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a sirgle subeutanzous injection. For 2 wesks this injection was salina,
Then buprenorphire, 0.5 rng, was substituted for the saline injection.

Tha dose of buprenorphine was progressively doubled until the 15th day
when a dose of bunrenorphine, 8.0 mg, was administered. This dosz, which
would be equivalent to approximately 240 rng of morphine, was then admin-
istered once daily through the remainder of the study. During the peried
ef chronic administration, 2 sets of experiments were performed, Single
doses of morphine znd placebo were administered under double blirnd
conditions and their effects compared with the effacts of single doses

of placebo; morghine, 15 mg; and worphice, 30 mg, administered during

the contrel phase when subjects were receiving saline. These experiments
were to determine if buprenorphine exerted a significant blocking action.
The second set of experiments during chronic administration consisted of
the adminisgtration of nalexona to precipitate morphine-like abstinence.

During chronic administration of buprenorphine, analysis of responses
on the thronic questionnraire administered once daily indicated that
subjects identified the drug predominantly as an opiate {dope) and liked
the effects of buprenorphine (Fig. 15). The pattern of symptoms from
the chronic opiate quastionnaire were sirllar to those observed with
morphinae in othat studies. During chronic administration, punils
constricted and diastelic blood pressure decreased slightly (Table 9).
There were no changes in pulse rate, svstolic blood pressure, respiratory
rate, body welght or significant decrease in caloric intzke. Between the
18tk through the 25th day of chronic administration of buprenorphine, each
subject receilved single test doses of placebo; morphina, 15 r7, and
morphine, 30 mg, subcutanzouvsly. To correct for the effects of bupre-
norphine, the response to morphine, 15 and 30 w3, was correctad by
subtracting out the responses for placebo. C(omparison of the placebo-
drug differences for morphine, 15 and 30 ng, during chronic bupreaorphine
adminlscration with effects of morphine, 15 and 30 mgz, administered to the
same subjects durlng the control period indicates that these effects ware
significantly decressed (Fig. 16). Subsequently, single doses of morphine
to 120 mg were adzinistered without esny significant effecis (Fig. 16).

In an additional experirent, a placebo was substituted for the 8:30 a.m.
buprenorphine injeaetion under double blind conditions 2nd a test dose of
morphine, 33 mg, administered at 10 a.m. The rporphine effects were blocked
to the same degree as they were in the condition vhen buprencrphine had
been adninistered 1 1/2 hours before morphine administration (Fig. 16)
indicating that the blocking effects of buprenorphine persist undiminished
for 2t least 25 to 30 hours after drug adminiseration.




