BM

BMJ 2011;343:d6823 doi: 10.1136/bmj.d6823 (Published 9 November 2011)

Page 1 of 5

FEATURE

MORE SECRETS OF THE MMR SCARE

Pathology reports solve “new bowel disease” riddle

Unpublished data from the research that claimed links between MMR vaccine, autism, and
enterocolitis reveal no enterocolitis. Brian Deer investigates

Brian Deer journalist

London, UK

In a surprising new twist to the Andrew Wakefield MMR
scandal, the BMJ has obtained a bundle of pathology reports
that further unmask how the appearance of links between the
vaccine, autism, and inflammatory bowel disease was created
at a London medical school.

The unsigned and undated reports' are analyses of intestinal
biopsies from children enrolled in Wakefield’s now infamous
study published in the Lancet in February 1998.> The paper
triggered a collapse in UK immunisation rates and led to
worldwide controversy over the vaccine’s safety. In May last
year, Wakefield was struck off the UK medical register over a
raft of misconduct charges, including four counts of dishonesty
over the research.” And in January 2011, my BMJ series “Secrets
of the MMR scare”™* documented what the journal’s editors
called an “elaborate fraud” behind the alarm.’

Those findings focused on the detection of widespread
falsification over patient selection criteria, clinical histories,
and neuropsychiatric diagnoses. All were essential to
Wakefield’s media grabbing allegation that MMR was the
apparent cause of regressive autism, purportedly within days of
vaccination.

Now, the new material opens a window into a second side of
the project: an attempt by the former gastrointestinal surgeon
to prove that the combined measles, mumps, and rubella vaccine
caused a “new variant” inflammatory bowel disease.

Between 1988 and 2001, Wakefield was an academic researcher
at the Royal Free medical school in Hampstead, north London,
from which his five page paper was published. “Researchers at
the Royal Free Hospital School of Medicine may have
discovered a new syndrome in children involving a new
inflammatory bowel disease and autism,” the school announced
to promote the paper, which the Lancet retracted last year.

“Overwhelmingly normal”

But the data—passed to us by David Lewis, a self employed
American environmental microbiologist working with
Wakefield—tell a different story, kept hidden for nearly 14
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years. “I’m astonished, really,” said Paola Domizio, a consultant
histopathologist and professor of pathology education at Queen
Mary’s College, London, after we showed her the material.

“Quite extraordinary,” commented Ingvar Bjarnason, professor
of gastroenterology at King’s College London.

The data take the form of histology scoring sheets for 62
intestinal specimens taken from 11 of 12 children whose cases
were reported in the Lancet. The sheets were completed in 1997
or early 1998 by Amar Dhillon, now professor of histopathology
at the Royal Free medical school, today part of University
College London.

Dhillon—to whom we have supplied copies of his reports—was
among 12 staff, including another consultant pathologist and
three consultant gastroenterologists, who signed up to
Wakefield’s claims in the paper of a putative “new syndrome”
of vaccine associated bowel and brain damage.

“We investigated a consecutive series of children with chronic
enterocolitis and regressive developmental disorder,” said the
4000 word “early report.”

“We describe a pattern of colitis and ileal-lymphoid nodular
hyperplasia in children with developmental disorders . . . the
uniformity of the intestinal pathological changes and the fact
that previous studies have found intestinal dysfunction in
children with autistic-spectrum disorders, suggests that the
connection is real and reflects a unique disease process.”

In a further paper, retracted in May 2010 by the American
Journal of Gastroenterology, Wakefield dubbed this alleged
disease “autistic enterocolitis.”® And, in a secret report to the
government’s Legal Aid Board, that unlocked £18m (€21m;
$28m) of taxpayers’ money for the attack he led against MMR,
he said: “the pathology appears to represent a novel
inflammatory bowel disease that is associated with autism.””’

But Dhillon’s reports produced results that pathologists,
gastroenterologists, and a gastrointestinal immunologist to whom
we have shown them say are overwhelmingly normal and might
be found in almost anybody’s gut.
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“Most of this stuff is so close to normal that you’ve really got
to question whether there is really anything there,” said Henry
Appelman, professor of surgical pathology at the University of
Michigan and a specialist in gastrointestinal disease. “These are
the kind of things that we in our practise here would ignore
completely.”

Dhillon’s gradings—from slides that are said to have been lost—
are marked on single sided A4 forms that he devised himself®
and are not known to be used elsewhere. They itemise four
criteria to evaluate inflammation against a four step severity
score.

In contrast with the paper’s claims about enterocolitis, of 248
data points generated in Dhillon’s scores, 186 are reported
“normal” against his own criteria, including 35 of 36 from nine
ileal specimens (figurell). In two of the 11 children, endoscopy
could not reach the small intestine because of gross faecal
loading.

Ceaselessly challenged by antigens, normal bowel mucosa is
sometimes described as being in a state of “controlled
inflammation.”® But Dhillon reported none of the children’s
specimens with “destructive epithelial damage”—the hallmark
of colitis."” Nor did he note any superficial erosions, aphthoid
ulcers, frank ulceration, crypt abscesses, or pus.

Most damaging to Wakefield’s claim of “autistic
enterocolitis”— submitted by lawyers as the key construct in
now failed multiparty lawsuits over MMR in Britain"' and the
United States'>—Dhillon did not find enterocolitis in any child.

“It is definitely not correct that the children had enterocolitis,”
said Karel Geboes, professor emeritus of pathology at the
gastrointestinal pathology unit of the Catholic University of
Leuven, Belgium. “It is also not correct to state that the intestinal
pathological changes were uniform.”

Objections were withdrawn

Last year I revealed in the BMJ that double signed, printed
reports from the Royal Free Hospital’s pathology service, led
by consultant histopathologist Susan Davies, had documented
healthy biopsy specimens that were later reported in the Lancet
as diseased."” A draft of the paper, circulated months before
publication, did not include Davies among its authors.

But a General Medical Council (GMC) panel considering the
Wakefield case heard from Davies, now at Addenbrooke’s
Hospital, Cambridge, that after challenging claims of “colitis”
in the draft, she withdrew her objections in deference to a
“research review” by Dhillon." In light of that, some of the
authors met and agreed that the paper, already intended for
submission to the high impact journal, was accurate and, despite
the omission of Davies’s normal findings, she was credited with
authorship.

“It should be appreciated that the term ‘colitis’ covers a range
of changes,” she said last year, defending her decision, “from
minimal, self-limiting and non-specific, to extensive, severe
and characteristic; such [that] it is difficult to select a point from
within a spectrum for a single definition.”"

But it now emerges that, although expressed as scores rather
than narratives, Dhillon’s findings were largely consistent with
Davies’s. “Everyone thinks I am crazy even asking them,” said
King’s gastroenterologist Bjarnason, after discussing the
scorings with other specialists. “All but one of the children is
normal in their eyes. There is no enteritis and no colitis, simple
as that.”

Of the 62 data points not reported by Dhillon as “normal,” 39
are from observations of what the pathologist called a “slight
increase in lamina propria mononuclear cells,” while another
six show “occasional lamina propria polymorphs.”

But these findings are well recognised as not being diagnostic
of colitis.'**" “It should be noted that the diagnosis of colitis
requires evidence of injury to the epithelium, and not simply a
mild increase in the amount of chronic inflammatory infiltrate
within the lamina propria,” says, for example, Elizabeth
Montgomery, a pathologist at Johns Hopkins University,
Baltimore, in a standard textbook.?

Bifid glands—generally considered unremarkable—are noted
by Dhillon in five patients, and for only two did his observations
of cell numbers find more than what he calls “slight” increases
or “occasional” inflammatory cells. In one child, a rectal biopsy
specimen was reported to show a “moderate” increase in
lymphocytes and plasma cells, while in another moderate
increases were noted in the transverse, descending, and sigmoid
colon, with a “marked” increase in lymphoid aggregate (where
lymphocytes self evidently proliferate) in the child’s ascending
colon.

No cell counts or clinical diagnoses appear on the forms, and
neither Crohn’s disease nor ulcerative colitis was even
considered “possible” by Dhillon. But, according to the Lancet
paper, 11 of the 12 patients were reported histologically with
chronic “non-specific colitis”—in five of whom it was also said
to be acute.

Nowhere does Dhillon use this expression, although he does
have a tick box “non-specific.” And it is this, Wakefield says,
that gave him authority to report that all but one of the 12
children had colitis.

“A comparison of the Lancet article with the records Wakefield
used to write it proves that Wakefield faithfully and accurately
reproduced the records he was given,” argues Lewis, who began
looking into Wakefield’s case after attending an anti-vaccine
conference in Jamaica last January.

But experts we consulted say this interpretation is wrong. The
grading sheets were also used for small intestinal biopsies, which
could not show colitis, and reports compiled by Andrew
Anthony, a trainee pathologist assisting Dhillon, used a different
form that included the term “non-specific changes,” although
he did not tick that option for any of the biopsies.

“I suspect when he ticked ‘non-specific,” he wasn’t trying to
say ‘non-specific colitis,”” says Domizio, of Queen Mary’s,
regarding Dhillon’s scorings. “He was trying to say ‘changes
of uncertain significance.””

The case of the first child in the series—a 3 year old
boy—illustrates the strange situation. Both Davies and Dhillon
found mild caecal inflammation, with no abnormality or changes
in other biopsies. But the Lancet paper expanded the pathology
to “Acute caecal cryptitis and chronic non-specific colitis.”

Key findings omitted

Longstanding concerns over how Wakefield reached his
conclusions escalated in January of last year with the first
findings from the GMC panel, which ruled that key elements
of the Lancet paper were intentionally dishonest. And in the
same month, the mystery over his results deepened when an
expert panel published a consensus statement in Pediatrics
stating that no gastrointestinal disturbance specific to autism
had been established. “Other study-design limitations in these
reports included flawed control groups, lack of validated and
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standardized definitions, and speculative interpretation of
results,” the authors said with regard to Wakefield’s papers.

9923

He did not act alone, however, and the new information has
raised questions not only for pathologists. Clinicians, led by
John Walker-Smith, the Royal Free’s professor of paediatric
gastroenterology, who was struck off with Wakefield last year
and is appealing this decision, initially screened the children
using a panel of blood tests for inflammation that could have
helped avoid unnecessary colonoscopies.*

But when these tests gave normal results, he set them aside,
later allowing their omission from the Lancet. And despite these
findings, the study’s developmentally challenged patients, aged
between 3 and 9, were brought to the hospital for
ileocolonoscopy. Davies’s team’s biopsy results were then also
found to be largely normal, but these too were set aside and not
disclosed.

Finally, came Dhillon whose humdrum findings were announced
as a new disease.

“The parents were right,” Wakefield declared in a letter to the
Lancet, three weeks after the paper, referring to a group I later
revealed to be handpicked families seeking compensation. “They
have helped us to identify a new inflammatory bowel disease
that seems to be associated with their child’s developmental
disorder.””

At the time, the “syndrome” was proposed to have another bowel
feature: lymphoid nodular hyperplasia. But, again, although this
was identified in the paper’s findings, discussion, tables, and
title, there was nothing in the references, and the paper did not
mention that it had long been viewed by gastroenterologists as
a common “benign” or “normal” sign in children.***

“I think they were probably scoring the lymphoid follicles as
inflammation,” says Domizio. “They were scoring what should
have been ignored.”

That something like this may have been going on at the Royal
Free seemed to be supported during the Wakefield GMC case.
Walker-Smith has previously declined to comment to the BMJ,
citing his appeal, but he told the panel that when he met Dhillon,
“it was obvious to him that the lymphoid nodular hyperplasia
in the colon itself, that finding per se, was in his view a marker
of colitis.”

No less controversial, the authors omitted from the paper the
children’s principal gastroenterological problem. “Almost all”
had “severe” constipation.” The GMC panel heard, for example,
that after bowel preparation by nasogastric tube, the first patient,
who had mild caecal cryptitis, endured two attempted
ileocolonoscopies that failed because of faeces in the caecum,
with “scope trauma” noted on the second.

This omission of constipation was no small matter. It went to
the heart of how the paper would be read. Specialists told me
that both mild inflammation and prominent lymphoid follicles
may be expected to be associated with this sign.

“The increase of colonic lymphoid aggregates found in severely
constipated patients may represent a protective mucosal

mechanism toward the chronic fecal stasis,” suggests a team of
Italian and Swiss researchers, for example, in a study of adults.”

But such prosaic observations would not have helped the
lawsuits—for which Wakefield was hired before any child was
referred, and which in the UK paid him more than £400 000.
Five other Royal Free doctors—Davies and Dhillon were not
among them—shared more than £100 000 to back him.

According to court documents, they were trying to prove a
theory of Wakefield’s that measles virus from MMR persisted

in the gut and caused the bowel to become inflamed and “leaky.”
This purportedly “led to the escape of opioid peptides” into the
bloodstream, which travelled to the brain and caused autism.*

“They had to create a new disease, and when Susan Davies got
normal results they were in trouble,” argues Tom MacDonald,
a gastrointestinal immunologist and dean of research at Barts
and the London school of medicine. He has published on
Wakefield’s findings with Domizio,” and both have consulted
for vaccine manufacturers, inspecting some of the biopsy slides.
“If there wasn’t IBD [inflammatory bowel disease], then
Wakefield’s whole theory collapsed, and with it the litigation
which was paying him.”

Dhillon told me that he had not kept copies of his grading sheets
and had not seen the originals since giving them to Wakefield.
“Brian, after I hand over proformas to somebody, what am I
going to do with them?” he said. But he added that, since the
BMJ articles in January, University College London has ruled
that all queries must be directed to senior managers.

“I did not write the histology section of the paper,” he said in
a statement to GMC lawyers in July 2006. “I do not know if
any other histopathologists undertook the same review exercise
with the slides as me, and I did not see their observations.”

Wakefield, meanwhile, now self employed in Austin, Texas,

says he had nothing to do with the findings. Although the paper
stated that he “assessed” the biopsy specimens with Dhillon and
the trainee Anthony, Wakefield has since claimed this is wrong.

“Dr Dhillon’s diagnosis formed the basis for what was reported
in the Lancet,” he wrote two years ago in a statement. “I played
no part in the diagnostic process at all.”**
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MMR and bowel disease—how events unfurled

1997-8: After broadly normal results from the Royal Free hospital pathology service, led by consultant histopathologist Susan Davies,
intestinal biopsies from children later reported in Wakefield’s 1998 Lancet paper are reassessed in the Royal Free medical school by
consultant histopathologist Amar Dhillon. He uses grading sheets of his own design

1998: The Lancetpublishes a 12 patient case series by Wakefield and 12 others from the Royal Free (including Davies, Dhillon) proposing
a link between MMR and a “new syndrome” of bowel and brain damage involving enterocolitis and regressive autism. The paper claims
that the data suggest that a connection between these is “real” and reflects “a unique disease process”

2003-4: After widespread media and public concern over these and other claims from Wakefield relating to autism, MMR vaccination
rates in England fall, with only about 80% of 2 year olds having had the jab. In London, the figure is just 70%

2008: Measles is declared endemic in England and Wales for the first time in 14 years

2010: A GMC fitness to practise panel strikes off Wakefield for, among other things, “irresponsible and dishonest” conduct over the
research. The Lancet retracts the paper.

2011: Brian Deer’s articles in the BMJreveal evidence that Wakefield's claims to have found a temporal link between MMR and regressive
autism was what the journal’s editors called “an elaborate fraud”

2011: Wakefield hands documents supplied to him by the GMC, and which he says prove him innocent, to David L Lewis, a self-employed
American environmental microbiologist. They contain Dhillon’s histopathology reports and other reports compiled later by a trainee.
Lewis forwards these to the BMJ, arguing that they exonerate Wakefield
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Figure
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A= Acute inflammation (polymorphs): 1=occasional lamina propria polymorphs, 2=crypt abscesses, 3=frank pus

C = Chronicinflammation lymphocytes and plasma cell: 1=slight increase in lamina propria mononuclear cells,
2=moderate increase, 3=marked increase with »2 of lymphoid aggregates/follicles/biopsy

D =Destructive epithelial change: 1=superficial erosions, 2=aphthoid ulcers, 3=frank ulceration

R=Reactive/neoplastic epithelial architectural change: 1=bifid glands, goblet cell depletion, 2=gland atrophy plus
disarray pyloric/Paneth cell metaplasia, 3=villous change, "dysplasia"

Blue shading=specimens with lymphoid follicles or aggregates

Tabulation of key data from Dhillon’s grading sheets for 11 of 12 children in Lancet paper (further details are available at
http://briandeer.com/solved/dhillon/tabulation.pdf)
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