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of the service are not going to be swept away by rearranging
the organisational building bricks in a new pattern. There may
well, therefore, be a case for letting the patient cure himself
rather than undertaking heroic surgery or treatment. But
given the evidence of frustration and demoralisation, con-
firmed by this report, the Royal Commissioners are still left
with the challenge of proposing changes which will provide
the incentives needed to free the energies and harness the
enthusiasm of those working in the NHS.
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Progress in myeloma at last

For too many years there has been an unhealthy air of resigna-
tion surrounding the treatment of myeloma. In Britain most
patients are treated with melphalan and prednisolone; this
produces a response in less than half of patients and their
average survival is less than two years. Maintenance treatment
seems irrelevant: patients die despite it. Little progress seems
to have been made in the 20 years since melphalan or sarcolysin
was first shown to have an effect.'

Intermittent high-dose courses are probably superior to
daily low dosage, particularly in the rapidity of relief of pain
and the diminution of toxicity; but there has been no other
substantial gain from alterations in dosage and treatment
schedules. Adding prednisolone doubled response rates but
did not alter median survival significantly.2 The Medical
Research Council showed that cyclophosphamide seemed to
be as good as melphalan but no better,3 which was relevant to
the finding that cross-resistance between alkylating agents was
not automatic.4 From this stemmed the theory that if different
alkylating agents worked in different ways then it might be
reasonable to give them in combination. The triple alkylating
regimen that emerged was accompanied by questionable
improvement in response rates and unquestionable increase in
toxicity. The alkylating agents used were BCNU (1,3-di
(2-chloroethyl)-1-nitrosourea), cyclophosphamide, and mel-
phalan. When this combination was used as a maintenance
regimen and compared5 with a simple regimen of azathioprine
(both groups receiving prednisolone in addition) there seemed
no advantage for the combination of alkylating agents over the
anti-metabolite.

While no therapeutic advances were forthcoming in the early
1970s our understanding of myeloma was clarified, helping the
evaluation of more recent trials. A staging system for myeloma
was introduced by Durie and Salmon.6 This has proved useful
for separating patients into prognostic groups according to the
total mass of tumour cells and the severity of the clinical
features-the degree of anaemia, the extent of hypercalcaemia,
the degree of bony destruction, and the rate of paraprotein
production.
A National Cancer Institute Myeloma Task Force7 has laid

down guidelines on the criteria by which response is evaluated.
These include decrease of serum or urinary proteins by more
than half, recalcification of osteolytic skeletal lesions, and
shrinkage of solid plasmacytoma lesions by more than half.
Symptomatic improvement may be expected to accompany all
these changes and anaemia and metabolic abnormalities will
correct themselves. One American group has stipulated that the

rate of production of paraprotein must fall to less than a
quarter of the pretreatment level, along with the disappearance
of Bence Jones protein where relevant. It is universally agreed
that any or all of these alterations should remain for a minimum
of two months. Lastly, the measurement of residual para-
protein has been made more sensitive by the development of a
radioimmunoassay for myeloma idiotypes.8 Concentrations of
20 Fg/ml of immunoglobulin can be detected, in contrast to
the lower limit of conventional assays, which is around 0(2
mg/ml.
Among the therapeutic proposals discussed over the last six

years has been a suggestion from a small study by Lee et a19
that results from a regimen of triple alkylating agents with
prednisolone could be improved by adding vincristine.
Vincristine has already been shown to be effective occasionally
as a single agent after the failure of conventional melphalan
and prednisolone.10 Theoretical reasons for using the drug
include its property of synchronisation of cells in the cell
division cycle"; moreover, it interacts synergistically with
drugs such as methotrexate without adding to the toxicity.
Vincristine appears to act both at the level of dihydrofolate
reductase (which is the target for methotrexate) and also
pharmacologically at the cell membrane by retarding the
eviction of methotrexate from the cell.'2

Further improvements in treating myeloma have been made
more recently. The first is an update and an extension of Lee's
preliminary communication.13 The five-drug regimen including
vincristine has produced objective remission in 40 out of 46
untreated patients, mostly with stage III (severe) myeloma.
The median duration of response has not been reached yet,
but as 22 months have already elapsed it seems likely that
survival has been prolonged significantly. Furthermore, in 26
patients who had not responded to melphalan and prednisolone
13 achieved a remission with the treatment used in this trial,
and the median duration of response for this group is also
greater than 22 months. This, too, is a welcome improvement
on previous figures for any other second-line treatment. The
second report comes from a large group, the South-western
Oncology Group5 in the United States, which reports on 462
untreated patients. Six different regimens were evaluated either
as first or as reserve treatments, providing further support for
the value of vincristine. Only two of the six drug cocktails
improved on the performance of melphalan and prednisolone,
and vincristine was common to both of them. Response rates
were 55-620/ and median survival figures had not been
reached by 30 months, when the report was published. One of
the groups including vincristine also contained melphalan,
cyclophosphamide, and prednisolone; in other words, with the
addition of BCNU it would be similar to Lee's five-drug
protocol.9
One common finding in both of these new studies was that,

whereas maintenance chemotherapy seemed to be important,
the actual nature of the maintenance treatment was not. Each
group pointed out that a good remission was not always
achieved speedily, occasionally taking up to six months. On
the other hand, it seemed unlikely (given the slope of the fall of
tumour mass) that any of these patients will have been cured
by the existing regimens. The belief that when the tumour
mass was reduced to a small size the constituent cells became
more sensitive to chemotherapy has now been rejected on the
basis of clinical experience. Norton and Simon have suggested'4
that if instead small volumes oftumour cells have a slow growth
rate much more aggressive chemotherapy will be required
when clinical remission has been achieved and the patient is
fit. One possibility is to add radiotherapy or immunotherapy,
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and the continuing maintenance study organised by the South-
western Oncology Group5 has an immunotherapy feature to it.
One final point of interest in these two reports is that only

one case of acute myeloid leukaemia was noted in over 500
patients, occurring after a clinical remission of 40 months.
More aggressive chemotherapy might have been expected to
incur a wake of second malignancies. Perhaps these will yet
emerge-when more clinicians shake off their pessimism and
address themselves to the renewed therapeutic challenge of
myeloma.
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A college develops
Twenty-five years after its foundation, the Royal College of
General Practitioners is taking stock. Commendably unwilling
to rest on its important achievements in undergraduate and
postgraduate education, the college council has been looking
forward now that the initial aims of the founder members
appear to have been met. This action reflects sensitivity to a
widely felt disquiet among its members about both the direction
and the style of its leadership.
As a contribution to this debate, the March edition of the

Journal of the Royal College of General Physicians carried four
discussion papers written by established members of the
college hierarchy.'-4 These constructive essays clarified the
main problems facing the college: the future of the MRCGP
examination, the part to be played by the local faculties
(roughly equivalent to BMA divisions), the need to develop an
effective evaluation and auditing system to set standards and
maintain them, and the encouragement of effective, rigorous
research projects. The paper by Metcalfe and McCormick4
perhaps contributed most by asking about the role of royal
colleges generally, pointing out that the Royal College of
General Practitioners claims to be an academic body and that
it is the responsibility of such a body to withdraw slightly from
the fray to gain wider perspectives, to search for truth, and to
encourage excellence.

Probably the MRCGP examination should be developed
from its present status as a fair test of basic knowledge to one
indicating that those who have passed have shown ability to
consult sensitively, efficiently, and effectively. Only when the
college has attracted a majority of British general practitioners
to membership through a generally respected examination will
its diploma assume real importance and its voice true authority.
Even then there are many who would happily see the college
adopt the traditional, though perhaps over-conservative, roles
assumed by the other royal colleges of reflecting professional

opinion rather than sponsoring debate, discussing important
professional issues, and supporting rather than initiating
research.
The second question that has to be answered is the fature

development of the faculties. Donald Irvine's assessment2 is
that there should be a shift of functions and money from the
RCGP council to the faculties, giving them new responsibilities
and new scope. He sees the faculties providing an educational
and social focus within easy reach of members, encouraging
the development of self-audit groups, and providing a base
for research projects. If indeed the peripheral branches of the
RCGP grew in this way it would be unique among postgraduate
institutions in Britain.

Nevertheless, perhaps the most urgent challenge facing this
young college is the separation of policies from personalities.
General practice is still attempting to develop competence in
the difficult area of defining good quality care within its own
specialty. With many young graduates opting for general
practice and undergoing vocational training there should soon
be the necessary combination of academic skill and professional
insight to help achieve this task. Yet in several recent pro-
nouncements prominent college members have given the
impression of wishing to disclaim the activities of those whose
contributions to advancing general practice and the college
do not emanate from approved mixes of clinical and "academic"
work. The established royal colleges rely heavily on the
contributions of their "academic" members and judge and
use such contributions on the grounds of quality rather than
source. This appears to have served them well; the RCGP
should not turn away from such help inadvisedly.
The boundary between policies and personalities is not the

only uncertain territory. As Irvine implies in his article, the
boundaries between the college's professional interests and the
medicopolitical interests of GPs "will not be too easily or
comfortably defined."2 Relations between the RCGP and the
BMA's General Medical Services Committee-responsible for
representing GPs over pay and terms and conditions of service
-have not always been smooth. Even so, on major issues such
as the GP charter in 1966 and, more recently, vocational
training the two bodies have co-operated commendably well.
They should do, for their roles are complementary rather than
competitive. As Irvine boldly declares: "It makes good sense
to have professional standards in the hands of a corporate
professional body which cannot negotiate terms and conditions
of service with the NHS. Equally it would be unwise for the
medicopolitical organisation representing general practice to
try to do both tasks." So this dichotomy should not be seen as
a weakness in general practice, for by working together the
college and the GMS Committee can blend their differing
skills to strengthen general practice and to improve its
standards.
There is good reason to expect that in the next 25 years the

Royal College of General Practitioners will contribute as much
to British medicine as it has during the past 25. But new
ground will be every bit as hard to win as in the past and
support will be needed from all who believe in the importance
of good general practice-which includes doctors in other
disciplines too.
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