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W A S H I N G T O N .  D C .  20101 

R E F E R  1 0 

February  8 ,  1966 

TO : The Heads of I n s t i t u t i o n s  Conduct ing  Research w i t h  
P u b l i c  H e a l t h  S e r v i c e  G r a n t s  

PROM : Surgeon G e n e r a l ,  P u b l i c  Hea l th  S e r v i c e  

SUBJECT: C l i n i c a l  r e s e a r c h  and i n v e s t i g a t i o n  invo lv ing  human be ings  

Expanding P u b l i c  H e a l t h  S e r v i c e  s u p p o r t  of c l i n i c a l  r e s e a r c h  and i n v e s t i -  
g a t i o n  i n v o l v i n g  human b e i n g s  emphas izes  t h e  need f o r  more f o r n a l  a t t e n t i o n  
t o  t h e  c r i t i c a l  i s s u e s  r a i s e d  by such  r e s e a r c h .  

I n  December 1965 t h e  N a t i o n a l  Advisory  H e a l t h  Counc i l ,  a f t e r  s tudy  of 
t h e s e  c r i t i c a l  i s s u e s ,  made c e r t a i n  recommendations t o  me which I have  
now fo rmula t ed  as t h e  f o l l o w i n g  P u b l i c  H e a l t h  S e r v i c e  g r a n t  p o l i c y :  

No new, r enewa l ,  o r  c o n t i n u a t i o n  r e s e a r c h  o r  r e s e a r c h  t r a i n i n g  
g r a n t  i n  s u p p o r t  of c l i n i c a l  r e s e a r c h  and i n v e s t i g a t i o n  i n v o l v i n g  
human b e i n g s  s h a l l  be  awarded by  t h e  P u b l i c  Hea l th  S e r v i c e  u n l e s s  
t h e  g r a n t e e  h a s  i n d i c a t e d  i n  t h e  a p p l i c a t i o n  t h e  manner i n  which 
t h e  g r a n t e e  i n s t i t u t i o n  w i l l  p r o v i d e  p r i o r  rev iew of t h e  judgment 
of t h e  p r i n c i p a l  i n v e s t i g a t o r  o r  program d i r e c t o r  by a commit tee  
of h i s  I n s t i t u t i o n a l  a s s o c i a t e s .  T h i s  rev iew should  a s s u r e  an 
independen t  d e t e r m i n a t i o n :  (1) of t h e  r i g h t s  and w e l f a r e  of t h e  
i n d i v i d u a l  o r  i n d i v i d u a l s  i n v o l v e d ,  ( 2 )  of t h e  a p p r o p r i a t e n e s s  of 
t h e  methods used t o  s e c u r e  informed c o n s e n t ,  and ( 3 )  of t h e  r i s k s  
and p o t e n t i a l  medica l  b e n e f i t s  of  t h e  i n v e s t i g a t i o n .  A d e s c r i p t i o n  
of t h e  c o r n i t t e e  of t h e  a s s o c i a t e s  who w i l l  p rov ide  t h e  r e v i e v  
s h a l l  be  i c c l u d e d  i n  t h e  a p p l i c a t i o n .  

E f f e c t i v e  immedia t e ly ,  t h i s  p o l i c y  w i l l  be  inc luded  i n  a l l  f u t u r e  s t a t e -  
ments  of p u b l i c  H e a l t h  S e r v i c e  r e s e a r c h  and r e s e a r c h  t r a i n i n g  g r a n t  p o l i c y .  
The wisdom and sound p r o f e s s i o n a l  judgment of you and your  s t a f f  w i l l  
de t e rmine  what  c o n s t i t u t e s  t h e  r i g h t s  and w e l f a r e  of human s u b j e c t s  i n  
r e s e a r c h ,  what c o n s t i t u t e s  informed c o n s e n t ,  and what c o n s t i t u t e s  t h e  
r i s k s  and p o t e n t i a l  m_e,dica? t a n e f i t s  of a p a r t i c u l a r  i n v e s t i g a t i o n .  
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I v i s h  t o  d e f i n e  more e x p l i c i t l y ,  however,  v h a t  i s  meant by a committee 
of h i s  - i n s t i t u t i o n a l  ~ . s s o c i a t e s  t o  a s s u r e  an  independent  d e t e r m i n a t i o n  
because  t h e  p o l i c y  r e q u i r e s  t h a t  t h e  a p p l i c a t i o n  i n c l u d e  a d e s c r i p t i o n  
of thc a s s o c i a t e s  v h o  vi11 p r o v i d e  t h e  reviev. T h e ' c m i t t e e  would need 
to b e  made up of s t a f f  o f ,  o r  c o n s u l t a n t s  t o ,  your  i n s t i t u t i o n  who are a t  
the same time a c q u a i n t e d  w i t h  t h e  i n v e s t i g a t o r  under  r e v i e v ,  f r e e  t o  assess 
h i s  judgment w i t h o u t  p l a c i n g  i n  j e o p a r d y  t h e i r  own g o a l s ,  and s u f f i c i e n t l y  
ma tu re  and compe ten t  t o  make t h e  n e c e s s a r y  a s ses smen t .  It  is i m p o r t a n t .  
t h a t  s o w  of t h e  meslbers bc d r a v n  from d i f f e r e n t  d i s c i p l i n e s  o r  i n t e r e s t s  
t h a t  d o  not o v e r l a p  t h o s e  of t h e  i n v e s t i g a t o r  unde r  review.  

The p o l i c y  d o e s  n o t  a s k  f o r  t h e  names of t h e  members of t h e  commit tee .  
I t  does  a s k  f o r  a d e s c r i p t i o n  of i t s  c o m p o s i t i o n ;  e . g . ,  t h e  number of 
members and t h e  p r o f e s s i o n a l  o r  p u b l i c  i n t e r e s t s  t hey  r e f l e c t .  

I have d i r e c t e d  a l l  my s t a f f  vho a d m i n i s t e r  t h e  i n i t i a l  r ev iew of  a p p l i -  
c a t i o n s  f o r  g r a n t s  for c l i n i c a l  r e s e a r c h  and i n v e s t i g a t i o n  i n v o l v i n g  
human b e i n g s  - -  r e g a r d l e e s  of whe the r  t h e s e  a p p l i c a t i o n s  are  f o r  new, 
s u p p l m e n t a l ,  r e n e v h l ,  o r  c o n t i n u a t i o n  s u p p o r t  - -  t o  a s c e r t a i n  t h a t  each 
a p p l i c a t i o n  i n c l u d e s  t h e  i n f o r m a t i o n  r e q u i r e d  by t h i s  p o l i c y  and t o  ob- 
t a i n  t h i s  W o r m a t i o n ,  when necessary, Fn a document 3igned by b 3 t h  
t h e  p r i n c i p a l  m e s t i g a t o r  o r  program d k e c t o r  and t h e  o f f i c i a l  f3i- t h s  
i n s t i t u t i o n .  

I knou t h a t  you a r e  as d e e p l y  conce rned  v i t h  t h i s  i s s u e  as a re  any of 
us i n  t h e  P u b l i c  H e a l t h  S e r v i c e .  I u r g e n t l y  r e q u e s t  t h a t  you g i v e  my 
s t a f f  your  c o o p e r a t i o n  i n  making t h i s  p o l i c y  an  e f f e c t i v e  i n s t r u m e n t  f o r  
t h e  good of t h e  p u b l i c  and s c i e n c e .  

- -  .- 

william H .  S t e w a r t ,  M . D .  



i c  r cso lvec l  t t ia t  Lt:c h':i:ioiial Adv i so ry  t lea l t t i  Cuuiicil  
b c l i c v c s  t h a ~  P u b l i c  H c a i c I i  ScrvLcc  s u p p u r i  o f  c 1 ~ i i i c ; l l  r c s c a r c l i  
and  i u v c s i i g a t i o n  i n v o l v i l i g  IiuiiiaLi bcirLgs s h o u l d  be pr lJvidcd o i i l y  
i t  rlic. judginenr o l  t h e  i n v e s t i g a t o r  i s  subject L O  p r i u r  r e v i e w  
b y  h i s  i n s t i t u t i o n a l  a s s o c i i i t e s  t u  a s s u r e  a n  i i idcpcndeiit  d e t c r -  
nii i iacion of L I I C !  p r o L e c t i o n  o f  t h e  r i g h t s  a d  w e l f a r e  ol. t h c  
i i idivit :u.i l  o r  i n d i v i d u a l s  i i ivo lved ,  o f  Ltie a p p r o p r i a c c n e s s  cf 
c t i c .  i iwtl iods u sed  to s c c u r e  informed c o n s e n t ,  and o f  t h e  risks 
. ind p ' t c n t i n l  riiedicat b c u c i i t s  of t h e  i n v c s t i g a t i c n .  

STA'LEMEhT O F  P O L I C Y :  

No i i e w ,  r c n e u a l ,  o r  c a n t  inuac iur i  rcscarc l i  o r  r e s e a r c h  t ra i i i i ! ig  g r a n t  i n  
s u p p o r t  o l  c l i i i i c a l  r e s e a r c h  and  i n v e s t i g a t i o n  i n v o l v i n g  human b e i n g s  
s l ia l  1 l)c awarded by t h e  P u b l i c  I l r a l t h  Scr tvicc un le s s  t h e  gra!iLee h a s  
i n d i c a t e d  i n  che a p p l i c a t i o n  t l i e  msnncr i n  which  Lhc grar i tcc  i n s t i t u c i o n  
vi11 p r o v i d e  p r i o r  r ev iew of t h e  judgment o f  t h e  p r i n c i p a l  i i i v c s c i g a t o r  
o r  program d i r c c r o r  b y  a c o m i t t c e  o f  h i s  i n s t i t u t i o n a l  D S S O C L ~ L C S .  T h i s  
r ev iew st iould a s s u r e  a n  independen t  d c t c r m i n a t i o i i :  ( 1 )  o f  che  r i g h t s  and  
ve l  f a r e  o f  i tie i n d i v i d u a l  o r  i n d i v i d u a l s  i l ivo lvcd ,  ( 2 )  o t   he a p p r o p r i a t c -  

. ness o f  tlic nic'ctiods u s e d  t o  s c c u ~ e  in formed c o n s e n t ,  and ( 3 )  o f  t h e  r i s k s .  
and p o t e n t i ~ l  m e d i c a l  beneiirs o f  [tie i n v e s t i g a t i o n .  A d c s < r i ; t i o n  u €  
t h e  conrmirtce o f  a s s o c i a t e s  who w i l l  p r o v i d e  t h c  rev iew s h a l l  b e  i n c l u d c d  
i n  c h c  a p p l i c a c i o n .  
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I'KOCEUUR E: 

0RICLEWTLt ;C  O F P l C E :  'L'lic Surgeon ( ; c n e r J L ,  Pub1 L c  I l r a l i : l  S t  L V L C ~  

APPROVED B Y :  GranLs P o l i c y  Of t ' i cc r ,  OSG 

.Awadm.Q 0- 
~ a t c :  / S / 6 l o  

Index: C L i n i c a l  I n v e s t i g a c i o n s  
Human Sub j c c t s :  C l i n i c a l  I n v e s t  i g a c  io::s 



TO 

FRCW 

DEPARTMENT OF HEALTH, EDUCATION. AND WELFARE 
PUBLIC H E A L T H  SERVICE 

9oQ) ROCKVILLL P l K L  

BLTHESDA. MO. m l 4  J u l y  1 ,  1966 

: Heads of I n s t i t u t i o n s  R e c e i v i n g  h b l i c  H e a l t h  S e r v i c e  G r a n t s  

: Surgeon G e n e r a l ,  P u b l i c  H e a l t h  S e r v i c e  

SUBTECI: Revised  p r o c e d u r e  on c l i n i c a l  r e s e a r c h  and i n v e s t i g a t i o n  
i n v o l v i n g  human s u b j e c t s  

On F e b r u a r y  8,  1966, I i s s u e d  a p o l i c y  s t a t e m e n t  r e l a t i n g  t o  i n v e r t i g a t i o r u  
i n v o l v i n g  human b e i n g s ,  i n c l u d i n g  c l i n i c a l  r e s e a r c h ,  p o i n t i n g  o u t  the need 
f o r  group r e v i e v  t o  p r o t e c t  t h e  rights and v e l f a r e  of t h e  hunun s u b j e c t s  
involved .  n e  o r i g i n a l  p o l i c y  i n v o l v e d  o n l y  t h o  s u p p o r t  of r e s e a r c h  and 
r e s e a r c h  t r a i n i n g .  The a p p l i c a t i o n  of t h i s  p o l i c y  has burn  cx tonded  t o  
a l l  grants and awards ~f t h s  P u b l i c  H e a l t h  S e r v i c e  i n  t h e  r u p p o r t  of re- 
s e a r c h ,  t r a i n i n g ,  o r  d e m o n s t r a t i o n  p r o j e c t s ,  i n c l u d i n g  t h e  p r o j e c t s  aup- 
p o r t e d  t h r o u g h  g e n e r a l  r e s e a r c h  s u p p o r t  d t h o s e  of f e l l w s  and t r a i n e e s .  
The p o l i c y  i s  n o t  a p p l i c a b l e  t o  g r a n t s  i n  s u p p o r t  of c o n a t r u t t i o n ,  a l tera-  
t i o n s ,  r e n o v a t i o n s ,  o r  r e s e a r c h  r e s o u r c e s  -- i t  is o b v i o u s l y  a p p l i c a b l e  to 
t h e  P u b l i c  H e a l t h  S e r v i c e  p r o j e c t s  u e f n g  t h e e  f a c i l i t i e s  end r e i o u r c e s .  

Xxperience ga ined  i n  ad rn fn f s t e r ing  t h i s  p o l i c y  has l ed  t o  r e v i s i o n  and 
s i m p l i f i c a t i o n  of p r o c e d u r e .  The m a j o r  p r o c e d u r a l  r e v i s i o n  is m e  f o r  
making agreements  b e t v e e n  each  g r a n t e e  i n e t i t u t i o n  m d  t h e  Public Health 
S e r v i c e  which w i l l  o b v i a t e  t h e  n e c e s s i t y  f o r  p r o v i d i n g  d e t a i l e d  a s s u r a n c e  
v i t h  each  a p p l i c a t i o n .  At tached  t o  t h i s  memorandum is a s t a t e r m n t  of re -  
v i s e d  p o l i c y  and p r o c e d u r e  ( P o l i c y  cnd Procedure  Order 129) which hpn been  
i s s u e d  a t  my i n s t r u c r i o n .  

The P u b l i c  H e a l t h  S e r v i c e  will c o n t i n u e  i t s  s t u d y  of t he  issues of  i n v e s t i -  
g a t i o n s  i n v o l v i n g  hrnvln o u b j e c t e .  As e s p e r i e n c e  shove t h e  need f o r  r e v i s e d  
o r  augmented p o l i c y  o r  p r o c e d u t c n ,  t h e s e  vi11 be developed.  I a b 1 1  be 
p l e a s e d  t o  r e c e i v e  s u g g e s t i o n s  and info- t ion  from officials and i n v t s t i -  
g a t o r s  of grantee i c i s t i t u t i o n s  t o  ass is t  t h e  S e r v i c e  i n  t h e  conduct  of i t s  
s t u d y  . 
I t r u s t  t h a t  t h e s e  r e v i s i o n s ,  r e f l e c t i v e  of t h e  a d v i c e  I have r e c e i v e d  
from many of you, v i 1 1  f a c i l i t a t e  your  d i s c h a r g e  of t h i e  i m p o r t a n t  o b l i g a -  
t i o n .  

At tachment 



PPO v 1 2 9 ,  Revised 
POL I CY 

'U. S .  Public Health Service 
Division of Research Grants I Bethesda, Maryland 20014 

SUBJECT : Investigations Involving Human Subjects, including 
Clinical Research: Requiremento for Reviev to Insure 
the Rights and Welfare of Individuals 

APPLICABILITY : All Public Health Service Grants and Awards 

EFFECTIVE DATE: Inmediately 

SUOERSEDES : PPO 8129,  February 8, 1966 
PPO 8129 Supplement, April 7 ,  1 9 6 6  

I. BACKGROUND : 

Culminating several years of study by various Public Health Service staff 
and advisory groups, the National Advisory Health Council passed the 
following resolution on December 3 ,  1965: 

"Be it resolved that the National Advisory Health Council 
believes that Public Health Service support of clinical 
research and investigation involving human beings should 
be provided only if the judgment of the investigator is 
subject to prior review by his institutional associates t o  
assure an independent determination of the protection of 
the rights and welfare of the individual or individuals 
involved, of the appropriateness of the sethods used t o  
secure informed consent, and of the risks and potentia! 
medical benefits of the inveatlgation." 

The Surgeon General accepted the resolution of the Nacional Advieory Health 
Council and promulgated the folloving policy ntatement on February 8, 1966: 

"No nev, reneva1, or continuation rerearch or research 
training grant in support of clinical research and 
investigation involving human beings shall be avarded 
by the Public Health Service unless the grantee has 
indicated i n  the application the manner in vhich the 
grantee institution vi11 provide prior review of the 
judgment of the principal investigator o r  program 
director by a carrmittee of his institutional associates. 
This review should assure an indcpendent determination: 
(1) of the rights and welfare of the individual or 
individuals involved, ( 2 )  of the appropriateness of the 
methods used to secure informed consent, and (3) of the 
risks and potential medical benefits of :he investigation. 
A description of  the committee of the associates uho ut11 
provide the review shall be included in the application." 



111. REVISED POLICY: 

By decision of the Surgeon Ceneral, the application of this policy has 
been extended to all grants and awards of the Public ifzalth Service in 
the support of research, training, or demonstration projects, including 
the projects supported through general research support and those of 
fellms and trainees. The policy is not applicable to grants in support 
of construction, clterattons, renovations, or research resources -- it 
i m  obviously applicable to the PHS projects using these facilities and 
resources. 

This policy will be incictded in a l l  pertinent grant progran policy and 
instruction statements, and will be among the conditions OF award agreed 
upon by grantee institutions and the Public Health Service. The policy 
applies to all investigations involving hurnan subjects, including clini- 
cal reoearch. 

Safeguarding the rights and welfare of human subjects involved 
in research support by PHS grants is the responRtbility of the 
institution to which the grant is awarded. The institution 
m a t  assure the Public Health Service that in the case of in- 
vestigations and activities supported directly by the PHS, it 
will provide group review and decision, maintain surveillance, 
and provide advice for investigators on safeguarding the rights 
and welfare of human subjects. The institution also has the 
responsibility to provide whatever professional attention or 
facilities may be required for the safety and well-being Jf 
human subjects. The institution shall be responsible for 

and advice; however, the PHS requires that, prior to inception 
of each course of iuvestigation, objective decisions be made on 
the three points cited in the Surgeon General's policy statement 
(above) by an appropriate caxxnittee of associates of the in- 
vestigator having no vested interest in the specific project 
involved. The grantee institution may utilize staff, con- 
sultants, or both to carry out the reviev. Any group responsi- 
ble for reviev should posses's not only specific scientific com- 
petence to comprehend the scientific content of the investiga- 
tions reviewed, but also other competencies pertinent to the 
judgments that need to be nade. 

5 

I developing the administrative mechanism fer reviev, surveillance, 

The grantee is required to make and keep written records of the 
group revievs and decisions on the use of human subjects and 
to obtain and keep documentary evidence of informed consent 
relating to investigations carried o u t  with the aselstance of 
pifs financial s'opport. 
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B. TiminR of Review 

WhLle t h i s  p o l i c y  r e q u i r e s  t h a t  rev iew bc conducted p r i o r  t o  
t h e  u s e  o f  human b e i n g s  as  SUbJeCtS, t h e r e  a r e  advantages  t o  
b o t h  t h e  FHS and  t h e  g r a n t e e  i n  hav ing  t h e  rev iew conducted  
p r i o r  t o  a p p l i c a t i o n  f o r  PHS s u p p o r t .  The PHS encourages  t h e  
i n s t i t u t i o n  5 0  do so, i f  t h e  r e v i e v  can  be accomplished w i t h -  
o u t  c a u s i n g  un reasonab le  d e l a y  i n  t h e  a p p l i c a t i o n  p r o c e s s  and 
i f  t h e  a p p l i c a t i o n  i s  o f  t h e  t y p e  t h a t  normally c o n t a i n s  a 
r ev iewab le  s c i e n t i f i c  p r o t o c o l .  

I V .  PROCEDURAL REVISIONS -- ASSURANCES OF APPLlCAmS AND GRANTEES: 

Upon i s s u a n c e  o f  t h i s  p o l i c y  s t a t e m e n t ,  t h e  PHS w i l l  r e q u i r e  r.; . e s s a r y  
a s s u r a n c e s  from t h e  g r a n t e e  i n s t i t u t i o n s  which sponsor  i n v e s t i g a t i o n s  
i n v o l v i n g  human s u b j e c t s ,  i n c l u d i n g  c l i n i c a l  r e s e a r c h .  These  a s s u r a n c e s  
vi11 cove r  b o t h  t h e  g e n e r a l  p r i n c i p l e s  o f  s a f e g u a r d i n g  human r i g h t s  nr.d 
w e l f a r e  i n  t h e  conduc t  of r e s e a r c h  and t h e  s p e c i f i c  p o i n t s  of  t h e  burgeon 
G u n e r a l ' s  p o l i c y .  The a s s u r a n c e  s h o u l d  p rov ide  e x p l i c i t  i n f o r m a t i o n  on 
t n e  p o l i c y  and p rocedure  i t  employs for  rev iew and d e c i s i o n  on  t h e  pro-  
p r i e t y  o f  p l a n s  o f  r e s e a r c h  i n v o l v i n g  human s u b j e c t s .  The d e s c r i p t i o n s  
will i n c l u d e  t h e  competenc ies  r e p r e s e n t e d  i n  t h e  commit tees  o f  a s s o c i a t e s  
u t i l i z e d  f o r  r e v i e v ,  t h e  s o u r c e s  o f  c o n s u l t a n t s  ( i f  u s e d ) ,  t h e  adminis -  
t r a t i v e  mechanisms by  which s u r v e i l l a n c e  i s  provided  f o r  p r o j e c t s  i nvo lv -  
i n g  human s u b j e c t s  -- p a r t i c u l a r l y  t o  d e a l  w i t h  changes i n  p r o t o c o l  or 
emergent  problems o f  i n v e s t i g a t i o n s ,  t h e  mear;s of  gu idance  and a d v i c e  
p rov ided  f o r  i n v e s t i g a t o r s ,  and t h e  manner i n  v h i c h  t h e  i n s t i t u t i o n  w i l l  
a s s u r e  i t s e l f  t h a t  t h e  a d v i c e  o f  t h e  commit tee  o f  a s s o c i a t e s  w i l l  be  
f o l l o v e d .  Copies  o f  documents o f  i n s t i t u t i o n a l  p o l i c i e s  on t h e s e  i s s u e s  
shou ld  b e  a t t a c h e d  t o  t h e  memorandum oi assu rance .  An example o f  an  
a c c e p t a b l e  a s s u r a n c e  i s  a t t a c h e d .  

A s s u r a w e s  c a n  b e  p rov ided  which a p p l y  o n l y  t o  i n d i v i d u a l  major coin- 
ponen t s  c f  u n i v e r s i t i e s  o r  o t h e r  l a r g e  i n s t i t u t i o n s  i n  t hose  i n s t a n c e s  
where a s s u r a ~ . c e s  c o v e r i n g  t h e  t o t a l  i n s t i t u t i o n  a r e  i m p r a c t i c a b l e  o r  
i nadv  i s ab 1 e. 

Each a s s u r a n c e  and i t s  a t t a c h m e n t s  s h a l l  b e  t r a n s m i t t e d  t o  t h e  P u b l i c  
H e a l t h  S e r v i c e ,  i n  c a r e  o f  t h e  C h i e f ,  D i v i s i o n  of  Research  Gran t s .  When 
t h e  P u b l i c  Hea l th  S e r v i c e  has  rev iewed and accep ted  t h e  a s s u r a n c e ,  t h c  
C h i e f ,  D i v i a i o n  of Research  G r a n t s ,  s h a l l  so  n o t i f y  b o t h  t h e  r e s p o n s i b l e  
o f f i c i a l  o f  t h e  g r a n t e e  i n s t i t u t i o n  invo lved  and a l l  P u b l i c  Hea l th  
S e r v i c e  e x t r a m u r a l  r e s e a r c h  program o f f i c e s .  

Each g r a n t e e  i n s t i t u t i o n  s h a l l  r e p o r t  c u r r e n t l y  a n y  c h a ~ l ~ c s  i n  its 
p o l i c i e s ,  i t s  p r o c e d u r e s ,  or t h e  competenc ies  r e p r e s c n t c d  , ) I )  i ~ s  c a r ~ ~ i L t C I .  
of  a s s o c i a t e s .  
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For  each  a p p l i c a t i o n  t h a t  inc1uder  o r  i r  l i k e l y  t o  i n c l u d e  i n v e s t i g a t i o n s  
i n v o l v i n g  human r u b j e c t r ,  i n c l u d i n g  c l i n i c a l  r e r e a r c h ,  t h e  a p p l i c a n t  in- 
r t i t v t i o n  r h o u l d  make r e f e r e n c e  t o  t h e  c e r t i f i c a t i o n  a1 f o l l a r s :  

"The inV6?8tigntiCm8 encornpasred by t h i s  a p p l i c a t i o n  have 
been o r  w i l l  be approved by t h e  c o s n i t t e e  of a r o o c i a t e s  
of t h e  i n v e r t i g a t o r ( r )  in a c c o r d a n c e  w i t h  t h i a  i n o t i t u -  
t i o n ' r  a r r u r a n c e  on c l i n i c a l  r e s e a r c h  d a t e d  I t  

U n t i l  an i n s t i t u t i o n - v i d e  a r s u r a n c e  h a s  been  ac:epted by t h e  XS, t h e  i n -  
r t i t u t i o n  c a n  f u l f i l l  r e q u i r e m e n t r  of t h i r  p o l i c y  f o r  i n d i v i d u a l  s t u d i e s  
by 8UbUiittiUg a n  a r r u r a n c e  w i t h  each  a p p l i c a t i o n  f o r  PHS f i n a n c i a l  a u p p o r t  
r t a t i n g  t h a t  p r i o r  t o  i n c e p t i o n  of i n v e r t i g a t l o n r ,  t h e  r e q u i r e m e n t s  of 
s e c t i o n  111. A. of t h i r  P o l i c y  and P r o c e d u r e  Order  v i l l  be f o l l o v e d .  The 
s t a t e m e n t  mus t  also d e s c r i b e  t h e  c o m p o s i t i o n  of t h e  group v h i c h  v i l l  con- 
d u c t  t h e  rev iew.  

# 

T h i r  i n t e r i m  p r o c e d u r e  vi11 be a c c e p t a b l e  u n t l 1 N w e m b e t  1, 1966. Afte: 
t h a t  d a t e  n o  new, r u p p l e n e n t a l ,  r e n e w a l ,  o r  c o n t i n u a t i o n  a p p l f . c a t l o n  f o r  
a P u b l i c  H e a l t h  S e r v i c e  g r a n t  o r  award t o  s u p p o r t  i n v e s t i g a t i o n s  i n v o l v i n g  
human r u b j e c t r  v i 1 1  be a c c e p t e d  f o r  r e v i e w  u n l e s s  t h e  PHS has  apprcwed an 
i n r t i r u t i o n - w i d e  a s s u r a n c e .  

N0thtr.b i n  t h e  i n s t i t u t i o n - w i d e  a s s u r a n c e  o r  i n  t h e  i n t e r i m  p o l i c y  p r o -  
c e d u r e  ured i n  some carer u n t i l  November 1, 1966,  should  i n h i b i r  PHS 
I t a f f ,  a d v i o o r y  g r o u p s ,  o r  c o n s u l t a n t s  (1) from i d e n t i f y i n g  concern  f o r  
t h e  w e l f a r e  of h u a  r u b j e c t r ,  and c a s m n i c a t i n g  t h i s  concern  t o  t h e  
g r a n t e e  i n r t i t u t i o n ,  o r  (2) f r w  recommending d i s a p p r o v a l  of t h e  a p p l i c a -  
t i u n  i f  t h e  g r a v i t y  oE t h e  hazard#  and risks so i n d i c a t c .  

In  t h e  c a r e  of award8 t o  U.S. c i t i z e n 6  r e c e i v i n g  f e l l o v s h i p s  f o r  t r a i n i n g  
a b r o a d ,  r p e c i a l  c o a d i t i o n r  o r  c i r c u m s t a n c e s  r e l a t i n g  t o  t h e  p l a c e  a t  which 
t h e  t r a i n i n g  ir b e i n g  provided  may upon occasion j u s t i f y  m o d i f i c a t i o n  of 
t h e r e  r c q u i r e w n t r .  Bequest8 from t h e  s p o n s o r  € o r  a p p r o v a l  of such  m o d i -  
f i c a t i o u r  =st be r c v i e v e d  by t h e  O f f i c e  of I n t c r n a t i m a l  R e s e a r c h ,  N I H ,  
and approved by t h e  mS bureau c h i e f  concarned .  
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