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3800 RESERVOIR ROAD, N,W. 

WASHINGTON 7 , D. C.
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Robert A. Kehoe, M.D.
University of Cincinnati 
Department of Preventive Medicine 
and Industrial Health
Eden Avenue '
Cincinnati 19, Ohio

Dear D r . Kehoe:

I regret that a rather heavy travel schedule in this  last month 
has delayed my reply to your "courtesyn letter of J une 4, 1964.
Your letter relates to my printed answer of May 4, 1964 to the 
question of Lewis M. Grear, M.D. regarding "Laborato ry Test for 
Lead Poisoning".

Several aspects of your letter of June 4th are suff iciently de­
tailed so that it seems to me they may be profitabl y reviewed 
in reply.

We are in essential agreement (last paragraph, page  2 of your 
letter) regarding problems related to the accurate analysis of 
lead in blood and urine as they are faced by the pr acticing 
physician in this country. As the United States rep resentative 
to the International Union of Pure and Applied Chem istry, Commis­
sion on Clinical Chemistry, as Chairman of the Educ ation Committee 
of the American Association of Clinical Chemistry, as a practicing 
Clinical Chemist for many years and Fellow of the A merican Board 

.of Clinical Chemistry I would fully endorse your v iew.. You and I 
are in disagreement on this particular point with o thers in your 
own laboratory. I enclose for you a copy of a lette r from M. R. 
Zavon, M.D. of the Kettering Laboratory who seems, t o take excep­
tion to my comment on the need for insuring that th e analytical 
work be done in an adequately controlled laboratory . Recognition 
by the medical profession that chemical analyses sh ould be con­
ducted under the supervision of persons specificall y trained in 
this specialty would go a long way toward insuring the kind of 
facilities and surroundings that would provide the stimulus re­
quired for top notch work on which you could rely.

No one can quarrel with your observations on the di fficulties faced 
by the physician in the diagnosis of lead poisoning . The question 
posed in the Journal was not this one. It was rathe r on the sub­
ject of the analytical procedures which have been f ound helpful 
in establishing and verifying such a diagnosis. I th ink my printed 
reply was a reasonable answer to this question.
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You have obviously not had an opportunity to includ e in your letter 
the experimental details on which you base your vie ws concerning the 
essential similarity of the clinical results observ ed following ex­
posure to lead under those conditions which are usu ally termed acute, 
aub-acutc and chronic. For several reasons I am unw illing to accept 
your excathedra pronouncements on this subject.

The first reason is only of historic interest at th is time. Some 
fifteen years ago I wrote a preliminary paper on th e first applica­
tion of Calcium SDTA for the enhancement of urinary lead excretion.
In your review of the paper you suggested that a) you r own work 
previously published has established that it was no t possible to 
significantly increase the output of lead in humans  carrying a 
high, body burden of the metal and b) that the resu lts reported by 
the authors were undoubtedly due to their inability  to accurately 
analyse lead in urine. It has always been gratifyin g to us that 
our observations, made in those, early years, have stood the test 
of time and,that it is indeed possible by suitable c helating agents 
to induce an enhanced output of lead in the urine o f humans. It is 
also somewhat amusing to us that our early conserva tism on the 
correlation of enhanced lead excretion with any imp rovement in the 
clinical state of the patient has been echoed in th ese years by other 
investigators. Our additional experiences In develo ping modes of 
therapy for the removal of iron in vivo, for the co ntrol of calcium 
metabolism In vivo, and most recently for the enhan cement of gold 
excretion In animals has not given me any reason to  change my opinion 
that pronouncements from even so eminent an authori ty as yourself are 
subject to the crucible of experimental verificatio n.

A second ground for differing with your views rests  on experimental 
evidence concerning the disposition of exogenous me tals in vivo.
There are indeed differences In the rates and sites  of deposition 
of metals introduced into the organism depending on  the nature of 
the metal and the characteristics of the metal carri er. Likewise 
the dosage as well as the. conditions of administra tion have some 
Influence on the ultimate distribution.of the compo und. I am sure 
that you recognize that this subject is a complicate d one. The 
same comment is applicable to the use of chelating agents as a pro­
vocative test to establish the body burden of vario us endogenous and 
exogenous metals.

It would be a great pleasure for me to discuss this  subject with you 
in greater detail should opportunity permit. It hap pens that In the 
fall of this year I will be on sabatical leave from  my post at the 
University. I would welcome an invitation to come to  Cincinnati to 
review this subject in depth with you and your coll eagues.

Me - ' ' -

Martin Rubin, Ph.D.
Associate Professor, Biochemistry
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Editor' - . ■ ' •
Journal of the American Medical Association
53S Worth Dearborn Street v  . „
Chicago, Illinois >■  . • ; , v ;  » •,. ,

Dear Dr. Talbot: . t ' " ' ,* , •. V
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On page 478 of the issue of May 4, 19#4 the question is  asked about 
the accuracy of laboratory tests for lead poisoning , and which tests • 
are considered most accurate, ■ . * ; • : .

" : .• ■ . . . . . . .  , t V ; • ‘■ •i •
I believe that Dr. Rubin in answering, answered the q uestion but may 
have, been somewhat misleading in his answer. Obviousl y, the accuracy 
of all laboratory tests is "dependent on the availabil ity of a well V
directed laboratory where competent studies can be do ne." With such *" 
a laboratory available, there should be no need for  a proveeativ© ' 
dose of a chelating drug or for any other laborator y determination -1 •
other than the determination of the lead content of th e blood and ' *
the urine. If there are symptoms indicative of lead po isoning and 
laboratory analysis indicates an elevated blood lea d concentration, . :
there should be no nqed for further confirmation. T he presence or ‘
absence of stipple cells, elevated porphyrins, or o ther derangements .
of the normal become quite academic in the presence of symptoms and 
an elevated blood lead concentration. :

Sincerely yours, . ;

■  -A* -*• •■ »'■ •Vi' '
. ji-a-i ,>■  ' • 'h ,i* ;

Mitchell R. Zavon, M.D.
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