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In postmortem tissue, concentrations
of tritium-labeled digoxin were report-
ed in 11 patients who died after receiv-
ing a dose of tritiated digoxin for treat-
ment of congestive heart failure. [The
SCI® indicates that this paper has been
cited in over 200 publications since
1967.]
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This is the second Citation Classic
that has resulted from 25 years of work
with digoxin.? This particular paper col-
lects data presented previously?3 and
adds four additional patients on whom
we were fortunate enough to obtain au-
topsies when they died during the
course of our research study. At the
time the paper was published, we had
performed turnover studies (pharmaco-
kinetics, serum levels, and serum half-

time and excretion) on 108 patients, so
mortality was not really unduly high in
these patients with congestive heart
failure, often with other complications.

Pat Flanigan had recently returned
to lLittle Rock from Boston, and our
studies in patients with renal disease
were stimulated by him and led to sev-
eral other publications regarding digox-
in and renal disease.48 We shared
many evenings in our clinical research
center collecting blood, scant urine,
and all stools on these patients. Ours
was the only study (at that time) inter-
ested in total stool collection, and this
gave rise to a number of humorous re-
marks on the part of house staff and
nurses. :

I remember when we lost our first pa-
tient under study. What a disappoint-
ment it was after so much time and
work had been invested in the patient.
We were eager to have our data as
complete as possible. Only after | ob-
tained permission to perform the post-
mortem did it occur to me how impor-
tant that information might become.
We later initiated a tissue turnover
study in dogs to determine the time-
course of digoxin in the various tissues?
because of its significance. High and
consistent cardiac-muscle serum ratios
were demonstrated, suggesting the po-
tential value of a clinical test of digoxin
in the serum.

As a result of this and associated
work, I was given the Casimir Funk
Award in 1975 by the Association of
Military Surgeons.
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