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Hypernephroma

Hypernephroma (malignant tumour of the renal parenchyma)
originates from the renal tubular cell.' The other form of
primary tumour, Wilms's tumour, is not associated with
urothelial elements in the kidney; though it is most unusual
in adults, the diagnosis is worth considering since cure by
combined-modality treatment2 is possible in all age groups.
Unfortunately, the management of hypernephroma has been
less successful.
Hypernephroma accounts for some 30% of all malignancies

and has an incidence of about four per 100 000, which may
be rising.3 Men are affected much more often than women.
There are few known predisposing factors. Tobacco4 has been
loosely incriminated. Various chemical carcinogens, viruses,
hormones, and irradiation all induce renal tumours in suscept-
ible strains of laboratory animals5 but their importance in
human renal cancer is doubtful. The relation between renal
adenoma and carcinoma is still controversial, since they may
be indistinguishable on histological examination, and the
appearances on electron microscopy suggest a common origin
from proximal convoluted tubule cells,6 a view confirmed by
the results of immunofluorescence studies of surface antigens.7
The similarities are such that the benign adenoma may not
exist as an entity separate from a low-grade carcinoma-and
yet renal adenomas are common incidental findings at nec-
ropsy8 and carcinoma is rare. The arbitrary separation which
is customarily made on a basis of size (3 cm diameter)9 is
unsatisfactory-small growths may certainly metastasise.
Furthermore, carcinomas probably do develop from adenomas
to the extent that chance discovery should at least lead to
careful follow-up. Finally, histological reviews of kidneys in
end-stage failure from a variety of diseases have shown that
cysts lined by tubular epithelium may develop with a very
definite malignant potential.10

Renal cancer is remarkable for the variety of peripheral
effects from even a small primary tumour.1' Some of these,
such as a high sedimentation rate, a hypercoagulable state,
and leukaemoid reactions, are found in many infective and
neoplastic disorders. Other more specific effects are clinically
important: their recognition does not necessarily indicate
metastases but they may be useful as markers of response to
treatment. Among these are a collection of curious neuro-
muscular abnormalities which resolve with removal of the
primary tumour; a large variety of endocrinopathiesl2; and
the disordered liver function values and enlargement of the
liver which suggest liver metastases.13 While carcinoma of the
kidney commonly metastasises to bone, a raised plasma
concentration of calcium and increased alkaline phosphatase
activity may be due to secretion of a parathyroid-like hormone
causing pseudohyperparathyroidism, to other bone-resorbing
substances such as prostaglandins, and perhaps even to
vitamin D metabolites.

Other secretions produced by normal renal tubular or
juxtaglomerular cells may cause endocrinopathies. Hyper-
tension associated with raised renin concentrations in the
peripheral blood may occur from disturbance of intrarenal
haemodynamics as well as from production of renin by the
tumour itself. Polycythaemia may result from secretion of
erythropoietin. The list of hormones produced by renal
tumours includes insulin, placental lactogen, prolactin,
gonadotrophins, natriuretic factor, and enteroglucagon-and
affected patients may show a galaxy of strange effects.
The diagnosis of renal cancer is much helped by use of an

investigative flow chart. Urologists generally agree with their
radiologist colleagues that suspicion of a renal lump on an
intravenous urogram should be investigated by ultrasound'4
and perhaps aspiration with a fine needle. Arteriography is
still acknowledged as providing essential technical infor-
mation on the blood supply of the tumour and its extent
beyond the kidney and into the renal vein and vena cava. It
will also show up the contralateral tumours reported in 5"$ of
patients. A venacavagram should also be obtained if the
venous-phase films of the selective arterial study are in-
adequate to show the venous drainage, since the surgical
procedure may need to be modified to remove tumour tissue
from the great veins. Computed tomography will probably
provide most of this information,'5 and technical refinement
should soon allow accurate preoperative staging of the lymph
nodes: local lymphatic invasion seems to be the key factor in
prognosis.'6
The treatment of renal carcinoma is surgical.'6-'8 Whether

nephrectomy should be radical or simple and the need for
lymph-node dissection are still contentious since (as in most
surgical problems) prospective controlled trials have never
been undertaken. Those recommending more radical tech-
niques have tended to justify their enthusiasm on a basis of
feasibility rather than logic, but they are probably swimming
against the tide. For patients with tumours of a single kidney
or with bilateral lesions surgeons have been forced to under-
take conservative operations such as partial nephrectomy19 or
even simple enucleation20-and long survival has seemed the
rule. Such results, together with the admittedly rare spon-
taneous regression of primary tumours and metastases,
illustrate the unpredictable behaviour of renal cancer.

Large series show that surgery gives a five-year survival
of around 6000 for tumours restricted to the confines of
Gerota's fascia. The prognosis is not much worsened by
further local invasion or even venous spread, but infiltration
of the lymph nodes makes the outlook poor. Grading has
little value unless spindle cells2' are present, which again
give a limited prognosis. Occasionally worthwhile survival is
possible after removal of a single metastasis, usually from the
lung or brain.16 For the rest, one-third of patients may have
useful remission from treatment with progestogens. Radio-
therapy and conventional chemotherapeutic agents and
immunotherapy are generally ineffective.
Tumour embolisation or balloon occlusion of its arterial

supply may simplify removal of a bulky vascular tumour and
may also allow palliative control of an inoperable tumour or
be an alternative to nephrectomy in metastatic disease.22
Finally, preoperative embolisation of renal tumours might
possibly improve the prognosis via an enhanced antibody
response from brief exposure of the infarcted tumour to the
circulation. A prospective trial is investigating this possibility.
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Health services research
The funding of medical research in Britain undergoes a
change on 1 April. Under a new agreement reached between
the Health Departments and the Medical Research Council
(MRC) part of the £12 million which the departments
currently use for commissioning biomedical research will be
transferred to the MRC through the science budget of the
Department of Education and Science.' In return the MRC
has agreed to take account of the Health Departments' needs
in its programme of biomedical research and to reallocate up
to £2m per year from biomedical research to health services
research, in partnership with the departments.

This change reverses the decision to switch resources fromthe
MRC to the Health Departments-a policy initiated in 1972-3
after the publication of the Rothschild Report2 on the organisa-
tion and management of government research and develop-
ment. Lord Rothschild had attempted to distinguish between
basic and applied research and to define the most appropriate
way of funding each type. Basic research, he contended, was
concerned principally with "an increase in knowledge by the
discovery of rational correlation and principles," and was best
funded through the universities and research councils.
Applied research, in contrast, had as its objective "a practical
application" and should therefore be funded through a
customer-contractor relationship in which "the customer says
what he wants, the contractor does it (if he can), and the
customer pays." Lord Rothschild recommended that all
government-funded applied research should in future be
controlled through the customer-contractor principle and that
consequently those parts of the research councils' budgets that
were allocated to applied research should be transferred to the
appropriate government departments.
The acceptance of this recommendation by the Government

in 1972 led in the case of medical research to the transfer to the
Health Departments of about one quarter of the MRC's

budget.3 One condition of the transfer was that the bulk of the
money should be used by the MRC as contractors to carry out
research commissioned by customers in the departments. A
panel on medical research was set up within the DHSS to
identify the department's needs and priorities in biomedical
research and to assess the relevance of the programmes
commissioned by the MRC in meeting these priorities. The
panel, however, was later disbanded when it encountered
difficulties in seeing through the customer-contractor relation-
ship,4 and in 1979 the Public Accounts Committee suggested5
that the commissioning arrangements themselves might be
abandoned "if they add nothing of substance to the guidance
and advice which the Health Departments could in any case
continue to provide through the improved arrangements for
consultation and liaison with the MRC."
The new agreement effectively carries out the committee's

suggestion, not only through the return of funds but also
through strengthening the representation of the Health
Departments on the Medical Research Council and its boards.
If the final result is indeed the elimination of an unproductive
piece of administrative machinery while maintaining the
Health Departments' influence over the research carried out
then the agreement will be welcome. Moreover, the expansion
of the MRC's funding of health services research will also be
welcome to those who believe that more work of high calibre is
required in this field.
Yet the agreement has possible implications that have

already aroused the concern of the research community about
the future of health services research.1 6 One possibility is
that the MRC will commission an increasing amount of health
services research, placing the contracts with its own units and
university departments. While there has been no suggestion of
the Health Departments withdrawing completely from a
commissioning role the agreement does state that "where it
possesses appropriate expertise, the Council will undertake
specific commissions in health services research which will be
funded from the DHSS's own budget" and that "the DHSS
looks for a greater deployment of MRC resources into this
field in order to help provide a high calibre national capability."
The dangers of shifting the initiative in the commissioning

of policy-related research substantially from the Health
Departments to the research councils have been analysed in a
recent sensitive study by Professor Kogan and his colleagues
of the experiences of research funding since Rothschild.4
Firstly, they argue that the inherent untidiness of applied
research may not readily be accommodated by boards and
committees that have traditionally thought in terms of
laboratories and control groups. Secondly, the multidisci-
plinary nature of such research cannot easily be handled by
organisations whose institutional structure reflects the
orthodox disciplinary divisions within which knowledge is
structured. As Professor Kogan puts it, "if health service
research increasingly grows in the MRC, will its academic
structure and intellectual ethos give room for research on, say,
prescribing patterns of GPs, or the training of nurses, or the
personal and social development of the mentally handi-
capped ?" Thirdly, if the Health Departments themselves
have encountered difficulty in implementing the customer-
contractor relationship, why should a research council do any
better? The representation of the departments on the MRC
and its boards is likely to be less satisfactory than the nurtur-
ing and strengthening of existing customer-contractor
mechanisms.

Clearly Lord Rothschild oversimplified the problems of
commissioning, doing, and using applied research in the
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