
BRITISH MEDICAL JOURNAL VOLUME 283 1 AUGUST 1981 381

It would be unrealistic to suggest that pathologists
should learn and understand practical procedures
in order to replace any of the roles of non-clinical
laboratory staff. However, during recent episodes
of withdrawal of services to patients by MLSOs
the pathologists' practical competence and commit-
ment to patient care have ensured continuance of
the essential services.
The pathologist, of whatever specialty, is as

much a part of the hospital ward or outpatient
department as he is of the laboratory. It is the
pathologist to whom the clinicians are increas-
ingly turning for new directions in the
management of such conditions as cancer,
metabolic diseases, and the chronic immuno-
logical disorders. It is the pathologists who as
physicians with experience of laboratory
medicine are pinpointing the therapeutic
successes and failures and who are providing
new reagents with which to attempt fresh
approaches.
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Reducing risks from intravenous
cannulae

SIR,-Along with others who have written to
record their interest in infection following
intravenous cannulation (4 July, p 62), I was
glad to read Dr T J Macfarlane's paper
"Reducing the risks from intravenous cannulae"
(6 June, p 1838). Almost 20 years ago and
again 12 years ago, Dr Robert Cumming and
myself' 2 drew attention to the association
between operative technique, culture of
Staphylococcus albus at the site of insertion of
cannulae, and thrombophlebitis at the level of
cannulae tips. My satisfaction at seeing our
findings confirmed is matched by sadness that
the original message should apparently have
been so long overlooked and that this has
caused unnecessary morbidity to patients
already suffering the discomforts and conse-
quences of major illness.
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University Department of General
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SIR,-We have followed with interest the
discussion concerning risks from intravenous
cannulae. Dr J T MacFarlane and colleagues
(6 June, p 1838) recommend skin preparation
with 0-5°,' chlorhexidine in spirit and careful
cannula-insertion technique as methods to
reduce the risks of thrombophlebitis and
septicaemia. As contamination is an important
cause of thrombophlebitis and administration
of drugs is the main source of contamination
Mr T J Archer and Dr C A Moore (4 July,
p 62) suggest inclusion of an endline bacterial
filter in the intravenous administration system.
We have found in a study of 85 central

venous catheterisations bacterial growth on the
catheter tip in 23 cases (27%1) and in blood
culture in five cases (6%).' Catheter-related
thromboses were found in 33 of 73 phlebo-
graphs (45%/'). There was a significant relation-

ship between thrombotic findings and positive
catheter-tip cultures. This indicated that tiere
was an increased risk of bacterial colonisation
of catheter tips when they were covered with
thromboses. Preliminary results from an
ongoing study have shown that intravenous
low-dose heparin (5000 units intravenously
four times in 24 h) reduces the risk ofthrombus
formation on the catheter.
We think therefore that in addition to careful

catheter technique and inclusion of endline
bacterial filters patients with intravenous
cannulae or catheters have to be treated with
low-dose intravenous heparin. By this step the
risk of thrombus formation on the catheters
can be lowered, resulting in a further re-
duction of bacterial complications.
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Pneumoconiosis and disability

SIR,-In his letter (4 July, p 64) Dr A K Ross
states that "pneumoconiosis pensions would
appear to be awarded on lung x-ray examina-
tion appearances rather than lung disability
present." Disablement is assessed on the basis
of the available evidence, which includes a
clinical examination and assessment, a radio-
graph, and usually a lung function test. The
Social Security Act 1975 (section 78(3))
provides that a person suffering from pneumo-
coniosis is treated as suffering from a disable-
ment of at least 10 .

R G B WILLIAMSON
Department of Health and

Social Security,
London SEI 8EU

SIR,-Further to the letter by Dr A K Ross
(4 July, p 64), I think that three points should
be made. Before making them I should indi-
cate that I was not involved with the study
which he reports.
The pneumoconiosis medical panels are

required to assess disability due to pneumo-
coniosis and its effects. This is not the same as
overall respiratory disability. In many patients
the latter is due to chronic bronchitis and
emphysema, often unrelated to the pneumo-
coniosis; and hence it would be surprising if a
direct relationship were found between
pneumoconiosis pension and the patient's
disability. In any patient with pneumoconiosis
one cannot assume that the total respiratory
disability is due to dust disease, although it is
not clear how one can distinguish between the
causative elements of total disability.
Dr Ross reports that more than half of the

patients studied had never had lung function
tests. It is important to recognise that lung
function tests indicate functional impairment,
which is not the same as disability; further-
more, an appropriate lung function test is
essential, and an exercise test may be more
relevant than measurement of flow rates or
lung volumes.
The preliminary findings of a study in

pottery workers' silicosis were reported to an
international meeting on occupational lung
disease.' These show that there is significant

functional impairment in individuals with
simple silicosis even when there is no clinical
evidence of chronic bronchitis and when the
patient is a non-smoker. Thus patients with
simple pneumoconiosis may have functional
impairment but their disability will depend on
other factors, such as their social environment
and the presence or absence of other forms of
chest disease.
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Reactions to low-molecular-weight
porcine factor VIII concentrates

SIR,-We should like to comment on Drs J G
Erskine and J F Davidson's report (20 June,
p 2011) on the use of porcine factor VIII in
the light of our own experience with this
product.
There is no doubt that polyelectrolyte-fraction-

ated porcine factor VIII (PE porcine VIII, Hyate:
C, Speywood Laboratories) should be used with
caution, but transfusion reactions severe enough to
necessitate stopping therapy are unusual. Over the
last year we have given 34 courses of PE porcine
VIII therapy to eight patients with circulating
antibodies to factor VIII (anti-VIII). Of a total
246 infusions, only one was followed by a reaction
judged sufficiently severe to justify stopping
treatment. Although reactions of lesser degrees of
severity are relatively common-27 infusions were
followed by some significant reaction and 21
courses of therapy were complicated by at least
one-reactions were generally short lived, well
tolerated by patients, and did not give rise to
serious clinical concern.

Reactions which follow PE porcine VIII are
usually "pyrogenic" in type, and rarely have
features suggestive of immediate-type hyper-
sensitivity. The onset is typically delayed 30-60
minutes after the start of the infusion. There is
often a transient pyrexia, and the patient complains
of nausea, headache, and coldness. There may be
vomiting and shivering. Symptoms usually start
subsiding within 5-15 minutes. We have never
seen shock, and only once observed breathlessness
-the symptom which caused us to stop treatment.
Reactions are most often seen early in a course of
treatment, tending to lessen in severity with
repeated infusions. We use 100 mg intravenous
hydrocortisone and 10 mg intravenous chlor-
pheniramine as prophylaxis before the first infusion
of a course, decreasing the dosage if treatment
continues without problems; but we have no
strong evidence that these measures are effective.
We also give a small intravenous test dose of
PE porcine VIII before the first infusion of a
course but have not found this particularly reliable
as an indicator of risk of reactions. Multiple
courses of therapy may be given without an
increasing tendency to reactions-the patient
whose treatment was terminated has since had a
further seven courses (38 infusions) with only six
mild reactions.

Bleeding in patients with anti-VIII is often
severe and difficult to control, and risks of
therapy must be weighed against likely
benefits. We have found PE porcine VIII
to be highly effective in stopping major bleed-
ing which has failed to respond to human
factor VIII. It has also been used successfully
to cover elective surgery. The material lacks
several of the disadvantages of earlier or
alternative preparations,1 and we believe its
introduction to be a real therapeutic advance.
Porcine heparin and insulin given intravenously
are rarely complicated by transfusion reactions
and one is optimistic that the problems with
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PE porcine VIII can be similarly resolved.
Meanwhile, we suggest that the material
should be used only in major haemophilia
centres, where adequate facilities and expertise
are available for stringent monitoring. In
particular, we would urge that no surgical
procedure should be undertaken without a full
preoperative assessment of the characteristics
of the patient's anti-VIII.

P B A KERNOFF
E G D TUDDENHAM

Haemophilia Centre,
Royal Free Hospital,
London NW3 2QG

1 Bloom AL. BrJ Haematol 1978;40:21-7.

Pertussis immunisation

SIR,-I happened to read the letter by Pro-
fessor G Stewart and Dr J Wilson (13 June,
p 1968) on pertussis immunisation after a
paediatric outpatient clinic in which I saw yet
another child with whooping cough. In their
letter they analyse aspects of National Child-
hood Encephalopathy Study' but, disappoint-
ingly, offer no positive advice on the subject.

Is the situation really so complicated? For
me the very thorough National Childhood
Encephalopathy report reinforces a view that
I have held for some time-namely, that the
risks of pertussis immunisation are really
remarkably small when set against the risks
which we all run in our day-to-day life. Indeed,
it is salutary to recall that the risk of sudden
infant death (cot death) is of the order of 1 in
500 to 1 in 1000-about 100 times the risk of
a child being brain damaged from pertussis
immunisation, which would appear to be in the
order of 1 in 50 000 to 1 in 100 000. I accept
that the National Childhood Encephalopathy
Study took place at a time when children with
certain recognised contraindications were not
immunised, thereby perhaps giving an under-
estimate of true risks. However, another way
of looking at this is that, provided that certain
children are not immunised (and the data
supporting these contraindications are not even
very convincing), the advantages of pertussis
immunisation must greatly outweigh its
potential disadvantages. Until any better
advice is forthcoming I will continue to be
guided by the 1977 recommendation of the
Joint Committee on Vaccination and Immunis-
ation' that pertussis immunisation is contra-
indicated in the following circumstances: "A
history of seizures, convulsions or cerebral
irritation in the neonatal period. A history or
family history of epilepsy or other diseases of
the central nervous system. Children with
neurological defects. Any febrile illness,
particularly respiratory, until the patient is
fully recovered."

If these guidelines are followed by those
responsible for immunising children then a
very substantial herd immunity would result.
The medical profession in this country must
carry much of the blame for the anxieties which
have been and continue to be expressed by so
many parents, resulting in too few children
being immunised and the inevitable conse-
quences of an increase in the incidence of
whooping cough.

I hope that I am not alone in being thoroughly
disillusioned and bored with the carping
criticisms which seem now to be so prevalent
whenever the problem of pertussis immunisa-
tion is discussed, without any constructive
advice being offered. While no one would

doubt the need to analyse carefully the
available data on the subject, sometimes I
wonder if perspectives are being lost. It is also
about time that we stopped once and for all the
ridiculous advice which is so often given that
asthma, eczema, snuffles, and other minor
complaints are contraindications to pertussis
immunisation. Indeed, these erroneously
applied contraindications are probably respon-
sible for more children not being immunised
than are fears of brain damage.

D P DAVIES
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Evaluation of a single-day tubeless test
of pancreatic function

SIR,-We were pleased to read the preliminary
report by Dr C J Mitchell and others (30 May,
p 1751), because when we reported our pre-
liminary findings with the benzoyl-L-tyrosyl-p-
aminobenzoic acid (BT-PABA) and 14C-PABA
test in October 1979 and later published the
results' we hoped that others would adopt the
idea and provide results for comparison. We
began a six-month prospective trial of this test
in January 1980 and presented the results of
the first 60 studies at a symposium organised
by Dr Mitchell and others.2 We have recently
presented our final analysis of the results in
140 consecutive patients with suspected
pancreatic disease (Tetlow et al, paperpresented
to British Society of Gastroenterology, April
1981). A paper with the detailed results has
been submitted for publication. The following
points deserve emphasis.

(1) We do not recommend a Lundh test meal
as the vehicle for delivery of the chemicals,
since the high fat content of the meal delays
gastric emptying variably and causes the meal
to deteriorate despite refrigeration if it is not
used within 24 hours. Water (500 ml) is as
efficient as the Lundh meal in evoking the
endogenous release of hormones, while the
25-g casein which we incorporate in our test
cocktail increases the test's sensitivity by
providing a competitive substrate for secreted
chymotrypsin. Under these conditions only
0 5 g of BT-PABA is necessary (cost approxi-
mately C5) instead of the 2 g dose used by the
Leeds workers. It is our current practice to
provide outpatients who are suspected of
having chronic pancreatic disease with frozen
test meals to take home at their first clinic
attendance. When the urine samples are
returned and analysed further tests are
arranged as necessary.

(2) Alkaline hydrolysis of urine, before the
PABA is measured by a colorimetric reaction,
is superior to the conventional method of acid
hydrolysis, which occasionally leads to decar-
boxylation and loss of colour.

(3) We find a test sensitivity of 74-4o and
specificity of 95 7%. These test characteristics
are suitable for the purpose of selecting out for
further study the few patients who probably
have chronic pancreatitis or pancreatic cancer
from the vast numbers whose initial symptoms
suggest pancreatic disease.3 A high predictive
value of negative results ensues2 3; patients

with a positive result need a battery of tests
to establish the true diagnosis.
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Managing overdoses

SIR,-I am sure that many general practitioners
and consultants valued Dr K C Hines's article
regarding the increasingly significant subject
of managing overdoses (4 July, p 27); and from
the practical, humanitarian, and medicolegal
points of view one would support his con-
clusions that "hospital admission is advisable
for all patients who have taken a deliberate or
accidental overdose of drugs or other poisons"
and, equally important to avoid tragedies, that
information from the patient "must be
regarded as unreliable and should be used only
as a guide." The "first-liners," including GPs,
emergency service doctors, casualty officers,
and others such as nurses, community social
workers, and Samaritans, must accept that
while some individuals exaggerate the number
of tablets they are supposed to have taken-
say, to obtain sympathy or bring back an
estranged spouse or to gain access to a hospital
bed-others, for various reasons, dissimulate
in the other direction and if not admitted for
observation and necessary treatment might
succumb.

Certainly patients who "are still fully
conscious and refuse hospital treatment" can
raise difficulties, but the dilemma can some-
times be resolved by the use (or better,
suggesting the use) of short-term compulsory
admission under the Mental Health Act, if a
suitable applicant is available, as National
Health Service Hospitals are no longer
"designated" and there is no statutory bar to
compulsory admission to any suitable hospital
when the occasion demands. Clearly the initial
care must be, as the late Professor E Stengel
rightly used to point out, in the medical
sphere, where the necessary facilities are
available, before psychiatric referral if this is
necessary.

Overdoses are indeed the commonest
medical cause of admission to hospital, and
perhaps one should highlight our findings of
the increasing use of paracetamol (possibly in
drug combination) with the need for urgent
clinical management to avoid or minimise
potentially lethal hepatic damage. It is essential
to remember the "lag phase" of one to two
days after aspirin overdosage, as mentioned,
and the two to four days of apparent recovery
from carbon monoxide poisoning or para-
cetamol poisoning followed by serious relapse.

This is supported by figures from a local
area (comprising two districts) where the
coroner's records (kindly made available)
indicated that over a recent four-month
period, from a total of 52 fatalities, five out of
17 drug suicides were due to paracetamol,
which, like aspirin, is obtainable over the
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