March 29, 1948

Mr. C. o&. Van Hartesveldt,
Thompson Vita-Meter Corporation,
23555 Euclid Avenue,

Cleveland 17, Ohioc.

Dear Mr. vVan Hartesveldt:

Since my telephone converzation with you I have given careful
consideration to what I could recommend in the way of experimental
work at this time on the problem of your anti-detonant mixture. The
problem is just & little complicated by & number of conslderatlions,
and it seems wise, therefore, to set dcwn my point of view in
writing, so that some of these complications can be eliminated so
far as thils ls possible. I should not want you or your associates
to feel that I am belng unduly c¢ritical, or that I am dodging my
- own responsibilities in any way. Rather, I speak out of uncertainties
with respect to wvhere we &re going and how we can expect to get
there. It seems highly important to me that there be a well defined
step-by-step procedure in future developments, whereby misunderstand-
ings and difficulties can be avolded as far as possible. It is

especilally important that no one be asked to assume any risks in
connecticn with these developments, without there being adequate
means of checking them as they go. Thils is one of the lnevitable
problems of & research and development program in which numbers of
individuals are involved. I happen to. be somewhat in the middle,
and therefore i1f I speak somewhat out of turn, I am sure you will
understend that I am merely trying to do my best for everybody.

The hygienic problems assoclated with ihis problem may vary con-
siderably with the following factors: -

1. The composition of the solution or mixture to he used;
2. The precise manner in which this 1s to be handled; and

3. The extent to which such handling presents difficulties which

require medical supervision,or regulations which will ensure
unifermity cf handling.

As I see the picture at the present time we are not certain as to
any of the foregoing points. The composition of the mixture may
have been decided upon, but 1t appears that further consideration
is being given to this, and that 1t may be changed. If this is
the case, experimental work on our part would be wasteful at this
stage, since any change in the couposition of the mixture would
require us to begin &ll over &gain. The principal problem with
vhich we are concerned at this time is that of the possible absorp-
tion of tetraethyl lead through the skin as the result of skin
contact with the mixture. It will do absolutely no good to
investigate anything but the final mixture as it is agreed upon,
since any change in the mixture may effect the absorbability of
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Mr. Van anartesveldt - (2) - March 29, 1348
tetraethyl lead through the skin.

It 1s equally true that any change in the mixture may influence

very imvortantly the factor of vaporlization of tetraethyl lead from
the mixture. This is our second concern from the hyglenlc viewpolnt.
This will have to be investigated by physico - chemical methods, rather
than by animal experimentation, at thls time, since it would require
montha of éifficult snd costly experimentation to obtain any answer

to this problem by toxicologlc methods. The extent of the vaporization
of tetraethyl lead will have to be determined vy properly desligned
laboretory experiments, comparable tc those carried out vy Callingaert
on gasoline-lead = mixtures.(It is my undsrstanalng that Culingaert
has in mind the conduct cf such exreriments, or &t least that he 1is
wviliing to do so, il I recommend 1t. It 1s rather impcortant, there-
fore,that we establish who 1s to dc what and for whom.)

The foregolng parenthesis introduces & problem which bothers me. The
gcersonnel of Zihyl Corporation have veen asking me various question
about how to proceed, and it is manifest that they have every reason
to be greatly interested in this whole matter. The safety division
hrhave been called upon to dssist in certaln wars, in that they have

to approve &ny operations related to making up mixtures for experi-
mental purposes. The laboratory personncl have talked with me from
time to time, and they are considering varlous aspects of this
problem. Some of the executive group are disturbed. All of these
things may have Leen vorked out by someonc, bnt there does not seem
to be a coordinated approach to this problem wh¢cb would enable us

to handle all angles of it properly. Therefore, I cannot but leel
that 1t would be very wise 1f representatives of the various people
cencerned vere to get together for thelr mutual information, and
verhaps for the development of a coordinated approach to an adequate
and proverly superviced progrem of development. I do not look with
fasvor cn setting up experiuments that involve the exposure of the
personnel of petroleum ccmpenles or transportation ccmpanles, without
a degree of supervision that will cnable us to know what is taking
place. One cannot assume that this is & safe prucedure, and there-
fore even the experlmental or develcpmental pregram has to be thought
through very careiull" and supervissd csrefully. I feel that this is
not being done, and that your company and those associated wlth it
are taking undue risks 1n proceeding with an exwe“ imental program
involving the use of tetraethyl lead.

Now as to your letter of March 23 and our advice on the matter cof our
own experimentation. Just as soon &as the mixture you are to uce has
definitely been decided upon, we should undertske socme experiments
wvhereby we determine the extent of the ab301oability of tetraethyl
lead out of this mixture through the =zkin cof animals. This will
involve applications made daily over a period of SGVEful months upon
the skin of animals, after which these animals wlll have to be killed
and each of their tissues analysed minutely for 1ts lead content.
This will requlre something like ten anslyses per animal, and 1t
seems likely that 20 cor 30 animals may be required 1n test and control
groups in order to give &ny information comparable to that available

- KE 0020696

e e~ . e xee



Mr. Van dartesveldt - (3) - March 29, 1948

in the case of gasoline containing tetraethyl lead. Some tentative
information could be obtalined within & period of three months, but
these observations could be carried on for about six months, in s8ll
probability. The cost of the work will approximate $100.00 per
animal, certainly not less. This 1s all of the experimental work
that I should anticipate doing at cnce. Work on the inhalation
problem will probably have to be undertaken later.

In the sbove connection it seems to me quite apparent that this
whole problem will have to be discussed at some reasonably early
date with representatives of the U. &. Public lealth Service.
Everything that has to do with the use and distribution of tetra-
ethyl lead on a community basls 1s & matter of direct concern to
then, and the tetraethyl lead industry l1s pledged to bring to their
attention all matters of consequence related to changes in the use
of the product. I have had a very close assocation with the Public
Health Service 1n this and in other matters for many years, and 1t
w1ll be necessary for me to discuss this with them at an appropriate
time. So long as this 1s in the experimental stages, it scems ed-
visable merely to inform them of that fact and to say that experi-
mental information will be brought to thelr attentlion. However, 1if
commercisl distribution on any other than an experimental basis,
vere to come about wlthout their knowledge, this could easily be
regarded as & breach of good faith. As you can see, there are a
number of aspects to this problem which requlire that developments
be made 1n an orderly fashion on the baslis of the best pcssible
information.

My specific recommendations at this time are:

1. That & conference of the interested technical personnel, with
ourselves included, be called together at an early date so &s to
decide upon procedure;

2. That a coordinated program of technicsl, hygienic and field
experimentation be adopted; ;

3. That since the hyglenic experiments indicated above will be
prolonged, of necessity, & binding declsion should be made at :
the earliest possible time on the composition of the mixture, so ot
that our program of experimentation can begin. At that time an -
initial appropriation ol about §$5,00U.00 should be made available, :
so that we can proceed without delay in obtaining the primary facts on :
the possibility of skin absorption. '

You may feel that I am taking & somewhat different position than
that represented to you and Mr. Gay in our conference of some time g
&go. I think this is not quite the case, since two new factors ;
heve entered into the situation. At that time, I believed that the
composition of the mixture had definitely been determlned. This

seems not to be the case. Moreover, 1 felt that & considerable ‘
period of well controlled experimental develcpments, without any i
attempt to go beyond this stage, was to be expected. This also seems t :
not to be the case. This fact gives me some anxiety. Consequently ‘
it seems wise to speak my mind &s fully and as frankly as possible. :
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WCordially yours,

- Fobert A. Xehoe, M. D.
RAK ef

P. S. I neglected to say that in my feeling I or one of my
agssoclates should visit you in Cleveland soon, so as to find out
Just how you propese to proceed with the Yellow Cab group, so ve
can plan to supervise any individuals who may be involved in
potential lead exposure. We should see the men before they are
exposed and. from time ti time during thelr exposure, so as to:
surround them with proper safeguards and to obtain all pertinent
information that can be obtalned. I shall be in Boston the balance
of this week, but will be availaeble in Cincinnatl on Monday, April
5. : . '

F.A K.
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