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that smoking tends to depress the appetite as
well as the sense of taste is common knowledge
among persons who want to lose weight.
When I try, as I often do, to persuade people
to stop smoking common responses are: "But
I am afraid of getting fat" and "When I
don't smoke I am hungry all the time."
Perhaps all this simply reflects compulsion
for oral satisfaction, but the key to the inverse
relation between smoking and relative weight
seems to be much closer to the gastrointestinal
tract than to the respiratory system.
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Carcinoembryonic antigen in
disseminated colorectal cancer

SIR,-Mr I G Finlay and Mr C S McArdle
(16 April, p 1242) have found computed
tomography to be an effective technique for
detecting occult hepatic metastases from
colorectal carcinoma. I presume they have
used the EMI 5005 whole body scanner as
indicated in an earlier publication.' Our own
experience with identical equipment has not
been so encouraging since, with a minimum
exposure time of 20 seconds, movement
artefact impaired the resolution of the
machine.2
The authors also assessed the value of

serum carcinoembryonic antigen measure-
ments for detecting occult recurrent disease,
and they again confirmed that carcino-
embryonic antigen is a poor index of localised,
surgically accessible recurrence. I would,
however, dispute their conclusions about the
value of serum carcinoembryonic antigen for
detecting disseminated recurrence. It is
generally accepted that a rise in serum
carcinoembryonic antigen concentration is a
good index of recurrent colorectal cancer.3 We
have confirmed the high specificity of a
progressive rise in serum carcinoembryonic
antigen concentration (two progressively rising
values of greater than 35 ,ug/l), and of 52
asymptomatic patients fulfilling those criteria
only one has failed to develop overt recurrence
in a five year follow up period (unpublished
observations). If the same criteria are applied
to the data of Mr Finlay and Mr McArdle it
seems that they had no false positives with
carcinoembryonic antigen testing. This in
itself may be an advantage over computed
tomography, with its "unacceptably high
false positive rate." False negatives with
serum carcinoembryonic antigen can be
expected since the amount of carcinoembry-
onic antigen released into the circulation
depends on a number of factors, including the
size and vascularity of the tumour and the
amount of carcinoembryonic antigen. pro-
duced by the carcinoma cells. Other authors
have reported patients with widespread
recurrence and a serum carcinoembryonic
antigen within the reference range.4 Once
recognised, however, the problem of false
negatives is minimal and does not prejudice
patient care.5 A false negative rate of five (or

possibly only three) of 13 is no reason for
abandoning a test which has proved highly
specific.
With limited National Health Service

resources it is inevitable that whole body
computed tomography for this condition will
be little more than a research tool for the
foreseeable future, and most surgeons dealing
with colorectal cancer will not have access to
such sophisticated machinery. Furthermore,
the whole question of the value of detecting
asymptomatic recurrent colorectal cancer
remains open until more effective treatment
becomes available. Where the doctor thinks
that identifying asymptomatic recurrence is
important, however, serum carcinoembryonic
antigen will continue to have a place in the
monitoring of patients. While it is evident that
metastases are detected later than with
computed tomography, carcinoembryonic
antigen remains the most effective laboratory
index of recurrence.
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Sexual learning disorders?

SIR,-I was concerned that in the recent review
of Domeena C Renshaw's Incest: Understand-
ing and Treatment (9 April, p 121 1) Dr Michael
Craft, although contradicting one of the
author's myths about Wales being a hotbed
of incest, seemed to agree with a second, which
is that compliant children are not harmed by
sexual relationships with adults. This state-
ment has often been repeated in published
work, but the facts to support it are suspect.
Our own experience now of 56 children from

44 families seen in a sexual abuse and incest
project has convinced us that although children
can be harmed considerably by the separations
and family break up, over and above this they
are certainly affected by the sexual relation-
ships themselves. Children may appear com-
pliant, but this may mask considerable distress
and anger. We have seen a variety of physical
and psychological symptoms such as prolonged
wetting day and night, learning failures,
abdominal pains, and a premature sexualisation
of behaviour that invites further abuse, as well
as running away and suicidal behaviour in an
attempt to bring matters to somebody's
attention.

Children and young people often appear to
be unaffected, but once they start group
therapy they reveal that the experience has
indeed been traumatic and remains alive long
after the event with considerable distress and
discomfort. Obviously, strong defensive bar-
riers are erected around such experiences-
hence the apparent lack of ill effect.

Examination of the published work
(Bentovim A, Okell Jones C. Paper presented
at a conference of the International Association

of Child and Adolescent Psychiatry, Dublin,
1982) and investigations of young people who
have had such experiences but which did not
come to public notice has also shown the long
term effects of an important sexual relationship
during childhood. These include difficulties
in sexual relationships with peers (because of
confusion as to parenting and partnering),
problems relating to their own children, as
well as some contribution to a general lack of
emotional well being. Obviously, not all are
affected, and being able to talk openly about
these matters undoubtedly does assist eventual
integration. Above all, we do need to develop a
rational professional response to sexual abuse
and incest in the family which can assist in
rehabilitation and not cause further damage.
Our experience in the sexual abuse project

has been that this may well be possible.
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Dietary sodium restriction for mild
hypertension in general practice

SIR,-Dr Graham Watt and others (2 April,
p 1146) accuse us of mischievously mis-
quoting the conclusion of their study and
thereby being able to criticise it. The last
sentence of the abstract of their study in mild
hypertension stated, however, that: "Moder-
ate dietary sodium restriction does not lower
blood pressure in patients with this degree of
hypertension." In our letter (5 March, p 803)
we quoted them as concluding that: "Modest
restriction of sodium intake does not lower
blood pressure in patients with mild hyper-
tension." Our unfortunate error of changing
moderate to modest hardly seems to deserve
the term mischievous.
More importantly, the criticisms we raised

of the study of Dr Watt and others still stand.
Firstly, during the first month's treatment
there was a large fall in blood pressure,
irrespective of sodium intake, presumably
because patients got used to the repeated
measurement of blood pressure (particularly
as there was only a two week run in period to
the study). A major problem with this type of
crossover study is that such a large non-
treatment effect could easily obscure a small
treatment difference. Secondly, the power of
the study for the 13 patients who completed
the protocol on parametric statistics is not
sufficient for Dr Watt and others to draw the
negative conclusions that they did. Thirdly,
during the study most patients had a normal
blood pressure irrespective of sodium intake
and the designation mild hypertension hardly
seems appropriate.

In view of the skewed distribution of treat-
ment differences and the small numbers of
patients, it may be more appropriate to use
non-parametric tests. Of the 18 patients who
took part in the study, comparing blood
pressure in the fourth week of slow sodium
and the fourth week of placebo, there was, as
stated in our last letter and not denied, a fall
in blood pressure in nine patients with sodium
restriction, no change in seven, and a con-
siderable rise in blood pressure in two. On
a two tailed binomial test sodium restriction
as a means of lowering blood pressure just
fails to reach significance, p<0 066. If a one
tailed test is used, however, sodium restriction
does have a significant effect, p<0 033. In
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other words, using a non-parametric test the
study does lend support for the beneficial
effect of sodium restriction. In view, however,
of the large fall in blood pressure that occurred
irrespective of sodium intake during the first
month's treatment period, we believe that the
study is inconclusive and should not be used
as evidence for the value of sodium restriction
in mild hypertension.
As we stated in our last letter more evidence

for the value of sodium restriction is required.
In the meantime, and until this evidence is
obtained, our own advice to patients with
hypertension is to continue moderate restric-
tion of sodium intake, a manoeuvre which is
likely to be as effective as a diuretic but
without the metabolic problems associated
with diuretic treatment.
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dividing the total number of patients correctly
identified by the total number of patients
tested, and the specificity as the total number
of controls having results within the defined
normal range divided by the total number of
subjects in the control groups.
The table shows the sensitivity and specificity

of the three tests commonly used in screening
for phaeochromocytoma. Measurement of
urinary metanephrines seems to be the best
test, followed by measurement of urinary
vanillylmandelic acid and urinary catecho-
lamines. False negative results were seen only
when radiological procedures using contrast
material containing methylglucamine preceded
the urine collection by several days.14

Recent advances in the biochemical diag-
nosis of phaeochromocytoma-that is the
analysis of fractional urinary free catechola-
mines using high pressure chromatography
and amperometric detection have shown a
sensitivity of 100° compared with 95% for
urinary metanephrine and 89% for urinary
vanillylmandelic acid.1331 The technique is
costly, however, and, for the time being,
should be used only for reliable confirmation
of an abnormal screening test.
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Venous sampling in locating a
phaeochromocytoma

SI.,,-Dr D J Allison and others (2 April,
p 1122) have proposed an interesting and
eminently practical sequence of investigation
for patients with suspected phaeochromo-
cytoma. I disagree, however, with the authors'
suggested initial test-that is, the measure-
ment of urinary vanillylmandelic acid.
The best strategy for identifying from

among the many people with arterial hyper-
tension the few who will turn out to have
phaeochromocytomas is subject to contro-
versy. A widely read textbook proclaims: "The
basic screening investigation for phaeo-
chromocytoma is the urinary vanillylmandelic
acid."' Another equally celebrated textbook
states: "Metanephrines determinations are
most satisfactory for initial testing."2 Yet
another well known textbook assigns equal
accuracy to both tests.3
An exhaustive search of the published

work identified nine papers in English which
reported at least 15 patients with proved
phaeochromocytoma and detailed the charac-
teristics of their control groups.4-'2 Reports
that seemed to include patients from previously
published studies were excluded. The fol-
lowing data were collected from each publica-
tion: (a) The number of patients with
phaeochromocytoma tested for urinary vanillyl-
mandelic acid and urinary metanephrines or
urinary catecholamines, or both; (b) the
number of patients correctly identified by the
tests used; (c) the characteristics of the
control groups; (d) the number of controls
correctly identified by the tests used; (e) the
criteria used to define the normal range for
the quantitative results of the tests used. For
each test we calculated the sensitivity by

' Dollery CT. Arterial hypertension. In: Wyngaarden
JB, Smith LH, eds. Cecil textbook of medicine.
Philadelphia: WB Saunders Company, 1982:227.

'Holland OB. Pheochromocytoma. In: Isselbacher KJ,
Adams RD, Braunwald E, Petersdorf RG, Wilson
JD, eds. Harrison's principles of internal medicine.
New York: McGraw-Hill Book Company, 1980:
1739.

Russel RP, Whelton PK. Systemic hypertension. In:
Harvey AM, Johns RJ, McKusick VA, Owens AH
Jr, Ross RS, eds. The principles and practice of
medicine. New York: Appleton-Century-Crofts,
1980:288.

Sjoerdsma A, Enselman K, Waldmann TA, Cooper-
man LH, Hammond WG. Pheochromocytoma:
Current concepts of diagnosis and treatment. Ann
Intern Med 1966;65:1302-6.

sEngelman K, Portnoy B, Sjoerdsma A. Plasma
catecholamine concentrations in patients with
hypertension. Circ Res 1970;26, 27; suppl 1: 1-141-5.

'Gitlow SE, Mendlowitz M, Bertani LM. The bio-
chemical techniques for detecting and establishing
the presence of a pheochromocytoma. A review of
ten years' experience. Am J Cardiol 1970;26:270-9.

7 Remine WH, Chong GC, van Heerden JA, Sheps SG,
Harrison EG. Current management of pheochromo-
cytoma. Ann Surg 1974;179:740-8.

Deoreo GA Jr, Stewart BA, Tarazi RC, Gifford RW.
Preoperative blood transfusions in the safe surgical
management of pheochromocytoma: A review of 46
cases.J Urol 1974;111:715-21.

9Bravo EL, Tarazi RC, Gifford RW, Stewart BH.
Circulating and urinary catecholamines in pheo-
chromocytoma. N Engl J Med 1979;301 :682-6.

' ° Stewart BH, Bravo EL, Meaney TF. A new simplified
approach to the diagnosis of pheochromocytoma.
Jf Urol 1979;122:579-81.

"Jones DH, Reid JL, Hamilton CA, Allison DJ,
Welbourn RB, Dollery CT. The biochemical
diagnosis, localization and follow up of pheochromo-
cytoma: The role of plasma and urinary catechola-
mine measurements. QJ. Med 1980;49:341-61.

Plouin PF, Duclos JM, Menard J, Comoy E, Bohoun
C, Alexandre JM. Biochemical tests for diagnosis
of pheochromocytoma: Urinary versus plasma
determinations. Br MedJ7 1981 ;282 :853-4.

VanHeerden JA, Sheps SG, Hamberger B, Sheedy PF,
Poston JG, Remine WH. Pheochromocytoma:
Current status and changing trends. Surgery 1982;
91:367-73.

Moyer TP, Jiang N-S, Tyce GM, Sheps SG. Analysis
for urinary catecholamines by liomid chromato-
graphy with amperometric detection: methodology
and clinical interpretation of results. Clin Chem 1979;
25:256-63.

Effectiveness of biochemical tests used in screening for phaeochromocytoma

No patients
Test studied References Specificity Sensitivity

Urinary vanillylmandelic acid 294 4, 6, 7, 8, 9, 11, 12 0.99 0-84
Urinary metanephrines 282 4, 6, 7, 8, 9, 11, 12 0 99 0-96
Urinary catecholamines 179 4, 7, 8, 11, 12 0 99 0 85

New drugs: antiarrhythmic drugs

SIR,-Dr W S Hillis and Dr B Whiting (23
April, p 1332) recommend that for treatment
of supraventricular tachycardia intravenous
amiodarone be given at a dose of 3 5 mg/kg
over five minutes. Later in their article they
mention the possibility of resulting hypo-
tension. We think, however, that the dangers
of such a rapid infusion rate have not been
adequately emphasised.

Recently, we treated 10 patients with tachy-
arrhythmias with intravenous amiodarone as
the drug of first choice. In eight patients (four
with supraventricular tachycardia, two with
ventricular tachycardia, and two with tachy-
cardia associated with a broad complex of the
QRS segment) intravenous amiodarone was
infused at the rate of 300 mg over 10 minutes.
Of these eight patients, four reverted to sinus
rhythm but one of them developed severe
hypotension. Two other patients became
severely hypotensive after infusion without an
appreciable rhythm change, and immediate
direct current cardioversion was safely per-
formed. We were unable to predict which
patients were going to react badly to amiodarone
on the basis of the type of arrhythmia, haemo-
dynamic state, evidence of cardiomegaly, or
serum potassium concentration. Despite the
small size of our study we thought that the
evidence was sufficiently strong for us to in-
crease the infusion time to 30 minutes, and we
had no problems in two subsequent patients.
There are examples in the published work

bearing out our experience,' including cases of
fatal hypotension. Most of these seem to have
followed fast rates of infusion of this drug.
The manufacturer's current recommendations
suggest a minimum infusion time of 20 minutes.
We would caution against rapid infusion rates
ofintravenous amiodarone except in an extreme
emergency.

M KOBLIC
M PETRI
J A BELL

Battle Hospital,
Reading,
Berks RG3 IAG

'Staubi M, Studer H. Behandlung der arrhythmien
mit amiodaron. Schwiz Med Wschr 1981;111:
460-5.

Bronchoconstriction in response to
ipratropium bromide

SIR,-Like Dr K R Patel and DrW M Tullett
(23 April, p 1318) and also Dr Connolly' I too
have encountered a mild atopic asthmatic
patient who responded to nebulised ipratropium
bromide (1 mg) with profound broncho-
constriction (forced expiratory volume in one
second fell by half one hour after nebulisation).
This did not occur with nebulised saline or
cromoglycate and was rapidly reversed with
metered dose salbutamol. Nebulisation of
cromoglycate (40 mg) 30 minutes before the
ipratropium bromide converted the broncho-
constrictor response to a mild bronchodilator
response (forced expiratory volume in one
second increased by 100% 30 minutes after
nebulisation). The patient did not have
appreciably hyperreactive airways (the provoca-
tive concentration of metacholine required to
cause a 20°%" fall in the forced expiratory volume
in one second was 0 19 mg/ml), so it is unlikely
that this idiosyncratic response is purely a
reflection ofnon-specific airway hyperreactivity.

I have not experienced this response in
patients with severe chronic airflow obstruc-
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