From the myth of MMR-autism to the resurgence of
measles

Prof. David M Salisbury CB FRCP FRCPCH FFPH FMedSci

Centre on Global Health Security, Royal Institute of International Affairs, London

Declaration of Interest: DMS has acted as a paid consultant to vaccine manufacturers.



Is measles vaccination a risk factor for inflammatory bowel

disease?

N P Thompson, S M Montgomery, R E Pounder, A J Wakefield

Summary

Measles virus may persist in intestinal tissue, particularly
that affected by Crohn's disease, and early exposure to
measles may be a risk factor for the development of
Crohn's disease. Crohn's disease and ulcerative colitis
occur in the same families and may share a common
aetiology. In view of the rising incidence of inflammatory
bowel disease (Crohn's disease and ulcerative colitis), we
examined the impact of measles vaccination upon these
conditions.

Prevalences of Crohn's disease, ulcerative colitis,
coeliac disease, and peptic ulceration were determined in
3545 people who had received live measles vaccine in
1964 as part of a measles vaccine trial, A longitudinal
birth cohort of 11 407 subjects was one unvaccinated
comparison cohort,.and 2541 partners of those vaccinated
was another. Compared with the birth cohort, the relative
risk of developing Crohn's disease in the vaccinated group
was 301 (95% Cl| 1-45-6-23) and of developing ulcerative
colitis was 2-53 (1-15-5-58). There was no significant
difference between these two groups in coeliac disease
prevaience. Increased prevalence of inflammatory bowel
disease, but not coeliac disease or peptic ulceration, was
found in the vaccinated cohort compared with their
partners.

These findings suggest that measles virus may play a
part in the development not only of Crohn's disease but
also of ulcerative colitis.

Lancet 1995; 345: 1071-74
See Commentary page 1062

Measles
link to
growing
bowel
disease
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What link between measles
and IBD?

‘These findings provide no support for
the hypothesis that measies
vaccination in childhood predisposes
to the later development of . . .

" inflammatory bowel disease’

A Lancet report in 1995 of an association
between  measles  vaccination  and
subseguent development of inflammatory
bowel disease (IBD)led t¢ concern over
safety of the vaccine and tc some parents
declining immunisation for their children.
Now Mark Feeney and colleagues’ study
of patients with IBD and matched nealthy
controis  reports no  evidence of an
association. Will this negative report be
as well publicised as the 1995 study?

See page 764



THE LANCET

Volume 351, Number 9103 » Founded 1823 + Published weekly « Saturday 28 February 1908

CASE REPORT

EDITORIAL
609 Control of health claims in foods
COMMENTARY NEWS
610 Assessment of risk of cancer after renal transplantation Science & n
C G Newstead 651 UK patients wit!
611 Vaccine adverse events: causal or coincidental? reviewed
R T Chen, F DeStefano Shert-course AZ
612 How the colon begets gallstones o AALENSITISSION.
T S Low-Beer 852 Multiple therapi
S a Cancer survivor
613 Sublingual immunotherapy for allergic respiratory disease S Roohtacia s
P G Holt and others 653 Antipodean apoj
I L hepat
ARTICLES “F::t";‘:e b
615 Prediction of death and myocardial infarction by screening with 854 Sounding out th
exercise-thallium testing after coronary-artery-bypass grafting dopoler
M S Lauer and others Di$ étches
623 Effect of long-term immunosuppression in kidney-graft recipients on .. Brﬂzﬁ's health &
cancer incidence: randomised comparison of two cyclosporin Spain's drug-spe
regimens Policy &
J Dantal and others e M? °¥ % pec
N e g s 3 pUSe 1IN Koman
629 Randomised controlled trial of local allergoid immunotherapy on b e
allergic inflammation in mite-induced rhinoconjunctivitis Iicit drug use it
G I?assalacqua and others . 657 Depleted uraniur
633 Primary symptomless colonisation by Clostridium difficile and US anthrax-vacc
decreased risk of subsequent diarrhoea Japan challenge
J K Shim and others S58  Aid for Alghanis!
Biological-weanc
EARLY REPORT
637 lleal-lymphoid-nodular hyperplasia, non-specific colitis, and SEMINAR
pervasive-developmental disorder in children 5
A ) Wakefield and others 653 Familial Mec

E Ben-Chetrit, I

MR ™ e



SUNDAY TIMES
3/8/97

Crying shame of the
vaccination victims

Robert Fletcher and William Kessick, right, were vaccinated
against measles, mumps and rubella. Within two weeks,
their health was destroyed. How should families weigh
the risks of inoculation against the benefits?
Margarette Driscoll and Steve Connor report 12

B o lorter fram the oov.  savs his mother. “‘His speech measles vaccines were in- Government officials are




Ban three-in-one
jab urge doctors
after new fears
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MMR jab ‘us autism’

From Page One

world authority on the detection of
viruses, revealed his ﬁ!'ll%mgs toa gs
Congress hearing on Thursday. He
said further research was immed-
the MMR jab m”jg'“"be““‘ oo
t be responsible

for the chi ’s brain damage.
The professor was in W on
with British researcher Andrew
Wakefield, who caused uproar two

ears by suggesting the poss-
%ility ?)?:i : betweuenrgg and
s n Chn s o o

y inv efie

sent bowel samples to the professor
for independent analysis.

Professor O’Leary said his discov-
ery provided ‘compelling evidence’
of an association between infection
by the measles virus and autism in
the children, many of whose par-

THE DAMNING EVIDENCE

Full report: Pages 8, ©

ents said they deve the cond-

ition after they had injected

with MMR. ‘Measles virus is pre-

sent in the gut of these children,’ he

said. ‘It shouldn’t be there. There

tt;i'nefds'to be a fu%l investigation of
with proper funding.’

Dr Wakefield, who works at the
Royal Free Hospital in London,
claims to have identified a new dis-
ease, autistic enterocolitis, charac-
terised by unusual inflammation of
the gut, in nearly 150 children who
became autistic after first develop-
ing normally. Doctors are invest-
igating the theory that it is the
interaction of the measles and the
mumps viruses in the same inoc-

ulation that causes the gut damage
and con ent autism.

Dr Wakefield’s claims have been
consistently attacked by the med-
ical establishment, and he has been
banned by ?his l.g’lil(;ployers f_rgt;lm
speaking to the ss. Last night,
vaccine makers insisted there was
‘no evidence’ to link the vaccine and
autism.

The Department of Health said
Professor O’'Leary’s study was
‘uninterpretable’ and there was no
reason for parents to be concerned.
A spokesman said: ‘It does not
prove anything and there remains
no evidence to suggest there is any
link between MMR and autism. It
would be a disaster if children were
to die of wvaccine-preventable
disease over unfounded vaccine
safety scares.’




New evidence

revives fears

over safety of

MMR vac

THE safety of the MMR jab was

again called into question last -

night after doctors unveiled new
evidence linking it to autism and
bowel disease. '
Tests carried out on 12 children
with autism and gut disorders

By Rachel Ellis
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The Sunday Times
16 June 2002
Page 7

Doctor claims new link between
MMR vaccine and child autism

SCIENTISTS opposed to the
government's MMR vaccina-
tion programme have hit
back at their critics with new
research that they say links
the triple-jab with autism.

Dr John O’Leary, profes-
sor of pathology at Trinity
College Dublin, claims to
have found measles present in
the stomachs of children with
both autism and bowel disor-
ders. The research suggests a
link with the MMR vaccine
because the strain of measles
found is the same as that used
in the vaccine.

The association between
MMR vaccine, autism and
intestinal inflammation was

Adam Nathan and Rosie Waterhouse

first proposed by Dr Andrew
Wakefield, a colleague of
O’Leary, in a paper pub-
lished in The Lancet in 1998.
This week Wakefield will
present the new findings dur-
ing congressional hearings in
America into the safety of the
MMR jab.

In January O’Leary pub-
lished a study that found the
measles virus in the guts of 75
children with autism and gut
disease. Some 95 % of the chil-
dren had had the MMR jab
while the others had had a sin-
gle measles vaccination.

The new study examined
molecular material from the
intestines of 12 children from
the original 75. All were
found to contain the strain of
measles used in the MMR vac-
cine.

The Department of Health
has vigorously denied any
links between MMR and
autism. Last week It said the
new study was inconclusive.
“This study does not prove
that the MMR jab caused the
conditions these children suf-
fer from,” the department
said.

Officials point to a study
published in the British Medi-
cal Journal last week — the
largest of its kind — which
concluded that there was no
link  between MMR and
autism or bowel disorders.

The American congres-
sional inquiry, launched by
the Committee on Govern-
ment Reform into what the
chairman Dan Burton has
described as an “epidemic” of
autism, will also look at the
role of mercury preservatives
in vaccines. A mercury-based
preservative, thiomersal, is
used in several commonly
used children’s vaccines but
not the MMR.




MMR uptake at 16 months and
proportion of mothers believing in complete
or almost complete safety of MMR vaccine
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Proportion of media reports scored as 'positive’ for
MMR; Feb 2001 to Oct 2005.
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Perceived safety of MMR
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Activities of DH Immunisation Information Unit
Jan 2005 - Jan 2006.

» Conferences (11) Delegates 51,150.
» Health professionals’ seminars 74.

» Parents' seminars 8.

» Parents' research 2,000 Interviews.

» Health professionals’ research 1,600 interviews.
» Leaflets, posters, videos, Factsheets 8,378,050.

» Immunisation.nhs.uk: highest month 35,741 visits.
» MMRthefacts.nhs.uk: highest month 19,535 visits.
» MMR "Your Questions Answered’ 1,460



Notifications from measles 1940 to 2007.
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ommunisation Immunisation Information

the safest way to protect your child Tue 17 March 2009

The number of children catching measles is increasing.

To be protected they should be immunised with the MMR
vaccine that also protects against mumps and rubella.

Find out all you need to know about the diseases
and the MMR catch-up programme.

Measles, mumps and rubella — the diseases

Find out about measles, mumps and rubella - the diseases

that the MMR vaccine protects against.
S— CFind out more >
Resources

The MMR vaccine m” i
Find leaflets, factsheets and =

Get the facts about the MMR vaccine.

Your questions about measles anc
the MMR vaccine answered.

posters in our resources area &

»

m




Percentage

MMR Catch-up trends (September 2008 to November 2010) 5-18 Year Olds - Sentinel Data
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Measles in the UK

3 April 2013 Last updated at 21:53 Y

K

Measles: Over 500 cases In Swansea
epidemic

Public Health Wales has renewed its appeal for children to be vaccinated

The number of people diagnosed with measles in an area at the
centre of an epidemic has passed the 500 mark, Public Health
Wales (PHW) says.

Related Stories



Annual percentage uptake of the first dose of MMR in children aged two years,
resident in the Abertawe Bro Morgannwg UHB area (dotted line represents all Wales
uptake). Data source: Public Health Wales Annual COVER statistics.
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Parents who decided not to take-up MMR at the time were

E more likely to be older and better educated,

E more likely to report being influenced by:

| Newspapers - aOR 3-07, 95% CI 1-62-5-80],

[ television - aOR 3-:30, 95% Cl 1-70-6-43,

I the internet - aOR 723, 3:26-16:06

| and vaccine pressure groups - aOR 5:20, 95% Cl 2:22-12-16,
B and less likely to be influenced by:

B a health visitor - aOR 0:30, 95% Cl 0:16-0-57.

In this area of Wales, daily English-language regional newspapers,
UK news programmes and the internet appeared to have a
powerful negative influence.

The impact of the media on the decision of parents in South Wales to accept measles-mumps-
rubella (MMR) immunization
S. WALSHZ%, D. Rh. THOMAS3:, B. W. MASON: <1 and M. R. EVANS:1

Epidemiology and Infection / Volume 143 / Issue 03 / February 2015, pp 550-560
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MMR coverage at two and five years of age,
England 1997/8-2011/12
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Distribution of confirmed measles cases in England by
year of birth, Q1 2013; PubMed citations Wakefield JA
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MMR1 coverage England at 24 months; 1988/89 — 2015/16
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Numbers of confirmed cases of measles, England

1996-2016.
2500
First quarter 2017: 17
confirmed measles
cases.
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Guiding principles used by Department of Health
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Prediction

We have reasonable ideas which topics are likely to attract public interest -
thiomersal and mercury toxicity, autism, multiple sclerosis, multiple vaccines
and immune overload.

They share common features of unknown aetiology conditions that the public
fears.

Long latency makes the evidence to negate the claims all the more difficult.
It will be almost impossible to set up new studies using immunised and
unimmunised groups.

Lack of evidence from those proposing vaccine scares does not appear to
hinder them - the public will expect 'authorities' to prove the negatives, or
the theories stand unchallenged.



Preparation

Ideally, the prediction will have identified the forthcoming problem.
Routine information sources may suffice to give answers: it is more
probable that they will not.

Critical is the phase of intelligence gathering.

Do adequate data already exist that can answer the problem?

How feasible is it to collect new data?

How much can you find out about the cards in the other players' hands?
Remember that you are starting from behind.

If you need to set up studies to counteract a scare, it is unlikely that you
will have answers in time.

An answer that we are awaiting new studies does not reassure anybody.



Proactive Efforts

Uninformed health professionals will undermine your efforts.

It may be difficult to alert health professionals as promptly as they
would wish because of embargoes on publications.

Doctors hate finding out about vaccine scares from their patients.

It is not difficult for journalists to find one doctor who will give
‘unhelpful’ comments, based on ignorance.

Provide health professionals with multi-layered information, both for
themselves and for use with parents.

Involve independent experts who can endorse your response - share
the problem if possible to be able to present a broad coalition.



Proactive Efforts

Prepare information materials for parents on many levels, for all
audiences.

Give references to parents; they add credibility but are rarely
followed up.

Test all materials for parents and health professionals before you
print a million leaflets: - what makes sense to you and looks
attractive may be useless in getting the message across.

Try to find ways to target your information to the right health
professionals, and more importantly, to the right parents at the
right time.

If you brief 'friendly' journalists, remember they cherish their
independence. They are always going to show both sides, the
critical question is where they draw the line.



Positive responses

= Tell the truth.

Give clear messages.

Parents want to feel that they are making a choice, but very few will be
sufficiently informed to be making a fully 'informed choice'.

Risk assessment implies rationality that is usually absent.

Do not offer a choice of risks: replacing one fear with another is
unhelpful, ie the traditional dilemma of only small risks from vaccine,
but potential big risks from unreal disease.

Do not patronise - 'We are the experts, so you can believe us'.

" The expertise of anybody called 'Doctor’ is considered as credible as

anybody else's called 'Doctor’.
'Professor' can be a bit tricky - important, but a bit too brainy.



Professional and Political support

It is essential to recruit a broad coalition of individuals and
professional organisations that are credible and trusted.

ldentify individuals who can act as spokespersons from those
organisations - in whom you can be confident in what they will say,
and how they will say it.

In UK, we have engaged the full support of paediatric, public
health, nursing, and primary care organisations, counterparts from
US, Canada, Australia and WHO.

We have involved media doctors because the public trusts them.
We have received the strongest political commitment from the
Government - that they will accept the professional / technical
advice, and give it their full backing.



The UK has faced intense media pressure on MMR, bowel disease and
autism, reaching a crescendo in the first quarter of 2002.

Every scientific claim has been investigated and referred to independent
experts.

New information materials have been produced for health professionals
to use with parents.

New materials are available for parents with advertising to sign-post
parents for access to materials.

Coverage measured monthly at 16, 20, 24 and 36 months.

Funding for 20 districts with lowest coverage - after they submit action
plans to raise coverage.

Training sessions for health professionals.

Only key individuals accept media bids.

Avoidance of direct confrontation with media.

Unwavering political support.



