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Your l e t t e r  of July 21, 1980, expressed concern with regard t o  the expo- 
sure of several O R N L  employees t o  12-0-tetrodecanoyl phorbol 13-acetate 
(TPA) .  We ful ly  share your concern with regard t o  th i s  matter and would 
l ike  t o  apprise you of the steps we have taken since the exposure. 

When th i s  matter f i r s t  came t o  our  attention i n  the Spring o f  1979, the 
Director of the Biology Division informally met with Dr. Slaga t o  establish 
the facts .  I t  was determined t h a t  exposure t o  TPA had occurred a f t e r  hours 
and away from the Laboratory and without prior Laboratory approval. 
Dr. Slaga was informed in the strongest possible terms that  th i s  was an 
unacceptable practice and  t h a t  i t s  occurrence away from the Laboratory did 
n o t  relieve him of his professional responsibility. Dr. Slaga was also 
informed again o f  ORNL policies with regard t o  human use experimental pro- 
cedures which require t h a t  any proposed research involving human subjects 
must be approved in advance by the Human Use Committee. 

We subsequently reviewed a l l  our policies and procedures regarding human use 
experiments t o  insure t h a t  they could be expected t o  reasonably prevent any 
such future occurrence. Following th i s  review, we emphasized t o  our senior 
research s taff  the importance o f  these procedures and their  individual 
responsibility t o  see that  a l l  investigators and s taff  under their  super- 
vision were ful ly  aware o f  the policy. 

Since receiving your l e t t e r ,  we have again reviewed the ORNL policies and 
procedures t o  see i f  they are adequate and have made some changes t o  broaden 
the policy. 
t h i s  detailed review, we are convinced t h a t  the ORNL practices and procedures 

A copy o f  the l a t e s t  ORNL policy i s  enclosed. As a result  of 
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concerning research i n v o l v i n g  human subjects can reasonably be expected t o  
prevent such occurrences i n  the future. 

We t rus t  th i s  information is ful ly  responsive t o  your request and t h a t  i t  
w i l l  be adequate for the Office f o r  Protection from Research Risks, N I H .  

Sincerely, 

Herman Postma 
Director 

HP: j n w  

Enclosure 

cc: A. S.  
R.  A .  
R. F.  
c .  c .  
C .  R .  
File 

Garrett 
Gri esemer 
Hi bbs 
Hopkins 
Richmond 

' RC 
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A .  ~cls ic  P r i n c i p l e s  (See Czf in i t i ons ,  Annex 1.) 

The C o n i i t t e i  on Hmzn Studies  f o r  Oak Ridge Associated U n i v e r s i t i c s  c.nd 
Oak Ridge Nat iona l  L a b r a t o r y  has  o f f i c i a l l y  adopted t h e  code  of et::I:s 
ado2ted by the World Xedical Association, kno:.in as t he  D e c l a r a t i o n  of 
Hels inki ,  It accepts as ampl i f i ca t ion  of t h i s  docuirent the statenenr 
of t h e  B r i t i s h  Medical Research Counci-1. The guid ing  p r i n c i p l e s  of 
ogera t ion  of this Comaittee are, however, those s e t  f o r t h  i n  d e t a i l  k y  
D 3 5 9  i n  Federal Register, March 13, 1975, Vol. 40, KO. 50, P a r t  11, 
Protection of Human Subjects, Technical Amenchents, pp. 11854-1185S, 
and by ERDA i n  an  AugQst 17, 1976 documznt t i t l e d  " P r o t e c t i o n  of H u r . ~ ? .  
Subjec ts  Proposed Regulations" (10 CFR Pa r t  705) as ammded in 10 C??., 
P a r t  745 (FR 41, NoveAsr 30, 1976, pp. 52434-52438). (See Annex I t c i ~  
2 and 3 . )  
fron t hose  i n  t h e  Federzl  Register, those  i n  t h e  Fede ra l  R e g i s t e r  s:?a*~ld 
b2 understood t o  be dominant and t o  be followed. 

Wherever t h e s e  gu ide l ines  appear t o  d i f f e r  s u b s t a n t i v e l y  

5. C o r n i t t e e  bIemSershi~ and S t r u c t u r e  

The Committee shall c o n s i s t  of persons of e i t h e r  sex and any race i.;!-t:? 
ITaryincJ backgrounds, t r z i n i n g  I vocat ion and community interests  wfir>, -,:bile 
cognizant  of t h e  research  goals and programs of t h e  two sponsor ing  
i n s t i t u t i o n s  (OFWL and OXW) , a r e  su fE ic i en t ly  q u a l i f i e d  t o  s a f e g u z r ?  the 
r i g h t s  and we l fa re  of human s u b j e c t s  and review t h e  re la t ive m s r i t  of 
hu;;ran s t u d i e s  i n  r e s p e c t  t o  any  risks invslved. 
conposed of a t  least two l a y  persons,  two research  s c i e n t i s t s  aEd t-.a 
c l i n i c i a n s .  Two of t h e  medical p ro fes s iona l s ,  howver ,  nust be fro3 
i n s t i t u t i o n s  o t h e r  than OmI, or  ORAU, t h e  i n s t i t u t i o n s  from which wF11 
enznate a p p l i c a t i o n s  for permission t o  conduct a p a r t i c u l a r  human stcT7y. 
Because of t h e  dua l  sgonsorship of t h i s  Corni t tee  , t h e  Medical Direczsr  
of the Health Divis ion,  ORNL; Di rec tor  of Biology DivisTon, ORiFL; a R ~  
t h e  Chairman of the 1,:edical and Health Sciences Div is ion  of OR4U shall bs 
nir;?Sers of t h e  Committee. The Directors of t h e  t w o  sponsor ing  i n s t i 5 K t i o r - s  
(OX4U and O W L )  s h a l l  des igna te  to t h s s e  d i v i s i o n a l  d i r e c t o r s  the  ress-33- 
s i h i l i t y  f o r  seeing t h a t  their respective staffs coinply with HEiI a d  
ER3A r e g u l a t i o n s  fo r  t h e  p ro tec t ion  of human s u b j e c t s -  
Sec re t a ry  OE the Corni t tee  s h a l l  ba e lec ted  a t  one (January) of tv;a 
annual meet ings of t h e  Coninittee. A person nominated for CoxLnitte? 
rei&ership by a m e n h r  of t h z  Cormittee or a sponsoring i n s t i t u t i o n  skil l  
b- made a m e m b e r  only with t h e  concurrence of  t h e  other Cormittee ne.r3?rs. 
Because of t h e  complexity o f  modern laws and r e g u l a t i o n s  p r o t e c t i n g  h . a s n  
x i y h t s ,  governing con t r ac tu ra l  obligations a n d  gu id ing  t h e  u s e  of g a v t r n -  
n e n t  funds and f a c i l i t i e s  f o r  r e sea rch ,  a t  least one n m n b e r  w i l l  ks 2 

lawyer cognizant  of t he  Federal Regulations - A lawyer c o n s u l t a n t  r.,7ill b? 

The Cornnittee v ; i l l  k? 

The Chaimaz t7.d 
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agreed upon and w i l l  be r ead i ly  ava i l ab le  t o  counsel t h e  C o n n i t t ~ ~  
if the Coninittee meirhership cioes not  include a l a w y e r  rn2nber. 
S i m i l a r l y ,  i f  t h e  m c m b ? r s h i p  dacs no t  contain a n i n i s t c r  o r  i? 
psychologist .  (or  p s y c h i a t r i s t )  , soiile parson wi th  a r e l a t e d  V O C ~ L L ~ O ? .  
who is  i n t e r e s t e d  i n  pro tec t ing  persons from enot iona l  and p s y c h a l o s i c  
trnuina m u s t  be a v a i l a b l e  t o  the  Coimittes f o r  consu l t a t ion  .on i n Z i \ - L c l s S l  
p r o j e c t s  whether o r  not  psychologic stress o r  risk i s  oSviously i n v D l v e d ,  
(See Annex 4 ,  5, and 6 . )  

C. Procedures f o r  Carrying ou t  I n i t i a l  and Continuing &view of App l i cz f ions  
and P r o j e c t s  

1. I n i t i a l  Heview 

All apglications f o r  support  of research,  t r a i n i n g ,  demonstrzt ion 
o r  gene ra l  research  support  p r o j e c t s ,  including those  of fello..rs 
and t r a i n e e s ,  which involve t h e  use of human s u b j e c t s ,  must ba ?re- 
sented  t o  and approved by t h e  Committee an Human S tud ie s ,  p r i o r  to 
submission f o r  funding, and with t h e  i d e n t i c a l  experimental  des159 
used f o r  g r a n t  subinission o r  ERDA "189" proposals.  
n a t u r e  o r  degree of r i s k  an t i c ipa t ed ,  t he  a p p l i c a t i o n  must be prsser1tc2 
i n  w r i t i n g  on t h e  proper form (Annex 7 ) .  The a p p l i c a t i o n  s h o - ~ l d  nat 
conta in  extraneous ma te r i a l ;  that .  is ,  t h e  i n v e s t i g a t o r  should pot 
s~3rnit a copy of a n  IND o r  ERDA-189 as a s u b s t i t u t e  for t h e  f o x  
s p e c i f i e d .  The appl icant  m u s t  be prepared to d i s c u s s  i n  person 
b t f o r e  t h e  Committee d e t a i l e d  information on t h e  fo l lowing  g a i n t s :  

Regardless  0 5  t h e  

a , .  The p o s s i b l e  r i s k  t o  t h e  r i g h t s  and welfare  of human s u b j e c t s ,  
i nc lud ing  t h e  r i g h t s  of pr ivacy,  freedom from harassment acfi 
c o n f i d e n t i a l i t y  of da t a .  A desc r ip t ion  of t h e  p r o v i s i o n s  msde 
t o  minimize these r i s k s  m u s t  a l s o  be presented.  

b. Methods used t o  acqui re  informed consent. 
is obta ined  and t h e  r i s k  described. Special  emphasis s h a l l  bs 
placed  on t h e  appropriateness  of a consent form to  the parti-  
c u l a r  s i t u a t i o n  inherent  i n  t h e  s tudy p lan  i n  question (Anne:.: 6). 

The form on which i t  

c. The r e l a t i v e  risks of t h e  p r o j e c t  a s  conpared t o  t h e  probable  
b e n e f i t s  t o  t h e  sub jec t s  and t o  soc ie ty .  For each a p p l i c a t i o n ,  
t h e  Committee w i l l  document whether or not p h y s i c a l  or ~)syckoio- 
g i c a l  r i s k s  are l i k e l y  t o  ensue as  a r e s u l t  of t h e  proposed 
re sea rch  study, and f u r t h e r ,  t h a t  such p o t e n t i a l  r i s k s  have bien 
evalua ted  i n  r e spec t  t o  t h e  sub jec t  and h i s  r i g h t s ,  needs an=? 
b e n e f i t s .  I n  add i t ion ,  informed consent documents must be s*h- 
rnit ted t o  and approved by t h e  Committee f o r  each study so t h s 2  
m e m b e r s  can be ensured t h a t  each human s u b j e c t  w i l l  r e c e i v e  
candid explanat ions of s p e c i f i c  procedures and t h e i r  purposes, 
of a t t e n d a n t  s p e c i f i c  discomforts  and r i s k s ,  and passible bzzs- 
f i t s ,  i f  any. I n  add i t ion ,  t he  Committee m u s t  be s a t i s f i e d  i n  
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each study evaluation that  the subjects w i l l  be instructed 
that  they are free t o  withdraw their consent t o  participate 
and t o  discontinue the i r  participation i n  the pro,psed pro3 'T'C h 
a t  any time without prejudice t o  then. N o  informzd consent 
form w i l l  be considered acceptable i f  it contains any cxcul~azory 
clauses or attezpts i n  any way to absolve thc Pr-incipal I n v e z t i -  
gator 's  responsibility for  the health (physical or nental)  223 
welfare of the human subjects t o  bz involved, 

Specific deficiencies i n  a proposal w i l l  be ident i f ied  by the 
Coxnittee i n  writing for the proposer and a l so  directed t o  t3.2 
attention of tha t  Committee member ( t h e  Director of the €Iea'tch 
o r  Biology Division, O m L ,  o r  Chairman of tho Medical and 
Health Sciences Division, ORAU) who also has the  responsibi l i ty  
designated t o  him by the Director of h i s  spoilsoring i n s t i t u t i p n  
(either ORYL or ORAU) t o  obtain staff  conpliance with DiIEIJ a.?5 

EFXI.3 Regulations and Guidelines for  Protection of Hux~an Subjects .  
Such a statement of deficiency by the Committee w i l l  be unc?erstozi 
t o  require (1) delay i n  submission of the proposed grant o r  
contract ap;?lication t o  HEW o r  EW.3, and (2)  resubxiission for  
Coxnittee approval before the project proposals are allows6 t o  2s 
forward i n  the funding process. 
Cornittee w i l l  be accompanied by HEW-595 (An~ex 9)  for the  
inst i tut ional  director 's  signature for simultaneous subnission 
with an K I H ,  NSF or  ERDA grant propasal- 

A statement of approval by th2 

A member of the Cormittee who is  fron the i n s t i t u t i o n  (OR?JL or  
ORAU) , from which the research proposal is being suSnittcd, ~ L l l  
be expected t o  attend t h e  CoLmittee only f o r  h i s  information, 
and w i l l  have no persuasive o r  voting powers concerning the 
acceptability of that  proposal and i ts  level  of coinpliance 
w i t h  HEW and ERDA guidelines. 

Approval of a proposal fo r  a study involving hunan subjects sh-.ll 
be formalized only a f t e r  a majority of t h e  qual i f ied (see  para- 
graph above) Committee members have had a chance t o  review t h s  
written proposal, discuss it wi th  the other neli?bers of t h e  
Committee, obtain adequate answers from the  author to t h e i r  
questions, and reach complete agreement of acceptabili ty.  
proposal w i l l  be approved t o  which any C o r n i t t e e  member objezts 
on the basis of consideration of the physical o r  m e n t a l  welfare of 
any human subject. 
cannot attend, his comment and vote can be obtained by m a i l .  

P:o 

I n  spzcial cases where a Cornnittee m e ~ h 3 . r  

The Committee's findings w i l l  be transmitted i n  writ ing t o  th? 
appropriate of f icer  of the laboratory proposing t h e  research x?d 
to t h o  applicant, Release of funds shall be controlled by the 
guidelines t o  H E W 5 9 6  (Annex 3 ) .  The applicant 's  administrativz 
superior shal l  maintain continuing review of the project 
ac t iv i t ies .  I f  a responsible investigator plans a change i n  
study protocol, he m u s t  subnit the proposed changes to t h e  
Corniiittee for approval before putting them into practice.  
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D. Procecliires of t h e  Cormittee t o  Provic?e Advice and Counsel to Investiqators 

Oil rccpest, senior investigators w i l l  ap;?ear before t h e  Cornnittee a t  its 
called meetings t o  answer any questions concerning a proposal, 
question and replies w i l l  form part  of the o f f i c i a l  minutes of t h e  
Comiittee and w i l l  bo distributed t o  the concerned staff rnenbers, togsther 
with recorded actions of the Cormittee on a Review an5 Action F o m  ( L m 2 x  10). 

The 

Committee IJ'eetings 

The Cornittee w i l l  neet a t  least  twice a year. The f i r s t  meeting of 
t h e  year w i l l  be early in January, i f  possible, t o  meet t he  folloiring 
administrative needs: 

1. Election of Chairperson and Secretary, 

2. Reelection of mmbars and replacement of those mxnbers no longer 
able t o  serve, 

3 .  Report of the Secretary on the previous year's Conmittee a c t i v i t i e s  
and on the nunbtr of approved studies that  are st i l l  ac t ive  and there- 
fore require c r i t i c a l  review i n  the new year. Establishment of t h 2  
calendar for scheduled review of continuing projects ,  doclunanted by 
an annual s ta tus  report that  reports any emergent problems and 
indicates t h s  need for changes i n  research protocols o r  forms f o r  
obtaining inforntd consent - 

The second biannual neetiny w i l l  address any problems in these a&!.inistrative 
areas tha t  have risen since the first meeting- 

Other meetings w i l l  bo called t o  meet the scheduled annual c r i t i c a l  reviews, 
=and as needed, t o  consider a specific new proimsal(s) involving 
humans a s  subjects where HEV, EPJ)A, NSF or  other governrztnntal funding 
agencies have fixed deadlines which t h e  research applicant is trying t o  
meet. I n  spzcial cases where time is shor t ,  and par t icu lar ly  where the  
defined r i s k  t o  the human subject is a comonly accepted one (i.e., a 
physical examination by a licensed physician) and does not requi re  d is -  
cussion wi th  t h e  project proposer, the appropriate membars of t h e  
Committee (Annex 6) nay bo polled by phone by the Secretary under t h e  
Chairman's direction a f t e r  the rn2mbers have had a chance t o  review the 
proposal sent to them by mail. 

E - Requirements for  Reporting any Frmergent Problems or Pro-posed Precedural 
Chancres to the Coxiittcs 

A l l  senior investigators wi th  proposed or active projects  w i l l  receive 
notice of Coininittee r.:cetings and w i l l  appear before the Connittee i n  person. 
A t  t h i s  time t h e y  shall  present i n  writing any proposed changes i n  pro- 
cedures and sha l l  describe any new r i s k s  and benefits, and any methods 
for safeguarding patients '  r ights and procedures for informed consent i n  
advance of i n s t i t u t i n g  these changes. 
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. -  All i n v e s t i g a t o r s  with a c t i v e  rcscarcii  procJrims involv ing  hnmm s :L; LZZ z 

t h a t  havc been appca?;eZ by t h e  Co.mittee R l U S t  be kept. awjre of :?? T . ; L - ~  

for an inunsdiatc re'zst t o  the  Comi t t ee  sec re t a ry ,  Chairperso:, CI 

i n s t i t u t i o n a l  r ep resaz t a t ives  of ensrgcnt problein; bear ing  on t:-:3 :-.~L::Z?: 

and ~ - r ? l f a r e  of hum> siibjects and of needs f o r  protozol m o d i c : - - . -  L A L C .  - -  ;---- - ._ > , 
r e s t r i c t i o n s  or  teri5natio.n. 

F. Procedurcs t o  Maintain an Active a n 2  E€fec t ive  Cormittee 

- . . .  1. The chairman w i l l  ensure a n  active Cornpittee by c a l l i n g ,  in Z ; ~ Z : = L ~ : -  

t o  t h e  regular >-ml~al bleeting, a t  l c a s t  ons clddi t ional  neet i2q ti::? 

year.  

2. Ths members w i l l  be e n j o i n e d  t o  assess every ongoing project 2% ;.-z11 
as new proposals. 

3.  Extramural Cormittee nembers will be pa id  a c o n s u l t a n t ' s  fee ,  _ o x -  
vid ing  they are able t o  accept  it, and t r a v e l  expenses.  

4. F u l l  Committee M i n u t e s  w i l l  be d i s t r i b u t e d  proingtly t o  a l l  m?L?zs 
i n  d raf t  form for cor rec t ions  and review, so t h a t  the opiniozs %--i 
a c t i o n s  can be recorded accura te ly .  

5. On a regular basis, a t  least annual ly ,  a t  s m e  f u l l  D i v i s i o x z l  
p ro fes s iona l  s t a f f  m e t i n g ,  t h e  respec t ive  i n s t i t u t i o n a l  rc?rese-- 
ta t ive w i l l  expla in  t h i s  program for  pro tec t ion  of h u m a n  s u b j  er=; 
to h i s  s taff  and r e in fo rce  t h e  i n p r t a n c c  t o  h i s  d i v i s i o n  of h i s  
s ta f f  fol lowing tht HEX and EKDA Regulations and Guide l ines  0.7 t::t 
use of human subj ects i n  research.  

G .  m c a t i o n  o f  Records 

The records of t h i s  C o n i t t e e  w i l l  be kept  in t h e  o f f i c e  of t h e  zxe=~;'_F-..-=. 
Secre ta ry  and w i l l  be ava i l ab le  t o  t h e  C m m i t t e e ,  s t a f f ,  and goverrzrxz 
a u d i t o r s  on demand. 


