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influenzae resistant to trimethoprim is in-
creasing rapidly. The suggestion was based
on their finding that many strains showed
long trailing end-points in sensitivity tests by
both the disc and the serial dilution methods.
The effects were first observed in the disc
method and the authors then assumed that
they were due to the use of a medium which
contained substances that partially reversed
the action of trimethoprim and the sulphon-
amides. However, they rejected this explana-
tion when similarly long trailing end-points
were seen in the determinations of the
minimum inhibitory concentrations of tri-
methoprim in media which they considered
to be free from inhibitory substances. They
therefore read as their end-point the con-
centration of trimethoprim that gave 100%
inhibition instead of the more usual 90%
inihibition and concluded that of the 24
strains examined by the serial dilution
method, 18 were resistant to 10 lag or more
of trimethoprim per ml.
Thymidine is the major interfering sub-

stance for trimethoprim and the sulpho-
namides and it is probably present to a
variable extent in all non-synthetic media.
The addition of lysed horse red cells im-
proves media for sensitivity testing to these
drugs by converting thymidine to thymine,
which for most organisms is less effective for
reversing the inhibitory effects of these
antibacterial agents than is the nucleoside.
The media used by Professor May and Mrs.
Davies for their minimum inhibitory con-
centration determinations were not synthetic
and therefore their original explanations for
the trailine end-points is still feasible.
Through the courtesy of Professor May, 17

of these apparently resistant strains were
examined at the Wellcome Research Labora-
tories in North Carolina and the occurrence
of long trailing end-points was confirmed;
they occurred in a variety of media, includ-
ing Wellcotest agar, Oxoid diagnostic sensi-
tivity test agar, and Difco Mueller-Hinton
medium. However, more extensive investiga-
tions, which included diffusion transfer
techniques, impression slide methods,
bactericidal tests, and protective tests in
animals, gave the following results:
(l)-The organisms giving the long trailing
end-points were shown to be morphologically
abnormal and mostly dead. (2)-The few
viable abnormal forms were incapable of
further multiplication when transferred to
medium containing the same concentration
of trimethoprim as that in which they
initially multiplied, and assumed normal
morphology when transferred to trimetho-
prim-free medium. (3)-Though the 17
strains were not equally sensitive to the
bactericidal action of trimethoprimn, five of
them were in fact killed by as little as 1 yg
of trimethoprim per ml. (4)-In experiments
in mice these allegedly resistant strains were
no more resistant in vivo to trimethoprim
than were the more usual ones. (5)-Serial
passage in the presence of trimethoprim did
not alter the end-points of strains with either
long trailing or clear-cut end-points, indicat-
ing that long trailing end-points are not
indicative of a phase in the development of
resistance to trimethoprim. Details will be
published elsewhere.

In vitro testing of sensitivity to sulphon-
amides has always presented difficulties and,
though these are no less with trimethoprim,
we conclude from the results of our study
that these seemingly trimethoprim-resistant

strains of Professor May and Mrs. Davies
are sensitive to therapeutic concentrations of
trimethoprim.-I am, etc.,

S. R. M. BUSHBY
Wellcome Research Laboratories,
Research Triangle Park,
North Carolina

Oestrogen Treatment in Carcinoma of the
Prostate

SIR,-Dr. M. Shahmanesh and his colleagues
(2 June, p. 512) suggest that stilboestrol
should be regularly used in a dose of 1 mg
daily in the treatment of carcinoma of the
prostate. We have performed 6-hourly esti-
mations of plasma testosterone by radio-
immunoassay in 12 patients with prostatic
cancer, and the results show that androgen
suppression may be incomplete and variable
with stilboestrol 1 mg daily. In contrast,
stilboestrol 1 mg thrice daily provides con-
sistent suppression of plasma testosterone
which is maintained throughout the 24 hours
(see fig.).
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Mean plasma testosterone levels (± S.D.) at 6-hourly
intervals, comparing the effects of stilboestrol 1 mg
daily with 1 mg thrice daily.

We would therefore suggest that unless
facilities are available for monitoring the
effectiveness of hormone therapy-by plasma
testosterone assay-a dose of 1 mg thrice
daily may be more appropriate for routine
use in the treatment of this disease.-We are,
etc.,

R. J. SHEARER
W. F. HENDRY

J. D. FERGUSON
Institute of Urology,
London W.C.2.

Communication between Psychiatrists

SIR,-It seems to me that your leading
article on this subject (2 June, p. 500) and
similar pious exhortations are misguided.
We have next to nothing by way of symp-
tom analysis, signs, or tests that was not
available to olur by no means stupid col-
leagues of 50 years ago. It may even be mis-
chievous to suggest that more time and pub-
lication space be given to going over and
over the same material.
We need new weapons of attack if we are

to extend our nosology. The computer ap-
pears to have failed us. Recent changes in our

diagnostic haibits have come from responses
to treatment. Electric convulsion therapy and
chemical antidepressants have led us to see
as depression much we used to call chronic
neurosis, and steroids have changed many
diseases formerly classified as psychosomatic
into the organic category. It is very interest-
ing and even possibly useful to compare
national diagnostic habits, but apart from
that it is not, in my view, right of you to
encourage the further flogging of a dead
horse, at any rate before we have a new
whip.-I am, etc.,

E. A. BupKIrr
Darlington

Mini-clinics in General Practice

SIR,-Mini-clinics (Drs. P. A. Thorn and
R. G. Russell, 2 June, p. 534) are a means
of stimulating and maintaining interest in
the management of groups of patients. Could
the principle be extended to other groups?

Antenatal clinics have been successfully
run for many years on a mini-clinic basis.
They have enabled a pattern of practice to
be imposed, albeit gently, on the general
practitioner. In return for this both the G.P.
and the patient benefit from the less formal
and more complete care that can be given
in general practice. Other clinics run by
hospitals which might be adapted to general
practice are obesity clinics, asthma clinics,
and encopretic and enuresis clinics, to name
but a few. These are all dealing with prob-
lems that require a broader understanding
of the family environment than a hospital
doctor can hope to have.
Would mini-clinics be a valuable means of

overcoming the problem of exchange of ideas
between family and hospital medicine? Drs.
Thorn and Russell mention an annual visit
by the consultant to the mini-clinc as being
welcomed by the family doctor. It must
enable the relationship between consultant
and G.P. to be put in its correct perspective,
with the patient and his disease as the focus
of the contact. The potential value of this
alone might justify the extension of the mini-
clinic idea.-I am, etc.,

P. H. BRUNYATE
Royal Devon and Exeter Hospital,
Exeter

Coefiac Disease and Schizophrenia
SIR,-Dr. Dermot Walsh, in commenting on
the report by Dr. M. Mylotte and others (24
March, p. 703) of an exceptionally high in-
cidence of coeliac disease in three western
counties of Ireland, suggested (28 April, p.
242) "that a good case can be made for look-
ing at the relatives of coeliac children in the
west of Ireland . . . to see whether there is a
raised incidence of schizophrenia among
them." The suggestion is, I believe, an ex-
cellent one and well supporte- -by: (1)-his
demonstration' 9f a Very high first admission
rate for schizophrenia in Ireland (particu-
larly in the western counties) compared with
England and Wales and other countries;
(2)-epidemiological and experimental evid-
ence2 that cereal grains may be harmful in
schizophrenia as well as in coeliac disease;
(3)-clinical and pathological observations23
suggesting that both diseases have many
manifestations in common and may be
genetically related; and (4)-the consider-
a:bly greater per capita consumption of cereal
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