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2344 PHANMACOLOGY

THE COMPARATIVE EFFECTS OF L3D, MESCALINE, & DMT ON PRIMATE
SOCTAL & SOLITARY BEHAVIGR. R.F. Schlemner, Jr.*, C.B. Tyler*,
N._ Narasimhachari*, J.M. Bavig* (SPON: R.W. Morris]) I17. State
Psychiafric Institute, Chicage, Illingis GOEL2

To study the effect of hallucinogens on primate behavior, 3
chemically diverse hallucinogens-d4-L50, mescaline (MESC), &
dimethyltryptamine (DHT)-were administered chronically to 2
pairs of adult Stumptail macague females housed in separate
cages. Following a 5-day baseline observation period, MESC (17
mg/kg), DMT (2 mg/kg), or LSD (0.01 mg/kg) was administered
daily 1.m. to each of the & monkeys for 5 days. Daly 1 monkey/
pair received drug each wk & 1 wk elapsed betwsen the diffe-
rent treatments. MESC, OMT & LSG were given 60, 5, & 15 min
prior to obgervation respuctively. Dbservation by & "blind"
ohserver occurred far 1 hr daily for each group. MESC, DMT &
LSD all induced dog-tike "wet shakes" B involuntary 1inb
Jerks, There was evidence of tolerance o L5D & MESC, hut not
MT, for each of these behaviors. Only DMT induced hypervigi-
Tance and this showed tolerance. All 3 drugs significantly
decreased social & self grooming. Unly MESC & LSD significant-
Tv increased resting scores. Wet shakes & 1imb jerks appear
to be the most unique behaviors induced by hallucinogens in
this species since 35 non-hallucinogenic psychoactive drugs
tested did not induce these 2 behaviers. This study also de-
monstrates both similtarities & differences in the behavioral
changes induced by chemically diverse hallucinogens in mon-
keys. This paradigm may prove useful in the study of the
psychophamazcology of hallucinogens.

2346 EHARMACOLOGY

ANTAGONISK OF ACUTE CCCAINE POISONING BY CHLORPROMAZTNE TH
THE CONSCIOUS 005G,  I.W. Waters, J.D. Catravas,™ M.A. Walz*
and W.d, Davis Devartment of Pharmucology. School of Phar-
meey, Univ, o Misslssippl, Unlversity, MS 38677.

Cocaine HCl was administered (0.5 wmg/kgimin, 1.v.) to con-
cious mengsel degs ($=17) until deach; the mean convulsive
se {MCD} was 1££1 mp/kg and the mean lethkal dose (MLD) was
+2 mg/ig. ALl animals exhibited significant ircreases in
body temperature, arterial systaolic, artorial diastolic, mean
arleriul and left ventricular prossurass, hkeart rate, cardisc
coulput, plasma glucose, blood lactats, plasma oxaloscetic
trensaminase, vespirvatory vato, waminute volume, tidal volume
and oxygen uptake; however, total peripheral resistance and
srterial pH decreased significantly, Chlerpromazine pretreat-
ment (12 mg kg, i.v.) antagonized the cardiovascular, respi-
ratory and biechemical responses induced by a cocaine chal-
lenge of 39.5 mg/kg {MLDviSD); although mild convulsions {MCD
2223 mg/kg) wore evideat, all animals (N=6) survived a 4§-lr
observation peviad. Animals (N=5) pretreated with propranolol
(6-10 mgfkg, i.v,) prior to a sinilar cocaine challenge exhlb-
ited partial reduction of cocaine-induced cardiovascular
changes; howover, other sarameters were relatively minflu-
enced, and all animals sxperlenced severe convalsions (MCD 9z
2 mg/kg) end falled te survive [MID 2011 =e/fkg).
(Supported in part by Ressatch Tnstitutz of Pharmaceutical
Sciences, University of Mississipni and GRS grant FRO 5594-01).
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2348 FHARNACOLOGY

EFFECTS OF LEVO-RLPHA-ACETYL METHADOL ON TLOCOMOTOR ACTIVITY
AND OPERANT EEMAVIOR IN THE RAT. W.7. McGivney* and D.i.
‘Mi#iillan, Department of Pharmacology, University of North
Carciina, Schocl of Medicine, Chapel Hill, N.C. 27514.

Levo-alpha~acetyl methadol {TAAM) produced increases in
locomoter activity in rats when the drug was given intraperi-—
toneally {(i.p.} at doses of 1 mg/kg and 3 nuskyg. &n i.p.
injection of 10 mg/kg LAAM decreased notor activity over the
ten-hour period. The largest increases and decreases in lo-
comotor activity after LAAM occurred approximately 7 toc 8
hours after administration. In addition, rats were trained
to lever press for food pellets under a fixed-interval 90
gec,, fixed-ratio 10 multiple schedule. In contrast to the
increased locomotnr activity produced by LAAM, it only de-
creased rates of responding unpder the mul tiple schedule.
Marked decreases in rates of responding under koth corponents
of the schedule occcurred when LABM was administered i.p.
gither 3 or 6 hours prior to the session at duses of 3 mg/fxg
and 10 mg/kg. The greatest rate-decreasing effect of LAARM
occurred when the session wag initiated 6 hours after admini-
stration of the drug, Chronic adninistration (i.p. and oral)
of LnaM for 21 days produced physigal dependence in rats as
demonstrated by weight loss during naloxone-induced with-
drawal. Orzl administration of LAAM appeared more toxic in
that a 33% mortality rate was observed during the chronic
oral adninistration of 10 mg/kg as opposed ta o deaths when
the drug was given i.p. (Supperted hy HIDA DA=00570 and
NIGMS 5=-T32 GH-07040.)

PHARMACQLOGY

2345

MOTTRTEATTON CF BRHAVICEAL ANT NEUROCHEMICAL HPPECTS OF
RIDCL, 5,M. Prachan, ., Aulaxn,t A K,
Joward i, :

Cocaine {10-20 ngfkg, i.p., svinulated spontanas

2 molor

activity (SMi) and facilitzzed seif-siinula.icn {88) Leaa-
vier in rats with electrodes al Lhe poszerior nypotialamus
2 venlralis legmentun (Al0 area); it alsc induced

stereoiysed behavier (8T), Cocsine ilncressed the norepinep-
hrine {HZ) conients of <he diencerhalion-nidbrain (M) aad
sons-meduils (2M) =t 20 nin after izs adninisirazion, hat
fecrezsed them zt Z0 min onwazrde, Iz alse insreasad dcpéf
mine (Zh) sonftents in <he M and cauda e nucleus (CH) al 20
min, end acelyicholine (ACh) centess in wue CF at 40 mlo,
Ezloperidol at 0,015 me/ks, i,p. dose roduced or blocked
coceine-induced stersotypy and iacrease in 35 of AlD area,
whereszs i dld not affect, rather enhancod drig-iaduicsd
increeses in SMA and S8 of PH arca, As nigher dsse (0,03
ngfkg, i1,p.) all tehavierai effects w bolocked. halops@i-
dol [0,0% ng/ke) izse’f radused DA oo in the ¥ ard

CH tut inecreased ACh ocovzent im T=e UM, Tasted at 30 wirc
after its adninis-raticy alewng wiis cocaine, balopsridol
reverseg e cozaine-induced increase of DA, but further
incressed he ACh ccm.eny in vhe CH; it a2lso reducsd decrea-
ses in the Nb cixi.enl in Lue DY and PM., It appears that
haloperidel aiiers v2g Lenavicral sulizrg ol cocalie through

j%g_effec;s cn Lae ugureiressuiiiers iu tiie cespectlve brelin
arezs.

2347 FHAIMACOLDGY

BEHAVIORAT, TNTERACTIONS OF PHEWCYCLIDIXE AWD PEMTIOBARBITAL.
L.T. Chaii®* and Robert L. Baloter® (SPOE: L.A. Woods)
Nept. of Pharmacology, Med., Cel, of Va., Va. Cormonwes
Univ,, Richmend, Va. 23298

& previous cperant study in squirrel monkeys failed to
confirm the reported enhancement of pemtabarbital (PR) in-
duced surgical anesthesia by phencyclidine (PCP) pretreat-
mgnt in rnesus memkeys. Thorcofora, severzl studies were
performed in different sparies to more fully characterize
the interastion hetwean thase two dreps. In nice, 3.0 and
30,0 mg/kg FCP {1.p.) significantly lowered rhe ID 50 of
i.p. B from a zontre! valua of IO ag/ke o 80 2ud 53 ngfks,
raspestively., Using a behavioral raving scuale, zn losciive
dose of PCP {0.2 mp/kg i,m,) combined with only = moderstelv
depressant dese of PB (5.0 mg/kp 1.m.} produced surpglcal
anesthesia ia rhesus monkeys, conflralug ever originagl obser—
vatiens., Empleying an eguivalent rating scule for squizrel
monkeys, it was found thnat combining 0,16 ag/kg PCP L.m.
with 12.5 me/ke PB i.m, failed o produce eurglcel anesthe-
sia, despite the fact ihat these two doses by themselves had
a greater effect than the Lwoe doges used In the rhesus mon-
keys. These studics demonstrate that the intersetion ob-
served betwesen FCP and PR depands uper 1) the species em-—
ployed, even when species di Tences in sensitivity to the
interacting drugs ara accountad for, and 2} the nsrure of the
rospoasa heing measu {5upported by resesrch Sranl DA-
01442 and training Graot DA-Q7027)

ith

2349 PHARMACGLOGY

RELATIVE BEEAVIORAL POTENCIES OF d-N-ALKYLATED AMPHETAMINES,
oclverton® and C.R. Schuster, ‘lhe University of
po, Chicage, 11117015  GUG37

d-N-Alkylated amphetamines were synthesized In a seriecs up
to and including d-¥-butylamphetamine (NBA) and potercics
were compared in 1} wats allowed to drink milk for 15 min/day
and 2) rhcsus monkeys allowed to respond for lntravenous ine
fusions of the drvg., In the milk drinking procedore, all
drugs produced dose-related decreases in intake. Drugs fell
into 2 groups in terms of porency. d-Amphetamine (A), d-N-
methy lacphetamine (94}, and d-N-ethylamphetamine (NEA) were
appreximately equipotent and four times as potent as d-N-
propy lamphetamine (3PA] and ¥BA, In the self-adminlstrutlion
procedure, A, AMMA and NEA wepre self-adninistered above suline
levels by all amimals., Response rates were similar for these
3 drugs across a broad rangs of doses. NPA wus self-udninis-
terad above saline lewvels by 3/4 arimals at least at one dose
Feak response rates, however, were omly 1/2 of those main-
tained by the smaller zompounds and the potency was about 1/4,
NBA maintained self-administration responding sbove ssline
control Jevels in only ono of four animals, Tt may be con-
cluded that potoncy of alkyl substitutsd amphetamines in
disrupting milk intake in rats or maintaining drug self-
administration responding in monkeys ls inversely related to
the substituent sizs, {Supported by USPHS NIDA Grents DA-
00047, -00250, -00024 and USPHS I-T3ZZ2 MH-14274)




