
Laboratory o f Pharmacology

September 20, 1943

Dr, Robert A. hehoe .
'lettering Laboratory of Applied Physiology 
University of Cincinnati 
Cincinnati, Ohio'

. .y c.ear ur. r.eaoe;

I wish to apologise for ray apparent indifference t o your letter of 
Culy 19, 1943. a matter of fact 1 have been extremely interested 
in your comments and it was merely that when your let ter cmae I was 
engaged in she ranher hectic task of moving from Bosto n to my new 
position at the university of Pennsylvania which has so delayed my 
answer. '

Tour criticisms are 
were considered by us

most pertinent a Ithough I believe most of them 
.rid only the necessary omission through conden-

sation prevented our making most of the points more c lear. This was 
probably a mistake, but perhaps I can satisfactorily answer many of 
jrour points.

First with respect to the diminution in lead concentr ation in the 
blood following citrate therapy, I should like to po int out thrt our 
patients were seen for the first tine at varying per iods after their 
last exposure to lead, and that although our control pe riods may have 
been inadequate the likelihood that each -patient w ould show a sharp 
drop in blood lead concentration immediately followi ng citrate admini­
stration simply by chance is quite remote, as indeed our statistical 
analysis shows. I agree tint it would have been des irable to carry a 
few patients through without citrate therapy and ou r only excuse for 
neglecting this is the paucity of clinical material  available. As 
something of a substitute we have published in our prel iminary report 
(enclosed) a group of patients treated at our hospi tal before the 
institution of citrate therapy. There is considerable  difference bet­
ween this group and the group of citrate treated pati ents.

Secondly, although it night have been interesting t o determine lead 
intake in food and drink and admitting that this might  vary within wide 
limits we did not consider such determinations necessary  since we did 
not and cannot yet see why purely random variations such as these could 
be consistently altered by citrate theraoy except by the possibility
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which you mentioned that the increase in appetite f ollowing citrate 
would carry with it increased lead ingestion. Such a possibility 
presumes tart citrate therapy has some efficacy in the tre atment of - 
plumbism but besides is definitely ruled out by the fact  that our most 
striking increases in lead excretion occur immediat ely after citrate 
therapy is instituted and these tend to diminish whi le the increase in 
appetite is slower in appearing and is maintained. Thi s same fact 
rules out the possibility that the increased lead excr etion results 
from lead present in the administered citrate. I must take issue with, 
you in your statements that alimentary lead excretio n is negligible since 
X have evidence from radioactive lead given parente rally that the 
excretion of lead from the alimentary tract is appre ciable. In the 
light of these considerations I cannot agree, that our data on fecal 
excretion are worthless or that their statistical tre atment is un-
warranted, in fact our understanding of the 
leads us to believe that their use -permits £ 
chance variables such as the cjuantitites of

function of statistics 
correct evaluation of 

ingested lead.

Tour fears concerning our technique of taking aliqu ots of feces 
are needless. The procedure as published of acidulatin g and drying 
the entire collection and then taking an aliquot after t horough grind­
ing and mixing is the accented technique for such balance  studies.

Tour criticism of the absence of date on urine volumes i s well 
taken. 7e did not include these data in order to save s pace and be­
cause there v;as no correlation between diuresis end  lead excretion, 
¿overage 24 hour urine volumes before end after cit rate therapy for 
each oatient are as follows: C.C. 2328, 2380. A.PA 1585, 1896 .
R.R. 1860, 1713. H.C. 920, 950. J.7. 1230, 2030. J.T. 1461, 1380.
. \ 3 * 1714, 1845. B.G. 931, 1560. J.K. 1176, 1262. It is seen that
J.7. the only patient who showed a decrease in urinary l ead excretion 
during citrate exhibited a marked diuresis, while R .R. who demonstrated 
the most marked increase in urinary lead excretion e xperienced a slight 
fall in urinary volume.

I was rather distressed to find in the recent article by  Bambach, 
Tehoe, and Logan on blood lead partition a somewhat di sparaging refer­
ence to my study of the lead citrate complex ion which appeared to 
indicate a certain lack of understanding of ray concl usions. You may 
be interested in seeing a cony of the letter wnich I sent t o Dr.
Bambach on this point.

s sk/daw
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