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Editorial

The treatment of primary malignant brain tumours

The management of primary brain tumours is controver-
sial with widely differing clinical attitudes, therapeutic
approaches and results. A consensus report from a multi-
national cooperative group should provide a welcome and
useful overview of current treatment approaches and
ongoing and future avenues of research activity. The
consensus report from the Brain Group of the European
Organisation for Research and Treatment of Cancer
(EORTC) goes some way in recounting new experimental
treatment strategies but fails to address the important and
controversial area of optimal clinical management of adult
supratentorial gliomas. In contrast to medulloblastoma and
primary cerebral lymphoma, where a multi-modality
therapeutic approach is widely accepted, opinions about
treatment of low and high grade gliomas differ widely' and
clinically acceptable guidelines would have great benefit.
The EORTC report divides primary brain tumours into

high grade gliomas (glioblastoma and anaplastic astro-
cytoma), low grade astrocytomas, primary brain lym-
phomas and medulloblastomas. This is a clinically useful
division as the results of treatment are different and
patients with these neoplasms present to clinicians with
varying experience and commitment to neuro-oncology.
Low grade astrocytomas are more common than the

EORTC statement indicates.23 With the CT scan, the
diagnosis of low grade astrocytoma or oligodendroglioma
can be made with a high degree ofconfidence. Management
decisions, however, and the need for histological confirma-
tion, are subject to varying opinions by clinicians. The
EORTC statement does not provide recommendations
about choice of management and the role of surgery. CT
imaged guided stereotaxic biopsy will provide tissue diag-
nosis with a mortality of < 1%.4 Resection will be possible
for some well circumscribed lesions in "silent areas" of the
brain56 and may alleviate troublesome epilepsy.7

Retrospective studies suggest that "total" or macros-

copic excision oflow grade glioma increases the prospect of
long term survival.38 Many of these lesions, however,
cannot be completely excised since they infiltrate exten-
sively into normal brain. Several non-randomised studies
suggest that postoperative radiotherapy increases the per-
centage offive and 10 year survivors."' Prospective studies
of early and delayed radiotherapy in low grade glioma are

being conducted by the MRC and EORTC. Both groups
are experiencing serious recruitment difficulties that
reflect clinical and patient related prejudices. If these
studies confirm that radiotherapy prolongs median disease
free survival then further studies may be necessary to
define optimal radiation schedules.
Many patients with a low grade glioma, regardless of

treatment, survive for many years so that it is important to

avoid morbidity as a result of treatment. The incidence of
late onset psychomotor slowing due to treatment related
leucoencephalopathy can be reduced by strict adherence to
the limits of cerebral radiation tolerance and a reduction in
the volume of irradiated brain." Stereotaxic external beam
therapy could be helpful in selected circumstances,'2 and
shares with interstitial brachytherapy'3 the advantage of a
limited field of irradiation and rapid dose falloff. This
invasive technique, however, requires surgery to remove
radionecrotic tumour and brain in a large proportion of
patients.'4 Each of these interventions can cause focal
neurological deficits.
The use of chemotherapy in low grade astrocytoma is

controversial. These tumours have a low labelling index
when tested using either BrdU or Ki-67.5' 6 The selection
timing, and scheduling of cytotoxic agents is largely
empirical. Assessment of response is difficult and
chemotherapy has been shown to potentiate radiation
leucoencephalopathy. The preservation of the blood-brain
barrier in low grade gliomas'7 impairs delivery of many
cytotoxic agents."

Histological diagnosis of primary brain lymphoma is
now safely and readily obtained using CT imaged guided
stereotaxic biopsy.4 There are uncertainties about the best
treatment approach to this uncommon disorder. Patient
age, tumour histology and multiplicity of lesions all
influence survival.'9 In the United Kingdom a randomised
study evaluating radiotherapy and combination chemo-
therapy is being conducted by the MRC. This analytical
assessment is essential if outcome is to be improved.
The EORTC statement on medulloblastoma sum-

marises conventional approaches to management, results,
current problems and uncertainties. Several large, multi-
centre, international trials have explored the question of
chemotherapy in addition to optimal surgery and
irradiation.20 The role of adjuvant and "sandwich"
chemotherapy for low risk patients has not been proved.2'
In children with high risk tumours (less than two years of
age, incomplete surgical excision of tumour and with brain
stem involvement) some gain in early survival is seen using
chemotherapy.2' In very young patients chemotherapy may
allow delayed irradiation and reduce related toxicity.22
Whether an increase in side effects as a result of the
treatment modality will reduce benefit remains unknown.
The treatment of patients with glioblastoma or ana-

plastic astrocytoma remains one of the most challenging
problems in clinical neuro-oncology. The EORTC
statement overlooks many practical problems associated
with management of these patients and concentrates on
unorthodox treatment options presently under evaluation.
The impact of treatment for high grade glioma becomes

101
 on M

ay 22, 2023 by guest. P
rotected by copyright.

http://jnnp.bm
j.com

/
J N

eurol N
eurosurg P

sychiatry: first published as 10.1136/jnnp.54.2.101 on 1 F
ebruary 1991. D

ow
nloaded from

 

http://jnnp.bmj.com/


Editorial

less and survival worse with increasing patient age,
neurological disability and malignancy of the tumour.1 2-
Since many patients with high grade glioma have a
dramatic clinical response to glucocorticoids some
clinicians accept a CT diagnosis of malignant glioma and
recommend no further intervention. Steroid therapy can
cause major morbidity with proximal myopathy, weight
gain, acne, psychosis, dyspepsia and diabetes mellitus.2" In
the elderly or severely disabled patient, such an approach to
treatment may be practical but in five to 10% of cases CT
diagnosis will be wrong.429
The role of surgery in high grade glioma needs to be

defined. Stereotaxic CT imaged guided biopsy is generally
a safe diagnostic tool430 but complication rates as high as
12% have been reported.26 Cytoreductive surgery relieves
symptoms and signs of intracranial hypertension and
improves postoperative functional status.263' Extensive
surgical resection may improve survival times27 but this
effect is modest and the postoperative complication rate
and 30 day case fatality may be as high as 20%.23 26Tumour
debulking surgery results in substantial reduction in
steroid requirements and a smoother clinical course during
radiotherapy. Whether similar outcome can be achieved
after stereotaxic biopsy followed by radiotherapy is
unknown.32
The consensus document describes conventionally used

dose and fractionation radiotherapy schedules for malig-
nant glioma. Such therapy is necessary if median survival
times of 12 months are to be obtained.25 Differing dosage
and fractionation schedules are being evaluated, including
shorter courses of treatment for the elderly or poor
prognostic groups,33 but any further improvement in
survival time is likely to be marginal.'2 Interstitial
brachytherapy can be used for the treatment of recur-
rences. Initial results are promising but this technique
requires special resources and has complications that limit
its general use.'4

Single agent nitrosourea chemotherapy given orally or
intravenously is as effective as multi-agent chemotherapy
in high grade glioma.25 Whether this should be given as
adjuvant or withheld until relapse is uncertain, although
short term benefits with adjuvant therapy can be seen.34 No
guidance or preference about timing of chemotherapy is
given by the EORTC, and the optimal number of adjuvant
treatment courses is unknown. Toxicity with nitrosoureas
is mainly due to myelosuppression, and is cumulative.25 At
present a convincing increase on survival is not obtained
either by high dose chemotherapy followed by autologous
bone marrow rescue or by intracarotid administration of
cytotoxic drugs. Both treatments are hazardous.2035
Although tumour levels of the cytotoxic agent can be
increased by intracarotid delivery, the drug delivery to
normal brain rises disproportionately and increases the risk
of leucoencephalopathy.
The role of immunotherapy in patients with a malignant

glioma who relapse after conventional treatment is now the
subject of intense study.3"38 Initial studies using interferon,
interleukins, lymphokine activated killer cells (LAK) and
divalent antibodies have been complicated by a high
incidence of side effects and show mixed, but generally
disappointing clinical responses.3639

All currently available therapies are palliative. The goal
of treatment is to provide the longest period of good quality
life. This may be jeopardised by tumour or treatment
related neuropsychological and functional deficits.3
Decisions about patient management are best made at a
multidisciplinary neuro-oncology clinic. The combination
of expertise enables evaluation of new treatments and
inclusion of patients in clinical trials.3 Regular audit may
disclose areas of treatment inefficiency.23 The surgical

neuro-oncologist is likely to use stereotaxic techniques, to
have low surgical morbidity and to be capable of innovative
approaches to glioma surgery.4641' The radiation and
medical neuro-oncologist will be aware of the limitations
and potential toxicity of both conventional and uncon-
ventional treatments.25 Assessment of the achievement of a
neuro-oncology clinic only by the percentage of 18 month
or two year survivors alone may be inappropriate and
prospective assessments should address the question of
quality of outcome. Improving both the treatment of the
tumour and the patient's quality of life provides the
challenge of neuro-oncology.
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Neurological stamp

Mandragora

Mandragora (Mandrake) was used as a pain killer in ancient
times. It is a herb of the nightshade (Solanacea). The scent
of the mandrake fruit was reputed to alleviate headaches
and insomnia. Hippocrates noted that a small dose woul
relieve anxiety and the deepest depression. If drunk its
hypnotic properties allowed amputation or cauterisation. It
was also used as an aphrodisiac and cure for sterility.
The roots bore a resemblance to the human figure.

Gathering the mandrake was not without danger as the
plant when uprooted uttered a shriek which caused death
or insanity in those who heard it. One way to collect the
herb was to dig around the roots leaving only a small
portion. A hungry dog was then tied to it. Food placed
beyond the length of the rope encouraged the dog to strain
at the leash and uproot the mandrake. The dog died
following the shriek of the plant which was now harmless.
A stamp commemorating the Seventh European Con-

gress of Anaesthesiology in 1986 reproduced a medieval
illustration from the Austrian National Library. This
shows the mandrake plant with its human like roots about
to be uprooted. A worried man is departing hurriedly
before the fatal shriek is emitted. (Stanley Gibbons 2103,
Scott 1360).

L F HAAS
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