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in working with infected primates on one
hand and with the costs of providing pri-
mates for research on the other; asoects of
conservation and humanitarian considerations
are only marginally touched on, and mainly
from the point of view that research workers
should bear in mind the safeguarding of the
primate supply for a long time to come and
should use wild-caught animals only of those
species in which "supply" is still "plentiful."
I disagree with this kind of philosophy.
Admittedly your article recognizes the limita-
tions of natural resources and that wild
animal povulations can be ex-hausted and
destroyed by overexploitation. It has only
one concern however: the so-called benefit
to the human communlitv. Non-human
beings such as primates are on iprincple con-
ceived as being at our disoosal; the validity
of this principle is not questioned.

I think that nowadays we need a m,ore
sensitive consciousness with regard to ex-
perimentation with highly organized living
beings. In my opinion it is no longer toler-
able that every human whim-especially
when dressed un scientificallv-should be
held to justify the sacrifice of thigher animals.
A lot of experimentation with higher verte-
brates is carried out as routine repetition of
established techniques, lacking careful
elaboration of Droblems, or else it is just
some kind of sophisticated and highly reput-
able play. In many cases the "scientist" just
enjoys his nower and sikill and is fascinated
by the oossibility of disintegrating living
beings and experimenting with isolated
living organic systems. It is urgent indeed to
re-evaluate the motivations of exoerimental
research with primates.

I therefore think that scientific and medical
organizations must renew their ethical code
and themselves develop strict limitations
on experimentation with wild-living higher
vertebrates and endangered species. Govern-
ments must be urged to include correspond-
ing rules in their legislation and to enforce
these rules. In my opinion the problem of
"Monkeys for Research" is inadequately dis-
cussed if the above considerations are
omitted.-I sm, etc.,

R. SCHENKEL
University Zoological Institute,
Basle, Switzerland

Toxoplasmosis and Embryopathy

SIR,-In a smala study in Glasgow it has
been shown' that, after rubella, toxoplasmosis
probably comes next in significance in rela-
tion to the development of embryopathies.
At t-he 13th Congress of Medical Women's

International Association on Toxoplasmosis,
held in Paris in September 1972, the follow-
ing resolution presented by the American
Medical Women's Association was passed
by the general assembly:
Whereas toxoplasmosis is a widespread disease

affecting the socio-economic condition at all levels,
we recommend: (a) that the public, as well as the
medical profession, be informed of the frequency,
origins, and effects of toxoplasmosis in their areas;
(b) that testing and re-testing of the pregnant
women and the newborn babies be done to assist
in the early diagnosis and treatment; (c) that com-
mittees be established for the further study of all
environmental factors that contribute to the devel-
opment, dissemination, and treatment of toxo-
plasmosis.
The assemlbly also agreed that each national

association ought to take all appropriate

steps to put these reconmnendations into
effect. The British association is therefore in
process of doing so.
The main difficulty is that the disease may

not be apparent or may go unsuspected in
the mother. In the absence of screening pro-
cedures such cases are not being recognized
and an infant may be born with severe
cerebral damage or, at the other extreme., it
may appear normal at birth but develop
choroidoretinitis at a later date. It is not
known how many children escape completely
as no follow-up studies have been carried
out. It was obvious from the deliberations in
Paris and the ensuing discussion with world-
renowned experts that though they were
agreed that the greatest risk lay with the
fetus in utero when primary infection
occurred during pregnancv, the full extent
of t,he effect on the child had not been
determined. In view of this and the Glasgow
findings the whole problem should be
looked into more fully, preferably at various
centres throughout the country where the
incidence of congenital abnormalities is
known to vary. The purpose of this letter
is to pu-blicize the resolutions and inform
the profession of these nwves.-We are, etc.,

J. M. SCOTT
L. M. SWINBURNE

Re-earch and Scientific Committee,
Medical Womnen's Federation,
London W.C.1
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Crohn's Disease and Intestinal Cancer

SIR,-I would like to clear up one point
with regard to your leading article (6
October, p. 3).

In a discussion of t.he findings reported
by my colleagues and myself a comparison
is made between the observed incidence of
carcinoma developing in patients with
Grohn's disease and the estimated chance
incidence of the two diseases occurring
together spontaneously. In fact, "Crohn's
carcinoma" of the small intestine is seen to
occur approximately 1,000 times more com-
monly than would be expected if this was
chance association when comparison is made
with carcinoma developing in the general
population. The incidence of carcinoma of
the large intestine in patients with Crohn's
disease is of the order of 30 times greater
than in the general population.
The estimates of chance incidence of the

two diseases occurring togetiher spon-
taneously in the population a.s a whole were
given simrply to show how remote this possi-
bility is. I must aDologize if the original
article did not make this clear.-I am, etc.,

SIMON G. DARKE
The London Hospital,
London E.1

I Darke, S. G., Parks, A. G., Grogono, J. L., and
Pollock, D. J., British 7ournal of Surgery, 1973,
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Hazard to Infants of Disposable
Incontinence Pad

SIR,-A 5-month-old infant admnitted to a
diarrhoea unit was also suffering from
seborrhoeic dermatitis, for whiih he was
treated by total body exposure in a warm

cubicle, as well as with aqueous cream
bathing and hydrocortisone cream. The
nursing staff had found disposable in-
continence pads, used as draw-sheets, con-
venient for this form of treatment, and had
used them on previous occas-ons without
mishaps. Some 30 minutes after a feed the
baby was observed to be lying supine,
cyanosed, and gasping, with his head
between the plastic and paper layers of an
incontinence pad, the plastic layer covering
his face. He was given peroral intermittent
positive pressure ventilation and cardiac
massage by the nursing staff and began to
breathe spontaneously after five minutes.
When seen by one of us shortly afterwards
he had a shrill cry, poor peripheral circula-
tion, and generalized hypotonia; there was a
left hemiparesis, which had gone less than
an hour later, when his condition ar,peared
to have reverted to normal. At follow-up
three months later we could detect no
evidence of neurological or developmental
abnormality.
The incontinence pad on which the infant

had been lying was made of six layers of
tissue paper backed with light white plastic
of considerable strength. The dimensions of
the pad were 79 x 58 cm and those of the
cot mattress 125 x 60 cm. The infant had
apparently managed to pull the pad from
underneath himself and to pull it over his
head. It is clear that the use of these pads,
which leads to many conveniences from the
nursing aspect, has an over-riding danger
which should Dreclude their use for active
infants.-We are, etc.,

LIAM CARROLL
BRIAN MCNICHOLL

Regional Hospital,
Galway, Ireland

Adrenal Failure in Bronchial Asthma

SIR,-Dr. N. J. Cooke and others (6 October,
p. 49) make two important points. The first
is that it is unwise and unsafe in steroid-
dependent asthmatics to substitute beclo-
methasone dipro,pionate by inhalation for
prednisolone taken by mouth over as short
a perod of time as four davs, and that even
with slow restriction of prednisolone clnical
manifestations of adrenocortical hypofunction
may still appear. Earlier this year, in a trial
on 21 steroid-dependent asthmatics, we were
able without difficulty to substitute beclo-
methasone dipropionate by inhalation for
their previous oral prednisone within a
short period of time. We reduced their
prednisone dosage by 2-5 mg every four
days and have continued with this procedure
with a considerable number of patients since
tihe trial was completed, and though there
have been scme interesting complications
associated with this transfer, th.re have been
no cases of acute or severe illness.
The other point that Dr. Cooke and his

colleagues make is that in their series of 10
patients on a maintenance dose of steroids,
all had an almorst complete loss of plasma
cortisol response to tetracosactrin and that
therefore this test was of no value in attempt-
ing to pick out the patients most likely to
develop signs of adrenocortical insufficiency.
In our trial we found that two-thirds of
our patients had an adequate plasma cortisol
response to tetracosactrin before substitu-
tion commenced. We found no difference in
the ease of substitution between those who
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had a good initial response to tetracosactrin
and those who did not, nor indeed between
those with a low level of circulating plasma
cortisol and those with a normal level. It is
interesting, however, that the one patient
who did show signs of a major complication
during the attempted substitution had both
a low level of plasma cortisol and a very
poor response to tetracosactrin.
Another observation which we feel is

worth making is that all our patients'
asthma was well controlled on a maintenance
dosage of iprednisone before we attempted
substitution with beclomethasone dipro-
pionate. We have found that it is extremely
difficult, if not impossible, to make this
substitution if the asthma is not weU con-
trolled initially by corticosteroids admiinis-
tered other than 'by inihalation.-We are, etc.,

J. DALGLEISH
C. M. LEON

Chest Clinic,
Queen Elizabeth Hospital,
Gateshead

Cholestyramine and Diabetic and
Post-vagotomy Diarrhoea

SIR,-We wish to report four diabetic
patients with intractable diarrhoea respond-
ing to oral cholestyramine, a resin which
combines with bile acids to form insoluble
complexes.
The first, a 37-year-old male diabetic with

neuropathy and retinopathy, had had diarrhoea
(8-20 stools daily) for 16 years. Pancreatic extracts,
codeine phosphate, antispasmodics, diphenoxylate
hydrochloride, and methylcellulose had little
effect. Treatment with cholestyramine 4 g thrice
daily with meals resulted in 1-2 solid stools daily.
Diarrhoea recurred twice when cholestyramine was
withdrawn, but restarting therapy resulted in
relief. In the second patient, a 52-year-old man
with neuropathy and diarrhoea unresponsive to
other forms of therapy, solidification of the stools
and reduction in frequency from 6-8 to one daily
occurred when cholestyramine was given. Two
other patients with intractable diarrhoea also
responded to oral cholestyramine. In both cases
withdrawal of cholestyramine caused a return of
the diarrhoea, which was controlled again within
24-48 hours by restarting treatment.
The only known type of diarrhoea re-

sponding to cholestyramine is that following
disease or resection of the terminal ileum,' 2
when excess bile salts enter the colon,
inhibit absorption of water and electrolytes,
and disturb colonic activity.3 4 Feeding
bile salts induces diarrhoea5 6 and since no
ileal disease is demonstrable in diabetic
diarrhoea, it is possible that excess bile is
entering the gut at "inappropriate" times.

Diabetic diarrhoea is associated with
neuropathy,7 and the vagus, which supplies
fibres to the biliary system, may be involved.
Indeed post-vagcotomy and diabetic diarrhoea
have many features in common-watery
stools, sometimes steatorrhoea, delaved
gastric emptying, and disordered small-
intestinal transit. Vagotomy may result in
increased gall bladder volume and poor con-
traction.8-'0 Diabetics also have large-volume
poorly contracting gall bladders" and a high
incidence of gall stones occurs both follow-
ing vagotomy and in diabetics.'213 Further-
more, there is no demonstrable disease of
the gut and response to therapy is poor,
though the incidence of post-vagotomy
diarrhoea is reduced by preserving the
coeliac and hepatic vagal branches.

Though bile flow is increased after vago-
tomy,'4 the concentration of bile salts in the
postprandial aspirate is low,'5 suggesting
that gall bladder contraction is out of phase
with gastric emptying, resulting in poor ad-
mixture of bile and chyle. If gall bladder
volume is greater than normal, increased
amounts of bile salts might enter the small
intestine, swamping its reabsorptive capacity
and (deconjugated by bacteria) inducing
"colonic" diarrhoea.
Both post-vagotomy and diabetic diarrhoea

may therefore be related to excess bile salts
entering the gut as a result of gall bladder
dysfunction following severance or neuro-
pathy of the vagus.-We are, etc.,

JOHN R. CONDON
M. I. SULEMAN

Y. S. FAN
M. D. MCKEOWN

St. Mary's Hospital,
Eastbourne
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Vaccination of Smallpox Contacts

SIR,-In his Milroy lecture on antiviral
chemotherapy (4 August, p. 275) Dr. D. J.
Bauer stated that "persons who have been in
contact with smallpox infection are
vaccinated routinely, but if they have not
been vaccinated at some time in the past the
development of immunity is too slow to
protect them against developing the disease."
With this latter phrase we disagree. It is
generally accepted that successful vaccination
within up to about 48 hours after exposure
will usually protect contacts against smallpox
whether they have been previously
vaccinated or not. The earlier the vaccination
after contact, the greater the chance of pre-
vention of the disease, but vaccination even
within three or four days of contact pro-
duces some measure of protectioii by
modifying the disease. The reason for this
protective effect is that the immunity which
follows vaccination develops more rapidly
than that following infection by smallpox
virus. The efficacy of the vaccination of con-
tacts (whether previously vaccinated or not)
has been largely responsible for the nearly
world-wide eradication of smallpox carried
out by the World Health Organization and
for the success of the epidemiological control

methods which are used when smallpox is
imported into this country.

In view of Dr. Bauer's statement we re-
viewed some of the literature on the pro-
tective effect of vaccination of contacts of
variola major in Britain.1-6 In general, the
success of vaccination of contacts is indisput-
able, though there are some reports of
failures in protection of up to 10% of con-
tacts. Some of these failures appear to have
been due to the fact that vaccination was
done late in the incubation period and no
one should be surprised that vaccination
does not protect when done late in the
first week of the incubation period. Other
failures could be attributed to faulty tech-
nique during panic vaccination and low-titre
lymph. However, we have no evidence to
shake our belief in the protective value of
immediate vaccination of contacts nor any
data which support Dr. Bauer's statement
that if contacts have not been vaccinated in
the past, "the development of immunity is
too slow to protect them against developing
the disease." There is no evidence that there
is anything better, apart from the con-
comitant use of antivaccinial immuno-
globulin in close family and household
contacts.-We are, etc.,

G. BOUSFIELD
G. DicK

Rowhook Medical Society,
Chequers Inn,
Rowhook, Sussex
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Amyloidosis Complicating Actinomycosis

SiR,-In the discussion of the case of
actinomycosis and amyloidosis that was the
subject of the Clinicopathological Conference
at the Royal College of Physicians of London
in July (20 October, p. 149) the question was
raised whether actinomycosis predisposes to
amyloidosis. Since reporting a case of this
association in 19561 I have been collecting
material from cases of actinomycosis in con-
nexion with a study of fungal infections. This
series now includes 112 cases of visceral (in-
cluding septicaemic) actinomycosis and 174
cases of faciocervical actinomycosis. In the
visceral group 68 patients died with active
actinomycosis; in 63 of these cases the infec-
tion (including its complications) was con-
sidered to be the cause of death; the other
five patients died of unrelated causes. In
the faciocervical group 19 died with active
actinomycosis; in 17 the infection was the
cause of death. In all the other cases in both
groups the infection was considered to have
been cured. All cases were characterized by
sinus formation. No case of faciocervical
actinomycosis was found to be associated
with amyloidosis. In contrast, amyloidosis
was found in 14 of the 112 cases of visceral
actinomycosis; 12 of these were among the
63 patients whose death was attributed to
the infection. The amyloid deposition was of
only microscopic extent in five of these 12
cases; it was macroscopically evident in
seven-six of these seven patients had symp-
toms that, in retrospect, were attributable to
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