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Ir. J. 7. Holt, Hesearch Lirector,
Stancdard Cil Company (New Jersey),

30 Rockefeller Flaza,
New York 20, New York.

Jear Decter Heoltb:
Loctor Xehoe has &sked me to reply to your
Harch 24, 1249, which raises the gueetion of

o

)

latter of

thie proper curation of long-time experiments in which
sninals are foreced to inhale toxic substances. I am
quite in agreement with your statement that sn experi-~
ment of six months would be sufficient to give the
necessery information. Indeed, it has been our ususl
sractice to coutinue such costly experiments no longer
than six months, and I am unable to recall at the moment
zny instance in wh.ch &n experiment of longer duration
hias bteen published by any other laboratory. It is,

j
of course, possible thet some chronic effict might be
revealed Ly & longer experiment, but to perform such
experiments would tlie up the limited facilities avail-
sble for such experimentation and precliude the securing
of eny informstion in regsard to & wide variety of other
ubstances used in industry about which we &re almost
totally ignorant. Had we the time I should like to
repest certein of the life~time feeding experiaents .
wnich we heve carried out in the past with various sub-
stznces, snd killing off the rats at six months, in
order to determine whebther we could have learned as much
zt the end of this briefer period as we did &t about

TWO Years. '

In citing the figure of £4,00Q to £5,000.

in my letter of October 8th, I had in mind an experinment
of approximately six months duration, rather than one
or two yes&rs, since that is our usual practice. In my
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letter of March 7, 1949, I indicated that only $8%97.C0
remained for work on phenylethanolsmine. 3ince this
r.as probably been recuced somewhat by the pathologic
observstions, which have been completed, it is obvious
that not encugh remaing to cover the cost of an experi-
ment carried on for cix months.  Fortunavely, we have
secured in the past irhalation work with TTC-~7, informa-
& guide to the cheoice of

tion that mey be useful &s !
concentrations Lo be tested in & geries of briefer ex-

-

perinents with & alst of TTC-7C.
Qur fortheoming report will staste thab no
histologic evidence of damege attributable to Ne~phenyle-
the tisgues of &nimals

~ethanolemine was encounterec in

of severel species that had been exposed to air besring

0.024 milligrams per liter (L.3 pep.m.). This coa-

centration represents approximate saturation of the air
it required hezting the

To attain it
xposure to this concentration gave

with the vapor.

liguid vo 145°C. Tx

rise to Helinz bodies in the blood of cats arna, on two

deys, toward the micale of the experiment, when by over-

heatirng the well, the concentrations exceeded saturstion,

nearly &ll of the erythrocytes in the blood of cne of
Notwithstanding this,

was no histologic
results of this
d¢ipping,or brushing,
give rise to no

Cu= ¥

the ¢ sts centalined Heinz bodies.
&t the end of the experiment there
evidence of visceral damege. The
experiment appear to indicate that
of rust preventive sclutions would
intoxication attributable to the N-phenylethanolauine,
assuming thet contact with the skin is avoided,

I think it might be reasonable to anticipate

that mists of the rust preventive solution containing
2 per cent of Nephenylethanolamine would not give rise
to intoxicaetion by the amine if the total concentration
of the amine in &ir bearing such mists did not exceed
L pep.m. This assumes thet fairly coaplete absoridon
of the amine vapcr from the lungs occurred in our pust
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experiment, and that the amine night be egually well
sbsorbed from the wist regardlsess of itvs droplet size.
e fact that absorption cceurs through the skin,

Froa th
we should not assume bthat none would occur {roa droplets
A few experiments

o0 large Lo reach tLhe alveoli.
aignt bHe set up in which various amounts of alst are
gpruyed into & chamber in the absence of animals, and
the total concentratlions of aumine in the air determined.
i that & heavy mist of the preventive solution

If we fir j
with 2 per cent smine contaminates the &ir tLo an extent
grecter ithan 4 pep.m., bthen we could carry on & few
bhrief znimel experisents to determine if such exposures
ure any worse than Lo 4 p.p.m. of vapor, using Heinsz
nodiesz, uethemoglobin and red cell countd as critveria
of &bsorpiion. These resulbts mignt be correluted with
those chteined In past experiments in wnich daily
cutanecus applicetions were made over nearly six months.
Based on the results of such greliaminasry observations,
we might then wish to repest exposures alt sone cesirszble
concentration so long as the available funds permit.
It is cbvicus thuat Lhis aporoach, wiile iv would tell us
something i the hazerd from the zaine in the {orm of
2 mist, would be inadsquste Lo snswer the guestion of
the extent to vhich other counstitucnts of the ruste-
preventive golution might be deleterious.

Very truly yours,

~
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Francis F. Heyroth, #.l.
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ce: Dr. Re 4. Kehoe
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