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doctor is encouraged by the observed fall in
blood pressure.

Before thousands more hours and pounds
are spent on new trials, or at least concurrently
with such endeavours, we ought to investigate
the effect on actual practice of those already
completed. (Studies of clinical practice rarely
appear in the medical press, but a useful
example was Durack's questionnaire of
Oxfordshire dentists: on what they really did
in regard to antibiotic prophylaxis against
bacterial endocarditis.) Perhaps, then, the
Royal College of Physicians (or the British
Cardiac Society) and the Royal College of
General Practitioners would inquire from
British hospital physicians and general prac-
titioners how they are managing their patients
after myocardial infarction. What proportion
are now prescribing aspirin, dipyridamole,
sulphinpyrazone, or warfarin to discourage
sudden death or new infarction? And even
more pertinently, in view of the findings in the
Norwegian study, what proportion, say six
months from now, will be prescribing timolol ?
If a specific treatment is not being given on
the basis of a statistically available chance of
conferring benefit, is this due to ignorance or
laziness-or to a higher wisdom ? If clinicians
are not at present being influenced by such
results as have already been published, might
not a sceptic conclude that further trials
requiring one or two thousand patients to
produce a statistical answer are unlikely to
modify greatly therapeutic practice ?

R W PORTAL
Kingston General Ilospital,
Hull
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Pertussis vaccine

SIR,-The title ofyour leading article "Pertussis
vaccine" (16 May, p 1563) reflects the failure
of the Committee on Safety of Medicines, the
Joint Committee on Vaccination and Immuni-
sation, the Advisory Panel chaired by Dr T W
Meade, and the National Childhood Encephalo-
pathy Study Group to appreciate that there are
significant clinical, biological, immunological,
and toxicological differences between the
pertussis components of various triple (DTP)
vaccines used in the United Kingdom during
the last 25 years. Their reports' do not
acknowledge the existence of these differences,
despite attention drawn to them separately by
both of us2 (D S Freestone, WHO Informal
Collaboration on Pertussis, Sweden, 1978) and
in 1974 by the Chief Medical Officer3 and by
the Joint Committee itself.4
The Wellcome Foundation, for example, has

marketed a plain DTP vaccine for over 25 years
and an adsorbed vaccine for over half that time.
They were distributed in similar amounts in the
United Kingdom during 1970-4, the period covered
by the Meade Panel Report, which states that by
1970 DTP vaccine had been standardised in terms
of potency and bacterial serotypes and that it was
therefore reasonable to suppose that the vaccines
in use were similar though not identical. It is
known, however, that the aluminium-adsorbed
pertussis-containing vaccines produce substantially
fewer systemic2-4 and early local reactions and
more persistent injection site nodules than the
plain vaccine.' Plain vaccine is likely to elicit more
febrile reactions in infants. Adsorbed vaccine is on
the whole less potent, by the mouse intracerebral
challenge test, but is more agglutinogenic. These

differences exist between the two DTP vaccines of
one manufacturer although the pertussis com-
ponents are prepared in bulk from the same
Bordetella pertussis strains and by the same pro-
cesses. Furthermore, differences in clinical
reactivity according to manufacturing method are
documented.2 It is insupportable to assume that
the vaccines of various manufacturers, prepared
from different strains by entirely different pro-
cesses, were "similar but not identical."
The National Childhood Encephalopathy Study

Group in its report stated that the protective
effect against whooping cough of all vaccines had
fallen to less than 20 in 1963-4, did not have a
full complement of serotypes, and did not meet the
World Health Organisation requirements on
potency. None of these points applied to vaccine
(plain) produced at the Wellcome Research
Laboratories at that time or since.57
The panel chaired by Professor Dudgeon, after

examining the 50 best documented case reports,
concluded that there was no single identifiable
specific syndrome peculiar to pertussis vaccination.
The Committees and other panels agreed that the
neurological events occurring after vaccination
were indistinguishable from those which occur in
unvaccinated children of similar age. It is hardly
conceivable that this wide range of neurological
conditions was due to a single common pathological
mechanism. Indeed, it is reasonable to assume that
the underlying pathological mechanisms were
multifactorial and were dormant until triggered by
some common simple adverse event such as pyrexia.
This may be the reason why over 40 o of children
had evidence of infection at the time of admission
to hospital and for the predominance of febrile
convulsions in the 32 previously normal children
who developed neurological conditions within seven
days of vaccination. The clustering of neurological
events within 72 hours of DTP vaccination may
therefore have been the result of the mild pyrexial
effect of vaccination in children, who would have
reacted in that manner had the pyrexia been
brought about by some other cause such as a
simple infection. We therefore submit that mild
vaccine-associated fever precipitated neurological
conditions in infants already doomed to respond
in that manner to a pyrexial event in their early
lives. If this is correct, then presumably the plain
vaccine is more likely than the adsorbed to precipi-
tate neurological events which would have occurred
later anyway in response to fever.
We believe that since the National Childhood

Encephalopathy Study implicates pertussis-con-
taining vaccines as a rare cause of serious neuro-
logical disorder, it is of critical importance to
inquire whether one type of vaccine or one manu-
facturer's vaccine was implicated to a lesser extent
than others. Rawson, Alderslade, and Miller8 have
indicated the difficulties of documenting the nature
and origin of the vaccines administered, but in our
experience the manufacturer of a vaccine can nearly
always be identified, provided there is rapid,
dedicated, and thorough follow-up.
We were disappointed that manufacturers

were not consulted by either committee or the
Department of Health during the preparation,
or before the issue, of the whooping cough
report,' which directly concerns the safety of
our products-which are used in territories
outside the United Kingdom. Indeed, we
believe that the insistence on and the persist-
ence of the division between Government
expert committees and industry, apparently
based on mistrust, acts to the detriment of
both parties and, most important of all, to
that of the patient and vaccinee.
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SIR,-YOU (leading article, 16 May, p 1563)
and some other journals1 do not seem to
appreciate that the vaccines which Hopper2 and
Haire et a13 studied in the 1960s were very
different from those which were used between
1976 and 1979 during the time of the Child
Encephalopathy Study (16 May, p 1595). Not
only was much of the earlier vaccine of low
potency,4 but the number of organisms in some
batches greatly exceeded that recommended by
the World Health Organisation.5 It is quite
wrong to suggest that reactions which occurred
with these early vaccines were either in-
accurately recorded or did not occur. They
were completely different from what has been
reported with the presently available vaccines.
It is equally wrong to relate the minimal risk
of the vaccine in present use as being of the
same order as that which has presumably given
rise to compensation claims.1 We must compare
like with like. If the reports of Hopper2 and of
Haire et a13 had been treated seriously and
sympathetically, it is unlikely that "public
anxiety" in the mid-'70s would have been
"fuelled" (your word) by data based on the use
of vaccines of the early '60s. Perhaps we have
now learnt the meaning of continuing sur-
veillance.

GEORGE DICK
President

Rowhook Medical Society,
Sussex
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SIR,-The week ending 16 May brought three
reviews on the topic of pertussis vaccination
(16 May, p 1563 and refs ' 2), all stimulated by
the work of the community paediatrics team
at the Middlesex Hospital (16 May, p 1525).
Your review and that in Health Trends bore
the hallmark of traditional epidemiology while
that in the Sunday Times' posed the dilemma
facing the educated mother. We are all glad to
know that the danger of pertussis vaccine is not
so great as some expected, but will increased
vaccination prevent the few deaths from
pertussis that do occur ?

All the articles cover much the same ground.
The balance sheet appears to read: in the UK
if four out of every five babies born were
vaccinated against pertussis, this would
produce about 10 cases of diagnosed brain
damage per year. Against this is weighed 10 or
more child deaths and perhaps half that
number of brain-damaged children from
pertussis each year. Why was it that the Sunday
Times article was the only one to point out that
Sweden has ceased to recommend pertussis
vaccination ?

For many years, we have been carrying out
confidential inquiries into the backgrounds of
child deaths, initially cot deaths, but later all
deaths including accidents and infectious
diseases. At the time of the Department of
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