
A Note on the Acute Toxicity of Neostigmine Methyl Bromide 
in the Rat*,t 

By THOMAS J. HALEY and BONNIE M. RHODES#, 0 

N THE course of an investigation on inhibition I and potentiation of autonomic nerve impulses 
to the  gastrointestinal tract, it became necessary 
to determine the intravenous and subcutaneous 
acute toxicity of Neostigmine Methyl Bromide in 
the rat. Previous investigations (1-3) have been 
concerned almost entirely with such toxicity in 
mice, using the drug’s methyl sulfate derivative. 

The symptoms of acute toxicity observed were: 
fascicular twitching of the muscles, pupillary con- 
striction, bloody lacrimation, diarrhea, and con- 
vulsions. Diarrhea occurred in all the animals 
within fifteen minutes. Chromodacryorrhea (bloody 
lacrimation) characteristic of cholinergic nerve 
stimulation or choline esterase inhibition (5, 6) 
was observed in all the animals. 

TABLE I.-LD,@’s OF NEOSTICMINE METHYL BROMIDE IN RATS 

Total No. LDw , Range of LDro, Range of Slope, 
Mode of Administration Animals Mg./Kg. Mg./Kg., Odds 19/20 Slope Odds 19/20 

Intravenous 25 0.165 0.152-0.179 1.12 0.91 -1.38 
Subcutaneous 25 0.370 0.346-0.396 1.13 0.999-1.278 

EXPERIMENTAL 
Male CF1 rats weighing SO to  175 Gm. (average 

125 Gm.), in groups of five animals for each dosage 
level, were injected intravenously or subcutaneously 
with varying doses of Neostigmine Methyl Bromide. 
Table I gives the results obtained as calculated by 
the method of Litchfield and Wilcoxon (4). 
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SUMMARY 
The intravenous and subcutaneous LDm’s of 

Neostigmine Methyl Bromide for rats have been 
determined. The symptoms of acute toxicity in 
the rat are similar to those previously reported for 
the mouse with the methyl sulfate derivative of the 
drug. 
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’ A  Note on a Simple Respirator for Small Animals* 
By L. D. EDWARDS and T. S. MIYAt 

N THE course of evaluating some new synthetic I vasopressors in this laboratory, the Shipley 
and Tilden (1) pithed-rat preparation was used. 
The original technique employed as a respirator a 
modified, air-driven windshield wiper which could 
be adjusted to give a desired rate and volume out- 
put. These -adjustments, of course, are necessary 
to  obtain survival on one hand, and to avoid pul- 
monary edema on the other. It was suggested, in 
our work, that these respirator requirements could 
be met with another very simple device constructed 
of readily available laboratory apparatus. This 
device consists of a Metallic De Vilbiss Nozzle (No. 
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15) fixed to a board. A compressed air source is 
attached to the usual air inlet. The tubing which 
fits into the container when the atomizer is in normal 
use is connected to  a T-tube which, in turn, is con- 
nected to the tracheal cannula. The T-tube should 
be as near as possible to  the cannula, and the free 
arm of the tube equipped with a short piece of rubber 
tubing and a screw clamp. This clamp when regu- 
lated permits an adequate COZ-02 exchange, and 
may be also used for volume control. The tracheal 
cannula should be short, and for rats in the 150- 
300-Gin. range, the size usually used, its tip diameter 
should be approximately 2 mm. 

The nozzle-tip of the atomizer is fitted with a 
piece of rubber tubing which is placed between the 
arms of an ordinary 8-in. laboratory forcep held 
firmly to  the board of the device. Interruption of 
air flow is executed by the action of a cork (No. 28) 
eccentrically mounted on an electric stirrer (Eber- 
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