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I tiis O weak crossover study each subject reesivad 3 oral doses of
Aox- ponyphena EC1 (230, 420 and 600 mg), 3 oral doses of d-propoxyphena
nzssrlate (310, 620 and 700 rg), 2 subcutaneous doses of morphine, and
2 slacebs in randem order at weekly intervals., BFlood sarples of 5 or

10 ol ware drawn by venipuncture inte heparinized tubes 1/2 hour before
druz adm’nistratien and after drug at 1/2 hour, 1, 2, 3, 5, 12 and

24 hours. Plasma was imrediately sepavated and frozenr until analyzed.
Plasna sanples vware also collected from o2 subject approximately every
other day (at 2 hours post oral drug) during substitution of propoxyphene
napsylate, 300 mg p.o. q.i.d., for morphine, 15 rz subcutaneously q.i.d.
The substitution perioed was 21 days followed by 10 days of abrupt
withdrawal {under blind conditions).

Samples were analyzed for plasma concentrations of propoxyphane,
norsropoxyphene and cyglic dinorpropoxyphene by the gas chrowmatographie
cethod of Mash et al, who assisted in satting up the procedure.

Mean plasma propoxyphene concentrations are shown in Fig. 19. There
was a2 significant positive corrzlation of these values (and alsc wean
norprepoxyphzne levels) with mazn decrease in pupillary diameter, with
correlation cosfficient equal to 0.85. Propowyphene NHCY was somewhat
rore rapidly absorbed than propoxyphene napsylate, giving signiflcantly
greater propoxyphene concentrations in the first 2 hours after drug
adminlstration and showing peak mean levels at 2 hours compared to
3 hours for the nansylate. Pezk mean plasaa propoxyphane levels were
slightly greater for the HCl than the napsylate in the low and niddle
pairs of doses, which were approximately equinoler in propoxyphene for
the 2 preparations. HLowever, in the hizh doses rean propoxyphene levels
wera approxirarely equal for the 2 salts, even though the napsylate dose
was lower than the HC1 dose in this palr, Propexyphene napsylate showed
a linsar dose rasponae relationship im pezk mean propoxyphene levels.
Howaver, propoxyphena hydrochloride also showed a significant quadratic
relationship with peak mean propoxyphene lavels approximately the same
for the nmiddle and high doses. After 2 heours post-drug only a linear
dose response relationship was seen In mean propoxyphene levels. This
could indizate a dose-related difference in absorption of propoxyphene
hydrochloride or, with a small n of 5, it could be a random statistical
anemaly. Mean plasma propoxyphana values found after the largest
propoxyphena doses of both salts were in the range of 400-500 ng/ml,
which may represent near maximun non-toxie plasma levels in non-tolerant
subjacts.

Peak rorpropoxyphens levels were 10 te 75Z greater than propoxyphenea
levals and occurred 2 to 6 hours later. The dose rasponse relatienships
ware not as clearly defined as for the propoxyphane levels. Norpropoxy-
phene values in the order of 50 ng/ml vere scen consistently 7 days after




