COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 14827
PROGRESS RLIPORT O éTUDIES FROM THE CLINICAL PRARMICOLOCY SECTIION
GF TRE ADDICTION RESIARCH CENTER
by

Donald R. Jasinski, M.D.
Jeffrey 5. Pevnick, M.D.
John D, Griffith, M.D.
Charles W. Gorodetzky, .D., Ph.D.
Edward J. Con2, Ph.D.

National Institute oz Drug Abuse
Addiction Resesrch Center
Lexington, Kentuchky
U. S. Department of Health, Fducation and ¥Welfare
Public Health Service
Alcohol, Drug Abuse and MHentol Health Administration

Direct Addietion Studies With Butorphanol

Single dose studies conducted previously indicated that butorphanol
produced subjective effects resembling theose preduced by cyclazocine,
pentazocine and nalerphine rather than morphine.” Further studies
indicated that in subjects dependent upeonr €0 wg of morohine,daily,
butorphanol neither precipltated nor suppressed abstipance.

A divect addiction study was iritiatzd in 7 subjects to determine if
butorghanol produced physical dependence, Cne suhject withdrew from the
study at a dose level of 24 mg for reasons unrelated to the atudy. In
the cother 6 subjects butorphanol was adminintered in increasing doses
4 times daily to a stebilization dose of 49 mg (12 mg q.i.d.)., From
single dose estimates of nlotic, euphoric and analgesic potencies, this
dosa af butorphanol would be equivalent te approxicztely 240 vz of
morphinz daily.

During the fivrst few Jdays of drug ad-inistrztion subjects cormonly
complained of racing thoughts and “sealng my thoughts." Following this
subjects began reportimg drowsiness and increased awareness of body
sensations. Some subjecis also complained that the drug made them
suspielous and paranoid., Subjects appearsd sedated end spent mest of
their time in bed. Yat, when questioned they would complain of
inability to sleep. Turthermore, ever whan suhjects appeared to be
sleeping soundly, they were easily arcusad. Suhjects reported a number
of symptoms assoclated with opiates such as constipatien, nausea and
difficulty urinatingz. However, analysis ¢f the chronic dose questiounaire
indicated that subjeecis most Eraquently identified the effects of
butorphanol as a barbilturate with lesser identifications as an opiate,
as marfjuana or thaorzzine (Table 1). The observers identified butorphansl




