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Durirz the first 19 days of withdrawal Hirmelsbach scoves indicated

tis: presenca of mild abstinenca (Fig. 18)., The abstinence syndrome was

below thz level of clinical significance for morphine withdrawal. Comparison

of tlie peak and total area scoves for tha first 10 days of withdrawal frem
buprenorphine is less than obszrved with other drugs which have produced
reild abstinence syndromas in direct addiction tests (Tzble 10).

In the 2 subjects who withérew, a test dosz of 30 mg of morphine was
administered on the 1lth day of withdrawal and a placebo was admlpnistered
on the 13th day of withdrawal to determine if buprenorphine was still
present in significant amounts to block the effects of rorphine. The lack
of a ¢lear abstinence syndrome suggested the possibility that buprenorphine
was still present in large amounts. The responses to morphine were compar-—
zble to those obtainad in the pre—-drug control period. These 2 subjects
reported increased withdrawal symptoms following these tests (léth = 17th
day of withdrawual).

The other 3 subjects who were withdrawn double blind continued on
obsarvations and continued to show Hirmelshach scores in the ranga of
approximstely 10 points throuzh the 13th day of withdrawal. On the lirh
day of withdrzwal, there was 2 narked increase in withdrawal aigns and
Hirmelsbach scores Increzsing from a mean of 9 polnts on the 13th day to
a mean of 23 points on the li4th day. Subjects reportad feeling bad, were
deprossed zad demanded relief of thelr symptoms with morphine. Kausea,
vomiting, restlessness, insomrnia and diarrhea were present for the first
time indicating more severe withdrawal.

These and other studies indicate thar buprennrphine 1) is a rorphine-
like apgent in ran which may be a partial agonist, 2) is relatively non-
toxic in chronie administration; 3) has an extremely lonz duration of
action, and 4) effectively blocks thas effects of large dosses of morphine
during chronic administration. ;

These findings suggest that buprenorphine may have uwtility as a
naintenance druz in the treatnent of narcotic addicts. Buprenorphine has
the duration of methadone, is an effedtive blocker of narcotics, has a
lesszr ahuse potential than m‘tbadone; and is less toxie than methadone
or d-progoxyphene.

Comparative Metabolism of H-Prowoxypuenn HC1 and d-Propoxvphene Yﬂpsylate
in qu

Five of eleven subjects participating is a double blind crossover
evperiment to evaluate the morphina-like effacts of propoxyphcone” agread
to partlcipate simultaneocusly in this study to explore pessible pharmaco-
kinetic differences between propoxyphene EC1 and propoxyphene napsylate.



