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1 Pindolol is a B-adrenoceptor antagonist equally effective on ;- and B,-adrenoceptors which has a
relatively long duration of action. It is practically completely absorbed and, unlike most other
B-adrenoceptor blockers, is only metabolized to a small extent during the first passage through the
liver.

2 Pindolol possesses partial agonist activity (intrinsic sympathomimetic activity, ISA). This means
that apart from blocking B-adrenoceptors it produces some stimulation. Pindolol therefore only
slightly influences normal sympathetic drive at rest but effectively reduces the effects of elevated
sympathetic activity.

3 Various therapeutic advantages have been attributed to the partial agonist activity of pindolol:
no or only slight alterations in normal cardiac output, heart rate and peripheral blood flow occur.
Peripheral resistance is reduced during chronic oral therapy. No alteration of HDL/LDL cholesterol
ratio has been observed. Rebound phenomena on sudden withdrawal of therapy and bronchocon-

striction in susceptible patients are less likely than with drugs devoid of ISA.

Introduction

Pindolol is a B-adrenoceptor blocking drug which is
equally effective on B;- and B,-adrenoceptors and
possesses partial agonist activity. When pindolol was
introduced 12 years ago it was then one of the few
B-adrenoceptor blocking drugs available. At that
time most of the emphasis of pharmacological and
clinical research was laid on the cardiovascular
effects of B-adrenoceptor blockade as such and the
place of this new type of drug in the therapeutic
armamentarium for the treatment of angina pectoris,
arrhythmias and hypertension. The ancillary proper-
ties like membrane stabilizing action and intrinsic
sympathomimetic activity (ISA, partial agonist activ-
ity) were considered to be of minor clinical relevance.
Already in 1969, however, Hill & Turner, while
carrying out studies with pindolol and propranolol in
healthy volunteers, found that in equipotent B-
adrenoceptor blocking doses pindolol produced less
reduction in resting heart rate than did propranolol.
This was the first evidence of pindolo!l’s ISA in man
confirming the partial agonist activity seen in animal
experiments (Clark & Saameli, 1970).

The clinical pharmacology of pindolol has recently
been reviewed (Aellig, 1982). After a short summary
of the most important general aspects of the clinical
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pharmacology of pindolol the present paper will
therefore mainly deal with the effects arising from its
partial agonist activity.

Like all B-adrenoceptor blocking drugs pindolol
inhibits the effects of B-adrenoceptor stimulation on
the heart. It therefore reduces tachycardia due to
exercise or to intravenously infused isoprenaline. In
these experiments pindolol is on a weight for weight
basis about 20 times more potent than propranolol
(Hill & Turner, 1969; Aellig, 1976a). The duration
of action of pindolol is longer than that of prop-
ranolol (Aellig, 1976a), alprenolol (Olsson & Var-
nauskas, 1973; Aellig, 1978a), and slow-release ox-
prenolol (Aellig, 1978b) tested at equipotent B-
adrenoceptor blocking doses.

Like most B-adrenoceptor blocking drugs pindolol
is rapidly and practically completely absorbed; its
maximum plasma level is reached 1.5 to 2h after
ingestion. The elimination half-life is 3—4 h, and
40% of the drug is excreted unchanged in the urine
(Meier, 1977; Gugler, 1980). Unlike most other
B-adrenoceptor blockers, pindolol has only a small
first-pass effect (Meier & Niiesch, 1977), i.e. it is
metabolized only to a small extent during the first
passage through the liver. This is responsible for its
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good oral bioavailability of about 87% and small
variations of plasma levels from patient to patient
(Gugler & Bodem, 1978; Meier, 1977).

Pharmacodynamic studies in healthy volunteers
confirmed the good systemic availability of pindolol;
almost equal B-adrenoceptor blockade was measured
75 min after intravenous and 2 h after oral administ-
ration of the same doses of the drug (Aellig, 1976b).

As with other B-adrenoceptor blockers (Coltart &
Shand, 1970; Carruthers et al., 1974), a linear corre-
lation was found between the logarithm of pindolol
plasma levels and the pharmacodynamic effect, ex-
pressed by the reduction of exercise-induced
tachycardia (Aellig, 1980). This of course applies
only to measurements on the linear part of the S-
shaped log dose-response curve. With higher doses of
B-adrenoceptor blocking agents, as with other drugs,
the log plasma level-effect curve flattens and no
further increase in effect can be seen (Bobik et al.,
1979; Jennings et al., 1981).

What is a partial agonist and what does ISA mean?

Much confusion has arisen from a misunderstanding
of the pharmacological terms ‘partial agonist activity’
and ‘intrinsic sympathomimetic activity’. It seems
therefore advisable to give a brief explanation (see
also Clark, 1982a). A partial agonist stimulates the
receptors, but its efficacy (i.e. the maximum possible
effect) is smaller than that of a full agonist. Intrinsic
sympathomimetic activity (ISA) has the same mean-
ing as partial agonist activity, but the first term is
reserved for B-adrenoceptor blocking drugs.

A B-adrenoceptor blocking drug with partial agon-
ist activity (intrinsic sympathomimetic activity)
blocks B-adrenoceptors like a drug devoid of this
property; however, it also provides some stimulation
to the receptors. This stimulatory activity never pro-
duces a maximum effect as high as that reached with a
full agonist like isoprenaline, no matter how high the
doses used are. B-adrenoceptor stimulating efficacy
of B-adrenoceptor blocking drugs with partial agonist
activity in clinical use today is either smaller than or,
in the case of pindolol, just about as high as normal
resting sympathetic activity. This means that the
stimulating activity of the drug totally or partly com-
pensates for the loss of resting sympathetic drive
consequent upon f-adrenoceptor blockade. In-
creased sympathetic stimulation, however, is reduced
by a B-adrenoceptor blocking drug with partial agon-
ist activity as much as by a f-adrenoceptor blocking
drug devoid of this property. Despite the fact that no
drug in clinical use today has a partial agonist activity
higher than normal resting sympathetic tone, drugs
with higher ISA have been developed. Examples are
dichloroisoprenaline (DCI) and Sandoz 23-784,

which cause tachycardia at rest. Both, however, are
effective in reducing the effects of elevated sym-
pathetic tone or of intravenously infused iso-
prenaline. Experiments with 23-784 have shown that
this drug was in fact the most potent g-adrenoceptor
blocking drug ever tested. Besides elevating resting
heart rate from about 75 to 95 beats/min, an oral
dose of only 0.5 mg of this drug raised the dose of
isoprenaline required to increase heart rate to 120
beats/min from 8 pug/min to 349 ug/min (Aellig,
1977).

In the therapeutic dose range the partial agonist
activity of pindolol is practically independent of the
administered dose because the maximum stimulating
activity is already reached with low doses (Clark,
1982b).

ISA and heart rate

First evidence for pindolol’s ISA in man came from
Hill & Turner’s (1969) findings that in equipotent
B-adrenoceptor blocking doses pindolol produces
less reduction of resting heart rate than propranolol,
which has no ISA. Because the maximum stimulating
activity of pindolol is reached with rather low doses
the net effect on resting heart rate is mainly related to
the level of sympathetic tone. In an experiment in
healthy volunteers, resting heart rate in the lying
position, i.e. in circumstances where the sympathetic
tone is very low, was slightly increased after pindolol,
whereas in the sitting position, when sympathetic
tone was higher, pindolol reduced heart rate. Pro-
pranolol reduced resting heart rate both in the sitting
and in the lying position (Aellig, 1976a). Also in
patients with hyperkinetic heart syndrome or hyper-
thyroidism, i.e. subjects with a high resting sym-
pathetic tone, pindolol markedly reduced the ele-
vated resting heart rate (Dufour et al., 1971). How-
ever, in bedridden patients with severe orthostatic
hypotension due to chronic autonomic failure, i.e. in
patients with an extremely low sympathetic tone,
pindolol elevated supine heart rate (Man in’t Veld &
Schalekamp, 1981a).

Rosenthal et al. (1979) found a direct linear corre-
lation between the effect of pindolol on resting heart
rate and pre-treatment heart rate. In their therapeu-
tic study in 7062 hypertensive patients, pindolol pro-
duced a slight increase when initial heart rate was
below about 65 beats/min whereas with higher heart
rates reductions were observed, which were propor-
tional to the initial value.

Carruthers & Twum-Barima (1981) studied the
effects of cumulative oral doses of pindolol from 2.5
to 57.5 mg and found no difference in the effect of the
different doses on resting heart rate. This shows that
over a wide dose range partial agonist activity is



practically independent of the dose. During exercise
sympathetic tone is high and therefore B-
adrenoceptor blockers produce a reduction. Oral
doses of 5mg pindolol reduced exercise-induced
tachycardia to the same extent as did 100 mg prop-
ranolol (Aellig, 1976a). It has been postulated that if
the doses of B-adrenoceptor blocking drugs are in-
creased beyond the straight part of the S-shaped log
dose-response curve the maximum reduction of
exercise-induced tachycardia reached with a drug
having partial agonist activity would be somewhat
lower than after a drug without ISA (Harry et al.,
1975; McDevitt et al., 1977; Carruthers & Twum-
Barima, 1981). This difference, however, is small and
is due to the different effects on resting heart rate.
Jennings et al. (1981) showed that the slope of the
exercise level-heart rate curve was flattened to the
same extent after high doses of pindolol and ox-
prenolol, two drugs with ISA, and timolol and
metoprolol, two drugs without ISA. The maximim
reduction of the exercise-induced increase in heart
rate it therefore as great with drugs with ISA as with
drugs without ISA. Both types of B-adrenoceptor
blocking drugs, i.e. with and without ISA, have the
same efficacy in the treatment of hypertension (Mor-
gan et al., 1974; McNeil et al., 1979; Prichard, 1979;
Waal-Manning, 1976) and angina pectoris (Arstila et
al., 1973; Frishman et al., 1979).

Quantification of ISA

Different approaches have been used to detect and to
quantitate ISA in vivo in healthy subjects or in vitro
on human tissues. As discussed above, qualitative
data can most easily be obtained by studying resting
heart rate before and after the different drugs. A
method for a quantitative estimation of ISA has been
suggested by Nyberg et al. (1979). They measured
heart rate at rest and during exercise after vagal
blockade with atropine before and after administra-
tion of drugs with and without ISA. ISA was defined
as the percentage by which, during maximal sym-
pathetic stimulation and after atropinization, heart
rate was less reduced by the drug with ISA, compared
with propranolol (without ISA). In this way values of
about 25% were obtained for pindolol (Nyberg et
al., 1981) and about half as much for penbutolol. The
validity of the method has been questioned (Man in’t
Veld & Schalekamp, 1981b), but nevertheless it has
permitted a quantitative comparison of the ISA of
different B-adrenoceptor blocking drugs. Lima et al.
(1981) studied the influence of acebutolol, atenolol,
pindolol and timolol on cyclic AMP concentrations in
human lymphocytes. They showed that of these four
drugs only pindolol produced a significant increase in
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cAMP, which they attributed to its partial agonist
activity. In another study (Lima & Turner, 1981) the
same effect was confirmed with practolol.

ISA and haemodynamics

Owing to the fact that pindolol only slightly influ-
ences normal resting sympathetic tone and normal
resting heart rates, a far smaller reduction in cardiac
output is expected after the administration of this
drug than after f-adrenoceptor blocking drugs with-
out ISA. This has been confirmed in studies in heal-
thy volunteers (Svendsen et al., 1980) and patients
with ischaemic heart disease (Svendsen et al., 1981).
This smaller reduction in cardiac output is thought to
be responsible for smaller reflectory rise of peripher-
al resistance than observed after betablockers with-
out ISA. In a study in healthy volunteers, orally
administered propranolol produced a marked reduc-
tion in blood flow in the lower extremities, whereas
the effects of an equipotent B-adrenoceptor blocking
dose of pindolol did not differ from those of placebo
(Aellig, 1979). In a therapeutic cross-over study
McNeil et al. (1979) encountered side-effects of cold
extremities more frequently during therapy with
metoprolol than with pindolol. Ohlsson & Lindell
(1981) reported that in a cross-over study in patients
complaining of cold extremities during therapy with
atenolol or propranolol hand blood flow was signific-
antly increased during treatment with pindolol and
subjective symptoms improved. In haemodynamic
studies in patients with essential hypertension pin-
dolol was found to reduce peripheral resistance dur-
ing chronic oral therapy, contrary to results obtained
with propranolol and metoprolol (Atterhdg et al.,
1977;Svensson etal., 1981; Tsukiyama etal., 1976).

Renal haemodynamics were not affected either
during chronic oral therapy with pindolol (Boner et
al., 1980; Wilcox et al., 1981).

A venodilator effect of pindolol has been post-
ulated by Rumboldt et al. (1975) after acute in vivo
studies on superficial human veins. Wilcox et al.
(1981), on finding that in hypertensive patients
treated with pindolol blood volume showed some
increase without a concomitant rise in body weight,
total body water or extracellular fluid volume, post-
ulated that partial agonist activity might produce
some reduction in blood pressure by causing capaci-
tance vessel dilatation. Atterhog et al. (1976) con-
firmed a reduction of venous tone in a study with
chronic oral therapy on patients with essential hyper-
tension. This effect, however, was only small and, as
with other B-adrenoceptor blocking drugs, no signs of
orthostatic hypotension have been found during
therapy with pindolol.
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Other effects attributed to ISA
Metabolic effects

Reductions in the ratio of HDL cholesterol to LDL
cholesterol considered undesirable (Yaari et al,
1981) were observed after the chronic administration
of B-adrenoceptor blocking drugs without ISA like
sotalol (Lehtonen & Viikari, 1979) and propranolol
(Leren et al., 1980; Tanaka et al., 1976). Therapy
with pindolol produced no such effect (Leren et al.,
1981); the subject of the influence of p-adrenoceptor
blocking drugs on plasma lipids is discussed more
extensively by Miettinen et al. (1982), Pasotti (1982)
and Lehtonen (1982) in the same issue of this
journal.

Schliiter et al. (1982) studied the effects of pin-
dolol, propranolol and metoprolol on insulin-
induced hypoglycaemia in healthy volunteers. They
found that insulin-induced hypoglycaemia was some-
what smaller after pindolol and metoprolol com-
pared with placebo and propranolol. After metop-
rolol and propranolol, the two drugs without ISA,
there was a significant decrease of serum insulin
compared with placebo, an effect not observed after
pindolol, the drug with ISA.

Whithdrawal symptoms

Withdrawal symptoms have been reported after sud-
denly stopping therapy of angina pectoris or hyper-
tension with B-adrenoceptor blocking drugs. This has
been attributed to an increase in B-adrenoceptor
density during chronic p-adrenoceptor blockade
(Aarons et al., 1980). During the administration of
B-adrenoceptor stimulant drugs the opposite effect,
i.e. a down-regulation of p-adrenergic receptors, has
been found. It was therefore postulated that B-
adrenoceptor blocking drugs with partial agonist ac-
tivity would produce no or only smaller alterations in
receptor density during chronic oral therapy. These
drugs would thus be less likely to give rise to rebound
phenomena on sudden withdrawal. Experimental

References

AARONS, R.D, NIES, AS., GAL, J., HEGSTRAND, LR. &
MOLINOFF, P.B. (1980). Elevation of beta-adrenergic
receptor density in human lymphocytes after prop-
ranolol administration. J. clin. Invest., 65, 949-957.

AELLIG, W.H. (1976a). B-adrenoceptor blocking activity
and duration of action of pindolol and propranolol in
healthy volunteers. Br. J. clin. Pharmac., 3,251-257.

AELLIG, W.H. (1976b). Klinisch-pharmakologische Un-
tersuchungen mit Pindolol nach intravendser und oraler
Verabreichung. Adv. clin. Pharmac.,11,9-13.

studies with pindolol in healthy volunteers (Walden
et al., 1982) and patients with essential hypertension
(Rangno, 1982; Lang et al., 1982) confirmed such a
difference in the occurrence of withdrawal symptoms
between pindolol and B-adrenoceptor blocking drugs
devoid of ISA. The subject of the withdrawal of
B-adrenoceptor blocking drugs has been reviewed by
Prichard & Walden (1982).

Lung function

Oh et al. (1977) have postulated that partial agonist
activity may be more important in preventing air flow
obstruction in susceptible subjects than cardioselec-
tivity. The subject of partial agonist activity and lung
function is discussed separately in the same issue of
the journal (Louis, 1982; Dorow, 1982; Ruffin etal.,
1982).

Conclusions

Pindolol is a potent antagonist at B,- and B,-
adrenoceptors; owing to its small first-pass-effect it
has a high systemic availability. Pindolo!’s partial
agonist activity is sufficient to compensate for the loss
of resting sympathetic drive resulting from blockade
of B-adrenoceptors. Pindolol therefore does not in-
fluence or only slightly reduces normal resting heart
rate and cardiac output. Thus, no undesirable com-
pensatory increase in peripheral resistance occurs. In
acute experiments no reduction of peripheral blood
flow was observed. During chronic oral therapy with
pindolol, peripheral resistance was found to be re-
duced, suggesting that the drug exerts its antihyper-
tensive effect in a pathophysiologically desirable way
(Weil & Waite, 1982). Other therapeutic advantages
of pindolol have been attributed to its partial agonist
activity, for instance that it is less likely to give rise to
rebound phenomena on sudden withdrawal or to
induce bronchoconstriction in susceptible patients
and that no unwanted alterations in the ratio between
HDL and LDL cholesterol are observed.

AELLIG, W.H. (1977). Investigations with beta-
adrenoceptor blocking drugs in healthy volunteers.
Acta. med. Scand., Suppl. 606, 71-75.

AELLIG, W.H. (1978a). Activity and duration of action of
pindolol and alprenolol compared in healthy volunteers.
Eur. J. clin. Pharmac., 14, 305-308.

AELLIG, W.H. (1978b). Comparison of the duration of
action of pindolol and slow release oxprenolol in healthy
volunteers. Eur. J. clin. Pharmac., 14,167 -169.

AELLIG, W.H. (1979). Nigra kliniskt farmakologiska ex-



periment med beta-adrenoceptorbolckerande farmaka.
In: 3. Basel Hypertoni Symposiet, pp. 29-33, Stockholm.

AELLIG, W.H. (1980). Duration of action and plasma levels
of beta-adrenoceptor blocking drugs. Arch. int. Phar-
macodyn. Ther., Suppl., 32-37.

AELLIG, W.H. (1982). Clinical pharmacology of pindolol.
Clin. Pharmac. Ther. (in press).

ARSTILA, M., KALLIO, V. & WENDELIN, H. (1973).
Propranolol and Lb46 (pindolol) in angina pectoris.
Ann. clin. Res., 5,91.

ATTERHOG, J.-H., DUNER, H. & PERNOW, B. (1976).
Experience with pindolol, a betareceptor blocker in the
treatment of hypertension. Am. J. Med., 60, 872-876.

ATTERHOG, J.-H., DUNER, H. & PERNOW, B. (1977).
Hemodynamic effect of long-term treatment with pin-
dolol in essential hypertension with special reference to
the resistance and capacitance vessels of the forearm.
Acta med. Scand., 202,517-521.

BOBIK, A, JENNINGS, G.L., ASHLEY, P. & KORNER, P.I.
(1979). Timolol pharmacokinetics and effects on heart
rate and blood pressure after acute and chronic ad-
ministration. Eur. J. clin. Pharmac., 16,243 -249.

BONER, G., WAINER, E. & ROSENFELD, J.B. (1980).
Effects of pindolol on renal function. Clin. Pharmac.
Ther., 28,575-580.

CARRUTHERS, S.G. (1982). Observations on three dosage
forms of pindolol. Clin. Pharmac. Ther. (in press).

CARRUTHERS, S.G., KELLY, J.G.,, McDEVITT, D.G. &
SHANKS, R.G. (1974). Blood levels of practolol after
oral and parenteral administration and their relationship
to exercise heart rate. Clin. Pharmac. Ther., 15,
497-509.

CARRUTHERS, S.G. & TWUM-BARIMA, Y. (1981). Meas-
urement of partial agonist activity of pindolol in man.
Clin. Pharmac. Ther., 30, 581-586.

CLARK, B.J. (1982a). Beta-adrenoceptor blocking agents —
are pharmacological differences relevant? Clin. Phar-
mac. Ther. (in press).

CLARK, B.J. (1982b). Pharmacological properties of beta-
adrenoceptor blocking agents, with special reference to
Bj-selectivity and intrinsic sympathomimetic activity.
Br. J. clin. Pharmac., 13, 149S-158S.

CLARK, BJ. & SAAMELI, K. (1970). Pharmacological
properties of a new beta-receptor blocking agent.
Triangle, 9, 300-308.

COLTART, D.J. & SHAND, D.G. (1970). Plasma pro-
pranolol levels in the quantitative assessment of beta-
adrenergic blockade in man. Br. med. J., 3, 731-734.

DOROW, P. (1982). Influence of intrinsic sympathomime-
tic activity (ISA) during B-adrenoceptor blockade in
asthmatics. Br. J. clin. Pharmac.,13,321S-3238S.

DUFOUR, R., SCAZZIGA, B. & SCHELLING, J.L. (1971).
Acute circulatory effects of a beta-adrenergic blocking
agent (LB 46) in patients with sympathetic overstimula-
tion. Int. Z. klin. Pharmak. Ther. Tox., 4, 145-147.

FRISHMAN, W., KOSTIS, J,, STROM, J.,, HOSSLER, M,
ELKAYAM, U.,, GOLDNER, S., SILVERMAN, R,
DAVIS, R., WEINSTEIN, J. & SONNENBLICK, E.
(1979). Clinical pharmacology of the new beta-
adrenergic blocking drugs. Part 6. A comparison of
pindolol and propranolol in treatment of patients with
angina pectoris. The role of intrinsic sympathomimetic
activity. Am. Heart. J., 98, 526.

CLINICAL PHARMACOLOGY OF PINDOLOL 1918

GUGLER, R. (1980). The pharmacodynamic properties of
beta-adrenoceptor blocking drugs. Arch. int. Pharmaco-
dyn. Ther., Suppl., 27-31.

GUGLER, R. & BODEM, G. (1978). Single and multiple
dose pharmacokinetics of pindolol. Eur. J. clin. Phar-
mac.,13,13-16.

HARRY, J.D., KNAPP, M F., LINDEN, R.J.,, NEWCOMBE,
C.P. & STOKER, J.B. (1975). A test which may demon-
strate in man, intrinsic sympathomimetic activity of
B-adrenoceptor blocking drugs. Br. J. clin. Pharmac., 2,
374P.

HILL, R.C. & TURNER, P. (1969). Preliminary investiga-
tions of a new B-adrenoceptive receptor blocking drug,
LB 46, in man. Br. J. Pharmac., 36,368—-372.

JENNINGS, G., BOBIK, A. & KORNER, P. (1981). Influ-
ence of intrinsic sympathomimetic activity of beta-
adrenoceptor blockers on the heart rate and blood pres-
sure responses to graded exercise. Br. J. clin. Pharmac.,
12,355-362.

LANG, E., SZECSI, E. & KOHLSCHUTTER, S. (1982).
Abrupt withdrawal of pindolol or metoprolol after
chronic therapy. Br. J. clin. Pharmac.,13,353S-357S.

LEHTONEN, A. (1982). Effects of pindolol on plasma
lipids. Br. J. clin. Pharmac., 13, 4455S-447S.

LEHTONEN, A. & VIIKARI J. (1979). Long-term effect of
sotalol on plasma lipids. Clin. Sci., §7,405s-407s.

LEREN, P., FOSS, O.P., HELGELAND, A., HIERMANN, L
& HOLME, 1. (1981). Effects of pindolol and hydroch-
lorothiazide on blood lipids — The Oslo study. Clin. trial
J.,18,254-261.

LEREN, P., HELGELAND, A., HOLME, I, FOSS, P.O.,
HJERMANN, I. & GUND-LARSEN, P.G. (1980). Effect
of propranolol and prazosin on blood lipids — The Oslo
study. Lancet, ii, 4-6.

LIMA, D.R.A,, KILFEATHER, S., HEDGES, A. & TURNER,
P. (1981). Comparison of four different B-adrenoceptor
blocking drugs on lymphocyte isoprenaline-stimulated
cyclic AMP production. Br. J. clin. Pharmac., 11,
555-559.

LIMA, D.R.A. & TURNER, P. (1981). Partial agonist activi-
ty of practolol on human lymphocyte cyclic AMP pro-
duction. Br. J. clin. Pharmac., 11, 521.

LOUIS, W.J. (1982). Influence of B-adrenoceptor blockade
on broncho-pulmonary function. Br. J. clin. Pharmac.,
13,317S-320S.

MAN IN'T VELD, AJ. & SCHALEKAMP, M.ADH.
(1981a). Pindolol acts as beta-adrenoceptor agonist in
orthostatic hypotension. Br. med. J., 283, 561.

MAN IN'T VELD, AJ. & SCHALEKAMP, M.AD.H.
(1981b). Pindolol acts as beta-adrenoceptor agonist in
orthostatic hypotension: therapeutic implications. Br.
med. J., 282,929-931.

McDEVITT, D.G., BROWN, H.C., CARRUTHERS, S.G. &
SHANKS, R.S. (1977). Influence of intrinsic sym-
pathomimetic activity and cardioselectivity on beta-
adrenoceptor blockade. Clin. Pharmac. Ther., 21,
556-566.

McNEIL, J.J., LOUIS, W.J., DOYLE, AE. & VAJDA, F.J.
(1979). Comparison of metoprolol and pindolol in the
treatment of mild to moderate hypertension: a double-
blind crossover study. Med. J. Aust., 66/1, 431-432,
461.

MEIER, 1. (1977). Pindolol: a pharmacokinetic comparison



192§ W.H. AELLIG

with other beta-adrenoceptor blocking agents. Curr.
med. Res., Opin., 4, Suppl. 5, 31-38.

MEIER, J. & NUESCH, E. (1977). Pindolol, a beta-
adrenoceptor blocking agent with a negligible first-pass
effect. Br. J. clin. Pharmac.,4,371-372.

MIETTINEN, T.A.,, VANHANEN, H., HUTTUNEN, JK.,
NAUKKARINEN, V., MATILLA, S., STRANDBERG, T.
& KUMLIN, T. (1982). HDL-cholesterol and beta-
blocking agents in a five-year multi-factorial primary
prevention trial. Br. J. clin. Pharmac., 13,431S-434S.

MORGAN, T.O., ANAVEKAR, S.N.,, SABTO, J, LOUIS,
W.J. & DOYLE, A.E. (1974). A comparison of beta-
adrenergic blocking drugs in the treatment of hyperten-
sion. Postgrad. med. J., 50,253-259.

NYBERG, G., DAVIDSON, A.C. & SMITH, S.E. (1981).
Pindolol in orthostatic hypotension. Br. med. J., 282,
1704.

NYBERG, G., WILHELMSSON, C. & VEDIN, A. (1979).
Intrinsic sympathomimetic activity of penbutolol. Eur. J.
clin. Pharmac., 16,381-386.

OH, V.M.S.,, WARRINGTON, S.J. & TURNER, P. (1977).
Cardioselectivity, partial agonist activity and alpha-
adrenoceptor blockade in the prevention of airflow ob-
struction during the use of beta-adrenoceptor blocking
drugs. Curr. med. Res. Opin., Suppl. 5, 45.

OHLSSON, O. & LINDELL, S.E. (1981). The effects of
pindolol and prazosin on hand blood flow in patients
with betablockers and cold extremities. Acta med.
Scand., 210,217-219.

OLSSON, S.B. & VARNAUSKAS, E. (1973). Duration of
beta-receptor blockade after oral administration of
LB 46. Eur. J. clin. Pharmac.,5,214-217.

PASOTTI, C. (1982),. Hypertension pindolol and plasma
lipids. Br. J. clin. Pharmac., 13, 000S-000S.

PRICHARD, B.N.C. (1979). Beta-adrenoceptor blocking
agents in the management of hypertension. Cardiology,
64, Suppl. 1, 44. .

PRICHARD, B.N.C. & WALDEN, R.J. (1982). Withdrawal
of B-adrenergic blocking drugs. Br. J. clin. Pharmac., 13,
337S-343S.

RANGNO, R.E. (1982). Comparative changes of withdraw-
al phenomena after pindolol, propranolol and meto-
prolol. Clin. Pharmac. Ther. (in press).

ROSENTHAL, J., KAISER, H., RASCHIG, A. & WELZEL,
D. (1979). Treatment of hypertension with a beta-
adrenoceptor blocker. A multicenter trial with pindolol.
Br. J. clin. Pract., 33,165-174, 181.

RUFFIN, R., WARD, H., LATIMER, K., McINTYRE, E. &
ALPERS, J. (1982). Assessment of B-adrenoceptor an-
tagonists in asthmatics. Br. J. clin. Pharmac., 13,
000S-000S.

RUMBOLDT, Z., FANCIULLACCI, M., FRANCHI, G. &
SICUTERI, F. (1975). Farmacologia clinica del pin-
dololo sui recettori venomotori. Boll. Soc. It. Biol. Sper.,
51,895-900.

SCHLUTER, K.J.,, AELLIG, W.H. PETERSEN, KG.,
RIEBAND, K.-H., KERP, L. & WEHRLI, A. (1982).
Effects of pindolol, propranolol and metoprolol during
insulin induced hypoglycaemia and after oral glucose
load. Br. J. clin. Pharmac.,13,407S-417S.

SVENDSEN, T.L., HARTLING, O.J., TRAP-JENSEN, J,
McNAIR, A. & BLIDDAL, J. (1981). Adrenergic beta
receptor blockade: Hemodynamic importance of intrin-
sic sympathomimetic activity at rest. Clin. Pharmac.
Ther.,29,711-718.

SVENDSEN, T.L., RASMUSSEN, S., HARTLING, O.J,
NIELSEN, P.E. & TRAP-JENSEN, J. (1980). Acute and
long-term effects of labetalol on systemic and pulmo-
nary haemodynamics in hypertensive patients. Eur. J.
clin. Pharmac.,17,5-11.

SVENSSON, A., GUDBRANDSSON, T., SIVERTSSON, R. &
HANSSON, L. (1981). Metoprolol and pindolol in
hypertension - different effects on peripheral
hemodynamics. Eighth Scientific Meeting of the Interna-
tional Society of Hpypertension, Milan, Italy, 31st
May-3rd June, Abstract no.439.

TANAKA, N., SAKAGUCH]I, S., OSHIGE, K., NIIM-
URA, T. & KANEHISA, T. (1976). Effect of chronic
administration of propranolol on lipoprotein composi-
tion. Metabolism, 25,1071-1075.

TSUKIYAMA, H. OTSUKA, K. MIYAMOTO, K,
HASHIMOTO, M., YASUTAKE, S.,, HORU, M., MAT-
SUI, Y., UEDA, A, TANAKA, T. & YAMAMOTO, Y.
(1976). Hemodynamic effects of beta-adrenergic block-
ade with pindolol, oxprenolol, propranolol and
bufetolol hydrochloride in essential hypertension. Jap.
Circulat. J., 40, 655-664.

WALDEN, R.J.,, BHATTACHARIJEE, P., CASHIN, J,
GRAHAM, B.R.,, TOMLINSON, B. & PRICHARD,
B.N.C. (1982). The effect of intrinsic sympathomimetic
activity on B-adrenoceptor responsiveness after -
adrenoceptor blockade. Br. J. clin. Pharmac., 13,
000S-000S.

WAAL-MANNING, H.J. (1976). The antihypertensive ac-
tion of several beta-adrenergic blocking drugs. N.Z.
med. J., 83,223.

WEIL, C. & WAITE, R. (1982). Haemodynamic differences
in untreated hypertension and hypertension treated with
various B-adrenoceptor antagonists. Br. J. clin. Phar-
mac.,13,279S-284S.

WILCOX, C.S., LEWIS, P.S., PEART, WS, SEVER, PS.,
OSIKOWSKA, B.A., SUDDLE, S.AJ., BLUHM, MM,
VEALL, N. & LANCASTER, R. (1981). Renal function,
body fluid volumes, renin, aldosterone, and norad-
renaline during treatment of hypertension with pindolol.
J. cardiovasc. Pharmac., 3,581-611.

YAARI, S., GOLDBOURT, U. EVEN-ZOHAR, S,
NEUFELD, H.N. (1981). Associations of serum high
density lipoprotein and total cholesterol with total car-
diovascular and cancer mortality in a 7-year prospective
study of 10,000 men. Lancet, i, 1011-1014.



