Qetober 31, 1929

Dr. Graham Edgar, '
Ethyl Gasoline Laboratory,
320 Yonkers -Street,
Yonkers, H, Y.

My dear Edgar:

- Replying to your letter of Qctober 16 in regard
to the toxiclty of anilin and substitution compounds. I have
gone over all the material T have on the subject; including
the article to whieh you refer in the Journal of Pharmacology
and Experimental Therapeutics. The latter does not give data
on the relative toxicity of these. compounds, but is.simply a
pharmacologic study of the mechanism of intoxication shown by
compounds of this sort, It points out that a considerabls ae
mount of the previous information on the subject is very
faulty, and indicates that the intoxication is probably not
due to the formatlon of methaemoglobin but is due rather to -
cireulatory fallure plus some blood d@struction dus to the
presence of parauaminophenal4 .

The information which is contained in Hender
son and Haggert's book is substantlally that avalilable on -
the subject in literature, uch of it is a direch quotation
of Allce Hamiltonts book on Industrial Poisoning in the United
States. What is said about the relationship of toxicity to
chemicasl structure is practically a duplication of the statow
ments of Alice Hemilton in her books This has been gleaned
from scattered paints of information contalned in a number
of studies by German investiga»craa It is probably substane
tially true, but I should not be too sanguine about the di=-
rect relationships of tQXicity to .structure in and of itself.
The factors of s@lubility and sﬁability in the tissues arve
very likely to be much more impbrtanta ‘However, from the
literaturs there is available;“~here is no doubt that toluw ,
dine, metﬁylanilin and:. ima‘h,lanilin are ‘somewhat less toxiec
than anilin alone.‘ There“isf‘ppawently no - wide difference in -

the toxicity of these three.)’ Whether there is sufficient dif-
ference tao be of any practical importance in such a problem

as we have to consiaer, ‘is another matter. I should suspect
that the differencasﬁare*not great enough to be of much ime
portance in practical use. All of them work in substantie
ally the sane fashian and none @f them seem %0 produce very
sbriking thonic effects. However, I have not been able to
find enough infarmatien in the literature to be of much

help to me in arriving at ddfinite conclusions on thils latter

problem, that is that of chwanic poisoning. Such information

L
v._

KE ARTErEe s




Dr. Edgar -2-

as I have been able to obtalm at the TuPont plant, which is
the result of a number of yesars' experience, indicates that -
thers are no important chronic effects. Thelr experience,
however, verifies the data in Hendersonts book, which I
think ls taken from Kobert!s work, that nitro-benzene lis
many times as toxie . as anilin.. In general, 1t ssems to be
guite certain that a nitro group renders a compound much
more toxic than an aminoc or amido group: also the toxiclity
increases, though not in direct proportlion with the increase
in the number of nitro groups. The toxiclty of anilin- as
given by Henderson corresponds very satisfactorily with that
glven by & obert, wbe quotes. the egperlmental Work of Lehmana

IR In regard to your Vaccine, I hav "spoken. teo
Dre. Jorat today. He tells me.that you should’ be able to
notice some difference 1f you have continued the use of the
vaceine for about a month. He advises the c¢onbinuance of
the vacecine in the manner which he previously prescribed.
I reminded him that .he hed not send you a bill, and sug-..
gested that you would feel very much betier about 1t if he
would send you one. He 18 ‘notordously slow in’ tending to
matters of .this sort, g0 that:I should not trouble about
iv ifr 1 were you. Xbu w111 prcbably rec@ive a bill’ even»
tuallyq 4 _ : P T ' e

g One nhing this vaccine °hou1d do whechev it
accomplishes anything else or not, is to maks you less
susceptible to re-infections from organisms of the type
that go to make up the vaccine. If it does. no mors than
this, I believe it will give you considerable benefit, -
though it is of course difificult to prove the value of
preventive measures. It 1s always possible to conclude
that the thing whieh you are attempting to prevent might
not have happenad anyhowc. There: 'is very good expsrimen-
. tal evidence, howeVer, that vaceines are effective in
this way.. o 5

'Vf with kiaheét personal,regards.' :

Vef& truly’ysurs,

- RAK:EJ



