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chloride (PVC), a ubiquitous plastic. PVC should not be
regarded as a carcinogen and should in normal use be safe.
Tumours induced9 by implanting films of polyvinylchloride
(and many other plastics or metals) into the subcutaneous
tissue of rats and mice have been shown to depend on the
uninterrupted area of the film10 11 and not on its chemical
composition, and there should be no cause for public anxiety.
On the other hand, PVC contains traces of monomeric
vinylchloride, which may be liberated on heating, so that it is
essential to ensure that in processing the material the con-
centration of the monomer should be kept to the lowest level
possible.
New forms of industrial cancer are likely to be a recurrent

problem until some way is found to screen both the old and
the many new substances coming into commercial use each
year. It is not feasible to look at all these substances by classic
carcinogenicity tests in rats or mice: firstly, there are not
enough trained personnel or facilities; secondly, relatively
few substances are produced on a sufficient scale to justify the
considerable expense of these animal tests; and, thirdly,
industrial chemicals are seldom pure and carcinogenic im-
purities may vary from batch to batch.
What is now needed is a series of simple inexpensive tests

which will indicate at least the more potent carcinogens.
Such tests are being developed using as their endpoint
mutagenesis of micro-organisms in vitro and, in vivo, un-
scheduled synthesis of DNA, transformation of cells in
vitro, and so forth. Until these tests can be brought to a high
degree of perfection and are then used systematically by
industry we may expect to experience many more rude
awakenings to possible industrial carcinogens.
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Fever in Malignant Disease
The Pel-Ebstein relapsing fever of Hodgkin's disease, so
well remembered for some curious reason by generations of
medical students, has never been quite the same since Richard
Asher in his 1959 Lettsomian Lectures' shocked and amused
his audience by doubting its very existence. It is certainly
rare. In 124 febrile episodes experienced by 44 patients
with Hodgkin's disease it was seen only once,2 and a new
review3 of the causes of pyrexia of unknown origin does not
even mention it. Nor does an excellent account of fever of
unexplained origin in cancer patients, a contribution from
Brussels in a recent number of the European J'ournal of
Cancer.4

Unhappily for those who aspire to make a spot diagnosis
from an examination of the temperature chart, it seems that
neither the character nor the severity of the fever are of any
help when it comes to deciding whether the cause is a malig-
nancy itself or an associated infection.2 5 The distinction is

important, since untreated infection can be fatal in those who
might otherwise be restored to temporary health or even
cured of their cancer.4 6 It is an equally serious error to give
antibiotics when appropriate treatment for the malignant
disease is what is needed to abolish the fever.
Carcinoma of the kidney (hypernephroma) is often thought

of as the typical example of a tumour causing fever, but
Berger and Simkoff5 found that it caused a pyrexia ofunknown
origin in only 7 (2.5%) of their 273 cases, though 16% had
some fever. About 20% of children with Wilms's tumour
(nephroblastoma) are said to show fever at an early stage.8
Ewing's tumour of bone may show fever,12 and this can be a
diagnostic trap if the radiographs suggest osteomyelitis.
Primary or secondary malignant disease in the liver is another
cause,9 10 and a liver scan" or needle biopsy3 may help in the
diagnosis-and may reveal one of the other liver diseases
causing fever of unknown origin.
A raised temperature is very common in acute leukaemia,13

especially if the disease is untreated, or in relapse,4 6 or if
there is severe neutropenia ;4 14 but opinions differ as to how
often it is due to associated infection. Immature neutrophils
can kill bacteria but are less efficient.'5 In myeloma and
chronic lymphatic leukaemia fever should always be assumed
to be due to infection, host resistance being impaired in both
conditions.3 6

In general, apart perhaps from newly diagnosed Hodgkin's
disease, it is safest to suspect prolonged fever of being due
to occult infection. Fever caused in some mysterious way by
the tumour itself is important but uncommon. Even 50 years
ago, when pyrexia occurred more often in hospital patients
than it does today, Briggs7 reported that half of his 238
patients had some fever but that in only 3% was it a symptom
of any importance.
The fever of Hodgkin's disease (unlike pruritus, which is

no longer considered a bad prognostic sign) is certainly an
unfavourable feature2 16 17 and often means that visceral
disease is present.4 Sokal and Shimaoka'8 carried out con-
trolled experiments which showed that the urine from pyrexial
patients with Hodgkin's disease induces fever in rabbits;
they considered that an endogenous pyrogen was responsible.
An important practical point is that the more advanced the
Hodgkin's disease, and the more chemotherapy and radio-
therapy the patient has received, the greater the chance that
the fever is due to infection (often of the opportunistic kind),
and this must be carefully looked for.6 16
The old idea that necrosis, ulceration, or infarction in

the tumour is a sufficient explanation for fever in malignant
disease has little to support it0 19 But localized abscess or
infection, sometimes masked by the tumour and not discovered
until necropsy, is common. This accounted for 17 of the 27
patients reported by Klastersky and his colleagues4 to have
prolonged fever due to occult infection. In 9 of these 17
the local infection was thought to be the cause of death. In
such cases the response to drainage may be dramatic, whereas
antibiotics often fail.

Sometimes stopping antibiotics does more good than start-
ing them; many dangerous infections (some fungal) are caused
by endogenous organisms, encouraged to proliferate by the
suppression of normal flora. In other cases a systemic in-
fection is responsible, and here it is as well to remember that
cancer patients are liable to all the infections that may cause
fever in other people. The list of likely possibilities will vary
in different parts of the world. What is true of Brussels or
Birmingham may not apply in Brasilia or Bangkok. Two of
the Brussels patients4 were finally found to have (as well
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as their cancer) infective endocarditis, a classic cause of
pyrexia of unknown origin. Therapeutic trials, in the opinion
ofJacoby and Swartz,3 have in general proved more misleading
than helpful when applied blindly, but they agree with others
that there is often a place for trying anti-tuberculous chemo-
therapy. Some even advocate isoniazid routinely whenever
there has been prolonged immunosuppression. If tubercu-
losis is the cause of the fever a response is usually evident
within two weeks.
The main lesson seems clear. In every case where the cause

of the fever is in doubt, the patient and the nursing staff
should be carefully questioned for clues; every accessible
part of the body must be carefully examined for evidence of
infection; and the opinion of a bacteriologist sought, so that
the services of his department can be used as intelligently
and economically as possible, rather than indiscriminately
bombarding the laboratory with swabs, sputum, urine, and
blood culture.
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Cambridge Clinical School
The news that the University ofCambridge is to establish a full
clinical school is welcome, since the undergraduate courses for
medical students at Cambridge have deservedly enjoyed the
highest reputation, and excellent postgraduate departments
have been built up since the war following the recommendations
of the Goodenough Committee.

In 1965 the Faculty Board of Medicine, with the strong
support of the hospital staff, recommended that the university
should provide clinical teaching, but opinion among non-
medical faculties was divided and the question was deferred
until the report' of the Royal Commission on Medical Educa-
tion had appeared. This provided strong support for the
establishment of clinical teaching in the university, in terms of
academic advantage and national and regional need. Opinion
in the university was already moving more favourably towards
medical educational development on these very grounds; but
there remained two contentious matters, one common to most
universities with medical schools and the second peculiar to

Cambridge. The first was the fear that a growing clinical school
might compel the diversion of an undue share of financial
resources from the university budget to the detriment of
desirable academic advance elsewhere in the university.
Second was the firm conviction among the majority of teaching
officers that there should be a general equality of "prime
stipends" for all teaching staff of a given grade, irrespective of
qualifications, and that university medical teachers should
not be paid differential stipends in the form that such pay-
ments took at other British universities.
With the reservation that these two difficulties must some-

how be satisfactorily met the university gave its approval in
principle in 1969 to a course of clinical teaching leading to the
M.B., B.Chir. degrees. A period of intensive negotiation
began. The problem of providing proper pay for clinical
teachers while retaining equality of prime stipends was solved
by devising a scheme of supplementary payments for teaching
officers carrying clinical responsibility. This bridged the gap
between the basic university stipend and the salary clinicians
would have received if clinical scales had been in force. The
supplement is not to be paid automatically to medically
qualified members of clinical departments but only to those,
from whatever department, who hold honorary contracts and
carry clinical responsibility. This scheme satisfied the sense of
principle and justice among university officers as a whole and
was approved in November 1970. Effective financial isolation
of the clinical school development from general university
funds for the next eight years has also been achieved, and with
the solution of both conditional reservations the university has
now formally approved the establishment of a clinical school.
The first 50 clinical students are to be admitted in October

1976, and the number should rise in the early 1980s to an
annual intake of 150. There are expected to be up to 75 post-
graduate students also working in the school by that time. The
existing postgraduate departments are being recast into a new
constitution with a strong co-ordinating faculty office and
departments of medicine, surgery, haematological medicine,
radiotherapeutics, and clinical biochemistry, to which will be
added by 1976 departments of obstetrics and gynaecology,
psychiatry, and radiology. Addenbrooke's Hospital has under-
gone a massive expansion in staff and buildings.
The University Department ofPathology will have strength-

ened clinical links, and further departments are in prospect in
the next quinquennium from 1977 onwards as student numbers
rise. Students will complete the clinical curriculum in two years
but before admission will be required to hold an honours
degree and to have completed three years of medical study
including anatomy, physiology, pharmacology, biochemistry,
and pathology.

In recent years the B.M.A. has insisted on including the
University of Cambridge in its Important Notice in the
B.M.Jf., warning prospective applicants that the terms offered
did not conform with its policy on pay for university staff.
Happily these difficulties have now been overcome. The
Association and the profession will watch future academic
developments in the new clinical school with the warmest good
wishes, the liveliest expectations, and the confident hopes that
the linked names of Cambridge University and Addenbrooke's
Hospital willl achieve a proud place among the finest medical
schools in the country and indeed the world.

Royal Commission on Medical Education, 1965-68, Report, Cmnd. 3569,
London, H.M.S.O., 1968.
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