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OLIACTORY DULHLCTOMY AND CHREOHIC MMITRIDTYLINE TRERTMENT .

u.B. Jegperger- and J.5. Rlelmedaoni. Dupis. of Phazmacélsgy and
Puychlatey, University of Bawkat » Bl y 58BK.

SN nwa.

Nileberal abalation of ¢lfactoxy bulbe pradured & moibar of
pghaviozal and plurdemival charges that are normelizsd by dhronio
astidepraszant therapy. Wi have uzed thin preparation as an
animal wodel of dapragsaion to cxamine the biochemical cvents ao—
ao¢inted with chronic treatment with the kriryclic antidepressant
{TCA) , amiliipkylisw {AMI). Rcoent Sowoabigations hava chown
that chropic breatment with TWA'8 Wil Yeault in a deorsmess Lo
the dangity of high affinivy binding sites for the Bekn-adrencr—
giv antegondst 3He-dihyidrualprenolal (3H-DiRA) and thc Toh, SHe
Ludprenine in several regians of the brafn. We bave lnvewtigeisd
the hrnding of Thase TWo ligands to braln wwiaeues fron shaw
and pulnmorottized male Sprague Dawley rabs UL have recoives
oither ralivm or AMI for 28 daya (10 ma/ka i.p.) fallowed by a
5. day drug fres poriod. Nehavlorpl tosting (stepdewn parsive
mvoiganca and emotlunm)iiy celing) wes conductod nftor &hc S5-day
drug washout peviod. The AnamAls Wars when ssgwiriced, tounk
blood whs ¢ollecteq and the brain was exclsed and dlwweched.
Ryy5ong Qlewocted out snil inwvasbigated were the Rypothnlamus,

dahveadn, hipe and pana medulls.

Olfacesry Bulbacromy rosulted in au fucYesse in the npomber of
trislg for acquisition of thm slopdown paseiva Quoigancce tiuk,
innrrasad irritability scoxcs and clevated ll-hydroxycorticwalax—
oid laveln, ald of smich wore meknrred la near sham values by
AMI trwalownl. Membrane preparabinna frem cham—eparamad ami-
triphylina troated aninmnly gyhibited s daczesmwd bivding for the
Dok gin untagoniet 3H-DRA relwhbive by that &2 saline
troatad chume. Yesioned-saline treatcd apimale did net show any
aignificant drereane in tho binding of Sh-bkn relakiva ko saline
Trested Bhamd nor Qid the AMx Liwatad lesioned animala cxhibit
any 4ltexed hinding zelative ko that round Ln waline truutesd
Imeioned animalx, (hrople trentment widh amlériptyline reaulled
ip a deoreace in bindlny for 3H-imipramina in sham-operated
apimales.  Bloding miudies of I imipeomine in bulbgetomized
subjeats are in progress.

These atudies suqqect that olfactory bulbechomy indirectly
or BiToetly Altexs the nnrmirensrgic response poteptial to
onronie aMi Ereatment.

THE EFFECIS OF SIKYCHHINE, 5~METHOXY~N,N-DIMETHYLTRYPTAMINE AND
CLONIDINE O ACOUSTIC AND ELECTRICALLY-ELICITED 'STARILE'
RESPORSES IN THE RAT. R.L. Copmigzaris* and M. Davis (SPON: M.
Bovsln;:). Depe. Psychiatl, Vale Un§y, Szh. Med.| New Havan, CT
06508, .

Although many neuropharmecological agents have haen shown to
alter the acoustic <rartle response. the site{s) of actien for
mahy of thes¢ agents has not been defined.: This study used elac-
trical stimulalivn within the startle circuit in eombination with
selecled druq treatments as a Techninue o Tncalize the sitels)
of actioh for these agents.

Previous wark has suggestad that the primary acoustic startle
eireuit §n the rat 7s: siditory nerve, ventral cochlcay nucleus,
nycle1 o1 the Tazeral lemmiscus, nuclsus relivelaris pontis
caudalis [RPC). spinal Interneuran, lower motor neuron, museles.
ETactrical stigulation of sites within this circuit praduces a
respande similar To the acoustie ctartle responsae (Gundelman and
pavis, fawresci, Abstr. 5: 494, 1973), 1In the present study male
rats (350-a00 4) received bilatersl, single-pulse (100 uA per
elmctiade, 1 msee durasion) stimulations ef the RPC aliwrnating
with acoustic noise bursly (115-db, 420 kHr hand-wiath 90 msec),
The interstimulus interval between the two tynes of ehimuli wap
10 sec, ‘Borh Bepustic and RPC-mlicilud ‘sltartle' responsas were
measured for forty minutes follawing intraperitoneal adminfstra-~
tion of strychnine (1.0 mofkg), S=methaxy-N,N-dimethyltryptamine
(5-MaDOMT; 4.0 mg/kq}, clonidine (80 ug/kg) and salina. These
drugs were chosen bacause previvus studies in which they were in-
jected directly inta the lumbar region ot the spinal sub-arach-
toid space (intrathecsl administration) have indicated that their
excitatory (strychning, S-MeODMT) and inhibitory (clonidine) ef-
fecls un acoystic stertie are mmdiated at least in part fthrough
the spinal cord (i.e,, “dounstream” vrom the RPC)., Av wapucted,
strychnine and 5-MeODMT fncreased and clonidine decreased acous-
tic startle, Consistent with the spinal actians of these agents
in modulating acpustic starcies RPG-olicited ‘startie’ was also
increased by strychnine and 5-MeODMT and decrensed by ¢lanidine.

These results indicale that the 'startie’ elfeited by alou-
tricnl stimulation of the REC can be altered by trealments which
act 1n tha epinal cord to madulate acanekie atactle, turther-
more, thea¢ results suggest that the 'startla’ response. produced
by. #leetrieal siimulalion uf various sites within the acoustis
startle circuit may be used o elucidate tha zi1te(s) of acliun
for agents which modulate the acoustic starile response in the
at.

Supported by NSF Grant DNS-78-017421; USPHS Grant MH-Q0004,
MH=14454, ang the State of Cannecticut.
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Go A

TINE 0N REHAVIOR MAINTAINED UMDER FIXED RATIO SCHEDULES, V. J.
beNoble# and b, Curruwk, Baliavioral Pharmacology Laboratory,
P Morriz Redearch Centcr, Riehmond, vA 23267, !

Intraventrictlar Infuslon of (-)-nicotine produces a prostra~
tion syndromo that Is pravented by intraventrieulur prafreeatmant
wlth derivatives of aicetine but not hy antlchollnergic drugs
(abood et al., 1978). Present sludies jnves?igated ?) intraven
tricular Inrusions of {-)-nicotlns on behasviur maintainmd under
fized ratio (PR} schedules of food reinforcement, %) effect of re-
pratad infuslone and, 3) effesr of nicotinle-cholinerglc aptage=
nlgzs on proztration.

In cxp. 1 clght mala albina rars, aach implanted with a can—
nula {0 Lthe laweral veutricly werew naintaiocd under FRO16 until
responsa rates werc stable (<101 varlanue Tu responses/sec for
5 consecutive sessjons).. Sesxlons were two consecurlve 15-min
periods with a 5=min time-out (T0) In between., AIl infusions warr
sepisrated hy § days. Rars were first Infused with sallnc {Sul)
and repetitive 18-min zaszianz wore-run until response rate wes
at pre(nfoslon Tevels. Lutendy to conplete the firat TR folléw-
Ing Infusions wos recorded. Next, rabt> wmyw infuscd with Sug of
(-?-nlcotlne- This was repealed with the razs malntained under
FR 32 and 64, Inexp 2 rats were maintainéd upder FR 32
wnd tastad n< fallows: 1) 2alise Infusion. 2) (-}-niceripe {10py)
3) sallne/praczostion injectlon {8¢) of macamylamIne HCL (0,05
15 and 3.0) ar hexameshanitt 61 (9.5+ 1.6y 1.5 mafkalec) i1
nleotlne/prescssion injeatlon of tha antagenists, and 5] {=}-nlc-
“'R:s: Egggi’ wxp 1 shawed chat Tatcnoy to tomplete the first
ratlo dader Fk 16 followIng @ sa)ine Infuplon waz X ~ 0.0 win
(.0% S} whereas the latahfy follewing (—?-nlm:lnc wgs X = 10.9
min (1,6 SE), Latencies were Tpversely related to FR =zize (FR 15,
11.0 min (7.8 $E). ¥R 32, 7.7 min (1.5 SE}, FR &4, 4,3 mlo (0.9
SE), To datarmine if this ibverse relariotshlp was due to ro-
peatod {=)=nlcotIns Infuslons [ndapondent of the FR schedule the
rats in wxp 1 were teated wirh (-)-nicotinc twice under FH 32,

No slguilicaut il (wrwnck waz Found between the latencics. _lat-
cncy Followlpg a 10py infusion of (=)rnicutioe (exp 2) was % =

13.0 min {1.4758), Hecamylamlne had nu wffuct during saline In-
fuziong, hewsvar, It d]d produce @ doze dependentl decreass jn Hw
latency following a (-{-nlm:tlnz Infugion (0,05, [.5 dnd 3.U mg/
ka/sc: latency -~ 6.8. 11.2 &), 2.0, (9.7 SEf, 6.6, (8.1 3E) min.
anamnt?qn'lum injectians had no effcct. These rasulis suggest

that: 1) duration of the cffcct of Intraventricular infusions of

{~}-nicotine extendad bayond the obscrved prostration, 7} duration

of supprossion vacies na & function of the FR sizp, 3) there is
g lavk uf tolerancw with repeated Infusions and 1(5 mecamy lami ne
but not hexamsLhunium autayuniond gl wffecen of {~)-nlcotinc on
FR responding suggestling thal Lhe elfmls orm oediated by central
nleotinle~cholinergic reaceplars,

COCAINE POTENTTATER KETAHLNE-INDUULD LOSS OF RICHTING REFLEX
AND SLEEL TIME. Chriscina Vandeo¥Woode, Merde T, Apoeegleln sad
Judy Lapolle®™. College of Pharmacy, Rubgers.Th: State lmiversicy,
Rax 789, Piscataway, N.J. QB854,

Repaming han discocidriva znorvhetic proparties and unliks
the parent cumpoumd, phuentyulldiws (POP), da atdll uaed a5 an
anesthetic in khe human, However, it dSc€ have pser anegrhatic
sequalde Which resemble the psvchotomdmeric eff=ere of PCF.
Hceaune of thafn mind-alraring eEfdote, ketaming e anw gained
4ceeplaie sa m ACrwme diug. There io the poetential) that kek-
aming Will he ugid in combinarion Wirh ocher drugs such as
cocaine. amphotamineg and waflfedne which aze at timer used #a
adulcarantr uf kotaminy powrders. We have found rhat ¢ocaine
modifies ketamine indutad loag of tho righring raflex and elaop
eime,

Cocalng caused u whift o Lhw: JeXk of che doza-Tegponsa
wurun of kecamine for the 1033 of righting reflex in a dose-
dependent mamnes, Cocsing adminiccared wsimulransensly with
keLmnlime pedugsd cha Ebey to 48(30-76) and 86(A1-120) mglks
wn given in dodcs of 38 and 15 mg/kg. cevvuctlvely, s cous
pared to 115 mg/hyx im che kecemine controls. Sleep time wikh
150 wmg/lg nf hetamine wsd significancly inclefsed by 56% when
adwini stered saimultanceunly with 30 mg/ks of eocsina. This
affecr 0f cocalipe was noc g Beneralized effect wirl CNS depress-
ante einge cocaine had no effcct on luss of righting zefles or
xleop Yndumwd by pentobarhical, phesobarbital or ncxobarbieal. .
Conversely, Meotwazol (55 ogl/kg) anvagonlzed ketamine sloep ag
would be anclespuced fox a CN3 scluulent.

Binge ketumine hax » cooaine~lika effacc on cacscholaninuw
(CAY, we examined the poaSidbility thar CA eystems mey woderlle
the cocaine potenciscion of kecswine. Mlee ware rreaced with

Y plig=peehyl-p—cyrosine (~MPTY, 400 mgfkg. té deplcte the CATe.
At vayioud cimes AFEAT Tha provrostmuenl, Ui vocwine effect wos
again reexamined. Alchough the slmep tiaw with keramine (100
wpfep) we fipnificantly incredsed withs¢pf7T Leself, the admln-
distrotion of socaine had no furchar «ffect nn xlesp. Thus, che
cffcet vl couxliw vas Llocked by =MNFT. Atkemptc te further
wkudy Gl UA davelvemant uzing sdrenurply aud dogppdaarglic
recopeoy medifying drugs were more difficult Lo intarprat,
funwrally DA agoniste increszco while DA blockars ancagonized
the cffact of eozmsine, slthnugh rhey, Iin themaalwes, potentizted
kutambpe, Tl rwsulcs with alpha and beca ageniece and anta~
gouiula wery loss clear, '
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