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D e a r  H a r r i e t :

Red J o h n s to n e  was k ind enough to  le t  m e  in  on h is  re c e n t  c o r r e s p o n d e n c e  
w ith  you o v e r  C a lc iu m  d is o d iu m  EDTA, and  I a m  im p e lle d  to q u a r r e l  
w ith  you, g e n t ly ,  about one p a r t  o f y o u r  v iew p o in t  c o n c e rn in g  the  u s e f u l ­
n e s s  of th is  c h e la t in g  ag en t .  A s  you know , I a m  no t m u c h  im p r e s s e d  by 
i ts  a b i l i t y  to  a l le v ia te  s y m p to m s  of in to x ic a t io n ,  but I a m  p r e p a r e d  to u s e  
i t  and to  a d v o c a te  i ts  u s e  fo r  the a c c e le r a te d  e l imin a t io n  of lead  f r o m  th e  
so f t  t i s s u e s  and , in d i r e c t l y ,  f r o m  the  sk e le to n  i f  and  w hen i t  is  a d m in i s ­
te r e d  p r o p e r l y .  T h is  a p p l ie s  e sp e c ia l l y  in  th e  c a s e of in fa n ts  and s m a l l  
c h i l d r e n ,  w hose d a n g e r  i s  g r e a t  b e c a u s e  o f  t h e i r  e xc e s s iv e  body b u rd e n  
and the f r e q u e n t  a c c e s s ib i l i t y  o f f u r th e r  le a d  to be a b so rb e d  f ro m  th e i r  
e n v i ro n m e n t .

In m y  v iew , h o w e v e r ,  on th e  b a s i s  o f a  v e ry  c o n s id era b le  a m o u n t  of e v i ­
) d a n ce ,  th e  p ro v o c a t iv e  u s e  of the  ag en t  fo r  d ia g n os t ic  p u r p o s e s  is  i r r a ­

t io n a l  and  f r a u g h t  w ith e r r o r .  I h ave  n e v e r  se e n  any  e v id en ce  th a t  
in o rg a n ic  le ad  is  d i s t r ib u te d  in an  e r r a t i c  m a n n e r  in  the  t i s s u e s  o f  the 
h u m a n  body. In fa c t ,  th e  p a t t e r n  of the d is t r ib u t ion  o f le a d ,  a s  we and 
o th e r s  h av e  se e n  i t  {see the O ak  R idge d a ta  of D r .  T ip ton  an d  h e r  c o l le a g u e s ) ,  
is  so c o n s is ta n t  tha t t h e r e  a r e  no g ro u n d s ,  so  f a r  a s  I know, f o r  the  b e l ie f  
th a t  i t  ch an g e s  s ig n i f ic a n t ly  (ex cep t ,  p e r h a p s ,  in  r e s p o n s e  to c h e la te  
th e ra p y ) .  If t h i s ' i s  t r u e ,  th e  o r o p e r  m e th o d  of d e te rm in in g  the  body b u rd e n  
o f le ad ,  is  th a t  of e s ta b l i s h in g  th e  c o n c e n t ra t io n  of lead  in one  o r  m o r e  of 
the  m a in  t i s s u e s ,  and f r o m  th is  c a lc u la t in g  th e  body b u rd e n  o r  in  a p p ra is in g  
i ts  r e la t i v e  m a g n i tu d e ,  a s  c o m p a r e d  w ith  the  n o rm a l le a d  co n ten t  of the 
body. O u r  e x p e r im e n ta l  w ork  h as  p ro v id e d  the b a s is  f r o m  such  calcu la t ion  
o r  a p p r a i s a l .

Now, when th e  c h e la t in g  a g en t  is a d m in is te r e d ,  an un p re d ic ta b le  r e s p o n s e ,  
bo th  in  t im e  and in  q u a n t i ty ,  is  found to  o c c u r ,  on the  p a r t  o f th e  r a te  of 
the  u r i n a r y  e x c re t io n .  We h a v e  no r e a l  in f o rm a t io n  on w h ich  to a p p r a i s e  
i t ,  q u a n t i ta t iv e ly ,  f o r  we do n o t know, in  b io c h e m ic a l  t e r m s  a t  th e  c e l l u l a r  
p o in t ,  in v a r io u s  t i s s u e s ,  ju s t  what o c c u r s .  T h e r e fo r e  i t  i s  p o s s ib le  o n ly  
to g ive  s ta te m e n t  to  a  r u le  of thum b  fo r  th e  i n te r pr e ta t i o n  o f  the  r e s u l t ,  and 
the i n te r p r e ta t i o n  i s  j u s t  a s  l ik e ly  to  be w rong  a s to  be  r ig h t .  T h is  is ,

N22396



in d eed , a p o o r  b a s i s  fo r  any  in te r p r e ta t i o n  o f  the  am o u n t of lead  in  the  
so f t  t i s s u e s  as  a  whole, and fo r  dec id in g  w hat, i f  any  h a z a r d ,  is  e n ta i led  
t h e r e in .  A s a  d iag n o s t ic  p ro c e d u r e  th is  i s  e m p i r i c i sm  a t  i t s  w o rs t ,  f o r  i t  
is  e m p i r i c i s m  b a se d  on  a  f a ls e  p h y s io lo g ic a l  p r e m ise .  By a l l  o d d s , the 
b e s t  way to  f ind  ou t the g e n e r a l  o r d e r  of m a g n i tu d e of the  body  b u rd e n ,  and 
i ts  s ig n i f ic a n c e  ion the p u re ly  p ra g m a t ic  b a s i s  o f what can  be  o b s e r v e d  to  
be tneyc& nsequences of too g r e a t  a  body b u rd e n ) ,  ia to  nee to i t  th a t  the 
m e ta b o l ism  o f lead  in the body is  no t d is tu rb e d  by  any  known th e ra p e u t i c  
a g en t ,  and then  to m e a s u r e  p r e c i s e l y  (and re p e a te d ly  i f  n e c e s s a r y )  th e  lead  
co n ten t  of th e  b lood . (T hat of the u r in e  h a s  too  m uch  p h y s io lo g ic a l  v a r ia b i l i t y  
to be depended  upon. ) If the  l a t t e r  is  h igh , in te r me d ia te  o r  low when the  
b lood  i s  in  e q u i l ib r iu m  w ith  the  o th e r  t i s s u e s  (i. e. u n d is tu rb e d  m e ta b o l i s m ) ,  
the  body b u rd e n  i s ,  in  g e n e r a l  c o r r e s p o n d e n c e ,  h igh, i n te r m e d ia te  o r  low .
T h is  i s  sound p h y s io lo g y , so  f a r  a s  anyone now knows. If t h e r e  a r e  e x c e p ­
t io n s ,  th e y  h av e  no t c o m e  to l igh t  n o r  b een  i n t e r p re t e d .  I do no t ho ld  th a t  
t h e r e  a r e  not e x ce p t io n s ,  but I h av e  n e v e r  s e e n  th em , and I h a v e  c e r ta in l y  
looked lo n g e r  and m o re  c a r e f u l l y  than  h a s  any o n e  who h as  w r i t te n  on the  
s u b je c t .  I know tha t m y  v iew  of th is  m a t t e r  i s  no t s h a r e d  b y  a l l  o f  th e  
c l i n i c ia n s ,  inc lud ing , v o c i fe ro u s ly ,  so m e  of o u r  F re n c h  c o l le a g u e s .  H o w ev e r  
th e y  have  not p ro v id e d  e v id e n c e ,  but on ly  v ig o ro u s ly  e x p r e s s e d  o p in io n s .  I 
h av e  no h e s i ta t io n  in e x p re s s in g  m y s e l f  to  you w ith so m e w h a t  c o r re sp o n d in g  
v ig o r .  T h is  h as  com e to  be  a  f a i r l y  im p o r ta n t  m a t t er  in  c o m p e n s a t io n  
m ed ic in e , in  which I have  b e en  invo lved  no t in f re q ue n t ly .  Th is, f e a tu r e  o f  
the m a t t e r  is  t r o u b le s o m e ,  of c o u r s e ,  bu t of m u ch  mo re  im p o r ta n c e  is  th is  
i s s u e  a s  i t  r e l a t e s  to a  p e r s o n  who s e e k s  m e d ic a l  c ar e  and  a d v ic e .  It is  
m o s t  d is tu rb in g  to a m a n  who h a s  b een  ex p o sed  to  lead  w ithout i l l n e s s  o r  
a f te r  r e c o v e r y  f ro m  i l l n e s s ,  to be  led  to s u s p e c t  that the u l t im a te  e f fe c ts  
o f h is  e x p o su re  a r e  u n p re d ic ta b le ,  and tha t he h a s  the p o te n t ia l i t i e s  o f  
s e q u e s te r in g  p o te n t ia l ly  d a n g e ro u s  q u a n t i t ie s  of lead  in  c e r t a i n  o f h is  so f t  
t i s s u e s .  T h e re  is  not the  s l ig h te s t  ev id en ce  now tha t th is  is  t r u e ,  and  I 
hope tha t we sh a l l  not c o n t r ib u te  to  th is  k ind  of ap p re h e n s io n ,  u n le s s ,  in d eed , 
we shouLd f ind i t  n e c e s s a r y ,  in  c l in ic a l  e x p e r ie n c e,  to g u a rd  a g a in s t  undue 
o p t im is m ,  c o n ce rn in g  the o u tco m e  of u n u su a l  c a s e s  of p iu m b is m .

With kind rega rd s.

H ar r ie t  L . Hardy,  M. D. - (¿) - N ovem ber  ¿3, 1964

S in c e re ly ,

R o b e r t  A . K ehoe, M. D,
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c c :  R. T. Jo h n s to n e , M .D .  (blind)


