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Linden, Yew Jsrsey

" Dear Doctor Eckardts

In reply to your letter of May 12 we will be pleased to assist you
In any way we can. The paper which we nresentﬁd at the Health.
Conference in Cincinnatl is being sdited for" ‘puslication purposes
- and we will te glad to send you a ure-publication copy 48 scon as
one is ready.

e aaree on the need for additional information on urinary copro-
porphyrin excretion but feel that only guantlitative data are useful.
When we know the relationship between the levels of urinary lead and
coproporphyrin we can set up graded standards for visual compariscn

. purnoses, but I believe thut we ars not at present able to do so.

- It seems that the determination of coproporphyrin is a useful
auxiliary means of confirming bonafide lead poisoning, but 1is -
unsatisfactory as a screening method for measuring the extent of
lead absorption. The arnalytical methods are in such a state of
flux that we are even uncertain as to the quantities of coproporphyrin

“normally present in the urine of.healthy individuals with no
industrial lead exposure, qulte apart from the levels of copro-
porphyrin associated with lead absorption. It may well be that the
appearance of coproporphyrin in the urine lags so far behind lead
absorption as to be of no practlcal value as a means of measuring
lead absorption and anticipating lead poisoning. ©n the other hand,
the analysis of lead in blood and/or urine provides information on

~which unfailin ;:1y lead poisoning can be avoided. By this means it
anpears, from our data, that sizgnificant changes in the coproporphyrin
levels in the urine are alsc avolded. In other words, the copro-

. porphyrinuria-assoclated with lead absorption appears to be a
-~ manifestation of lead poisoning.

_ ¥%e believe that coproporphyrin determinatlions made routinely ualonyg
. wlith lead determinations in the blood and urine are needed to -
establish the exct relationship between lead absorption and
coproporphyrinuria and that such analyses should be made whenever
- possible. e have been unable to obtain sufficient material to
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Jent €acinl cuner anG i would surongly recommena uvhianw ail o€ considsred
before. a program is set up. Our work has concerned 1tself with the
development of an adequate analytical method, We feel that we can
control some: of the variables whilch affect the accuracy of analysis
and that our analvses truly represent the coproporphyrin of the
samoles submitted. #e have therefore taken the liberty of enclosing
the exact details of this method in advance of our paper which
discusses the varfables in detall.

Insofar as standards are concerned we also obtained a:standard
from Dr. Watson (or Dr. S$chwartz). %Ye have checked it against.
coproporphyrin which we isolated frem the urine of a lead golsoned
individual and obtained good agreement indicating egqual purity

of the materials,

Dr. Xenoe has asked me to convey a note on this matter %o you in
thils letter. It is attached herewith.

Cordially yours,

Je« Cholak
JC rma

nclosures
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Dear Doctor Eckardt:

Mr. Cholak has shown me your letter and his reply, in which
I concur. I wish, however, toc call your attention to a point
of some significance in connection with your interest in
coproporphyrinuria as a phenomenon related to the lead
metabolism. I seem to remember that some of your work relates
+0 persons who are or may be exposed t¢ tetraethyl lead. It
is important to recognize that the behavior of lead with
reference to the blood and the blood forming tissues, does not
extend to such organic compounds as tctvaethy‘ lead. Hematologic
changes are never seen in tetraethyl lead pol soning, and the
COMpound which stabilizes lead in high COﬂGSBtPutiOB in the
erythrodyte, wvhen inorganic lead is absorbed, 1ls not formed or
dﬁﬂs nc+ enter the erythrocyte when the source of 1ead‘absorp-
ion is tetvaethyl lead. Thereiore, you will aost be able to
amplov determinations which are based on the gtnormalitles of
the chemical cycle of the blood. HMoreover, you will no% DL
able to iutevnwet the lead concen Tdt101 in the blood undde
these conditicns of exposure, since itv Ls alwvays low. I3 13
neceqsary, therefore, to rely upon the rate of ur+n3ry lead
excretion as cavefully determined in the light of its diurnal
va“iability, as a means of estimatling the signiiicance eof
occuoa%ioﬁal xposure Lo ietraethyl lead. This 1s the oaly
method ava 11able, but, fortunately, it is quite satisfactory.

Sincerely yours,

Robert 4. Kehoe, M. D.
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