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Propranolol disposition in cirrhosis
SIR,-The study by Arthur et al (Gut 1985; 26:
14-19) calls attention to the potential dangers of the
use of propranolol in patients with cirrhosis, because
of the alteration of the drug's pharmacokinetics.
After oral administration, the pharmacokinetics of
propranolol conform to the venous equilibrium
model of hepatic clearance;' its elimination is thus
sensitive to changes in dose size and hepatic
metabolising enzyme capacity (intrinsic clearance)
only. Propranolol intrinsic clearance depends on an
intact, functioning microsomal enzyme system and
may be inhibited by co-administration of cimeti-
dine,2 3 for example. Thus the first pass removal of
oral propranolol would be expected to be substan-
tially decreased by cirrhosis. In addition, the first
pass elimination would be expected to be further
decreased by intra- and extrahepatic shunting of
portal venous blood.
The poor correlation between protein binding of

propranolol and serum albumin concentrations in
this study is not surprising, as propranolol binds
principally to alpha-i-acid glycoprotein (AAG).4 5
The binding of a basic drug such as propranolol to
AAG has important implications. Alpha-i-acid
glycoprotein is an acute phase protein which is
raised in a number of diseases.6 If propranolol is
given to an acutely ill cirrhotic with alcoholic
hepatitis, or superadded infection, the free or
unbound - that is, pharmacologically active -
concentration of propranolol may be temporarily
decreased because of raised serum AAG concentra-
tions; with improvement in the patient's acute
decompensation, the free concentration of propra-
nolol may increase substantially as AAG levels fall,
with resultant excessive beta blockade. This rein-
forces the authors' conclusion that therapy with
propranolol should be started in hospital, with
regular monitoring of the heart rate.

D B JONES
Division of Gastroenterology,
McMaster University,
1200 Main St W,
Hamilton, Ontario, L8N 3Z5, Canada.
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Books
The biology of epithelial cell populations. Vols 1 &
2 N Wright, M Alison. (Pp 536 [Vol 1] and pp701
[Vol 2]; illustrated; £39.40 [Vol 1]; £44*50 [Vol 2].)
Oxford: Oxford University Press, 1984.
Many books pass through the office of this journal
every year, but among these are few that even a
generous person would describe as works of scholar-
ship. Most literate gastroenterologists can manage
one good chapter; it will appear time and again in
different packages, each time slightly altered to
conform to a different package (Current Trends,
Clinics, Frontiers, etc, etc) and perhaps a different
audience. Remembering the outstanding Research
Medallists lecture given by Nicholas Wright to the
British Society of Gastroenterology, I guessed that
this book might be out of the ordinary, and I have
not been disappointed.
The authors have attempted a comprehensive

description of the biology of epithelial 'population'
kinetics. This introduces a new problem; to quote
the authors, 'in this field, there has been a major
information explosion, but . . . much effort has, in
our opinion, been negated or obscured by the choice
of inappropriate methodology. The book has much
to say on this point . . .' and indeed it does. This is
not merely an attempt to cover the literature; it is an
attempt to explain the general theory of renewing
cell populations and the methodology involved in
their study by a critical appraisal of relevant data. In
volume 1, the reader is guided through simple and
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then more complex models of epithelia, into the
hurly-burly of methodology. The authors sift the
evidence for each experimental approach; they
advocate 'robust' methods in terms which are
equally robust ('We find it difficult to comprehend
why so many workers persist with the use of this
hopelessly non-robust method, in the absence of
appropriate and careful control conditions.') The
remainder of the volume is devoted to consideration
of squamous epithelia.
The greater part of volume 2 is devoted to the

epithelia of the gastro-intestinal mucosa and the
liver; given the distribution of epithelia, this is surely
correct. Although there may be experts who would
quarrel with this emphasis, it will surely satisfy
gastroenterologists. The latter should not be temp-
ted to economise by buying only volume 2; although
sold separately, conceptually (in the words of the
old song lyric) you can't have one without the other.
The importance of the topic is underlined by the

authors: 'in 1973, out of the 181,000 cancer deaths
registered in the United Kingdom, no less that
166,000 arose in epithelial cells . . .' Even though
one may wonder whether a human death can arise in
a tissue - but when you think about it, it is only too
true - the statistic is unavoidable. But it isn't the
reason for buying this book. The reason for buying it
is that it is one of those rare scientific works which
excites as well as informs. It has to be read in
sequence, and for the inexpert, this will take some
time. For this reason, it is not really suitable for the
library bookshelf, but sadly, the price will appeal
more to institutions than individuals. Whether or
not the price is justified is another matter, but at
least it is as well-produced as computer typesetting
will allow.
Have I read it? Not yet. I have dipped into it

sufficiently to be able to form an informed (I hope)
opinion. It would be unfair to the authors to delay
this review until I have travelled systematically from
cover to cover. This is an important book. Buy it.

DAVID WINGATE

Clinics in gastroenterology: non-invasive radiology
Vol 13, No 1 Edited by John W Laws. (Pp 286;
illustrated; £12.50.) London, Philadelphia, Toronto:
W B Saunders, 1984.
This slim hard back contains an unexpected wealth
of up-to-date radiological and sonographic informa-
tion. Fifteen distinguished radiologists from various
specialities serving gastroenterology have reviewed
current diagnostic capabilities and offer a glimpse of
what the future may hold. The decision of the
editors to exclude interventional procedures has

given appropriate emphasis to the less dramatic but
numerically more important non-invasive techni-
ques. This kind of book is well suited to multiple
authorship and while each writer presents a distinc-
tive contribution each of them keeps close to clinical
realities. The main subject matter comprises plain
abdominal films, barium studies and ultrasound,
with about a third of the book devoted to radio-
nuclide investigations, computed tomography (CT)
and nuclear magnetic resonance (NMR). First is a
comprehensive account of what may be achieved by
plain radiography, with understandable emphasis on
the acute abdomen. The next section deals with
barium studies in four parts: the upper gastro-
intestinal tract, the small bowel, the colon and the
GIT of the infant. In adult barium work widespread
acceptance of double contrast studies is regarded as
the big advance of the past decade. There follows a
well balanced and careful appraisal of the various
barium techniques for the small bowel. The high
incidence of congenital disorders in the neonatal
period is illustrated by clinical examples in a section
that will be appreciated by many whose main field is
adult medicine. The chapter of barium examination
of the colon contains much useful information and
brings a sense of order to a difficult subject. In the
sections on ultrasound of children and adults the
advances of the past 10 years due to 'grey scale' and
'real time' imaging are acknowledged and the clarity
of the illustrations bears this out: yet it is admitted
that there are still practical difficulties in ultrasound
such as the interference due to bowel gas in a
proportion of subjects and obstructions to the probe
from wounds, drains, and dressings in post-
operative patients. Fortunately ultrasound excels in
thin mobile patients, whereas CT will usually cope
with the obese, the immobile and those with
dressings. Facilities for radionuclide investigation
vary considerably in different locations and the
comprehensive range of techniques covered in this
part of the book is not available to all; however, the
principles described are of general interest illustrat-
ing the various metabolic functions that may be
studied in addition to imaging techniques. The next
section points out the great strength of CT in giving
superb morphological detail of a wide range of
organs, so that often lesions down to 2 cm and less
may be diagnosed; against CT is the disadvantage of
high cost and inability to supply a tissue diagnosis. A
chapter on nuclear magnetic resonance rounds off
the volume appropriately. There are some 16
excellent abdominal images by NMR and its present
status is briefly reviewed. This book gives a detailed
account of modern non-invasive radiological
methods that will be useful for study or reference to
general physicians, surgeons, gastroenterologists,

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gut.26.8.865-a on 1 A

ugust 1985. D
ow

nloaded from
 

http://gut.bmj.com/

