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Co-trimoxazole and Typhoid Fever

SIR,-We definitely agree with Drs. A. M.
Geddes and J. A. D. Goodall (26 August,
p. 525) that Dr. E. S. Anderson and Mr.
H. R. Smith (5 August, p. 329) should have
mentioned co-trimoxazole as an alternative
drug to chloramphenicol in the treatment of
typhoid fever. To date we have successfully
treated over 30 patients with acute typhoid
or paratyphoid A fever with this drug.' But
in addition we have found co-trimoxazole to
be very useful in the treatment of chronic
salmonellosis where antibiotic treatment
usually has to be given for at least four to
six weeks.2 In patients with irreparably
damaged urinary tracts due to schistosomiasis
and persistent salmonella urinary excretion
prolonged suppressive therapy with co-
trimoxazole has successfully maintained the
urine s:erile for over a year.4-We are, etc.,

Z. FARID
U.S. Naval Medical Research Unit No. 3,
Cairo, Egypt

A. HASSAN
Abb3ssia Government Fever Hospital,
Cairo, Egypt
1 Hassmn, A., et al., in preparation.
2 Farid, Z., et al., Yournal of Tropical Medicine and

Hygiene, 1970, 73, 153.
3 Bassily, S., et al., Yournal of Tropical Medicine

and Hygiene, 1972, in press.
4 Bassily, S., Farid, Z., Young, S. W., and

El-Masry, N. A., Transactions of the Royal
Society of Tropical Medicine and Hygiene,
1972, 66, 665.

SIR,-In the article on chloramphenicol-
resistant Salmonella typhi (5 August, p.
329) we did not mention the use of co-
trimoxazole as an alternative to chloram-
phenicol in the treatment of typhoid fever
for a number of reasons. Firstly, though co-
trimoxazole appears to induce more rapid
symptomatic relief in typhoid I am not yet
convinced that its curative efficacy equals
that of chloramphenicol, despite the reports
quoted by Drs. A. M. Geddes and J. A. D.
Goo tall (26 August, p. 525). (I may add that
I do not think that the summation of the
findings in a number of independent trials
in different, countries, including the calcula-
tion of a mean case-mortality rate therefrom,
is a sound method of assessing the efficacy of
a drug. If their own results are considered
in isolation Drs. Geddes and Goodall's series
of 28 cases with one death showed a case-
mortality rate of 3 6%/, while that in other
trials quoted was nil.) In fact, in one of the
references cited' the results of treating
typhoid in 104 children with co-trimoxazole
were compared with those in 40 children
treated with chloramphenicol. The authors
of this paper state in their summary: "The
bacteriological response to trimethoprim-
sulphamethoxazole was unsatisfactory. From
this study it seems that at present chloram-
phenicol is still the treatment of choice for
typhoid fever."

Secondly, the possibility of blood
dyscrasias, the main reason for seeking
alternatives to chloramphenicol may be no
less with co-trimoxazole. Indeed, it may be
higher, as Scragg and Rubidge's observations
suggest.'

Finally, the Mexican epidemic strain of
ch!oramphenicol-resistant S. typhi, which
was the main subject of our article, was also
resistant to sulphonamides, including sul-
phamethoxazole, so that the efficacy of co-
trimoxazole in the treatment of infections
with this strain would depend on the tri-

methoprim component of the mixture.
Trimethoprim is not a plausible alternative
to chloramphenicol in the treatment of
typhoid fever.

I am not condemning the use of co-
trimoxazole in typhoid fever, and it may be
the best alternative when the infecting strain
is resistant to chloramphenicol but not to
sulphonamides. I am, however, pleading for
caution in the acceptance of co-trimoxazole
as a true substitute for chloramphenicol in
the treatment of typhoid. Whenever a new
drug appears there are optimistic reports of
its efficacy in the diseases against which it
is aimed, an optimism only too frequently
succeeded by disappointment as experience
with the drug accumulates. Ampicillin was
hailed as an alternative to chloramphenicol
in treating typhoid fever, but it has proved
disappointing in this respect. Chloram-
phenicol remains at present the drug of
choice for this disease. It is because of this
that I am disturbed when strains of S. typhi
resistant to chloramphenicol appear.-I am,
etc.,

E. S. ANDERSON
Enteric Reference Laboratory,
Central Public Health Laboratory,
Colindale Avenue,
London N.W.9

I Scragg, J. N., and Rubidge, C. J., British Medical
Yournal, 1971, 3, 738.

Evolution of Pathology

SIR,-I have read with great interest the
letters of Professor D. M. Wright (12 August,
p. 418) and Dr. E. Elkan (p. 419), with whom
I fully agree, commenting on the personal
views of Dr. Alec Paton (29 July, p. 287) on
the future of histopathology.

Pathology has reached an interesting phase
in its development marked by the blending
of various disciplines of research in the
study of fundamental processes and in the
reinvestigation of vast morphological fields.
Today's research is tomorrow's practice, and
many histopathologists would agree that some
changes are required in current histopatho-
logical practice, upon which much informed
surgical opinion relies for diagnostic
precision.
The application of electron microscopy is

no longer a novelty. The instrument should
be, and now usually is, sited in the patho-
logist's laboratory alongside the other
microscopes to be used whenever a resolution
better than the optical limit is desired in any
problem. Whatever microscope is used, ex-
perience is required. As Cappell reminds us,
"There is the microscope, there is the
section, there is the pathologist and only his
experience to guide him."

Electron microscopy has yielded an
immense amount of fundamental information
about the structure of cells, tissues, and
pathological lesions. In our field it has con-
tributed to a better understanding of the
organ of hearing and has provided useful
clues in the differential diagnosis of tumours
of the head and neck.2 The age of miracles
in electron microscopy has perhaps passed,
though the new types hold out the promise
of further advance. We have reached a period
of rational hopes based upon intelligent co-
operation-a sine qua non as Professor
Wright suggests.

If diagnosis is the determination of the
cause of disease from symptoms and signs
then electron microscopy together with other

new methods may provide considerable
diagnostic assistance, reinforcing our obser-
vations under the light microscope, which,
I hasten to add, will remain a valuable
adjunct of electron microscopy.

Gardner3 rightly pleaded for "a revolution
in diagnostic histopathology." He offered an
interesting vista of the future semi-automatic
histopathological laboratory. Thank God,
and pace Dr. Paton, there will still be room
for the pathologist supplying the essential
data for the "memory store" and interpreting
the oracles emanating from it. "Departments
of pathology are the main market for the
exchange of knowledge and ideas between
those who work in fundamental science and
those who work in clinical medicine and
surgery."4 I am, etc.,

I. FRIEDMANN
Institute of Laryngology and Otology
London W.C.1

1 Cappell, D. F., Lancet 1960, 2, 863.
2 Friedmann, I., Acta rtolaryngologica, 1971, 71,

115.
3 Gardner, D. L., Yournal of Cl.nical Pathology,

1970, 23, 119.
4 Wright, G. Payling, Lancet, 1963, 2, 1177.

Viral Infection and Asthma

SIR,-I was interested to read the excellent
paper by Dr. H. P. Lambert and Professor
H. Stern (5 August, p. 323) on infective
factors in exacerbations of bronchitis and
asthma. Their findings provide further con-
firmation of the concept, discussed by Dr.
J. E. M. Whitehead (20 May, p. 451), that
viral infection causes many more episodes
of subclinical than overt illness. As Lambert
and Stern point out, this is probably be-
cause the outcome of infection is determined
not only by properties of the infecting virus
but also on constitutional factors in the in-
fected subject. Bronchial hyperreactivity
seems to be one such constitutional factor.
Five of the 11 exacerbations of asthma in
the two asthmatic patients reported by
Lambert and Stern were associated with in-
fection by a rhinovirus or parainfluenza
virus.
To elucidate the role of constitutional

factors in respiratory viral infection a pro-
spective study has been carried out during
the past five years in my general practice
in collaboration with the Brompton Hos-
pital. Rhinoviruses have been isolated more
frequently than any other type of virus in
episodes of both upper and lower respiratory
illness. The findings in children, in whom
rhinoviruses were isolated in 152 episodes,
will be fully reported. Rhinoviruses were also
isolated in 79 episodes in adults. These
findings are analysed in the Table.

In the majority of subjects liable to
wheeze rhinoviral infection was associated
with an acute onset of wheeze or an exacer-
bation of chronic wheeze. In seven adults
rhinoviruses were isolated in their first
known episode of wheeze. Two of them had
to be admitted to hospital and three re-
quired treatment with corticosteroids or
corticotrophin. Six of the seven patients
have had further episodes of wheeze, of
whom one has required maintenance treat-
ment with prednisone ever since his first
episode three years ago and had a severe
exacerbation in association with a second
rhinoviral infection.

All the rhinoviruses were serotyped by Dr.
Mary Roebuck at the Virus Reference
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Analysis of 79 Episodes of Respiratory-tract Infection in Adults in which Rhinoviruses were isolated.
Subjects dassified according to History of Asthma or Bronchitis with Wheeze

Previous Total Upper Lower Respiratory Tract Infection
History of No. of Respiratory Tract
Subject Episodes Symptoms No Wheeze Wheeze

No wheeze .. .. 56 40 (71-5%) 9 (16%) 7 (12-5%)
Asthma or bronchitis

with wheeze.. .. 23 2 (8-7%) 1 (4 3%) 20 (87%)

79 42 10 27

Laboratory, Colindale. Preliminary analysis
has not found any serotypes which are
especially associated with lower respiratory
infection or wheeze. Recurrent episodes
of rhinoviral infection have been observed
in many adults and children, but in only
fi-ve subjects was the serotype the same as
that isolated during the previous infection.

It has been impossible to determine
whether the episodes of viral infection asso-
ciated with wheeze were primary or reinfec-
tions. In either case susceptibility could be
due to a defect of immune mechanisms but
it would still be necessary to explain the
occurrence of wheeze. In the case of reinfec-
tion this might conceivably be due to some
form of hypersensitivity reaction. However,
it seems that subjects who wheeze in asso-
ciation with viral infection are constitution-
ally different from the normal population
because they have inherited or acquired
bronchial hyperreactivity.

It is a pleasure to acknowledge the out-
standing contribution of the Virus Depart-
ment at the Brompton Hospital, formerly
under the direction of Dr. J. M. Inglis and
latterly of Mrs. Susan Yealland.-I am, etc.,

IAN GREGG
Department of Clinical Epidemiology in

eneral Practice,
Cardio-Thoracic Institute,
Brompton Hospital,
London S.W.3

Uganda Asians
SIR,-We have all known for some six weeks
now that Asians in Uganda are to be robbed
of their homes and possessions and expelled
from the country that has been theirs for
several generations. Among them will be at
least fifty doctors and I have waited in vain
for a lead from the British Medical Associa-
tion to suggest what help the profession here
can give them.

Medicine in East Africa has always had
close ties with Britain, and general practice
in urban Uganda in particular is conducted
along lines very similar to our own. There
are some thirty-five members and associates
of the Uganda Faculty of our Royal College
of General Practitioners and their secretary
tells me that most expect to come, in the
first instance anyway, to Britain.
Two of your correspondents have in the

past three weeks written to warn us of the
hazards of imported tropical disease but
some mention of the plight of our colleagues
is conspicuous by its absence. As far as I can
ascertain, neither the Department of Health
and Social Security nor the B.M.A. has
seriously considered any practical steps to
help them and very few offers of either
hospitality or employment have been made.

Recent developments in the Uganda
capital may well have placed these doctors
incommunicado for the moment. I beg the
courtesy of your columns therefore to ask

that help should be offered via the Associa-
tion.-I am, etc.,

M. J. AYLETT
Corsham, Wilts

***The Secretary states that the facilities of
the Association's Personal Services Bureau
at B.M.A. House are available. Inquiries
would be welcome from Asian doctors from
Uganda seeking employment in Britain. The
bureau would also be glad to hear from
G.P. principals in Britain who are able to
offer them employment.-ED., B.M.Y.

SiR,-The letter (16 September, p. 698) from
Professor A. W. Woodruff is timely. It might
be useful to mention one point with regard
to bone and joint tuberculosis in non-
Europeans which can confuse a diagnostician
in Britain. Pyrexia, even a quite high swing-
ing temperature, and an E.S.R. reaching 50
and over can easily suggest staphylococcal
bone disease, though the lesion is, in fact,
tuberculous.-I am, etc.,

F. H. STEVENSON
Royal National Orthopaedic Hospital,
London W.1

SIR,-The opportune letter of Professor
A. W. Woodruff (16 September, p. 698) con-
cerning malaria among Uganda Asians is
both timely and helpful.
Over the past 18 years nearly 3,000 blood

films for malaria of people returning from
trovical countries have been examined by the
staff of this laboratory under the direction of
Professor P. C. C Garnham. On every
occasion a questionnaire was sent to the
sender of the films, and whenever a heavy
infection with P. falciparum was found the
hospital involved was contacted by telephone
and our findings reported. The information
provided by these questionnaires1 has
enabled an analysis to be made and may be
summarized as follows. (1) Over 90% of all
imported cases from tropical Africa were
Pfalciparum. (2) A significant percentage
were primary cases and occurred among
people who had spent less than a month in
Africa.2 (3) Of the many fatal cases all were
P.falciparum infections, all were primary
cases all of them died within a month of
arriving home, none had taken prophylactic
drugs (paludrine or daraprim) for *the
reconmmended one month after leaving the
malarious area, and none had received treat-
ment for at least seven days after the onset
of fever.

It would therefore seem that children
arriving from Uganda who may have
acquired their infections a few days before
leaving will be especially prone to severe
attacks unless treated without delay, and this
calls for early diagnosis. May I mention that,
in addition to the units stated by Professor
Woodruff where blood films may be sent for
examination, specimens, preferably unfixed

and unstained, may be sent to Professor
Garnham, Malaria Reference Laboratory of
the Department of Health and Social
Security and Malaria Reference Laboratory
of W.H.O., Horton Hospital, Epsoam, Surrey.
-I am, etc.,

P. G. SHUTE
Horton Hospital, Epsom
1 Shute, P. G., and Maryon, M., British Medical

9ournal, 1969, 2, 781.
2 Maegraith, B., Lancet, 1963, 1, 401.

SIR,-In answer to Mr. C. R. Salkeld's
letter (9 September, p. 644) on arrangements
for the medical examination of the Asian
immigrants shortly to arrive in this country,
I am pleased to inform you that arrange-
ments are being made. In addition to the
complete initial screening which the Asian
will have on landing, given by permanent
staff at the airports, the director of the
medical department of War on Want, Dr.
David S. Rosenberg, has been asked to
arrange for volunteers to stand by in case
assistance is needed. Volunteer doctors and
nurses able to serve at Luton, Heathrow,
Gatwick, or Stansted airports should apply
in writing to the Medical Director, 3 Made-
ley Road, Ealing, London W.5, as soon as
possible giving details of availability, etc.-I
am, etc.,

ANN FoRD
Medical Promotions Secretary,

War on Want.
***See also Supplement, p. 179.-ED., B.M.7.

Transmission of Malaria

SIR,-I enjoyed Professor L. J. Bruce-
Chwatt's account (19 August, p. 464) of Sir
Ronald Ross's discovery 75 years ago of the
transmission of malaria by the anopheles
mosquito. The commemorative tablet at
Secunderabad actually states that his dis-
covery there was the finding of the malaria
parasites in a dissected anopheles mosquito.

I enclose a photograph of another com-
memorate tablet, which is on the wall of his

_ JN THIS LAiOKAOTORY
SURCEON MAJOR ONALD ROSS L.M.S.
IN 1898 MADE THI C(REWTDI$COLR-Y
THATMAI. ARIA IS CONVEYED BY TIHFir _
p 8IIECIFAOTSE(QTFAMOQUIT)

laboratory in the grounds of the Calcutta
Medical School. It is dated the following
year, 1898, when his decisive observations
about the life cycle of the parasite were
made.-I am, etc.,

J. D. Spn:ANn
University Hospital of Wales,
Cardiff

Palmar Dermatoglyphs in Wilson's Disease

SIR,-Hodges and Simon' reported an in-
creased incidence of fingertip whorls in
pat:ents with Wilson's disease (hepatolenti-
cular degeneration), particularly on the
right thumb but also on the left thumb and
-the index and middle fingers of both
hands. They correctly urged caution in in-
terpretation of the results until these could
be confirmed, and suggested that fingerprints
"may be helpful as a genetic tool." How-
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