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BWIELEY: M)NMR LABORATORY AND DONNEFt PAVILION 

May 0. 1975 

James L. Born 
James McRae 
Henry Stauffer 

Re: New LBL Procedures for Protection of Human Subjects 

Attached for review are drafts of various documents 
pertaining to the implementation of "Protection of Human 
Subjects" at LBL: 

1. LBL Administrative Memo 
2. Memo to Associate Directors 
3. Procedures -- with multiple attachments 
4. Form 
5. Questions regarding policy and detail 

Your comments and suggested changes are Bought. Once 
these have been incorporated, I propose to send this mater- 
ial to George Pappas for eventual discussion with Lorraine 
McGraw . 

BW: df 
encls. 

HUMAN SUBJECTS 
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LBL A d m i n i s t r a t i v e  Memo 

Re :  P r o t e c t i o n  o f  Human S u b j e c t s  

LBL h a s  r e v i s e d  i t s  procedures  f o r  rev iewing  projects 

i n v o l v i n g  human s u b j e c t s ,  t o  comply w i t h  new Department of  

H e a l t h ,  Educa t ion  and Welfare  (DKEW) r e g u l a t i o n s  (which have 

been adopted by ERDA).. Hencefor th ,  a n y  such p r o j e c t  w i l l  

r e q u i r e  rev iew and a p p r o v a l  by t h e  Berke ley  Campus C o m m i t t e e  

f o r  P r o t e c t i o n  of  Human S u b j e c t s  (CPHS), p r i o r  t o  i n i t i a t i o n .  

W o  members o f  t h e  LBL s t a f f  -- D r s .  James McRae and 

? 

Henry S t a u f f e r  of t he  Biology and Medicine D i v i s i o n  -- w i l l  

s e r v e  on the CPHS and w i l l  a l s o  act  a s  a s c r e e n i n g  committee 

f o r  LBL projects. I n  a d d i t i o n ,  any LBL p r o j e c t  i n v o l v i n g  

t h e  exposure  o f  p a t i e n t s  or normal subjects t o  r a d i a t i o n  

f o r  d i a g n o s i s ,  t h e r a p y ,  o r  inves t iga t ion ,  w i l l  r e q u i r e  

a p p r o v a l  of an LBL Human U s e  C o m m i t t e e  p r i o r  t o  c o n s i d e r a t i o n  

b y  the CPHS. 

The DHFN r e g u l a t i o n s  a r e  v e r y  comprehensive.  It  is 

i m p o r t a n t  t o  n o t e  t h a t  =I& p r o j e c t s  i n v o l v i n g  s u b j e c t s  or 

p a t i e n t s  must be submi t ted  f o r  p r i o r  rev iew,  s i n c e  t h e  CPHS 

i s  r e q u i r e d  t o  de termine  both t h e  e x i s t e n c e  o f  " r i s k "  ( a s  

d e f i n e d  b y  DHEW), and,  i f  r i s k  is  p r e s e n t ,  i t s  a c c e p t a b i l i t y .  

I n  a d d i t i o n  t o  the obvious  medical  programs, the r e g u l a t i o n s  

s p e c i f i c a l l y  c o v e r  a l l  r e s e a r c h  a c t i v i t i e s  u t i l i z i n g  human 

f l u i d s  and t i s s u e s ,  i n c l u d i n g  t h o s e  i n  which t h e s e  subs tances  

a r e  provided  by  LBL t o ,  or a r e  r e c e i v e d  f o r  a n a l y s i s  a t  LBL 

from3another  i n s t i t u t i o n .  A l s o  eovered  are p r o j e c t s  i n  

which t h e  i n v e s t i g a t o r  is  t h e  o n l y  s u b j e c t .  



A f t e r  i n i t i a l  approval  c o n t i n u i n g  projects m u s t  be 

reviewed a t  l e a s t  a n n u a l l y .  

human s u b j e c t s  which are  on-going as of t h i s  da te  w i l l  grad-  

u a l l y  be submi t ted  t o  the CPHS f o r  rev iew i n  the n e a r  f u t u r e .  

Research a c t i v i t i e s  i n v o l v i n g  

It is  t h e  i n t e n t  o f  b o t h  LBL and t h e  CPHS t o  f o l l o w  a 

r u l e  of reason  w i t h  respect t o  t h e  amount of  documentat ion 

r e q u i r e d  f o r  "no-r isk" o r  v e r y  l o w  r i sk  procedures .  However, 

LBL i s  under o b l i g a t i o n  t o  i n s u r e  t h a t  a l l  projects a r e  sub- 

m i t t e d  f o r  p r i o r  review,  however minimal or  innocuous t h e  

involvement  of human subjects may a p p e a r  t o  be. 

Implementing procedures  w i l l  be f u r n i s h e d  s e p a r a t e l y  t o  

programat ic  A s s o c i a t e  Directors. 

GLP 



N o t e  t o  A s s o c i a t e  Directors 

Re:  New procedures  f o r  " P r o t e c t i o n  of Human S u b j e c t s "  

I n  response  t o  new DHEW r e g u l a t i o n s  f o r  t h e  p r o t e c t i o n  

of human s u b j e c t s ,  LBL h a s  r e v i s e d  i t s  procedures  a s  o u t l i n e d  

i n  t h e  acoompanying m a t e r i a l .  

from the b m i n i s t r a t i o n  o f f i c e .  

A d d i t i o n a l  c o p i e s  are  a v a i l a b l e  

I t  i s  i m p o r t a n t  t h a t  these procedures  be made known t o  

key  s t a f f  members, and a l l  i n v e s t i g a t o r s  who a re ,  or who 

conce ivab ly  c o u l d  become involved  w i t h  r e s e a r c h  u t i l i z i n g  

human s u b j e c t s .  TheDHEW r e g u l a t i o n s  a r e  v e r y  comprehensive,  

and e x t e n d  t o  many types of  a c t i v i t i e s  which may n o t ,  on the 

s u r f a c e ,  appear  t o  be inc luded .  While most covered  p r o j e c t s  

w i l l  be i n  t h e  Bio logyard  Medicine D i v i s i o n ,  there may be 

some Brojects, now o r  i n  t h e  f u t u r e ,  i n  o t h e r  & v i s i o n s .  

In a d d i t i o n  t o  i n s u r i n g  k h a t  a l l  proposed new projects 

i n v o l v i n g  human s u b j e c t s  a r e  submitted f o r  review and 

approval  by  t h e  Campus Committee f o r  t h e  P r o t e c t i o n  of  Human 

S u b j e c t s ,  it i s  n e c e s s a r y  f o r  LBL t o  i d e n t i f y  and submit t o  

CPHS a l l  such  a c t i v i t i e s  which a r e  now t a k i n g  p lace .  Toward 

t h a t  XH end,:-< I r e q u e s t  t h a t  each  A s s o c i a t e  D i r e c t o r  

s u r v e y  h i s  program and submi t  t o  a b r i e f  

d e s c r i p t i o n  of  each  on-going p r o j e c t  i n  which human subjects 

are u t i l i z e d .  W e  w i l l  t h e n  schedule  t h e  g r a d u a l  submission 

of p r o t o c o l s  t o  t h e  CPHS i n  the n e a r  f u t u r e .  

A.M. Sessler 

1 0 8 9 4 1 3  



I DOCUMENT SOURCE 
Lawronco Borkolov LhrrlW 

LAWRENCE BERKELEX LABORATORY 

PROCEDURES FOR REVIEW OF INVESTIGATIONS INVOLVING HUMAN SUBJECTS 

PROTOCOLS AND CONSENT FORMS 

Each i n v e s t i g a t o r  p l a n n i n g  a project which i n v o l v e s  human 

subjects must p r e p a r e  a p r o t o c o l  and a conse@&form. 

m u s t  be s i g n e d  by  t h e  I n v e s t i g a t o r  and t h e  D i v i s i o n a l  A s s o c i a t e  

Director. 

a t tachment# I .  

approved protocols. 

The p r o t o c o l  

G u i d e l i n e s  f a r  Human S u b j e c t  p r o t o c o l s  a r e  appended a s  

A t t a c h e n t s  I1 and 111 a r e  examples o f  r e c e n t l y  

Conseht  forms should  c l o s e l y  f o l l o w  the format  of Attachment 

IV, which h a s  been  approved by  t h e  General  C o u n s e l ' s  o f f i c e .  & 

Attachment  V XHXX??! sets f o r t h  some h e l p f u l  -Hfor c o n s e n t  

forms %&%?e Berke ley  campus committee for the  P r o t e c t i o n  of 

Human S u b j e c t s  (CPHS). Attachments  V I  and V I 1  a r e  examples of 

r e c e n t l y  approved c o n s e n t  forms. 

C o l l a b o r a t i v e  P r o j e c t s  

I n  t h e  c o n t e x t  of t h e s e  procedures ,  c o l l a b o r a t i v e  

p r o j e c t s  are t h o s e  i n  which one or  more of  t h e  fo l lowing  

a c t i v i t i e s  a r e  s h a r e d  between LBL and a n o t h e r  i n s t i t u i o n :  

C t l i n i c a l  management of  a p a t i e n t ;  d i a g n o s t i c ,  t h e r a p e u t i c ,  

or i n v e s t i g a t i v e  procedures :  o b t a i n i n g  bod f 1 u i d s . o ~  t i s s u e s ,  
( i n c l u d i n g  t h o s e  from normal subjects) : anB a n a l y s l s  of  f l u l d s , t i s s u e  
or c l i n i c a l  d a t a .  A c t i v i t i e s  i n  which s t a f f  members of o t h e r  

i n s t i t u t i o n s  p a r t i c i p a t e ,  b u t  i n  which t h e  involvement  of 

human s u b j e c t s  i s  e n t i r e l y  under t h e  c o n t r o l  of  LBL, a r e  n o t  

cons ide red  a o l l a b o r a t i v e  f o r  t h e  purposes  of t h i s  procedure.  



D m  regulations and CPHS procedures require written X 

indication of approval from an appropriate source at the col- 

laborating insti ion. 

approval rests with the investigator and the necessary docu- 

ments should be submitted with the protocol. 

requirements have not yet been established by CPHS; investigators 

will be informed when CPHS announces its requirements. 

the meantime, questions regarding collaborative projects 

may be directed to the ePHS office, M-11 Wheeler Hall, 

Campus extenci,on 5-7461. 

The responsibility for securing this f 
Detailed 

In 

Investip;ational New Drugs 

Special requirements pertain t o  i m m d & -  g o t o c o l s  which 

involve inves t iga t iona l  new drug= (IND). 

Certification/Declaration form (HEW 596 Rev 10-7&) whhich is appended a s  

Attachnent ZZ VIII. 

h ihxm-  *I ~UXEX, t h a t  organization 

must hold ;-I approval from t h e  Drug Admin i s t r a t io4  and ' 
t h e  requi red  InformatLon must he included in t he  protocol.  If t h e  substance is 

MJ--J= 
Thesware outlined on t he  

When such substances a r e  obtained from another organizetion, 
- 's 

Food and (FDA) : 

t o  be prepared a t  LBL, t he  Labmatory muat secure i t s  o m  IXD Rpprwal. 

In t h e  l a t t e r  s i t u a t i o n ,  i nves t iga to r s  must allow s u f f i c i e n t  tiFwr to/prepare 

and submit the  INl,and p re fe r r ab ly  s u f f i c i e n t  add i t iona l  time 

with  the FDA should *y r a i s e  objections. 

f i r s t  

t o  negotiate 
I t  



- 
SWcial Requirements -for Extramural Applications -3- & R4 [=7 

Human subject protocols for proQects supported entirely 

from ERDA fnnds need not be submitted until the detailed 

research plan is complete. Hmever, applications to some 

funding agencies, notably NIH, require CPHS review, with 

certification to accompany the application, for research 

proposals in which the involvement of human subjects is prob- 

able, but the recise way in which they will be utilized is 

indefinite. 

depends on the uncertain outcome of instrument development, 

animal or phantom studies, eynthesis of compounds, etc. A 

protocol must be submitted, setting forth the general nature 

of expected h u m  subject participation,/statement that 

detailed protocols will be submitted when plans are definite, 

and an assurance that the activity will not be started until 

CPHS XX approval is received. Attachment is an example 

e' P 
This would occur a human subject involvement ; 

a 

jic 

of such a protocol, recently approved by CPHS.'- 4 
- ~- - _. ~ ____ 

and others?? 
NM requires that the p rotocol and consent form be Incorporated a s  an 

integral par* of the research proposal, with original signatures of the 

h i n d p a l  Investigator and the Responslble Admlnistratar. ihx Since the 

original of the application goes farward t o  the agency, f and d o e s  not 

pass through the CmS, the noriginalfl protocol for CPnS must also bear 
d - 

original (not xeroxed) signatures of these individuals. 
i 

1 0 8 9 4 l b  



DOCUMENT SOURCE 
Lawranco Barkalry Llborrlg 
kchhfaa urd RWOrdI O n C O  

0 cl f '*) t(;u%L2 : 
Finally, /- require review by U c p g  !I 

of all proposals submitted to (which agenceis?), 

which are declared by the investigator not to involve human 

subjects to confirm that assertion. This is a safeguard 1 for Q"? investigator. who, through imperfect understanding of 

the complex BHEW rules, reach e< the honest, but mistaken, 

conclusion that proposal does not involve human sub- 

jects, when in fact it does. Failure to discover and 

rectify such an evror may lead to outright rejection of 

the application by the agency. The Associate Director for 

Adninistration will arrange for review of such applications. 



DOCUMENT SOURCE 
Lawrrnco Brrkrly LIbotrtg 
~ r c h l v c c  and R r o r d I  OMsr 

T I M I N G  AND SUBMISSION OF DOCUMENTS 

I n v e s t i g a t o r s  should  s u b m i t  t o  t h e  CPHS, M - 1 1  Wheeler 

H a l l ,  Berke ley  campus, t h e  o r i g i n a l  and-  c o p i e s  of  t h e  

p r o t o c o l ,  c o n s e n t  form, and documents r e l a t i n g  t o  c o l l a b o r a -  

t i o n .  The o r i g i n a l  p r o t o c o l  should b e a r  t h e  o r i g i n a l  ( n o t  

xeroxed)  s i g n a t u r e s  of t h e  i n v e s t i g a t o r  and t h e  programat ic  

A s s o c i a t e  Director. 

a p p l i c a t i o n s  should be eecompanied by c o p i e s  of t h e  a p p l i -  

c a t i o n .  

o r i g i n a l  and t h e  f i rs t  copy of form R L - X y Z ,  " N o t i f i c a t i o n  

of Research P r o j e c t  Invo lv ing  Human S u b j e c t s " .  

i n g  c o p i e s  should  be d i s t r i b u t e d ,  w i t h  a t t achmen t s ,  a s  

i n d i c a t e d  on t h e  form. 

P r o t o c o l s  a s s o c i a t e d  w i t h  ex t r amura l  

T h i s  m a t e r i a l  should  a l s o  be accompanied by t h e  

The remain- 

CPHS w i l l  forward t h e  e c a s s a r y  documents t o  t h e  Screen-  

i n g  Committee f o p  LBL proposals[<nd w h e n  necessa ry ,  t o  t h e  

LBL Human U s e  C o m m i t t e e .  F ind ings  of t h e s e  groups  w i l l  be 

t r a n s m i t t e d  back  t o  t h e  CPHS f o r  c o n s i d e r a t i o n ,  a l though 

\ 
1 

c t  t h e  i n v e s t i g a t o r  d i r e c t l y  t o  secure 

a d d i t i o n a l  i n fo rma t ion ,  o r  t o  s u g g e s t  changes.  

The CPHS meets once p e r  month, u s u a l l y  du r ing  t h e  second 

or t h i r d  week. Required m a t e r i a l  should  reach  t h e  CPHS o f f i c e  

n o t  l a t e r  t han  . complex p r o t o c o l s ,  t h o s w i t h  

more t h a n  l o w  r i s k ,  and t h o s e  invo lv ing  exposure  t o  r a d i a t i o n  

(which m u s t  be cons ide red  by t h e  LBL Human U s e  Committee) 

should  be submi t t ed  i n  advance of t h e  CPHS 

meet ingl  a t  which t h e y  a r e  t o  be cons ide red .  

I n v e s t i g a t o r s  should  b e a r  i n  mind t h a t  p r e s e n t  DHEW 

r e g u l a t i o n s  r e q u i r e  review of NIH p r o p o s a l s  (and???) __ .̂.. . - -  .-._a___ - 
the a p p l i c a t i o n  d e a d l i n e  d a t e ,  w i th  c e r t i f i c a t i o n  of approval  

t o  accompany t h e  a p p l i c a t i o n .  



DOCUMENT SOURCE 
Lawrrnco Btrkrloy Labonlory 
Archlvra md Rocor& OHkr 

In no event may the work proceed prior to receipt of 

CPHS approval. 

in writing to the Investigator, with copies to the Associate 

Director for Administration and the Programatic Associate 

Director. 

CPHS approval/disapproval shall be provided 
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 VAN USE CGMTTEE GUIDELIIZS FCR rm FZPARATLCN OF FRCTCCOLS 

Each  p r o t o c o l  s u b m i t t e d  for review must c o n t a i n  informfi t ion i n  
S u f f i c i e n t  d e t a i l  and be  w r i t t e n  u i th  s u f f i c i e n t  c l a r i t y  for t he  C o n n i t t  
t o  be  a b l e  t o  r e n d e r  a n  informed judgement. P r o t o c o l s  must be s i g n e d  by 
the p r i n c i p a l  i n v e s t i g a t o r  o r  p r o j e c t  d i r e c t o r .  . I t  i s  t h e  r e s p o n s i b i i i t  
of t h e  s e c r e t a r i a t  t o  fo rward  p r o t o c o l s  for Comnlt tee  a c t i o n .  Inadequa t  
p r o t o c o l s  w i l l  be r e t u r n e d  and hence may r e s u l t  i n  u n n e c e s s a r y  d e l a y s  i n  
s u b m i t t i n g  p r o p o s a l s .  P r o t o c o l s  for r e s e a r c h  t o  be done i n  c o o p e r a t i o n '  
w i t h  a n o t h e r  i n s t i t u t i o n  must b e  approved b y  t h e  r e s p e c t i v e  Kman  Use 
Committees of bo th .  

As 

1. 

. 2. 

3. 

4. 

5. 
,. 

L 

- 6 .  

7. 

-8 

9. 

a minimum, p r o t o c o l s  s h o u l d  c o n s i s t  of the f o l l o w i n g  e l emen t s :  

Describe t h e  proposed research;. i t s - s i g n i f t c a n c e ;  a n d  explain ' i t<- 
p o s s i b l e  b e n e f l c s  t o  t h e  s u b j e c t t s !  ana to society '  I n  g e n e r a l ,  u s i n g  
l anguage  t h a t  i s  i n t e l l i g i b l e  t o  educa ted  l a y p e r s o n s ,  . .. 

T e l l  what  has a l r e a d y  been  done i n  a n i m a l s  or phantoms and s t a t e  why 
s t u d i e s  with human s u b j e c t s  a r e  now necessa ry  o r  d e s i r a b l e .  

S p e c i f y  how t h e  sub jec t -  p o p u l a t i o n  will be s e l e c t e d  and, if a p p l i c s S  
g i v e  an e x p l a n a t i o n  f o r  u s i n g  s p e c i a l  p o p u l a t i o n  g roups ,  s u c n  a s  
m i n o r s ,  p r i s o n e r s ,  t n e  m e n t a l l y  d i s a b l e d  or o t n e r s  whose h b i l i t y  t o  
g i v e  v o l u n t a r y ,  informed c o n s e n t  may be  i n  q u e s t i o n .  

S t a t e  i f  t h e  p r o j e c t e d  work i n v o l v e s  r e s e a r c h  dn t h e  n a t u r e  and e f f e  
of m a r i j u a n a  and h a l u c i n a t o r y  d r u g s ,  d r u g  a b u s e ,  or i n v e s t i g a t i o n a l  
new d r u g s ,  i n c l u d i n g  new r a d i o p h a r m a c e x t i c a l s .  

K e n t i o n  where i n  t h e  L a b o r a t o r y  or c o o p e r a t i n g  i n s t i t o t i o n  ana 
p r e c i s e l y  h o w  the hunan s u b j e c t s  a r e  t o  be s t u d i e d ,  and i n c l u d e  i n  
t h i s  d e s c r i p t i o n  t h e  number of s u b j e c t s ,  an e s t i n a t e  of t n e  d u r a t i o n  
of t h e  i n v e s t i g a t i o n ,  and a n  i n d i c a t i o n  of t h e  nethods of a n a l y s i s  t c  

' Examine t h e  p o t e n t i a l  .harm t o  t h e  s u b j e c t s  from p h y s i c a l  a g e n t s ,  suci 
as nox ious  c n e n i c a l s  o r  i o n i z i n g  r a d i a t i o n s  (where a p p l i c a b l e ,  c o n y  
t h e  whole body dose  and t h 6 t  t o  t h e  o r g a n i s )  tit r i s k ) ,  acd o u t l i n e  
t h e  me6sures t o  be  t a k e n  t o  s a f e g u a r d  t h e  s u b j e c t s  a g a i n s t  such  efrec 

-7 

b e  ercployed. ~. 

Cons ide r  t h e  p o s s i b l e  p s y c h o l o g l c a l ,  emot iona l  or s o c i a l l y  d e l e t e r i o :  
e f f e c t s  upon t h e  s u b j e c t s ,  and  d e s c r i b e  t h e  a e a n s  t o  b e  t a k e n  t o  
minimize t h e s e  ( i n c l u d i n g  conf i d e n t l a i i  t g  s gf e g u a r d s )  and give a n  
assessment of t h e i r  p r o b a b l e  e f f e c t i v e n s s s .  

Analyze the  r i s k / b e n e f i t  r a t i o ,  if t h a t  is  n o t  obvious from t h e  
f o r e g o i n g .  

I n c l u d e  with e a c h  p r o t o c o l  s u b m i t t e d  t o  t he  Cormi t t ee  a consen t  for: 
The c o n s e n t  f o r 3  s h o u l d  be  w r i t t e n  i n  l anguage  r e a d i l y  u n a e r s t a n i a h  
t o  t h e  s u b j e c t ,  s h o u l d  e x p l a i n  e x a c t l y  what is t o  be done and why, : 
s h o u l d  conpa re  any r i sks  t h a t  may n o t  be c l e a r  t o  the s u b j e c t  to  r i :  
u i t h  which he/sho i s  more l i k e l y  t o  b e  f a m i l i a r  (e.g.  " t h e  r a d l a t i o i  
dose  i s  l e s s  t n a n  t h a t  of a c h e s t  x - r ay" ) .  

/ 
' ./' 



1. Human blood plasma w i l l  be used i n  t h e  p re sen t  s tud ie s  i n  order 
t o  i s o l a t e  the  l i p id -con ta in ing  p a r t i c l e s  o r  l i popro te ins .  
l i popro te ins  have been ind ica t ed  as predisposing ind iv idua l s  t o  a r t e r i o s c l ~ r o s i s  
and coronary h e a r t  d i scase .  
t h e  dea ths  i n  our  popula t ion ,  research  on phys ica l  p rope r t i e s ,  cheFical cox- 
posi t ioi i  and r ,e tabol i sn  of  h u h n  p la sza  l i popro te ins  i s  ind ica ted  i n  o rde r  10 
ob ta in  i n s i g h t s  on how t o  con t ro l  s u d ,  d i seases .  

Benef i t s :  
Cer ta in  o f  the  

S ince  coronary d iseases  cause more than 505 of 

. 2 .  How sub jec t s  w i l l  be used: S o t  nore than one u n i t  o f  blood (SO0 CC) liill 
be d r a m  from donors by venipuncture by l icensed  c l i n i c a l  t echnologis t s  under 
medical superv is ion  of  Donner Laboratory. Alaneda County Blood Bank c r i t e r i z  
w i l l  be used i n  determining frequency of  donor use; t hus ,  blood \<ill be d r a m  
a t  i n t e r v a l s  of no t  l e s s  than 8 weeks and no nore than 5 times a year  f o r  any 
'given donor. Before drawing blood, h e n a t o c r i t s  w i l l  be determined with 
a lotier l i m i t  o f  41 f o r  males and 39 f o r  fetmles.  i f  25 ml o r  l e s s  blood i s  
withdrawn, no h e z a t o c r i t  w i l l  be determined before  blood withdrawal. 
Form will be execoted f o r  each withdrawal. Plasma will be i s o l a t e d  from the  
s u b j e c t ' s  \<hole blood and the  plasma f r a c t i o n  w i l l  be subjec ted  t o  u l t r a -  
cen t r i fuga t ion  t o  i s o l a t e  var ious  l i popro te in  components. S tudies  v i11  be 
c a r r i e d  out cn t h e  e l e c t r o p h o r e t i c  d i s t r i b u t i o n ,  chemical c o q o s i t i o n ,  3nd 
e l e c t r o n  microscopic s t r u c t u r e  of  t he  i s o l a t e d  l i popro te ins .  

3 .  Volunteer adu l t  s u b j e c t s ,  both male and female, 
w i l l  be used. 
with i d e n t i f i e d  hyperlipemias,  coronary d i sease ,  rena l  dysfunction o r  thyroid 
d isease .  

4 .  Risks and d iscomfor t s f .  There will be no d e l e t e r i o u s  e f f e c t s . t o  the  
subjec ts  o t h e r  than t h e  minor discomfort  o f  t he  venipuncture and the  r i s k  
encountered i n  a noma1 blood donation program. Although the  major i ty  of 
people experience no d i f f i c u l t y  when donating blood, a few f e e l  f a i n t  o r  
weak dur ing  o r  following t h e  blood donation. This research  does not  involve 
"v io la t ions  of normal expectations' '  s i n c e  a l l  ma te r i a l  w i l l  be used s o l e l y  

. f o r  our research  on l i popro te in ,phys ica l  and chemical p r o p e r t i e s ,  and 
metabolism. 

~ 

A Consent 

Description o f  sub jec t s :  
Subjec ts  w i l l  inc lude  normal ind iv idua l s  as  well  as p a t i e n t s  

Some female s u b j e c t s  on b i r t h  cont ro l  p i l l s  w i l l  a l so  be s tudied .  

5 .  

6. 

7.  
presumed normal s u b j e c t s  during the  course of our i nves t iga t ions ,  we would 
make such f ind ings  knohn t o  t h e  s u b j e c t ' s  phys ic ian .  

NO de l e t e r ious  e f f e c t s  o r  v i o l a t i o n s  a r e  an t i c ipa t ed .  

Written consent w i l l  be obtained. 

Should any l i popro te in  abnormalit ies o r  lot# hematocr i t s  be uncovered i n  

A copy o f  Consent Form is attached. 

.. . 
. %. 
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Human S u b j e c t  P r o t o c o l  

The use  of hunan s u b j e c t s  i n  t h e  corning y e a r  w i l l  be  conf ined  

t o  a s tudy  of e r y t h r o p o i e t i c  marrow d i s t r i b u t i o n ,  comparing r a d i o -  

a c t i v e  i r o n  CS2Fe) w i t h  Indium-chlor ide  ( l l 1 I n ) .  

i n  d i a g n o s i s  t o  have an a c c u r a t e  assessment  of t o t a l  e r y t h r o p o i e t i c  

marrow and i t s  d i s t r i b u t i o n .  Our r e s e a r c h  r e q u i r e s  t h a t  w e  make 

t h i s  de t e rmina t ion  u s i n g  two d i f f e r e n t  t r a c e r s .  I r o n  i s  a physio-  

l o g i c a l  t r a c e r  b u t  is  n o t  r e a d i l y  a v a i l a b l e  and i s  less e a s i l y  

imaged than  ind ium-chlor ide .  I t  has  a l r e a d y  been e s t a b l i s h e d  t h a t  

i n  most i n s t a n c e s  t h e  d i s t r i b u t i o n  of ind ium-chlor ide  and r a d i o a c t i v e  

i r o n  a r e  similar. However, t h e r e  appear  t o  be a l i m i t e d  number of 

p a t i e n t s  i n  whom t h e r e  i s  a d i sc repancy .  By s t u d y i n g  p a t i e n t s  w i t h  

d i f f e r e n t  hemato log ica l  d i s o r d e r s ,  bo th  w i t h  i r o n  and ind ium-chlor ide  

it i s  hoped t o  de te rmine  i n  which d i s e a s e  s t a t e s  i nd iun -ch lo r ide  does 

n o t  g i v e  a t r u e  p i c t u r e  of e r y t h r o p o i e t i c  marrow. All subjects w i l l  

have t h e  b e n e f i t  of an a c c u r a t e  p o r t r a y a l  of t h e i r  e r y t h r o p o i e t i c  

marrow w i t h  r a d i o a c t i v e  i r o n  which w i l l  be  v a l u a b l e  i n  t h e i r  imne- 

d i a t e  management and p rognos i s ,  The a d d i t i o n a l  ind ium-chlor ide  scan  - 

w i l l  no t  h e l p  i n  t h e i r  d i a g n o s i s .  

It is  impor t an t  

The r a d i o a c t i v e  i r o n  marrow d i s t r i b u t i o n  s tudy  p rov ides  i n f o r -  

mat ion about  narrow f u n c t i o n  and has  become a s t a n d a r d  l a h o r a t o r y  

d i a g n o s t i c  procedure  i n  t h e  Donner Labora tory  C l i n i c .  The upper  

l i m i t  of r a d i a t i o n  dose  t o  t h e  bone marrow of  a normal a d u l t  has  

been c a l c u l a t e d  t o  be  2.5 r a d s  f o r  a 100 vci dose  (Human Bone Marrow 

D i s t r i b u t i o n  Shownin v i v o  of 52Fe and t h e  P o s i t r o n  S c i n t i l l a t i o n  

Camera. Anger, H.O. and Van Dyke,. D.C., Sc i ence  =:1587-1589, 1964). 

Indium-chlor ide  has  been approved by the FDA for advanced c l i n -  

i c a l  t r i a l s  i n  p a t i e n t s  €or t h e  purpose  of de termining  t h e  s i t e s  

1 0 8 9 4 8 2  
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Archivtr and Rlcorbc OMct 

and extent of marrow function. 

according to the protocol of Medi-Physics, Inc. The patients will 

receive no more than 2 mCi for adults weighing 70 kg or more and 

proportionately less for lighter people. Subjects under 1 8  years 

of age will not be studied unless there are exceptional indications. 

The radiation dose has been calculated to be 2.4 rads to the bone 

marrow, 4 . 5  rads to the liver, 0.5 rads to the total body, including 

the gonads, and 0.3 rads to the uterus, fo r  each mCi of tracer ad- 

ministered. 

Indium-chloride is being used 

Both isotope imaging techniques involve intravenous injection 

Imaqing of a radioactive tracer and imaging 24 to 48 hours later, 
takes about 2 hours. & 

Subjects will be patients referred to the Donner Clinic and 

all age groups will be included. 

including bone marrow cytology and 59Fe tracer kinetics will be per- 

formed as part of the normal medical managenent of the patients. 

Both bone marrow imaging techniques involve similar risks to the 

patient as other nuclear medicine procedures and radiological tests. 

The records and information obtained will be transmitted to 

A complete hematological work-up 

. . 

the referring physician for use in the patient's immediate manage- 

ment. 

form is attached. 

Medical privacy will be maintained. A copy of the consent 

I *n - . _ _ _ _  . - -- ._ __. - _ _ _  
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DOCUMENT SOURCE 
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k C b O 1  M d  RIcOrd8 OfflCO 

UNIVERSITY OF CALIFORNIA 

CONSENT TO ACT AS HUMAN SUBJECT 

(REGULARMRM) . 

Subject's name 

1. I hereby authorize 
[name of personb) who will perform the 

and/or such assistants as nay 
procedure ( 5 )  and/or investigation (5) ] 

be selected by him to perform on 
(Insert "ne" if subject can sign on his 
own behalf, or the subject's name if the 
subject is a minor or is otherwise unable 
to sign) --. 

the following procedure(s1 and/or investigation(s): 

(Describe in detail, in language which will'provide a fair 
explanation of the procedure(s) and- their puqoses, including 
an identification of those procedures wh.ich-are-~?erimental.) 

I 

/ 

2. The procedure (s) and/or investigat$on (s) listed in Paragraph 1 

has (have) been explained to me by . (Name) 

1 0 8 9 4 8 4  I .  
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I DOCUMENT SOURCE 
Lawrmco Borkelq LlotrIW 
Archlvo~ md Rcofdr OlflCO 

. .  
I 
: . ,  

. .  - .  , .  . . . . .  

3. .I understand 'that the procedure (si and/or investigationh) 

Pescribed in Paragraph 1 

r i s k s  and discomforts: 

(Describe in detail) 

involves (involve) the following possible 

and that the possible benefits of the procedure(s) and/or investiga- 

tion(s1 are as follows: .. - 
*< L 

(Describe in detail) 

I 

4. (To be used when the procedure(a1 is (are) intended to be of a 
possible therapeutic benefit to the patient-subject) 

* I have been advised of the following 'appropriate alternative procedures . 

that would'be beneficial t6 : 
(see 1. above) 

(Describe in detail any such alternative procedures) 

,.? 
5. I understand that 

[Name of person(s) who will perfonn procedure(s) 

and/or such assistants as m y  be selected by 
and/or investigation (SI I 
hun will answer any inquiries' I may have at any time concedng the pro- 

cedure (s) 'and/or investigation (s) .' i 

r: 
I 

I 0 8 q b 8 5  
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6 .  I understand that I may terminate participation 

any time without prejudice to future care or to 

c 

in the study a< 

any possible 

reimbursement of expenses, compensation, employment status, or other 

entitlement, except as provided herein, and that, owing to the 

scientific nature of the study, the investigator may in his absolute 

discretion terminate the procedure(s) and/or investigation(s) at any 

. 

time. In the event that compensation for participation is to be paid, 

and participation is terminated by the subject or by the investigator, 

I understand that the subject will be entitled to payment of a rum 

based upon the scientific value to the study of the information obtained 

from the participation, provided, however, that in no event shall the 

subject receive less than p r  cent of the agreed compensa- 

tion if he/she continues to participate beyond the 
(Describe the 

of the study. 
applicable time period) 

I 

SUBJ&”S SIGNATURE 

WITNESS 

(If subject is a minor; or otherwssi? unable to sign, 
complete the following) : 

Subject is A minor (age -1, or is unable to sign because 
a x  

Father Guardian 
J 

, /. I n  

Mother - ’ \ I  \L 

f 
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~ r ~ h k o t  ~d Rocorb OMCO 

a f--. 4. I t  
should be noted t ha t  the "standard" consent forms provided in the Chan- 
ce l lo r ' s  Memorandum of November 8, 1972 ("Pol Icy and Procedures Govern- 
ing the Protection of Human Subjects") were intended t o  serve a s  models 
o f  the basic k i n d  o f  information tha t  should be included I n  a consent 
form, b u t  t ha t  they may be sty1 i s t i c a l l y  and substantively inappropriate 
f o r  your particular project. Thus, while every consent form must con- 
ta in  the first f ive  basic elements of "informed consent" t ha t  a re  des- 
cribed i n  the standard, approved forms, each consent form should be ap-  
propriate t o  the  project under consideration. Element. 6 CQd o f  the 
standard, approved consent forms *not necessary i n  every project , a l -  
though i n  certain cases the  researcher may judge them t o  be desirable. 

\ 

c 

c 
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DOCUMENT SOURCE 
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ArChhr#a M d  Rrord, OmCO 

, ----- 
a b  

. CONSEKT TO ACT AS SUBJECT FOR 
RESEARGi Ah” IN\‘ESTIGATIOIUS - I 

Subject’s name Date 

1. I hereby authorize 
Name of person(s) who w i l l  perform procedure(s) or 
investigation(5) 

and/or such assis tants  as may be selected by him to  perfom the folloxing 
procedure(s) and investigation(s) : 

Withdrawal of not Eore than 500 cc of blood fo r  serun lipoprotein 
investigations. 
a f t e r  a 500 cc donation before additional blood may be withdraiin, 
and tha t  I nay not have 500 cc withdram note fre-quently than f ive  

2. The procedure(s) and investigation(s) l i s t ed  i n  Paragraph 1 has(ha1.e) 

I understand tha t  a t  l eas t  e ight  weeks mst elapse 

times per year. .. 

been explained to  ne by 
Nme 

3. I understand that-  the procedurc(s) and investigation(s) described i n  
Paragraph 1 involve the fo1’lo;ing possible risks and discoxforts: the 
minor disconfort of venipncturc;  and the r isk cncountercd i n  a r o r n a l  
blood donation prozran. (Although the ra jor i ty  of  people esnerieacr. 
no diff icul ty  hhen donating blood, a few feel  fa in t  o r  1:eaL d u r i z g  o r  
fo1lor;ing the blood donation.) 
gation are  as fo:lo\is: 
cardiovascular discasc; Kith respect t o  patients,help i n  detection 
of possible lipoprotein abnowalit ies.  

The potentia: benefits of  the investi- 
Advancement of knouledge on the coritrol of 

4 .  Should any lipoprotein abnornalities o r  low hcrnatocrits be uncovered 
during the course of t h i s  investigation, I agree t o  having th i s  in- 
fornation made knoiin t o  my physician. 

Name of physician 

5.  I understand tha t  I may terminate my participation i n  the study a t  
any time. 

Subject’s signature 

Witness 
I 

f l .  I. . 

1 0 8 9 4 8 8  . .  
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I e- 
CONSENT TO ACT AS SU3JECT FOR 

RESEARCH AND INVESTIGATIONS UNDER 
USPH GRANT CA 08370 

Your physician suspects that you have a problem involving your bones 
and bone marrow. 

Date Patient's Name 

1. I hereby authorize 
Name of personrs) who will perfom procedures 
and investigations, 

and/or such assistants as may be selected by him to perform the 
following procedures and investigations: 

a. Inject radioactive iron today and take whole body scans the 
following day. 
body where blood is manufactured. 

b. Inject radioactive indiun, which is being investigated as a 
tracer (i.e., material that gives off a signal) to show the 
sites of blood formation. Take whole body scans, or pictures 
of the signals given off by the indium, 2 days later to com- 
pare with the scans taken with the radioactive iron. The 
indium scan is not essential for your diagnosis. Indium is 
cheaper and nore readily available and is used in many centers 
in place of radioactive iron to look at the places in the body 
where blood is manufactured. In most patients iron and in- 
dium give the same answers. Our research has shown that in 
some blood disorders there are significant differences and 
that indium may not give an accurate picture. It is our aim 
to discover the types of blood disorders in which indium may 
be used. 

The radioactive iron shows the places in the 

.. 2. The procedures and investigations listed above have been explained 
to me by 

3 .  I understand that the procedures,and investigations described 
above involve the following possible risks and discomforts: 

a. The radioactive iron scan is necessary for the investigation 
of my suspected blood disease and involves some radiation to 
my bone marrow. The indium scan adds some further radiation 
dose, but t h e  total radiation dose from both procedures is 
comparable to that received in special medical investiqations 
using X-ravs or radioisotopes. 

b. The radioactive tracers have been approved for experimental 
clinical trial by the Federal Drug Bureau. 

c. Discomforts: Both radioactive tracer tests involve the in- 
jection of a drug into a vein in the am. 
involve lying on a comfortable bed for extended periods 
(1-2 hours). 

Imaging procedures 

1 0 8 9 4 8 9  
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DOCUMENT SOURCE 
Lawrmco Barkoly L l b O t U g  
Archlvcn md Rwordr OMCr 

Benefits: 
to a better understandinq of my disease. 
sometimes give different information and our research is 
aimed at determining the type of blood disorder in which 
this happens and what it means. 

These studies will result in information leading 
The two tests 

5. I understand that 
will answer any inquiries I may have at any tine concerning the 
procedures and investigations. 
participation in the study at any time without prejudice to ny 
medical care. 

r understand that I may terminate 

SUBJECT'S SIGNATURE: 

WITNESS: 

(If subject is a minor, or otherwise unable to sign, complete the 
following) : 

Subject is a minor (age: ) ,  or is unable to sign because - 

Father Guardian 

Mother 

I 



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

PROTECTION OF H W N  SUBJECTS 
CERTIFICATION/DECLARATION 

UGPANT nCONTRnCT OFELLOU  OTHER 
ORENEUAL OCONTINUATION 

~ 

IDENTIFICATION IIU:@ER (if known) I c . . . 
STATBENT OF POLICY: Safegrvpding th rights wd welfars of subjects at  r i r k  i n  activities 
supported undsr grants rmd contructs fipm DBFY i s  primrP.il4 th. responeibilitu of the inatitution 
which receivea or is acmatabk 0 DKLW for eh. f\mds mJmd.d for th. euppor't of th activity. 
In ordor to pmvidr for the adequate diachaqs of this imtitutioM1 l o e p n s i b i t i t y ,  i t  is the 
policy of DBr7v that N) a c t i v i t y  invoLving hwwn subjects to be supported by 9HEU grants  o r  
w n t m c t e  shall be undertaken unL.88 the Institutional Revim Board haa m i m e d  and approved 
such actioiey,  rmd the inetitution haa * : t a d  to DHEW a oertif<atim of suah r e v h  and 
approval. in aoccnlonce vi th the requimnenta of Public Law #S-348, m implemented by P a r t  46 
of Mtle 45 of fhe Cod0 of Fedrml RoguZat ione ,  as d d .  145 CPR 46). 

1. TITLE OF PROPOSAL OR ACTIYITT 

2. PRINCIPAL INVESTIGATOR/ ACTIV IT? OIRECTOR/FELLOU 

3. DECLARATION THAT UWAN SURIECTS EITHER YOULD OR WULD NOT BE INVOLVED 

UA. No ind iv idua l s  vho l i g h t  ba considered human subjecta ,  including thoae from whom 
organs.  t i s sues .  f l u i d s ,  or o the r  ma te r i a l s  w u l d  be der ived,  or who could be 
i d e n t i f i e d  by personal  daca, would be involved i n  t h e  proposed a c t i v i t y .  ( I f  no 
human sub jec t a  w u l d  be involved, check this box andproceed  to  itan 7.)  

Euman aubjeccs  would be involved i n  r h e  proposed a c t i v i t y .  

I n s t i t U C i o M ,  on r eve r se  of t h i s  fom. give NBR of i n s t i t u t i o n  and name and addresm 
of o f f i c i a l ( s )  authorizing sccsas  t o  an). sub jec t s  i n  facilities not under d i r e c t  
c o n t r o l  of ths app l i can t  or o f f e r ing  i n s t i t u t i o n .  

DECLARATION OF ASSURANCE STAllJS/CERTIFICATIDN OF REVIEY 

OB. Subjects  w u l d  include;  
ONONE of t h e  following. Dminors. a f * t u s e s .  t h b o r r u s a s ,  Dpregnant  vomen. 
n p r i a o n e r s .  Omen ta l ly  re tarded,  Omcacnl ly  disabled. Under sec t ion  6. Cooperating 

k. 

Oh. 

ne. 

This i n s t i t u t i o n  does not  have an a c t i v e  assurance on f i l e  with D'dEU t h a t  covers or 
app l i e s  to Chi. app l i ca t ion .  When reQuested by DHEU t h i s  i n a t i t u t i o n  w i l l  submit an 
assurance and fmplanentarion procedures t o  comply v i t h  the  requiraments of t he  
F e d . ~ l  ReguLatias  on Protection of h b m  Sabject. 145 CFR 46) .  

This i n s t i t u t i o n  ha. an approved general  assurance (OHEU Aasuranca Number 
or sa a c t i v e  apec ia l  aaaurance f o r  t h i s  ongoing a c t i v i t y .  on file wi th  MEW. 
signer CERTIFIES t ha t  a l l  a c t i v i t i e s  in t h i s  app l i ca t ion  proposing t o  involve human 
sub jec t s  have been reviewed and approved by this i n a t i c u t i o n ' s  I n s t i t u t i o n e l  Rcvicv 
Board i n  a convened meeting on t he  da t a  of 
requirements of t he  Ccde of Fadem1 ZeguZatias on A P t e C t h  of 8- Subjaots 
(45 CPR 46). 
FDA status f o r  each i n v e r t i g i t i o u l  new d n t s  t o  be used (see reverse s i d e  of chi. form). 

The I n s t i t u t i o n a l  R e v i e w  loerd has dafe rdned .  and t he  i n s r i t u t i o n a l  o f f i c i a l  a igning 
b a l w  concurs, that: 

), 
"Ihe 

in accordance with the  

W a  c e r t i f i c a t i o n  includes. when appl lcable ,  requirements f o r  c e r t i f y i n g  

tithLr 0 human s u b j e c t s  rill wt be sf risk; 

- or human N b j e c t r  Vi11 k s t  risk. - 
5. and 6. SEE RFVERSE SIDE 

7. SIGNATURE OF INSTINTIOW OFFICIAL date 

T I n E  telephone no. 

8. NAME AN0 ADDRESS OF INSTITJTION 

TEE m m m  OR REZJ~W IT m REWESTIBG AGENCY. 



5. INVESTIGATIONAL NEW DRUGS - ADDITIONAL CERTIFICATION REWIRMENT 
Sect ion 16.17 of T i t l e  15 of t h e  Code of Fedem1 RepkatioM s t a t e a .  '%%em an orgmiuttion 
b required to p r e p  or M svbmit a certification . . . and tlu proposal involves un 
investigatimtol n m ~  drvg IJithfn the meoning of The Food, m u g ,  cnd Cosmetic Act, the drug 
skZL be ident i f ied  i n  the c e r t i f i c c t i a  tu3eth.r with a mtotwnent that the 30-& akz4y 
required by 21 CFX 130.3la)fZ) hrrs eL4peod and th. Food ad Drug A d n i n i o t m t i a  h~ not, 
prior to Upimth of S U C ~  30-&y fntomZ, requested that th. aponeor aontinuo t o  withhold 
or M r e s t r i c t  w e  of the mUg in humn m&j.cta; or tha t  the Food cnd O m #  Achninietratia ha8 
lpived the 30- dekq n q u i r u n m t ;  pmvid.d,  hauver, that i n  those aaaes in whioh the 
30+ de* intarnal ha8 neither eqCred nor barn wived, a etotomsnt shalt  be folwordod tu 
DBEY upm a ~ c h  sspirotion or upon receipt of a d v e r .  no o e r t i f h t i o n  d u L L  be ocruidelrd 
acowtabk mtiZ .ufh e tutmnt  h~ barn mariud." 

~~ 

INVESTIWITIDNAL NEU DRUG CERTIFICATION 

To c e r t i f y  c w p l i s n c r  v f t h  TM r equ i rmen ta  f o r  proposed uae of i n v r a t i g a t i o m l  n w  drug. 
i n  .addition to certification of I n s t i t u t i o n a l  Eeviw b a r d  approval, t h e  following report  
format should ha wed fox c.ch LYD: ( a t t ach  add i t iona l  IND c e r t i f i c a t i o n s  aa necessary) . 

IND m m  FILED: 17 FM 1571, 0 FDA 1572, 0 m 1573 

- Nsme of IND and sponsor 

- Dnta of 3W.y exp i ra t ion  or T M  v e i r e r  

- TM r e s t r i c t i o n  
- Signature of inves t iga to r  

( fu tu re  d a t e  r equ i r e s  follovup r epor t  to piw) 

dace 

Sect ion 46.16 of T i t l e  45 of the  Cod. of Fodoml Repht imn imposes a p e c i r l  requirements 
on t h e  conduct of s t u d i e s  o r  a c t i v i t i e a  i n  vhich the Brantee or  prime con t r ac to r  ob ta ins  
aceear t o  dl or some of the  rubjectm through cooperating i n a t i t u t i o n a  not under i t a  
eonrrol .  
vbm appl icable .  

f ';''hhp.-cl 
I n  order  thlt t h e  DtuU be f u l l y  informed, t h e  fol lowing report  is requested 

Use f o l l w l n g  report format f o r  u c h  i n a t i t u c i o n  o the r  than grantac o r  con t r ac t ing  

( a t t ach  add i t iona l  r epor t  eheeta ea neceassry). 
,' i n s t i t u t i o n  vfth r eapona ib i l i t y  f o r  human aubjeeta  p a r t i c i p a t i r q  in this a c t i v i t y :  

I c \  ' 6 -  - O f f i c i a l  of cooperat ing i n s t i t u t i o n  e u t h o r i r i r q  accear  t o  8ubjecca. 
Name of o f f i c i d  

TiCl. telephone - Name and address  of i n s t i t u t i o n  I -  
- Subjects :  a t a t u s  (wards, residents, student.. emplojeaa. p a t i e n t i ,  e t c . )  

nuub8r age range 

NOTES: 



L o r r a i n e  McGraw 
Committee f o r  t h e  P r o t e c t i o n  

M - 1 1  Wheeler H a l l  
U n i v e r s i t y  of  C a l i f o r n i a  
Berke ley  campus 

of Human S u b j e c t s  

A p r i l  .?e, 1975 

Re: N I H  1 PO7 FtR 01005-01 
"SEM-Secondary Ion  Mass 
Spec - A Bio-Tech Re- 
source", T.L. Hayes, Ph.D. 

I am e n c l o s i n g  a copy of my NIH p r o p o s a l ,  "SEM-Secondary Ion  
Mass Spec. - A Bio-Tech Resource",  which was submi t ted  through 
LBL f o r  t h e  Februa ry  1, 1975 d e a d l i n e .  
beg inn ing  Janua ry  1, 1976. T h i s  p r o p o s a l . c o n s i s t s  of  two d i s t i n c t  
b u t  i n t e r r e l a t e d  a c t i v i t i e s :  The development and c o n s t r u c t i o n  
(with ETEC Corp.) of a Scanning E l e c t r o n  Miscroscope w i t h  second- 
a r y  ion  a n a l y s i s  c a p a b i l i t y :  and t h e  employment of  t h i s  i n s t r u m e n t  
i n  v i s u a l i z i n g  and a n a l y z i n g  v a r i o u s  b i o l o g i c a l  samples ,  some of 
which a r e  expec ted  t o  b e  of human o r i g i n ,  by v a r i o u s  i n v e s t i g a t o r s ,  
many of whom w i l l  be  c o l l a b o r a t o r s  from o t h e r  i n s t i t u t i o n s .  

The development of  t h e  in s t rumen t  w i l l  be a phased a c t i v i t y  i n  
which t h e  Scanning E l e c t r o n  Microscope (SEM) and t h e  Secondary Ion  
Mass Spec t rometer  (SIMS) w i l l  i n i t i a l l y  o p e r a t e  s e p a r a t e l y .  T h i s  
w i l l  be fo l lowed b y  a p r e l i m i n a r y  p e r i o d  of combined o p e r a t i o n  dur-  
i n g  which v a r i o u s  d e s i g n  m o d i f i c a t i o n s  may be made depending on 
performance c h a r a c t e r i s t i c s .  C e r t a i n  b iomedica l  a p p l i c a t i o n s  w i l l  
be under taken  d u r i n g  t h e s e  t w o  phases .  when t h e  in s t rumen t  h a s  
reached i t s  o p t i m a l  performance l e v e l  a wide v a r i e t y  of b iomedica l  

' a p p l i c a t i o n s  w i l l  be  made. S i n c e  t h e  p roposa l  con templa t e s  t h e  
completed in s t rumen t  a s  a nat ion-wide r e s o u r c e ,  t h e  b iomedica l  
exper iments  w i l l  i n v o l v e  c o l l a b o r a t i n g  i n v e s t i g a t o r s  from a number  
o f  o t h e r  i n s t i t ~ o n s .  A t e n t a t i v e  l ist  of i n v e s t i g a t o r s  and t h e i r  
p robable  p r o j e c t s  i s  inc luded  a s  Table  I (page 15)  i n  t h e  p r o p o s a l ,  
b u t  o t h e r s ,  w i t h  a s  y e t  un fo r seen  p r o j e c t s ,  a r e  expec ted  t o  be 
added i n  t h e  f u t u r e .  The i n i t i a l  involvement  of ti'ssues and f l u i d s  
is  t h e r e f o r e  dependent  on b o t h  t h e  p r o g r e s s  of i n s t r u m e n t  develop-  
ment, and t h e  i n t e re s t  and a v a i l a b i l i t y  of i n v e s t i g a t o r s  w i th  
p r o j e c t s  s u i t a b l e  t o  t h e  i n s t r u m e n t 3  o p e r a t i o n  c a p a b i l i t i e s  a t  a 
g iven  p o i n t  i n  t i m e .  
a c t i v i t i e s  w i t h  t h e  s p e c i f i c i t y  r e q u i r e d  € o r  t h e  p r e p a r a t i o n  of 
p a r t i c u l a r  p r o t o c o l s .  

W e  can ,  however, a s s u r e  t h e  Committee t h a t  a l l  human t i s s u e s  
w i l l  be r e s i d u a l ,  be ing  o b t a i n e d  a s  a resul t  of normal t r e a t m e n t  
b y  l i c e n s e d  p h y s i c i a n s ,  and w i l l  be o b t a i n e d  i n  such a way t h a t  
anonymity w i l l  be  p re se rved .  Such a s s u r a n c e s  a s  may be r e q u i r e d  
b y  t h e  CPHS w i l l  be s e c x e d  from t h e  c o o p e r a t i n g  i n s t i t u t i o n s ,  and 
no such a c t i v i t i e s  w i l l  be  under taken  prior t o  your  approva l  of 
s p e c i f i c  p r o t o c o l s .  The same w i l l  be t r u e  of human f l u i d s  w i t h  t h e  
p o s s i b l e  e x c e p t i o n  t h a t  a v e r y  s m a l l  amount of normal blood may be 
drawn a t  Donner. 
approved b y  t h e  CPHS i n  r e l a t i o n  t o  t h e  N I H  a p p l i c a t i o n  of Lindgren ,  
and would be submi t t ed  f o r  your r a t i f i c a t i o n  w i t h  r e s p e c t  t o  my 

Suppor t  is r eques t ed  

-' 

. 
It is  n o t  p o s s i b l e  now t o  p i n p o i n t  t h e s e  

T h i s  would be  ana lagous  t o  t h e  p r o t o c o l  a l r e a d y  

p roposa l  b e f o r e  be ing  under taken .  
'.. ' 

l! 



May 7, 1975 

Re: NIB 1 PO7 RR 01005-01 
”SEM-Secondary Ion 
Mass Spec.-A Bio-Tech 
Resource” - T.L. Hayes, 
Ph.D. 

Adendum t o  Human S u b j e c t s  P r o t o c o l  

The p r o t o c o l  of A p r i l  28, 1975 i n d i c a t e s  t h a t  t i ssues  and 
f l u i d s  of human o r i g i n  w i l l  be  r e s i d u a l  from s t a n d a r d  and 
accep ted  d i a g n o s t i c  and t h e r a p e u t i c  measures employed by l ic-  
ensed p h y s i c i a n s  i n  t h e  c l i n i c a l  management of  p a t i e n t s .  The 
q u a n t i t i e s  would be  t h o s e  r e q u i r e d  by t h e  employment of t h e s e  
s t a n d a r d  measures.  

However, w e  do n o t  wish a t  t h i s  p o i n t  t o  r u l e  o u t  t h e  
p o s s i b i l i t y  t h a t  under c e r t a i n  c i r cums tances ,  t i s s u e s  and 
f l u i d s  would be  o b t a i n e d  i n  amounts beyond t h a t  r e q u i r e d  f o r  
s t a n d a r d  c l i n i c a l  p rocedures ,  or p o s s i b l y  w i t h o u t  r e l a t i o n  t o  
them. Should a c t i v i t i e s  of  t h i s  s o r t  appear  i n  t h e  f u t u r e  t o  
be d e s i r a b l e ,  w e  w i l l  s u b m i t  t o  t h e  CPHS d e t a i l e d  p r o t o c o l s  
f o r  review,  and w e  w i l l ,  o f  c o u r s e ,  n o t  proceed  p r i o r  t o  CPHS 
approva l .  

/ James L. Born, M.D. 
R e s  pon s i b  1 e Admi n i s t  r a t o  r 

T. L. Hayes, Ph.D. 
P r i n c i p a l  I n v e s t i g a t  r 
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NOTICE OF PROPOSED FRWECT IWOLVRJG HOMAN SWECTS 

To: Cmdttee for Pro tec t ion  of Human Subjec ts  
!4-n Whealer H a l l  
Perkeley Campus 

Data 

To: Cmdttee for Pro tec t ion  of Human Subjec ts  
!4-n Whealer H a l l  
Perkeley Campus 

Data 

T i t l e  of Protocol 

T i t l e  of Research Pro jec t  

Inves t iga tor  Name 

Divis iona l  Assoc5at.e b i r o c t o r  Name 

L.9L Account Nmber 

Fundingr C l W M  - - 
0 O t h e r  (Specify) 

Agency Deadline 

Does t h i s  p ro tcco l  involve t h e  exposure of U a p a t i e n t s  normel subjects t o  R a d i a t i o n n  n Yes no 

Does t h l a  p o t o c o l  involve i nves t iga t ive  new drugs ,"," If ps, spec i fy  
whether the 'IM3 is Wmed t o  OLBL 0 O t h e r  

"am of Organization 
Date of Expi ra t ion  of 30 day l n t e m a l / b h  Waiver 

lJ Yes n N~ Does t h i s  Protocol involvfl co l lahora t ion  with another i n s t i t u t i o n  

If Yes, 
same of Organisa t ion(s )  

(Attached requi red  documentation) 

Far CRIS nse 

Refer t o  LBL Screening Committee 
Date 

Refer t o  Ll3L Human Use Committee 
Uata - 

0 
QD 
9 
5 
a 

(Anything else CPHS wants) 

D i s t r ibu t ion  : 

copy j+l. - CHIS (Transmit t o  Lm Screenin&unan Use Cormitteas) 
Copy #2. - LBL Assoc. D i r .  for M n d n t s t r a t i o n  (Retains) 
Copy #3. - LBL Prvgramnetic Assoc. D i r .  
copy #h. - I n v e s t i g a t m  

m Orig ina l  - CPHS (Retains) 



There remain unanswered q u e s t i o n s ,  some r e l a t i n g  t o  b a s i c  

p o l i c y ,  and o t h e r s  t o  m a t t e r s  of d e t a i l .  

P o l i c y  Q u e s t i o n s  

1. P r o t o c o l s  a s s o c i a t e d  wi th  ex t ramura l  a p p l i c a t i o n s  

m u s t  be  accompanied by c o p i e s  of t h e  p roposa l .  What, i f  

any th ing ,  s h a l l  accompany p r o t o c o l s  r e l a t e d  t o  ERDA p r o j e c t s ?  

The 189 form? 

might n o t  be s p e c i f i c  w i t h  r e l a t i o n  t o  new p r o j e c t s  conareived 

d u r i n g  t h e  year .  

Some of  t h e s e  a r e  n o t  very  d e t a i l e d ,  and o t h e r s  

2 .  

procedures ,  and t h a t  DFEW now r e q u i r e s  a d e c l a r a t i o n  of non- 

i n v o l v e m e n 6 o ~ D I i E W  a p p l i c a t i o n s  @-human subjects ;  does 

Bearing i n  mind t h a t  ERDA h a s  adopted DHEW pi335 

_2_ --- 

t h i s  imply t h a t  CPHS m u s t  review of LBL's  189 forms? 

3 .  W i l l  it be necessa ry  t o  review ERDA-supported human 

s u b j e c t  p r o j e c t s  i n  t h e  Spr ing ,  immediately p r i o r  t o  189 

form submission? And i f  so, w i l l  it be  

I w i t h  DHEW r u l e s ,  f o r  p roposa l s  i n  uh ich  t h e  involvement of 
i 

human s u b j e c t s  i s  c e r t a i n ,  bu t  n o t  M[ -- . _ _ -  --- - -  
r a l ,  p r e l i m i n a r y  protocols . , ,  Hopeful ly  t h e  answer t o  

, 
bo th  q u e s t i o n s  i s  "no"! t h e  c o n t r a r y  would bury  u s  a l l  i n  

.G z'ea an unmanageable morass of paper  a t  a timefiwhen w e  a r e  l e a s t  

a b l e  t o  cope w i t h  it. 

4 .  P r o t e c t i o n  of Human S u b j e c t s  i s  an LBL-wide respon- 

s i b i l i t y .  The p r e s e n t  (Donner) Human U s e  Committee (Born, 

Budinger ,  McRae, S t a u f f e r ,  Jones )  is  composed e x c l u s i v e l y  of 
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Lawrmco Barkrlry Laboruq 
k c h h w  md Rwordr OMCO 

Biology and Medicine S t a f f  members. 

be augmented o r  some of t h e  p r e s e n t  members r e p l a c e d ?  

w i l l  d e c i d e  and when? 

a l l y  appo in ted  by Dr. Sessler? 

Should t h i s  membership 

who 

Should n o t  an LBL C o m m i t t e e  be form- 

5. Is LBL, a s  an ERDA prime c o n t r a c t q r ,  exempt i n  any  

way from FDA IND r equ i r emen t s  f o r  r a d i o a c t i v e  pha rmaceu t i ca l s?  

I f  so, under what  c i r c u m s t a n c e s ,  and does t h i s  ex tend  t o  

Xp& p r o j e c t s  suppor t ed  by o t h e r  agenc ie s?  



Q u e s t i o n s  of D e t a i l  

1. The proposed form “ N o t i f i c a t i o n  of Research P r o j e c t  

l n v o l v i n g  Human S u b j e c t s ”  (which may be regarded  by some a s  

b u r e a u c r a t i c  excess )  i s  in t ended  t o  fnform t h o s e  concerned 

of c u r r e n t  Human Subjec ts  a c t i v i t i e s ,  p a r t i c u l a r l y  pending 

p r o t o c o l s .  I assume t h a t  t h e  LBL a d m i n i s t r a t i o n  o f f i c e  w i l l  

wish  t h i s  i n fo rma t ion  e s p e c i a l l y  w i t h  r e f e r e n c e  t o  ex t r amura l  

a p p l i c a t i o n s .  

wish t o  keep  r eco rds :  c e r t a i n l y  w e  w i l l  want t o  do so i n  

Bio-Med. 

c o p i e s .  

p o i n t s  of  i n fo rma t ion  can  be p re -p r in t ed ;  i n v e s t i g a t o r s  may 

f o r g e t  t o  i n c l u d e  e s s e n t i a l  i n fo rma t ion  i n  a memo, genera t -  

i n g  time-consuming exchanges of cor respondence  or te lephone  

c a l l s .  

I 
Some Programat ic  Aseoc ia t e  D i r e c t o r s  may no t  

The a l t e r n a t e  t o  a form i s  a cove r  m e m o ,  w i t h  

The form h a s  t h e  advantage  t h a t  a l l  of t h e  r e q u i s i t e  

2 .  The proposa l  t o  route p r o t o c o l s  d i r e c t l y  from 

i n v e s t i g a t o r s  t o  CPHS, and then  back t o  t h e  LBL Screening  o r  

Human use Committee, h a s  a l r e a d y  been q u e s t i o n 4  

r a t i o n a l e  f o r  do ing  so i s  t o  p l a c e  a s  much of t h e  c l e r i c a l  

workload a s  p o s s i b l e  a t  t h e  p o i n t  where t h e  LBL-provided 

c l e r i c a l  a s s i t a n c e  i s  loca ted .  I t  i s h s e d  on t h e  assumption 

t h a t  w e  w i l l  f i n a n c e  an a d d i t i o n  t o  t h e  CPHS b t a f f .  The 

a l t e r n a t e  would i n v o l v e  i n t e r n a l  r o u t i n g  w i t h i n  LBL, perhaps  

through t h e  Admin i s t r a t ion  Off ice,  t o  t h e  Screening  and/or 

The 

Human U s e  Committees, p o s s i b l y  back t o t h e  i n v e s t i g a t o r  i f  t h e r e  

- w e r e  d e f i c i e n c i e s  o r  q u e s t i o n s ,  w i t h  forwarding  t o  CPHS of 
0 
CD o n l y  f i n i s h e d  p roduc t s .  T h i s  would p l a c e  an a d d i t i o n a l  work- 
P 

3 
W cope  w i t h  it, s i n c e  t h e r e  appea r s  no p r a c t i c a l  way t o  u t i l i z e  

load  a t  s e v e r a l  p o i n t s  w i t h i n  LBL, w i t h  no means provided t o  

t h e  s e r v i c e s  of t h e  LBL-paid c l e r i c a l ,  who w i l l  presumably 

r e s i d e  i n  M - 1 1  Wheeler. 



The proposed r o u t i n g  w i l l  p l a c e  LBL i n v e s t i g a t o r s  i n  

t h e  same r e l a t i o n  t o  CPHS a s  t h o s e  on t h e  campus, save  f o r  

having t o  iQ3 complete  and d i s t r b b u t e  t h e  " N o t i f i c a t i o n  . . . ' I  

form. 

3 .  D i f f e r e n t  numbers  of c o p i e s  of v a r i o u s  documents 

w i l l  be  r e q u i r e d  f o r  d i f f e r e n t  t y p e s  of p r o t o c o l s .  

example: 

a s s o c i a t e d  w i t h  an N I H  a p p l i c a t i o n ,  w i l l  be r e f e r r e d  t o  t h e  

LBL Human UseCommittee. I f  Committee membership remains a t  

5 ,  each member w i l l  undoubtedly need a copy of t h e  proposa l  

i n  a d d i t i o n  t o  t h e  copy f o r  CPHS, A s i m p l e  p r o t o c o l  f o r  

drawing sma l l  amounts of normal blood €or biochemical  

a n a l y s i s  w i l l  be r e f e r r e d  no f u r t h e r  than  t h e  LBL Screening 

Committee, r e q u i r i n g  a t  most two a d d i t i o n a l  cop ie s  of tb 

proposa l .  

For 

A complex p r o t o c o l  for t he rapy  a t  t h e  Bevalac,  

S h a l l  w e  a d d r e s s  t h e s e  vary ing  requi rements  i n  t h e  

"P rocedures" ,  or do  w e  contempla te  t h a t  a d d i t i o n a l  cop ie s  

w i l l  be r e q u e s t e  W e  should bea r  i n  

mind t h a t  it is g e n e r a l l y  e a s i e r  t o  make a d d i t i o n a l  cop ie s  

d u r i n g  one r ep roduc t ion  r u n ,  and t h a t  t h e  unexpected n e c e s s i t y  

of s e p a r a t e l y  d u p l i c a t i n g  a d d i t i o n a l  c o p i e s  of a bu lky  

p roposa l  can c o n s i d e r a b l e  burden .- %- 



4.  Has a w a c e  per iod" been i n s t i t u t e d ?  If so, t h e  
"Procedures' I must be  modif ied to  incorporate  it.  

5 .  Does t h e  Adminis trat ion Office wish  to  have a copy 

of t h e  p r o t o c o l  m a t e r i a l ,  w i t h  or wi thout  a copy 6f t h e  

proposa l ,  appended to  i t s  copy of  t h e  " N o t i c e . .  ." form? 

The D i v i s i o n a l  Absoc ia te  Direc tor?  ("Yes" f o r  Bio-Med) . 
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LBL Administratiu 

add i t ion  t o  t h e  obvious medical programs, t h e  regulat ions s p e c i f i c a l l y  

cover a l l  r e sea rch  a c t i v i t i e s  u t i l i z i n g  human f l u i d s  and t i s s u e s ,  in-  
c luding those in which these  substances a r e  provided by LBL or a r e  

received from another  i n s t i t u i o n  f o r  ana lys i s -  crx; LBL. A l s o  covered 
a r e  p r o j e c t s  i n  w i h t he  i v e s t i g a t o r  is t h e  only s u b j e c t  and O c h  

m - p  r o j e c t s s h  i ch may 
. I  

a f f e c t  psychological  balance,  c w o r  privacy. 

Any proposed p r o j e c t  which w i l l  involve human sub jec t s  must have 
approval  be fo re  the  p r o j e c t  is i n i t i a t e d .  Wherever poss ib l e  and in 

'/" 

orde r  t o  avoid delays i n  a p r o j e c t ,  t h i s  approval should be obtained 
a t  :he time a p roposa l  is submitted.  
With t e Ll; Berkeley Committee f o r  P ro tec t ion  of Human S u b j e c t s Y d k  

LBL has arranged a procedure 

a!(&? a n  Advisory Conrmittee t o  assist the CPHS. 

f o r  approval should be d i r e c t e d  t o  t h e  Associate D i rec to r  f o r  

Adminis t ra t ion,  n o t  t o  t h e  
should be  allowed f o r  

"r b mnar 

A l l  i n v e s t i g a t o r s  a r e  asked t o  g ive  t h e i r  c l o s e  a t t e n t i o n  to  
t h e  matter  of p r o t e c t i o n  of human sub jec t s .  

a r e  furnished s e p a r a t e l y ,  and i n q u i r i e s  should be d i r e c t e d  t o  the 
h s o c i  a t e D i  r ec  t c  r f o r  A d d n i s  t r a  t i  on. 

Implementing procedures - 
1 0 8 9 5 0 2  George L. Pappas 

b + c n r l n r c .  nirc-crnr 


