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atrophy of type 2B fibres2 is probably non-specific in view of
the many pathological conditions in which it develops (though
the point is well made that it is not simply a consequence of
immobilisation).50

Nevertheless, the putative abnormality of triglyceride
metabolism in skeletal muscle reported by Sunnasy and
colleagues is of interest and merits detailed exploration.3
In spite of the obvious analogy with the fatty liver of chronic
alcoholism, increased synthesis of triglyceride is unlikely
to be the explanation (there is no evidence that this occurs in
skeletal muscle). In addition, Martin et al have shown that
some aspects of mitochondrial function are normal in alcoholic
myopathy," notwithstanding the morphological abnormalities
which may occur in muscle mitochondria.12 Further data on
lipid metabolism in the muscles of patients with alcoholic
myopathy are awaited with interest. Meanwhile we can take
encouragement from the fact that effective withdrawal from
alcohol will usually be followed by improvement in muscle
strength.
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Chemotherapy of solid
tumours: trials and
tribulations
The selection of patients most likely to benefit from cancer
chemotherapy is one of the most difficult yet most important
tasks for the clinical oncologist. In each case the problems of
drug toxicity and expense must be balanced against the
likely effect on the tumour-and so on the patient's symptoms
and life expectation. Few would argue with the use of toxic
drug combinations to treat young men with metastatic
testicular teratoma, most of whom are likely to be cured, and
the gains from chemotherapy of the lymphomas and some

solid tumours such as ovarian and small cell lung cancer are
equally readily apparent.

Unfortunately, however, many of the solid tumours are
relatively insensitive to chemotherapy. Responses are seen,
and the "response rates" for individual drugs and drug
combinations are known, but the impact on survival of a
limited reduction in tumour volume remains unclear.'
Placebo controlled clinical trials are rare in this setting. The
problems and pitfalls associated with the chemotherapy of
many solid tumours are well exemplified by recent studies in
patients with recurrent or advanced squamous cell carcinoma
of the head and neck region.
Chemotherapy has been used in patients with these cancers

both for recurrent disease after primary treatment and for
bulky, poor prognosis tumours at presentation.2 Early clinical
trials showed that intravenous methotrexate, given at low
dose, was the most effective chemotherapy for these patients.2
Despite optimal treatment, however, the response rate was
only 30O' and regression of the tumour was often short lived.
Different approaches were therefore needed, and the 1970s
saw the evaluation of several new drugs such as cisplatin and
also new methods of administration such as high dose metho-
trexate with folinic acid "rescue." The expense and potential
toxicities of these regimens were given little attention in the
initial assessment, and they were rapidly incorporated into
treatment on largely inadequate grounds. More recently it
has become clear that neither cisplatin3 nor high dose metho-
trexate4 offers appreciable benefits over the traditional
treatment with low dose methotrexate. Nor do drug combina-
tions offer any substantial benefit over single agents.5 6 Drug
schedules which are "kinetically" designed7 offer no additional
benefit and have not given reproducible results,8 though
their use is widespread in Britain.

Tragically, many patients with squamous cell carcinoma of
the head and neck present with locally extensive or region-
ally metastatic disease and so have a poor prognosis. Further-
more, the morbidity associated with wide field irradiation
or chemotherapy or both may be severe. Chemotherapy given
as first treatment is sometimes highly effective initially: it
may sterilise the tumour and enable smaller treatment fields
to be used.9 After several encouraging but uncontrolled pilot
studies combining single drug chemotherapy and radiotherapy
large controlled trials were set up. The results were mainly
negative.2 None the less, similar enthusiasm is now expressed
for combination chemotherapy together with radiotherapy,
and multiple reports of uncontrolled trials have appeared
advocating this treatment.2 10 11 Again, however, a well
controlled trial using radiotherapy and combination chemo-
therapy in a "kinetically" designed schedule failed to show
any benefit-in striking contrast to previous, uncontrolled
studies.'2 This study should sound a cautionary note.
Combination chemotherapy and radiotherapy are certain to
be more toxic than either treatment alone, and on this (limited)
evidence they are not indicated in routine practice. The role
of combined modality treatment may, however, finally be
settled when the results appear this year of a large controlled
National Cancer Institute trial in the United States using a
cisplatin combination and radiotherapy.'0
The lessons learnt from squamous cell cancer of the head

and neck apply to all the less chemosensitive tumours-and
they are not new. Encouraging but premature reports of
pilot studies are not a reason for a change in established
treatment.1 Funding bodies and individual clinicians must be
patient; advances in cancer chemotherapy sometimes appear
to be slow, but it is realistic to look for a progressive increase
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in survival together with reductions in drug toxicities. Major
advances, comparable with that seen with the initial empirical
use of combination chemotherapy in Hodgkin's disease, are
not likely for these tumours in the foreseeable future, and
responsible clinicians should evaluate available studies
critically and give support to those with adequate controls.
New drugs will be developed, but for most patients with
advanced solid tumours chemotherapy is not indicated as a
routine practice.
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Contact lenses
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The development of contact lenses has been a stimulus to
researchers in several disciplines. Certain aspects of corneal
physiology have become known only because the contact lens
was the initial stimulus to further research. For example, the
corneal intake of oxygen in different conditions has now been
measured.' This has been achieved by placing a polarographic
probe on the cornea, with and without a contact lens in situ, at
different oxygen tensions.24 The pressure of oxygen in the
atmosphere at sea level is 155 mm Hg, but with a lens on the
eye it is now known that the tension may be reduced by a
quarter or more. Yet the normal cornea can manage on these
low tensions even in some instances with the lids closed. Such
experiments with corneal hypoxia show how adaptable the
human epithelial cell is, but further evaluation is needed to
show whether or not prolonged hypoxia will eventually damage
these cells. The deeper tissues of the cornea can withstand
hypoxia much more readily than the brain, because the cells
are not particularly specialised and normally use anaerobic
metabolism for their energy requirements. Axiomatically the
lowest possible oxygen tension that epithelium could become
adapted to without undue long term ill effects would be the
lowest level acceptable for the contact lens. Experimental
evidence suggests that extremely thin contact lenses which are
highly permeable to oxygen lead to tensions of 50 mm Hg at
the interface of the cornea and lens and only one third of this
when the eye is closed.5 This is worrying because, although
oxygen tensions as low as 100 mm Hg are acceptable,6 pressures

below 20 mm Hg cause changes within the cornea.7 The
question remains unanswered whether the integrity of the
epithelium is jeopardised if subjected to lower than normal
oxygen pressures for long periods.

Tears and lens wear

An important factor determining a patient's tolerance of
contact lenses is the quality and quantity of his tears. The
quantity of tears is regulated by reflex action,8 9 but quanti-
tative aspects such as the concentration of protein in the tears
depend on the tissues of the eye surface and vary between one
and another individual.
Most people who wear contact lenses experience a drying of

the surface of the lens at one time or another. This denatures
the protein in the tear film on the lens. Heating the lens without
removing the tear film causes further damage and leads to pro-
gressive loss of wetting of the lens surface. This is often the
cause of intolerance to the lens. There are several "wetting
drop" preparations available which help to reduce this effect.
Unfortunately, once the lens has been spoilt in this way
deproteinisation of its surface may not solve the problem.

Lenses may also cause chronic conjunctival problems.'0 II

Since tears are essential to the successful use of contact lenses
it is important to ensure that prospective wearers have normal
tear production.
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