
BRITISH MEDICAL JOURNAL 26 AUGUST 1972 S25

CORRSPINDENCE
Correspondents are asked to be brief

Chloramphenicol Resistance in the
Typhoid Bacillus
A. M. Geddes, F.R.C.P.ED., and
J. A. D. Goodall, M.R.C.P ................. 525

Rubella Vaccination
J. E. Banatval, M.D., and Jennifer M.
Best, PH.D.......................................... 525

Treatment of Early Breast Cancer
R. S. Murley, F.R.C.S.; W. C. Constable,
M.B., D.M.R.T. .................................. 526

Herpes Encephalitis
L. A. Liversedge, F.R.C.P., and others...... 527

Activated Charcoal in Tricyclic Drug
Overdoses
J. L. Crammer, D.P.M., and
B. M. Davies, M.D., D.P.M ................. 527

Anti-inflammatory Agents and
Prostaglandin Biosynthesis
M. W. Greaves, M.D., and Wendy J.
McDonald Gibson .............................. 527

Severity of Rhesus Haemolytic Disease
Anne E. McCandless, F.R.C.P., and
R. M. Sykes, M.B...............................528

College of Anaesthetists
T. C. Gray, M.D., F.F.A.R.C.S.; J. A.
Lee, F.F.A.R.C.S. .................................528

Gin: Was it a Drug?
J. E. Gray, M.B.................................. 528

Immunological Responses in Pregnancy
D. M. Jenkins, M.R.C.O.G., and J. S. Scott,
F.R.C.O.G.; R. Finn, F.R.C.P., and C. A.
St. Hill, F.R.C.PATH............................ 528

Oral Contraceptives and Serum Amylase
H. Adlercreutz, M.D., and others............529

Lumbar Disc Problems
A. H. G. Murley, F.R.C.S ................. 529

Propylhexedrine Chewing and Psychosis
J. Johnson, F.R.C.P.ED., and others.........529

Twins and Cancer
Margaret V. Hoare, M.SC......................530

Gastritis and Gastric Cancer
M. Siurala, M.D., and others ...... ........ 530

C. albicans Resistance to S-Flnorocytosine
R. L. Logan, M.B., and M. J. Goldberg,
M.R.C.P. .............................. 531

Erythema Multiforme, Addison's Disease,
and Stevens-Johnson Syndrome
W. Wermut, M.D., and A. Kubasik, M.D. 531

Profession's Relation to Cultural Environ-
ment
M. D. Coulter, M.B ..................... 531

Expedition to Asia
B. G. Maegraith, F.R.C.P ................. 531

Conquest of General Paralysis
G. G. Wallis, M.D., D.P.M .................531

New Consultant Contract
H. B. May, F.R.C.P.; P. N. Coleman,
F.R.C.PATH.; S. B. Datta, M.R.C.P; J. Perrin,
M.R.C.P.; C. D. Needham, F.R.C.P . ........532

Telephones for Elderly Invalids
H. C. Faulkner, M.R.C.S ...................532

Chloramphenicol Resistance in the Typhoid Bacillus
SIR,-In their paper (5 August p. 329) Dr.
E. S. Anderson and Mr. H. R. Smith do not
mention co-trimoxazole when discussing
alternative chemotherapeutic agents for the
treatment of enteric fever caused by chloram-
phenicol-resistant Salmonella typhi.
We have treated 24 patients suffering from

typhoid fever and four with paratyphoid
fever with co-trimoxazole. Twenty-six of
these 28 patients responded satisfactorily, one
falied to respond, and one died. Two patients
who initially responded -to co-trimoxazole
relapsed within 14 days of the end of the
two-week course of treatment. None of the
patients became carriers. When our results
are considered together with reports from
other countries of the treatment of enteric

Reports of Treatment of Enteric Fever with Co-
trimoxazole

No. of
Country Patients Successfully Died

Treated Treated

Nigeria1 .. 6 6
Uganda 5 4
Chile" .. 62 58
India' .. 100 100
Switzerland 6 6
Egypt' ...... .. 13 13
Rhodesia? .. 50 48 1
India .. . 40 40
South Africa' .. 103 91 1
England'° 28 24 1

413 390 3

fever with co-trimoxazole (Table) it will be
seen that 95% of the 413 patients were suc-
cessfully treated and the death rate was only
075%.
We have also treated four typhoid carriers

with co-trimoxazole. One failed treatment but
three remain clear after follow-up for periods
of four months (15 negative stools), six

months (14 negative stools), and 26 months
(16 negative stools) respectively.-We are,
etc..,

A. M. GEDDES
J. A. D. GOODALL

East Birmingham Hospital,
Birmingham 9
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10 Present series.

Rubella Vaccination
SIR,-Your leading article (5 August, p.
305) summarzed some of the problems
associated with currently licensed rubella
vaccines and pointed out that the present
practice in the U.S.A. of vaccinating ppnmary
schoolchildren might necessitate a further
dose of vaccine being given on leaving
school. In the United Kingdom vaccination
is recommended for 11 to 14-year-old girls.
But are 11 to 14-year-old vaccinees still going
to retain immunity during pregnancies up
to three decades later? It is hoped that the
answer will be "yes," but as yet there is, of
course, no way of being certain.

Reinfection following naturally acquired
infection has occasionally been reported, but
there is no evidence to suggest that if this
occurs during pregnancy it is associated
with fetal damage. Indeed, all attempts to
detect viraemia in those whose immunity
is naturally acquired have been consistently
unsuccessful. Reinfection followitig vaccine-
induced immunity has been reported more
frequently, but some comfort may be gained
from reports that viraemia has also not been
documented in such cases.1-4 However,
viraemia, particularly when only low levels
of virus are present, is often difficult to
detect. Indeed, it is rarely detected following
vaccination though it must, of course, occur.
Following both naturally acquired and
vaccine-induced infection antibody levels
may decline slowly over an extended period,
but since vaccine-induced antibody titres
are often four to eight-fold lower than those
which are natumlly induced reinfection with
viraemia and consequent fetal infection may
be a potential hazard in years to come. How-
ever, in addition to any quantitative dif-
ferences between the immunity induced by
natural infection and vaccination there may
also be important qualitative differences.
Thus it is now increasingly evident that

local (nasopharyngeal) antibody. particularly
IgA, is of importance in preventing in-
fection against viruses which gain entry
through the respiratory tract. Whereas
naturally acquired rubella induces local anti-
body, recent studies indicate that vaccines
do not, with the possible exception of the
RA 27/3 vaccine,5 particularly when given
intranasally, though this route of adminis-
tration may not always be successful with
children. In addition this vaccine also in-
duces complement-fixing and precipitin res-
ponses6 which resemble those following
naturally acquired infection. Though im-
munity induced by this vaccine may compare
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favourably in some respects with that in-
duced by natural infection further attempts
should be aimed at developing vaccines
which when administered parenterally result
in immunity, including perhaps cell-mediated
immune responses, which closely resembles
that acquired from natural infection.
Though considerable effort must continue

in long-term surveillance on those given
existing vaccines we feel that insufficient
attention is being directed towards the de-
velopment and characterization of virus
strains which may have biological properties
which may render the-m more suitable for
vaccines than those currently licensed. If
it were possible to develop better immuno-
genic vaccines, and should these also be
non-teratogenic, then one would be aproach-
ing the ideal vaccine. Unfortunately the lack
of a suitable animal model has hindered
progress in assessing the teratogenic capacity
of rubella virus strains.
However, a Japanese report claimed that

whereas the proportion of susceptible adults
to rubella in Japan differed little from that
in western countries congenitally acquired
rubella infection was rare. Furthermore,
studies employing rabbits suggested that low-
passage, U.S.-derived strains were terato-
genic whereas Japanese ones were not,7 but
unfortunately other workers have had diffi-
culty i.n confirming these findings. However,
it has recently been shown that when com-
pared with low-passage U.S. and U.K.
isolates and vaccine strains Japanese strains
induce high interferon levels in human
placental cell cultures.8 Though this might
suggest that such strains might provide
satisfactory vaccine strains further attempts
to confirm the Japanese findings, together
with more precise epidemiological data on
the incidence of congenitally acquired in-
fection in Japan, are urgently required.

Nevertheless, considerable progress has
already been achieved, for within a decade
of the first isolation of rubella virus satis-
factory attenuated vaccines are now available.
However, in many ways the journey to
eradicate congenitaly acquired rubella is
only beginning and further research into the
selection of suitable candidate vaccine strains
and the immune responses they induce is
required.-We are, etc.,

J. E. BANATVALA
JENNIFER M. BEST

Department of Virology,
St. Thomss's Hospital,
London S.E.1
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Treatment of Early Breast Cancer

SIR,-When simpler methods of treating
breast cancer are being considered by Sir

Hedley Atkins and his colleagues (20 May,
p. 423) it is surely extraordinary they do
not mention the pioneer work of Sir Geoffrey
Keynes.14-'6 Even more surprising is their
failure to say that Keynes clearly stated in
the 1920s the indications for local excision
and irradiation and also its limitations.
And why did Atkins and his colleagues
limit their trial to women aged over 50?
Your leading article (20 May, p. 417), in
ascribing radical mastectomy to W. S.
Halstead,' fails to give credit to Charles
Moore, of the Middlesex Hospital, who first
described truly radical mastectomy.2

I regard the Guy's experiment as dis-
appointing for a number of reasons. Whether
or not one agrees with Mr. E. S. Lee,
and others (17 June, p. 711) that this trial
has "compared radical surgery plus sub-
optimal radiotherapy with partial surgery
plus suboptimal radiotherapy," I believe that
the Guy's group could have rendered a
greater service to patients and surgeons had
they, for example, compared radical surgery
with extended simple mastectomy without
radiotherapy to either group. As one who
never accepted the advocacy of the "thiotepa
umbrella," I regret that they included ad-
juvant chemotherapy during the first seven
years, though I sympathize with their
original reasons for this measure.

I would have suggested comparison of
radical and simple surgery alone for further
reasons. Firstly, because this would have
been simpler for both doctors and patients,
while certainly as ethical as the current
Cambridge/King's trial referred to by Dr.
Diana M. Brinkley and others (10 June,
p. 652). Secondly, and with the greatest
respect to Mr. Lee and others, I agree with
Dr. Brinkley and her colleagues that pre-
vious trials 3-5 suggest that to add routine
postoperative radiotherapy to radical surgery
may be both unnecessary and positively
harmful. Thirdly, I would have favoured
this purely surgical essay as complementary
to the Cambridge/King's trial, which is
trying to compare the merits of simple
mastectomy alone with simple mastectomy
plus radiotherapy.
A retrospective study of 1,042 cases at

St. Bartholomew's Hospital6 convinced me
that different methods of treatment, though
possibly important in a few cases, made
little or no difference to survival. But it
was plain that the simpler methods pioneered
by Keynes contributed significantly to the
quality of life. Since then most British sur-
geons have moved towards a more conserva-
tive practice.7 Like other surgeons, I have
for many years selectively done wide local
excision.89 But I would be unhappy to con-
duct a controlled trial to compare strictly
alternate cases of wide local excision with
either simple or radical mastectomy, notwith-
standing supplementary irradiation.

Sir Hedley and his colleagues are right
in stating that comparisons between series
are dangerous, but they then go on to
make a comparison with Kaae and
Johansen's trial.0011 I once stressed'2 a
number of well-recognized statistical haz-
ards which continued to trap the very elite
in assessing the results in the treatment of
breast cancer. Perhaps the least known of
these is the possible inverse correlation be-
tween staged survival rate and the strictness
of staging. Thus, if two observers separately
stage a single series the observer with the
stricter standards can come out with a better

percentage survival in all stages despite the
fact there is the same number of total sur-
vivors. If Sir Hedley seeks to compare his
figures with Kaae and Johansen's he must
give us total survival figures as well as the
detailed survival rate for each stage. Even
then it would be bold to attempt to draw
valid comparisons.

Despite our earlier advocacy of simple
mastectomy plus postoperative radiotherapy'
I have, rightly or wrongly, become more
reluctant to expose my patients to routine
postoperative irradiation. For more than
12 years I have preferred extended simple
mastectomy (including accessible nodes, ex-
cluding pectoral muscles, and whenever
possible through a transverse incision). This
has proved infinitely simpler and less taxing
for patients and the few local recurrences
have been dealt with by surgery or
irradiation or both.

Clearly there are many permutations of
this disease, which require a varied approach.
But in cases of early breast carcinoma
(assuming that the word "early" can be
judged to have any real validity in this con-
text) let us strive to make treatment as
simple as possible. And may I echo Keynes,
who believed that "any rule-of-thumb in
surgery is wholly pernicious."13 Finally, let
Sir Hedley and his colleagues rest assured
that those of us who have carefully studied
their paper, and who recognize the immense
labour which has gone into it, are duly im-
pressed with the facts. Alas, and with the
greatest of respect to him and his team,
I feel bound to say that the design and
execution of their research seems either to
have obscured or left unanswered as many
problems as before.-I am, etc.,

REGINALD S. MURLEY
Radlett,
Herts
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SIR,-Your leading article on the treatment
of early carcinoma of the breast (20 May,
p. 417) stated that carcinoma of the breast
"was the first neoplasm to be subiected to
adequate, wide surgical excision at the end
of the last century, when radical mastectomy
was introduced by Halsted." I am sure there
must be a number of other claimants, but I
would bring your attention to the fact that
the first laryngectomy for carcinoma of the
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