COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

: patxents after dlgltahzatron to treat feft ventncular :

failure followirig myocardial infarction. Othershave -

found: evidence of ‘significant improvement from

ouabain therapy in‘some indexes of left ventricular i

performance even though cardiac output was not
affected. Nevertheless, it was felt that more study
‘wasneeded of how digitalis acts on ventricle size and
-'myocardial oxygen consumpnon

: Indlcatioﬁ for Atrlal Fibrl|latlon
The clearest indication for dlgltalls after acute
myocardial infarction is in the treatment of atrial
fibrillation with a- r%up;d ventricular-rate.” Electrical
" “cardioversion may be preferred in.the treatment of

other.supraventricilar tachyarrhythmias. Animal ©
experiments suggest ‘that &lgntahs may induce ar- E
rhythmias at lower doses in cases of acuté myocar-
~ dial mfarctlon, and that the oxic dose’ of digjtalis ",
glycosides is reduced as'a result of rhythm distur- """

. bances. :Clinical ev1dence on this'is not clear;

The uiestions raised will certainly be studied'in-" |
ely. Since 1912, when Herrick advocated use . *
of digitalis in‘all patients with acute myocardial in- -~
farction; practice and'techniques have changed. The .
magnitude of ‘effort being expended by biomedical
investigators-in‘the study. of drgrtalls can be judged.

tensi

from the listing of mpre than 600 ¢itations in Index

Meédicus in 1972 alone. Morethan300compounds in. .
the digitalis classifrcatlon are known to exist, and the "
sources and structure-acuvxty relations have been”
-+ known in depth for more than ten years:But no
compound has as-yet been-indentified with an im-- .

: proved therapeutxc-toxrc ratio.

“1t'is now considered that the major action of di- -
gitalisis the augmentat)on of the force of myocardlal
contraction; although ‘this appeared to.have been-/:
generally overlooked:by 19th-Century investigators;: - |
who stressed slewmg of the heart as its-major effect..
Anothermyth that-invéstigation has dispelled in the ]
past25 years-has been the belief that-the inotropic

action of dlgltalls was confined to -the decompen::.-
sated heart. It is now clear that the dmg ‘has thlsf i
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also’by venmcular filling pressure perlpheralrarter-
ial resistance; and heart rate. t.now appears that -
digitalis augments the contractile state of the normal
myocardium in-intact man, but that reflex adjust-
ments in the other. determinants of cardiac output
prevent a ready appreciation of this ir‘rotrbpic effect.

Is there such a thlng as too.much myocardial con-
tractility? Exp s:have shown that the ino-
tropic action of increases progressrvely until
toxl arrhythmras appear The ;cllmcr 1% s task is toz»

‘e Should digitahs ba used routlnely when cOn-
[ gestive hean fauu phcates myocardial,
. infarction?
++_ Should it bé used for left ventncular faulure‘
followmg myocardlal infarctiori?-: i
¢ Does.digitalis induce arrhythmlas in acute‘
-.myocardial.infarction? i
s there a possibility of too much myocardialf ]

c@ntractillty?

Y, c|ear-cu

rpresent, butintensive investigation'i is centl
ing.Inthe meantime, the physician must exert
extreme careto determing the maximum dose-.
of digitalis that is-consistent with'an adequate
m@rgm of: safety O T




