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DETRESSIOR OF CARDIAC COWDUCTICH BY FROPOXYPHENE AWD FORPROPORXYVHEMNE

The followinm absrract i3 & preliminary report of conduction deprasaion
produced by ;ropé:yphcnc and nezpropoxypheze. A complete prasentatien af

¢his data will be submitted In a mamuscripet that is now being prapared.

PHARMAGOLEGY

DEPRESSION OF CARDIAC CCNDUCTISU BY PROPOXYPILZIC AND HORFRO-
POXYTHEMNE. Donald R. Holiand® and Micchell T, Sceinbuerg.
The Lilly Resenvch Laberatories, Indlanapolis, Ind, 46706
The centrally acting anzlyesic, d-propoexyphane (Y, and irs
N—demmethyl metabeiite, d-rurprspoxyphene (HF), are polent
loeal anestherics. Since Locat snesthetics deprass cardiac
conduction, wo studied the offrets of thesze agznt3 on conducs
tion in the camine hezzet bein 13 vive and in vites., %Wen P
was infused intravencusly imca sonscious dogs aC doses of 2.1
to 21 gtolcfkg (0.3 o § onfks), the P-R interval wa=z prulon--
ed in o concantration dependent wanner. A 307 prolougation of
the interval was observad ac Z1 yoole/ky.  Norpropoxyphene (71
ymole/ky, i.v.), prolonged the PR lncerval 17%. iis bundle
wleunCrograma were zecorded in penrobarbital aneschetized dogs
pretreated with propranolel and atropine to block neurcgenic
influences. Intravenous adminzstzation of either P or NP pre-
louged crnduction times in tha AV node and infra=-His conduc-
tion syntem, AV nodal conduction wax prolonged 10Z by I and
¥P at dozes af 3.3 + 0.5 pmalefks and 6.5 + 1.2 poole/kg, re-
speecively, Tnfra-Hiz conductisn wag prolenged 107 by P aud
NP st dozes of 17.1 + 1.2 ymole/kg snd 7.5 % 2.8 amole/kg, re-
spactively, In isolated canise furkinle fibecrs superfused is
yitro, both agents depressed the saximum rare of rize of phase
0 of the sction potcatial (Veay) and shotrtened actlen potantial
duration. The ecnagngrations that produced a 207 decroass in
Yoy wore 2.5 = 1077 M with ¥ and 1.2 % 1077 M with B, Thua
? and NP, like other local anecchetics, depress cardiac con-
ducrion in the eanine heart, in yive and jin vitro,
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