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Geller I & Seifter J. The effects of meprobamate, barbiturates, d-amphetamine and
promazine on experimentally induced conflict in the rat. Psychopharmacologia
1:482-92,-1960.

[Wyeth Institate for Medical Research, Philadelphia, PA]

The report describes a method for inducing and
quantifying automated conflict behavior in lab-
oratory rats and demonstrates its sensitivity to
the effects of drugs. This technique reveals pro-
found effects of meprobamate, a clinically use-
ful drug that has not been reported to have im-
portant effects in other psychopharmacological
tests. [The SCI® and S5CI® indicate that this pa-
per has been cited in over 460 publications.]

An Experimental Model for the
Study of Anxiolytic Drugs

Irving Geller
National Institute on Drug Abuse
Alcohol, Drug Abuse and Mental Heaith
Administration
Department of Health & Human Services
Rockville, MD 20857

September 30, 1989

The experimentally induced conflict
paradigm evolved from my attempts to
apply operant behavioral techniques for
the evaluation of clinically active drugs.

In 1957 1 was hired by Wyeth Labora-
tories to establish a Department of Psy-
chopharmacology. The late Dr. joseph
Seifter was the director of research at
Wyeth at that time. This assignment re-
quired me to focus upon effects of psy-
chopharmacological agents upon beﬁav-
ior, rather than the broader issues relat-
ed to the experimental analysis of behav-
ior. In my predoctoral training with Joe
Brady, wzere I received invaluable expe-
rience in the behavior lab, 1 had conduct-
ed research on the effects of electrocon-
vulsive shock on a conditioned emotion-

al response (CER). At Wyeth | attempted
similar CER studies with psychoactive

drugs. However, to my dismay, the ad-
ministration of meprobamate or barbitu-
rates to rats trained on a CER procedure
produced minimal drug effects.

In my search for a procedure that
would be more sensitive to drug effects,
| became aware of reports in the litera-
ture describing approach-withdrawal re-
sponses as a screening test for tranquil-
izers.1 Using this concept, | developed a
procedure that established a conditioned
suppression based on punishment, a sit-
uation that | regarded as beinF con-
flict-producing for the rat. Basically, the
procedure required that a hungry rat bal-
ance the positive features of obtaining
food rewards against the negative aspects
of accepting punishment in order to ob-
tain the food. These conflict experiments
resulted in a behavioral baseline that
proved to be sensitive and quite specific
for anxiolytic drugs.

The development of the conflict tech-
nique and its subsequent application for
preclinical evaluation of anxiolytics pro-
vides an example of a basic research en-
deavor that yielded a method for screen-
ing of psychoactive drugs. Our group at
Wyeth used the conflict paradigm for
many years; we determined the activity
of oxazepam? and eventually provided
the pharmaceutical industry with a vali-
dated de screening procedure still used
extensively today. | am pleased to ac-
knowledge the contributions of Seifter,
who provided me with invaluable phar-
macological guidance, and of Larry Stein,
whose critical input helped to make the
development of the contflict technique a
reality.

The conflict procedure and variations
of it are still being used to determine
anxiolytic activity of new drugs and to
study possible mechanisms of action as
well.35
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