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eliminating therefore almost all of the midbrain in addition
to the cerebral hemispheres.
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pecause the cerebellum 1s a very narrow structure. Interprstation
of results is therefore difficult. (Resides we want

information on highér animals.)
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K;f The effects of’DDT are delayed in.the 1iv1nb
fet 2ty le
nimal; the. resultsAFaw‘unereforeAsomeWhat aifficult to
interpret particularly if one has to consider anesthetics
in addition.
(g} Blood préssure and respiratioh were determined

in unanesthetized animals in our case, and this I believe

explains some of the differences. P TN
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<:> Our‘sﬁggestive méchanism for the‘hypoglycemié
is correct. Tais is indigated by'glycogen analysss run
recently.
Control rgts showed normal glypogen content of
the liver (3.3, i.4, 3.6 and 3.5 g./100 =g.).
LiVefsrof‘éeverely poisonéd rats contained only
traces of glycogen (0.07, 0.13, 0.09 and 0.07 g./100 g.). /@
@ If DDT had & marked effect upon the neart,
I am sure that certain irregularities would have been notedég
since =g concentratéd solution was injected into ths heart ;

of the turtle.
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THE JOURNAL OF PHARMACOLOGY AND EXPERIMENTAL THERAPEUTICS
EDITORIAL OFFICE
NEW YORK. UNlVERSlTY CoOLLEGE OF MEDICINE
477 FIRST AVENUE
New York 16, N. Y.

April 3, 1946

Dr. William B. Deichmann
- University of Cincinnati
College of Medicine
Cincinnati 19, Ohio

Dear Doctqr Deichmann:

‘ I have gone over very carefully the revised manuscript of
your article on DDT. There were, as you know, many objections made
to the original mamuscript and I think that if the revision is cir-
culated among the associate editors there still would be some objec-
tions. I realize that you have spent a great deal of thought and
time in planning and carrying out your experimental work and I am
taking the liberty of telling what I think could be done without very
much difficulty to improve the msnuscript in a way to your ultimate
advantage. I am putting down then how:the gereral pr&blem appears to
me and, how-your experimeutal work appliss to it.

In the literature on DDT poisoning it is agreed that the
principle action is on the central nervous system. This is shown in
the animals tested by a stute of gensral hypsrexcitability with accom-
paniment of tremors and convulsions. The most characteristic symptom
is the wide spread tremor. In considering the sites of action on the
central nervous system there would be considered the cerebral hemispheres,
mnid-brain, medullarf centers and spinal cord.

In your experimental work you show that after removal of the
cerebral hemispheres tremors persist and this occurs also after removal
of the cerebellum. In regard to the medullas,as shown by the experiments
on respiration and blood pressure, there is no general stimulation here.
On section of the cord tremors are absent in muscles supplied by nerves
coming from below the cut level. In the peripheral nervous system on
stimulation of the sciatic nerve a normal response is found which shows
that there is no actionh on conductivity or on muscle. It would seen
then that the part of the central nervous system which is primarily
responsible for the occurrence of tremors is in the mid-brain. Various -
types of stimuli from without give rise to these tremors.

In the frog the convulsion is the typical toxic symptom. The
location of action here can be shown easily by an experiment corresponding
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to that demonstrating. the: location of action of 01crotox1n. In this,,
serial sections are mnade from the cerebrum dovnward and the location of

-actlon is- shown by determlning at what stage in the sectioning the

conviulsions stop. In. the mammals ‘the relationship between the occurrence
of convulsions and the oceurrence of asphyxia is shown by the fact that

‘the contiilsions are stopped by artificial respiration.

In determining ' the action on smooth muscle it is necessary to
show that DDT is in contact with the wuscle in adequate amounts. It
will be questioned whether your mcthod azllows the DDT to leave its
oil solatlon and get into the muscle tissue in. adecuate amounts. In
vivo ezperlments, with the DDT brougiit to the tlssues through the general
circulation, would be- mich jmore convincing and would show to what degrese
the rasnonsewof the 1ntest1ne and. the utarus in 001son1ng dlffers
from that of the control unpoisoned tissue.. There are commonly used
technigues for such experiments.

As actions on the blood pressure and respiration have been
described by the Calvery group =nut szould be brought out is the differ-
cnces between your results and theirs.

In the blood sugar effscts the initial rise could easily come
from adrenzline action. In the hypoglyceaia the exhaustion of available
sugar caused by muscle activity seeums unlikely as an explanation and
since the DDT has an effect upon the iver, it is much more probable
that interference with the glycogen brsakdown has occurred.

In describing the action oa the heart there will be the same
objection raised to the experiments on the turtle and rabbit heart
described. in paragraph 1 on pasge 7. On this account this paragraph
night well be omitted.

Finally, the expression that is used several times, "signs
of illness" 1s too vague and could well be replaced by "toxic effects”
or "signs of poisoning.” :

I think you will see from what I have written that what I
have in mind is an orderly and convincing presentation of your experi-
mental  work.

Very sincerely yours,

Grorge @ bormtrat
George B. Wallace
ilanaging Editor

GBW:vj
Encl. 1 manuscript #433
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