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Drugs for Rare Diseases

SIR,-It is almost exactly 20 years since I
first started to investigate the possibility of
using penicillamine in the management of
Wilson's disease.' I do not wish to launch
into a detailed account of the various and
not inconsiderable obstacles which had to be
overcome before this new drug was accepted
into the pharmacopoeia. Suffice it to say that
it underwent a minimum of toxicity testing.
The fact that penicillamine had been de-
tected in the urine of patients receiving
parenteral penicillin2 suggested that toxicity
would be no great problem, at least as far
as the D-isomer was concerned.3 I took a
single dose and, at my request, Merck,
Sharpe, and Dohme conducted some acute
toxicity tests on mice. Thereafter the com-
pound was brought into clinical use. That it
has proved a major breakthrough in the
management of Wilson's disease can hardly
be denied4 and it is of interest that this
drug has been found to be of value in other
heavy-metal intoxications and in a number
of other, unrelated diseases-namely,
cystinuria, rheumatoid arthritis, certain
diseases of collagen, and perhaps the macro-
globulinaemias. It would seem highly im-
probable that, under presentday conditions,
such a puny infant would have blossomed
into such a robust member of the therapeutic
community. The regulations for the testing
and introduction of new drugs would surely
have stiffled it at birth. Indeed I have
evidence tha-t such may be the case.

Penicillamine, like all other active drugs,
has certain undesirable side reactions. To
some extent it has proved to be a veritable
Pandora's box and in a recent leading article
(19 July, p. 120) you listed the widespread

and varied toxic reactions which must be set
against penicillamine. I will not detail them
again here except to note that three patients
with Wilson's disease taking this -drug have
died of Goodpasture's syndrome. Fortunately
most of these complications are uncommon
in patients with Wilson's disease and all will
remit if treatment is stopped in time. For
those patients whose disease can be managed
by alternative methods this is no great
disaster, but for patients with Wilson's
disease withdrawal of treatment is tanta-
mount to a death sentence.

In 1966 I was confronted with this very
problem when a youth of 15 years, who had
been taking penicillimine for Wilson's disease
for six years, developed the nephrotic syn-
drome. Two attempts at desensitization
proved unsuccessful, but eventually the situa-
tion was saved by the introduction of a new
orally active chelating agent, triethylene
tetramine dihydrochloride (trien 2HC1).5
Now, six years later, he is maintained in
good health on this drug. Subsequently it
has been necessary to transfer three more
patients to this form of treatment, one
because of severe thrombocytopenia and one
because of the development of a rheumatoid-
like arthropathy, while the third developed
severe buccal ulceration. Treatment of these
patients over the years has been continued
simply because the purified trien 2HC1 has
beer prepared in my laboratory6 and en-
capsulated in the Addenbrooke's Hospital
pharmacy. The compound has never been
subjected to formal toxicity testing nor has
any pharmaceutical company seen fit to
undertake its production. This is hardly
surprising in view of the thalidomide disaster

and its unfortunate repercussions and
because of the enormous expense of testing
and clearing a new drug through the
Medicines Commission. Such considerations
will probably apply to any new drug de-
signed for the management of a rare disease;
the exercise will simply not be commercially
viable and, whether we like to admit it or
not, drug firms, like the rest of us, must
make money to remain in business. For a
private individual to prepare and supply a
drug for clinical use must be legally
hazardous whatever the indications may be.
Fortunately the situation has not yet been
tested in the courts, but to quote a statement
I have made elsewhere, "The mind boggles
at the thought of what a leamed judge
might say should such an experiment prove
a failure."4

Recently the hospital pharmacy agreed to
take over the purification of trien 2HC1 as
well as the encapsulation, but the situation
remains unclear as they will not be able to
do so without the issue of a product licence.
In my view this do-it-yourself exercise has
continued quite long enough and should be
placed on a sound commercial basis. Trien
should be available on the market, to any one
who needs it. Its production should not
depend upon the drive of a single individual
and cease with his retirement or demise; the
drug was designed for and has been proved
by clinical use.7 It might be argued that it is
the duty of the Minister in charge of the
Health Service, as laid down by Parliament,
that such treatment, if it does not put an
unreasonable load on the country's resources,
be made available to those patients requiring
it.
Meantime the question arises as to what

will happen to these patients should I retire
from the scene or should a product licence
not be issued. Are they to be allowed to die
of a readily treatable disease because no one
is prepared to supply, or worse still is per-
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mitted to produce, the necessary medication?
Such a refusal would be little better than an
act of legislative homicide. I shall appreciate
enlightenment in this dilemna.-I am, etc.,

J. M. WALSHE
University Department of Medicine,
Addenbrooke's Hospital,
Cambridge
1 Walshe, J. M., Lancet, 1956, 1, 25.
2 Walshe, J. M., Quarterly Yournal of Medicine,

1953, 22, 483.
3 Waishe, J. M., American lournal of Medicine,

1956, 21, 487.
4 Walshe, J. M., in Treatment of Inherited Meta-

bolic Disease, ed. D. N. Raine. Lancaster,
M.T.P., 1975.

5 Walshe, J. M., Lancet, 1969, 2, 1401.
Dixon, H. B. F., Gibbs, K., and Walshe, J. M.,
Lancet, 1972, 1, 853.

7 Walshe, J. M., Quarterly 7ouinal of Medicine,
1973, 42, 441.

Identification of High-risk Labours

SIR,-In commenting on our paper on this
subject (7 June, p. 545) Mr. D. D. Matthews
(19 July, p. 157) correctly draws attention
to the special dangers of delayed multigravid
labour and Professor M. K. O'Driscoll (p.
157) points out that the multigravid labours
not stimulated according to the protocol ap-
pear to have had a slightly longer first stage
than a similarly selected group of dysfunc-
tional primigravid labours. Though such diff-
erence is not statistically significant, the point
is taken that these multigravid labours are
not shorter. It was stated that this group
were either unstimulated or received oxy-
tocics more than four hours past the nomo-
gram. The long multigravid labours were the
direct result of unwillingness to use oxytocin
in these cases.

Primigravid labour is, in general, longer
than multigravid labour, but after exclusion
of complicating or iatrogenic factors the
length of the first stage from a given admis-
sion cervical dilatation is identical for both
groups.' Abnormal multigravid labour occurs
less frequently, but as it is more treacherous
the need for careful selection of patients for
stimulation based upon projected normal
labour patterns was stressed, with only 13%
of multigravid labours requiring stimulation
compared with 36% of primigravidae.
The data presented showed a longer first

stage, higher instrumentation rate, and lower
Apgar scores for babies born to those pat-
ients in the unstimulated or belatedly stim-
ulated group, and I express surprise that
these differences "do not appear to be great
enough to substantiate the claim," particu-
larly as this group had a greater mean admis-
sion cervical dilatation and were mistakenly
adjudged to be progressing well enough not
to require stimulation.

Professor O'Driscoll does uncover an omis-
sion by his call for elaboration of the zero
perinatal loss of 741 spontaneous labours in
that this continuing study of the dynamics of
labour excluded fetal abnormalities incom-
patible with life, low-birth-weight babies
(<2-5 kg), substantial antepartum haemorr-
hages, cord accidents, breech deliveries, and
multiple births.' The overall caesarean section
rate of 1-4% compares with a 2-3 % caesarean
section rate in a similar group of spontaneous
labours of a large statisticographical labour
study yet to be published. The different cer-
vimetric progress of unstimulated spontan-
eous labours and those augmented clearly
shows that dysfunctional labour may be de-
tected by the assessment of cervical dilata-
tion on admission in labour and by another
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Progress of cervical dilatation in spontaneous labour
without epidural anaesthesia. (M=multigravidae;
P=primigravidae.)

vaginal examination after four hours of con-
tractions (see figure). I do not believe that
this can be regarded as a retrospective diag-
nosis of labour.
No doubt different criteria for the com-

mencement of labour will remain, but it is
my belief that the conclusion that (with the
exception of an intrapartum haemorrhage)
normal babies of mature birth weight should
not die during spontaneous labour if delay
is recognized and corrected, if labour is moni-
tored, and if difficult instrumental procedures
are prohibited is one which is not discrepant
with the view from the National Maternity
Hospital, Dublin.
The labour stencil identifies the high-risk

labours which may require intensive care in
hospital2 or referral to a specialized unit from
general practitioner supervision, ensuring that
acceleration of labour may be introduced at
the correct time in patients with delay in
progress.-I am, etc.,

JOHN STUDD
King's College Hospital,
London S.E.5

I Duignam, N. M., Studd, J. W. W., and Hughes,
A. Q., British Yournal of Obstetrics and Gynae-
cology, 82, 593.

2 Studd. J. W. W., British Medical Yournal, 1973,
4, 451.

G.M.C. and Overseas Doctors

SIR,-Dr. N. Ahmed (6 September, p. 595)
raises so many points that a very long letter
would be required to reply to them. I will
take up one only, his proposal that better
facilities should be provided in Britain for
training overseas doctors. I can assure Dr.
Ahmed that many of us who know India
and Pakistan well, have served long years in
these countries, and have affection for their
inhabitants, would be only too glad to extend
a welcome to their doctors and help train
thenr if we could be sure that when their
postgraduate training was over they would
return and use their acquired knowledge and
skill in their own lands instead of slipping
off into general practice in the U.;K. or
somt equally lucrative work elsewhere in
the west-for lucrative either of these would
be compared with what they would earn at
home. As a former officer in the Indian
Medical Service and a recent worker for the
World Health Organization I have been
dismayed by the example of doctor-s from
the Indian subcontinent or Ceylon taking up
permanent posts in Britain when their post-
graduate work is over, and indeed breaking
the bond given to return, instead of going

back and working in their own sadly under-
doctored lands.
Much outcry is being made by Indian

and Pakistani doctors who fail the General
Medical Council examination that they have
been failed on account of their poor know-
ledge of English. I have even heard it said
that London language colleges are pre-
paring crash courses to enable them to pass.
I do not think this is at all necessary. As a
rule Indian and Pakistani doctors speak
fairly good English and it does not take them
long to become familiar with the way the
average British patient speaks. Some, it is
true, are weak in English, but this is only
a minor factor; the true weakness of many
Indian and Pakistani doctors is that their
basic medical knowledge and technical
ability are poor. While an immigrant from
the subcontinent who passes the G.M.C.
examination could be entrusted straight
away with a house officer post, he who fails
would in my view require further training,
under supervision, for at least two years-
that is, in four house posts of six months
each, but supervised, assisted, and trained
all the time. The G.M.C. could surmount
the difficulty of the 60% or so who fail the
examination by employing them in a new
grade of trainee house officer at a salary
lower than the standard house officer rate
until the examiners were satisfied.

But I would like to see a rule introduced
by the British Government that on com-
pletion of postgraduate training every Indian
ancd Pakistani doctor must return to his own
country, because however much the British
National Health Service may be tottering,
however much it may require to be propped
up by imported labour, its need for medical
staff is minimal compared with that of India
and Pakistan.-I am, etc.,

R. J. HENDERSON
Public Health Laboratory,
Roya! Infirmary,
Worcester

Carrier Solutions for Low-level
Intravenous Insulin

SIR,-Dr. E. W. Kraegen and his colleagues
(23 August, p. 464), advocate the use of
polygeline solution to prevent adsorption of
insulin to plastic or glass. This is clearly an
important consideration when high dilutions
of insulin are used, as in their technique
when 20 units are diluted in 500 ml in the
infusion container. However, if insulin is
diluted in a syringe to 1-4 U/ml and given
at a rate of 4-10 U/h, as is the case in the
technique which we and our colleagues have
described (29 June 1974, p. 687) and found
very satisfactory in a series of over 60 cases,
there is no clinically significant loss of insulin
and complexity and expense are avoided.-
We are, etc.,

M.MC.B. PAGE
P. J. WATKINS

D. A. PYKE
King's College Hospital,
London S.E.5

Are Our Barbiturates Really Necessary?
SIR,-In the 1930s the Plaza-Torian leaders
of our profession were successful in stopping
a move to take heroin out of the pharma-
copoeia, so that it was only after three de-
cades culminating in the heroin "epidemic"
with its crime, misery, and deaths, that the
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