August 2, 1956

Dr. George F. Kirby
Zthyl Corporation

2,0, Box 341

Saton Rouge 1, Louisiana

Dear George:

I send you herewith, at lMr. Shea's suggestion, a proposal for an
iavestigation of the new manganese compound at the estimated cost indicated,
This 1is my last act before lecaving town for a vacatione I'11l be out of my
office until saround September first, and I dovbt that anvthing much can be
done about this work wntil after that date. However, this gets it under
way, so far as my odresent task is concerned.

After talking with the people in Detroit sbout this some davs ago, T
came to the conclusion that we should have scme information as soon as may
reasonably be 30031ble, to enable us to (1) give advice concerning the
ootential hazards of manufacture on a scale that would involve more th
mere expcrimental use; and (2) to learn whether or not there are appreciable
hazards in the 1nuroduction of this comoound in the desired concentration

-

in zasollne, with or without tetraethyl lead,

These represent certain of the problems on which information is fairly
crucial in an caerly stage of the exploitation of the developmental worl,
They arec not all, but the experiments outlined in a general wavy are the
minimum that can be considered 1if the product has real hope of being
marketed and used. I am led to belleve that the proazpects are good and
that we should not delay much longer, If you and vour associates feel

differently, 1t is up to you.

We are taking an independent loolr at the potential hazards of the
manufacturing vrocesses, in terms of other yroducts and Iintermediate
reactions, and we believe that the reworking of the reaction mass to
separate out the desired materials is the worst problem, in terms of skln

contact and perhaps other forms of eXposurc.

If you will consider this and let me lmow vour opinion about it in due
course, I shall be guided accordingly.

Sincerely yours,

RAK:vr Robert A, Kehce;'m.b;



Dr. George F. Xirby - (2) - August 2, 1956

PeSe

manmet—

: I include in the attachments, a copy of a gwmary of the most
=rtinent information galned in the preliminary observations on this
compound identified by the earlier code designation at Detroit,

R.A.K‘

Dictated but not resad.
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Dr. R

A, Kehoe

PROJECT PRCPUSAL

thyl Corporation
1600 wWest Eight Mile Road o
Ferndale 20

Detrolit, micniran.ﬂ$;”_ﬁhm'“
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An investigationkuf 7”3 the effects of repetitive skin
contact with AP~3;and (2) the toxicity of vapors of the
compound.

July 27, 1956

The investigation will be carried out in such a manner as
to obtain the information required to provide suitable
safeguards for the public health and to serve the best
interests of the sponsor.

I.
a.

II.

A study of the percutanecus toxicity.

Two gasolines, with and without lead tetraethyl,

will be used.

The following concentrations of AP-3 In each gasoline
will be tested: 0.0, 0.1, 0.6 and 4.0 grams per
liter. Cne group of 6 rabblts for each preparation
will be needed. The periods of contact will be 2
hours on each of & days per week for a maximum period
of 24 weeks.

The experimental design of thls phase will be similar
to that of (a) excepting in the concentrations. Four
other concentrations will be selected after an evelu-
ation of the previous results and they shall be of
such order ss to provide adequate dose response
curves for the compound in each gasoline,

A study of the toxicity of vapors of AP-3.

Fach experimental group of animals will consist
uniformly of 20 mice, 10 rats, 4 rabbits, 5 guinea
pigs and 2 dogs.

Preliminary tests to establish atmospheric concen-
trations which will be lethal to anlmals exposed
therein for a period of 1, 4 and 8 hours and a
concentration which will be nonlethal to animals
exposed thereln for a single continuocus period of

7 hours.

Fxposure of animals to the nonlethal and 1/2 of the
nonlethal concentration for 7 hours on each of 5 days
per week until the mortality reaches 50 per cent, or
for a maximum periocd of & months. .
Fxposure of animals to 0.1 of the nonlethal concen-
tration. Anlmals will be exposed for 7 hours on each
of 5 days per week for a maximum period c¢f 1 year.
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Procedure
continued: II1. Analytical reguirements.

a. The development and selection of analytical methods
for the quantitative estimation of the compound {or
manganese) in alir and in excreta and body tissues.
Analyses of body tissues and excreta.

) £4 prabbits, 3 from each group of 1. a
Z) Selected tissues and samples from animals in
II. a, b and c.
) Estasblishing e time~storage curve in the animals
of II. c. :

Iv. {Cptional)
A basic study of the excretion and deposition of
AP-3 when given intravenocusly in sublethal amounts
to rabbits.
2. Rate of elimination from the blcod.
b. Rate of excreticn in the urine and feces.
c. Deposition in the body tissues.

Fstimated ) _
Costs: Ie 2. =8,700
b. $8,700 317,400
il. a. £5,600
b. &7 5,600
c. $l3,200 526,400
iIi. =a. $3,600
b=1 $5,000
P £9,000
3 $1,000 #18,600
Iv. &1, 000 - $1,000
Total estimated cost $63,400
The {inal costs are calculated upon the actual expenses
incurred in carrylng ocut the project. The cost of
additional work beyond the scope of the propesal will be
calculated upon actual expenditures and siall be by
mutual agreement.
Reports: Pregress reports will be submitted at intervals of 3

months and a terminal report will be submitted upon
completion of each phase of the project.

From the Kettering Laboratory in the Department of Preventive liedicine
and Industrial Health, College of Medicine, University of Cincinnati,
Cincinnati, Chio.

Approved:

Robert A. Kehoe, ii. D.
Director
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