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Miconazole: a new
antimycotic drug

Whereas bacterial infections are often transmitted from man
to man this rarely happens with the mycoses. Fungal infections
are usually due to inhaling or the inoculation of spores, wide-
spread in the environment, most of which are common
animal pathogens. Candida albicans is an exception, for it is
part of the normal flora of the gastrointestinal tract. How these
organisms establish themselves in the body is obscure. Some
fungi require a local alteration in the host, such as a cavity for
Aspergillus to grow within, or a generalised disturbance, such
as immunosuppression. Another feature of the disease process
is the development of hypersensitivity, sometimes localised-
as in the allergic pneumonitis associated with aspergillosis-
and sometimes more generalised, provoking a reaction such as
erythema nodosum.
Many of the fungal infections such as blastomycosis,

coccidioidomycosis, histoplasmosis, and sporotrichosis de-
scribed in the textbooks are rare in Britain. Nevertheless,
cryptococcosis should always be included in the differential
diagnosis of meningitis, particularly if it starts insidiously.
Candida infections, on the other hand, are common: as well as
the typical oral or vaginal thrush this yeast-like organism may
cause chronic paronychia, membranous oesophagitis, and
more serious systemic infections.
The treatment of systemic candidiasis and other deep fungal

infections remains difficult. Nystatin is not absorbed from the
intestinal tract. Amphotericin B may be given intravenously
and, though effective,' it is toxic and may affect the kidneys and
the heart as well as causing fever, nausea, or vomiting.2 A less
toxic alternative is 5-fluorocytosine, which can be given by
mouth, but resistant organisms may emerge when it is used in
the long-term treatment of chronic conditions such as crypto-
coccosis and systemic candidiasis. Clotrimazole is highly
active,3 well absorbed, and gives sustained blood levels, but
up to 180X,, of patients tolerate it poorly.4

For these reasons an agent combining safety with high
efficacy would be a welcome addition to the antimicrobial
armament. Miconazole is a contender for this role. Like
clotrimazole, it is an imidazole derivative, and it is active
against a wide range of fungi including dermatophytes and
yeasts5; some strains of aspergillus are not very sensitive. The
drug is absorbed moderately well from the intestinal tract, or

it may be given intravenously. There is some evidence that
miconazole acts by inhibiting peroxidative enzymes, at least
in C albicans. The first clinical reports described experience
with miconazole as a topical agent in vaginal candidiasis6 and
skin infections.7 Nevertheless, we now have some information
on its systemic use,8 which has included the treatment of
mycotic infections such as coccidioidomycosis, South Ameri-
can blastomycosis, and aspergillosis, as well as systemic
candida infections. Commonly these conditions are associated
with some underlying disorder that weakens the host's
resistance, and here miconazole performed fairly well, even
though treatment had to be prolonged in many cases. Side
effects were infrequent, diarrhoea being the most often
reported, and one case of drug-induced thrombocytopenic
purpura was seen.

Assessment of any new antimycotic drug is always difficult,
since any one investigator can treat only a limited number of
the rare systemic infections. At this stage, however, miconazole
looks a promising newcomer and further reports will be of
wide interest.
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Poor-risk prostatectomy
Is prostatectomy a safe and reliable operation with a trivial
mortality? A recent paper from Australia' has raised doubts
and has questioned this currently held belief. In a series of
cases in an Adelaide teaching hospital Sach and Marshall
reported an overall mortality of 2-3%/ at the end of one month,
while the mortality rate for the patients aged over 80 was 9%
at three months.

Perhaps one man in every ten will require a prostate
operation sooner or later,2 so that initially these figures seem
alarming-and would be were there not some special factors
in the Australian series. What must first be questioned is the
statement by Sach and Marshall that, while the mortality
rate has improved in general, the rate in high-risk patients
has reached a plateau. This is surely incorrect when the
benefits of skilled anaesthesia, careful selection, accurate
haemostasis, and the transurethral operation are considered.
Secondly, Sach and Marshall did not indicate how many
patients were refused operation because they were unfit;
and they did not find any increased mortality in patients with
acute retention. Yet comparable figures elsewhere3 record
only a 0.75%-10/ mortality for transurethral resection, even
though many of the patients were far from ideally fit. In
Jameson's series of 1600 consecutive prostatectomies4 one-
third had respiratory troubles or had had a coronary thrombosis
within two years previously, and a further third were admitted
with acute retention. All 1600 patients were followed up for
at least nine months to assess results. Jameson also recorded a
series of 24 prostatectomies in patients with cardiac pace-
makers without any deaths, all being dealt with by transurethral
resection, with no patient refused operation. It can be accepted
that generally the mortality for transurethral resection is less
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than for the open operation, but all authorities agree that the
mortality gradually rises with age.

In the series described by Sach and Marshall four-fifths of
the patients were dealt with by open operation, an unusual
proportion at the present time. They explain this discrepancy
by pointing out that many of the open operations were carried
out by general surgeons or registrars in training. Though
transurethral resection may seem the simpler operation, it is
in fact a highly skilled procedure requiring strict training
and care, and it should preferably be performed by a urologist
carrying out the operation daily. There is still a place for the
open operation in patients with particularly large (and
benign) glands, especially if there is also a diverticulum of the
bladder. The routine preliminary cystoscopy which should
precede any prostatectomy will help to exclude an unexpected
malignant nodule and also a symptomless early bladder
tumour.

Sach and Marshall also rightly point out the importance of
careful selection of patients. In their series no fewer than 141"
of cases proved to have prostatic cancer, the mortality in these
patients being 7.300 at the end of three months. The un-
fortunate consequences of carrying out an open operation on
a carcinoma of the prostate are now widely accepted.
On cardiorespiratory features patients are usually classified

in three grades, but even those in grade III need not neces-
sarily be excluded from operation. Other poor risk patients
include those with incontinence of faeces, as it is unreasonable
to expect a patient to pass urine satisfactorily (even after a
successful operation) if he is continually incontinent of
faeces. Patients must not, however, be turned down for
operation if their incontinence is spurious and due to im-
paction of faeces-which is, in its turn, a cause of acute
retention.5 Patients with mental confusion are also poor risks.
The late Terence Millin used to say that better than any
scientific test was the simple question: does the patient know
where he is, whether he is in hospital or in his home? When
not due to renal insufficiency disorientation is a contraindica-
tion to operation.
Among the postoperative complications mentioned by Sach

and Marshall was incontinence: they regarded any patient
needing a penile clamp at the end of three months as inconti-
nent. Nevertheless, they did not mention sphincterometry or
urethral profile recordings. Incontinence is relative, varying
with the position of the patient and the effect of stress factors.6
Incontinence should be a rare postoperative complication,
and, again, Millin7 stated that he had only seen one such case.
Time is important: in the over-80s complete continence may
not return within three months, and Blandy2 reported one
such patient who recovered completely only at the end of
three years. Sach and Marshall suggested consideration of
alternative procedures such as incision of the bladder neck,
which has been tried in prostatic obstruction from time to time
without success, or the indwelling catheter-surely a counsel
of despair. Hence all the evidence strongly suggests that this
assessment from Australia is unduly pessimistic.
The most efficient and safest way of dealing with prostatic

obstruction is to operate early rather than late, with careful
selection of patients. In most cases the operation of choice is
transurethral resection.
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Painless thyroiditis
Thyroiditis is characterised by a spectrum of clinical features.
At one end is the acute episode, usually suppurative, in which
the gland is invaded by bacteria either directly or through the
bloodstream. Local inflammatory features dominate the clinical
picture, with pain, tenderness, and heat over the region of the
thyroid gland, which is usually enlarged. At the other end is
Riedel's "woody" thyroiditis, an extremely rare condition of
replacement of part or all of the thyroid gland by dense
fibrous tissue. Near this end of the spectrum, too, is the com-
mon form of chronic thyroiditis-also known as Hashimoto's
thyroiditis or lymphadenoid goitre-now attributed lo auto-
immune disease. Between these two extremes is subacute
thyroiditis, often called de Quervain's, giant cell, or granulo-
matous thyroiditis; of obscure aetiology, it is frequently
attributed to a viral infection, and mumps, measles, influenza,
Coxsackie, and other viruses have been blamed, usually without
good evidence.' In the typical case the patient complains of
severe pain over the thyroid gland, which may radiate up the
neck to the ears. Painful dysphagia is common, and consti-
tutional symptoms such as fever, sweating, and fatigue
are usually present. The thyroid gland is enlarged and tender,
often firm to the touch. The sedimentation rate may be as high
as 100 mm per hour. The disease usually settles down over a
few weeks, and simple treatment with analgesics such as
aspirin usually suffices; occasionally, local or constitutional
symptoms are severe enough to justify corticosteroid treatment,
the response to which is almost dramatic. A few patients be-
come hypothyroid after an attack of subacute thyroiditis and
require permanent replacement treatment.
The constitutional features of this disease are generally mild

and non-specific, but occasional patients present with symp-
toms suggestive of hyperthyroidism-nervousness, palpita-
tions, increased sweating, and heat intolerance-usually
attributed to release of preformed thyroid hormones from the
inflamed thyroid gland. This hyperthyroid state is usually
short-lived.

In a recently described, little-recognised variant of subacute
thyroiditis2-5 not only do the features of hyperthyroidism
dominate but the thyroid gland is neither enlarged nor tender.
This diagnosis should be suspected in all hyperthyroid
subjects without palpable goitres. Dorfman et al described
eight patients with this disease who accounted for 15% of all
thyrotoxic subjects seen by them over a 12-month period. They
drew attention to other reports of similar hyperthyroid patients
who appeared to have subacute thyroiditis,3 in most of whom
a goitre was present. Papapetrou and Jackson4 proposed the
term "silent" subacute thyroiditis for those cases without pain,
and Jackson5 later suggested the term "hyperthyroiditis" for
those with clinical and biochemical features of hyper-
thyroidism. Where biopsy has been carried out the features
have been those of lymphocytic thyroiditis.

In these patients biochemical evidence supports the clinical
diagnosis of hyperthyroidism, but the thyroid uptake of radio-
active iodine is not increased. This is perhaps the most im-
portant clue to the disease. Serum concentrations of anti-
thyroglobulin antibodies are usually raised, but other tests of
antithyroid antibodies are less often positive.
Most clinicians would be unwilling to accept that this

unusual form of thyroiditis could account for as many as 15%
of thyrotoxic patients, but clearly the diagnosis can easily be
missed, and the clinical picture can be most confusing. The
absence of thyroid enlargement in patients with a clinical
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