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UNIQUE EFFECTS OF A PYRRCLOPYRIMICINE (B.YW. 58-271) ON THE
EIECTRICAL ACTIVITY OF THE ERAIN. GStata Norton., The Wellcome
Research Laboratories, Tuckahoe, New Tork,

B.W. 58=271 (2-methyl s-benzylamino pyrrolo-[2,3-d1 pyri-
midine) is an anesthetic in cats, dogs, mice, rats, rabbits,
pigeors and man but has certain marked pharmacological differ—
ences Irom ether and pentobarkbital. In cats unconsciousness
cecurrad with intravenous dosss of 3-4 mg/kg. Doses of 8-16
mg/kg eliminated spontaneous electrical activity of the brain
as recorded with mecrcelectrodes, However, in this "flat
breir” various mcdes of peripheral sensory stimnli resulted
in bursts {2-3 sec,} of slow waves in the brain, In order of
descending effesctiveness in eliciting these bursts were aight,
sound, touch and sclatlce stimulation, These effects were
cvgerved for up to 5 hours witheut cardiovascular deterior-
ation, Because of the unusual ease with which the EEG was
blocked ty this compound, recordings of the firing of cortieal
neurons vere made wiitr microslectredes. Neurons in the post-
sigmoid and lateral gyri were studisd. BRlock of soontanecus
firing paralleled block of spontaneous electrical activiiy of
ke EEG, Evoked firing of neurons of the lateral gyrus in
response to lisht and movement acress the wvisual field was
indenendent of effects or the TEG.
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TREMORINE TREMOR IN CHRONIC SFINAL RATS. H.K. Chalmers™ and
G,K.We Yim*, Purdue Univ, School of Pharul., ayELLE, Ind.

There have been conflicting reports of Tremerine's ability
to induce tremor below the level of section in chronis spinal
cats. In this study female Wistar albine rats welghing sbout
200 gm. were prepared by spinal cordectomy at level T6~T9 and
challenged with Tremorine (i.p.) during successive stages of
spinal shock recovery. All rats showed susiained head and
forelimb tremor. As ipsilateral flaxion reaponse to tee pinch
returned (1 day), Tremorine (up to 20 mg/Kg) induced no apinal
tremor. After precovery of the crossed extensor refiex {5 days-
7 weeks postop), Tremorine (5-10 mg/Kg) induced pericdic tremor
pursts and bilateral hind leg and hip movements. Kemadpin (20
mg/Ke) blocked tremors both above and below level of section.
Preliminary studies indicated that unilateral section of dorsal
roots to hind limb innervation zbolished tremor in the ipsilat-
eral leg. Eserine salicylate {1 mg/Kg) and arscoline HBr {5-
10 mg/Kg) each produced a similar spinal tremor that was
blocked by Kemadrin, [In contrast, the quaternary anticholin-
esterase, proatigmine methylsulfate (0.1-1 mg/Kg) produced a
slow quivering tremor of all extremities that was not abolished
by Kemadrin or acute limb denervation, indicating action at the
myoneural junetion. Spinal Tremcrine tremors were blocksd by
acute limb denervation. It is concluded that Tremorine produces
definite tremors below the level of section in chronic apinal
rats.
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WETIC AND PYROCENIC EFFECTS OF STAPH, ENTEROTUXIN (S.E.) IN
CATS, W.G., Clark™, G.TF. Vanderhooft* and H.L. Borison. Dept.
of Pharmacology, Univ. of Utah Med, Coll., 5alt Lake City,

Cats were prepared chronically with a retroperitoneal
thermocouple and a jugular eatheter or a lateral ventricular
cannula, Body temp. was recorded automatically at 20 min.
intervals, We uaed purified S.E, (90%8) obtained from .S,
Bergdeil {see Arch, Biochem, Biophys., 1953, 85, 62), Emesis
was produced regularly by S.E., 1 pg/kg i.v., within 1 hr,
With increasing dosage the latency of the emetic response
decreased $o as little as 7 min, after 4 pg/kg., S5.E. in doses
of 5 and 10 pg/kg was still effective in eliciting emesis in
3 cats with chronie abletion of the medullary emetic chemo-
receptor trigger zone, Lateral ventrienlar injection of S.E.
{17 tests), however, never sauged vomiting, even in doses
ranging from 1-16 pg in 0.25-1.0 ml of sol. Intravenous S,.E.,
1 pg/ke, produced marked incpeases in body temp, in 5 ecata with
cnaet oceurying before 3 hrs, and peak (at least 39 P) about
9-10 hre., The fever persisted approximately 24 hrs, Latsral
venbricular injection of 5.E. also evoked fever, but inter-
pretation of this result remalns uncertain, Five cabs with
chronic midbrain transection continued to show a pyroganic
responge but not an emetic response to i,v, 5.E. (Supported
by USPHS Crant B-491l,) #NIH Predoct, Fellow GF=-9177.
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LOWERED CONVULSIVE THRESHCLDS TC HEXAFLUCRODILTHYL
THER PRODUCED BY DRUGE WITH DIFFERENTIAL WPFECTS ON
ERAIN 3EROTONIK AND NCOREPINEPHRINE LEVELS. Edward B.
Trultt,fr, and Ethel M. Sbersbergery Dept.of FPharma—
cology, Univ.of Maryland Sch.of Med., Baltimore,Md.

Reserpine lowers convulsive fthresholds to electro-
ghock, pentylenetetrazol and hexafluoroediethyl ether
(EFEY. The vossibility that this effect might be re-
lated to changes in brain levels of Serotonin or Hor-
epinephrine has been investigated by means of three
drugs reported to produce a differentisl change in
these amines. Dimethylaminobenzoyl methylreserpate
{50-5171) ,4~methyl-m—tyrosine (ME345) and a-methyl—
3,4-dihydroxy—dl—phenylalanine(q-methyl—DCPA,MK—BSO)
were tested at varying intervals for their actiom on
HFE convulsive thresholds in mice. As previously
found for reserpine, the greatest effect was a shori-
er latency of preconvulsive mycclonic jerks, Clonlc
convuisive thresholds were not significantly changed,
but the freguency of severe tonic convulsicns and
deaths inereased, By comparison to the reported time
curves of the action of these three drugs on brain
amine levels, the changes in convulsive thresholds
seem temporally relsted to the Serotonin changes in
brain. Suppertsd by grant MY-2546

Pharmacology

ALLERATTONS Lk RE3SCHSIVENESE D0 RESERPINE FOLLOWING CHRONIC
TRATH LESIONS IX RaTS. Martin W. Adler®. Tept. of Tharmacol-
oy, Alpert tinstein Coll. of Med., New York,N.Y,

Ap increszed ssnsitivity to the atimdant effecis of amphet-
aninc on gpontansous loccmotor sctlvity dn rats subjected to
bilsteral lesions of the frontal or pesterior coriex wze re-
perted in a previous commmnicetion (Adler, Fed.Pree. 19:269,
196C). It was slsoc reported that rsts with bilateral lesions
of the rostral porilons of the caniate nualeus 2id not mani-
Test this change. Utilizing the sewe indicabor, these nnimals
were Lested for responsivences to the depressant efTects of
resarpine. It has been reported (Bmith, £t al, J.Prarmacol.
Exp.Ther. 117:136, 1556) thai in monkcys with frontsl, temp-
cral, or combined fronto-temporzl lesions, there is a decrzas-
ed =ffect of reserpine on an avoidance test in the pooled op-
eraied group. In the present study, s dosc of C.5 me/kg I.7.
resultad In a significant decreass in spontancous loccmotor
activity In control animals and in animals subjected to the
Trontal ablalions. Trhis was not nobec in snimals with caudate
or posterior lesiong. Although the difference bebwesn thc can-
dete and tne conirol group was just shy signilicance with a
muitinle range test, the posterlor grovp ciffered signifl
Iy From the ecantrol group. (Supported by U.5.F.H.S. Prormacol-
ogy Yreining Grant 23-05 and Interdisciplinery Gramt 2M-6410,
Fetional Ingtituse of Mentel Healith).
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CRE STIMULANTS AND EIRCIRICAL BRAIN ACTIVITY IN SPONTANEOUSLY
BEHAVING CATS. BRarbara B, Brown, Riker Labs., Northridge, cal.
Effects of LSD, amphetamine and deanol en epontanecus and
evakaed brain electrical activity and spontaneocus behavior were
evaluated {a "“chrooice" cats. Behavior chaupes were subtle; re-
sponses indicated altferztions in perception and meaning to in-

ternal and external etlwuli. The cats' behavioral contribu-
tions to drug effact were seen both overtly aad electrieally;
amphetamine "calming” hyperactive but alerting lethargic cats,
change in space discrimination by L8D; alse iadividual shifts
between EEG freguency and behavieral state. LSD (0.0015 mg/kg
i.v.) caused frequent rhythmic bursts lu cortex, altered hip-
pocampal theta activity, dissociation between cortex and sub-
cortex in alerting response, displacement of ZEG dominant fre-
quency with respect to behavioral state. Auditory potentials
were reduced, but rhinencephalic and visual potentials were
enharced, Except for photic responses, effects of intraven-
tricular LSD wete opposite in direction, d-Amphetamine

(0.02 mcg/kg i.v.) caused diesscciation between REG and be-
havioral states, depresaed reticular conduction but eanhanced
responses to amygdala and photic stimulation, Deanol (L0
mg/kg i.v,) shifted relationship betwesn EEG frequency aad
behavioral state without obvious chauge in behavior, and en-
hanced reticular and cortical activity as evaiuated by evoked
potentials (USPH Grant MY-28595).



