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fasting level, Similar body weight curves effect on thie body weight of all 99 rats which 
were obtained with 2 2  other dose levels of the survived doses of ferrous sulfate-treated cot- 
3 samples of cottonseed pigment glands. tonseed pigment glands 3 to 6 times the LD50 

Summary. Acute toxicity studies were made value for water-suspendid glandfs. Adminis- 
on 3 different samples of cottonseed pigment tration of pigment glands in 0.5% FeS04 
glands administered orally to 228 rats in the did not detoxify them, and led to t>he death 
form of slurries made with either distilled of all 24 rats given this preparation. 
water or 2% ferrous sulfate solution. The 
L D ~ ~  values for the samples when adminis- 
tered in water were, respectively, 1140, 1490 

The author is indebted t o  Mr. H. F. Bialek for  
technical assistanee, and t o  the Southern Regional 
Laboratory, U.S.D.A., New Orleans, La., for the and 2290 mg/kg* When given in 2% ferrous samples of cottonseed pigment glands. 

sulfate solution the samples were detoxified so - -~ 

that even such high doses as 7000 mg/kg for Received October 18, 1949. P.S.E.B.M., 1949, 72. 
each were no longer toxic. There was little 

Effect of 3-Ortho-toloxy-1, 2-propanediol (Tolserol, Myanesin) upon Elec- 
trogram of H u m a n  Cor tex  and Subcortex. (17463) 

E. A4. SPIEGEL AND H. T. WYCIS 
From the Departments of Experimental Neurology and Nezcrosurgery, Temple University School of 

Medicine and Hospital, Philadelphia. 

The sites of action of 3-ortho-toloxy-1,2-pro- 
panediol( tolserol, myanesin) have not been 
exactly dkterrnined as yet, although there is 
suggestive evidence that this drug chiefly af- 
fects subcortical ganglia (Berger and Brad- 
ley ; Burkle and Linegar ; Davison ; Pugh 
and Enderby ; * Schlesinger et  d5) ,  Particu- 
larly the experience that it is able to abolish 
petit ma1 discharges (Gammon and Church- 
illG) poinlts to a thalamic effect, since thlese 
discharges seem to originate in bhaliamic nu- 
clei (animal experiments of J a ~ p e r , ~  human 
records of Wycis, Lee and Spi@*). 

A study of the effect upon the ellectrical 
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discharges of subcortical ganglia promised to 
supply more direct evidence. In  the course 
of thdamutomy and mesencephalstomy opera- 
tions carried out by mans of our stemen- 
cephalotome (Spiegel and Wycisg), we had an 
opportunity to record the potentials of human 
diencephalic and mesenmphdic structures pre- 
ceding the production of the lesions. 

The effect of tolserol upon the electroen- 
cephalogram (scalp electrodes in! the frontal 
and in the occipital rlegilon), upon the elec- 
trical discharges of W a m i c  nuclei (dorso- 
medial nucleus; lateral nuclleus), of the h y p -  
thalmus, and of tbe tectum of the midbrain 
was studid.  Needle electrodes consisting of 
an inner stylet, insulated except folr the tip, 
and an outer sheath i n d a t e d  except for a 
ring 3.0 rnm above the tip of the stylet were 
inserted by !means of the stereoencephalototme. 
Monopolar as well as bipolar leads were used. 
For monopolax recording, the tip of the inner 

8 Wycis, H. T., Lee, A. J., and Spiegel, E. A., 
Conf .  Neur., 1949, 9, 264. 
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FIG. 1. 
Effect of intravenous injection of 2% Tolserol solution in a schizophrenic 

patient chiefly upon the EEG (1FO bipolar record from left frontal and oe- 
cipital scalp electrodes, rFo bipolar record from right frontal and occipital 
scalp electrodes). No definite effect upon the dorsomedial nucleus (r. dm. th) 
and the lateral nucleus ( r  1 th) of the right thalamus. No definite changes in 
the pharyngogram (Ph)  and the electrocardiogram (EKG). A large part of 
the right dorsomedial nucleus is degenerated by a previous thalamotomy. A 
before, B after injection of Tolserol (Myanesin My). Time after injection 
is indicated in brackets. Anesthesia: .6 mg Atropine sulf.; 30 cc Faraldehyde; 
Demerol 37.5 mg; 0.5 g Sod. Pentothal; N20-02 (3:l). 

stylet served as the active, the lobe of the 
homolateral ear as  the “indiff erenlt” electrode. 
For bipolar recording the tip of the stylet 
served as the one and the bare ring on the 
sheath as the 2nd electrode. Simultaneously 
the electrocardiogram and the electrical dis- 
charges lead off from the roof (of the pharynx 
were recorded. These records were obtained 
in schizophrenic patients, cam of depression 
and obsessive compulsive neuroses preceding 
thalarnotomy and in cases of unbearable paia 
preceding mesenmphialotorny. All patients 
were under nembutal or pentothal, Nz0-02 an- 
aesthesia; 58100 cc 2% Tolsml* m e  in- 
jected intravenously. 

The following changes of the electrical atc- 
tivity were observed: In  some instances, the 
fast, low volltage oscillations of the EEG of 
the ,anesthetized patients were replaced by 
slower waves of h;gher amplitude (Fig. 1). 
The speed of the injection seem of irnport- 
ance, if one wishes (to demonstrate alterations 
of the EEG. We observed, the above described 
effect, If tihe first 50 cc olf the drug were 

*Kindly supplied by Dr. H. Sidney Newcomer, 
E. R. Squibb and Sons. 

injected within 4-5 minutes and the follow- 
ing 50 cc within 6-8 rnh.-mtes. In ccmtrast to 
thbe suxeptilbility of the serebral cortex to 
tolserol, we failed to obtain definite changes of 
the EEG following the injection of curare in 
doses sufficient to prlodiuce peripheral paraly- 
sis. This latter observation is in agreement 
with the findings of Harvey,1° EvePett,ll and 
Ginden.12 While no definite changes in the 
discharges of the dorsomledial nuclei (6m th) 
anld of the lateral nuclei (lat th) of the 
thalamus were found (Fig. 1 ) , thie hypothala- 
mic lead (Him anid1 Hfb) showed a definite de- 
pression of the discha s interrupted! by the 
appearance of burst of slow waves of ,high 
amplitude (Fig. 2 ) .  These changes appeared 
a t  a stage when a cortical effect was not 
definite ‘as yet. The same applies to the tec- 
turn of the midbrain whose fast, Eow voltage 
discharges were replaced by high 3 -5 / sad l  
waves (Fig. 3).  

Summary: Tolserol has a definite effect 
~~ 
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1948, 92, 246. 
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FIG. 2. 
Effect of intravenous injection of 27' Tolserol solution (Np)  chiefly upon the hypothala- 

mogram in R pa raiioid schizophrenic. Hb bipolar, Hm monopolar records from the hypothala- 
mus. Note that tlie pharpngogram does i i d t  reflect the changes in the hppothalamogram. F bi- 
polar record from the frontal areas, 0 from the occipital areas (scalp electrodes) A before, 
B after injection of the drug. Aiiestliesin: Atropine sulf. 0.4 mg; Sod. Phenobarbital 0.2 g ;  
Sod. Pentotlial 1.3 g ;  Curare 1 0 0  units; S20-02. 

- . x - L J +  
0 I 5orv My.ZOcc M v. 50cc. 

F I G .  3. 
A B  

Effect of intravenous injection of 2% Tolserol solution (My) upon the tectum mesencephali 
in a case of severe pain. Mbp bipolar, Xmp monopolar records from the tectum of the mid- 
brain. F bipolar frontal, 0 bipolar occipital records (scalp electrodes). A before, B after 
injection of tlie drug. Anesthesia: Atropine sulf. 0.6 mg; Nembutal 200 mg; Curare 100 units; 
Sod. Pentothal 0.375 g;  N20-02. 


