l s  t ha t  of thenlocal coamittees. The CIC is composed 
en t i r e ly  of MC o f f i ce r s  and the Human Use Comaittee includes a 
Chaplain, a JAG o f f i c e r  and several  other  ltnon-medicalat p e r s o n s i d h  b 
The decisions of these ccmnittees must be approved by TSC befoG\$,PA-* 

must consider it. 
t o  the CIC, A JAG o f f i c e r  sits as a non-voting member of the AIDRB 
as well a s  on the HUC but not on the  CIC. An OTSG Memorandum i n  press 
e n t i t l e d  Wuman Use Review Office" awknowledges the nearly ident ical  
expertise of the C I C  and AIDRB and states that proposals approved by 
the  AIDRB need not be considered by C I C  unless funding approval is 
needed 

process. 
t h ree  TSG camnittees, the local comnander and TSG. The collmittees a l l  
meet separately and generate separate 'sets of minutes. 'At  OTSC lml, . 
t h e  proccss 'requires TSG signature f o r  approval of the, same protocol 

. on two o r  t h q e  separate bcealsions. 

. b.' U8 Ad.p Medical Besearch and Development Carmund kborator i ra . '  ~ _ .  ~. . 

I n  contrast  t o  the  complex procedure f o r  Army hospital;, t he  present 
. ,  royiew process for  proposals from in-house laboratories is simple. 

Proposals arc reviewed by laboratory comnandera and by h i s  collmittee of 
sc ien t i f ic . rdvisors .  I n  accordance w i t h  AR.70-25, September 1974, 
proposals a r e  then submitted for  approval t o  TSG. 
receive thorough professional review, no formal h m n  Use Committee action 
1s. required. Protocols involving invest igat ional  drugs must also bc 
consldered by AIDRB. 

' 

Protocols Using human subjects which a r e  sent for  approval . 

f i n a l  approval is granted. l?-ffiW. 
I f  the proposal involves an investigational drug, the AIDRB 

The composition of the AIDRB is nearly ident ical  

Pinure 1 is a schematic of the teaching hospital  proposal review 
It includes approval by two local camnittees, as many as ~ 

. 

. . .  . . . .  
.~ ~~ ~ ~ ~ , ~ .  

Although the proposals 

- 
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C. V C  Contractors.and Grantees. 

A l l  contract  proposals are reviewed i n  d e t a i l  by the Contract Review 
Board i f  they involve the use of human subjects. The Board includes a JAG 
o f f i c e r  and medical professional people i n  addition t o  contracting of f icers  
and caapt ro l le r  representatives. The professional members, wi th  one exception, 
are on e i the r  the OTSG CIC,or the  AIDRB or  both. 
that contractors provide local i n s t i t u  

Welfare. Protocols involving invest igat ional  drugs must a l s o  be considered 
by the A'IDRB. 

D. 

The ComDand requires 
onal Human Use Review which generally 

f u l f i l l s  the requirements set fo r th  by 3% epartrnent of Health, Education and 

O t h e r  Department of The A m y  Research Involving Human Subjects. 

Other Army un i t s  a r e  required by AR 70-25 t o  submit protocols t o  TSG for  
review i f  they involve the use of human subjects. Usually, local conmittee 
review is unavailable and TSG review is performed as f o r  an in-house project. 

11 DHEW REGUIATIONS PERTAINWG TO THE REVIEW OF RESEARCH INVOLVING HUHAN 
SUBJECPS. 

A .  Regulations which have been adopted. . 
The new DHEW regulations, e f fec t ive  1 July 1974-are in T i t l e  46, Code 

of Federal Regulations, Sub t i t l e  A, Part  46 (Federal Register Vol 39, 18917). 
The review mechanism required by these regulations for  DHEW contractors and 
grantees consis ts  of a s ing le  loca l  i n s t i t u t iona l  human use review comittee. 
Contractors and grantees a r e  required t o  submit assurances of proper local 
review of a c t i v i t i e s  involving human subjects t o  DHEW in  order t o  receive 
funds. R i o r  DHEW review of f i n a l  plans or experiments is not required. A 
aystem f o r  DHEW yeview of detai led plans was proposed but rejected i n  the 
f i , m l  rulemaking because it was concluded th& the requirement was.nimpractkal 
and unrealist ic.n (Fed Reg 39, 18916)' 

. The r e q u i q d  charac te r i s t ics  of the local I n s t i t u t i o n a l  review comaittee . 
are aa follorsr: 

. .  . 

46.6 (b) ( l ) . n T h e  committee.must be camposeddof not 1cis . tban fin '. 
persons with Mrying backgrounds t o  asaure'complate and adsqutte. 
review of a c t i v i t i e s  comndnly conducted by the orginization. The 
Comaittee must be su f f i c i en t ly  qual i f ied through the maturity, 

. experience, and e rpe r t i s e ' o f  i t s  members and the divers i ty  of its 
membership t o  insure 
guording the  r igh ts  and welfare of humon subjects. 
possessing the professional competence necessary t o  review swcific 
ictivit ies,  the carmittee must be able t o  ascer ta in  t h e  accepta- 
b i l i t y  of proposals . 
regulotions, applicable law, standards of pnofessional c a # u c t  and 
pract ice  and ccmmmity a t t i t udes .  The cocnmittee must therefore in- 
clude p e m w  whose concerna are i n  there areas. 

' J '  ' 

. 
respec t  for  i t s  advice and counsel f o r s a f e -  

In addition t o  

in terms of organizational comnitments and 

3 . 
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(2)The committee members shall be ident i f ied t o  DHEW by names earned 
degrees, i f  any; posit ion o r  occupationj representative capacity; and 
by other per t inent  indications of experience such as board cer t i f ica t ion ,  
l icenses,  etc., suf f ic ien t  t o  describe each memberls chief anticipated 
contributions t o  the comnittee deliberations. Any e rn lopen t  or other 
re la t ionship  between each member and the organleatior sha l l  be ident i f ied,  
i .e. ful l - t ime employee, member of governing panel or  board,  paid 
consultant,  unpaid consultant. Changes i n  committee mcmbership sha l l  
be reported t o  DHBW i n  such form and a t  such times a6 the Secretary 
may r tquire .  
(3) No member of a cornnittee shall be involved i n  eit l ler  the i n i t i a l  
o r  continuing review of an a c t i v i t y  i n  which he has a confl ic t ing in- 
terest, except t o  provide Information requested by the carmlttee. 
(4) No cornnittee shall consist  en t i re ly  of persons who a r e  off icers ,  
employees, o r  agents, o f ,  o r  a r e  otherwise aclsociated with the or- 
ganiration, apar t  fran t h e i r  membership on the committee. 
(5) No committe,e sha l l  consis t  en t i re ly  of members of a single pro- 
fess ional  group. 
( 6 )  The quorum of the committee sha l l  be defined, but m y  i n  no 
event be l e s s  than a majority of the t o t a l  membership duly convened 
t o  carry out the carmitteels responsibi l i t ies  under the terms of the 
assurance. I t  

.. 

B. DHEW Rules Pertaining t o  Research Involving Minors, Fetuses, 
Abortuses, Prisoners and the Ins t i tu t iona l ized  Mentally Disabled. 
(Federal Register 39, 30648, August 23, 1974) 

. The proposed rules  deal with groups of subjects who are f e l t  t o  need 
s p e c h l  protection because of questions about t h e i r  a b i l i t y  t o  provide in- 
formed consent f o r  experimental procedures. 
v i t h  children as test subjects. 
the establishment of the National Commission f o r  the Protection of Human 
Subjects i n  Biomedical and Behavioral Research by Public I a w  93-348. 
Camiasion has the charter to: ' . . _  
' 

The proposed rules do not deal 
The statement of proposed policy awknowledges 

The 

' "(i) conduct a comprehensive investigation and study t o  ident i fy  t'b ' . 
basic e t h i u f  pr inciples  which should underlie the conduct of bio- 
medical and behavioral research involving human subjects, (ii) develop 
[Fri&iines which should bc follovcd'in such research t o  assure tht 
it is conducted in accordanct with smli principles,  and (Si%) make 
reccamandations. t o  the Secretary (.I) for  auch administrative act ion 
as may be appropriate t o  apply such.guidelines t o  biomedical and 

by the  Sectutary, and . ( I I )  concerning any other matter pertaining 
t o  the protection of h w n  subjects of biomedical and behavioral 
t e r u r ~ h . ~ I  

.. . .  , 
. ' 

. 
- I  

. behavioral research donducted o r  supported under programs administered . 

These proposed rules are intended t o  be part of a "continuing dialogue" 

- .- 

4 
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_ .  
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about what pelicy and administrative framework is needed t o  protect 
human subjects. It is l ike ly  that f i n a l  rule:! wi l l  follow guidelines 
recomPended by the Conmission a f t e r  %.itsrtwo year te.m is completed. 

established t o  review work involving these special gr-ups of subjects. 
The& are: 1) An Ethical Advisory Board t o  review a c t t v i t i e s  involving 
Fetuses, Abortuses, pregnant women and in v i t ro  ferti:.Lzation, 

activit ies inV0Viflg fetuses,  abortuses, pregnant women, i nv i t ro  f e r t i -  
l i za t ion ,  prisoners, and ins t i tu t iona l ized  mentally disabled people as 
subjects.  The sections describing these proposed cornnittees are included 
belat .  

The proposed rules would require two new colrmittsts t o  be 

and 2) local i n s t i t u t iona l  "consent committees" t o  supervise 

46.304 Ethical Advisory Board. 
n(a) A l l  applications o r  proposals f o r  the support of a c t i v i t i e s  
covered by t h i s  subpart s h a l l  be reviewed by an Ethical Advisory 
Board, established by the Secretary within the National Ins t i tu tes  
of Health, which shall advise the funding agency concerning the 
acceptabi l i ty  of such a c t i v i t i e s  from an e th i ca l  standpoint. 
(b) Members of the Board s h a l l  be so selected that the Board 
w i l l  be competent t o  deal with medical, legal, social, and 
e th i ca l  issues and shall include, for  example, research sc i en t i s t s ,  
physicians, lavers, and clergy and/or e th i c i s t s ,  as well as 
representatives of the general public. No Board member may be 
a regular full-time employee of the Federal Government. 

46.305 Establishment of a consent cormittee. 
"(a) Except am provided in paragraph (c) of t h i r  rection, no ac t iv i ty  
cowred by t h i s  subpart may be supported unless the avvlicant 
pfferor  h u  provided an assurance acceptable t o  the S e c r e t u y  that 
it rill estab1i.h a cement c d t t e e  (u prodded for  in the.8ppli- 
catioa or offer .nd approved by the Secretary) for euch such activity. 
to  oversee tba actual process by which individual conmanta r e w e d  . 
by t h i .  r u b p u t  8re secured. to pDnitor tho progress of the ac t iv i ty  
md interveao u aeceasuy, and t o  carry out such o t b r  dutfsr 8a the 
Socrotary (Irith tb. dr ico  of the Ethical Advi.oty aO.ed) u y  pro-' 
mcribe. Tla dut ier  of the coment cormittee may ilrludo: 

(1) P u t i c i v a t i o n  i n  the actual re lac t ion  v r ~ ~ e r e  d securing 
of con8entr to  asnure t h a t  a11 elements of a legal ly  e f fec t ive  
i n f o t r d  cowent, M outlined in Section 46.3, u e  s a t b f t e d .  
Depending on vh.t MY be prercribed in the application or o f f e r  . 

apprond by the Secretary, t h i r  might require 8pprwal  by the com- 
d t t o e  of individual p u t f c i p a t i o n  in the a c t i v i t y  or it might 
r i g l y  call for verification (a+, through sampling) that pro- 
cedures prercribed i n  the approved rpplication or o f f e r  8re being 
follarrd. 

5 
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I f f  CRITIQUE OF AIW AguNISTRArrvB FRMEWRK IDR REVIEWIN3 R E S U  
ON HtUAN SUBJFC'IS IN RELATIOWHIP TO PRESENT AM) FUTURE FH)ERAL FQLICY 

A. b c a l  Iructilaitional review. 

review comnittees. Recent changes and pmpoaed rules coctinue to make 
these oomnittees the backbone of the review process. 

and could readily be adapted to propaeed changes such as *he formation 
of "uoment comitteea.lt Ihe dual, independent comnittee s y a t e m  a t  the 
looel level exceeds DHEW requirements. 'he present Human use M t t a e a  
f a i l  to meet minimal requirements only i n  thet  they are usually o o ~ ~ p o s e d  
e n t h l y  of Amy personnel. Ihe new rules muld require that  the cop3pittees 
have aome members rho are not DA or DOD employees. 

UsUllRDc contractors generally have access to DNEll approved imt i -  
t u fhml  review comnittees. In , h u e  laboratories do not presently 
ham Huan b e  Cadnittaw. A USAlllRDc Regulation in preparation will  
eebblish the requirement for such d t t e e a  and wil l  also specify 
prodeduree for certification of contracbrb' committees i n  accordanne 
dth miEw policy. 

B. Surgeon Geaeral Revier of Reseeroh Involving Human Subjects;: 

AR 70-25, September 1974, added respomibility for prior review of 
mn-ho6pital activitiea involving human subjecte to B O ' S  previously held 
respomibility for haepital research. Fxcept for the proposed requirement 
for an Ebica l  Advisory Board a t  NIH to review a l imited numtm of protocols, 
CHEW is unlikely to require this sort of central control of the act ivi t ies  
which they fuxrl. 
to the Army aince it pmvides additional protection for human subjects 
.ad allos unifm standards to be applied to all Amy researuh. A potential 
dlavantage ia that  research progress my be Impeded by unnecessary 
~ a u r o u r a t i o  maohinerg. 

bef f ic len t  proce6s. AR 40-38 hm set up a dual d t t e e  system a t  OTSa 
lorn1 d a h  parallels the syatrnn for local review. There is no require- mt for suuh a -lex eyatem in  any present or,propwed faderal polipy. . 
Although separate deliberatiom by tha HUC and CIC are important to thd 
-dent mfarr proueaa at  tha haspital 1-1, thin ia una%omsarr . 
for rrriar a t  'Eso level. %e present m e m e n t  results i n  unavoidable 
del- M well a6 conCuion aS each 'I9G colmLittee reviers tbe s- pro- 
fooola dfhout  the benefit of guidanee m tbe othem. 
.. ' 
dminlatratiirely simple but ia llot optimal mime no properly wn&l- 
tutd Xum b e  coanittee ha6 the responsibility for poviding reaollmendatiom 
to 80. 

Ihe MEW sptem of review places heavy emphasis on k ~ a l  i X I S t i t U t i O M 1  

Ihe Amy teaching hospital CIC a d  HIM: adequately f i l l  this role 

lhis administrative arrangement is highly advantngous 

%a present olso syetem of reviar for haepib l  propo6dla is .n 

. 

lhe Orso review pmueas for oontract and iphowe propeals l a  . .  

, 

. .  . .. . 
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l h r e  is a med for a revised prooedure for reviewing r w e w h  in- 
voltirrg human subjeots by 1so. 'Ihe objectives of this revision should 
k: 

1 )  &omanisation of working -ittees reviewing hospital 
researob b provide thotJargh, eff ia ient  arrl how9 rapid 
eotion. 
2) Proviaion of the same type of review for a l l  ty- of 

research dth humanstin-house laboratories, hospital alinioal 
investigation programs and contractors. 
3) Provision of a mn-DXl Ethical Advisory Board t c r  provide 

Wependent review of the overall we of huma~ subjeota 
aM to provide speoifia recommendations on proposals iwolviag 
epeoial group of subjeota (e.g. prisollprs, fe twes)  as directed 
by =I. 

. -  

. .  

A. Combined Human Use Review Cadttee(CHURC). 

AB direoted by 1s0, the CHURC would review researoh proposals requiring 
'Esa approval under existing Army Regulations. !&e Cmuittee would possest 
tha experthe to Judge the soientific merit of protocole, including invest- 
igational drug pmtocols, and to determine their  acceptability i n  nm 

b oompoeed of the ocmbined membemhip of the AIDRB end C I C  in addition to 
five members b e n  on the bash  of their a b i l i w  to evaluate ethical and 
legal issues. A t  least  o m  lawyer and one olergyman should be on the comn- 
ittee. A t  least  ko of the members should not be employees of the Department 
of the Amy. 

under exiutizg AR's for  the pupose of oonducting businass rfiich does mt 
require approval by the full oontmittee. Meetings of the CHUFiC dl1 be 0011- 
duofed by a c3Mirman rfio dll be the Assistant Surgeon General for Rescaroh 
cmd Developwant or hia ddsignee. Ihe Chairman dll see that qumm re- 
puirclplente lor action by the CIC and/or AIDRB are met when the cambined 
W t t e e  meets. &mittee deoisions dll be reoorded to ahow that all 
moumw aotion for a recompandation to Is0 has been taken a t  the anma 
&ti=. &r e o ,  notion on .n investigationdl drug proboo1 might be 
raoorded m: a 'he h b i m d  Hmm Use Mer comdttao, meti= rn the 
*pJae, approved the propoeal..." Be cumnittee miaute dll be sub i t t ad  
to ZW for Appmval. Ihe Huaan Use Revier Offloe dll pr0cesa probcolr, 
for tba d t t e o  in aoomdame dth pertinent dinwtivas. 

of ourrent Is0 and national polioy on ethical research. The a J ttee d d  

Yhe AIDRB and CIC .auld maintain their  respective ooarittee structures 

' 

B. E t b i d I l d V i r ~ B O d .  

Muoh of tba wrk iklvw human eubjeota i n  the is ObviOuElg. 
eUaioil and nowontmvarsial. Far this large proportion of the Amy 
-ear& dth humam, review by internal TSG collpitteea is adequate aad 
in k e e p i ~  dth the highest standards of review e r e  i n  the rorld. 
A sgkin prtdon of tho work, howver, involve6 s u b ~ t a n t i ~ ~  ethiod roa/ar 
polltioalsooial imum. In order to provide oradible Mer of this e k ,  
it ia proposed that em indepedent ndxbory board be wtablbhod do- tb. 

of the p p m d  gW Ethiod Advisory Board. YMs group rould be 
8 
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earptre~a of well--  am^ r e c r p e o ~  people *ho are mt'erqmyees of' the 
Dsparfipent of Defeme or ita agencies. lhis group would be tasked to 
review speaifio t ea t  plans from time to time as requested by llso aad to 
eddse 1so about the operation of the Human Use Review System and about 
nw requ$remem of changing policy i n  this area. I t  is proposed that the 
htional Academy of Sciences be -ked to s e t  up and operata this cornnittee. 

0. hpaot of the Pmpo~ed Charges on OZSO aad UWQ?IS Functiom. 

1) Ihe mebership on the AIDRB end Clinical Investigation committees 
is q u h  similar. lhw, cambinig the two oollmittaea for  purpwes of 
r e v i e w  aotivities involving human subjects wi l l  not inorease the aim 
of the Cabined CaclrPittee excessively. V i s :  

lmammhb ' -  

,a) I W ; ~  or Designee, ctiairman 
-b) Mod Comult, Mr, XCO 

-B Surg Comult, Dir. HCO -d) Surg Comult, Mr. HCO 
-e) Mr M& Res, usAMw)(: 

-a) ASGW or' b i g n e e ,   heirm man 
-b) Med Comult, Mr, HCO 
-0)  C, Health and Env, Dir, IBCO 

-e) Dir Med &a, US- 

C, Health d Env, Mr, .HCO -1 
PI Mr swg Res, USAMRDC 
g) h b  Soi Consult, Mr. HCO 

f )  Pharmacy consultant, Dir. 8CO 

men the chairmen of the two camnittees are different (i.e. different 
designees), fhe total membemhip of the Combined Comnittee dll be four- 
taen(y) including the five members m e  expertise is in the area of 
ethical-legal issues . 
2) lhe present separate Tso &man &e CoPnnittee structure dll be 
absorbed into the Canbined Cmuittee. 
have a separate i d e n t i e  wide fmm the coobined gmup. llembere of 
the present cumittee might be eligible to eerve on the new group. 

3) lhe C a n b i d  M t t e e  dll a l l o w  efficient coordination betreen 
tho Direotmate of Healtb Care Operatiom and the USAURDC on a l l  pro- 
p a l a  eo that a ooordinated recoamendation can be made to EX. 'Ibis 
benefit w i l l  becarm mch m impmtant &ten the Direotorate of Health 

mat oampittae dll m longer 

Opepatiom m p a  to the Pe-n. . 

. 



9)  A schematio dtngram of the propeed review prooms is shan in 
-2. 

Captain, MC 
Chief. Humen Use Review Office 
Us A&y Medical Research and 
Developent Command 
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