October 11, 1962

Mr. Manfred DBowditch

Liad Industries Asscclaticon
420 Loxingtaon Avenue

liow York City 17

Dear danfreds

It appears that scmething in the niture of & tempest has
develored, vhether in & teapot or perhaps in some large
receptacle, over the somewhat lnadequate but velleintended
infermaticn supplied to you by my friend and colleague,
Doctor Robert Kotte, concerning scme unfortunate results
vhich attended the use of Calcium Disodium Versenate (5 cc
ampules supplied by Riker Laboratories)in the treatment of
two infants suffering frcm lead polsoning. Under the
circumstances it seems best for me to clear the atmospliers

by a statement of the facts, 50 far as I have them, since
every one involved in the matter seems to be touchy, suspiocicus
or cthorvise upset. It even appears that I am suspected of
sabotage in the matter, and of being constitutionally opposed
to the development and use of specific therapy in lead
poiscning, although I £ind it difficult to telieve that
anyane bas seriously entertained any such idea. At any rate,
vhile I am willing to do any required penance for my sins, I
dc not accept quietly indirect queries concerning my medlcal
and sclentific attitudes, and therefore in the not unalloyed
role of peacemaker, I am prepared to accept the intermediate
position which invites any btlows intended for myself or others.

The situation, with respect to the use of EDTA in the treatment
of lead poiscning came about liere same months &go, When it vas
first suggested publicly that this agent might be useful. As

is vell kmown, I should think, I have had opnly a mild concern
about the treatment off the usual case of lead polsoming in the
adult, although ve have subjected a number of types of tiherapy

to rather rigid investigation. Moreover, I have inveighed, us
vigorously as I knov hov, against the substitution of therapy

for the preventive measures that are avallable and demonstrably
cffective, against industrial lead poliscning. Om the other hund,
I have been deeply concerned, for many years, over the sericus
Froblem of the development of adequate treatment for two types

of lead goisoning vhich give rise to high incidence of fatalities,
namely, lead encephalopathy in the infant and small child, and
tetraethyl lead polsconipg in the adult, wvhich, if exposure is
sufficlent, is uniformly fatal. The former is a public health
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provlem ©of rather serious proporticns, which, &t present, is
not wholly preventable, and wvhich, therefore, reQuires and will
continue, until it is solved, to require cffective treatment.

When it appeared that EDIA might be useful, I obtained all of
the informatian I could get, together vith a supply of the
paterial, and conrferred With the group here in Cincinnati vith
vhom I have collaborated for many years 1n the diagnosis of
cases and in the study of the problem. I strougly recoumanded
the use of the product in the treatment of selected cases of
grave 1illness, and found ccmplete agrsecment that the nighly
unfavorable prognotlis Jjustified the trial of the preparation.

A means of folloving the cases, to determine the extent of the
clinical benefits and to observe the effects . upan the-lead
wetabolism, was agreed upon, vell bvefore the time of year when
such cases can be expected to reach their peak incidence. (We
had sgunevhat in excess of tventy cases in 1551, with a mortality
of about cne third, and ve are Quite certain of seeing several
serious cases, soume of which are destined to be fatal, during
the summer months of any year.) Meanwhile you. (Bowditch) and
Doctor Wheatley had been in more or less continuing communica-
ticn with Doctor Xotte on the matter of lead poisaning as well
as other types of illness awmong children, and ve complied with
your reqQquest to make such suggestions as ve could for & form

of report and an ocutline cof procedures indicated for demonstrating
the results of therapy. Our own procedure differed somewhat
from that vhich was regarded 88 essential and that which could
Ve carried cut in certain other places, with particular refereace
© the analytical regimen. In this ve folloved our own councel,
since I have not been favorably impresscd by the critiqQue, or

I should say, the lack of critigue, on either the clinical or
metabolic effects of the use of remedial agents in recent yoars
in lead poisaning, because of the almost camplete disregard of

M/mjt@ known_{nots conossning the metavolism of lead in healtn
——-—— and discase and the)reliabllity of the methods required to

establich the facts in the individuml case, on the part-of most

of those who have undertaken such observations. Such methods

vaere not avallable in'the nincteen tventies, &and there was no
- serviceable informaticn cn the subject until after the late
‘thirties. Thers are such methods now and some data, but nelther
the methods nor the data have teen taken seriously by more than

& very fev pecple. Consecquently, I may be forgiven, perhaps, if

I comsidered that it would be necessary for us to ansver questions
on the metabolic dspests of the matter for ourselves.

o suitable casses.of laéd encephalopathy ancng children were
~available for treatment until the late sumuer of this year, but

two such cases appeared then, and treatment was initiated vith
EDTA in the Cincimnati Ceneral Hospital (I misinformed lanza

in an earlier letter, by saying that these vere in the Children's
Hospital). I vas avay at the time,but Doctor Kotte felt that it
vas wise to inform you (Bowditch) of what had occurred. The
cases were not his own, and he had no direct or delegated
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vere desparately 11l and several others reQuired hospitaliza-
tion and medical caro. That there wére no furtler fatalities
may not be attributed to the bensf'iclal cffects of the use of
ED A, @ supply of vhich vas taken along, and further supplies
ovtained from Dr. roole (Wvhose accidental death, some days
later has shocked all of us). However, the drug vas vell
tolerated by those patients, and observations vere made as wvell
as they could be under the circumstances to determing the
metabolic effects of the use of the drug in certain of these
cascs. (Some vere treated vith EDTA, others were not) The
analytical data on sowmething over t¥o hundred samples of blood
and urine have not been obtained ontirely, nor has it been
possible to study them in relation to the therapeutic regimen,
but all of these data will be avallable shortly, and they should
show whether or not this agent is capable of influencing the
tehavior of tetraethyl le¢ad and/or its decompoeition products in
the human bvody. It does not follov, of course, that these facts
will have any important bearing on ths problem of lead peisoning
from inorganic polsoning, but they will have some significance,
I hope, in relatlion to TEL poisoning.

Ve shall continue to make use of EDFA iz an experimental study
©of tkhe therapy of lead poisoning in the adult, and, in all
ltkelihood, ve shall be able to resume trial use in selected
casecs of -lead poisoning in thse child. OCur experience, although
as yet inadequately reported, fully Justifies the position taken
vy the group ithat this preparation siwould not be distridbuied for
geanerel use, until such & tlime as adsQuate evidence can be obtained
concerning its possible bemelits and dangers.  The incident and
the hubuub about it also demcnstrate clearly that the applica~
bility of & propossd nevw remedy neods t0 be examingd in an
atiltude of unhurried obJectivity, rathe: than in an auwxz of
chthuslasm based on theroretical considerations however exciting

thb Tad Y be . _

I bave giaeu this lettyr as vide circulation &3 secacd pecusuary
at tiuis vime. In vievw of the fact that I have gone scumewhat
ouis.de My ova. professional province in reporting incomplete and
.na«equatu iunformation on patlients vwho vere not undey ny care,

I must ask that this informmation be handled with appropriste
rroi'ésaicual discretion until tho facts have been relcaced ty the
responsible physiclans. ' : o

Sincerely yours,

Robert A. Xchos’ H. ﬁo“
L ef
bul Dpre Ao J Lanza = Dr. Thomas L. bipman Dr. ldarriet Hardy
Dr. Elston L. Belknap = Dr. George M. Wheatley
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