
dorsum of his left foot, for which his leg was stabilised.
Spontaneous swelling of his left thigh developed in the
next 24 hours, and radiography showed fractures of the
distal metaphysis and the midshaft ofthe left femur (fig
2). The density ofthe bony cortex along the shaft ofthe
femur, the normal dense white line at the metaphysis,
and the normal band of lucency in the submetaphyseal
region were preserved. These features suggested that
the fractures were secondary to trauma and were not
due to metabolic bone disease of prematurity. Both of
the fractures healed satisfactorily after immobilisation.
Routine biochemical screening showed a raised serum
alkaline phosphatase activity (975 IUll three weeks
after delivery and 3685 IU/l at 7 weeks (normal range
<220 IU/1)). Serum phosphate concentration was low
(0 7 mmol/l).

Discussion
These two cases show how fragile the bones of very

premature infants are. The fractures were evident after
mniumally invasive procedures in both cases, and the
lack of other fractures or other radiological signs of
severe metabolic bone disease imply that they were
traumatic in origin. Even without definite evidence of
bone disease, which is almost universal in infants born
at less than 28 weeks' gestation,' premature infants are
at risk offractures and extreme care in handling them is
essential.

1 James JR, Congdon PJ, Trpscott J, Horsman A, Arthur R. Osteopenia of
prematurity. Arch Dis Child 1986;61:871-6.
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The central nervous system is often affected in patients
with AIDS, and cerebral mass lesions are a recognised
cause of neurological symptoms of rapid onset. The
management of such symptoms will depend on the
extent of the disease, its correct diagnosis, and the
presence of opportunistic infection or associated
disease at other sites. We report on a patient with
AIDS who presented with an acute confusional state
due to cerebral mass lesions. The case illustrates
circumstances when a stereotactic biopsy of the lesion
is appropriate and the value of generally available
diagnostic tests.

Case history
A 42 year old man presented in 1985 with oral

candidiasis and recurrent bacterial infections of
the upper respiratory tract. He was found to be
seropositive for HIV-I. Investigations at that time
gave: haemoglobin concentration of 129 g/l, white cell
count of 2 4x 109/, and platelet-count of 120x 1094/; a
test for HIV p24 antigen gave negative results, and his
toxoplasma antibody titre was negative for IgG and
weakly positive for IgM. During the two years after
presentation he had recurrent infections of herpes
simplex, seborrhoeic dermatitis, and two generalised
seizures. Further investigations during this period
included computed tomography of his brain and
examination of cerebrospinal fluid, both ofwhich gave
normal results.

In April 1989 he presented with confusion and
incontinence ofurine ofabrupt onset. On admission to
hospital he scored 5/10 in a mental test, but therewere
no focal neurological signs. Examination of both
retinas showed normal results. He was febrile, but
general examination at that time was otherwise
unremarkable. The following further investigations
gave normal or negative results: chest radiography and
finger oximetry; cultures of stool, throat, and skin
swabs and of blood; and toxoplasma titre for IgG.
Computed tomography of his brain showed several

irregularly defined masses with low attenuation in the
basal ganglia, the largest measuring 4x 5 cm (fig 1).
These did not enhance after intravenous administration*-
of contrast medium. On lumbar puncture the opening
pressure was 18 cm ofwater and the cerebrospinal fluid

appeared clear. The fluid contained eight red blood
cells per ml and one white blood cell per ml; no
organisms were seen and the results of culture were
negative. The protein concentration in the cerebro-
spinal fluid was 0-6 mg/l and glucose concentration was
6 1 mmol/l. The results of staining for fungi and
determination of cryptococcal antigen were negative
and those of cytological examination were normal.

Empirical treatment was started for infection with
toxoplasma (sulphadiazine 6 g/day, pyrimethamine
25 mg/day, and folinic acid) and for oral and oeso-
phageal candidiasis (oral fluconazole). His symptoms
of confusion did not improve, and computed tomo-
graphy after 28 days' treatment showed that the lesions
had increased in number and size; peripheral or ring
enhancement of the lesions after intravenous injection
of contrast material was also seen. A stereotactic brain
biopsy was therefore undertaken. Despite' a normal
platelet count and normal results of a coagulation
screen he had an intracerebral haemorrhage and died
14 hours later. The tissue consisted of aggregates of
macrophages (fig 2 (left)), which included an occasional
reactive astrocyte and a few inflammatory cells.
The macrophages had relatively small nuclei and
finely vacuolated cytoplasm. No granulomas, giant
cells, or appearances suggesting fungi were seen.
Immunohistochemical investigation with a polyclonal
antitoxoplasma antibody (Bioquote, United Kingdom)
and the avidin-biotin complex method showed several

F IG- 'Two seciOn from computd tomography of brain showing
multiple low attenuation lesions in both cerebral hemispheres. Lesions
are consistent with infection with toxoplasma
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FIG 2-Material takenfrom stereotactic brain biopsy ofpatientwith cerebral mass lesions andA
(right)foci oftoxoplasma antigen

positive foci. These varied from 8 to 10 [tm in diameter
and were identifiable as intracytoplasmic vacuoles
(fig 2 (right)).

Comment
The table gives the main causes of cerebral mass

lesion in patients positive for HIV and the causes'
approximate frequency. "- Toxoplasma, cerebral
lymphoma, and cryptococcus account for most
lesions occupying cerebral space in these series. The
geographical origin, however, will affect the risk
of infection with mycobacteria and toxoplasma.
Exposure to toxoplasma varies considerably even
within Europe, for example, more than 80% of
Parisians can be expected to show serological evidence
of past exposure to toxoplasma, and there is a con-
comitant increase in the prevalence of this pathogen in
patients with AIDS in France. Moreover, multiple
causative agents may account for cerebral mass lesions
in patients with AIDS, and the presence of two agents
in a single lesion has been described in several cases.
Thus, partly because of the wide differential diagnosis
the management of cerebral mass lesions in patients
with AIDS is difficult, and no general agreement exists
as to the most useful diagnostic approach. Radiological
and serological investigations, trial of treatment, and
biopsy have all been advocated in the investigation of
cerebral mass lesions. The site of a cerebral mass lesion
is no guide to its cause: the basal ganglia are common
sites for lesions caused by both toxoplasma and
lymphoma. Enhancement of lesions on computed
tomography after intravenous injection of contrast is
variable and is a poor indicator of likely aetiology: less
than half of the patients with cerebral toxoplasmosis
show the supposedly typical ring enhancement, an
appearance that may be seen in one fifth of patients
with cerebral lymphomas.45 Nuclear magnetic
resonance seems to be more sensitive in detecting mass
lesions, but its usefulness in distinguishing between
the various aetiologies is unproved.

Antitoxoplasma IgG antibodies are found in a third
of adults in the United Kingdom, and an unknown
proportion of those patients with AIDS who are
positive for the antibody will develop cerebral
toxoplasmosis. Thus, serological studies are of limited
value in making the diagnosis ofcerebral toxoplasmosis
or differentiating it from cerebral lymphoma. Most

Causes (percentage ofcases) oflesions ofcentral nervous system in patients with AIDS

Non-viral (50%) Viral (25%) Neoplastic (15%) Other (10%)

Toxoplasma Progressive multifocal leucoencephalopathy* Lymphoma*
Cryptococcus*
Mycobacterium Herpes simplex Kaposi's sarcoma Vascular
Candida Cytomegalovirus Bacterial
Aspergillus HIV

*The principal causes of lesions occupying space in patients with AIDS.

showing (left) aggregates ofmacrophages and

patients with central nervous system toxoplasmosis
have absent or low titres of toxoplasma specific IgM
and fail to develop a fourfold rise in IgG titres.
Although the toxoplasma titres of the cerebrospinal
fluid of patients with AIDS can rise when serum titres
do not, serological tests of cerebrospinal fluid may still
prove unreliable.6
Most patients with cerebral toxoplasmosis respond

rapidly to treatment with pyrimethamine and sulpha-
diazine. Roughly one third of these patients will show
clinical improvement that is evident on computed
tomography within three days of starting treatment,
and the remainder will improve within two weeks.
These observations have been used by some to
advocate a trial of treatment in all cases, though others
argue for such a trial only in cases where computed
tomography and serology support this diagnosis.
Others would argue that no treatment should be
started before a firm diagnosis has been reached as
missed lesions (caused by toxoplasma and a second
agent) will improve with treatment for toxoplasma but
leave the second cause untreated.

Stereotactic brain biopsy yields a diagnosis in 85% of
patients with AIDS and cerebral mass lesions and has a
reported mortality of 5-22%7; it is the only way of
establishing the diagnosis directly. To avoid incorrect
interpretations and unwarranted strain for the patients,
however, the procedure should be undertaken after the
clinical and radiological findings have been discussed
thoroughly and under supervision of experienced
neurosurgeons at centres where immunocytochemical
and electron microscopical methods are also available
to help interpret the findings. It should also be
remembered that a correct diagnosis does not rule out a
second cause for the lesion; a stereotactic biopsy may
give only one diagnosis even when there are multiple
causes.

Discussion
JW: This case illustrates the difficulties that are

associated with managing patients infected with HIV
who present with cerebral mass lesions. I consider that
it is important to attempt a biopsy in those patients who
do not respond to empirical treatment. This approach
can be justified because of the wide differential
diagnosis of cerebral mass lesions and the potential of
many of these conditions to respond to treatment.
Because stereotactic brain biopsy is associated with an
appreciable mortality in patients with AIDS (that may
be as great as 22%) a trial of empirical treatment should
be undertaken first.
CTD: The pathology in this patient suggested that

there were no viable toxoplasma present. Why were the
lesions advancing if the organisms were being killed by
appropriate treatment?
PV: The biopsy specimens showing non-viable

organisms, the failure of response to empirical
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treatment, and the negative serology indicate against
toxoplasma being the only pathogen. The biopsy
specimen, however, may have been taken from near
the centre of the lesion, which consists of necrotic
tissue and macrophages (seen in the specimen).
Cerebral lymphomas-in patients with AIDS can be very
atypical large mass lesions. Considerable difficulty can
be associated with the diagnosis oflymphoma in AIDS
since on computed tomography lymphoma can be
isodense with brain. We have experienced particular
difficulties with lymphomas that have affected the base
of the skull.

Concerning the role of stereotactic biopsy, our
experience is also against its indiscriminate use.
We follow the broad management plan that was
undertaken in this patient, although we might have
repeated computed tomography and undertaken the
biopsy earlier. Generally a good clinical response is
seen within two weeks of starting treatment if the
prime lesion is due to toxoplasmosis. Our experience in
San Francisco is that brain biopsy is not associated with
any increased mortality in patients infected with HIV.
BG: Was there any evidence of cryptococcus on

biopsy? We have found cryptococcus associated with
biopsy material from Burkitt's lymphoma. Could these
ubiquitous fungi be cofactors?

FS: The histological features did not suggest
cryptococcal infection. Cryptococcus is associated with
minimal inflammatory reaction, unlike the appearance
of this biopsy specimen. We saw no fungal elements
and stains for fungi gave negative results. I think we
can be reasonably certain that cryptococcus was not the
second pathogen in this patient.

1 Petito CK, Cho ES, Lemann W, Navia BA, Price RW. Neuropathology of
acquired immunodeficiency syndrome (AIDS): an autopsy review.
J Neuropath Exp Neurol 1986;45:635-46.

2 Levy RM, Bredesen DE, Rouenblum ML. Neurological manifestations of the
acquired immunodeficiency syndrome (AIDS): experience at UCSF and
review of the literature. J Neurosurg 1985;62:475-95.

3 McArthur JC. Neurological manifestations of AIDS. Medicine 1987;66:407-37.
4 Post MJD, Sheldon JJ, Hensley GT, et al. Central nervous system disease in

acquired immunodeficiency syndrome: prospective correlation using CT,
MR imaging and pathologic studies. Radiology 1986;158: 151-8.

5 Levy RM, Rosenbloom S, Perrett LV. Neuroradiologic findings in AIDS; a
review of 200 cases. AjR 1986;147:977-83.

6 Tuazon C. Toxoplasmosis in AIDS. J Antimicrob Chemother 1989;3(suppl):
A77-82.

7 Moskowitz LB, Hensley GT, Chan JC, Conley FK, Post JD, Gonzalez-Arias
SM. Brain biopsies in patients with acquired immune deficiency syndrome.
Arch Pathol Lab Med 1984;108:368-71.

ANY QUESTIONS

What is the current view on the use of tryptophan together unth a small dose of
pyridoxine in the treatment ofmoderate depression, especially in elderly people?

This is not to be recommended. Not only is there no evidence that this
treatment is effective but there is recent evidence that tryptophan has
serious side effects. There was a vogue in the 1970s for combining
tryptophan with tricyclic antidepressants or monoamine oxidase inhibitors,
with the alleged purpose of potentiating the latter. Controlled trials
produced equivocal results, and, to my knowledge, there was no special
benefit in the treatment of moderate depression in the elderly with
tryptophan alone or in combination with pyridoxine.
Worrying reports have come from the United States that tryptophan

may be responsible for the eosinophilia-myalgia synrdrome.' No fewer than
1100 cases of this relating to tryptophan ingestion have been reported to
the United States Center for Disease Control. -J CUTTING, consultant
psychiatrist, London
I Kilbourne EM, Swygent LA, Philen RM, et al. Interim guidance on the eosinophilia-myalgia

syndrome. Ann Intern Med 1990;112:85-7.

Many young women are started on the combined pill for dysmenorrhoea and
menorrhagia. After a period ofsuccessful control ofthese symptoms some ofthem
experience a recurrence of the symptoms (while continuing the combined pill).
What is the cause of this recurrence and what should be done, particularly when
non-steroidal anti-inflammatory drugs have also been unsuccessful?

Most young women started on the combined pill for dysmenorrhoea and
menorrhagia are assumed to have a diagnosis of dysfunctional uterine
bleeding. A popular definition of this is abnormal uterine bleeding in the
absence of a pregnancy, tumour, or infection. In about 60% of patients
with menorrhagia the condition is attributed to dysfunctional uterine
bleeding while in the remainder the causes are gynaecological (35%),
endocrinological, or haematological (about 5%).1 The mode of action of the
combined oestrogen and progesterone pill in controlling menorrhagia is
unclear But it is probable that the principal mechanism is by endometrial
atrophy subsequent to the inhibition of ovulation. In addition to good
cycle control, the inhibition of ovulation also improves dysmenorrhoea
and premenstrual symptoms in most women. While the combined pill is
used most commonly for what is presumed to be dysfunctional uterine
bleeding, it is also often effective in menorrhagia from other causes and
in particular due to gynaecological pathology such as benign uterine
tumours, adenomyosis, endometriosis, and pelvic inflammatory disease. It
is often less effective, however, in the presence of such pathology and a
recurrence of the symptoms after successful control should prompt the
doctor to re-examine the diagnosis by undertaking a pelvic examination,
looking for any possible infection, and examining the pattern of symptoms
to see if endometriosis is a possible diagnosis. After the exclusion of other

pathology hormonal treatment may be attempted either in the form of a
different preparation of a combined oestrogen and progesterone pill-
usually with a higher dose of progesterone and with progesterone alone
taken in the second half of the cycle or from day 6 to day 26 of the cycle-
or by the use of danazol. Unfortunately, despite being an effective
drug danazol often has unacceptable side effects which limit its use.
Prostaglandin synthesis inhibitors and fibrinolytic inhibitors have been
used, the former also being effective in relieving dysmenorrhoea while the
latter is often associated with non-specific side effects and reports of
intracranial thrombosis.2

Finally, dilatation and curettage under a general anaesthetic is rarely
indicated in a young woman (less than 30 years of age) and should be
considered only if the procedure is likely to help with the diagnosis. -P B
TERRY, consultant in obstetrics and gynaecology, Aberdeen

1 Dockeray CJ. The medical treatment of menorrhagia. In: Chamberlain G, ed. Contemporary
obstetrics and gynaecology. London: Butterworths, 1988.

2 Agnelli G, Gresele P, De Cunto M, Gallai V, Nenci GG. Tranexamic acid, intrauterine
contraceptive devices and fatal cerebral arterial thrombosis. Br J Obstet Gynaecol
1989;%:681-2.

What treatment is advised for a patient with pruritus vulvae diagnosed as
having lichen sclerosus?

The condition is caused by a degenerative change ofunknown cause in the
upper dermal connective tissue. It commonly affects the genital area,
especially in women, and the concomitant itching may prove intolerable.
Bullae may develop, and erosions and ulcers may follow excoriation.
Leucoplakia and squamous cell carcinoma sometimes complicate the
picture.
There is no known cure, and treatment is of the symptoms. The

treatment of choice is the regular application three times a day of a potent
topical steroid ointment of either third or fourth strength. Suppression of
the itch but not of the disorder may be achieved in most patients. A
combination remedy of antiseptic with steroid is recommended to reduce
the risk of secondary sepsis. Treatment needs to be continued for many
months until the condition remits leaving a white scar.

If topical steroids are unhelpful topical testosterone and oestrogen
creams may be helpful in a few patients, otherwise there are only surgical
remedies. Pruritus is abolished by analgesia, and this may be achieved in
several ways: cryotherapy, infiltration of the skin with alcohol, or resection
of the pudendal nerve. The use of topical anaesthetics, although effective,
is not recommended because of the high risk of producing severe allergic
contact eczema. Finally, though it may seem a drastic treatment for
pruritus, simple vulvectomy not surprisingly produces dramatic relief of
pruritus. Unfortunately, the condition may recur around the edges of the
excision. -A B SHRANK, consultant dermatologist, Shrewsbury
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