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The present studies were initiated fo assess t%2 abuse potential of
buprenorphine in man. During the course of these studies, hawever, it
becare zpparent that buprenorphine was a potent, long acting drug which
suggested its possible utility as a maintenance druz in the treatment
of opiate addiction and the studles were modified accordinzly. It was
thought that buprenorphtine as a partial 2zonist of morphine with perhaps
a greater affinity for the morphine recepior and a2 long duration of
action would 1) be an effective blocker of morphina through thz mechanism
of cross tolerance and the mechanism of conpetitive dualism, 2) have sone
reinforeing effects, and 3) would produce only ninimal physical dependaace.

Threas single dose studies were conducted. In each, drug effects were
measured with change in pugi}}ary diameter, subjects' and observers' single
dose oplata questiommaires * and the subjective drug effects question-
naire~ contalning items from the MBG Scale and PCAG Scale and the LSD
Specific Scale.

In the first study, subcutareous bupreznorphira, 0.2, 0.4 and 0.8 nz
subcucaneous morphine, 15 and 30 mg; and placebo were compared in 9
subjects utllizing the double blind crossover fdagsign. TIn these studias
obuarvations were made at 0.5, 1, 2, 3, 4, 5, 12, and 24 hours after
driyg adainistration. Buprenorphine produced typical morphina-like
schjective effects and miosis but its effects were of slowsr enset than
morphine and were longer lasting. There was a greater effect at 24 hours
with all dosas of buprenorphine than with the 30 rg dose of wmorphine.
Subjects and obseyvers identified buprencorghine predominantly as ano cpiate
with a pettern of slgns and symptoms similar to those for morghine.
Bacause of the disparity in time action curves, dess response curves
wvere constructed utilizing peak responses for each drug rather than total
5 hour scores. Buprenorphine produced dose-related increases in maan
peak scores on niosis and all measutes of morphine-like subjective effects
and vas estimated to be approximately 30 to 50 tines more potent thar
rmorphine (Fig. 11). There 1is no evidence that buprenorphine produced
elevations on the PCAG or LSD Scale scores greater than those produced
by morphine (Figurs 11}. In these studies buprencrphine, like worphinz,
had ematic action but this emetic effeect of buprenorphine would persist
8 to 12 hours after buprenorphina and was found disturbing by some of
the subjects.

In the second study subcutaneous buprenorphine, 0.6 and 1,2 mg,
and subcutaneous rorphine, 20 and 40 mp, were corpared to determine if
the effects of buprcnorphine plateaved on these wmeasures as it did on 16
certain reasures in the non-telerant, non=-dependent chrenic spinal deg.
On_all measures the responses to 1.2 mg were less than responses Lo
40 s of morphire. Relatlve potencies ware obtainad only on the miotic
effects indicating again that buprenorphine was 1/23 to 1/20 as potent as




