MEDICAL DEPARTMENT

OCCUPATIONAL MEDICAL SERVICE

CAMBRIDGE 39, MASSACHUSETTS

December 7, 1964

Robert A, Kehoe, M.D.
The Kettering Laboratory
University of Cincinnati
College of Medicine

Eden Avenue
Cincinnsati 19, Ohile

Dear Bob:

I was vory much flattered to get the 1etter fram you
following my earlier one to Red Johnstone on the use of
Calecium disodium EDTA. I think it curious that you and I
have had such different experience im slleviating the same
symptons of lead intoxicatlion. I =m going to enclose s
¢linicel study for which I was responsible that reports
our favorable sxperience. We go on having this same experi-
ence with adult lesd poisoning as reflected in reversal of
hematological sbnormalities and symptoms. I do not see =
great number of csses these days =nd perhaps my expsriense
i1s not the usual, but when I talk with my collesgues here
locally who do see csgses they sppear to be having the same
kind of experience that I am,

In the last letter of your first paragraph, you refer
to children heving further lead exmosure as a reason for
using this therapy. I think the same thinking needs to be
spplied to certain workers in lead-using industries., We
find in this area that those men who stert working in the
storage battery industry enjoy 1t and go fram one plant te
the other and have continuing lead absorption. This 1is
also true in a series of cases we have been seeing of men
exposed to lead in the dismantling of structural steel
bridges covered with leaded paint as well as in construction
where leaded paint is used as a protection sgainst weather,
These men are sent from job to job, hired through their
unions, anéd there seems to be no good way of controlling
their lead exposures by the character of the work end
method of hiring. It seems to me that In these Individusls
one has to tell ths worker that he must change his job, and
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this of course is not always esasy, in order to keep the body
burden of lesd small enocugh so that there are no detectable
signs of intoxication even though lead absorption continues.
I think this is a very practicsl problem not easily solved,

Now let me try to present my view of the use of the
chelating agent for diagnostlec purposes. Incidentally, I
would appreciate reference to the “very considerable amount
of evidence™ that you spesk of in the first line of your
second paragraph. £4nd I would certainly like very mush te
know whether or not there are any other references I should
have of Dr. Tipton or others beyond that te be found in thse
January 1964 Archives of Environmental Heslth, In reading
Tipton and others on this subjeet, I gather that the datas
are not final becsause of varliation imn analytie methods and
lack of knowledge of lead in the humsn body in various parts
of the world., However, fram reading your letter it would
appear that I sm not adequately informed on this subject.

Then, I am very much interested in your remsrk that the
pattern of distribution of lead does mot change except in
response to therspy with a chelating drug. Is it not neces-
sary to take Iinto econsideration that the body itself makes a
nunbder of chelating agents as, for exsmple, e¢ltrates. Some
Years sgo befors EDTA was available, I followed up the
observation that one might use Sodium citrsata to bring lead
out of the body and I was able to do’ so with some success
but nothing like the suceess that can be achiesved with EDTA.
I remember being told at the time that 1t would be difficult
te assess the velue of this procedure because of the fact
that the body itself makes and uses the citrates as chelating
agents, (Ref.)

I know very well your work on the normal lead content
of the body. I wonder if yeu have any references on ths'
determination of the body burden of lead in cases where there
has been unusual lead absorption with er without intexication.
Your letter you can see is very interesting to m® and brings
out meny of the questions that have oceurred te me over the
years in my study of the body's handling of lead. Lat me
hasten to say how modest my experience is, but this is ne
index of my interest in the matter.

Further, Bob, in thinking about distribution of lead
in the body I am puzzled that you say that the behavior is
so very predlctable. Am I wreng in believing that lead 2nd
calciue behave in e similar fashion? Current knowledge
certainly makes it clear that calciim is constantly on the
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move in the body and its preeise rearrsngement at sny time iam
any place in the skelston or in the urinsry trast is determined
by a number of factors that csn differ under a number of
circumstances. I had somehow thought that the same line of
thinking was appropriate in consideration of lead body burden.
Do help me out on this peint,

I certainly would agree with you that the clinlical use
of calcium disodium EDTA as a diagnostie procedure is both
empiric and pragmatie, However, I find it difficult to believe
that once one has gained some experience it is not a useful
teol. What has bothered me 1in the past is that conceivably
if the kidney were dsmaged by any disease not easily detected,
the disgnostic procedure might be of some harm, However, in
talking with renal physlologists and in gsining experience
where the maneuver seemed appropriate I have come to believe
that the small diasgnostic dose that we use 1s net harmful te
the kidney.

In your discussion of the concentration in the blood with
und is turbed body metabolism I think that you are reelly on my
side in thet it 1is quite Iimpossible %o be sure that the body
metabolism is not being disturbed becsuse of the many factors
introduced during management of illness. In the Boston area,
individuals who are“not exposed to lead in industry will
exerete with a single dose of EDTA .5 mg of lead per liter
/ of urine with remarkable consistensy. Now I certainly agre
with you that one cannot interpret very closely the preciso
smount of lead that 1s executed after & single dose of EDTA.
However, there sre generally other signs that can be put
tczether with the amount of lead that i1s excreted after this
single dose to make this a consistently useful disgnostic
point. Fer exmmple, I recenily had a patisnt sent %te me
from one of the shipyards who had certalinly been exposed in
years gone by to leaded paint in his work. He had a number
of ecomplaints chiefly cough and shortness of breath but also
wegkness and easy fatigue. He did havs evidence of smphysema
and the question rose whether this was the only diagnesis,

A single dose of TDTA showed that he excreted something of
the order of .6 mg per liter of lesd in urine. My opiniom
was that he did not have a lead body burden that would be
any problem to him no matter what the changes in his metabow-
lism might be. Llke you, I find the over reading of lead
sbsorption very troublesame and have thought that in this
diagnostie procedure with EDTA it might be possible to
develop sound evidence that could not be knosked over by an
overenthusiastie lawyer or misinformed union steward trying
to push a compensation case, :
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I hope these rembling notes are of interest to you. I
will certainly look forward to hearing from you again, I
shall be most grateful for references thst I can use te £ill
out my present file on thils subjest,

Sincerely yours,

-

/‘ / "/"l/“‘m !
Harriet' L. Hardy, M.D.
HLH:ms

Enclosure




