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Loctor Xehoe has asked me to reply to your
latter of Harch 24, 1949, which rsises the guestion of
che proper curation of long-time experiments in which
snizals are forced to inhale toxie substances. I am
auite in agreement with your statement that an experi-
men®t of six months would be sufficient to give the
necesssry informeation. Indeed, it has been our usual
sractice to continuve such costly experinents no longer
than six months, and I am unable two recall at the moment
zny instance in wh.ch an experiment of longer duration
‘his teen published by eny ovher laboratory. It is,

of course, possivle that some chronic effict uight be
revealed by & longer experiment, but to perform such
experiments would tie up the limited facilities avail-
«ble for such experimentation and preclude the securing
of any informstion in regserd to s wide variety of other
substances used in industry about which we are almost
totally ignorant. Had we the time I shodld like to
repest certain of the life~time {eeding experiunents -
wnich we have carried out in the past with various sub-
stences, and killing off the rats at six months, in
order Lo determine whether we could have learned as mudch
&t the end of this briefer period as we did &t about

LWO Ye&rs.
In citing the figure of $£4,00Q to £5,000.

in my letter of October 8th, I had in mind &an experiment

of approximately six months duration, rather than one

or two yes&rs, since that 1s our ususl prsctice. In my
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letter of Msrch 7, 19
remazined for work on phenylethanolsmine.

nhas probably been re
observstions, which have been completed,

5, P. Holt april 15, 1949

DI‘..;). e

49, I indicated that only $8937
Since this

iuced scmewhat by the y&ﬁhO&O&lC
it is obvious

that not encugh remains to cover the COot of an experi-
aent carried on for six months. Fortunavely, we have
secured in the past ichalation work with TTC0-~7, informa-
tion that mey be useiful &s & puide to the chelce of
concentrations to be tested in a geries of briefer ex-
ailst of TTC-7C.
that no

perixents with &
Qur foritheoming report will stste
oleogic evidence of damsge attributeble to N~phenyle
in the tissues of animals
air besring

urauolamlne was encounterec in
of sgeversl ecies th“t had been exposed Lo
This cone

0.024 milligrams ver liter (4.3 PePetti. ).
centration represents approximate saturation of the air
with the vapor. ;c attain it required hezting the
liguid to 1L5°C. posure to this concentration gave
rise t2 Heinaz a*czbo in the blood of cats &ra, cn two
days, toward the midcele of the experimeny, wWhen by overe
vhe ceoncentrations exceeded saturstion,

reatirng the well,; th

nesrly «ll of the erythr& vtes in the blood of cne of

the ¢ sts contained Heingz bodies. Notwithstanding this,
istologic

hist

et the end of the enyvriment there was no hi
avidence of viacerzl damage. The results of this
experiment appear to indicate that dipping,or brusaing
of rust preventive sclutions would give rise to no
intoxication attribuvable to the Naph@n*la h&nolaunine,
that contact with the skin is avoided.

I think it might be reasorabls to anticipate
that mists of the rust preventive solution containing
2 per cent of Ne-phenylethanolamine would not give rise
to intoxicstion by the amine if the total concentration
of the amine in air besring such mists did not exceed
L pepem. This assumes that fairly coaplete sbsoridon
of the amine veper from the lungs occurred in our pust

aszuming
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experiment, and that the amine night be egually well
sbsorbed from the mist regardless of its croplet size,
Trom the fact that absorption cceurs through the skin,
we should not &ssume théat none would occur f{roa droplets
00 large to reach the alveoli. A few experiments
aipght De set up in which variocus amounts of @ist are
gprayed into & chamber in the absence of animals, and
~the total concentrations of amine ii the air determined.
If we find that & heavy mist of the preventive soluticn
with 2 per cent amine contaminates the air to an extent
grecter tban 4 p.p.m., then we could carry on & few
hrief snimzl experiments to determine if such exposures
sye &ny worse than Lo 4L Pepe.its of vapor, using Hainz
nocdlez, uethemeglobin and red cell counts as criterisa
of &bsorpticn. These results might be correlated with
those chteined In past experiments in whnich dally
cutaneocus applications were made over nearly six aonths,.
Based on the results of such preliminary observations,
we might then wish to repest exposures al somne Gesirszbls
concentretion so leong as the svailable fundsg permiv.

It is cbvious that this aporosch, while iv would tell us
something of the heazerd from the skine in the form of

2 mist, would be inadequste Lo znswer the guestion of
the extent to vhich other coustitusnts of the ruste-
rreventive solution might be deleterious. :
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Very truly yours,

N

francig F. Heyroth, 4.,
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¢e: Ur. Re 4. Kehoe
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