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cinated if necessary; in any case, they
should be instructed on return to tell their
doctors where they have been and when.-I
am, etc.,

BRIAN MAEGRAITH.

Liverpool School of Tropical Medicine,
University of Liverpool.
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Embryonal Tumours in Childhood

SIR,-I should like to draw the attention
of your readers to two therapeutic trials, in
Wilms's turnour (nephroblastoma) and
neuroblastoma, currently being undertaken
by the Medical Research Council's working
party on embryonal tumours in childhood.
The trial of treatment of neuroblastoma is

designed to investigate whether the regres-
sion that sometimes occurs in this disease is
a consequence of an immune reaction devel-
oped against the tumour, and if so whether
this immunity can be increased by
immunotherapy. There is experimental evi-
dence that neuroblastomas contain tumour-
specific antigens against which an immune
reaction may be stimulated,' and also that
the immune system is more likely to
succeed in eradicating a tumour when the
number of residual malignant cells in the
body is low.2 It is therefore important that
immunotherapy should follow a period of
chemotherapy, and in this trial it is
proposed to treat patients with vincristine
and cyclophosphamide for this purpose,
after initial surgery and radiotherapy if
indicated. The working party considered
that the most suitable groups of patients for
such a trial are as follows: (1) all patients
over the age of one year with neuroblas-
toma, except those with a primary lesion
confined to the cervical region; (2) all
patients under the age of one year with
metastatic disease.
The trial of treatment in nephroblastoma

is designed to assess the relative efficacy of
vincristine and actinomycin D as agents in
the treatment of nephroblastoma after sur-
gery and radiotherapy. There is now in-
creasing evidence' that the prognosis of
nephroblastoma is improved by the use of
actinomycin D for periods of two years fol-
lowing surgery and radiotherapy. There is
also evidence' that vincristine, a drug which
is relatively less toxic than actinomycin D,
is efficacious in treating metastatic disease.
It is therefore planned to conduct a con-
trolled clinical trial in children over the age
of one year with stage I, Ha, and IIb
(American classification) disease in an
attempt to compare the effectiveness of the
two drugs in the long-term treatment.

Further information may be obtained
from the secretaries of the working party,
Dr. P. Morris Jones (at the Royal Man-
chester Children's Hospital, Pendlebury,
Manchester, M27 1HA) and Dr. Dorothy
Pearson (Christie Hospital and Holt Radium
Institute, Withington, Manchester, 20).

I would, of course, be very happy to dis-
cuss these trials with any clinician who is
asked to treat patients with either of these
conditions, and who feels they might be
suitable for these trials.-I am, etc.,

R. S. ILLINGWORTH.
Children's Hospital,

Sheffield, Yorks.
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Emphysema in Coalworkers

SIR,-The correlation survey between the
pathological, physiological, and radiological
findings pertaining to emphysema in 247
coalminers and ex-miners reported by Dr.
R. Ryder and others (29 August, p. 481) is
of particular importance to the understand-
ing of respiratory disability in coalminers.
Their finding suggest that disability is
related more to the emphysematous
changes than to dust reticulation or simple
pneumoconiotic changes. I would like to draw
attention to the mounting evidence that fumes
from shotfiring underground (nitrous fumes)
can cause emphysema.

In 1960 a number of North Staffordshire
coalminers were found to be suffering from
acute or subacute pulmonary cedema after
exposure to the fumes from a new type of
explosive (Hydrox shells).' Follow-up studies
over the past ten years.,-of not only these
men but also coalminers with a history of
excessive exposure to the fumes from con-
ventional powder shots, have shown a high
proportion of miners exposed to fumes from
shotfiring developed severe disabling
emphysema.
Of the first 100 coalminers-mainly from

North Staffordshire-all with a history of
excessive exposure to either Hydrox or con-
ventional powder shots, more than 70 men
show clear physiological evidence suggestive
of emphysema. Many of them are respira-
tory cripples and among those who have
died there has been necropsy evidence
of advanced emphysema as well. None
of these 100 coalminers had progressive
massive fibrosis. Twenty-two miners
had radiological evidence of simple
pneumoconiosis. However, many of there
miners with simple pneumoconiosis together
with evidence of both excessive fume
evposure and emphysema were very
seriously disabled, whereas the disability
resulting from simple pneumoconiosis alone
is seldom serious.2 My impression is that
emphysema in coalminers is associated with
far more disability than simple
pneumoconiosis, and the degree of
emphysema relates more often to a history
of excessive fume exposure than to the
presence of punctate or micronodular opaci-
ties.
The above observations should be consid-

ered together with recent animal toxicologi-
cal studies from America.3 These and other
investigations have shown that various
animal species develop severe irreversible
emphysematous changes, without acute toxic
or acute pulmonary manifestations, some
ten to twenty weeks after continuous inhala-
tion of 15-25 p.p.m. NO2 fumes. Though
the nitrous fume hazard in British coal-
mines was investigated in detail between
1935 and 1942,5 6 current data about this haz-
ard to which coalminers may be exposed are
sadly lacking. However, the miners referred
to have, in all probability, been exposed to
similar or higher concentrations of nitrous

fumes; not continuously, as in the animal
investigations, but intermittently over
months or years.

I am not suggesting that all coalminers
are more prone to develop emphysema. The
100 coalminers7 mentioned in this letter
were at special risk as regards exposure to
fumes from shotfiring underground. The
majority of these men were involved in dev-
elopment work in poorly ventilated areas;
that is, contract workers engaged in hard
heading, ripping, or crutting; overmen, shot-
firers, or their assistants; or certain
categories of face workers working in the
return air roads. So far 20 of the 100 coal-
miners I have seen have been accepted as
suffering from. nitrous fume poisoning
(Prescribed Disease No. 17).

It would be interesting to know how
many of the 247 coalminers reported by Dr.
Ryder and colleagues had evidence of both
emphysema and an excessive exposure to
the fumes from shotfiring. In particular, it
would be of interest to know the
emphysema state and the probable past
fume exposure of the small group of 20
men they mention who had been refused
compensation by the Pneumoconiosis Panels
and who died within four years. Recently, I
was asked to examine ten severely disabled
coalminers who had been repeatedly refused
compensation for pneumoconiosis. My own
observations revealed no appreciable evi-
dence of pneumoconiosis, but five of these
ten men had advanced emphysema and a
clear past history of excessive exposure to
fumes from shotfiring.-I am, etc.,

M. C. S. KENNEDY.
Dcpartmnent of Respiratory Physiology,

City General Hospital,
Stoke-on-Trent.
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Double-blind or Not?

SIR,-In your leading article (12 Sep-
tember, p. 597) you extol the merits of the
double-blind trial. Yet at the same time you
admit that a doctor's enthusiasm for a
remedy may enhance its value to the
patient "such factors may well affect the
Datient's clinical course." Thus in advocat-
ing the double-blind technique you are
willing to negate the duty of a doctor to do
his utmost for his patient.

It is true that you insist that a double-
blind trial should be both necessary and
ethical, and you will doubtless use this
pnrase glibly to evade criticism. But in factthese criteria can seldom be fulfilled, and
advocates of "scientific medicine" who sub-
ject their patients to such experiments must
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