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assay techniques or disparate diagnostic criteria remains to
be determined.
The serotonin findings may well be important, but their

meaning remains obscure. So far attempts to relate serotonin
concentrations to clinical differences within autistic or retarded
groups have proved rather disappointing.13 Moreover, the
mental retardation syndromes particularly associated with
autism include some with high 5HT concentrations (such as
infantile spasms) and some with low (phenylketonuria).2 On
the other hand, in Down's syndrome, which is the variety of
mental retardation least likely to coexist with autism, the
serotonin concentrations are consistently low. Behavioural-
biochemical links warrant further exploration even if, on
present evidence, autism seems unlikely to be due to a defined
inborn error in a general metabolic pathway,3 like that in
phenylketonuria.
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Royal Commission on
the NHS
Faced with the Everest of evidence that they have collected
the members of the Royal Commission on the National Health
Service must feel rather like a general practitioner confronted
with a patient complaining of backache and general debility.
The symptoms are painful but ill-defined, the cause is difficult
to diagnose with precision, and specialists disagree among
themselves as to what ought to be done. Certainly if the Royal
Commission members expected their task to be eased by the
research they have sponsored, then-to judge by the first
report to be published'-they are likely to be disappointed.
This study provides eloquent confirmation of most of the
criticisms that have been made of the reorganised NHS but
provides few new insights and little help in seeking solutions.
The study was designed to test the thesis put forward in

evidence to the Royal Commission that the present organisa-
tion of the NHS leads to "delays in getting decisions made and
consequently to frustration and inefficiency." A team led by
Professor Maurice Kogan of Brunel University (an institution
which, ironically, was also concerned in setting up the new
organisation in 1974) interviewed over 500 people working in
the NHS and carried out a number of case-studies of decision-
making. The survey represents the most comprehensive effort
so far made to collect the views of NHS staff; but unfor-

tunately it was not rigorous enough in its methods. The inquiry
was not based on a representative sample of either people or
authorities, and as a result the researchers are mostly unable
to quantify their findings, and the report is therefore
impressionistic and qualitative rather than conclusive. Given
the time constraints under which the team was working-they
had only just over a year in which to carry out their study-no
more could perhaps be expected: even so, it is disappointing
that so much research effort should do little more than confirm
what is already known and what could, in any case, have been
obtained from a review of earlier publications.

Almost all those interviewed, it is no surprise to learn, were
in favour of streamlining the present structure-though this
consensus disappeared when it came to discussing which tier
should be abolished. Most were disenchanted with the prin-
ciple of coterminosity, and many believed that relations with
local authorities had not improved as a result of reorganisation.
Many criticisms were directed, too, against functional manage-
ment, which was seen as diffusing authority for decision-
making and removing responsibility from the level of indi-
vidual hospitals to the upper tiers of the administrative
hierarchy. One unit administrator is quoted as saying that
"buck-passing has become the national sport of the NHS."
Moreover, consultation adds to delay and uncertainty. The
report cites one case where some 40 bodies were concerned in
three years of debate about the occupation of a new hospital
wing and another instance where, again, it took three years for
a catering manager to get a new rota accepted.
The NHS's elaborately proliferating system of advisory

committees attracted hostile comments, too. Doctors in par-
ticular complained about the overlapping functions of com-
mittees at different administrative levels and of the consequent
demands on their time. Nor is this surprising. The survey
carried out on behalf of the Review Body, and presented in its
latest report,2 shows that whereas consultants spent an
average of only 4-6 hours a week on administrative and com-
mittee work in 1974 the equivalent figure in 1977 was 8-3
hours.

Professor Kogan and his colleagues also draw attention to
another problem raised by the advisory committee system. To
what extent are the medical members of such committees
representatives of the profession-and so performing the
essentially political role of acting as spokesmen-as distinct
from experts providing technical advice to the health authori-
ties ? The same question arises in the case of consensus teams,
where, as the research report points out, the medical members
may be torn between their representative and expert roles.

Indeed the report is at its best in showing how many of the
problems of the NHS arise from the attempt to square a
variety of circles: to create an administrative framework which
seeks to reconcile the irreconcilable. Again, this is not an
original point. But it is worth stressing that if objectives con-
flict-if, for example, the aim of policy is both to get speedy
decisions and to make sure that such decisions are acceptable
because everyone has been consulted-then no administrative
structure devisable can avoid strain or tension. Not surprisingly,
therefore, many of the report's concluding recommendations
are despairingly hortatory: it calls for a "radical change of
concepts and values," "further learning of how to relate roles
together," and "behavioural" changes. Uplift apart, its main
proposal is that each region and each area should review its
structure with a view to simplification.

It may indeed be that one of the morals of the 1974 re-
organisation is that we should not expect too much from
changes in the structure of the NHS: that the difficulties
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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,

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.1.6128.1652 on 24 June 1978. D
ow

nloaded from
 

http://www.bmj.com/

