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cause of hypertension, and early diagnosis does not carry the
benefits that are claimed, for instance, in some forms of
carcinoma. By far the greater need is the detection of un-
diagnosed hypertension, and a patient with primary aldo-
steronism treated with routine antihypertensive medication is
not a medical disaster so long as the clinician is alive to the
possibility of hypokalaemia in hypertensive patients.
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Treating fungal infections
A recently published symposium on the treatment of fungal
infections in man' opens with the statement that we still cannot
control these satisfactorily. Nor did the contributions give hope
of an early breakthrough; no really effective non-toxic
antifungal has yet been established in clinical practice. A
second factor that militates against predictable success in anti-
fungal treatment is failure or delay in making the diagnosis,
so that the available antimycotic agents are not used early
and to their fullest effect.

Real skill in diagnostic mycology is confined to a few special-
ist centres, yet fungal infections present throughout hospital
and community medicine. Part of the difficulty comes from
their rarity: only dermatophyte infections and vaginal can-
didiasis are common, and clinicians have few opportunities to
gain experience in the management of the other infections.
Even with the two common conditions, however, failure of
treatment and relapse is more frequent than is often
acknowledged.2 3 An important principle restated in the
symposium3 is that isolation of Candida albicans from a
perfectly healthy vagina is rare. Its presence in even small

numbers (which may be a result of sampling error) is always
an indication for treatment in the presence of symptoms
and in pregnancy even in their absence.
Even in expert hands the methods for diagnosing dissemin-

ated fungal infection are often disappointingly unproductive.
Despite the use of special media, which can be selected only if a
tentative diagnosis has been reached, blood cultures fail to de-
tect yeast-like fungi early enough to be useful. Lesions are often
inaccessible: in the lung, for example, bronchial or open lung
biopsy may be needed-procedures which may present for-
midable technical difficulties and carry unacceptable risks in
patients having immunosuppressive treatment or with deficient
platelets. With the notable exceptions of cryptococcosis and
histoplasmosis reliable serological tests have not been de-
veloped. In candidiasis those available may be actively mis-
leading. All in all, the delays and difficulties in the diagnosis of
fungal infections are hardly surprising.
Even when the diagnosis is made (or in many cases when

a decision is taken to try blind treatment) the available agents
are less than ideal. Nevertheless, used early and with attention
to detail they give better results than are achieved with
haphazard use, prematurely curtailed for fear of toxicity.
A fear of using amphotericin4 is still difficult to explain among
physicians faced with potentially lethal infections in patients,
most ofwhom have a serious predisposing disease. Amphoteri-
cin is the established antifungal drug for systemic use and has
yet to be improved on for most purposes. It is undoubtedly
toxic, producing fevers, rigors, venous thrombosis, and
potassium-losing nephritis requiring the use of potassium
supplements; but by using moderate dosage and hydro-
cortisone cover it may be given successfully. Treatment needs
to be maintained for weeks and even months, a fact frequently
not recognised. Such a regimen is more readily achieved with
moderate daily doses (not exceeding 0O5 mg/kg) than with
high doses on alternate days or rapid infusion, both carrying
a higher risk of side effects.5
The symposium refers to work6 showing that the slow,

stepwise increase in dose recommended by the makers fails
to establish early therapeutic concentrations. Moderate
dosage from the onset should be considered in severely ill
patients, in whom the more cautious approach may lead to
failure of treatment. Combination of amphotericin with
flucytosine has become standard practice in the management
of disseminated infection with yeast-like fungi.7-9 Treatment
with flucytosine alone is not satisfactory since it leads to
selection of resistant minority populations.'0-'2 The combina-
tion may allow the use of reduced amounts of amphotericin,
though the 20 mg daily originally recommended may be too
low. The amphotericin enhances the toxic effects of flucytosine
on the bone marrow, giving thrombocytopenia and neutro-
penia, a complication which may be minimised5 by main-
taining serum concentrations of flucytosine below 100 mg/l.
Even when used early and in combination treatment may fail,
particularly in immunocompromised patients, who tend to
suffer more acute infections.'3

Disseminated fungal infection, especially cryptococcal
meningitis, occurs- almost exclusively in this group. In these
patients intrathecal amphotericin is always necessary at the
start of treatment and not, as one contributor14 implies, only
in the face of relapse, itself a very bad prognostic feature. A
difficult decision which will also have to be faced early is
whether to attempt to reach organisms in the basal meninges
-and ventricles by cisternal puncture or the use of a reservoir.
The place of new antifungal drugs now available or being

developed is difficult to delineate. The greatest deficiency
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in our present armament is in treating infections caused by
filamentous fungi, Aspergillus and the phycomycetes, and there
is little evidence that the newer compounds are better than
amphotericin or even as good.
Most effort has been given to the development of the

imidazoles-clotrimazole, miconazole, econazole, and keto-
conazole. Clotrimazole has good activity against filamentous
fungi as well as yeasts when given by mouth but it has proved
too toxic to be marketed for systemic use. It is possibly the best
topical antifungal agent now available (though in the dermato-
phyte infections systemic griseofulvin still has a paramount
part to play).15 The other imidazoles, including miconazole,
still require further systemic evaluation, as many of the con-
tributors to the symposium emphasised. Miconazole is effective
in coccidioidomycosis, a rare condition in Britain. When it is
given by mouth blood concentrations of the drug are low
and variable, and it is not active by this route in generalised
candidiasis, though this is implied in one of the papers.
In systemic infection miconazole has to be given parenterally,
and no clear impression has yet emerged of its efficacy. In view
of the evidence from laboratory studies of antagonism when
combined with amphotericin16 the two should not be used
together. Ketoconazole when given by mouth seems to be
absorbed more reliably but unfortunately its activity against
Aspergillus species is variable and overall low.17 Clearly much
more work remains to be done on the imidazoles.

In the mean time, the best prospect for systemic mycoses
remains the early use of amphotericin by all appropriate routes,
and for this we urgently need better techniques for early
diagnosis. Finally, some fungal infections will not respond to
antibiotics alone: prosthetic endocarditis, for example,
requires combined treatment with reoperation.18
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Investigating constipation

The Frenchman is obsessed by his liver, the Arab by gases
in his stomach, the Englishman by his bowels. From infancy
the British are brought up to regard a daily bowel action
almost as a religious necessity and to believe in autointoxica-
tion from the cesspool of the unemptied colon; so it is little
wonder that their doctors see vast numbers of patients
obsessed with the frequency, consistency, diameter, and
appearance of their stools. Unfortunately, hidden among these
hordes, whose lack of bowel actions merely signifies the effects
of their modern refined diet or disguises an underlying de-
pression or anxiety state, are occasional exceptions with
serious organic disease. How can they be identified ?
As so often is the case, a careful history and examination

will indicate the answer in most patients with constipation. The
commoner organic causes are: obstruction of the lower bowel-
for example, by a carcinoma of the colon or by diverticular
diseases; painful anal conditions such as fissure in ano; or an
adynamic bowel, as seen in Hirschsprung's disease or as the
result of taking drugs that decrease the peristaltic activity of
the bowel.
The possibility of a carcinomatous stricture of the colon

should always be considered when a patient-particularly one
over the age of 40-who has previously had a regular bowel
habit develops constipation of increasing severity or, indeed,
when a habitually constipated individual finds that his symp-
toms have become worse without obvious cause. The con-
stipation may alternate with what the patient calls diarrhoea
but which is usually the frequent desire to defecate or the
passage of mucus in the stool. An obvious warning sign is the
presence of fresh or altered blood in the faeces, and the
patient may also have abdominal distension, colicky pain, and
(usually as late manifestations) loss of appetite, loss of weight,
and anaemia.
On abdominal examination a mass may be palpable due to

the tumour itself or to faeces impacted above the growth. On
rectal examination a tumour in the sigmoid colon may some-
times be felt through the wall of the rectum. An occult blood
test on the faeces is often positive. In such cases sigmoido copy
is mandatory, and indeed about a third of all growths in the
large bowel can be seen with the instrument. Even if the
tumour is not seen, suspicion may be aroused if blood or slime
is seen in the lumen of the bowel, suggesting a more proximal
lesion. The next step is a barium enema examination to clinch
or refute the diagnosis. Colonoscopy is being used increasingly
as another valuable means of making an exact diagnosis.
Diverticular disease of the sigmoid colon can mimic carcinoma
exactly in its clinical features. The barium enema examination
will usually decide between the two but the radiologist may
have difficulty in distinguishing the cause of a sigmoid stric-
ture. Furthermore, these two common conditions may coexist.
Less common causes of obstruction include Crohn's disease
of the large bowel, a stricture complicating ulcerative colitis,
and obstruction due to an extracolonic mass such as a pelvic
tumour. Any painful anal condition (such as a fissure in ano or
strangulated piles) may inhibit defecation and so precipitate
constipation, but a careful local examination should soon
establish the diagnosis.

In Hirschsprung's disease the history usually dates to the
first month of life. The abdomen is greatly distended and the
patient may have eversion of the umbilicus and widening of
the subcostal angle. Nevertheless, the diagnosis is occasionally
not recognised until adult life. The barium enema examination
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