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PROCEEDI NGS
(10:30 a.m)
THE COURT: We are back on the record in the
matter of Hazl ehurst v. Secretary of the Departnent of
Heal t h and Human Servi ces, Case No. 03-654.
Respondent to call your next w tness, please?
M5. RICCl ARDELLA: Yes. We'd like to cal
Dr. Christine MCusker.
THE COURT: Dr. MCusker right here. Wuld
you like to pour yourself a cup of water, and ||
adm ni ster the oath.
DR. MCCUSKER:  Thank you.
THE COURT: Wbhuld you raise your right hand
pl ease?
Wher eupon,
DR. CHRI STI NE MCCUSKER
havi ng been duly sworn, was called as a
wi t ness and was exam ned and testified as foll ows:
THE COURT: To proceed.
MS. RI CCl ARDELLA: Thank you.
DI RECT EXAM NATI ON
BY M5. RI CCl ARDELLA:
Q Good norning, Dr. McCusker. Wuld you
pl ease state and spell your name for the record?
A It's Christine MCusker, and the |ast nane
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MCCUSKER - DI RECT

is spelled MG C U S-KER

Q And what is your profession?

A |'"'ma pediatric i munol ogi st.

Q And what is your current title?

A I"man Assistant Professor of Pediatrics and
Research Director at MG Il University and Mntrea
Children's Hospital.

Q Doctor, would you briefly describe your
educati onal background?

A | did a bachelors in mcrobiol ogy and
i mrunol ogy at the University of Toronto, and follow ng
that, | did a masters in nol ecul ar virol ogy at
McMaster University followed by three years of a PhD
i n inmunol ogy al so at McMaster.

Follow ng that | did nmy nedi cal degree at
McMaster University and then noved to MG ||
Uni versity where | did a residency in pediatrics
followed by a fellowship in allergy and clinica
i mrunol ogy and then followed that with a two-year
postdoctoral fellowship in fundanmental i munol ogy
research at Meakins-Christie Laboratory at MG 1.

Q And are you board certified?

A | amcertified in the Royal College of
Physi ci ans and Surgeons of Canada in both pediatrics
and allergy and i munol ogy as well as the Col |l Sge des
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M deci ns due Qu, bec in Canada as well | have board
certification in pediatrics in the United States.

Q Doctor, would you briefly highlight some of
the honors that you have received in your career?

A During ny postdoctoral fellowship | received
a Salary Award fromthe Canadi an Society of Allergy
and Cinical Imunology for two years to support ny
work. |'ve also a Recherche Cinique CA -- I'msorry,
habit. A dinician Researcher through the -- |I'm
going to have to say this one in French, Fonds de
recherche en sant, du Qu, bec, the Foundation for
Heal th Research in Qu, bec where they have supported ne
with awards twice now They're two- to four-year
awar ds.

Q And of what professional organi zations are

you a menber?

A I'ma nmenber of the Canadian Allergy and
I munol ogy Society, the CSACI. |'ma nmenber of the
Al'l ergy and | mmunol ogy Association of Qu,bec. I'ma

menber of the Royal Coll ege of Physicians and Surgeons
of Canada. | think that m ght be about all

Q And do you hold any teaching positions in
your specialty?

A Yes. |'m Assistant Professor at MGl
Uni versity, so ny teaching requirenments include

Heri tage Reporting Corporation
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t eachi ng under graduate students basic i munol ogy in
the science nicroi muno program | also teach the
medi cal school students, both basic and clinical

all ergy and i mmunol ogy, and | teach graduate students
and postdoctoral fellows in the graduate school at
MG .

Q Do you hold any | aboratory positions?

A I"'mthe Cinical Director of the dinica
| munol ogy Laboratory at Montreal Children's Hospital.

Q And what are your research | aboratory
responsibilities?

A My appointrment is 50 percent of clinical
duties and 50 percent research duties, and I'ma
Research Director at the Meakins-Christie
Laboratories, where | run a fundanental research |ab
wor ki ng on i nmunoregul ati on of the inmmune system
t hrough devel opnent, so in a nodel of infancy through
adul t hood.

Q What division of your tinme is spent between
your research and your clinical work? |Is it 50/507?

A Theoretically.

Q Approxi matel y how many patients to you see
per nonth?

A On a nonthly basis to break it down it's
probably in the order of 200 to 300 dependi ng on the

Heri tage Reporting Corporation
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nont h.

Q And are the majority of those patients
chil dren?

A Alnmost all of themare children.

Q And do you have a general pediatric practice
as well?

A I work both in two different practices for
general pediatrics. The first is at a private clinic
where | fill in for doing what's called energency
visits or wal k-ins, and the second is through the
energency room where | act as an Emergentol ogi st.

Q Approxi mat el y how many of those patients do
you see per week?

A It varies depending on the week, but it's
probably about 50 patients a week.

Q Are you an exam ner for any |icensing
boar ds?

A I''man exam ner for the Royal Coll ege of
Physi ci ans and Surgeons of Canada for allergy and
clinical immunol ogy.

Q And what does that nmean to be an exam ner?

A Well, you' re asked to or invited to
partici pate on the exam nati on boards. You have to be
nom nated by your peers in the specialty, and then
you're invited to be an exami ner on the boards, and

Heri tage Reporting Corporation
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you' re responsi ble for the devel opnent of exani nation
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questions for the specialty as well as the oral exam
conmponent where you're examining the fell ows who have
conpleted their training and who are asking to be
allowed to practice as specialists.

Q Okay. And have you published in the field
of pediatric inmunol ogy?

A Yes.

Q Are those publications referenced on your

Cv?

A Yes, they are.

Q Are they all peer-reviewed?

A Yes, they are.

Q Are you a reviewer for any scientific
j our nal s?

A Yes, | am
Q Whi ch ones? Name a few.
A |'ve been a reviewer for the Blue Journal,

which is the Anerican Journal of Respiratory and

Critical Care Medicine. |'ve been a reviewer for the
Journal of Inmunology. |'ve been a reviewer for the
Journal of Allergy and dinical |nmunology. 1've been

a reviewer for dinical and Experinmental Allergy,

Clinical and Experinental |nmunol ogy, the Annals of

Al'l ergy and I mmunol ogy. There m ght be a couple nore.
Q Have you ever testified as an expert w tness

Heri tage Reporting Corporation
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in a legal case?

A Yes, | have.

Q Appr oxi mat el y how many tines?

A This would be ny fourth case.

Q And did you testify in the Cedillo case?

A Yes, | did.

Q After turning to this case, did you revi ew

Yat es' Hazl ehurst nedical records that had been filed?

A Yes, | have.

Q And did you review the expert report of Dr.
Cor bi er?

A Yes, | did.

Q And do you agree with Dr. Corbier that Yates
has a weakened i nmune system or a conprom sed i nmune
syst enf

A No, | do not.

Q Does he have a dysregul ated i mmune systenf

A I see no evidence for a dysregul ated inmune
system

Q Based on your review of the records, do you

believe that Yates' imune systemis at all abnormal ?
A No, | do not.
Q In your opinion, Doctor, did the
vacci nations that Yates received cause or contribute
to his autisnf

Heri tage Reporting Corporation
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A No, | do not think so.

Q Wbul d your opinion change if it was
determ ned that Yates' devel opnental regression began
at 12 nonths as the fanmily and Dr. Corbier allege?

A No.

Q I'd like to turn specifically to the facts
of this case, and before you took the stand, did I
hand to you Petitioner's Exhibit 16 for the record?

A Yes, you did.

Q Okay. Before we get to that, I1'd like to
tal k about the upper respiratory tract infections that
Yates had during the first two years of his life. Do
you recall seeing those notations in the record?

A Yes, | did.

Q Is this evidence to you of a weakened i nmmune
syst enf
A No.

Q Why not ?

A As | elucidated in ny report, | |ooked at
the frequency of infections that this child
experienced and found that he did not have a frequency
of infection that was any nore or less than his peer
group. His frequency was somewhere in the order of
four physician di agnosed upper respiratory tract
i nfections and seven ear infections, five of which

Heri tage Reporting Corporation
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were associ ated with docunmented viral illnesses.

That is entirely within keeping with a
normal range of infection or a nornal frequency of
infection in a child of his age.

Q Coul d you briefly describe or explain the
i mmune systemof a child up to two years old? In a
nut shel | .

A Briefly?

Q | know that's your profession, but in a
nut shel | ?

A Essentially, when a child is firstborn,
obviously their i mmune system although partly
protected by maternal antibodies, their inmune system
is essentially having to learn fromfirst principles
how to fight and conbat infection and to renenber how
these infections ook Iike so that they can fight them
again should the need arise, and so usually in the
first four nonths, children don't have that high a
frequency of infection, but as the maternal antibodies
begin to wane, the infection frequency increases.

Now, in this particular child, for exanple,
he was the third child in the famly, so there would
have been nore circul ation of viruses.

Q | believe he was the first-born child.

A Is he the first-born?

Heri tage Reporting Corporation
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Q He's the first-born child. There are sone
cousins, but in the imediate famly, he is the first
one.

A Well, the circulation of viruses begins
fairly early on in a child s life, usually between the
ages of four and six nonths is when they start to
catch their first infections. Fromthe age of six
months to the age of sonmewhere, and it depends on the
child, threeish, two to three, a child will catch
probably in the range of six to 10 infections per
year. That's the average that a general pediatrician
woul d 1 ook at as within the nornmal range.

Sonme children have a few nore, some children
have a few less, but that's sort of the range. In
that tine period, their imune systemis |earning, and
what it's learning to do is it's learning to recognize
the infections and fight themand to generate what's
cal | ed inmunol ogi cal nmenory. That inmunol ogi ca
menory allows themthe next tinme they see the
infection to fight it without apparent illness.

That doesn't mean that they don't see the

viruses, they don't come into contact with the sane

nunber of viruses because obviously they do. It's
just they don't manifest the illness as frequently as
/11

Heri tage Reporting Corporation
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they would early on in the first two years of life, so
somewher e between the ages of two and six, the
frequency of infection begins to decrease
significantly.

So by the tinme a child is sort of through
the first year of school, past grade one, you see that
their school absences and their frequency of infection
mar kedl y decreases, and that's because their inmune
system has | earned, and so they're not manifesting
illness quickly.

Q Now, you briefly touched on Yates' otitis
medi a infections. Approximtely how many otitis nedia
i nfections do you see docunented in the nmedica
records? Approxinmately how many?

A | actually counted seven in the first two
years of life.

I's that a normal amount?
That's within the normal range

Ckay.

> O » O

Sone children have nore, some children have
| ess.

Q Now, Yates had tubes put in his ears,

correct?
A Yes.
Q If Yates' immune system were abnormal or

Heri tage Reporting Corporation
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weakened, what woul d you expect would be the clinica
course of future infections following the installation
of tubes?

A As a general rule, you put tubes in the ears
to allow the ear canals to drain freely because the
eustachian tube is blocked fromusually the mucus in
the nose, so you put the tubes in the ears to all ow
the nmucus and the accumulated liquid fromthe inner
ear to drain out to the outside, and that prevents or
reduces the frequency at which those kind of bl ocking
of the nose will allow the bacteria or the virus to
grow in the ear and manifest itself as an ear
i nfection, so you put the tubes in.

You will expect to see a decrease in the
frequency of infection followi ng the installation of
t ubes.

Q Is that with a normal immune systenf

A Yes.

Q What about if one's inmune system were
abnormal or weakened, and he or she had tubes put in.
What woul d you expect the clinical course of
i nfections to becone?

A As a general rule in the patients that we
follow with primary i mrunodefici ency, who have
docunented problens with their immune system the

Heri tage Reporting Corporation
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installation of tubes may somewhat reduce the
frequency of ear infections, but does not conpletely
elimpate it. The tubes frequently bl ock because the
anount of inflammatory medi ators generated is
general ly much higher in those patients, so they often
have trouble even wth the installation of tubes.
In addition, their imune systemis

conmpronmi sed, and it's conprom sed frombirth, so their
frequency of infection does not change. |It's just the
characteristics of the infection changes, and these
children go on to have nore sinusitis for exanple, and
they also go on to have lower respiratory tract
i nfections such as pneunpni as, so what you see in a
clinical course is you'll see a baby, who has many
otitis nmedia devel oping to pneunbnia to sinusitis.

Q Did you see evidence of that in the nedical
records of this case?

A No, | did not.

Q Now, Dr. Corbier in his report states that
Yat es devel oped chronic, and |I'm going to butcher the
word, |ynmpha --

A Lynphadenopat hy?

Q It's easy for you to say, yes. Swollen
| ynph nodes, right?

A That's correct.

Heri tage Reporting Corporation
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Q Did you see evidence of this in the nedica
record?
A No, | did not. There was one epi sode where

the parents brought Yates in because they were
concerned because they could feel sone |ynph nodes in
the child s neck, but it was noted by the physician to
be within normal. |'mjust |looking for the -- It's
about nine nmonths of age. There was one note. |
don't actually have it witten in nmy notes because it
wasn't considered normal, but there was one, and it
woul d be in the record.

Q Are swol | en or pal pabl e | ynph nodes nor nal
i n young children?

A Yes.

Q Okay. Doctor, if Iynph nodes are indeed
swollen, is that a sign of a healthy inmune systenf

A It's a question of degree. Certainly, we
expect that especially in the first years of life that
you will have what's called pal pabl e | ynph nodes,
particularly in the back of the neck or the posterior
cervical chain, and that's in part a sign that the
i mmune systemis responding normally to the onslaught
of infectious agents that it's seeing, and also it's
in part an issue of children that actually don't have
a |l ot of subcutaneous tissue in their neck, so you can

Heri tage Reporting Corporation
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1 feel the
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nodes nuch easier than you can in an adult.

We expect in pediatrics to pal pate, touch,
| ynph nodes, particularly in the back of the neck,
sonmetines in the front and all the way down just above
the clavicles here, and that's considered to be
normal. 1It's the draining | ynph nodes fromthe head
and neck and to be able to feel themas small shotty
nodes is normnal.

THE COURT: For the record, the reference to
mom and the | ynph nodes, Petitioner's Exhibit 2, 22,
and that's at about seven nonths.

THE W TNESS: Seven nont hs.

THE COURT: Septenber 5, 2000.

THE WTNESS: Thank you, and it was noted
think by the doctor to be normal. Sorry.

BY M5. Rl CCl ARDELLA:

Q Doctor, there's also been testinony in this
case that Yates' head felt constantly hot after his
first birthday. 1t was described as possibly a | ow
grade fever. Does that have any clinical value to a
pedi atrician or pediatric inmunol ogist?

A I would say no. In truth, children have a
tenperature range, and it's quite broad ranging in
cel sius anywhere from36 to 38.5, and in fahrenheit,
that woul d be up to 101.3 as core tenperature, and
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that's considered normal, and our normal variations
are some children run sort of around 100. Sone
children run at the classic 98.6 and some children run
at 97 and a little bit |Iower than your classic core
body tenperature, and it's within normal.

As long as it is below 101.3 or 38.5, it is
not fever, and it is not abnormal. [It's just normnal
nmet abolic rate and normal netabolic variance. Parents
sonmetines come in to me and say | brought himin
because he feels hot, or | brought himin because he's
sweating, or every time | put a blanket on him he
kicks it off because he's too hot, and all those
things are concerns that parents will raise to you as
a doctor, and you go and you neasure the child's
tenperature core, and it's conpletely nornmal.

You evaluate the child, and there's nothing
wong with the child, so feeling hot is not
significant unless it correlates with the presence of
fever. Children as a general rule, if they are truly
feverish, have a change in their behavi or such that
they tend to be nore sleepy, they tend to be nore
quiet, they tend to be less interactive, so the
parents note that usually before they note the feeling
war m

Q Now, the records also reflect that Yates had

Heri tage Reporting Corporation
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several episodes of candida or thrush. Do you recal
seei ng those records?

A Yes.

Q How many docunent ed epi sodes of thrush do
you recall seeing?

A | counted three that were docunented as a
notation in the notes as seeing a thrush, and then
there were two others that | found a reference to, but
couldn't find the actual physician note saying what
they saw, and so | qualified those as sort of possible
or probable, and then there was the epi sode where he
was treated because of the dermatitis of his thunb,
which was treated "in case" in the physician note.

Q Assune for purposes of argunment that there
were five episodes of thrush, would that be abnornal ?

A In a child, with absolutely nothing, who is
five or six years old, that's abnornmal. |In a child,
who is between the ages of zero and two, that is
consi dered to be sonething that happens. | think that
it's sonmething that you would note, but you woul dn't
necessarily worry about, especially in a child who
such as in this case was a thunb sucker because that
pronotes the adherence of the candida to the ora
mucosa, and as well in the case of a child who
required a lot of antibiotic use.
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Q What is candida or thrush?
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A Candida is a yeast or a fungus. |It's
col oni zed, found in our nmouths, and in nobst children
they' re found col onized with candida in the oral
mucosa. It's a conmensal organism It usually is
conmpeted out by other organisns in the nmouth, so you
usual ly don't get an "infection" with it.

Q Is it normal in young children?

A Very conmon in young children

Q Are devel oprental ly del ayed children nore
prone to candi da?

A It seens that children with devel opnent al
del ay have nore frequency of candi da, yes.

Q Why is that.

A There's several different theories on that.
Most of the feeling is it has to do with the nouthing
behaviors, but it's largely unknown.

Q And does the chance of devel opi ng candi da

increase with anti biotic use?

A Yes, it does. That's considered a risk
factor.
Q Is Yates' experience with candi da evi dence

of a system c inmunodeficiency or a conprom sed i nmune
syst enf

A Yates' frequency of candida infection, with
or without the fact that we know his inmune systemis
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normal fromthe i mune workup, the frequency of
candida infection is there. 1It's not zero.

In the face of the frequent antibiotic use,
you could explain it, but in and of itself that would
be something that m ght warrant exam nation of the
i mmune systemto ensure that there is no underlying
ot her cause, other than the ones that we already know,
t he nout hi ng behavi ors and the frequent antibiotic
use, so the answer is | guess yes and no. |In the face
of the inmune workup that was done, the child' s i mune
system was conpl etely normal.

And any abnormality that you woul d be
| ooking for in a child, who as recurrent thrush, which
is abnormalities in the functioning of the T-cells
really wasn't found.

Q In fact, that's exactly what the
pedi atrician questioned. You were presented today
with a new record dated January 18, 2002, a pediatric
record. |Is that correct?

A Yes.

Q What was reflected on that record to the
best of your recollection?

A The fam |y had cone in questioning the
frequency of the child' s infections with thrush, and
the physician felt that it, while again explainable by
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circunmstances of the child's first two years of life
was enough to warrant a further inmmne eval uation.

THE COURT: Pardon ne. For the record, just
so what we know what that record is, I'mgoing to
designate that as Petitioner's Trial Exhibit 2.

(The docunent referred to was
mar ked for identification as
Petitioner's Exhibit No. 2
and was received in

evi dence.)

MR, VEBB: Absol utely.

BY M5. RI CCl ARDELLA:

Q And then imrmune function testing was done,
correct?

A That's correct.

Q And that was tested in August 2002 by Dr.

Bl ai ss? Is that --

A Yes, that's correct.

Q And |'mreferring to Petitioner's Exhibit
16. Do you have a copy of that in front of you?

A Yes, | do.

Q I"mspecifically referring to Petitioner's
Exhibit 16 at 3. What do the nedical records say
about Yates' imunoglobulin |evels?

A According to the nedical records, they're
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entirely within normal limts for age

Q And what's the purpose of testing
i mrunogl obulin | evel s?

A The i mmunogl obulin | evel s thensel ves are a
fairly reasonable screen to determ ne whether or not
there's a profound i munodeficiency. 1In and of
itself, it's just a level, and it doesn't necessarily
denote function. You can have children who have
normal | evels but poor function, so it is a good first
step, and it denotes that his body was able to nake
antibodies and to naintain a | evel.

The nore inportant study or results is the
fact that when his i mMmune system was asked to make an
i mmune response so that when he received his
di pht heria and tetanus vacci ne, and he was asked to
make a response to tetanus, he was able to do that.

Q For the record, are you referring to
Petitioner's Exhibit 16 at 9?

A Let ne just verify, but | believe so. It's
repeated a few times during that. Yes. Essentially,
when you' re doing an i mune eval uation of a child, you
are asking two different questions: The first
question is do we have the building blocks. Are the
nunbers of all the building blocks, that neans the T-
cells, the B-cells, the other cells of the i mmune
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| evels, are they within a normal range? That's your
first step.

Then the next question, and really for an
i mrunol ogi st the nore inportant question is it doesn't
matter if you have a thousand T-cells if none of them
function, so what you really want to know is can we
make these T-cells and B-cells talk to each other, and
can we rmake them function to generate imMmunity that's
| ongl asti ng?

What the tetanus antibody tells ne is it's
actually a very good screen because in order to nake
tetanus antibody, in order to have a | evel, you
actually have to have a fairly conprehensive i nmune
system You have to have B-cells that are present,
and the B-cells have to be able to nake anti bodi es,
but nost B-cells can't make anti body by thensel ves.

They actually have to be told what to do, so
what you really need to do is you need to have the T-
cells that are there and that can recogni ze the
tetanus in this case and tell the B-cells okay, go
ahead nake the antibody, so what the presence of that
specific antibody tells ne is that his body was able
to see these antigens. They were able to recognize
them as sonet hing that you shoul d make an anti body to.

The T-cells were able to talk to the
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and the B-cells could do their job, so that tells ne
you have a very conprehensive functioni ng i mune
systemfrom a specific or adaptive point of view

Q What were the findings for Yates' conplinent
levels, and I'mreferring to Petitioner's Exhibit 16
at 47

A He had normal conplinment |levels and as well,
they also did the conplinment function that told
henol ytic conplinent, and again |levels are
interesting, and they're very helpful, and if they're
abnormal, they tell us sonething, but normal levels in
and of thenselves don't necessarily tell us that the
i mmune systemis conpetent, but Dr. Blaiss here went
the step further, and he said can | make it function?
If | demand this conplinent systemto work, will it
function, and it did conpletely normally.

Q What were the findings for the T and B cel
nunber s?

A They were entirely normal for age.

Q Doctor, did the testing of Yates' inmmune
systemin August 2002 show any evi dence of imune

dysfunction?

A No.
Q O i nmune conprom se?
A No.
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Q Are you satisfied with the testing that was
done by Dr. Blaiss in August of 20027

A Yes, | am

Q Doctor, was Yates al so tested for antibodi es
to candi da?

A Yes, he was.

Q And I"mreferring to Petitioner's Exhibit 17

at 3. Wiat were the results?

A They were negati ve.

Q Does that nean he did not have anti bodies to
candi da?

A It means that he did not have an infection

of candida that was invasive. Children with primary
i mmunodefi ci ency, when they do have problens with
candida, their candida tends not to remain in the
mouths. It tends to becone invasive, and so invasive
candi dysis is a sign of a conprom sed i Mmune system
In that situation, the children will make anti bodi es
to candi da.

If it remains local, sort of just on the
skin or in the oral mucosa or even in the diaper area,
you do not mnake anti bodies to candida, and there are
papers that are quoted in ny report that have | ooked
at that in normal children.

Q Doctor, turning to the date of vaccination
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February 8, 2001, the nedical records reflect, and
there was testinony that Yates was sick that day that
he received his vaccinations. |s being sick with an
upper respiratory infection and a fever
contraindication to vacci nation?

A No. The Redbook, which is sort of the
i nfecti ous di sease bible that's used by many
physi ci ans does not recomend wi t hhol di ng a vacci ne
froma child because of an upper respiratory tract
infection, with or without fever.

Specifically, when they look at the |ive
viral vaccines, specifically the MVR, studies have
shown that the presence of fever and upper respiratory
tract infection do not conprom se your ability to
mount an i mune response to neasles, munps or rubella
under those circunstances, and so particularly for the
live viral vaccines, it is not a contraindication.

If the child is considered to be severely
ill, then the vaccine is withheld, but a child with a
cold and an ear infection needing sone antibiotics
woul d not warrant w thhol di ng vacci ne.

Q Doctor, if Yates had or has an
i mrunodefi ciency as Dr. Corbier opines, what would you
expect to be his clinical course throughout the seven
years of his life?
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A If you have a primary immnodeficiency, it's
somet hing you're born with. The inmune systemwill
struggle to try and keep ahead of the infections, but
essentially over tinme, the child will becone sicker
and sicker and sicker with recurrent infections, and
that's really what we see

VWile children with inmrunodeficiency can
have ear infections in the first year of life, by the
time they're two or three, they've already had one or
two or three pneunoni as because their i mune system
just cannot cope with the flood of virus and bacteria
that they're being exposed to, and it gets weaker and
weaker and weaker, and eventually they present and are
di agnosed with primary i nmunodefi ci ency.

That's children who have nore subtle
i mrunodeficiencies. Ooviously, those that have severe
combi ned i mmunodefi ci ency, where their immune systens
don't work at all, present very early onin life,
usually within the first year, and those children are
very sick and will die without nedical intervention,
so when we're tal king about the nore subtle
i mrunodefi ci enci es, what you really find is that you
have a child, who maybe in the first two years of life
was sick, maybe a little bit nmore sick than his peers.

As tine goes on, they continue to be sick.
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They don't have that period where they're well, and
really these children are never well.

Q Did you see any evidence of that in the
nmedi cal records in this case?

A No, | did not. This child followed the
normal course of few infections in the first two years
of life, and a slow or a predictable reduced frequency
as he aged, at least in the records that | revi ewed.

Q Doctor, would an i mune defect ever resol ve
or dissipate over tine?

A A true primary i mmunodeficiency does not,
and that woul d be sonething that has clinical
rel evance.

Q Is there any evidence in your experience as
a pediatric inmmunol ogi st that as Dr. Corbier states
i mmune mechani sns are inplicated in autisn®?

A No.

Q Is there any reliable medical evidence in
the peer-reviewed literature that i mmune nmechani sns
are inplicated in autisnf

A Not that | have been able to find.

Q In your practice, have you tested the imune
profiles of autistic children?

A Yes, | have.

Q Appr oxi mat el y how many?
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A At | east 100, perhaps nore. It's hard to
know exactly.

Q Over what tinme period?

A About ei ght years.

Q And anong the approximately 100 autistic
children that you have tested, how many have had a
i mmune deficiency?

A One.

M5. RI CCl ARDELLA: | have no further
questions.
THE COURT: M. Webb?
MR VWEBB: Thank you. |'msorry for the
i nterruption
CRCSS- EXAM NATI ON
BY MR \EBB:

Q You were asked sone questions about whether
there was sone significance to the fact Yates
grandnot her reported that he seemed constantly warm
during his second year of life?

A Yes.

Q Can a | owgrade fever that persists for a
Il ong period of time be an evidence of chronic
i nfection?

A I have never seen a report of that. | guess
it would depend on what you woul d define as | ow grade
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fever. | would say off the top of ny head no.

Q You indicated that there was a fairly broad
or you're saying a variety of normal tenperatures for
i ndi vi dual s?

A Yes.

Q But if the child was in fact beyond that
normal range for six nmonths --

A Yes.

Q Wuld that nmerit sone kind of eval uation?

A | suppose it would nerit sonme kind of
eval uation, except that |'ve never seen a case report
of a child with docunented fever for nore than six
months. | nean, during those six nonths, one would
presunme that this child had been seen by his
pedi atrician, and there would have been a note of it
in the case history, but | failed to find a note to
fever of the significant frequency of fever in the
case history notes.

"Il give you an exanple. W' ve recently
followed a child, who does have a primry
i mmunodefi ci ency, who presented to our hospital with a
hi story of fever for a month. Now, that child had had
wei ght |l oss, that child had had significant
synpt omat ol ogy associated with that and did have
what's called an i mune activation syndrone and
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macr ophage activation syndrome that was clearly and
easily docunented by the testing that was done.

But that was after nonths of fever, and this
child was quite sick and very close to death at the
time when she presented to the hospital, so six nonths
I think woul d be unbelievably unusual and woul d
warrant a case report.

Q Woul d warrant sone kind of inmunol ogi ca
eval uati on?

A Absol utely. Absolutely, but | would think
that six nmonths of daily fever to that extent, even
"l ow grade," which would be 38.5 and above core woul d
significantly debilitate the child. It wouldn't just
be a child who felt warm It would be a child who
didn't grow.

Q How about ki ds that develop sinusitis? Aml

pronounci ng that right?

A Yes.

Q Si nus infection.

A Yes.

Q Those infections persist for nmonths, do they
not ?

A The mucosal thickening can persist for a

long time. The bacteria can remain in the sinuses for
a while, but clinical sinusitis is actually a
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relatively acute event. There are two different
etiologies: There's acute and chronic sinusitis.
Acute sinusitis is the one that's characterized by
facial pain and fever. Chronic sinusitis is the one
that's characterized by chronic congestion, and it's
usual ly in the absence of fever

Q Usual | y? Does that nean that there are
cases that unless you have a chronic sinusitis in
which there is a fever despite the absence of acute
i nfecti ous synptons?

A No. In fact -- when | say usually what |

mean is that a patient will cone in -- | nean as an
allergist, | see a lot of sinusitis. A patient wll
come in, and there will be a history of nighttine

snoring, poor sleep, chronic congestion, a nasal
voi ce, not being able to breath through the nose
anosmi a, which is unable to snell, which is really a
sign of a chronic congestion of the sinuses, and so
you would call that child to have chronic sinusitis.
Now, sinusitis doesn't necessarily nean
infection. It neans inflanmmation, so you woul d have
i nflammation of the sinuses, but the reason they're
comng to you because the parents assune it's just a
snotty kid and don't think that it's worthy of com ng
to the doctor, so the reason the child conmes to you is
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because now he's devel oped a fever and green nasal
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di scharge and now has an acute sinusitis over top of
what really is a chronic inflammtion of the sinuses.
When the child presents to nmedica
attention, it's when the synptons becone acute as
opposed to when they're chronic. Kids with chronic
sinusitis who present because they do too. It's true.
It's because they've been waking up at night. They
have poor sleep and things |like that, and that's
usual ly a sign of inflammtion of the sinuses and is
often related to the present of allergens in the
environment and things like that and not related to
acute infection.

Chronic sinusitis in particular is usually
not an infectious process.

Q Do you have a sense of what percentage of
children develop a thrush infection, a candida
infection in their first year of life?

A There's sonething in the order of one in
three will have thrush in the first year of life. It's
qui te conmon, 30 percent.

Q And how many did you count in the first year
of Yates' Hazlehurst's life?

A | counted as | nentioned three docunented
thrush, not in the first year. Sorry. Three
docunmented, two probables in the first tw years.
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Q How many did you say?

A Sorry. Three docunented that | was able to
find docunentation for, and two nore probable
infections in the first two years of life.

Q Three and two, did you say?

A Yes, five.

Q Five? Do you have any idea how many
children would develop five in the first two years of
life?

A The studi es have not been done, so no is the
short answer. The long answer is in a child who
receives antibiotics, it's not unusual for you to have
a problemw th thrush.

Q One thing you did say when you were
di scussing thrush was that sone of the findings would
be different for a child who sucked his thunb nore
than those who didn't. 1Is that correct?

A No, | didn"t. | actually said that children
who nmouth, so who suck their thunbs or suck soothers
or have a blanket that's always in their nouth or
something like that, who tend to be nouthers, that's a
risk factor for recurrent thrush, so it's just a risk
factor.

Q So your opinion wouldn't change based on the
extent to which Yates sucked his thunb?
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A It's like everything else in life. It's a
risk factor. It cunulates or not.
Q Now, |'mgoing to hand you again a docunent

dated January 18, 2002, physicians visit that's been
mar ked as Petitioner's Trial Exhibit 2, and | again
apol ogi ze for having only the one copy. | guess the
question | have is do you agree with the note in the
pediatrician's records that you should consider an
i mmune evaluation in this child' s case if this kind of
probl em conti nues to persist.

A Yes, | agree. | also should note that we
see these patients all the tine. |In ny practice as a
clinical immunologist, we're referred patients who
have recurrent otitis nedia, we're referred patients
with recurrent thrush, we're referred patients with
recurrent pneunoni as even, and we will see 15
patients a week referred in to evaluate their imune
system

W will diagnose primary inmunodeficiency

six, maybe 10 tinmes a year, and 10 times a year woul d
be considered a banner year, so that neans that |
eval uate hundreds of children for inmmune
"deficiencies" based on the history of their
i nfections and the type of infections they have.
These are even children who have severe invasive
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i nfections, nmeningitis and septicem a, and they don't
have a bad i mune system
They just got a bad bug, so the incidence of

primary inmmunodeficiency while fromny point of viewl
think it's inportant, fromthe general popul ation
point of view, we evaluate a |lot of normal children
with the sanme history

Q That's the fundanental question |I had, and
you said that 10 or 15 a week that you | ooked at that
m ght be soneone like Yates Hazl ehurst in his first
two years of life. |Is that right?

A That's correct.

Q And so there are | arge nunber of children
who nerit an i mmune wor kup?

A Yes.

Q Because they fit a profile sonmewhat |ike
Yat es Hazl ehurst?

A It's not really because they fit a profile.
It's because our thinking about inmmunodeficiency has
changed, and it's a bit philosophical, and |I'm going
to get on a soap box | hope you don't mind about this,
but the truth is that in the '80s and '90s, the
frequency of the tine fromonset of first infection to
di agnosis of primary inmunodeficiency was somewhere in
the order of five to six years, and imunol ogi sts
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| ooked at that and said well, that's not right,.

Real ly, essentially children had to foll ow
that pattern that | tal ked about where they had to
have the frequency of infections in the first two
years of |life and then it just not go away, not Qo
away, and they were getting nore and nore debilitated,
and then finally sonebody | ooked at their inmune
system Wat has happened is that through canpai gns
to nmake prinmary caregivers aware that primary
i mrunodefi ci ency shoul d be exani ned, children are
referred earlier for |ooking at their inmune system

Now because we don't know what's going to
happen after age two or age three whether or not
they' re just going to behave |like every other kids, or
whet her they' re going to have this downward spiral
it's better to catch themat 18 nonths or age two and
start treatment if you can. That's really the goal
so the purpose of having a | ot of these evaluations
and my knowi ng that when | walk into clinic on Tuesday
morning |'mgoing to see 15 kids and probably all of
themw |l be normal is that | pick up that one, and
then I nmake an inprovenment in that one child s life,
but the truth is, based on history alone, you can't
make a di agnosi s of imunodeficiency because
i nfecti ons happen, and so the
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frequency in infections happen, and it's not an
i ndicator of a prinmary i mmunodeficiency. It's an
i ndi cator that maybe you shoul d | ook.
Havi ng said that, | have children who I
di agnose at nine or 10 with a primary imunodeficiency
who have really nothing fromzero to 10, so infection
is asign, and it should be exam ned, but it doesn't
make the diagnosis. It doesn't even say the child' s
i mune systemis abnormal by any nmeans, and it may not
even be there in a child who has clearly abnorm
i mune system so in and of itself it's hel pful.
It gives us information, it warrants a

consult, and it warrants an eval uation, but the
eval uation when done is clear.

Q This is what I'mtrying to ask, and maybe |
m sheard it. D d you say that some of these 15 or 30
or 90 that you see that end up not having prinmary
i mmune deficiencies mght have an efficient imune
systen?

A M ght have what? |'msorry.

Q I thought you said sonething about bad
i mmune systens as sonething different than prinmary
i mmune deficiency. Am1l incorrect there?

A Yes. |1'msorry.

Q Do | understand that kids that have prinmary
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i mune deficiency that this is a serious and often
lifelong condition that requires attention because
they can't deal with infection?

A Yes, it's always |ifelong unless you
i ntervene.

Q As opposed to these children, are there sone
children that just don't deal with infections well,
but don't have a primary inmune deficiency?

A I"mnot sure | know the answer to that
question. There is a range of what is considered
normal, so if you have a child who has 10 i nfections
in a year, is your child not dealing well with
i nfection versus the kid who only had three? That's
hard to know, or did they just conme into contact with
avirus at a different tine. It's nultifactorial, and
really in pediatrics, what are you | ooking at? You
have to | ook at the child.

You have to say is he growing? 1|s he

m ssing a lot of school? |s he not missing a |lot of
school? |Is the infection frequency decreasing or not?
Is it continuing and persisting? Is it affecting his
activities of daily living over the long termrather
than in the acute first two years of life. Al those
things you have to ask yourself before you say it's
out si de normal because we all have to go through it.
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Anybody in this room who has children,
knows that kids go through a series of infections in
the first two or three years of life. Especially if
they're in daycare, especially if they go to parks, if
they go to malls, if they' re brought outside through
the famly unit. 1t's just normal, and it's what
their immune systemis supposed to do. |It's supposed

to learn when we're young, and we have a little bit of

plasticity.
Q Can there be selective i mune deficiencies?
A Yes, there can.

Q Are there selective i nmune deficiencies that
woul d not have been detected by the i mmune workup that
was done in Yates' Hazl ehurst case?

A Yes, there are.

Q And does the ability to develop a specific
i mmune response to tetanus tell us with certainty the
ability to develop a specific i mune response to other
bacteri a?

A As a general rule, it's a very good
indicator. There is one exception to that rule, and
that's what's called pol ysacchari de antibodi es, and
those are four encapsul ated bacteria such as
pneunococcus, which in children who have a specific
i mrunodefi ci ency to pneunococcus, or polysaccharide
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anti body deficiency is what it's called, you' re unable
to form anti bodi es agai nst encapsul ated organi sns such
as strep, pneunonia, neisseria neningitides and others
in that group
Those children present with severe

i nfecti ons, pneunbcoccal septicem a, pneunococcal
pneunoni as, neningitis caused by pneunpbcoccem a or
pneunococcus, and they're eval uated because of
recurrence of those types of infections, and they are
unable to performthose anti bodies. There is a
vacci ne now that allows us to get around that
somewhat, but it's not perfect.

Q Are there specific imune deficiencies to
viruses or certain viruses?

A Not that have been reported to specific
Vi ruses.

Q | just seemto renenber in another case
| ooking at a report of a child that had a specific
i mune deficiency to varicella, for exanple, that
couldn't generate natural killer cells that woul d dea

with varicella. Does that ring any bells or not?

A It's not exclusive to varicella. It's to --
Q That was ny recol | ection.

A Okay. Sorry.

Q No. |'mnot saying --
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A NK cell dysfunction exists. Usually, you
have a very low NK cell nunber. Yates has a nornmal NK
cell nunber, and it | eaves you at risk for acute vira
ill nesses and tunprs and cancer, and these are
invasive viral illnesses, so not your typical upper
respiratory tract infections, but things that wll
i nvade and will cause, for exanple, a viral
encephalitis or a viral pneunonitis.

They're related to defects in the cascade
related to the NK cell function, and usually rel ated
to low NK cell nunbers and also can be related to
specific T-cell dysfunction.

Q Is there any significance in your mnd to
the physician's decision to change fromnystatin for
the thrush early in Yates' life to the Diflucan later?

A Fl uconazol e?

Q Does that mean anythi ng?

A Because nystatin has been used a lot, there
is some resistance to nystatin in the environnent. At
the time when Yates was a child or young, diflucan or
fluconazol e cane out as an easy to give nedication, so
it was easy. It's a couple of doses, and it
eradi cates candida, so a lot pediatricians started
using it in place of nystatin because they were
getting sone treatnment failures because of resistance.
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That's sort of been put aside now because we
want to use it for other things, and we don't want
fluconazol e resistance, but at the tinme, it was one of
those things that woul d have been used nore
frequently.

Q If achildis noderately ill with otitis
media, is that a contraindication to giving the MR
vacci nati on?

A | guess it would depend on what you'd define
as noderately ill. The Redbook says that a physician
can choose not to give the MWR vaccine if a child is
nmoderate to severely ill but excludes the idea of
upper respiratory tract infections and their
conmplications as being an indication. Qitis nediais
a common conplication of upper respiratory tract
i nfections.

Q What is the recommendation for the
vacci nation with MVR vacci ne? Wen should a child
recei ve the MVR vacci ne?

A It actually varies dependi ng on where you
live in the world. Certainly, in North America our
first MMRis given at 12 nonths. | n underdevel oped
countries, the MMR is pushed back a little earlier and
can be given at nine nonths of age. The reason that
it's not here is that you don't devel op perfect
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i munity at nine nonths of age to MVR

They want children to be at the ol der end
because we have herd immunities so that the risk of
the neasl e, nunps of rubella disease associated with
waiting the extra three nmonths is significantly |ess,
but in the underdevel oped world where neasles kills
mllions of children, it can be given earlier because
even though you're not going to cover all children,
you'll reduce the death rate during an outbreak.

Q Do you see anything in Yates' nedica

hi story up through the age of one year that indicated
that he couldn't have waited for three nonths to

receive the MVR vaccination at 15 nonths rather than

1272

A | see no indication that he couldn't have
waited. | see no indication that he should have
wai t ed.

MR WEBB: That's all the questions | have.

MS. RICCl ARDELLA: | just have one redirect
question, Special Master.

REDI RECT EXAM NATI ON
BY MR \EBB:
Q Doctor, is there anything in Yates' clinica

picture or the inmune testing that was done to
i ndi cate that he needed further imune testing for
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sel ective i mune deficiencies?

A No. VYates' infection history markedly
decreased. |f he has an inportant prinary
i mrunodefi ci ency, he would continue to have infections
at a frequency that would increase, and you woul d
predict the severity would worsen as well if he was
followi ng that path.

M5. RI CCl ARDELLA: Thank you. That's all

have.

THE COURT: M. Webb?

MR, VEBB: Not hing further.

THE COURT: Thank you, Dr. MCusker. You're
excused.

(Wtness excused.)

THE COURT: Is this your trial exhibit here,
M. Webb?

MR WEBB: Yes.

DR MCCUSKER: |'msorry.

THE COURT: Let's hold onto that. W're
going to need that.

MS. RI CCl ARDELLA: Can we just take a quick
five-m nute break between w tnesses?

THE COURT: Five mnutes? W're in a five-
m nut e recess.

(Wher eupon, a short recess was taken.)
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THE COURT: We are back on the record
anticipating Dr. MacDonal d as Respondent's next
witness. Dr. MacDonal d, would you rai se your right
hand, pl ease?

VWher eupon,

DR. THOVAS T. MACDONALD

havi ng been duly sworn, was called as a
wi t ness and was exam ned and testified as foll ows:

THE COURT: To proceed.

MS. RI CCl ARDELLA:  Yes.

DI RECT EXAM NATI ON

BY M5. RI CCl ARDELLA:

Q H , Dr. MacDonal d, woul d you pl ease state
and spell your nane for the record?

A Thormas T. MacDonald, MA-C-D-O N A-L-D.

Q Dr. MacDonal d, what is your current
pr of essi on?

A "' m Professor of |mmunol ogy and Dean for
research at Barts and the London School of Medicine
and Dentistry.

Q Doctor, woul d you pl ease briefly describe
your university and graduate education?

A I'"'man | munol ogi st, but when | started off
doi ng i mmunol ogy many years ago, inmunol ogy wasn't a
discrete course, and so as an undergraduate took the
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only option to | earning i munol ogy which is a
parasitol ogy course. After | graduated, | worked on
my doctorate, and | wanted to do i nmunol ogy, so | did
a doctorate on how i mmune reactions particularly T-
cell nmediated i nmune reactions could damage the hunman
and nmouse gut.

I got nmy PhD in 1976 and the title of my PhD
was cal |l ed Del ayed Hypersensitivity Reactions in the
Smal| Intestine, and subsequently | did postdoctoral
training in upstate New York at the Trudeau Institute
in Saranac Lake, New York, where | went because |
really wanted to |l earn about T-cells fromone of the
worl d's | eading | aboratories, and the person | worked
with was actually particularly interested in the way
in which the normal mcrobes in the gut could
i nfluence T-cell function

Q And woul d you briefly describe your work
history in the field of inmnol ogy?

A | have been a researcher in the Laboratory
for Medicines that's actually been doi ng experinents
since 1973, and have been publishing papers throughout
this period. | run an active research group, which is
funded by external bodies and peer-revi ewed external
bodi es including the European Union, the Mdical
Research Council of the UK and the Bi ot echnol ogy
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Most of my research work these days is now

studyi ng the human gastroi ntestinal imune system
i nstead of the Miurine gastrointestinal imune system
sol like to try and look in people, especially
children, to try and find what is causing these
terrible devastating di seases, inflammtory bowel
di sease particularly.

Q Doctor, did you work for a tinme for Merck?

A Yes, | did actually. | had a very
interesting time at Merck. | was working in
Phi | adel phia as an associ ate professor at Jefferson
Medi cal College, and | don't know what happened.
think I was seduced to go to north Jersey and work in
Rahway, and when | went on ny interview the sun was
shining, it seened very good to nme to go there.

In fact, when | got up to Rahway, |

di scovered that not only Merck was not a particul ar
sort of place | wanted to work in, but also | didn't
want to live in north Jersey, so | had to nake a
deci sion what to do, whether to go back into acaden a
inthe US , and | was offered a position at Yale, but
then for personal reasons, | decided to nove back to
London, really for fam |y reasons.

Q And what is your current position at the
Barts and London?
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A I'"'ma Professor of |Imunol ogy and Dean for
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Research in the Medical and Dental School

Q And what is your research budget?

A The research budget of the Medical and
Dental School, the spend |last year, was $76 nillion.

Q And woul d you just describe sonme of your
responsibilities in your position?

A Okay. | run a lab where | do research on
i nflammation, nmostly in the human gastrointestina
tract, but nost of ny tinme these days is actually
taken up with | ooking after and adm ni stering the
research portfolio of the Medical and Dental School
which has six institutes with 300 i ndependent
researchers, about 2,000 staff in total.

It covers a whol e range of nedica

di sciplines from di abetol ogy to cardi ol ogy,
i nfl ammati on bi ol ogy, surgery, m crobi ol ogy,
i mrunol ogy, so | have a broad portfolio. Essentially,
I"min charge of the research direction of the Schoo
of Medicine and Dentistry and al so ensuring
performance standards to nake sure that our research
meets the standards that it needs to be conpetitive in
the 21st century.

Q Do you teach at the Barts in London?

A Yes. 1'min charge of all the imunol ogy
/11
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teaching, and | teach about inflanmatory bowel
di sease and gastroenterology. | teach the
under gr aduat e nmedi cal students. | teach the
under gr aduat e science students in a very popul ar
course, and | teach the PhD students, the postgraduate
students doing MSCs and PhDs. | also teach the
i mmunol ogy to the young trai nee doctors, who graduated
from nedi cal school because we have a different system
in the UK, which is nedicine is not a postgraduate
degree
It's an undergraduate degree, so after five

years, they have to go into further training, and
there I teach themin immunol ogy subsequently to try
to get themup to speed.

Q Have you published articles in the field of
gut i mmunol ogy?

A Yes, |'ve published many, nmany articles in
the field of gut imunol ogy over nmany years.

Q Your CV lists 158, and you had refereed

articles. |Is that the same thing as peer-revi ewed?
A That neans peer-revi ewed.
Q Have you witten a book on gut inmunol ogy?
A Yes, |'ve just published a book called gut
i mmunol ogy. It's actually called Imunol ogy in Gut

Di sease because | felt that there was a problem
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I munol ogy is a rather conplicated discipline anyway,
and gut imunology is alittle part of that, and
that's also quite conplicated, and | felt that there
was a need for quite a sinple book that explained the
basi ¢ aspects of inmunol ogy and gut i nmunol ogy and
then showed how t hese mechani sns were inportant in gut
di seases.
| also set up an Ato Z of gut diseases

starting off with allergic colitis and going down to
yersiniosis, so if soneone wanted to know what was
happening in say ulcerative colitis or Crohn's
di sease, they can read a bit about the immnol ogy.
They just go to C, flip open, and there would be the
key things about Crohn's disease in a very easily
di gesti bl e fashion.

Q How many books have you edited on the
i mrunol ogy of the gut?

A Seven or eight | think actually, and |'m
doi ng another two at the nonent.

Q Have you written any book chapters or other
publications?

A I've witten hundreds of book chapters.

Q Do you currently or have you ever served on
the editorial board of a scientific journal?

A Yes, | was on the editorial board of the
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British Center for Gastroenterol ogies official journa
Gut, from 1996 to 2003. | was also on the editorial
board of the American Gastroenterol ogica

Associ ation's Journal, "Gastroenterol ogy" the top
journal inits field from2000 to 2006. I'malso
currently an associate editor of the journal of the
Crohn's and Colitis Foundati on of Anmerica. The
journal is called Inflanmmatory Bowel Diseases, and
|'ve al so been on various other smaller, |ess
significant journals.

Q Are you a reviewer for any scientific
j ournal s?

A Yes, | review all the tine actually. |
review a ot for Gastroenterol ogy because | feel that
the quality of the journal depends on good and
adequate refereeing to nmake sure that things that are
bad don't get into the literature, but | also review a
lot for Science and Nature, PNES, GX Med, so all the
top notch scientific journals in the world. |If
anything conmes up that's vaguely gut associ ated that
goes to Nature Medicine, the premer journal in
medi cal research, | tend to see it.

| also do papers for the Lancet. | did one
for the New Engl and Journal of Medicine once

Q And do you sit on any research panel s?
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Yes. | sit on the physiol ogical systens
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panel of the nedical research council of the UK, which
is the panel that reviews grants on the organ-specific
di seases of the gut, the airway and the skin, so
traditionally actually nedicine, so |'malso on the
MRC s experinmental medicine panel

Q What is the MRC?

A Sorry. The Medical Research Council of the
UK It's the UKs equivalent to the NNHw th a nuch
snmal | er budget, of course. | also sit on other
snmal l er grant giving bodies as well such as the
Crohn's and Chil dhood Research Association. A grant
gi ving body of which I'mon the medi cal advisory board
al so.

Q Do you have any | earned soci ety nenbershi ps?

Yes. Actually, I'ma Fellow at the Roya
Col | ege of Pathol ogi sts, which is an honorary degree
that's given for people who have published | ots of
papers in an area. | got that in 1995 on the basis of
the quality of my published works. The thing |'m nost
proud of though is | was elected in 2002 to be a
Fel | ow of the Acadeny of Medical Science in the UK
which | think I"'mthe only gut imunol ogist on it.
It was a body put together as sort of a

side-by-side with the Royal Society of Britain, which
actually is all science. It was actually to put up a
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| earned body of experts in nedicine, who could help

t he governnent and advise on policy and give thema

source of really authoritative opinions on nedica

i ssues of the day, so | was elected to that in 2002.

Q And do you speak frequently on the topic of
gut i mmunol ogy?

A | speak on gut inmmunol ogy and inflanmation
and i nflammatory bowel disease all the time. 1 was in
Dresden | ast week talking at a fol k synposi um on
i nfl ammat ory bowel disease. In a few weeks |'m going
to talk at the inflammatory bowel disease think tank
whi ch the Swedi sh governnent have put forward to think
about new ways in which we can think about treating
these di seases and t he understandi ng of these
di seases.

| do this thing all the time. | also work
very closely with industry to try to devel op new
therapies for treating inflammtory bowel disease

Q Doctor, did you participate as an expert
witness in the MMR litigation in the United Ki ngdonf

A | didn't get to the witness part. | only
got to the expert part because the litigation was
stopped after expert witness reports were submtted to
the Legal Aid Board.

Q What role did you have during the expert
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part of that litigation?

A | was approached in 1998 by Lovells, a | aw
conmpany representing Merck against the litigation in
the UK, for the idea that MVR was associ ated or caused
autism so nmy role in that was to evaluate essentially
the evidence that neasles virus was present in the gut
of autistic children using techniques of imrunohistic
chem stry and PCR and al so to tal k about whether in
fact there was such a thing as gut inflanmation in
autistic children.

In other words, really does autistic
enterocolitis exist, so it was an interesting tine
because there really wasn't any literature until the
1998 paper came out, which is the Wakefiel d paper.

But then subsequent in the next five years actually,
it sort of rolled out as the data canme al ong and nore
papers were published. [|I'mfamliar with these
papers.

Q Doctor, you said you didn't get to the
wi tness part. Have you ever testified in Court
bef or e?

A Never .

Q Turning to this case, what material did you
review in preparation for your testinony today?

A Well, | read Dr. Buie's report. | reviewed
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Krigsman's report in the Cedillo case, and | revi ewed
Corbier's report, and | reviewed |lots of rel evant
publications, newer publications, |ater publications,
ol der publications, so essentially it had been
mentioned in either Krigsman or Buie's report or
Corbier's report, | went over these papers again just
to refresh ny nmenory.

Q Did you review the nedical records of Yates
pertaining to any of his G issues?

A Yes, | did. Yes.

Q Do you agree with Dr. Corbier that Yates
i kely has an i mmunol ogi cal di sturbance affecting his
gut ?

A No.

Q Now, based on your review of the records,
has Yates experienced gastrointestinal synptons?

A Yes.

Q And in your opinion, are those synptons

causally related to the MVR vacci ne?

A No.

Q Does Yates have inflammatory bowel di sease?
A No.

Q In your opinion is Yates' autismcausally

related to the MVR vacci ne?
A No.
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Q Wbul d your opinion be different if his
regression into auti smhad an onset at 12 nont hs?

A No.

Q Let's look at the basis of your opinions and
start with the nedical records that have been filed in
this case. D d you review the nedical records
pertaining to the upper endoscopy and the col onoscopy
that Dr. Buie performed on April 17, 2003?

A Yes.

Q For the record, I'mreferring to
Petitioner's Exhibit 20. D d | hand you before you

took the stand a copy of Petitioner's Exhibit 207?

A Yes.

Q If you could please turn to page 2?

A Yes.

Q Is this the report of the upper endoscopy?
A Yes.

Q What were the findings?

A When t he endoscope was put down, he saw sone

i nflammation from an endoscopic point of viewin the
esophagus. The stomach was normal, and the upper
duodenum was normal, and then sone biopsies were taken
of stomach, of the duodenum and of the esophagus to be
sent for histopathol ogy.

Q Was reflux esophagitis found during this
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upper endoscopy?

A Ref | ux esophagitis cannot be found during
the -- reflux esophagitis is a functional thing in
whi ch aci d goes back up. Wen you see inflammation in
the esophagus of a child, and this is actually a
rat her common observation that is seen by a reddening
of the nmucosa, which is consistent with reflux
esophagitis, but doesn't actually show refl ux
esophagitis.

Q And a biopsy was taken of the esophagus?

A Yes.

Q I"'mreferring to Petitioner's Exhibit 20 at
8, which is the pathol ogy report of the biopsy taken.

A Yes.

Q VWhat was the pathology finding of the
esophageal biopsy?

A It was no diagnostic abnormality recognized.

Q Doctor, if you could please turn to
Petitioner's Exhibit 20 at 4 through 6?

A Say that again?

Q Four and really through 6.

A Page 47

Q Four. Right. |Is this the report of Yates
col onoscopy?

A Yes.
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Q And what were the visual findings of the
col onoscopy?

A The nucosa was nornmal of the colon, and the
ileumwas al so normal, but what was noted was sone
nodul ar | ynphoi d hyperpl asia at the signmoid col on and
the rectum

Q Doctor, have you ever observed a
col onoscopy?

A Yes, |'ve seen hundreds and thousands of
col onoscopi es.

Q Now, you nentioned that nodul ar | ynphoid
hyper pl asia was found at the signoid colon and the
rectum Wat is |ynphoid nodul ar hyperpl asia?

A Lynphoi d nodul ar hyperplasia is actually an
enl argenent of the |ynph nodes in the small intestine
and the colon. Children generally have a nore
abundant i mmune systemthan adults. They have | arger
| ynph nodes. This is particularly true in the
gastrointestinal tract because children are not only
susceptible to upper respiratory tract infections, but
they also suffer lots of gastrointestinal infections.

So it's extrenely well-docunented that if
you look into the intestine of a child conpared to the
intestine of an adult, there are nore |ynph nodes as
part of the normal situation. Lynphoid nodul e
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hyperplasia is a very subjective assessnent, in which
it is felt by the endoscopist as they're | ooking
through that these are larger or nore prom nent than
woul d normally be seen, and it's very nmuch a
subj ective assessnent.
Q Is it a pathol ogi cal diagnosis?
A No.
Q woul d you pl ease explain why that is?
A The hi stopat hol ogy or the histol ogy of
| ynphoid follicles in autism in |Iynphoid hyperpl asia
is identical to the histopathology of the |ynphoid
follicles in all healthy individuals. Just to prepare
for this actually, | went over sone of the ol der
literature, and this is sonething, which is really
wel | -acknowl edged. For exanple, this is a paper of
the normal histology of the colon in the Anerican
Journal of Surgical Pathology quite a |long tinme ago.
It says, "One to two nucosal |ynphoid
follicles or |Iynphoglandul ar conpl exes may be present
in the normal col orectal biopsy and should not be
m staken for increased nononucl ear density due to
inflammation. |It's extrenely well-recognized actually
that |ynphoid follicles are part of the nornmal
component of the gastrointestinal tract.
THE COURT: Dr. MacDonal d, would you note
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t he aut hor's nane?
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THE WTNESS: Yes. Certainly, so this is
the paper by Levine and Haggitt, and |'Il just |eave
it. It's not controversial actually. | shall just
| eave it here.

THE COURT: GCkay. And the page nunbers that
you read fronf

THE WTNESS: GCkay. That was pages 978 to
979.

THE COURT: Thank you.

BY M5. RI CCl ARDELLA:

Q Doctor, does a finding of |ynphoid nodul ar
hyper pl asi a nmean that one has an inflamatory bowel
di sease?

A Absolutely not. In fact quite the reverse

Q Is a finding of |ynphoid hyperplasia nean
that one has an inflammatory condition at all?

A No.

Q I's the finding of |Iynphoid nodul ar
hyperplasia in the |l ower bowel of a child considered
an abnornmal finding?

A No.

Q Doctor, did you review the nedical records
in this case pertaining to Dr. Buie?

A Yes.

Q Did Dr. Buie anywhere in those nedical
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records state that the finding of |ynphoid nodul ar
hyperplasia in Yates indicated an inflanmatory bowel
di sease?

A No, because that would be wong, and he's a
very good physician, and when endoscopi sts and
pat hol ogi sts see |lynphoid follicles in either tissue
section or through the endoscope, they note it, but it
is of no diagnostic significance.

Q Did you review the expert report submitted
by Dr. Buie in this case as Petitioner's Exhibit 507?

A Yes,

Q Does Dr. Buie in that report state that the
finding of |ynphoid nodular hyperplasia is evidence of
i nfl ammat ory bowel di sease?

A No.

Q In fact, does Dr. Buie state that |ynphoid

nodul ar hyperplasia is evidence of inflamation at

all?

A No.

Q I'"d like to turn to the pathol ogy that was
taken of the biopsies of the col onoscopy. If you

could please ook at Petitioner's Exhibit 20 at 87
What was the pathol ogy findings of the biopsy taken of
the il eunf

A It was conpl etely nornal

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

620A
MACDONALD - DI RECT

Q And is the ileumpart of the small bowel ?

Yes, it's the end of the snmall bowel, just
before the il eocecal valve before the food goes into
the colon into the cecum

Q And what were the pathol ogy findings of the
bi opsi es of Yates' col on?

A Wul d you like me to say these individually
or actually through sunmation? H's colon and his
cecum which is the first part of the colon scattered
into epithelial eosinophils and increased cellularity
of the lamina propria. In colon transverse biopsy,
essentially the same. |In the signoid colon, which is
just before the rectum the sanme thing. Aso, in the
bi opsies of the rectum were fragnents of unremrarkabl e
col on mucosa.

I think it's inportant to note that actually
there is sonme slight differences between the conmmrents
at the top and in the note in which there's sone
i nportant information tal king about the eosinophils in
the lamna propria, which is not nentioned. That is
the area of tissue below the epithelium and
particularly the pathol ogi st |ooked to see if there
was some of the nore characteristic features of
allergic enterocolitis such as eosinophils in the
crypts.
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And these were not seen after exam nation at
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mul tiple levels, so the pathol ogi st made a good effort
trying to ook to see if this was a really severe

eosi nophilic colitis, but could not find them so the
comments at the end was a mld eosinophilic colitis,
perhaps related to food allergies.

Q Let's break down what the pathol ogy findings
were. What are intraepithelial eosinophils?

A Okay. Eosinophils is a type of inflammtory
cell, which noves into tissues usually during allergic
di seases. Eosinophils live in the blood normally at
| ow | evel s, and when you have an allergic response for
exanple in the airway of the skin, eosinophils nove
into the tissue. |It's very much a nonspecific cell
so, for example, ulcerative colitis, a classica
i nflammat ory bowel disease, there are nore eosinophils
in the gut wall because it is inflaned.

Peopl e tend to see eosinophils in a colonic
bi opsy. The bells start saying allergy of sone sort,
which is why the pathol ogist cut through the tissues
to look for real nore evidence of severe allergic
enterocolitis.

Q Is a finding of intraepithelial eosinophils
evi dence of inflammatory bowel disease?

A No. It is not pathogenom c of inflamuatory
bowel disease.
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Q Are intraepithelial eosinophils found in
devel oprental Iy normal children?

A Yes.

Q And do you have a slide on this?

A Yes, if you go to the first slide, thisis a
study for Lano, which is one of the |argest studies
fromthe Royal Free Hospital, which has the | argest
experience of |ooking at the gastrointestinal tract of
autistic children, and this is Table 2, and this is a
very interesting study because it |ooked in autistic
children, which is you see the left, normal contro
subjects, that's children wi thout gastrointestina
i nfl ammation, but the next colum is children with
| ynphoi d hyperpl asia control subjects.

These children did not have | ynphoid
hyper pl asi a, but were col onoscoped because they had
severe, intractable constipation. That was a clinica
reason for undergoi ng an endoscopy, which is a fairly
serious procedure. Wen biopsies were taken of all of
these children, what you can see is interesting, which
is that actually the colitis score on autistic
children is 1.4, which is significantly higher than
normal control subjects, but it's not different from
the children with | ynphoid hyperplasia, which is 0.6.

Inmportantly, in terns of what we are saying
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here, if you could look at the lamina propria
eosinophils, it's 0.9 in the autistic children, zero
in the normal subjects, and 2.1 in |ynphoid
hyper pl asi a, children who have severe and chronic
constipation. These children are devel opnentally
normal, and their problemis not inflamuatory bowel
di sease, but they have constipation.

VWhat this shows quite clearly is that an
i ncrease in eosinophils in the gut is a consequence of
constipation and the inflammtion caused in the gut
wal | by having inpacted stools.

Q In the second pathol ogical finding that you
read out were increased cellularity of the |am na
propria. What is that?

A It alnbst certainly nmeans, but doesn't
specifically say, that it is what's called a
mononucl ear cell infiltrate, slightly nore | ynphocytes
and macrophages in the gut wall, which was the finding
of the autistic children in this case actually. By
and large the colitis score was nearly all due to
i ncreased nononucl ear cells in the | am na propri a,
some nore | ynphocytes, sometines perhaps nore T-cells.

Q Are findings of increased cellularity of the
Lam na propria found in devel opmental |y nor nal
chil dren?
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A Yes.

Q Are they also found in children who do not
have i nflammatory bowel disease?

A Yes.

Q And do you have a slide on that?

A Okay. This is a study that | perforned with
Prof essor John Wl ker Smth when | cane back to
England in 1985. | worked with Professor Wl ker
Smith, and Sinobn Murch was ny graduate student at this
time. W did a very big study, which published in
Gastroenterol ogy in 2004, which [ooking at the levels
of a cytokine called tunor necrosis factor al pha,
whi ch treatnment agai nst tunor necrosis factor al pha
has been the major breakthrough in treating
i nflammat ory bowel disease for -- essentially in the
| ast 30 years.

Thi s paper has about 250 or 300 citations in
the nedical literatures. It's extremely well cited
John Wal ker Smith when | worked with himwas a very
caring man, and he felt it reasonable to assess
children to give parents of children with gut probl ens
an excl usi on di agnosi s.

He felt it was quite good if a child cane
along with sone gut synptons that there was a
tremendous relief to themto say well, actually it's
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fine. W looked at quite a lot of nornmal children,
and this is a list of the 46 control children, who we
studied in this paper.

What we did here actually because we
essentially transcribed the histopathol ogy, the
reports fromthe pathol ogists, onto this table, and so
we're | ooking at the last 15 children and you'l
notice that some famliar tabs conme up, lamna propria
eosi nophils, eosinophils and follicles, eosinophilic
ileitis patient No. 36, proninent follicles, chronic
i nflammati on, which actually is another way of saying
an increase in nononuclear cells and nucl ear density.

MIld follicular inflammtory cells, these
wor ds keep on coming up. These children were sent
home as non-1BD and never came back again because it
is part of the normal range that you see in children,
who are getting gut infections, who are get all sorts
of strange things that we don't understand and when
you do a col onoscopy you see a nmld increase in
inflammatory cells, and it's part of the normal range.

Now, it is quite difficult to actually say
this is the normal range for children who undergo
col onoscopy. The question really would be do
absolutely norrmal children have an increase in
i nflammatory cells sometines, and that question will

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

626
MACDONALD - DI RECT

never be answered. There was a very recent paper
that's just been published fromBernstein. It had
just come out in the Anmerican Journal of
Gastroenterol ogy, which | have here sonepl ace.

They have gone to a great deal of effort to
bi opsy the gut of conpletely healthy adults, and what
they find is actually that in conpletely healthy
adults, the diagnosis of nonspecific colitis can al so
be made, and if | can find the paper -- excuse nme a
monent. The title of the paper, which is by Paski et.
al. that appeared in the Anerican Journal is the
I mportance of Recogni zing |Increased Cecal |nflammtion
in Health and Avoiding the M sdi agnosis of Nonspecific
Colitis.

They were concerned that actually this
phrase "nonspecific colitis" actually may be part of
the normal range and have shown in adults, but not in
children, that in fact it is nornal.

Q Doctor, who is the first author?
This is Paski.
Coul d you spell that please?
P-A-S-K-1.
And what journal is that found in?

Ameri can Journal of Gastroenterol ogy.

o r» O > O »

And it was published recently?
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A It was published recently, which is between
the time when | saw the first papers and this cane
out .

Q Now you said that the question will never be
answered in children. Wat do you nean by that? Wy?

A Because it is unethical to biopsy and give a
general anesthesia to a normal child to find out what
the gastrointestinal tract is like. There are clear
gui del i nes set by the North Anerican Society for
Pedi atric Gastroenterology and Nutrition as to what
the justification for a colonoscopy is. The only way
that people can get round is actually to | ook for
bi omar kers of inflanmation.

It's also interesting why it's probabl e that
the Wakefield studies fromthe Royal Free will never
be repeated ever again because it's unethical to do
endoscopy on children with autismwhose prinary
problemis constipation, so we have to | ook at
bi omarkers to see if there's inflammtion, and there
is really a nunber of papers now suggesting actually
that if you use these biomarkers of inflammuation that
autistic children don't have any inflammation in their
gastrointestinal tract.

Q Doctor, are increased cellularity of the
lam na propria found in children with constipation?

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

628A
MACDONALD - DI RECT

A It appears so based on the previous slide,
yes.

Q Slide one?

A So if you go back to actually this colitis
score, actually you can see that. You can | ook at
| ynphoi d hyperpl asia control subjects, 0.6 is their
colitis score, but as the autistic children at 1.4,
there's no significant difference, and in the text of
this paper, it makes the point that actually six out
of the 10 children with devel opnentally nornal
children with constipation and | ynphoi d hyperpl asi a
had sone nonspecific colitis, and that wasn't
significantly different fromautistic children.

If you ook in children with chronic
constipation, which again is very unusual to do, and
the reason why it's justified in these cases is that
sonetines, really very rarely, there are devel opnenta
probl ens of the gastrointestinal tract, so the
functional problemw th the bowel actually that's nore
serious than just chronic constipation, so
occasionally they do col onoscopy and they find that
they have | ynphoi d hyperpl asi a.

A reasonabl e hypothesis is that actually the
consti pation causes |ynphoid hyperpl asia, which causes
the mld inflammation if it's there at all.
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Q Doctor, in this case, Dr. Corbier talks
about different biologically plausible mechanisnms in
the devel opnent of Yates' autism and one such
mechani smthat he advances is that the MRl vaccine
pl ayed a significant role in his devel opment of
autism and in support, he cited the work of Dr.
Andrew Wakefield, and in those studies, Dr. Wakefield
descri bed a phenotype of autismthat he has terned
"autistic enterocolitis.” Are you famliar with that
tern®

A | amfamliar with the term

Q And are you familiar with Dr. Wakefield's
wor k?

A | amvery famliar with Dr. Wakefield's
wor k?

How di d you becone familiar with his work?
VWhere can one start actually? There' s been

great advance in understanding inflanmatory bowel
di sease really since about 1989, and Wakefield first
came into public prom nence in 1989 when he published
a paper in the Lancet with an acconpanying press
conference and nedia interviews where he said that
Crohn's di sease was not due to an i mmune response in
the gut wall, but in fact was due to lots of smal
bl ockages of the bl ood vessels along the gut wall,
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whi ch stopped the blood getting into the gut and the
gut died, sort of like little heart attacks along the
bowel wall, and so this paper received a huge anount
of attention.

Q Are you tal king about the 1993 Wakefield
paper?

A No, the 1989 paper.

1989. ay.

Now, this was sort of put aside as sonething
well, an interesting idea, but just wong. W just
ignored it, but then in 1993, he really put the cat
anongst the pigeons when he took this hypothesis
further and said that these little infarctions in the
gut wall were caused by neasles virus, and that was
the 1993 paper.

M5. RICCl ARDELLA: Dr. MacDonald is
testifying about Respondent's Exhibit BB at 1098 in
the Cedill o case.

THE WTNESS: That's right.

BY M5. RI CCl ARDELLA:

Q I'"'msorry. Go ahead.

A So this paper again received a huge anmpbunt
of nedia attention, and again when it was | ooked at
closely by those of us in the field, we felt that it
was | acki ng how can | say inportant controls and
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that a credible, decent scientist would feel duty
bound to do but actually hadn't been done. There was
a huge furor about this, and Wakefield continued to
publ i sh papers in 1995 and 1997 sayi ng that neasl es
virus was causi ng Crohn's di sease.

He actually had noved onto the stage
actual ly saying that neasl es vacci ne was causi ng
Crohn's disease. This caused such problens in the UK
with the publicity that the Medical Research Counci
of the UK had a special neeting to evaluate the
quality of Dr. Wakefield's work, that there was
nmeasl es virus in Crohn's disease.

The conclusion of this report, which was
published in 1998, was that a lot of his studies were
done using reagents identifying nmeasles virus with
reagents that weren't specific for neasles virus and
al so leaving inportant controls that were on the
manuf acturers instructions when you used the
techniques. He didn't bother to do them

He was asked to repeat the studies by the
Provost of his then enpl oyer, Royal Free Hospital, who
wote to himand asked himto repeat these studies
because of the problens. He agreed to do this in
1999, but actually they have never been repeated.

Q Doctor, how does the scientific community
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today view Dr. Wakefield' s claimthat he found neasles
virus in Crohn's disease?

A Wel I, the thing about Crohn's disease is
Crohn's disease is a relatively comon di sease, and
it's really quite easy to get tissue from ot her
patients to repeat what Wakefield has seen. The first
runmbl i ngs that there's sonething wong was when he
sent the antibody that he used to detect neasles virus
in the 1993 paper, and he sent it to a very good
researcher in France, who used this antibody in other
Crohn's disease sanples, and said it stained al
tissues.

In other words, it wasn't specific for
Crohn's disease, so it saw ulcerative colitis, it saw
a normal bowel, and this was published. Then a
Japanese group, who actually wote a letter to the
Lancet saying they used PCR and there was no neasl es
virus in Cohn's disease, and this Japanese group then
went on to show that the other antibody that Wakefield
had used to identify nmeasles virus in fact also saw a
human pr ot ei n.

Then between about 1996 and 2000, there's a
nunber of publications show ng that neasles virus was
not present in OGohn's disease, and finally Wakefield
was persuaded to publish the results of his graduate
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student, Ni ck Chadw ck, who since 1994 had been
failing to find nmeasles virus in the gut of Crohn's
di sease patients, but actually this information had
been suppressed while Wakefield was still publishing
ot her papers using other techniques.

It's now realized quite widely that this was
either a case of Wakefield being too enthusiastic over
his interpretation of the flawed data, or there was
perhaps sonmething slightly nore sinister behind it,
and that there was sonme degree of scientific fraud
behind it also

Q Doctor, Dr. Wakefield published a paper in
1998 in the Lancet that's been the subject of a |ot of
di scussion in these cases, and I'mreferring for the
record to Petitioner's Exhibit 37 at Tab C Could you
briefly describe what that paper, the study entail ed?

A That study entails investigating a group of
12 autistic children, who were investigated at the
Royal Free Hospital for gastrointestinal synptons.
The gastrointestinal synptons in the paper were
abdom nal pain and food intolerance. | think there
was sonet hing el se, and they were col onoscoped, and
Wakefield clained to find an unusual condition in
these guts.

It was called ileo snmall intestina
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| ynphoi d hyperplasia and a nild nonspecific colitis in
the 12 children. It was an observational study of 12
children, and the controls for the study were provided
by a doctor, a colleague of mne, called Dr. Paul a
Dom zio at Barts Hospital, who was asked to supply
normal sanmples to himas controls, but the study had
no controls. It was probably the worst paper that's
ever been published in the history of the journal.

Q Is this the paper that he coined the term
autistic enterocolitis?

A No. Actually, not really, no. Autistic
enterocolitis sort of evolved. The disease that these
children have sort of popped along. The title
actually of the paper is Ileal-Lynphoid Hyperplasia.
Autistic enterocolitis sort of popped out a bit later
on actually. He didn't start using it until about
2000 or so, so that paper was about nonspecific
colitis and Ileal -1ynphoid hyperpl asi a.

Q And did he describe this ILNH as a new
variant of inflammatory bowel disease?

A I think there was sone allusion towards
that, but nbst of the discussion of the paper was
actually nothing to do with inflammatory bowel
di sease. The discussion of the paper was about
nmeasl es and MVR and G problens and patients with
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t hem

Q Doctor, did you prepare a slide today about
what | LNH is?

A Yes.

Q This is now Slide 3.

A Yes, so on the upper left, and you can't
actually see. | don't suppose we could put the lights
out. Can we put the lights out?

Q No. I|I'mafraid not.

A Okay. So the Panel A and B are taken from
the Wakefield publication of ileal-I|ynphoid
hyperplasia, soin Ait's not actually quite sure what
that big white thing in the side is, but if you | ook
in B, you can perhaps see | put sone arrows on it. |
shoul d have nade them white instead of black to
identify the little |ynph nodes in the gut wall.
There's one on Panel A to the left.

Can you see that arrow on the |eft-hand
side? On Panel B, to the top right-hand side,
underneath the line, there's a little |ynphoid
follicle. The one on the bottomis actually one of ny
pictures of the lynphoid follicles in a
devel opnental ly normal, healthy child s ileum and the
reason | picked this picture is | have a research
program funded by VSRC and funded by a nunber of other
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peopl e.

We biopsy these tissues and take them out
and study the inmmune function, so |I'mvery famliar
with actually these things, so | think you can see
rather easily that in children lynphoid follicles are
present in the gastrointestinal tract.

Q Doctor, what were sone of the problens that
you found with the 1998 paper published by Wakefield
in the Lancet?

A Well, it was an observational study. It was
a mnor paper reporting sone slightly unusual changes
in the gut of autistic children, which probably
deserved a place | ower down in the publication ranks,
but woul d have been worthy of other investigation
The problemw th the paper is it was acconpanied by a
news conference and a video by the Royal Free
suggesting that these changes were caused by MVR but
there was no evidence actually that the pathol ogy was
caused by MWR

The only part of the paper that dealt with
MWR was to say that actually that colitis occurred
shortly after the MVR in a nonobjective way. Just
asked the nothers, and they said yes, and that was
what nost of the discussion was, and this paper really
caused a huge furor in the UK because it was vastly
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overinterpretated and caused drops in vaccination
rates and essentially a worldw de health scare, and
it's a nodest little observational paper.

Q Were you satisfied with the controls that
Dr. Wakefield used?

A There was no controls. It's difficult to
say actually, but if you read the paper of what was
wong with the children to justify col onoscopy because
it's not entirely clear that the children fulfill the
criteria for having a diagnhostic col onoscopy, but
putting that aside, the paper tal ked about the
chil dren havi ng abdom nal pain and food intolerance.
That in fact wasn't the gastrointestinal problemthese
chil dren had.

As was reveal ed several weeks later in the
correspondence section of the Lancet in a report from
Si ron Murch, M ke Thonmpson and John Wl ker Snith, who
were the pediatricians |ooking after the children,
it's inportant to realize that Wakefield is a surgeon
He's not a pediatrician. He's not a imunol ogi st.
He's not a hi stopathol ogist, so the physicians in
charge of these children told us what was wong w th
t hese ki ds.

And what they're say here is, "Plain
radi ography confirns severe constipation with acquired

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

638
MACDONALD - DI RECT

mega rectumin alnost all affected children, despite
many receiving treatnent for constipation. Most
parents note a honeynoon period of behaviora
i nprovenent after the bowel preparation for
col onoscopy, and this is maintained if recurrent
constipation can be prevented."

Q And what are you reading from Doctor?

A I"'mreading froma letter to the Lancet by
Si ron Murch, M ke Thonmpson and John Wal ker Snith in

response to the scathing criticismof the Wakefield

paper .
Q What's the date of the letter?
A It was published on March 21, 1998
Q Thank you.
A It's ny belief that in fact if it had been

noted that the children were severely and chronically
consti pated, know ng that any decent referee would
have said well, before we go ahead and publish this,
we need to know what's happening in devel opnmentally
normal children who al so have this severe
constipation, and as | pointed out before in ny
earlier table of the other three, when you look in
devel opnental Iy normal children, you'll get LNH and
chroni c consti pati on.

They al so have ILH and sone inflanmation, so
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this is what was wong with the children, and | think
this --

THE COURT: |I'msorry. Go ahead.

THE WTNESS: That's okay. Sorry.

THE COURT: Just for clarity so that we're
clear as to what we've referred to, the first article
that you made reference to with respect to the col on
and the Levine article, pages 978.

THE WTNESS: |'msorry. Can you say that
agai n?

THE COURT: The first article that you had?

THE W TNESS: Wi ch one?

THE COURT: The first one. | think it said
the normal histology of the col on?

THE WTNESS: Yes. Gkay. That's Levine

THE COURT: Levine.

THE WTNESS: That's Levine and Haggitt.

THE COURT: Ckay.

THE WTNESS: And then | pulled another one,
which is Paski, et al.

THE COURT: And the third one is your 1998
letter fromthe Lancet?

THE WTNESS: It was, although this was in
ny report.

/11
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THE COURT: Right.

THE WTNESS: This is actually part of the
record.

BY M5. RI CCl ARDELLA:

Q So just to be clear, Doctor, what in your
opi nion was wong with the children, who were the
subj ect of this 1998 paper?

A I think they had abdom nal pain because of
severe and chronic constipation. | think the
physi cians in charge of the children nade this quite
clear that there was an inprovenent after col onoscopy,
and of course before you can do a col onoscopy, you
have to flush out the colon, you have renove all the
st ool s.

This is actually confirmed again in
subsequent papers fromthe Royal Free Hospital where
they' ve actually noted that nost of these children
were severely and chronically constipated, and
actually in other papers where they have nenti oned
that the abdomi nal pain that these children
undoubt edly suffer and which gives thema terrible
time is relieved by the bowl prep for col onoscopy or
evacuati on of the bowels.

Q Now, before we | eave this paper, Dr.
Wakefield in the 1998 Lancet paper articulates a

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

641A
MACDONALD - DI RECT

theory as to how the MVR vacci ne causes autisnf

A Yes.

Q And you prepared a slide to show this?

A | have a slide of this.

Q And this is Slide 4.

A This was the slide that underpinned the UK

litigation, which was that children, who receive
measl| es, munps and rubel |l a because nmunps and rubell a
were in the vaccine, that they sonehow interfered with
the i nmune response agai nst neasl es and al | owed
measl es virus to persist, and it went to the
gastrointestinal tract.

VWhen neasles infected the gut, and therefore
measl es had to be present in the gut, this neasle
i nfection caused gut inflanmmtion in |ynphoid
hyperpl asia. The gut inflanmati on nmade the gut | eaky,
and therefore this |l eaky gut allowed things called
opi oi d peptides, or products of digestion, to go
through the gut wall, and these peptides fromthe
damaged gut enter the bl oodstream and damage the
devel opi ng brain and cause autism

This woul d have happened in the first few
weeks after MVR presumably for there to be a tenporal
associ ati on between the MVR vaccination and the
devel oprent of the autism and when we're | ooking at
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children as in Yates many years afterwards and in the
children in the UK many years after, what we're
| ooking at is essentially a shadow of this event,
whi ch happened and precipitated the autism

It requires a nunber of actually highly
i nprobabl e events to occur. This is the Wakefield
hypot hesi s, and of course it's critically dependent on
children having gut inflammation, children having
nmeasl es virus in the gut because children have an
i ncreased perneability, and if none of these things
happen, the whole case falls apart, and | think you
heard fromny col |l eague, Professor Bustin, about the
quality of the evidence of the neasles virus in the
gastrointestinal tract of these children

Q Doctor, as a gut inmunol ogist, do you find
this theory credible?

A Credi bl e or incredible?

Q Either. \Which one?

A It's incredible. Wen I was first
approached to work for Lovells for Merck, it was with
absolute incredulity that anyone coul d possibly take
this seriously as a hypothesis for serious di seases
such as inflanmmatory bowel disease and a serious
di sease such as autism Wen | told my colleagues in
the academ ¢ community about this, they were
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gobsmacked. I'msorry, | shouldn't say -- they were
surprised that this should formthe basis for
litigation that cost lots of nmoney in the UK

Yes, it is fantastic, inprobable and also |
think nmost inportantly not based on any data or any
hypot hesis. The theory was nmade up in January 1997 by
a lawer, Richard Barr, a worman call ed Rosenmary
Kessi ck and Andy Wakefield before they had seen a
singl e patient.

Q Doctor, I'd like to turn next to Dr.
Wakefield' s paper he published in 2000, and for the
record I'mreferring to Petitioner's Exhibit 37 at Tab
D. Wuld you briefly describe what this study
entai |l ed?

A This is a study in which instead of the
initial 12 patients, another 48 patients have been
studied. Sixty autistic children were studied,
including the original 12, so it's not a conpletely
new study. Inportantly, this study had sonme controls,
whi ch was children who were turning up to the Royal
Free Hospital and were having a col onoscopy, and there
was 37 controls.

They were exam ned, and what they were
specifically looking for really was |ook for ILH, they
| ooked for large lynphoid follicles in the il eum as
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evi denced endoscopically, and they al so | ooked for
nonspecific colitis for these inflammuatory changes
that they had seen earlier on, so it's essentially a
| arger study, but no different really from-- how can
| say it -- an intellectually previous study.

Q And what were the clainms made in this study?

Well, the clains were that enterocolitis was

seen in children with devel opnental disorders, which
is the title of the paper, and so these clains are

actual |y unsustai nable. Do you want nme to el aborate

on that?
Q Sur e.
A Enterocolitis is an inflammation of the

ileum and t he col on.

Q And by ileum is it the sane thing that we

call il eunf
A Yes, ileumand the colon, the end of the
snmall intestine. This is well-recognized by

hi st opat hol ogi sts when they take biopsies, so it was
very inmportant for this theory here that there is a
smal |l bowel inflanmmation so that the peptides can
cross because the small intestine is the organ of
di gestion, not the colon, so these children had to
have had inflammation of the ileum

If you ook at this paper, you di scover of
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the 60 children, who were anal yzed, only eight of them
had what pathol ogi sts considered to be inflammti on,
and that was no different fromthe 37 normal controls,
a few of whomalso had nmild inflanmation of the col on.
However, the paper said that 88 percent of the
children with autism had pathology in the ileum and
that's because they had |ILH

What Wakefield did is he called ILH
pat hol ogy so he could say they had smal|l bowel
pat hol ogy so that he could substantiate this argunent.
The other problemw th the paper was that they
i nvent ed new pat hol ogi cal abnorrmalities which were not
recogni zed by anyone in the world.

VWhen pat hol ogi sts | ook at specinens, it's
really quite inmportant that pathol ogists are very
ri gorous because they're often diagnosing col orectal
cancer and inportant diseases, so they recognize
patterns, and so in this paper, they invented sone,
whi ch was interesting, they invented disruption of the
epithelial basil |amna, condensation of the |amna
propria, loss of stratification within [am na propri a,
and nost inportantly they put down normal | ynphoid
follicles as pathol ogy.

They actually said this is a pathol ogi ca
abnormality. Now, |'ve told you earlier on that |arge
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| ynphoid follicles are not a pathol ogi cal abnormality,
so by essentially double counting they were able to
say that these children had an enterocolitis when in
fact they didn't. So this is something that Professor
Paul a Dom zio and | felt really quite strongly about
and published an article that appeared actually
earlier on this year about this, which we consider
actually to be sonething of a deception.

THE COURT: Dr. MacDonal d, would you give us
a page cite for the record pl ease?

THE WTNESS: GCkay. That was on page 2287

THE COURT: Thank you.

THE WTNESS: | think the deception in this
paper goes further than this. [If I can have the next
slide?

M5. RICCl ARDELLA: We're on Slide 5.

THE WTNESS: GCkay. Al right. Fromthis
paper, the top inmage is taken fromthe paper, and it
says, "Grade 2 Lynphoid Hyperplasia in the Ileumof an
Autistic Child." | think it's better on the black and
white copy. You can see that the bottompicture is a
picture of mne, so | would think that any reasonabl e
person woul d say -- actually the |ynphoid hyperpl asia
is nore abundant in the bottom picture than the top
pi cture.
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The bottom picture is froma child who was
admtted to St. Barthol onew s Hospital, seen by
Pr of essor John WAl ker Snith in ny presence and
di scharged and sent away with ileum | ynphoid
hyper pl asi a, not as a diagnosis, as an observati on,
who never cane back. This is a normal finding in
children. Go to the next slide.

BY MB. RI CCl ARDELLA:

Q Slide 6?

A Yes. This was sonething that | only
actually noticed quite recently because | was dealing
with a photocopy and not an original, and where you
couldn't see the letters. Can you see that actually
this is supposed to be taken fromthis publication?
Panel Ais normal ileum In other words, this is what
normal children should | ook like. Panel Bis, | think
it's better on your copy actually.

Panel B is Grade 1 |ynphoi d hyperpl asi a.
Panel C you've seen before is Gade 2 | ynphoid
hyper pl asia, and Panel Dis Gade 3 |ynphoid
hyperpl asia, but if you look at the tinmes that these
were taken, you'll see they were taken 03-03-97. They
took Panel A at 10:00 in the norning, 36 mnutes past
the hour and 50 seconds, and the panel of the Grade 3
| ynphoi d hyperpl asia was taken one mninute and 54
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seconds | ater
A col onoscopy takes about 20 minutes if
you're really fast, so in fact what's happened is
Panel Ais not normal ileum Panel Ais cecum it's
the end of the large intestine just prior, one mnute
and 54 seconds before the endoscopi st put the tube
t hrough and took the picture, and so | think this is
quite synptomatic of the quality of this publication,
in which as soon as you start digging bel ow the veneer
of the nunbers, you realize actually that there is
some strange things happening.
This may be a mistake. | think it's highly
unlikely it's a m stake.
Q Doctor, there are problens with the controls
in this 2000 paper?
A Yes. They didn't use constipated controls.
Q And what's the significance of using the

constipated control s?

A Well, if you do an observation in children
with auti smand who've got -- as is adnmitted by the
attendi ng physicians -- severe and chronic
constipation, and you find sone changes, il eal

| ynphoi d hyperplasia, which I'mquite willing to
accept is nore abundant in autistic children. | have
no doubt about that. |It's trivial, and you find sone
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inflammatory cells. A scientist of any repute woul d
say well, what |'ve seen could be due to two things.

It could be due to the autism or it could
be due to the gastrointestinal problem of severe
constipation, and you woul d then study consti pated
children as the appropriate control before you really
went on to overinterpret results and say it was
associated with autism Science is about being
conservative and safe and careful and naking sure that
before you go out into the world that you' ve actually
covered all your bases, and this was not done in this
case.

Q Doctor, I'd like to nove on to a paper
publi shed by Dr. Uhlmann in 2002 that we've al so heard
a lot of discussion about, and I"'mreferring to
Petitioner's Exhibit 37 at Tab E. What did that study
entail?

A The Uhl mann paper appeared in probably the
wor st journal that has ever been seen, a journal which
i s subsequently no longer in existence. It clained to
detect by PCR and by a technique called in-cell PCR
that neasles virus was present in the gut of autistic
children but not present in controls. A nunmber of
experts | ooked at this in the UK and you have
Pr of essor Bustin, tal ked about the PCR
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My job as an expert witness in UK was to
| ook at the technique called the in-cell PCR to
determine its validity, but I'mnot privileged to
di scuss this.

Q Right. Under the UK | aws, you're not at
liberty to discuss your findings?

A | cannot discuss this.

Q We understand. Does the scientific
community find the 2002 clainms made by Dr. Unhlmann in
that paper credible and reliable?

A No, no. Again, this is one of the worst
papers. | think you have to realize the tenpo and the
way in which these publications were comng out into
the literature. The litigation in the UK was being
driven by the hypothesis that | showed you, that
measl es was present in the gut, and this had been
claimed since 1998, and the defendants have repeatedly
asked the claimants where's the evidence for neasles
virus in the gut?

And it was always forthcomng; the big
breakt hr ough was al ways com ng through, and there was
no publication. As we got nearer to 2003 and the
trial date, the pressure increased, and | certainly
personally felt that the Unhl mann paper was essentially
just an attenpt to try to get sonething into the

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

651
MACDONALD - DI RECT

public domain, to get something in publication that
clainmed there was neasles virus in the gut of these
children despite the fact that the paper was
essential ly untenabl e.

There had to be neasles virus in the gut of
these children for the UK litigation to go forward, so
I think it was by and | arge a devi ce.

Q Doctor, 1'd like to |l ook at the paper
publ i shed in 2003 by Ashwood, and I'mreferring to
Petitioner's Exhibit 63 at Tab 4 in the Cedill o case.

A Yes.

Q What were the clains nade in this 2003
paper?

A Could you read the title actually? | can't

remenber the title, but I've got the date here in ny

head. | know t he paper.
Q | don't have the title witten down.
THE COURT: Just a nonent. | can get it for
you.
THE WTNESS: | think | got it. |It's called

Intestinal Lynphocyte Populations in Children with
Progressive Autism Evidence for Extensive Micosa
I rmunopat hol ogy.
BY M5. Rl CCl ARDELLA:
Q And what were the clainms made in this paper?
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A The clains made were that if you took
bi opsies fromautistic children and bi opsies from
normal children and then use a technique called flow
cytonmetry to count the nunmber of T-cells and B-cells.
In the sanples that the autistic children in their gut
had many nore T- and B-cells than the contro
children. 1It's indirectly related to histopathol ogy,
but it's just another way of |ooking at the sane
t hi ng.

The paper appeared in a journal of really no
great significance, but it's the paper which does
mention our observations that gastrointestina
synpt ons peak prior to bowel evacuation and are
relieved by the latter observed in a clinical setting
of bowel preparation for a col onoscopy are a clue that
they may reflect visceral pain.

This is a paper where they say that actually
the abdominal pain in the children is due to the
constipation and not due to the inflammation, but the
i nmportant problemw th this paper is that if | can
just sort of say -- this is actually quite incredible.
We have |ynphoid tissue. W have |ynph nodes because
| ynph nodes are where the i mmune system recogni ze
antigens, and there are accumrul ati ons of |ynphocytes,
so, for example, if you go back a picture and | ook at
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the bottom of that picture?

Q Slide 5.

A Ckay. Co to that bottompicture. |f you
take a biopsy of that little |ynph node, it will
contain lots of |ynphocytes, so in other words if you
bi opsy the tonsil, which is a |ynph node, you get lots
of |lynphocytes in the sane ways if you biopsy the
spl een you' d get lots of splenocytes. It's an
artifact of the --

You grab these little things, and you take
them out, and you say wow, there's |ots of
| ynphocytes, but you then grab a little bit from
someone who doesn't have that, you' re not grabbing the
same bit of gut. You're grabbing a bit of gut nucosa,
whi ch doesn't have nmany |ynphocytes, so the whole
thing is a sanpling artifact due to the fact that they
went and grabbed these little things.

I know this is the case because one of the
cell types they saw increased was CD19 B-cells, and
CD19 B-cells are only present on these little
follicles but not present in the rest of the gut, so
it's just an artifact actually. 1t's quite clever the
way they managed to do that, but the paper has no
validity at all.

THE COURT: Dr. MacDonal d, just for the
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record, in the Ashwood article, would you reference
t he page from which you read?

THE WTNESS: Well, | think it's actually
t he whol e paper.

THE COURT: It was the particular part that
you read?

THE WTNESS: So that was on page 504.

THE COURT: Thank you.

THE WTNESS: That was the aside. | could
mention they were also by then quite aware that
abdomi nal pain in the autistic children is related to
constipation and bowel novenents.

BY M5. Rl CCl ARDELLA:

Q Now, Dr. Ashwood published anot her paper in
2004, and I'mreferring to Respondent's Exhibit E at
Tab 3.

A Yes, | have that.

Q What's the title of that paper?

A Spont aneousl y Miucosal Lynphocytes Cytokine
Profiles in Children with Auti smand Gastrointestina
Synpt ons Mucosal | nmune Activation and Reduced Counter
Regul atory Interl eukin-10.

Q VWhat journal is this published in?

A It was again the Journal of Cinical
| munol ogy.
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Q Is the published article the only version of
thi s paper?
A No. | saw a previous version of it when it

was submitted for publication to another journal

Q And is the published version the sane as the
versi on you saw?

A No.

Q VWhat does the published version clain®

A The published version has oni ssion of the
data and the original version that nmade the paper
unbel i evabl e, so the first version of the paper | saw,
they were claimng cell yields and some vari ous
technical things that could not possibly be true.
When the paper appeared in this other journal a few
years later, these had been omtted.

Q And what are the clains nmade in the paper
that was ultimately published in the other journal?

A The clains made were really quite
remarkable. What this study is about is totry to
| ook at the nol ecul es made by the inmmune cells in the
guts of autistic children and normal children using a
technique called intracellular flow cytonetry. They
claimthat in the gut of autistic children they find
the same |l evels of these nol ecul es called cytokines as
one finds in children with Crohn's disease.
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Crohn's disease is a very severe lifelong
condi ti on of extensive nucosal inflammtion, and it is
not biologically plausible for Crohn's di sease
patients who get severe inflammtion and children with
so-called autistic enterocolitis who by Wakefield and
his col | eagues’ own admi ssion is a mld and subtle
di sease to have the sane results. It is just not
bi ol ogi cal |y pl ausi bl e.

The reason probably for the results is it's
a very difficult technique. | think they didn't
really use the appropriate controls, and you can nake
that data appear any way you wi sh it.

Q Dr. Ashwood published anot her paper in 2006,
and I'mreferring to Petitioner's Exhibit 37 at Tab G

A Yes.

Q VWhat were the clainms nade in this paper?

A This is al nbst exactly the sane as the 2004
paper. The 2004 paper studied the | ynphocytes from
t he duodenum and the colon of autistic children. This
study reports results fromthe il eum and bl ood of the
children. Sanme problens, same critiques. It's the
same cohort of patients. The experinents were done at
the same tinme. | think you have to renenber that this
paper cane out in 2006, but the |ast experinents were
done at Royal Free Hospital at |east five or six years
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1 bef or e.
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Q Dr. Wakefield published another paper in
2005, and I'mreferring to Respondent's Exhibit T at
Tab 35 in the Cedill o case.

A Yes. This is a paper called The
Signi ficance of 11 eocol onic Lynphoi d Nodul ar
Hyperplasia in Children with Autistic Spectrum
Di sorder. This sort of appeared as an abstract a
coupl e of years before with different authors, and the
aut hors were the physicians at the Royal Free
Hospital, who were in charge of the children who were
bei ng studi ed.

That's primarily Sinon Murch and John \Wal ker
Smth. They were on the abstract, in fact were not
present as authors on this paper. It's ny
under standi ng they withdrew their nanmes fromthe
publication and did not want to be associated with
this publication. Again, | think you have to renmenber
that this is four years, five years after all work has
finished, and essentially this is the 12 in the Lancet
paper, who have then been republished as 12 of the 60
kids in the 2000 paper.

Q Is that proper to do that, Doctor?

A No.

Q VWhy not ?
A Well, you can't keep on putting the same
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children into different studies and claimng that it's
new because it's not, so half the children in this
study had been reported before. |In fact, the
repetition in this paper is actually so remarkabl e.

In fact, they' ve actually just reproduced sone of the
original work as tabl es.

They' ve actually just done it again, and so
when this paper cane out, | wote to the editor of the
journal pointing this out because when you publish a
paper, you have to sign a formsaying the work is
original, has not been published before. | felt it
was a bit of a problemthat the tables and the
children had been published before.

Q Doctor, one of the nanmed authors on this
paper is Kirstin Linb. Wi is Kirstin Linb?

A Kirstin Linb, at the tinme the paper was
submtted was working for a charity called Visceral

whi ch was the charity which had supported Wakefield's

work over nmany years. | think she may be a | awer or
par al egal

Q Is she a scientist?

A No.

Q Does she have a relationship with one of the

attorneys fromthe UK litigation for the particul ar
plaintiff?

Heri tage Reporting Corporation
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A | think she's the partner of R chard Barr,

Heri tage Reporting Corporation
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the attorney, who actually worked with Wakefield and
who retai ned Wakefield in February 1996 to act as an
expert witness in the UK litigation.

Q Doctor, in your report, you state that the
slides of the alleged enterocolitis allegedly seen by
Dr. Wakefield and his coll eagues have never been nade
avail abl e for "anonom zed objective exam nati on by
i ndependent experts."”

A Yes.

Q What did you nmean by that?

A What | nean by this is if you have done a
study that has huge public health inplications, and
the worl dwi de inplications that one of the pillars of
public health policy in the devel oped world, the MVR
vaccine i s causing an inflamuatory bowel disease that
is also causing autism this is not a little thing.

This is actually a hugely, hugely inportant
thing of worldwi de significance given that autismis
such a serious condition with a |Iifelong problem and
i nfl ammat ory bowel disease is a very serious
condition, lifelong problem incurable, and al so
because the gastrointestinal inflanmmati on can cause
col orectal cancer, so we're not tal king about
something that's really quite a little bit of academc
argunment. This is a very, very big thing.

Heri tage Reporting Corporation
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If this was ne, and if it was ne, and | had
said this, the first thing I would want would be to

get sonebody to say yes, you're right because it would

take the weight off your shoulders. It would show
confirmation. It would show acceptability anongst the
comunity. |If you showed the slides to sonebody el se
and said well, actually you're right. There is a new
di sease here -- so these slides have never been passed
around.

The slides exist of the original Lancet 12.
They' re being exanined at the nonment in the UK because
Wakefield and col | eagues are under fitness to practice
procedure, but it would seemto be commpn sense to try
to get sone independent corroboration of his
observati ons.

Q And when you use the word "anonom ze," is
that the same thing as what we refer to as blinded?

A Blind. It would take about a day. All you
do is you tape over the slides, send themto sonebody
and say what do you think? |It's not hard. It's
really easy.

Q Are these studies by Drs. Wakefield, Unlmann
and Ashwood currently viewed by the scientific
community as credi ble and reliabl e?

A No, conpletely incredible and unreliable.

Heri tage Reporting Corporation
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Everyt hing that Wakefield has done now is actually
considered to be -- unreliable |I think is the best way
to say it.

Q Has Dr. Wakefield s data ever been
confirmed?

A No. In fact, it's quite the reverse.
Everything Dr. Wakefield has done has al ways been not
confirmed wherever it is possible to do it.

Q Now, you've published this year an article
anal yzi ng these studies, and | ' mreferring to
Respondent's Exhibit A at Tab 1. Wwy? Wy did you
feel the need to publish that article.

A I think my co-author was Professor Paul a
Dom zio. There was a great deal of frustration in the
UK when after five or six years of a lot of work and a
lot of effort, the expert wi tness testinonies of the
claimants and the defendants were in October 2003 when
the case coll apsed after the legal aid in the UK
decided to withdraw support for the UK litigation.

| personally was very keen fromny report
and for what | had found going over the primary data
of Wakefield for this to get to the public domain. |
was particularly concerned that despite this in the UK
that Wakefiel d had been continuing to pronmulgate this
i dea that these children had this serious disease
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Paul a Dom zio and | -- Paula, who was al so
i nvolved in this because she supplied the sanples for
the original autistic enterocolitis study and actually
felt rather bruised -- felt that the good thing for us
to do was just to systematically analyze the papers,
and I nmake no bones about it, this was lifted frommny
expert witness report, but | was possible to do it
because these papers were in the public domain, so we
felt that we had to reach out to a broad --

Q You mean your expert witness report in the
UK litigation?

A That's right. That's right. W felt that
we had to reach out to a broader audi ence and just
point out to people the difficulties with this idea of
so-called autistic enterocolitis, about whether this
is a disease or not or whether in fact it was nerely
an invention for the UK litigation, and I think this
is perfectly valid.

Wakefield had a chance to answer. He made
some coments in response to the article, and we have
another letter com ng out in our response to
Wakefield s conmments.

Q Doctor, in your opinion, is there credible
medi cal evi dence showi ng that there exists a phenotype
known as autistic enterocolitis?

Heri tage Reporting Corporation
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A No.

Q Doctor, you've been privy to nore
i nformati on about these studies than what you wote in
your article and shared today in the courtroom |Is
that correct?

A Yes, very nuch so.

Q And are you allowed to discuss the
addi ti onal evidence that you' ve been privy to?

A No.

Q Why not ?

A Because it's still sub judice in the UK If
I wish to discuss it, | think we'd have to nake an
appeal in the same way as Professor Bustin was allowed
to discuss his expert witness report. |'mnot allowed
to discuss it.

Q Doctor, 1'd like to bring this back to the
facts of this case, and Dr. Wakefield clained to have
found an enterocolitis in a subset of autistic
children, and he ternmed the phenotype autistic
enterocolitis, and Dr. Corbier invokes this phenotype
as a plausible biological nechanismfor Yates' autism
What is enterocolitis?

A Enterocolitis is inflammtion of the smal
i ntestine and col on.

Q So to have enterocolitis, one has to have

Heri tage Reporting Corporation
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inflammation of the ileum snmall bowel and of the
colon, correct?

A Yes, yes.

Q According to the nmedical records, did Yates
have inflammati on of the il eunf

A No.

Q In fact, did Dr. Buie find |ynphoid nodul ar
hyperplasia in the il eunf?

A No.

Q So Dr. Corbier's claimthat Yates has
autistic enterocolitis, yet Yates' clinical profile

doesn't even fit this nade-up definition of autistic

enterocolitis. |Is that correct?
A Yes.
M5. RICCl ARDELLA: | have no further
questions.

THE WTNESS: Thank you

THE COURT: Thank you. M. Wbb?

MR, WEBB: | thought this would be a good
time for lunch and give nme an opportunity to prepare
my cross-exam nation as well?

THE COURT: M thought woul d be that you not
only prepare your cross, but you also give sone
thought to your closing we nmay do after your cross and
some tinme for redirect, but | would anticipate we'd
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sort of roll right in to conplete.

MR VEBB: Absolutely.

THE COURT: |'msorry?

MR VEBB: | will also say that we will have
a very brief rebuttal testinmony from Ms. Hazl ehurst.

THE COURT: Ckay. Al right.

MR VEBB: So | can understand schedul e-

W se, my cross-examnation will not be |engthy.

THE COURT: We are in recess. Eat and
prepare, think, and we'll return at 2:00 p.m Thank
you.

(Whereupon, at 1:00 p.m, the hearing in the
above-entitled matter was recessed, to reconvene at
2:00 p.m this same day, Thursday, October 18, 2007.)
/11
/11
I/

/11
I/
/11
/11
11
/11
11
/11
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AFTERNOON SESSI ON
(2:00 p.m)
THE COURT: We're back on the record. Dr.

you are still under oath. If you would

Wher eupon,
DR. THOMAS T. MACDONALD

havi ng been previously duly sworn, was

recalled as a witness herein and was exam ned and

testified

> O » O

Q
the UK |it

A

further as follows:
THE COURT: M. Webb, to proceed.
CRCSS- EXAM NATI ON
BY MR WEBB:
You're not a medical doctor. Are you?
No, |'m not.
You don't treat children?
No.
How nmuch were you paid by the defendants in
i gation?

Over | think a five-year period | think

recei ved about 70,000 pounds.

Q

A
Q
A

Over what period of tine?

Five years.

Thank you.

1998 to 2003. |It's actually probably six
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years, inclusive.

Q Have you been an expert w tness in any other
vaccine injury litigation?

A No.

Q Did | understand your testinony that the
article critiquing the various articles fromDr.
Wakefield and his coll eagues relied upon sonme of the
work that you had done in the UK |itigation?

A Yes.

Q Do you believe that |ynphoid nodul ar
hyperplasia is a nornal finding?

A Yes.

Q If you mght turn to its -- Attachment 19 in
your report, the Kokkonen and Karttunen article?

A Can | just have a nmonent to dig this out?

Q Sure. If I can figure out, I'Il tell you
where it is in your report as well.

A Is it the Turunen and Karttunen article?
The Lynphoi d Nodul ar Hyperplasia and Cow s M Ik
Hypersensity in Children with Chronic Constipation?

Q Yes. Lynphoi d Nodul ar Hyperpl asia of Micosa
of the Lower Gastrointestinal Tract in Children?

A No. |'ve got --

Q An I ndication of Enhanced |Imune Response.

A | don't have that one.
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MS. RI CCl ARDELLA: W have a copy; we'll
just give it to the witness.

THE WTNESS: Ckay. Thank you. Yes.

BY MR \EBB:

Q And do you have your report in front of you
as well?

A Yes.

Q Did you cite the Kokkonen and Karttunen
article that's Respondent's Exhibit A Attachnent 19
for the proposition that |ynphoid nodul ar hyperpl asi a
is a normal finding?

A Yes.

Q Did the authors of the Kokkonen and
Karttunen article believe that |ynphoid nodul ar
hyper pl asia was a normal finding?

A No, | wouldn't say that. No. What they
said was it was weakly associated with food allergy.
They said, "In conclusion we find formal evidence that
| ynph node hyperplasia on the mucosa of the colon is
not just an innocent bystander. |f detected on the
colon it seenms nore suggestive of gastrointestina
food allergy being diagnosed in the termnal iliem
It also may relate to a variety of imunol ogi ca

states. The analysis also presents options to

pedi atri c endoscopists that the Tl should al ways be reached."

Heri tage Reporting Corporation
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Q Excuse ne. Lots of us couldn't hear that.
A | was just summari zi ng what the concl usion
was.

THE COURT: W'd |like a page cite and the
court reporter --

BY MR \AEBB:

Q Coul d you point to what part of the article
you' re readi ng?

A I was reading the conclusion at the end of
t he di scussion

Q And could you now read it a bit slower?

A I"'msorry. 1'mScottish, so | was speaking
Scottish, not English.

THE COURT: And a page cite please?

THE WTNESS: It's on page 46, "In
conclusion, we find fornmal evidence that |ynph node
hyper pl asia on the nucosa of the colon or term na
ileumis not just an innocent bystander, et cetera, et
cetera." | think in terns of where you're going, |
think actually I would go back to the title of the
paper which has a question mark.

BY MR \EBB:

Q I was scrolling down when you stopped
readi ng. That whol e conclusion reads, and tell ne if
I'mincorrect, "In conclusion, we found fornal

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

670A
MACDONALD - CRGSS

evidence that LNH on the nucosa of the colon or Tl is
not just an innocent bystander. |f detected on the
colon, it seens nore suggestive of gastrointestina

FA. Being diagnosed on the Tl, it nay be related to a
variety of inmunological states. The analysis also
presents options to pediatric endoscopists that TI
shoul d al ways be reached."

A Yes.

Q Do you believe that |ynphoid nodul ar
hyperplasia in autistic children is caused by
consti pation?

A | think if I was to weigh up the wealth of
evi dence of what the cause of it was, | would actually
say that it's nore likely that it's due to
constipation and sonething of contents in the colon
and the ileum because it fits the i munol ogy better.
It fits the variety of other rel ated pieces of
evi dence toget her.

| think that when you' re faced with the
presence of |ynphoid hyperpl asia, and you | ook at what
constipation, autism neasles virus and | ook at the
relative evidence for these things, | believe the
evi dence is nmuch, much stronger that it's related to
consti pation because there's a very good i mrunol ogi ca
reason for why that should be
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Q Now, in your report |I'd like to turn now I
think it's Article 26. No it's not. That's Thil man
The other one by the Finns is 25.

A 25.

Q That is Respondent's Exhibit A at Tab 25,
the authors are Turunen, Karttunen and Kokkoren?

A Yes.

Q VWhat did you cite that article for?

A | think this is a very interesting paper
actually because | think the children presented with
constipation -- so the children canme to the hospital,
and talked -- | know he exam ned them because of the
constipation, and when he went into their bowel and
their upper bowels, he found | ynphoid hyperplasia --
they then tried to find out what was causing the
| ynphoi d hyper pl asi a.

And they produced sone evi dence, but not
fantastically good evidence that actually the
constipation was associated with food allergy because
when they put the children on a cow s nilk-free diet,
the constipati on went away.

Q So the article doesn't say that |ynphoid
nodul ar hyperplasia is a normal finding. Does it?

A I'd have to check. | think that they don't
say that, but |I'd just have to check, but I'Il take
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yes.

Q They were of the opinion that the | ynpho
nodul ar hyperpl asia was caused by mlk allergies.
Weren't they?

A No, | don't think so. | don't think so.
don't think they can make that statenent. The
children were investigated not because of food allergy
but because of chronic constipation. You ve got to
t hi nk about where they started and not where they
ended.

Q What do you think caused Yates Hazl ehurst's
| ynpho nodul ar hyper pl asi a?

A Well, first of all it depends. He doesn't
have il eum | ynpho nodul ar hyperplasia. He has sone
enl arged | ynph nodes in his colon, and | think it
| ooking at the records it appears as though he falls
into that group of children actually who are probably
consti pated and have sonme overl oadi ng of the col on
The i nmune systemof the gut is there to respond to
the things that are present in the gut.

If you have bl ockages where it's stopping up
things, there's constant stinulation, and you see sone
| ynph nodes getting a bit bigger.

Q VWhen you say -- let nme just ask you if
you' re aware of any evidence in the record that Yates

Heri tage Reporting Corporation
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probl ens with consti pation?

A Well, | think he clearly had chronic
di arrhea and bl oati ng and a swol | en abdonmen, and
think that is the picture that was seen in many of the
children, who went to the Royal Free, and the papers
also in the Royal Free when they actually eval uated
over 100 of these children who went to the Free,
al t hough many of the children didn't appear to be
constipated, in fact were passing frequent watery
stool s probably because of overfl ow di arrhea and sone
of themwere treated for constipation as well.

In fact, it turned out they were
constipated, so | think the data fromthe Royal Free
was fairly clear. |In fact, they said many tines that
before they did a formal constipation study that al
the children were severely constipated. Actually, |
| ooked, and it doesn't actually say anywhere that
Yates was chronically constipated. | agree with that.

MR WEBB: That's all the questions | have

MS. RICCl ARDELLA: | have just a few
fol | owups.

REDI RECT EXAM NATI ON

BY M5. Rl CCl ARDELLA:

Q Just following up on the | ast question that
Petitioner's counsel asked you, what is overflow
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di arr hea?

A Overflow diarrhea is when you get feca
i npaction and the lunen of the gut, so as the water
that cones down and the fluid that accumnul ates | eaks
around the bul k of the stool and sort of essentially
| eaks out through the anus, and you get this constant,
and because it's watery, it appears to be the
classical-type diarrhea, but it's a diarrhea that's
associated with constipation rather than the diarrhea
that you see in patients with inflanmatory bowel
di sease

There is not an issue here about
differentially diagnosing the diarrhea that's seen in
patients with a real inflamuatory bowel disease, and
this diarrhea is seen in the so-called autistic
enterocolitis. Autistic enterocolitis actually was
renaned by Wakefield | ynphocytic colitis to take into
account the fact that they were clainng that there
were nore | ynphocytes, nore nononucl ear cells,

i ncreased density of cells.

Patients with |ynphocytic colitis have
profuse watery diarrhea, which is not -- and they al so
happen to be 60-year-wonmen who usually gets the
disease, so | think there's no problemin
di sti ngui shing these types of diarrhea.
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Q Petitioner's counsel also asked you about
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the genesis of your 2007 article that you published
with Paul a Dom zi 0?

A Yes.

Q And whet her or not you relied upon evidence
that was adduced during the UK litigation?

A I wasn't asked that. | was asked if that
was part of ny evidence, and as | think of it, the
answer was yes. There was nothing contained in the
article that wasn't in the public domain. | didn't
rely on anything that was revealed to ne in the courts
for that article.

Q And what specifically were your duties as an
expert in the UK litigation?

A My duties were to the Court and not to Merck
or to Lovells. M duties were to ook at the data
i ndependently. 1'ma Presbyterian Scotsman. | have -
- | show all egiance to no one. | |ooked at the data
and cane to an opinion on it and reported that to the
Court.

MS. RI CCl ARDELLA: Thank you very nuch
THE COURT: M. Webb?
RE- CRCSS- EXAM NATI ON
BY MR \EBB:
Q VWho paid you the 50,000 pounds?
Sorry, the 70,000 pounds?
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Q l'"'msorry?

A Sorry, it was 70,000 pounds.

Q I"'msorry. | heard you wong. Who paid the
noney?

A Lovells paid it to ne.

Q |'"msorry.

A Lovel I s, the |aw conpany.

Q Do you think that it was inappropriate --
that any of Dr. Buie's care for Yates Hazl ehurst was

i nappropri ate?

A No. | think Dr. Buie is a very good doctor.
| have a lot of faith in Dr. Buie. | know that unit
very well. W send our trainees over to work with his

boss, Professor Allen Wal ker, for many years, and
got a lot of tine for Dr. Buie.

MR WEBB: That's all the questions | have.

THE COURT: Respondent?

MS. RI CCl ARDELLA: No nore.

THE COURT: Thank you very much. You're
excused, Dr. WNacDonal d.

(Wtness excused.)

THE COURT: M. Wbb, did you care to
call --

MR WVEBB: We'll call Ms. Hazl ehurst back
to the stand.
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THE COURT: Ms. Hazl ehurst, first we're
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goi ng to open your oath back up to the stand.
Wher eupon,
ANGELA HAZLEHURST
havi ng been duly sworn, was called as a
rebuttal wi tness and was examned and testified in
rebuttal as follows:
DI RECT EXAM NATI ON

BY MR \EBB:

Q M's. Hazl ehurst, was Yates sick when you saw

his pediatrician on February 8, 20017

A Yes, Yates had been sick for approxinately
two weeks. He had fever and a purul ent di scharge.

Q Now, did he have a fever that day?

A I"'mnot aware if he had a fever the day of
the visit. His tenperature was not taken. However
previously throughout the two weeks, he did have
fever.

Q Can you quantify how sick he was?

A | woul d say noderate.

Q And is that your judgnent or the
pedi atrician' s?

A That's a nother's judgnent, and that

j udgnent was based upon the ampunt of anoxicillin that

was given to Yates | believe to be 400 mlligrans by
mouth BID twice a day for 10 days. At sone point
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1 took it upon nyself -- I'mnot a doctor

Heri tage Reporting Corporation
(202) 628-4888



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

678A
HAZLEHURST - DI RECT

obviously. However, | did take it upon nyself to | ook
in the Physician's Desk Reference, otherw se known as

the PDR, and found that the weight of Yates, of 24

pounds and the dosage given of anoxicillin was that of
a noderate to severe illnness.
Again, I'mnot a doctor, however we have

seen numerous physicians, and every physician that
we' ve seen that we've shared Yates' medical records
and pharnmacy records who have expressed an opini on
there's five to eight that | can nane off the top of
my head have all expressed that that was indeed a
contraindi cation for vaccination on February 8, 2001.

Q Was Yates' face expressive during his first
year of life?

A Yes, sir. H s face was very expressive
Again, | go back to testinony of day one. W al
t hought Yates would light up a room Photos taken of
himat Christmas and Christening are unbelievable the
smle. | only can conpare -- | have a second child,
and in conparison, Yates was probably nore expressive
than ny second child.

Q Your second child is, what's her nane?

A My second child is Sarah Al exander
Hazl ehur st.

Q When was she born?
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A Sarah was born August 21, 2002. | was
actual ly seven nonths pregnant with Sarah when Yates

was di agnosed with autism

Q How was Sarah's devel opnent ?
A In conparison of Sarah's devel opnent to
Yates in the first year, | would say they devel oped

very simlar except at the end of the year, it was
obvi ous Yates had developed a little nore advanced
with imtation, pretend play, and his vocabul ary was
much larger than Sarah's at the end of her first year
Sarah Hazl ehurst is now attending her first year of
ki ndergarten and is doing quite exceptional in a
typical classroomas a normal child.

Q Did Yates' autismever affect his gross
nmot or skills?

A As seen in many, nmany, many, many
occupational and physical therapy reports, it is well
docunmented, and we are very well aware that Yates
motor skills were affected by auti smand continue to
be affected by autism One particular nmenory | woul d
like to point out, |I think it was on June 17, 2002,
post-auti smdiagnosis, Tennessee Early Intervention as
wel | as the Kiwanis Devel opnment Center canme to our
hone.

They canme to eval uate Yates, and he had
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1 actually lost his ability to -- his balance was so off
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HAZLEHURST - DI RECT

he couldn't walk up and down stairs, and | noted on
those reports their goal was to teach Yates to relearn
how to wal k up and down steps so that he could play in

t he back yard.

Q How are Yates' gross notor skills now?
A Yates' gross motor skills are still sonewhat
del ayed.

Q In what way?

A He has an awkward gait. He would still not
be able to function in sports. There's still -- our
last visit to Dr. Corbier we were worried about Yates
mot or skills because his bal ance was of f.

MR VWEBB: Those are all the questions |
have.

THE WTNESS: Special Master, |'msorry.
did forget to nention sonething with the visit on
February 8 with Yates being sick. | apologize. n
that day that | nmentioned that Yates had a noderate
illness, that day, any previous day and any subsequent
day we were never given a VIS form

M5. RI CCl ARDELLA: | have no questi ons.

THE COURT: Thank you, Ms. Hazl ehurst.

THE WTNESS: Thank you, Special Master

(Wtness excused.)

THE COURT: M. Wbb, are you prepared to
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make your closing remarks?

MR. VWEBB: Yes. | don't have a lot to say.

THE COURT: To proceed.

MR. VWEBB: VWhat we hoped to do this week is
denmonstrate the nature of Yates Hazl ehurst's autism
and provide a profile of children in whomthe onset of
regressive autismafter MVR vacci nation suggests a
causal relationshinp.

VWhat we have denonstrated | hope, is that
Yat es Hazl ehurst devel oped nornally for the first year
of his life, that he received an MVR vaccination and a
few ot her vaccinations just before his first birthday,
that he was sick at the time and that he remai ned sick
for the next couple of weeks and about 10 days after,
he had a rash. More inportantly, in terms of critical
factors he began regressing.

The first synptonms of his autismoccurred in
March with his wld behavior, his reduced interest in
his nother, reduced interest in his cousins, reduced
interest in his toys, and that regression -- he
continued to regress during the spring, sumer and
fall. By June he was self-limting his diet and we
saw in the video tape in the very first of July sone
of the few synptons -- the very end of June, first
July sone of the first synptons of self-stimulatory
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behaviors. Hi s speech declined begi nning sonetine
maybe | ate spring early summer and that by fall his
functional |anguage had been replaced by what m ght be
described al nbst as a savant level of interest in
vocabul ary and letters and nunbers.

| think that what we have done -- also of
inportance in terms of the profile that we maintain
suggests a causal relationship is that late June early
July, the first tinme that it was noted was the trip to
Nor way, he devel oped serious, clinically significant
gastrointestinal synptons that were chronic for the
next al nost three years, and that is the conbination
that we think suggests the causal relationship between
t he MVR vaccinati on and the autism

Nor mal cy before, onset within a few nonths
after, and the presence of clinically significant
gastrointestinal synptons that are chronic. W also
believe that Dr. Corbier said on the stand that the
case for thinerosal contributing to Yates' illness is
| ess powerful, but he testified that |aboratory val ues
in profuron (sic) and gl utathione suggests that Yates
had an excessive exposure to nercury, which could
af fect hi mboth i mmunol ogi cally and neurol ogi cal ly.

| believe that the evidence on, if you will,
what happened to Yates Hazl ehurst is very clear. The
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much harder question of course is whether in fact that

profile does in fact suggest cause and effect. It's a
highly controversial area. | believe that Dr. Corbier
expl ai ned our position very well. | believe his

denmeanor and hi s understandi ng of the issues nade his
testinony highly reliably and highly credible.

| also believe, and though | don't claimto
be objective, that we've heard testinony fromthe
Respondent's experts which was reflected a w llingness
to overstate their case. Dr. Wakefield s work is
controversial, and many doctors have rejected it. It
has not been thoroughly discredited. There are works
by i ndependent | aboratories and physicians, which
col | aborate parts of his work.

There are substantial nunbers, though
suspect a mnority of the nedical conmunity that
considers it inmportant and reliable work. Now, the
poi nt by point analysis of whether the theory is
reliable certainly requires the kind of detail that we
could provide in posthearing briefs, but the point I
want to make is that, this is not just Andrew
Wakefield' s theory.

It is a profile that nany other reliable,
honest, hard-worki ng doctors believe suggests a causal
rel ationshi p between vaccination, specifically the MR
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vacci nati on and regressive autism and we think when
you have an opportunity to evaluate all of the
evi dence, including that fromthe Cedill o case and
this case and presunably sone additional evidence from
the Snyder case, it will denonstrate the fact the M\R
vaccine, in concert with thinerosal-containing
vaccines in fact caused Yates' autism

THE COURT: Thank you, M. Webb. From
Respondent s?

MR, MATANCSKI :  Thank you. 1'Il be
presenting the closing argunent. My it please the
Court, ma'am During the lunch break, one of our
par al egal s here pointed out to ne that the Boston
A obe yesterday had an article init. The article
reviewed inmmuni zation rates | believe in Vernmont. |
haven't read the article.

The interesting thing to take away fromthat
article was that immunization rates were goi ng down,
and the article tal ked about the 1998 Wakefield study
as one of the reasons why those imunization rates
were going dowmn. Now, it isn't that physicians or
physi ci an organi zation |ike the American Acadeny of
Pedi atrics or health organi zati ons such as Nationa
Institutes of Health or the Wrld Health O ganization
believe that there's any |ink between MVR vacci ne or
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even thinerosal -contai ning vaccines in autism

But there is a belief that's being
perpetuated and particularly acutely in this country,
so what we're dealing with in this case is vitally
inportant just as it was in Cedillo. This is going
beyond our usual cases that are specific a one-tine
condition that we're |looking at, a one-tinme claim of
an aut oi nune di sease or sonet hing of that nature.
This is actually has extrenely great rel evance to
what's going on in this country at |east right now.

Petitioner's here set out to prove that MWR
vacci ne or thinmerosal-containing vacci nes or perhaps
bot h caused Yates Hazl ehurst autism They fail ed.
They failed on several counts. They failed both on
the general causation, which of course you had before
you with both the Cedillo information on that as well
as the new information you' ve heard here from Dr.
Corbier as well as Drs. MCusker, MacDonald and Rust.

They also failed on a factual basis, that is
even accepting the prem ses that they | aid before you,
the profile if you will as Dr. Corbier called it. The
facts don't fit that. Wth respect to thinerosal -
contai ning vaccines. Wether there's a good
scientific basis for believing that they can cause
autism where do we stand now after Cedillo having
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Corbier. He didn't add anythi ng new.

I nstead, he | ooked at the sanme studies that
had been | ooked at by the experts for the PSC in
Cedill o, but we have heard a little bit different view
now, another way of |ooking at that question from
Respondent. Dr. Rust franed it analytically in an
i nteresting fashion and used evidence to support that
anal ytical framework. He said let's think about this
from a neuropat hol ogi cal standpoint.

VWhat does the neuropathology |ook like in
t hese children who have autism because there's been
wor k done by Drs. Baumann and Kenper | ooking at
patients who have autism Now, these were ol der
individuals to be certain, but as Dr. Rust expl ai ned
the architecture is in place, though observed at
autopsy in these ol der patients, that brain
architecture was in place at the age that we're
consi dering right now, the age soon after birth up to
one, two and three years.

So, it is relevant to | ook at that pathol ogy
and try to draw some conclusions if you will about
what the brain |l ooks Iike in an autistic individual.
The structure as he explained is very different from
the structure you see in a toxic insult case, so that
doesn't really fit the hypothesis that's before you
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that thimerosal -containing vacci nes can cause autism
The pat hol ogy doesn't support it. He also said let's
think about this froma clinical standpoint.

From a clinical standpoint, what happens if
you are exposed to heavy nmetals and have brain danage?
You have deficits to be sure, and sonetines those
deficits can be in quite specific areas, and | know
that we've had articles subnitted in the Cedill o case,
wor ks by Drs. Magos and C arkson that tal k about
mercury and what you can expect when there's a toxic
insult to the brain fromthe mercury exposure. There
are sone specific neurol ogic synptons that one could
expect, a narrowi ng of the visual field, for exanple.

There are no savantisns. There are no
par anor mal behaviors, and that is one of the specific
unusual features of autismthat sonetinmes these
i ndi viduals very frequently devel op behavi ors and
abilities that are beyond our understandi ng because
they seemto transcend sone of the abilities or the
functions that other individuals have that are not
afflicted with that terrible condition.

W heard -- it's interesting that it cane up
in this case because we heard in this case about
Yates' extraordinary abilities at a very young age in
counting and identifying letters. | would also put in
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that category sonme of the fascinations that autistic
children and later individuals have to fascinations
wi th spinning, turning wheels, tires. These are very
speci fic behavioral aspects. You don't see themwth
an insult that's damaged an area of the brain and just
taken out function.

Dr. Rust explained howthis clinical picture
is very specific to autismand very different froma
clinical picture froma toxic insult. Wth respect to
MVWR al one, Dr. Corbier really didn't add anyt hi ng
there that you hadn't heard in Cedillo. It was the
notion that neasles virus persists and sonehow it gets
into the brain, affects the brain. Now,
interestingly, that isn't actually Dr. Wakefield's
theory of MVR causing autism but it is the theory
that you heard in Cedillo and here once again.

There's no support for that. There's no
support for -- the nodel that Dr. Corbier went to is
the sanme nodel that was used in Cedillo. It's SSPE
subscl erosi ng panencephalitis or nmeasles inclusion
body encephalitis. Yes those are nodels of persistent
measl es virus. Those nodels actually work agai nst the
claimthat it can cause autism First of all, SSPE
and M BE do not result -- | believe | was noving away
fromthe m crophone.
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They don't result in autism |[If we saw that, then we
ought to see autism after neasles epidemcs, right?
We ought to see that when SSPE occurs. That isn't
what happens. You heard quite clearly again from Dr.
Rust that it coordinated with what you had heard
al ready by preem nent virologists, Dr. Giffin and Dr.
War d.

The result in SSPE and M BE is death.
That's what happens to the individual who suffers
that. The timefranme that Dr. Corbier used for SSPE
showed that he does not have a very good understandi ng
of the condition. He said he believes that it
occurred at one to eight nonths afterwards, and that
was one of the building blocks for his profile that he
introduced in this case. |t doesn't happen one to
eight nonths after exposure to neasles virus. It
happens years | ater

You al so heard on this notion that the MR
can cause autism You've heard now from Dr.
MacDonal d. Dr. MacDonal d added to the evidence that
you had heard previously in the Cedillo case. He has
had firsthand review of the data, and unfortunately
because only a limted amount of what he can say has
been nmade avail abl e, he cannot share with the Court
fully what he's been able to | ook at.
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But the words that he used, which echo, and
he wasn't here to hear Dr. Rust, but they echoed the
words that Dr. Rust used: Scientific fraud. Now, for
two individuals, who are engaged in scientific
research such as Dr. MacDonald and Dr. Rust to use
those very strong terns, people who | think you can
tell Dr. Rust and Dr. MacDonald are not given to
overstatement. They actually have to feel very
strongly about the evidence to use those terms.

This isn't just an interpretation of data.

I think one of the things you saw today i s sonething
that was simlar to what happened when Dr. Bustin when
t hrough categorically the information. Dr. MacDonal d
poi nted out to you that series of panels from one of
the articles, AL B, C, D, and he in closely |ooking at
them had seen that there are dates and tines on those
panels. Well, if you' ve gone through a col onoscopy,
you know it's not a quick procedure. It is a tinme-
consum ng procedure.

Panel A in that article was represented as a
normal child. Panel D was represented as a child, who
had significant involvenent in his colon. They are the
same individual. It was the sane col onoscopy. It was
merely the device being nmoved further along in the
same individual. Now, how can it be both normal and
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abnor nal

This is the kind of data that's out there if
you | ook hard enough and exam ne what Dr. Wakefield
has put out, at least in public what one can see. Dr.
Wakefield recei ved 50,000 pounds froma |awer. He
received nost of his patients in that initial 1998
study fromthat sanme |lawer. He then set about doing
a study after receiving that noney and publishing the
results. Before he even published those results, he
took out a patent for measles-only virus vaccine.

As |I've said in the |last case, he not only
financially gained fromhis participation before he
ever published a single word on neasl es virus causing
autism but he had his financial interest in
i nplicating MVR vaccine and creating a market for a
vacci ne that he patented, a neasles-only vaccine that
he patented because his theory said that sonehow the
three worki ng together cause autism allows neasles
virus to replicate in the gut and then cause autism

It has taken years to unravel that in
England. The litigation fell apart, which
unfortunately meant that nuch of the information that
made the litigation fall apart never saw public |ight.
They're still recovering fromthe public health scare
that was created there. W are undergoing in our
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country right now and maybe are yet to reap the
whirlwind fromthat public health scare that he
initiated there many years ago.

There's no di sease of autistic
enterocolitis. It's an illusion that was conjured up
by Andrew Wakefield to try to sonehow make nonspecific
gut findings into a condition that he could cal
significant. |It's not accepted by anyone of any
repute in the gastroenterological field. You can't go
to a DSM and get a classification and put a
classification down that will say autistic
enterocolitis.

We unfortunately have to continue to dea
with this though until the scientific conmunity has at
| east already to the extent they can put this to rest,
and we're going to have to deal with it in this
courtroomand eventually put it to rest. Now, Dr.
Corbier really didn't give nuch of an expl anati on of

how t he two combi ned, MVR and t hi mer osal - cont ai ni ng

vacci nes, can cause autism | think he used the word
synergism | don't really think that it was very well
expl ai ned.

If you | ook back at Cedillo, the idea I
believe was that thinerosal-containing vacci nes nade
one nore immunol ogi cal ly suppressed, and therefore
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there was a greater chance of neasles virus could grow
in the gut and then sonehow nmake its way to the brain.
There's no support for that, but beyond that if you
|l ook at the facts of this case, there's certainly no
support that the i mune system here was conproni sed.
W' ve heard sone testinony that Yates had a certain
nunber of infections.

W' ve al so heard fromDr. MCusker and Dr.
Rust for that matter that those aren't beyond the
expected norm but beyond that, there was diagnostic
testing done. Diagnhostic testing that was normal, so
there's absolutely no support that thinerosal-
contai ning vaccines affected Yates' imune systemin
any way, if that happens to be the theory, though
again was very poorly explained, at least in ny view

| think you have to at this point take a
step back and lay the relative credentials of the
experts that you just heard before you and go through
who do you think represents the better take on
reliable science here. Is it Dr. Corbier, or is it
Drs. MacDonal d, Rust and McCusker. [1'll go through a
little bit of Dr. MCusker. She represents, she a
clinical -- she's a clinician in inmunol ogy, a
pedi atri c inmunol ogi st.

She's a research director at her
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i mrunol ogi cal di seases. She's a teacher. She teaches
medi cal students at MG Il University. Dr. MacDonal d,
research director as well. As a matter of fact, he's
Dean of Research, attended on thousands of
col onoscopi es. He's authored over 150 articles.

He had direct access to data relating to the
reliability of the Wakefield studies and the
Uni genetics | ab, practicing for many years. Dean of
Research; | just want to focus on that for a nonent.
Dean of Research neans that he directs as he said the
research direction of a major research institution
with a $75 or $75 or $78 nmillion annual research
budget .

It's inmportant to think about in the terns
of what | laid out in our opening statenment about
what's reliable science, where is reliable science in
these issues. He needs to figure out where the noney
is spent. Were should we start doing research?

Where are there good avenues to follow, so | think his
views in that regard bear particular attention.

Dr. Rust, he's Child Neurol ogy Society's Mn
of the Year. He's done years of clinical practice at
a major university. He's published over 100 arti cl es.
He's really an esteened educator of doctors. Now, you
asked a question of him Special Mster, and one of
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the beauties of this inquisitorial process is that
there is direct involvenment with the bench, and it was
a question | wi sh we had thought of because the answer
that you got was | thought very enlightening on the
issue of reliability of the evidence.

You asked Dr. Rust what did you nean by
conventional peer-reviewed literature. He told you
what | nean is the literature that's sufficiently
reliable if you will that we should pay attention to
it, that our tine is well-spent reading it, and our
time and our research efforts are well spent follow ng
up on the types of things that are being reported in
that literature.

H s view was that the conventional peer-
reviewed literature does not support any of these
hypot heses. They're not worth following up on. In
other words, they don't represent the view of
reliable, reputable scientists. |'malnost done. 1'd
really appreciate your indulgence. | did want to
mention one thing about an expert, who did not appear
here, but his nane has been nentioned several tines,
and that was Dr. Zi mrernman.

Dr. Zimerman actual ly has not appeared
here, but he has given evidence on this issue, and it
appeared in the Cedillo case. | just wanted to read
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briefly because his nane was nentioned several tines
by Petitioners in this matter. Wat his views were on
these theories, and I1'mgoing to quote from
Respondent’'s Exhibit FF in the Cedillo case, which is
part of the record in this case as | understand it.

"There is no scientific basis for a
connection between neasles, munps and rubella MVR
vaccine or nmercury intoxication in autismdespite
wel | -intentioned and thoughtful hypotheses and
wi despread beliefs about apparent connection wth
auti smand regression. There's no sound evidence to
support a causative relationship with exposure to both
or either MMR and/or nercury."

We know his views on this issue. Now,
that's on one side. | understand, but we are
observing that that side is where reliable science is
on this issue. On the other side, and | don't want to
sound Iike I'"'mgoing to run down an expert for the
Petitioner, but unfortunately I think it will sound
like that. On the other side, what you've had added
to the evidence that you had in Cedillo is Dr.
Cor bi er's testinony.

| said | don't want to sound like |I'm
runni ng sonmebody down, but | believe this is vitally
inportant to lay the credentials of the scientists
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another. Dr. Corbier has been a doctor all of seven
years. He's affiliated with no university. He's
never held an academic position. He's the author of
zero papers on autismand peer-reviewed literature, of
zero papers on i munol ogy and peer-revi ewed
literature, of zero papers in gastroenterol ogy and
peer-reviewed literature, in fact in any literature.

He's gotten his name in print by virtue of
paying for it. He's added nothing to the scientific
comuni ty's understanding of autism i mrunol ogy or
gastroenterology. |[|f you have any questi on about
where his views are, his book is actually a manifesto
of beliefs. |If you have any question about -- if you
entertain an idea that his views represent the views
of scientists, researchers and nedical professionals,
who follow scientific principals in doing their
research, | commend his book to you for reading.

VWere does reliable science stand? Does it
stand with Dr. Corbier, or does it stand with Drs.
Rust, MCusker and MacDonal d? Thank you.

THE COURT: Thank you. This concludes this
aspect of the proceedings in the Hazl ehurst case. The
parties will have an opportunity to submt posthearing
briefing, and the schedule for such filings has
al ready been addressed with the parties. A read-only
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transcript of this proceeding and an audi o version of
this proceeding will be available on the autism
portion of the website of the Court of Federal d ains
after five working days.

Bef ore we depart, | want to thank the
Hazl ehurst family for sharing during this proceeding
your experience with Yates. | extend to you ny
sincerest synpathies for the challenges that you face
wth Yates. | also want to thank counsel and the
experts who have testified on behalf of the parties
for your careful preparation in connection with this
hearing. Lastly, | wish you all a safe return to your
poi nts of origination. W are adjourned.

(Whereupon, at 2:54 p.m, the hearing in the
above-entitled matter was concl uded.)
11
11
11
11
11
11
11
11
11
11

Heri tage Reporting Corporation
(202) 628-4888



DOCKET NO. :

CASE TI TLE:

HEARI NG DATE:

LOCATI ON:

699

REPORTER S CERTI FI CATE

Hazl ehurst v. HHS

18, 2007

Charlotte, North Carolina

| hereby certify that the proceedi ngs and

evi dence are contained fully and accurately on the

tapes and notes reported by ne at the hearing in the

above case before the United States Court of Federal

d ai ns.

Date: COctober 18, 2007

Mona Mcd el | an

Oficial Reporter

Heri tage Reporting Corporation
Suite 600

1220 L Street, N W

Washi ngton, D.C. 20005-

Heritage Reporting Corporation

(202) 628- 4888



