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PROCEEDI NGS
(9:02 a.m)

SPECI AL MASTER HASTI NGS: Good norning to
all those in the courtroomand at hone. W're going
to be starting with the testinmony of Dr. Hanauer in
just a mnute.

I first want to let you fol ks know that are
listening in about a special procedure tonorrow
nmor ni ng. Tonorrow norning we are going to be starting
the phone conference call a bit late. W are going to
be taking sone brief testinony fromone wtness
presented by Respondent, Dr. Chadw ck, by tel ephonic
conference call from Engl and.

That necessitates unfortunately that we are
not going to be able to put that particular testinony
over the tel ephonic conference call. That's not

because this testinobny is going to be secret in any

way. It will be done here in the public courtroom
It will be transcribed.
I'"'mnot sure whether it will also be on the

i nternet audi o downl oad, but it's not because it's not
public. It's for the very sinple reason that we have
only one tel ephone line available in this courtroom
and when it's coming with the testinony comng in we
will not be able to do the tel ephonic conference call

Heri tage Reporting Corporation
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HANAUER - DI RECT
1 W will be starting the tel ephonic
2 conference call tonorrow norning probably sonetine
3 around 9:30. As soon as that one witness is done the
4 second witness for the day will be avail abl e through
5 the tel ephonic conference call. W apol ogi ze for
6 that, and you can set your schedule for tonorrow
7 accordingly.
8 Wth that, M. Mtanoski, who will be doing
9 t he exami nati on of Dr. Hanauer?
10 MR MATANOSKI: Ms. Ricciardella will be.
11 SPECI AL MASTER HASTI NGS: Okay. Ms.
12 Ri cci ardel | a?
13 MS. RI CCl ARDELLA: Thank you.
14 SPECI AL MASTER HASTI NGS: Dr. Hanauer, could
15 you raise your right hand, please?
16 VWher eupon,
17 STEPHEN B. HANAUER
18 havi ng been duly sworn, was called as a
19 wi t ness and was examni ned and testified as foll ows:
20 SPECI AL MASTER HASTI NGS: Okay. Ms.
21 Ri cci ardel |l a, please go ahead.
22 MS. RI CCl ARDELLA: Thank you.
23 DI RECT EXAM NATI ON
24 BY M5. Rl CCl ARDELLA:
25 Q Good norni ng, Doctor. Wuld you pl ease

Heri tage Reporting Corporation
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HANAUER - DI RECT

identify yourself for the Court?

A St ephen B. Hanauer.

Q And what is your current academc
appoi nt ment ?

A | am Professor of Medicine in Cinical
Phar macol ogy and Chief of the section of
Gastroenterol ogy, Hepatology and Nutrition at the
Uni versity of Chicago.

Q And woul d you briefly describe your

educati onal background for us?

A | went to the University of M chigan
undergraduate, to the University of Illinois for
medi cal school. | did my training in interna

medi ci ne and fell owship in gastroenterology at the
Uni versity of Chicago, and | renmi ned at the sane
institution.

Q Wul d you pl ease describe your fellowship in
gastroenterol ogy at the University of Chicago?

A When | did ny fell owship between 1980 and
1982 it was a two-year fellowship. |It's currently a
three-year fell owship.

This entailed specialty training in

di gestive diseases, which required rotations through
endoscopi ¢ procedures, rotations through nutrition
service, rotations through liver service, a |ot of

Heri tage Reporting Corporation
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HANAUER - DI RECT

time rotating through inflamuatory bowel disease
which is a maj or conponent of our institution's
practice, and also | spent several nonths training in
pedi atri c gastroenterol ogy.

Q And do you hold any board certifications?

A I"m board certified in internal medicine and
i n gastroenterol ogy.

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

A Well, 1I've risen through the ranks of
academic nmedicine at ny institution. | amnow a
tenured professor and actually a chaired Professor of
Medi cine at our institution.

Wthin different societies |I've won the
awards for clinical research and clinical care from
the Anerican Gastroenterol ogi c Association. | was the
i naugural chair of the Crohn's & Colitis Foundation's
Clinical Alliance, which was a group of institutions
col l aborating in research related to Crohn's di sease
and ul cerative colitis.

I"'ma fellow of the Anerican Coll ege of
Gastroenterology. |'ve served on the boards. |I'm
currently on the board of trustees of the Anerican
Col | ege of Gastroenterology. 1've served on the
governi ng board of the Anerican Gastroenterol ogic

Heri tage Reporting Corporation
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HANAUER - DI RECT

Associ ation and chaired the sections of Inflammtion,
I munol ogy and | nflammatory Bowel D sease of the
Ameri can Gastroenterol ogi cal Association for six
years, and | chaired the Cinical Practice section in
the Anerican Gastroenterol ogi c Association for four
years.

I've chaired the International O ganization
for Inflammatory Bowel Disease. |'ve served on the
FDA Advi sory Panel for Gastrointestinal Drugs and then
chaired that panel as well. Sone of the things |'ve
done.

Q Do you hol d any teaching positions in your
specialty?

A Yes. Again, |I'm Chief and Professor of
Medi cine at the University of Chicago, so we are
constantly teaching trai nees in gastroenterol ogy,
i nternal nedicine and nedi cal students.

Q And what do you teach?

A | teach gastroenterol ogy, and ny special
focus within the field of gastroenterology is
i nfl ammat ory bowel disease.

Q And do you also give lectures to
prof essi onal groups or organi zati ons concer ni ng
i nfl ammat ory bowel di sease?

A Yes. | lecture frequently.

Heri tage Reporting Corporation
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1 Q How of t en?

Heri tage Reporting Corporation
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HANAUER - DI RECT
A Probably once a week I"'minvited to speak at
a university or a G society. | also have been giving

the annual |ectures on updates of inflammatory bowel
di sease to the Anmerican Col |l ege of Gastroenterol ogy at
their annual neetings for the past years.

Al so at the American Gastroenterol ogic
Associ ati on neetings, as part of their postgraduate
courses |'ve given lectures on inflanmatory bowel
di sease

Q Now, your CV nentions that you are a nenber
of the Crohn's & Colitis Foundation of America. |Is
that correct?

A Yes. 1've held various positions with the
Crohn's & Colitis Foundation since about 1983 or 1985.

Q Are you currently on the Research
Initiatives Conmittee?

A Correct.

Q What does that commttee do?

A The Research Initiatives Committee is
| ooki ng for novel projects that are not necessarily
mai nstream | ooking for cause or new treatnents of
ul cerative colitis or Oohn's disease, so trying to
stinul ate research where there is specul ation
regar di ng new hypot heses.

Q Has the Research Conmittee of the Crohn's &

Heri tage Reporting Corporation
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HANAUER - DI RECT

Colitis Foundation of America ever received a research
grant request to research the relationshi p between
nmeasl es virus and Crohn's di sease?

A The Research Initiatives Commttee has not,
and | actually spoke directly with the head of
research fromthe Crohn's & Colitis Foundation to see
if historically there had been any grant applications
to this organization which spends several mllion
dollars a year in research on Crohn's di sease, and
they have not received any grant application.

Q Had they received any grant applications to
research a possible relationship between Crohn's
di sease and auti snf®

A No.

Q Doctor, I'd like to go over your experience
as a gastroenterol ogi st.

| believe you stated you're currently a ful
Prof essor of Medicine in Cdinical Pharmacol ogy at the
Uni versity of Chicago School of Medicine. |Is that
correct?

A That's correct.

Q And how | ong have you been a full professor?

A I think about 15 years.

Q And along with being a full professor at the
Uni versity of Chicago School of Medicine, what other

Heri tage Reporting Corporation
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HANAUER - DI RECT

positions have you hel d throughout your career?

A VWll, | nentioned several in the awards.
Wthin the institution |'ve served on numerous
institutional commttees, and | al so am co-di rector of
research in inflamuatory bowel disease at our center.

As | nentioned, |'ve held positions with
national and international organizations that have
been focusing on gastroenterology -- the American
Col | ege of Gastroenterol ogy, the Anerican
Gastroenterol ogi c Association -- and al so specialty
societies within that that are focused on inflammatory
bowel disease such as the International Organization

for Inflammatory Bowel Disease.

Q Do you currently have a clinical practice?
A Yes. I'mactually the busiest clinician
within ny section of gastroenterology. | see nore

patients than anyone else in ny section and probably
nmore than anyone el se in the Departnment of Medicine.

Q And as part of your clinical practice do you
conduct endoscopi es?

A Yes, | do.

Q Approxi matel y how many tinmes per week?

A | performat least 12 or so col onoscopies a
week.

Q Have you ever diagnosed a patient with an

Heri tage Reporting Corporation
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HANAUER - DI RECT

i nfl ammat ory bowel di sease?

A | frequently diagnose patients with
i nfl ammat ory bowel disease, and | frequently
undi agnose patients who are referred with a suspected
di agnosis of inflammatory bowel di sease who don't have
it.

Q How many persons with inflamuatory bowel
di sease are you currently follow ng as patients?

A VWl l, we have a database at our institution
regarding patients with ulcerative colitis and
Crohn's, and over the past year we've seen 6, 000
patients.

Q Doctor, you've published over 280 articles
related to G issues and specifically inflammatory
bowel disease. |Is that correct?

A | don't think it's 280 related to
i nfl ammat ory bowel disease, but that's about the sum

of ny peer reviewed publications.

Q In addition, you' ve published over 70 book
chapters. |Is that correct?
A I think so, yes.

Q And you currently serve on the editorial
board of approximately nine G -related nedical
journals. Is that correct?

A Yes.

Heri tage Reporting Corporation
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HANAUER - DI RECT

Q And your CV states that you're the editor in
chief of the Inflammatory Bowel D sease Mnitor. |Is
that correct?

A Yes.

Q What is that?

A The I nflamuatory Bowel Di sease Mnitor is a
newsl etter essentially that goes out to physicians in
the U S. and Europe related to recent advances in
i nfl ammat ory bowel disease, again ulcerative colitis
or Crohn's disease.

Q And you're the section editor of
Gastroenterol ogy and Hepatology. |Is that correct?

A For inflanmatory bowel disease, yes.

Q And what does it nmean to be a section
editor?

A | solicit and review articles to be
submtted for that journal related to | BD

Q And you're also the section editor of the
I nfl antat ory Bowel Disease Journal. |s that correct?

A I'"'mone of the section editors, yes.

Q Are you a reviewer for any journal s?

A I'"ma reviewer for nunerous journals.

Q Doctor, | believe you briefly touched on it,
but you currently are conducting research into
i nfl ammat ory bowel disease. |Is that correct?

Heri tage Reporting Corporation
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HANAUER - DI RECT

A Yes. Through ny career 1've focused on
clinical research, which is primarily patient-rel ated
research, as to the epideniology and potential cause
and certainly therapies for both ulcerative colitis
and Crohn's disease.

Q Your CV nentions that you're co-director of
the Inflammati on Bowel Di sease Research Center. Wat
is that?

A Wthin our institution we have a group of
i ndi vidual s, both basic researchers, translationa
researchers who work between basic and clinic
research, and clinical researchers | ooking at
potenti al causes of Crohn's di sease and ul cerative
colitis froma basic research nmechani sm | ooking at
sone of the risks involved with the di sease.

For instance, why is cancer nore common in
patients with ulcerative colitis or CGrohn's disease,
and certainly | ooking at novel therapies for these
di seases.

Q Have you ever received funding froma
pharmaceuti cal conmpany for your research?

A A lot of our research is funded by
pharmaceuticals related to drug devel opnent and al so
some aspects of the di sease.

For instance, support for studies related to

Heri tage Reporting Corporation
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HANAUER - DI RECT

the quality of life, new diagnostic techniques. Many
of these are supported by pharnma

Q Doctor, have you ever testified as an expert
witness in a |legal case before?

A Yes.

Q Appr oxi matel y how many tines?

A |'ve testified probably 50 tinmes in nedical
mal practice cases, a fewtines in toxic tort cases.

Q And do you testify for the plaintiff or the
def endant ?

A In medical mal practice | testify for both
si des.

Q And have you ever consulted for a
pharmaceuti cal manufacturer in a | egal case?

A Yes. | amcurrently consulting with Roche
related to Accutane.

Q Doctor, turning to the facts of this case,
did you review the nedical records pertaining to
Mchelle Cedillo's G issues?

A I've reviewed nmany of the nedical records.
I don't believe I've reviewed 100 percent, but |
certainly reviewed those related to her endoscopic and
G eval uati ons.

Q And did you review the expert report
submtted by Dr. Arthur Krigsman in this case?

Heri tage Reporting Corporation
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HANAUER - DI RECT
A Yes, m'am
Q And did you review the nedical literature
that was submitted with Dr. Krigsnman's report?
A Yes, and expanded that medical literature

with ny own searches on PubMed and Googl e Schol ar
related to possible associations of neasles, neasles
virus, neasles vaccine and specifically related to
intestinal inflammtion, what has been described as
autistic enteropathy, autismand any inflamatory

di seases, so | expanded the search beyond Dr.

Kri gsman.

Q Did you also review the trial testinony of
Dr. Krigsnman?

A Yes.

Q And did you review the copies of the slide
presentation that Dr. Krigsman presented during his
trial testinony?

A Yes.

Q And did you review the pathology slides from
M chelle Cedillo's January 2002 upper and | ower
endoscopy?

A Yes, | did.

Q And did a pathol ogist at the University of
Chi cago al so revi ew those bi opsy slides?

A Yes. | reviewed the biopsy slides with Dr.

Heri tage Reporting Corporation
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HANAUER - DI RECT

John Hart from our section of Gastrointestina
Pat hol ogy.

Q And did you review sections of the capsule
wi rel ess i maging, also known as the PillCam taken of
M chell e on June 6, 20067?

A Yes. | reviewed both the images presented
to the Court, as well as the original disk

Q Doctor, in your opinion is there any
evidence in the record which shows that Mchelle
Cedill o has chronic bowel inflammation?

A No.

Q Before we get to the basis for your opinion
I"d like to tal k about inflammtory bowel disease
What is inflammtory bowel di sease?

A I nfl anmat ory bowel di sease enconpasses a
spectrumof inflammatory di sorders of the digestive
tract, and depending on the location within the
digestive tract the nature of these diseases are quite
different, so anything that produces inflammation of
the digestive tract would be an inflammatory bowel
di sease

The nost conmon are infections such as
sal nonel |l a or okay or the Norwal k agent that produces
viral diarrhea or rotavirus, a virus that affects
children. Acute infections are the npst

Heri tage Reporting Corporation
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1 common types of inflammation.
2 We have inflammation in the intestine that
3 may be related to injury such as radiation. W have
4 types of inflammatory bowel disease that are rel ated
5 to nedi cation, in particular nonsteroidal anti-
6 inflammatory drugs that are aspirin-|like agents.
7 But there are two types of chronic
8 i nflammatory di sease of the intestines that we really
9 descri be as chronic and idiopathic, neaning we don't
10 know t he cause of these diseases, and those enconpass
11 Crohn's disease and ulcerative colitis. Those are the
12 mai n forns of chronic inflanmatory bowel disease.
13 There's another formthat's called
14 m croscopi ¢ or collagenous colitis that's a relatively
15 new y recogni zed form of pathologic inflanmmation in
16 the setting of a normal endoscopic exam nation, and
17 that woul d be anot her type of chronic inflammatory
18 di sease.
19 Q Now, is inflammatory bowel disease the sane
20 thing as irritable bowel syndrone?
21 A Absol utely not. The hall mark of
22 i nflammatory bowel disease is inflammation. Irritable
23 bowel syndrone is a group of disorders, a group of
24 synptomati c disorders, that affect the digestive tract
25 that are related to increased notility or pressures

Heri tage Reporting Corporation
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HANAUER - DI RECT

within the digestive tract and al so an increased
perception of that notility within the digestive
tract.

Q And what are the synptonms of irritabl e bowel
syndr onme?

A Irritable bowel syndrome has synptons of
abdom nal pain with diarrhea or constipation, but npst
often with alternating diarrhea and consti pation.

Q Doctor, you touched on the different
i nfl ammat ory bowel diseases again, but what are the
various inflammtory bowel diseases?

A Agai n, we should probably lint the
di scussion to the chronic inflammatory di seases, which
are ulcerative colitis and Crohn's disease. Frankly,
having read Dr. Krigsman's testinony, he did a pretty
good job of defining.

U cerative colitis is a diffuse, continuous,
superficial inflammtion. By superficial we nean it
only goes through the inner lining, affects the inner
lining of the large intestine or what we call the
col on.

U cerative colitis begins always at the ana
verge, at the very bottom of the colon, and can affect
a nore proximal extent of the colon in individual
patients, but once any portion of that colon is

Heri tage Reporting Corporation
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1 af fected everything downstreamto the bottomis
2 affected in the same manner in a very superficial
3 i nfl ammat ory process.
4 The ulcerative colitis, if you look at it
5 through a scope, it |ooks |ike soneone took sandpaper
6 and rubbed the lining of the colon so it |ooks
7 granular. It looks exactly like underneath a scab
8 If you have a scab, underneath it is this
9 granul ar, oozy tissue. The large intestine doesn't
10 make a scab because it's a mucous nmenbrane. It's
11 al ways noist, so that granular tissue is what | ooks
12 like ulcerative colitis. |In ulcerative colitis, only
13 the large intestine is affected.
14 In Crohn's disease, the pattern of
15 inflammation is different. In Crohn's disease, rather
16 than a continuous pattern of inflammtion Crohn's
17 disease is nore focal or patchy inflammtion that can
18 affect not only the large intestine, but can affect
19 any portion of the digestive tract fromthe nouth al
20 the way down to the rear end.
21 The pattern of inflammtion, the focal
22 pattern, is also deeper so in Crohn's disease the
23 i nflammati on goes through all of the |ayers of the
24 intestinal wall and can actually affect an adjacent
25 organ, which we would call a fistula if the

Heri tage Reporting Corporation
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HANAUER - DI RECT

i nflammati on actually burrows through.

So the synptons or the findings are going to
depend on what the disease is and al so how severe it
is in any particular portion of the digestive tract.

Q Is there such a subtype or entity called
i ndeterm nate colitis?

A Yes. Indetermnate colitis refers to
patients who have such severe ulceration of their
large intestine, of their colon, that you can't
separate the pattern between ulcerative colitis and
Crohn' s di sease.

It doesn't refer to any minor condition. |
woul d call a mnor condition nonspecific, but
indetermnate colitis is really a specific condition
where the inflammation and ul ceration is so severe
that you can't separate between the patterns of
ul cerative colitis and Crohn's disease.

Q Doctor, this is probably self-explanatory,
but itis. What does itis mean?

A In nmedicine when we refer to itis it nmeans
inflammation. Colitis is inflammation of the col on.
OK woul d be inflammati on of the OK  The term
enterocolitis, entero refers to the small intestine,
colon to the large intestine, so enterocolitis would
refer to inflammation in both the small and | arge
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i ntestines.

Agai n, those are nonspecific terms. They're
very general. There are many types of colitis. There
are many types of enteritis. There are many types of
enterocolitis.

Q Doctor, is there any evidence that vira
i nfections cause inflammatory bowel disease?

A No.

Q The | ast page of your report states that,
"Viral enterocolitis are self-limted." Wuld you
pl ease explain what you nean by that?

A Well, this is pretty comon. Wen one of us
has a stomach virus, stomach flu, it lasts 24 to 72
hours. That would be typically what's known as a
Norwal k agent. That's what causes the diarrhea and
vom ting on cruise ships.

Rotavirus is the npbst comon cause of

diarrhea in children throughout the world, and this is
a viral infection that causes kids to have diarrhea.
It usually lasts three to seven days and then it's
gone. There is no chronic viral inflanmmatory bowel
di sease

Q So in your report when you state that,
"These do not include chronic synptons,” could you
just expound on what you nean by that?
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1 A VWhen the intestine is confronted with a
2 bacteria or a virus it devel ops acute inflammtion to
3 get rid of it. That's the way our body gets rid of
4 pat hogens or invadi ng organi sms.
5 Once that organismis eradicated, the
6 i ntestine goes back into its normal physiol ogi c anmount
7 of chronic inflammatory cells that |line the norma
8 i ntestine.
9 Q Doctor, are you aware of any evi dence of
10 measl es virus causing inflammatory bowel disease?
11 A Qut si de of the Royal Free group, no.
12 Q Doctor, what are the neurologica
13 complications of inflanmmatory bowel disease?
14 A There are no specific neurol ogic
15 complications of inflanmatory bowel disease. |In other
16 words, ulcerative colitis or Crohn's disease
17 i nflammation do not affect the brain or the nerves.
18 On the other hand, there are secondary
19 consequences, so soneone with Crohn's disease, for
20 i nstance, does not absorb Vitamin Bl12. |f you have a
21 Vitam n B12 deficiency that can cause neurol ogic
22 conditions, particularly a tingling or nunbness in the
23 fingers or toes known as a peripheral neuropathy.
24 In addition, if you do an MR of individuals
25 with inflanmatory bowel disease you find nonspecific
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changes in up to 30 percent of patients in the brain

that is not associated with any synptons or any

specific patterns of neurologic illness.
Q Doctor, what is gastrointestinal reflux
di sease?
A In contrast to inflamuatory di sease of the

i ntestines, gastroesophageal reflux is caustic, an
acid-related injury to the | ower esophagus from acid
pushing up into the esophagus, which then erodes the
lining of the esophagus and causes ul cerations due to
that caustic or acid injury.

Q Is it an immunol ogic injury?

A No. It's a caustic injury due to acid, just
as if you'd put acid on your hand you woul d have an
ulcer and irritation fromthat.

Q Is it evidence of inflanmmtion?

A No. There's no active inflammation aside
fromthe healing conponents of the ulcer. The injury
in acid reflux is due to acid.

Q Doctor, how is inflammtory bowel disease
di agnosed?

A I nflanmat ory bowel disease is diagnosed by,
first of all, having a suspicion that an individual's
synmpt ons, which would typically be diarrhea, weight
| oss, fevers, rectal bleeding or abdom nal pain, would
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1 be due to inflammtion.
2 So you're looking for inflammtory synptons,
3 whi ch again are fever, weight |oss, bleeding,
4 diarrhea, diarrhea that has inflammatory cells within
5 it, that would | ead one to suspect that there's
6 chronic inflammtion.
7 Then the diagnosis is made by a conbi nati on
8 of endoscopi c exam nations, |ooking at the tissue,
9 bi opsies fromthe tissue, or if the tissue can't be
10 reached with an x-ray of an area that may represent
11 i nfl ammati on based on different fornms of x-rays or CT
12 scans.
13 Q You mentioned endoscopi es, the necessity of
14 havi ng an upper and | ower endoscopy. What is an upper
15 endoscopy?
16 A An upper endoscopy is a tube that's passed
17 t hrough the nouth, down the esophagus, into the
18 stomach and into the first part of the snal
19 i ntestine.
20 Q And what is a | ower endoscopy?
21 A A |l ower endoscopy, typically a col onoscopy,
22 is asimlar tube that's passed up the other direction
23 into the rectumthat can exam ne the entire | arge
24 intestine and frequently get into the bottom part of
25 the small intestine that's known as the termnal,
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meani ng the end of the il eum
Q Doctor, what is neant by the term
hi st opat hol ogy?
A H st opat hol ogy is a mcroscopi c exani nati on

of tissue that's obtained either with biopsies or at
surgery.

Q Is it the same thing as pathol ogy?

A Essentially, yes, but pathol ogy you could
see gross pathology with just taking the organ,
| ooking at it. The histopathology refers to a
m croscopi ¢ exam nation

Q And what is the purpose of sending a tissue
bi opsy for a hi stopathol ogi c anal ysi s?

A Well, different types of inflanmmation,
different types of inflammatory bowel disease, have
different types of mcroscopic or histologic
i nflammati on, so even though a gross or a visible
| esion may have several different differential
di agnoses to it the exami nation under the mcroscope
can clarify and help to classify the exact type of
i nflammati on.

Q Doctor, woul d you di agnose infl amratory
bowel disease in a patient if the histopathol ogy
showed no inflammation?

A Not unl ess there were absolutely
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1 pat hognononi c features in areas where you coul d not
2 bi opsy.
3 Q And what does that mean?
4 A In other words, if a patient had absolutely
5 typical x-ray appearance of CGohn's disease in an area
6 that was not accessible we mght nake that presunptive
7 diagnosis, but that is extraordinarily rare.
8 Virtually 99 percent of patients with
9 ul cerative colitis or Grohn's di sease have | esions
10 that are accessible to endoscopy.
11 Q Doctor, what if you saw evi dence of possible
12 i nfl ammati on during endoscopy, but the tissue
13 di agnosi s at pathol ogy found no inflammation? Wuld
14 you concl ude nonet hel ess that the patient had | BD?
15 A Absol utely not. You can nmake the appearance
16 of the intestine |ook different according to how
17 traumatic the examnation is, so if there's a |ot of
18 rubbi ng of the scope along the lining of the intestine
19 it will look as though you' ve rubbed the skin hard and
20 it will bered. It nay be granular. You may actually
21 wi pe off sonme of the cells. So the exam nation itself
22 can cause |lesions that may or may not | ook |ike
23 i nfl ammati on.
24 There are other lesions, and we'll get to
25 that in our further discussions, that may | ook |ike
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1 i nflammatory | esions, but are not inflanmatory and are
2 i ndeed, for instance, traunatic.
3 Q Doctor, if you saw evi dence of possible
4 i nflammati on during endoscopy but the tissue diagnosis
5 comes back from pat hol ogy as negative or unrenmarkabl e,
6 does that nean that the patient's inflammuation falls
7 into the category of indetermnate colitis?

8 A No. Again, indetermnate colitis applies to
9 such severe ulceration that you can't distinguishit,
10 but you can't have an itis without inflammation so you
11 can't have any kind of colitis unless there is active

12 i nfl ammati on.

13 Q Doctor, what percentage of your patients
14 with inflanmatory bowel di sease have norna

15 pat hol ogi cal fi ndings?

16 A None, but let nme extend that a little bit.
17 Essentially none do, but if you go to an area of the
18 intestinal tract that's not affected by the di sease
19 that will appear nornmal.

20 Q Sur e.

21 A But areas that appear abnormal, to find no
22 pat hol ogic correlation to the endoscopi c appearance is
23 not seen.

24 Q Doctor, | know you have a slide here to

25 describe briefly how the digestive tract functions.
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That's not the digestive tract. There we go.

Wul d you briefly describe how the digestive
tract functions?

A Yes. This is inportant because we need to
understand the difference between synptons that a
patient may have and actual pathol ogy.

Just to say it outright, diarrhea may be due
to inflammati on, but there are nmany ot her causes of
diarrhea aside frominflammation. Understanding a bit
about how this tract works hel ps us understand | think
some of the synptons and what was going on in this
patient.

The digestive tract is actually a tube
through the body. |It's open at the top, and it's open
on the bottom Actually anything that's in that tube
is outside of our body, and the function of the
digestive tract, besides giving pleasure on both ends,
actually has two functions. One is that the digestive
tract is actually our imrunologic eye to the world.

More of our environment is sanpled through
our intestinal tract than the rest of the body. Mbst
of the foreign material we sanple is actually through
the digestive tract, so there is nore |ynphoid tissue
or immne tissue in the gut than any other portion, so
t he nunmber one function is the immune function of the
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gut .

The second, of course, is digestion and
absorption of nutrients, and in order to digest
nutrients and absorb nutrients the intestinal tract is
divided into several functional segnents. It's one
long tube. The first portion is actually the nouth,
and the nouth is inportant because the saliva
| ubricates food, starts to mix it with digestive
enzynmes that cone fromour salivary gl ands.

Then the esophagus is the |ong tube that
goes fromthe nmouth to the stomach. The esophagus is
mai nly a transport tube. Once the food hits the
stomach the stonmach acts Iike a holding tank or a
reservoir, and the stomach m xes the food with
di gestive enzynmes and acid that break the food down
frombig particles into mcroscopic particles.

As food primarily is a liquid exits out of
the stonmach into the small intestine, the role of the
small intestine, first of all, is to mx that liquid
with enzymes fromthe pancreas and fromthe
gal | bl adder and liver that further break down the
liquid into mcroscopic particles that are absorbed
along the length of 20 feet, the 20 foot length of the
smal | intestine.

About one quart a day enpties fromthe snal
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intestine into the large intestine, which is known as
the colon. The job of the colon is really waste
managenent. The job of the colon is to take the
excess water out of that quart and to package stoo
for convenient elimnation.

W like to say the colon is often considered
a social organ. You can live without a colon. You
may not be happy, but you can live without a colon
quite normally.

Now, about a quart of undi gested food, food
that's not digested, and the sl oughing off of our
normal cells because our digestive tract turns over
every week -- the lining of the digestive tract
regenerates every week -- so that quart enters into
the large intestine.

The large intestine churns around through
its notility and as the liquid is in contact with the
lining the liquid is absorbed, and as the material
moves down the colon it is nore or | ess packaged.

Finally, a packaged bolus or fecal bolus
reaches the rectum the bottomof the large intestine,
the bottom of the colon, and what happens is that
stretches the rectum Wen the rectumis stretched,
we feel |ike we have to have a bowel novenent.

At the sane tine, there is an unconsci ous,
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an autonomc, relaxation of the | ower sphincter, of
the anal sphincter at our butt, and this is what
mai nt ai ns our continence and prevents us from/|l osing
contr ol

There are two nuscles, an internal
sphincter, which is under autonom c or unconsci ous
control, and an external sphincter, which is under
conscious control. Wen a bolus of stool reaches the
rectumit stretches. W have the urge to defecate,
but we don't defecate until we sit down on the toilet
and consciously relax our external sphincter and press
down and push that bol us out.

Now, the liquidity or solidness, the two
extremes of stool, are going to depend on severa
factors. One of the factors is howlong this materi al
is in contact with the colon. [If things are rushing
through the large intestine, not nuch of the fluid is
going to be absorbed and it's going to cone out as
| oose stool.

The longer it's in the colon the nore water
is going to be absorbed and the nore and nore conpact
that stool is going to be and the nore solid it's
goi ng to be.

Now, what al so can happen is that in
i ndi viduals who are so constipated that they have a
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| arge bolus of fecal material in the rectum it is
stretching the rectum That |eads to a rel axation of
that inner sphincter, and we can't consciously contro
that forever so what happens is the |iquid stool
actual ly goes around that forned stool and can
actually cause diarrhea in the presence of

consti pati on.

That's not an uncommon thing, particularly
in children who have chronic constipation or nental
di sorders who are unable to evacuate for one reason or
anot her .

The liquidity of the stool, whether or not
you have diarrhea or hard stools, is going to depend
on the notility of the intestine. It's going to
depend on what you eat. |If we eat prunes, prunes
actually have a |l axative effect and actually will
cause nore frequent bowel novenents.

If we eat no fiber, on the other hand, or an
Atkins-like diet where there's no fiber to hold in
wat er we can actually be constipated, so there are
many aspects, many things that can affect the notility
of the colon, the liquidity of the stool, outside of
i nfl ammati on.

Now, the way inflanmati on causes diarrhea is
that the inflammation can either secrete fluid --
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1 again think of that oozy scar. It's oozing tissues
2 out. That would be one reason, but also if the
3 i nflammation inpairs the intestine from absorbing
4 nutrients those nutrients actually go into the large
5 intestine and hold water in and can produce diarrhea.
6 The perfect exanple is when you take M1k of
7 Magnesia. |It's a laxative. The magnesiumin that is
8 a particle that holds in water and | oosens the stool.
9 That can be seen in different foods as well.
10 So the presence or absence of diarrhea can
11 be due to nmotility. It can be due to foods. It can
12 be due to other nedications. It can be due to
13 i nfl ammati on.
14 Q Doctor, if the patient presented to you with
15 G synptons of diarrhea, constipation and abdoni na
16 pain woul d you assune that that person had an
17 i nfl ammat ory bowel di sease?
18 A The only conditions that produce diarrhea
19 alternating with constipation is what's known as
20 irritabl e bowel syndrone. Inflanmatory disease
21 produces a chronic persistent diarrhea with
22 inflammation in the stool.
23 Q Now, are fluctuations in bowel novenents
24 necessarily caused by inflanmmati on of the bowel ?
25 A Absolutely not. As | just stated,
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fluctuations in bowel noverment could be due to
fluctuations in notility in the intestine.

For instance, when we scare an ani mal they
defecate. That's come into our comon vernacul ar
We're known as we get scared blankless. That's
conmon.

When performers go on stage or attorneys
have to go on trial they frequently get butterflies in
their stomach, and they get nore frequent bowel
nmovenents due to the nervous energy and the connection
between the brain and the intestine that can affect
the notility of the intestine, so there are many
things that can affect it.

Q Can diet affect the notility of the
i ntestine?

A Absolutely. The nore fruits and vegetabl es
that we eat that have nore fiber, the nore | ooser the
bowel novenents are going to be.

Again, if we're eating foods that have
| axative properties |ike prunes you' re going to have
liquid diarrhea. On the other hand, if you' re eating
foods wi thout fiber you re going to have |ess frequent
bowel novements.

Q Can food allergies also cause diarrhea and
consti pation?
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A Absolutely. Both food allergies, which are
i mrunol ogi ¢ reactions to food, and al so food
i ntol erances, which are sensitivities.

For instance, people who will go out and eat
hot, spicy food will often have increased bowel
movenents because the spices act as stinulators to the
nerves of the intestine and can increase the notility
of that, but foods that can al so have | axative
properties can affect the liquidity of the stool as
wel | .

Anot her exanple are foods like mlk and the
m |k sugar, lactose. Many individuals are unable to
di gest that sugar and that sugar acts as an osnotic
particle, nmeaning it holds water in and can nake the
stool nore |iquid.

Q Now, Doctor, your report on page 1 states
that worsening diarrhea and constipation are not
associated with enterocolitis or inflammtory bowel
di sease. Could you briefly explain what you nean?

A Agai n, inflammtory bowel disease entails
inflammation of the intestine which is chronic, unless
it's treated, and patients with inflanmatory bowel
di sease that are progressive have progressive
diarrhea. They don't get constipation.

The only thing that produces alternating
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diarrhea and constipation, as |'ve said, is irritable
bowel syndrome, which is not associated with
i nfl ammati on.

Q Now, is the synptom of persistent diarrhea
sufficient to conclude that that person has
i nfl ammat ory bowel di sease?

A Not at all. Thirty percent of patients who
have irritable bowel syndrone have a diarrhea
predom nant form

Q I'"d like to turn specifically to the facts
of this case. Now, Mchelle has had five endoscopi es.
Is that correct?

A Yes.

Q And have you reviewed the nedical records
pertaining to each of those five endoscopies?

A Yes.

Q Her first endoscopy was on June 10, 2000,
and that was an upper endoscopy, correct?

A Yes.

Q And before we | ook at those records,
Petitioners' Exhibit 44 at 58 describes her G
synptons that she was havi ng before the endoscopy.
I"lI'l read those al oud.

"Her usual pattern is that of two to seven
mushy stools each day containing visible nucous of a
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1 vari abl e size, including snears, although there was a
2 recent three-day period without any bowel novenent.
3 No blood in the stool is reported.
4 "The patient additionally has frequent
5 bl oating of the upper abdonen associated with
6 excessive flatus and sl eeps poorly, often waking up at
7 ni ght and appearing upset.
8 "She has a history of frequent regurgitation
9 associated with the constipation up until one year
10 ago, and al though she no | onger vonits she gags easily
11 and appears to rum nate associ ated with coughi ng and
12 taps at her upper chest."
13 Doctor, is this description sufficient to
14 i ndicate inflammation of the bowel ?
15 A No. The alternation between | oose bowel
16 nmovenents and constipati on associated with synptons of
17 gastroesophageal reflux have no specificity or even
18 i nsinuation of inflanmatory bowel disease.
19 Let ne just comrent on the nmucous. The
20 mucous. Irritable bowel syndronme used to be called
21 mucous colitis, which is an inappropriate term because
22 there is noitis in it, but nucousy stools are
23 primarily associated with irritable bowel syndrone.
24 The intestine is a nmucous nenbrane. The
25 lining cells of the colon produce nucous, which
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1 actually serves as a kind of lubricant and a
2 protective barrier against that |ining.
3 Q Doctor, turning to the postprocedure
4 diagnosis following Mchelle's June 10, 2000,
5 endoscopy -- I'mreferring to Petitioners' Exhibit 44
6 at 65 -- the postprocedure diagnosis is erosive
7 esophagitis. What is that?
8 A Er osi ve esophagitis is related to the
9 reflux, the novenent up, of acid fromthe stonach
10 which is normal in the stonmach, into the esophagus.
11 Under nornal situations the esophagus is
12 protected against acid by the propul sive notility and
13 the sphincter nuscle between the esophagus and the
14 stomach, and if that sphincter nuscle is | oose or if
15 there's increased abdom nal pressure the acid fromthe
16 stomach can conme up into the esophagus in
17 i nappropriate anounts and produce injury to the lining
18 of the esophagus.
19 That's known as erosive esophagitis or
20 gastroesophageal reflux with esophagitis.
21 Q Al so known as GERD, the acronym GERD?
22 A Yes. Gastroesophageal reflux disease.
23 Q Is that an indication of inflanmation?
24 A It's an indication of acid injury. Actually
25 the inflammation is part of the healing in that
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situation, but it's not an inflammtory injury. It's
a caustic acid injury.

Q And t he ot her postprocedure diagnhosis is
gastritis. What is gastritis?

A Wel I, again using our term nology, gastritis
is inflammation of the Iining of the stomach.

There are many different types of gastritis.
You can have gastritis, as is alluded here, related to
a bacterial infection called helicobacter that can
al so be associated with gastric and duodenal ul cers,
but there are many things that can cause gastritis.

Again, different foods. Allergic reactions
can cause gastritis. Certainly many different
medi cati ons, including nonsteroidal anti-inflanmatory
drugs can do this. Oher bacteria and viruses can
cause gastritis.

I will also nmention that there is a specific
formof gastritis that's called a multifocal gastritis
t hat has been associated with Crohn's di sease
identified by pediatricians, but the histologic
exam nation in this patient did not show that
particul ar pattern

Q VWhat is the role of acid damage to the
lining of the stomach in causing gastritis?
A Wel I, acid can produce inflanmation in the
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stomach under several situations. One is if there's
too nmuch acid produced it can cause ul cers, but
usually if there's some other conponent in the stonach
to cause the injury -- for instance, if there's a

hel i cobacter infection of the lining in the intestine
it can make it nore susceptible to acid danage.

Again, nost frequently in our society it's
aspirin-rel ated nmedi ci nes that actually erode or
prevent the lining of the intestine fromhealing
simlar to what Dr. Krigsman said in his deposition.
It can produce gastritis and al so ul cers.

Q Now, the record does not contain a report on
pat hol ogy follow ng this June 10, 2000, upper
endoscopy. However, we do have evidence in the record
as to what the pathol ogi cal diagnosis was. |'m
referring to Petitioners' Exhibit 44 at 31.

It states that follow ng biopsy the
hi st ol ogi ¢ evi dence was gastroesophageal refl ux
di sease or GERD, correct?

A Correct.

Q And in addition to focal gastric
ent er oi nfl ammati on was prom nent eosinophils. Wat
are eosi nophils?

A Eosi nophils are one of the types of white
bl ood cells that are nbst commonly associated with
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allergic reactions.
You'll see eosinophils in patients who have

allergic asthma or allergic sinus or nose problens,
sinusitis or rhinitis, and in patients who have
allergic reactions, and they may be very subtle or
mld, to foods or to nedicines can have increased
anounts of eosinophils in the lining of their

di gestive tract, anywhere actually fromthe esophagus
down into the col on.

Q Are they indicative of inflanmatory bowel
di sease?

A No, they're not specific in any way for
i nflammat ory bowel disease. They're nore indicative
of an allergic type reaction or exposure, for
i nstance, to parasites, but we don't have any evi dence
of a parasitic infection in Mchelle.

Q Now, M chelle was put on Prilosec follow ng
her June 2000 endoscopy. What is Pril osec?

A Prilosec is a nmedication that stops the
stomach from producing acid or greatly reduces acid
production fromthe stomach, and without the acid
there's no longer injury to the esophagus and under
usual situations the esophageal ulcers then heal

Q And that's what happened in this case? She
had a foll ow up endoscopy on Decenber 11, 2000, and
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t he postprocedure diagnosis, which is found at
Petitioners' Exhibit 44 at 42, states: "Resolved
erosi ve esophagitis." Does that mean that her GERD
had resol ved?

A The gross lesions, the visible lesions --
when | say gross | nean visible, although they m ght
be gross as well -- are gone.

Q And the pathol ogy report follow ng the
Decenber 11, 2000, endoscopy, which is found at
Petitioners' Exhibit 44 at 43 through 44 -- we'll blow
that up for you, Doctor. How do you interpret that
pat hol ogy report?

A Just as the... the there's been sone
confusion I think in testinony previously at |east
with Dr. Krigsman between the termindeterm nate and
the term nonspecific.

Nonspeci fic nmeans that there are many
different explanations for the findings, so

nonspecific gastritis neans that, as | said, it could

be due to acid injury. It could be due to infection.
It could be due to trauma. It could be due to other
medi cations. It could be due to, as | said, other

i nfections.

Q So woul d this pathol ogy report, Doctor,
indicate at all to you any inflanmatory bowel process

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 46 of 222

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

2115
HANAUER - DI RECT

at work?

A No, and specifically this is not a
mul tifocal gastropathy or inflammation of the stomach
that's been associated in children with Crohn's
di sease

Q Now, she had her next endoscopy, an upper
and | ower endoscopy, so the first tine she had a
col onoscopy was January 31, 2002

The postprocedure diagnosis is found at
Petitioners' Exhibit 44 at 13 through 14. W'l [ ook
at page 14. W'Ill blow that up. The postprocedure
di agnosi s was, "Lynphonodul ar hyperplasia of the
colon.”™ What is that?

A | started by describing the digestive tract
as an i mune organ, and the way that the i mune tissue
i s organi zed throughout the digestive tract is
actually in two different ways.

There i s an underlying continuous | ayer of
chronic inflammatory cells along the lining of the
intestine, as we'll see in a few m nutes, but also the
intestinal tract, in order to process foreign
material, is also organized into |ynphoid aggregates
or little, small, mcroscopic |ynph nodes essentially
that line the entire digestive tract.

I f those appear enlarged we call that
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hyper pl asi a, so | ynphonodul ar hyperpl asia woul d be an
apparent enlargenent of the lynphoid tissue in
what ever organ you' re descri bi ng.

Q Is it a normal finding in children?

A Yes, it certainly can be a normal finding in
children and even increased in children with
consti pati on.

Q Is it evidence of chronic inflammtion?

A Absolutely not. This is nornmal |ynphoid
tissue. It's just |arger.

Q Can | ynphonodul ar hyperpl asi a be associ at ed
wi th constipation?

A Yes, it can be associated with constipation.
It's thought that because of prolonged contact with
stool in patients who are consti pated, and the
majority of stool is actually bacteria, that may | ead
to a nore increased need to process nore bacteria, but
it's not pathologic. It's not disease. It's norma
tissue.

Q Now, Doctor, the results of that January
2002 endoscopy also stated that, "The terminal ilea

mucosa appeared normal w thout signs of inflanmmation

and only mld nodularity.” |Is this a significant
findi ng?
A It's a normal finding.
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Q And, Doctor, the pathology report follow ng
t he January 2002 upper endoscopy is found at
Petitioners' Exhibit 44 at 17. W'IIl pull that up on
t he screen.

I note they use the word unremnarkable. What
does an unremnarkabl e findi ng on pat hol ogy nean?

A Nor mal .

Q No i nfl amrati on?

A Correct. Inflammation would be remarkabl e.

Q Did you review the slides of tissue taken
fromthis January 31, 2002, endoscopy?

A | reviewed the slides fromthe smal
intestine and | arge intestine, yes.

Q And what did you find?

A That these were normal tissue.

Q Okay. And | believe you alluded earlier
that a pathol ogist at the University of Chicago al so
revi ewed those slides?

A Yes. | reviewed it with our head of G
Pat hol ogy, Dr. John Hart, so we |ooked at the tissue
together. | did not prejudice himas to what the
reasons for looking at the tissue was. | said what do
you think of this tissue.

Q And what did he find?

A He felt that it was absolutely nornal, as
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have all the other pathol ogi sts who have reviewed it.

Q Doctor, | know you have a couple slides you
want to show as to what a normal tissue |ooks like.
We' Il put those up on the screen. Wat are we | ooking
at in Slide 2?

A Okay. W are looking at a biopsy of the
lining of the colon. The colon has those crypts,
which |l ook like the test tubes that are goi ng down.

Those crypts are actually the absorptive
component of the colon, and at the top | ayer you can
see that these crypts are conprised of a single |ayer
of cells, and then underneath that single |ayer of
cells are inflanmatory cells, but these are not
i nfl ammati on.

These are chronic inflamuatory cells that
are constantly sanpling the environnment. They're
sitting there. They're not activated. They're not
acute inflammtion as we'll see in other exanpl es.

You can actually tell what part of the world
an individual is fromby the anmount of these chronic
i nflammatory cells between these glands. |If you're
froma third world country where there's a | ot of
dysentery and bacterial infection we'll see nore of
those cells. If you're in a very clean environnent, a
first world country, there will actually be |ess.
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This is probably a biopsy with a nornma
anount of these cells that are inflanmatory cells, but
this is not inflammation. This is normal cells.

The next slide --

Q Slide 3. What are we | ooking at?

Okay. The next slide is an exanple of how
the immune tissue of the intestine is organized into
t hese aggregat es.

So in the previous slide you saw all these
test tubes that were aligned together, but
intermttently along the intestine are these snal
aggregates of |ynphoid tissue, which would be called
| ynphoi d aggregates, |ynphoid nodules. |If there's a
big aggregate in the small intestine it's called a
Peyer's patch

Now, the lining cells of this are sonewhat
different. Instead of having those sane absorptive
cells these cells actually have what's called an M
cell, which is a very thinned out cell overlying these
| ynphoid cells, the | ynphocytes, which is able to
sanmpl e then the environnment and tell the |ynphocytes
whet her this is a harnful feature or if it's sonething
that's absolutely nornal.

And so that area on top of this aggregate is
actually very thin, and if that thin cell is eroded we
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woul d call that an aphthous ul cer, which is an erosion
that overlies a | ynphoid aggregate anywhere through
our digestive tract fromour nouth again all the way
down to the small intestine, so the sinplest form of
an aphthous ulcer is the cold sore that we know about
that can affect nost of us on our lips or gunms woul d
be an exanple of a snmall ulceration over a |ynphoid
aggregate.

These are again organized in different parts
of the intestine, nobst prevalent at the junction
between the large and small intestine, in order to
sanpl e the intestinal environnent.

Q The next slide, Doctor, is a photograph of
the tissue slide of Mchelle Cedillo graciously
provided to us by Dr. Mchael Gershon. What are we

| ooki ng at?

A These are cells actually. This is a biopsy
of the snmall intestine. W see the sane lining cells.
Now, what's happened here is the colon -- you guys

|l ook at me for a second. Thank you.

The colon, the crypts, the absorptive cells,
are |l ayered down as you saw in the first mcroscopic
slide. In the small intestine, which needs to absorb
nutrients, they're out. They reach into the lining,
and those are called villi.
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What you're seeing here is a biopsy that's
cut off. It biopsied those villi, so you cut off the
tips of these circuntised villi, but we can see enough
into these that you have normal appearing lining cells
-- there's no disruption, there's no ulceration; you
woul dn't see those cells there -- and a normal anount
of |ynphocytes or chronic inflammatory cells
underneath it.

What you do not see are any acute
inflammatory cells. You do not see pus cells or what
are known as granul ocytes, neutrophils or
pol ynor phonucl ear | eukocytes. They're all the sane
type of cell that nmean acute inflanmmation.

This is the normal amount of chronic
inflammatory cells in the small intestine and no
evi dence of ulceration or aphthous ulceration or
underlying ul ceration

Q | believe the next slide is a photograph of
Mchelle's tissue slide fromher colon. Wat are we
| ooking at here? |'mreferring to Slide 5.

A Again, these are two slightly different
views. Now, remenber, as | just showed you, the col on
has |ike test tubes so on the right side they' ve cut
across the test tubes like this and so you' re seeing
the test tubes head on.
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These are normal appearing gl ands. They are
not disrupted in any way, and there is a normal anount
of chronic | ynphocytes between these cells. They are
wel | organi zed

In patients who have ul cerative colitis or
Crohn's di sease these crypts are disorganized.
They're irregular in shape, and that's a hall mark of
chronic inflammation is what's known as chronic
architectural damage. These crypts are perfectly
al i gned.

On the other slide on the left it's cut a
little bit nore at an angle so you're seeing a
different view of these slides, but again there is no
disruption of the lining, the epithelial Iining.
There's no ul ceration. There's no increase in anount
of chronic inflamuatory cells, and there are no acute
i nflammatory cells.

Specifically in inflamatory di sease, bowel
di sease, you woul d be | ooking for acute inflammtory
cells invading and disrupting those crypts, and that
woul d be known as cryptitis, but we don't see any of
this. These are normal.

Q Thank you.
A It's what we would see in anybody.
SPECI AL MASTER HASTI NGS: Before you go on,
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can you spell a couple terns for us? The crypt? How
do you spell that?
THE WTNESS: C R Y-P-T.

SPECI AL MASTER HASTINGS: Al right. And

villi?

THE WTNESS: Villi. Villi are the
projections of the small intestinal lining into the
i ntestine.

SPECI AL MASTER HASTI NGS: You told us what
they are. How do you spell that word?

THE WTNESS: V-I-L-L-1

SPECI AL MASTER HASTI NGS: Ckay. Go ahead.

THE WTNESS: O if you're tal king about
themin the aggregate you mght talk about villis
changes.

MS. RI CCl ARDELLA: Thank you.

BY M5. RI CCl ARDELLA:

Q Doctor, if this had been your patient and
you received the sane postprocedure report and the
pat hol ogy report, would you conclude that the patient
had an inflamuatory bowel disease?

A Let ne just again say that these are just
representative biopsies. W've |ooked at multiple
bi opsi es, and she had nultiple biopsies of the
intestine. This is just one high power view of a

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 55 of 222

2124
HANAUER - DI RECT

1 singl e speci nen.
2 If you | ooked at this in aggregate there
3 woul d be many different nmicroscopic views. |n none of
4 them was there any evidence of active inflammation.
5 Q Ckay.
6 A And, no, | would not have di agnosed this
7 patient with any formof inflammtory bowel disease.
8 These biopsies of the small intestine and of the col on
9 are nor mal
10 Q Even if the patient's clinical presentation
11 was having watery, acidic, nmucous-1like stools every
12 day?
13 A Agai n, watery, mucous, acidic have nothing
14 to do with inflammation, and certainly the biopsies
15 bear out that there was no active inflanmation.
16 Q Okay. Thank you. Mchelle had her fourth
17 endoscopy, an upper and | ower endoscopy, on
18 Sept enber 25, 2003, the one perforned by Dr. Krigsnman.
19 H s findings, his postprocedure report, is
20 found at Petitioners' Exhibit 28 at 454 through 456.
21 We' Il 1 ook specifically at page 455. He says that the
22 upper endoscopy findings he found esophageal streaking
23 nodul arity. Wat is that?
24 A I"mnot certain what he neans, but sone
25 streaki ng or bunpiness would certainly be consistent
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wi th soneone who's had esophagitis that's been treated
and it doesn't heal perfectly normally. 1t |ooks a
little bit abnornal

There's no specificity to that description.
It doesn't fit any pattern of anything.

Q Is it evidence of inflanmation?

A Absolutely not in and of itself w thout
bi opsy evi dence of inflanmmation.

Q He al so found on upper endoscopy two
distinct enteral inflanmatory nmucosal swellings. Wat
does that nean?

A Honestly | don't know. Those are not common
term nol ogies used. It's a description of what he saw
inthe lining, but it has no pathologic correlation to
anything that | know of.

Q Now, his findings follow ng the col onoscopy
are al so found on page 455 of Petitioners' Exhibit 28,
and he found agai n the | ynmphonodul ar hyperpl asi a.
That's what we were just discussing, correct?

A Yes.

Q And he says he also found following this
col onoscopy mnul ti pl e signoidal aphthous ul ceration
You touched a little bit on what aphthous ul cerations
are, but could you describe and explain what exactly
t hose are?
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A Yes. Aphthous ulcers in the intestine are
usual Iy pinpoint, barely visible erosions over a
| ynphoi d aggregate that can be due to trauma
medi cati ons, the bowel preparation itself, infection
or part of the normal intestinal |ining.

Agai n, an aphthous ulcer is no different
than a canker sore that occurs in the nmouth. Those
are called aphthous ulcers as well, and they can cone
and go in healthy individuals or they can be present
in patients who have these hyperplastic or grossly
enl arged | ynphoi d aggregates, but in and of thenselves
they have no specificity whatsoever.

Dr. Krigsman in his testinony describes
aphthous ulcers in the setting of Crohn's disease, and
certainly aphthous ulcers can be the first sign of
Crohn's di sease, but by no neans are they specific for
Crohn' s di sease.

Again, we all have aphthous ulcers in our
mout hs comi ng and going, and this does not nean we
have Crohn's disease.

Q Are they specific that there's an
i nfl ammat ory bowel process at work?

A Absol utely not. They can be due to the
preparation that you give to cleanse the bowel. They
can be due to minor injury.
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Some of us get these sores in our nouths
frombrushing our teeth or fromtoothpaste. Just
m nor traumatic injuries can induce this both in the
mout h and also in the intestine.

Q And can it be considered a normal finding?

A It certainly can be found in individuals
wi th no di sease whatsoever. W don't know the history
of them

Most of these cone and go and in children
can be present at different tinmes associated with
these enlarged | ynph nodes in the small intestine,
dependi ng on whether there's traumatic injury.

Again, if there's constipated stool rubbing
agai nst a | ynphoi d aggregate you're going to get an
apht hous ul cer there.

Q Can you conclude that there's inflammuation
just by | ooking and seeing an aphthous ul cer, or would
you like a biopsy and a hi stopat hol ogi ¢ confirmation?

A Wel I, an apht hous ulcer, as we said, doesn't
mean inflammation in and of itself. It can be a
traumatic injury, just like acid reflux can be due to
caustic injury.

So wi thout other tissue diagnosis of
i nflammation either adjacent to that ulcer or sone
other tissue, it doesn't have any specific neaning
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what soever.

Q Now, your report states that aphthous ulcers
can be due to bowel preparation for col onoscopy. |
believe that's what you just testified about, correct?

A Yes.

Q And your report also states that aphthous
ul cers can be related to the use of anti-inflanmatory
medi cati on. Wat do you nean by that?

A Well, just as Dr. Krigsman nentioned that
aspirin-rel ated nmedi cines that we' ve called
nonst eroi dal anti-inflammtory drugs, which includes
aspirin, Advil, ibuprofen, Mtrin, Al eve, Vioxx,

Cel ebrex, these nedications prevent the lining of the
intestine fromcom ng together and regenerating and so
it's frequent in patients who are taking those

medi cations to have either these mcroscopic

ul cerations or what we call mucosal breaks in the
lining of the intestine; not only in the stomach, but
also in the small intestine and in the col on.

Q Was M chel | e taking nonsteroidal anti-

i nflammat ory drugs?

A Her nedical records say she was taking Advil
frequently and often on a continuous basis, so yes.
That's ibuprofen, and that's certainly been associ ated
with these same findings.
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Q Doctor, the pathol ogy report following this
Sept enber 2003 endoscopy is found at Petitioners.

Exhi bit 28 at 407 through 408, which we'll put up on
the screen. W're |ooking at page 407.

Do you see anything in this pathol ogy
report? Are there any significant pathol ogica
findings found in this report?

A No, and | should mention particularly that
these were interpreted by Dr. Noam Harpaz at M. Sina
Hospital in New York, who is one of the world's
authorities on inflammtory bowel di sease and probably
trained Dr. Krigsman in pathol ogy when he was at M.
Sinai for his fellowship, but these were interpreted
as essentially normal.

Q The report carries on through page 408,
which we' Il pull up. Do you see anything in the
report on page 408 of any significance?

A No. They were all within normal limts,
meani ng there was no active inflamation.

| have not seen any bi opsy of her snal
intestine or her colon either in the reports or the
bi opsies that | reviewed from 2002 that had any
evi dence of mcroscopic inflanmation.

Q Doctor, if this had been your patient would
you say that she had colitis?
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1 A There's no itis.

2 Q Wul d you say that she had sone form of

3 i ndeterm nate colitis?

4 A There is no itis or enteritis.

5 Q VWhat if in addition the patient may al so

6 have had the conorbid condition of arthritis? Wuld
7 t hat have made a difference?

8 A There's still no itis here, but patients

9 with arthritis can devel op sone | ynphoid hyperpl asi a
10 and aphthous ulcers in their intestines.

11 VWhether it's related to the arthritis or

12 that they frequently take these anti-inflanmatory

13 medi cines for the arthritis is yet to be really

14 el uci dat ed.

15 Q VWhat if in addition the patient may have had
16 uveitis?

17 A Uveitis is again often associated with

18 different fornms of arthritis. Again, patients are

19 often taking nedication for that so you may or may not
20 see them but there's no specific intestinal
21 correlation to uveitis to ny know edge.
22 Q What if in addition to the arthritis and
23 uveitis the patient also had elevated C-reactive
24 protein? Wuld that have nade a difference?
25 A Well, Mchelle actually had evidence of an
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inflammatory arthritis. W' ve seen the joints and the
evi dence of her eye inflammti on.

Those in and of thenmselves would raise the
C-reactive protein in the sedinentation rate. You
don't need to invoke anything gastrointestinal.

Q VWhat if a patient also had an el evated
pl atel et count?

A Again, elevated platel et counts are
associated with i nflammati on anywhere. She had active
inflammation in her joints and in her eye.

Q VWhat if the patient had an anti-OmpC
findi ng?

A OmpCis a serologic finding that's been
associated with disease of the small intestine. It's
been tested in patients with Crohn's di sease of the
smal |l intestine and has been found to be elevated in
about 60 percent of patients who have Crohn's di sease
of the small intestine.

It's also been found to be elevated in
patients who have ot her diseases of the snal
intestine, and the problemis it's never been tested
in a population of patients with arthritis or patients
who are taking anti-inflamuatory drugs that make the
intestine leaky to what OmpC is. |It's a protein from
a bacteria.
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So we don't know what OtpC woul d | ook |ike
in patients with arthritis or those taking a
nonsteroidal drug. It is not what we call a
pat hognononi c, neaning a virtual feature, of Cohn's
disease. It's an association that may or may not be
present in Crohn's disease.

Al t hough the lab reports say 95 percent
sensitivity or, that's conmpared to or specificity,
that's conpared to the nornmal population. [It's not
conpared to patients with arthritis or those taking
anti-inflammtory medicines. W don't know what this
| ooks like in that group of patients.

Q Woul d you prescribe an anti-inflanmatory
medi cati on regardl ess anyway?

A There are several different types of anti-
i nfl ammat ory nedi cines, and that's an excel | ent
question.

The ones that we are tal ki ng about that
produce injury to the lining of the intestine anywhere
are called the nonsteroidal anti-inflanmatory
medi ci nes. Those are the aspirin-like nmedicines that
we' ve been discussing that | already nmentioned --
Advil, ibuprofen, Al eve, Vioxx, Celebrex.

The other types are called steroids. That
woul d be cortisone or its derivative such as
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1 Predni sone. Now, those actually treat the active
2 i nfl ammati on present anywhere in the body and do not
3 cause these lesions in the snmall intestine or colon or
4 st omach.
5 So when | say anti-inflammatories causing
6 injury, I will be nore specific and call them
7 nonsteroi dal anti-inflammtory drugs or as we call
8 t hem NSAI Ds, nonsteroidal anti-inflammatory drugs.
9 Q If a patient with this presentation were
10 receiving and taking anti-inflamatory nedi cati on and
11 that person's abdom nal pain inproved and the G
12 synpt ons i nproved, would you concl ude that the patient
13 must have had inflamuatory bowel disease?
14 A Absol utely not. These are nonspecific. One
15 of the interesting things is that patients who devel op
16 perforating ulcers fromtaking aspirin or aspirin-like
17 medi ci ne often have no pain. The ulcer is present,
18 but the effects are to block the pain reception from
19 t hat .
20 Q Doctor, the | ast endoscopy M chelle has had
21 took place on June 8, 2006. She had anot her upper and
22 | ower endoscopy.
23 The postprocedure report of the upper
24 endoscopy is found at Petitioners' Exhibit 59 at 20.
25 W'll blowthat up. It says, "Nornmal exam nation."
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VWhat does that mean?

A Nor mal exam nati on

Q Ckay. And the postprocedure report of the
col onoscopy is found at Petitioners' Exhibit 49 at 23.
I"lI'l bring that up on the screen

A And | should nmention one other thing. It
al so said, "Rule out gastritis.” The reason it says
rule out is that gastritis itis is a pathologic
diagnosis. It's not an endoscopic diagnosis.

You can have the appearance of gastritis
with or without actual inflammtion, so if you
traumati ze the stomach rubbing it it will ook Iike
it's gastritis, but there won't be any significant
pat hol ogy.

Q Now, the postprocedure report follow ng the
col onoscopy on June 8, 2006, says, "One aphthous ul cer
seen in the transverse colon." Again, to you what is
this indicative of?

A It's conpletely nonspecific and may be a
normal finding. A single aphthous ulcer neans
not hi ng.

Q And | ooking at the signoid colon it says,

"Absent ulcer."” |Is that a typo for aphthous ul cer?
A | don't know.
Q Have you ever heard of an absent ul cer?
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1 A | think that she had nany absent ul cers.

2 I"mnot certain how many apht hous ul cers she had, but

3 they are descri bed.

4 Q Now, the pathology report following this

5 June 8, 2006, endoscopy is found at Petitioners

6 Exhibit 49 at 82 through 83. W'IIl pull that up.

7 VWhat do you conclude fromthis pathol ogy

8 report? It says, "No pathol ogi c diagnosis.”

9 A Al'l of the biopsies of the snall intestine
10 and of the -- let nme see if this one actually has the
11 small bowel. Can we nove down on that one?

12 Q It mght continue onto page 83.

13 A But certainly the col onic biopsies were al
14 normal, and | don't see a biopsy of the snall

15 intestine in this.

16 Q Okay. Now, in addition to the upper and

17 | ower endoscopy, Mchelle also had a wirel ess capsul e
18 i magi ng taken of her, what's known as a Pill Cam

19 Now, we don't have the report of those

20 findings in the record. However, Dr. Krigsman in his
21 witten report and in his oral testinony here | ast

22 week said he saw nultipl e apht hous | esi ons and

23 erosions in Mchelle's snmall bowel, and he presented
24 phot ogr aphs, sel ected phot ographs of the apht hous

25 | esions that he said he found.
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1 Do you agree, Doctor, that this is evidence
2 of chronic inflamration?

3 A Not necessarily at all. First of all, 15

4 percent of normal individuals will have aphthous

5 lesions in their small intestine.

6 Patients taking nonsteroidal anti-

7 i nflammat ory drugs have a high likelihood of having

8 t hese aphthous | esions and nmucosal breaks or erosions
9 t hroughout their small intestine and often in their
10 colon as well.

11 Q Let's take a | ook at one of the slides that
12 Dr. Krigsnman presented to the Court last week. [|I'm
13 referring to page 18 of Dr. Krigsman's slides.

14 | realize the resolution on this image is
15 not as clear as the slide fromthe direct presentation
16 he presented, but from Slide 18 he said this was

17 evi dence of ulcerations. Wat are we | ooking at?

18 A What you're looking at is, first of all

19 you're looking at a |lot of bubbles, but this slightly
20 pi nk here, the nore salnon colored tissue, are
21 probably what we would call mucosal breaks. They're
22 very shal | ow erosi ons.
23 Let ne just say the difference between an
24 ul cer and an erosion is depth, so sonething that is
25 very, very shallowis just like an erosion, like you
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1 rub off the surface layer. |If it's deeper and has
2 visible depth we call that an ulcer. These are little
3 erosions that are seen.
4 Also keep in mind that this pill canera is a
5 little capsule sized pill that is right up against the
6 lining, so we are tal king about sonething that is
7 millinmeters away, as Dr. Krigsman reported, so these
8 are mnute, pin-size head breaks in the lining of the
9 smal | intestine.
10 Q Okay. And again, page 19 of his slide
11 presentation?
12 A Again, on the right you see nainly bubbles
13 with those little areas of eroded tissue.
14 You can't see that these are aphthous
15 ul cers, but you can see that the color is alittle bit
16 different showing that there's been sone break in the
17 epithelial barrier. This is nost likely due to the
18 nonst eroi dal drugs that she was taking.
19 Q Now, you have a slide, Doctor, do you not,
20 of what a colitis lesion | ooks |ike?
21 A VWhat Crohn's disease | ooks |ike.
22 Q Excuse nme. Crohn's disease
23 A Yes.
24 Q Yes.
25 A So as Dr. Krigsman said, these aphthous
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1 ulcers may be the first presenting | esions of Crohn's
2 di sease, but they don't stay that way. They enlarge.
3 They becone-

4 Now, this is an endoscopic view. W' re not
5 right up against it. W're |ooking down the tube here
6 so we're several centineters away.

7 And these lesions are 10, 50 times the size
8 of what we saw in the capsule study. W're now

9 actual ly | ooking further away, and you can see these
10 deep punched out ulcers, irregularly shaped ulcers and
11 also in contrast to what Dr. Krigsman said you can see
12 t hese areas of redness in between those ulcers.

13 Now, that's Crohn's disease in that area

14 That biopsy will show active inflanmation, but you

15 don't see an aphthous ul cer there. Aphthae --

16 apht hous ul cers -- can evolve into these punched out
17 ulcers in Crohn's di sease, but you don't need an

18 apht hous ul cer to have evidence of Crohn's disease.

19 This is an exanple of Crohn's disease in the
20 |large intestine and colon. This is very different
21 fromthe tiny pinpoint aphthae that soneone is talking
22 about .
23 SPECI AL MASTER HASTINGS: To be cl ear,
24 Doctor, this --
25 THE WTNESS: This is not Mchelle
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1 SPECI AL MASTER HASTINGS: This is not
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Mchelle. This is sone other person.

THE WTNESS: This is what Crohn's disease
| ooks Iike.

SPECI AL MASTER VOWNELL: Dr. Hanauer, it
woul d be very helpful to nme if you could use a pointer
and show us on that picture what it is that you just
descri bed.

THE WTNESS: How do | do that?

SPECI AL MASTER VONELL: Soneone shoul d have
a laser pointer in this courtroom

THE WTNESS: GCkay. Can | stand up? No,
can't.

SPECI AL MASTER HASTI NGS: Ri ght behi nd you.

THE WTNESS: Sorry. You actually do not
see normal tissue here. This red tissue is inflaned,
but not yet ul cerated.

These white patches are excavations. These
are ulcers of Crohn's disease that we call either
punched out or linear, but between themyou don't see
any aphthous ulcers like you saw in Dr. Krigsman's
You may or may not have these aphthae.

I wouldn't be surprised if it started as an
apht hous ulcer, but this is an ulcer of Crohn's
di sease. The aphthous ulcers are not specific for
anyt hi ng.
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I think we have just a couple others to show
you.

BY M5. RI CCl ARDELLA:

Q That for the record was page 8 of Dr.
Hanauer's slide presentation. And page 9? Wat are
we | ooking at on page 97

A Okay. This is again the colon. This part
of the colon up here is actually pretty normal. It's
pink. It's not red, but it's right adjacent to a
shall ow | i near ul cer and then a very deep what we
woul d call a bear claw ulcer

One of the features, ulcerative colitis
| ooks |ike you rubbed the colon w th sandpaper.
Crohn's it looks like you take a rake and pick at it
or a deep ulceration, so this is a colonic ulcer.

Adj acent to it are areas of heaped up
tissue. That's swelling around it, around that
ulceration. This is quite visible. You don't need to
be up against it to see this. This is seen from
several inches away.

Then | think the next one is an exanple of
an ulceration in the small intestine. Again, youre
probably now several inches away. You can see the
deep, punched out ul cer here, another |inear
ul ceration.
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This would be pretty mld G ohn's disease,
frankly, of the small intestine, yet you can still see
t hese visible punched out or linear ulcers.

Q Doctor, in your review of Mchelle's records
has there been any biopsy diagnosis of Crohn's
di sease?

A No, there's not been any biopsy diagnosis of
either enteritis or colitis of any kind.

Q Anmong your patients with Crohn's di sease,
Doctor, how many have normal findings on pathol ogy?

A If you biopsy within the area of the
di sease, the answer woul d be none.

Q Doctor, assune it's true that as of June
2006 M chell e does indeed have Crohn's di sease. Does
that nean that she has had a chronic inflammatory
process at work in her bowel all these years?

A No, by no neans. |In fact, if she indeed had
t hese apht hous ul cers years ago one woul d have
anticipated that they woul d have extended into sone
other visible or mcroscopic feature of Crohn's
di sease over the years that she's been scoped and/or
treated.

Q Dr. Krigsman, when he was here |ast week
showed the Court a photo of a diarrhea-filled diaper
that he said is typical of the stool that Mchelle
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produces. Did you look at that photo?

A Yes.

Q And is that the type of diarrhea indicative
of an inflammtory bowel ?

A It's not indicative of anything. It's a
| oose poop.

Q VWhat el se coul d be causing that type of
di arr hea?

A Anyt hing that coul d cause diarrhea froma
bowel preparation to overflow incontinence in soneone
who is consti pated

In inflammatory bowel disease the stool has
evi dence of inflanmmation, which are white blood cells
or blood, and to ny know edge she's never had any
evi dence of inflammtory cells in her stool or blood
in her stool.

Q I f she had blood in her stool would that be

evi dence of inflammtion?

A Not necessarily. It just means that
something -- that a blood vessel is |eaking, and that
could be due to trauma. It could be due to
henmorrhoids. It could be due to fissures.

Certainly constipated kids and adults when
they pass a bul ky stool that stretches and causes a
crack in the anal canal can have blood fromthat,
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whi ch woul d be a fissure and henorrhoids.

Bl eedi ng per se does not nean inflanmation.
Pus cells in the stool -- not nucous, but pus cells --
are sign of inflammtion.

Q Doctor, does the G comunity accept as
reliable the diagnosis of autistic enterocolitis?

A To ny know edge, it's not in any of the
gastrointestinal textbooks. [It's certainly not in our
descriptions of inflammatory bowel disease in any of
the text related to inflamatory bowel disease that
I'' m aware of.

Q Doctor, in your review of the nedica
records and in your review of Dr. Krigsman's
testinony, Mchelle certainly has significant G
synpt ons, does she not?

A Absol utely.

Q And are they deserving of careful care and
treat nment ?

A Absol utely.

MS. RI CCl ARDELLA: Thank you. | have no
further questions.

SPECI AL MASTER HASTINGS: Al right. Wy
don't we take our norning break? 1t's about 10: 35.
W' Il cone back at 10: 50.

(Wher eupon, a short recess was taken.)
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1 1:51: 29 SPECI AL MASTER HASTINGS: Al right. W're
2 back from norni ng break, and we're now going to have
3 cross-exam nation of Dr. Hanauer

4 Ms. Chin-Capl an, pl ease go ahead.

5 M5. CH N CAPLAN:. Thank you, Special Master.
6 CRCSS- EXAM NATI ON

7 BY MS. CHI N- CAPLAN

8 Q Dr. Hanauer, | just want to be absolutely

9 certain about what you're saying. Are you saying that
10 M chelle Cedillo has no G disease?

11 A No.

12 Q Then what are you saying? Everything is

13 normal according to you

14 A Her bi opsies of her intestine are nornal

15 I"msaying that there is no evidence of inflanmmuatory
16 bowel disease.

17 Q I nfl anmat ory bowel di sease, but you

18 acknow edge that she has bowel synptons?

19 A | certainly acknow edge that she has bowel
20 synpt ons.
21 Q Doctor, if we go back to Mchelle's history
22 initially, you' re aware that she devel oped di arrhea
23 approxi mately 14 days after an MVR i nmuni zati on?
24 A I''maware of those reports.
25 Q And you're aware that the diarrhea persisted
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for about perhaps 30 weeks or so?

A I'"'mnot certain of the exact length of that.

Q But it did not resolve immediately. |Is that
true?

A I haven't seen the specific records of that
interval, but | would not contest that.

Q Ckay.

A But 1've not seen the records, and | can't
agree with it.

Q Ckay. Doctor, are you aware that one of the
adverse effects after a neasles vaccine can be
di arr hea?

A I'maware that that has been reported after

measl es vacci nation. \Wether causation or sone other
cause of diarrhea, to ny understandi ng, has not been
est abl i shed.

Q Ckay. But you acknow edge that it has been
reported?

A | certainly acknow edge that it has been
reported consistent with what happens in the general
popul ati on

Q Ckay. So in your opinion, the diarrhea that
M chel l e had approxi mately two weeks after her
i mmuni zation, would that be related to her
i muni zati on?
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A | do not know.
Ckay. You have no opini on?

A I think there are many reasons she nay have
had di arrhea two weeks after her imunization that
have nothing to do with the inmrunizati on.

Q And what woul d they be?

A She coul d have had a food intol erance. She
coul d have had another infection. It could have been
her first synptons of irritability.

There are nmany explanations. As we said,
diarrhea is not a specific synptomfor anything.

Q Is there any docunentation in the record at

that particular tinme after the imunization of any
food intol erances?

A Not to nmy know edge.

Q You mentioned anot her infection. Are you
referring to a @ infection?

A Any kinds of infections in children can
cause diarrhea. Mny kids who have ear infections can
get diarrhea associated with that.

O, the antibiotic that she was adm ni stered
for the infection, presuned infection, that she had
after the vaccination. She did get an antibiotic.

That coul d have caused di arr hea.
Q Usually with infections and antibiotics once
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the infection resolves and the antibiotic ends the
di arrhea goes away, doesn't it?
A That aspect of the diarrhea goes away, but

many people, in particular those who have had
irritabl e bowels, have persisting synptons after sone
inciting stimulus.

Q Persi sting synptons for how | ong?

A They can be for years or even |onger, but
her diarrhea did not persist. She then devel oped
consti pation.

Q So it's your opinion that after a dose of
anti biotics you can have weeks of diarrhea?

A Certainly.

Q And you consi der that nornmal ?

A No, | wouldn't consider that normal. |
would say it's often related to the antibiotics.

We know there are many peopl e who get
antibiotics get diarrhea fromit. They may devel op
changes in their bacterial flora and have conti nued
diarrhea for a period of tine.

Q And when you indicate they have a change in
their flora, it's related to the antibiotic
adm ni stration, isn't it?

A Yes.

Q And once that ends, the flora returns back
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toits nornmality, doesn't it, as a rule?
A Usually it does, but often there are other

strains, such as clostridiumdifficile, that nmay
produce, that may overgrow and cause persisting
synpt ons.

Q Doctor, isn't the clostridiumdifficile
related to the use of antibiotics?

A It may or may not be. Usually it is related
to antibiotics, but it can be associated with just
exposure to C. difficile. 1t could be related to
ot her underlying illnesses, and it can be related to
ot her therapies, other nedications.

Q Any indication in the nmedical record that
she had C. difficile?

A I don't have any evidence that she was
tested in those weeks.

Q Is there any evidence in the nmedical records
that she had C. difficile at that point in tine?

A To ny know edge, nobody | ooked for it.

Q Doctor, you're not a pediatric
gastroenterol ogi st, correct?

A Yes.

SPECI AL MASTER HASTI NGS: Before we go on
Ms. Chin-Capl an, what was the termyou were asking him
about. C?
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1 M5. CH N-CAPLAN. Difficile,
2 DI-F-F-1-Cl-L-E. It's a bacteria.
3 SPECI AL MASTER HASTINGS: Al right. And
4 it's capital C?
5 M5. CH N-CAPLAN. Capital C period for
6 clostridiumdifficile.
7 SPECI AL MASTER HASTINGS: Al right. Go
8 ahead.
9 MS. CH N CAPLAN. Thank you.
10 BY M5. CHI N- CAPLAN:
11 Q Doctor, would it be fair to state that
12 children are not little adults?
13 A In certain aspects, children are not little
14 adults. In many aspects they are.
15 Q Wth respect to the @ tract, are children's
16 G tracts the @ tract of little adults?
17 A In 99 percent of the aspects, and of course
18 it depends on what age you're tal king about. Neonates
19 have slightly different digestive -- the lining of the
20 intestine is nore absorptive in neonates, but the
21 closer the kids get to adulthood the nore mature the
22 digestive tract is. Wthin several years, the
23 digestive tract is essentially the same.
24 Just like kids can have enl arged | ynph nodes
25 froma variety of things, |ynphoid hyperplasia is seen
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much nmore commonly in kids than it is in adults.
Q So with respect to a five-year-old child,

woul d her G tract be conparable to that of an adult?

A In alnost all aspects aside fromthe
i ncreased presence of this |ynphoid hyperplasia that
is common in children. Oherwi se the digestive tract
woul d | ook both endoscopically and m croscopically the
sane as an adul t.

Q So if they're essentially the sanme at five
years old as that of an adult, why do we have the
field of pediatric gastroenterol ogy?

A Sone of the disease that affect children are
different fromthose that affect adults, and there are
some devel opnental abnormalities in kids that are not
seen in adults of the digestive tract but for, and in
children who do have chronic intestinal disease sone
of the conplications related to growh are different
than adul ts.

So pediatric gastroenterologists primarily will
focus the difference between a pediatric and an adult
gastroenterol ogi st in nunber one, the set of diseases
in young kids may be sonmewhat different, but also the
focus on growth and nutrition is very inportant for
pediatrics and | ess focused of adult
gastroent erol ogi st s.
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Q So there are differences?
A I n what ?

Q There are differences in the treatnent of
children as opposed to those in adults with G
probl ens?

A The medi cal therapies for the diseases are
the same, although you need in children to focus on
nutrition to allow grow h.

Q Well, didn't you also indicate that there
are certain disorders that are prevalent in the
pediatric population that are not seen in the adult

popul ati on?

A Congeni tal disorders, yes.
Q So no others?
A That's the main issue. The main issues I

think as | told you are devel opnental or congenital
disorders in kids and the conplications of the
di seases related to growh and nutrition.

Q Now, Doctor, let's get back to Mchelle's
history. W know that she had an MVR i mruni zati on and
approxi mately two weeks | ater she devel oped diarrhea
whi ch persisted for nunmber of weeks. You would agree
with that?

A Yes.

Q And then it devel oped into constipation for
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a period of time. |Is that true?

A Yes.

Q And then it reverted back to diarrhea. |Is
that true?

A I think it alternated between diarrhea and
consti pati on.

Q Okay. And by the tine she was five years
ol d she was worked up for her diarrhea, correct?

A Yes, and al so was havi ng consti pati on at
that tine as well.

Q So she was having G synptons?

A No questi on.

Q G synptons apparently were unrelated to
anyt hi ng such as foods, correct?

A | did not say that.

Q Okay. Do you recall whether any of her
physi ci ans | ooked for the commpn causes of G
probl ens?

A They | ooked for comon causes, yes.

Q And did they find any?

A There were questions of whether she had food
sensitivities or not, she was put on- she changed her
diet fromcows mlk off and on, so there were foods
that she was sensitive to, yes.

Q Even when the foods were changed and
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everything did her synptons abate?

A

Her synptons continued to alternate between

diarrhea and constipation. One may or may not have

been predom nant for any period of tinme.

Q
A

synpt ons.

Q

pediatric

But she continued to have G synptons?

No question that this patient had G

And it was perfectly normal then for a

gastroenterol ogist to take her in for a

di agnostic work up, correct?

A

Q

A
synpt ons.

Q
was not ed,

A

Q
correct?

A

Q
upper Q.

A

Q

To work up whi ch aspect?
Her G synptons.

It would be normal to work up those

And at the first upper endoscopy an ul cer
correct?
An esophageal ul cer was not ed.

Right. And they ordered treatnment for that,

Yes.

And after the treatnent they did another
Is that true?

Yes.

That essentially showed a heal ed ul cer?

Yes.
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Did her synptons go away?
Her reflux synptons inproved.

Did her other G synptons go away?

> O » O

No. There would be no reason why treating
an esophageal ulcer would inpact on other synptons,
al t hough pl ease note that when sone of her nedicines
for the ulcer were increased, the Prilosec, that she
got nore diarrhea, which is a known consequence of
that class of nedicines.

Q So you think that the diarrhea m ght have
been related to drugs at that point? |Is that it?

A No, | don't think that it was solely rel ated
to drugs. | think there are many things as |
descri bed that can cause diarrhea, and they don't need
to be in isolation, they can be in conposite, and in
children like this they can vary according to changes
in the diet and changes in nedication.

Q Ckay. So they had al ready nade an attenpt
to change her diet earlier and the synptons persi sted.
They found an abnornality on upper endoscopy, they
treated it and the synptons still persisted, correct?

A You're |unping everything together. Her
reflux synptons inproved for that. She had varying
| ower abdomi nal synptons through her course.

Q Ckay. So her | ower abdomi nal synptons
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1 persisted, correct?
2 A In varying forns.
3 Q Yes. And, Doctor, you reviewed the nedica
4 records. \Wen those | ower abdom nal synptons
5 persisted it led to a weight |oss of approximately 25
6 pounds, didn't it?
7 A | don't know that the synptons led to a
8 weight loss. | will not contest that she |ost 25
9 pounds, but this young | ady has obvi ously conpl ex
10 i ssues related not only to her digestive tract but to
11 ot her organs and her growth and behavi or.
12 Q Wel I, Doctor, how does one | ose 25 pounds?
13 A Most often by not eating.
14 Q Wul d the persistence of diarrhea also | ead
15 to the | oss of weight?
16 A In this young | ady absol utely not.
17 Q It didn't?
18 A No.
19 Q Wel |, Doctor, you know that she was
20 hospitalized in 2003, correct?
21 A Yes.
22 Q And do you recall what the reason for that
23 2003 hospitalization was?
24 A Yes.
25 Q What was it?
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1 A | don't remenber the exact terns, but weight
2 | oss and continuing to have synptons, different

3 di gestive synptons, at that tine.

4 Q And wasn't one of the causes al so

5 dehydrati on?

6 A Yes.

7 Q So how does one get dehydrated, Doctor?

8 A Wll, you're trying to inmply that the

9 di arrhea causes wei ght |loss, and | do not accept that
10 inthis individual. The weight loss in this

11 i ndi vidual was fromreducing her dietary intake, which
12 is common in this group of patients.

13 Q But woul d you accept that the dehydration

14 was related to the diarrhea?

15 A No. It was related to not drinking enough
16 to conpensate for her bowel activity, whatever it was,
17 at the different tines.

18 Q So the diarrhea had absolutely nothing to do
19 with this hospitalization?
20 A No.
21 Q So are you aware that during this
22 hospitalizati on because Mchelle was unable to eat
23 that she eventually had a feeding tube put in?
24 A VWhen you say unable to eat | don't know |
25 woul d interpret that somewhat differently. She was
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1 not eating enough.
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Whet her she was able to eat or refusing to eat is a
different issue, and | can't account for that. |
don't know.
Q But a feeding tube was put in, wasn't it?
A Yes.
Q Because she was nal nouri shed, correct?
A Yes.

Q Doctor, they started her very slowy
initially, didn't they?

A Yes.

Q And they had to gradually increase the rate
of her feeding tube?

A VWhich is what's routinely done

Q Yes. That's because the G tract becones
somewhat intolerant to food when it hasn't had any for
a while. Isn't that true?

A No, that's not th
e case. |If you give a full anobunt of feeding right
away you're going to overcone the normal ability of
the intestine to absorb, so our intestines, |ike nost
of our organs, are able to adapt, and the way to do
that is to start slowy and to advance gradually.

Q So it doesn't cause diarrhea?

A So it doesn't worsen the diarrhea.
Certainly.
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Q That she al ready had?

A She had other synptons as well including
constipation at that tine.

Q So, Doctor, let's bring us forward now.
W' ve had an MVR i nmruni zation, we've had diarrhea two
weeks afterwards, and that diarrhea persisted for a
while. You would agree with that. W have an upper
G which shows an ul cer and whi ch subsequently heal ed,
but the diarrhea persists.

Then we have a hospitalization for a 25
pound wei ght loss for malnutrition and dehydration,
and you're not attributing that hospitalization to the
diarrhea at all? Dr. when you received these nedical -

A No. Not in isolation. Put it that way.

Q Well, let's put it all together then.
A She wasn't eating enough.
Q She wasn't eating enough, but the diarrhea

had nothing to do with this?

A The diarrhea in snall ways increased her
fluid | osses, but the majority of time she's been able
to conpensate for that by increasing her intake either
be it feeding tubes or orally.

Q So now, Doctor, earlier, she had been able
to eat orally. Now, she was not able to eat orally,
correct?
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1 A No. She was not eating.
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Q She was not eating. And she required a tube
feeding to sustain her caloric status, correct?
A Yes.
Q So she was eating earlier in her life, and

then at five years old, or eight years old when she
was hospitalized she was no | onger eating and required
tube feedings, correct?

A Yes.

Q Wul d you consider that a deterioration in
her G status?

A No.

Q You woul dn't. Now, you've reviewed the
medi cal records, correct?

A Yes.

Q And are you aware that there was a positive
measl| es gut bi opsy obtai ned at approximately age
t hree?

A I"maware of that in the records.

Q Ckay. And do you assign any significance to
the positive gut biopsy in her G synptons?

A No.

Q No. They're just isol ated?

A No. | don't know the validity of those
findi ngs.
Q Well, assune it's valid.
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1 A Ckay.
2 Q If it's valid would you attribute her G
3 synptons to the positive gut biopsy?
4 A No.
5 MR MATANOSKI: Just a mnute. For
6 clarification, Your Honor, there was a m sstatenent of
7 fact in ternms of the record, and if you're going to
8 pose a hypothetical that's based on this record even
9 if we're supposed to assune a fact | think it ought to
10 be a fact that's reflected in this record. The fact
11 that was misstated for the hypothetical goes back to a
12 coupl e of questions previously when Ms. Chin-Capl an
13 said are you aware of a positive neasles virus biopsy
14 at age three.
15 As | recall, the biopsy was taken rmuch | ater
16 in Mchelle Cedillo's |life, and in fact would be after
17 these hospitalizations that she's tal ki ng about right
18 now.
19 MS. CH N-CAPLAN. | stand corrected, Special
20 Master. It was in 2002.
21 SPECI AL MASTER HASTINGS: Al right. Go
22 ahead.
23 BY M5. CHI N- CAPLAN:
24 Q Now, Doctor, we know that there's a positive
25 measl es gut biopsy in 2002, correct?
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A No.

Q You don't know?

A | know that on the records that a | ab
reported it as positive, but as | said | do not know
the validity of that |lab or report.

Q Okay. And, Doctor, the hospitalization for
mal nutrition, and weight |oss and where the feeding
tube was inserted was in 2003?

A Yes, | believe so.

Q Ckay. So, Doctor, knowi ng that this biopsy
had taken place in 2002 and had yi el ded positive
measl es virus RNA in the gut would you sitting there
associ ate her gut synptons to the measles virus that
was recovered in her gut tissue?

A Absol utely not.

Q Doctor, woul d you associ ate any synptons
with the positive gut biopsy?

A I''mnot aware of any synptons associ ated
with an intestinal biopsy for neasles.

Q Doctor, it's a virus, right?

It's a virus.

And do viruses cause G synptons?

> O >

Some viruses can cause acute G synptons.
I"'mnot aware of any virus that causes chronic
synptons. By the way, the biopsy that you' re talking

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 96 of 222

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

2162A
HANAUER - CRCSS

about did not denmpnstrate full viruses. It showed if
it was valid it showed RNA from viruses, which does
not nean that these are replicating active viruses.

Q And you were not here for the testinony of
Dr. Kennedy, were you?

A No, | was not, and |'ve not read that
testi nony.

Q Okay. Now, Doctor, you wite. You' re an
aut hor of papers, correct?

A Yes.

Q Ckay. Did you wite an article entitled
I nfl ammat ory Bowel Di sease: Epi demni ol ogy,
Pat hogenesi s and Therapeutic Qpportunities?

A Yes.

Q That was published in Inflammatory Bowel
Di sease in 20067

A Yes.

MS. CH N- CAPLAN. Ckay. And, Doctor, we're
going to try and show you this. [|I'msorry. [It's on
page 9.

SPECI AL MASTER HASTI NGS: Are you about to
show sonet hi ng?

MS. CHI N- CAPLAN.  Yes.

SPECI AL MASTER HASTINGS: Wiat is it? Is it
something that's in the record?
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M5. CH N-CAPLAN: No, it's not, Special
Mast er .

SPECI AL MASTER HASTINGS: Al right. Do you
have any copies of it? |It's a nedical journal
article?

M5. CH N-CAPLAN:  Yes. It's an abstract,
Speci al Master. W don't have copies, we're just
going to show it on the screen

SPECI AL MASTER HASTINGS: Al right. Wile
we're waiting for you l et ne take care of another
housekeeping item Dr. Hanauer tal ked about a series
of slides that were nunbered, and we've now been given
paper copies of those slides. Let's mark that set of
slides as Respondent’'s Trial Exhibit No. 14. |'m
sorry, 15. Let's mark it as Respondent's Tria
Exhi bit No. 15.

Go ahead then, Ms. Chin-Capl an.

BY M5. CHI N- CAPLAN:

Q Okay. So, Doctor, this is an abstract from
I nflammat ory Bowel Disease. |s this your article?

A Yes.

Q And it tal ks about ulcerative, colitis and
Crohn's Di sease, correct?

A Yes.

Q And you tal k about who it occurs in,
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1 correct?
2 A Ckay.
3 Q Ckay. You indicate that environnenta
4 factors can play a role, correct?
5 A Yes.
6 Q Okay. You say that there's clearly an
7 establ i shed genetic |ink between certain NOD2 variants
8 and Crohn's Disease. Is that it?
9 A Yes.
10 Q Regar dl ess of the underlying genetic
11 predi sposition a growi ng body of data inplicates a
12 dysfuncti onal rnucosal imune response to conmensal
13 bacteria in the pathogenesis of IBD, especially
14 Crohn's Disease. Possible triggers include a chronic
15 i nflammatory response precipitated by infection with a
16 particul ar pathogen or virus or a defective mucosa
17 barrier. Have | read that correctly?
18 A Yes.
19 Q So viruses can initiate an inflammtory
20 process you say?
21 A We know that's stated that viruses can cause
22 an inflammatory process in the intestine.
23 Q And can it lead to the devel opnent of a
24 chronic inflanmatory bowel process?
25 A W don't know that yet.
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Q Ckay. Well, isn't that what your article
sai d?
A No.
Q Let me read it again. It says possible

triggers include a chronic inflamuatory response
precipitated by infection with a particul ar pat hogen
or virus or a defective nucosal barrier.

A Yes. W are continuing to | ook for the
cause of Crohn's D sease and ulcerative colitis, and
we are focusing on mcroorgani sns such as viruses,
bacteria, and thus far we have not identified any that
have been associated with the devel opnent of Crohn's
Di sease.

Q Doesn't this article indicate however that a
chronic inflanmatory response can be triggered by an
infection or a virus?

A That is the hypothesis that we are currently
wor ki ng on.

Q So you acknow edge that there's sone
evi dence to support this?

A To support what?

Q The fact that a chronic inflanmatory
response can be triggered by an infection or a virus?

A We know sone situations where that is the
case, but we do not know of any virus or bacteria that
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1 | eads to a chronic inflammatory response in patients
2 with Crohn's Disease or ulcerative colitis.
3 Q Now, Doctor, would you agree that a person
4 has synptoms for a very long tinme before Crohn's
5 Di sease or ulcerative colitis is diagnosed?
6 A They may or nay not.
7 Q Right. Doctor, would you agree as you
8 indicated that Crohn's Disease can start with the
9 begi nni ng of apht hous ul cers?
10 A Can start, yes.
11 Q Yes. And that's what Dr. Krigsnman said
12 during the case, correct?
13 A Dr. Krigsman described the aphthous ul cer as
14 the initial |esion of Crohn's D sease.
15 Q Right. And do you disagree with that?
16 A I think that it can be one of the initia
17 | esions of Crohn's Disease that evolves into the
18 ulcers that | showed on ny slides. They don't stay
19 constant as aphthous ulcers that come and go through
20 the digestive tract.
21 Q Correct. So they would progress, yes?
22 A Yes.
23 Q Into the classic presentation that you would
24 see of crypts, correct?
25 A | don't know what you mean
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Q Wel I, what are the classic pathol ogica
findings that you see in Crohn's Di sease?

A Focal acute inflanmation with or without
granul onas.

Q So you don't see projecting villi and crypts
at all?

A Projecting villi is normal, crypts are
nor mal .

Q Okay. And, Doctor, would you agree that
sonmetines it's just hard to be able to tell where one
process begi ns and anot her one ends?

A | don't know what you're tal king about.

Q Well, would the inflanmmatory bowel disease
be on a spectrunf

A That doesn't inply beginning and ending to
me. | don't know what you're asking.

Q Ckay. Can you have very nild synptons of
i nfl ammat ory bowel disease with nmild findings and at
the other end you would have Crohn's Di sease and
ul cerative colitis?

A That's not what | was speaking to.

Q Wl l, |I'm asking your opinion.

A You can have mld Crohn's Disease or mld
ul cerative colitis. Synptons of irritable bowel do
not progress to Crohn's D sease.
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Q So you' re saying that the nore generalized
type of colitis that occur can never progress to
Crohn's Di sease?

A I have no idea what you're tal king about in
nmore generalized colitis. That has no neaning to ne.

Q Okay. So, Doctor, did you author an article
on Update on Etiol ogy, Pathogenesis and Di agnosis of
U cerative Colitis?

A Yes.

Q And it was published in The Nationa
Clinical Practical Gastroenterol ogy and Hepat ol ogy?
Is that the journal ?

A Yes.

Q And that was published in 20047

A Yes.

Q And, Doctor, in the next to the | ast
sentence did you say in particular it's difficult to
discrimnate ulcerative colitis fromother formnms of
colitis including Crohn's Di sease, and there seens to
be a growi ng overlap of pathophysiol ogi c processes
between ul cerative colitis and postinfectious
irritable bowel syndrone? Did you wite that?

A Yes.

Q Patients who remain i ndeterni nate between
ul cerative colitis and Crohn's Di sease al so conti nue
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to be a diagnostic challenge. |Is that true?
A Definitely.
Q Ckay. Was it true when you wote it?
A Yes.
Q And is it true today?
A Yes.

Q So, Doctor, continuing back with Mchelle's
hi story here --

SPECI AL MASTER HASTI NGS: Before we go on
you've now cited two abstracts of Dr. Hanauer. Can
you file those, one as | think we're up to
Petitioners' Exhibit 10.

MR SHOEMAKER:  Your Honor, if we could file
all of this thing as one exhibit? There are 10 pages.

SPECI AL MASTER HASTINGS: Well, we need to
make a reference to them Just say Petitioners' Trial
Exhibit. Use the word trial since you already have
ot her exhibits.

MR, SHOEMAKER: The first thing referred to
is page 9 of that exhibit.

SPECI AL MASTER HASTINGS: Al right. Listen
for a second, would you? | have a list here of nine
items that we've already referred to throughout the
trial as Petitioners' Exhibits 1 through 9. Trial
exhibits. Petitioners' Trial Exhibits 1 through 9.
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If you want to file all of those on one CD, fine, but
|l abel it CD of Petitioners' Trial Exhibits 1 through
what ever nunber we get to.

All I"'msaying is we're going to add these
two abstracts as Petitioners' Trial Exhibit 10 and
Petitioners' Trial Exhibit 11. W've already referred
to these. That will nmake it easier for us to get back
to themif we need them

Go ahead, Ms. Chin-Capl an.

MS. CH N- CAPLAN.  Thank you, Special Master.

BY Ms. CHI N- CAPLAN:

Q So, Doctor, we're up to 2003 with Mchelle's
hi story now. You know that shortly after this
hospitalization she went to see Dr. Krigsnman?

A Yes.

Q And you know that Dr. Krigsman did an upper

and | ower endoscopy, correct?

A Yes.

Q Do you recall what his findings were?

A | believe we've already | ooked at those, but
yes.

Q Do you recall that his col onoscopy reveal ed

an apht hous ulcer in the signoid col on?
A Yes.
Q And this is the first docunentation of an
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aphthous ulcer in Mchelle. 1s that true?
A The previous col onoscopy had shown sone

| ynphoi d hyperplasia in the sane area, but | believe
this is the first description of an aphthous ul cer.

Q Okay. Doctor, while she was there an OmpC
was also drawn. Is that true?

A Yes.

Q VWhat is an OmpC?

A OnpC stands for the outer nenbrane pore,
that's the Onp. It is a bacterial protein that is
found in normal bacteria that live in the intestine,
and in patients with Crohn's Di sease and ot her snal
i ntestinal diseases there has been an increased anount
of that found in the serum conpared to nornal
i ndi vidual s, heal thy individuals.

Q So it's a blood test that could potentially
i ndicate the presence of Crohn's Disease?

A It is a blood test that may or may not
represent an increased | eaki ness of the snal
i ntestine.

Q Okay. And was Mchelle's OmC positive?

A Yes.

Q Okay. So we're now sonewhere into early-
| ate 2003, correct?

A Yes.
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Q At this point Mchelle was continuing to
have di arrhea, she had a col onoscopy that reveal ed the
presence of an aphthous ulcer, a positive OmpC and she

had a feedi ng tube because she was unable to maintain

her calories for nutrition. 1Is that true?
A Yes.
Q Doctor, in your mnd does the constellation

of those signs and synptonms, would they constitute
i nfl ammat ory bowel disease at all?

A Absol utely not. She had no evi dence of
i nflammati on on biopsies of her small or |arge
i ntestines.

Q So you' re basing your opinion solely on the
presence of tissue of pathol ogy?

A No. You're basing your question solely on
an apht hous ulcer and a serologic test that is not

pat hognononi c.

Q Plus the diarrhea, correct? | said that.
A The diarrhea was not an inflanmatory
di arr hea.

Q And that's your opinion?

A There's no evidence that there were feca
| eukocytes, blood or mal absorption.

Q kay. So, Doctor, let's continue on. So
now Mchelle is presently being fed by tube, and she's
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now devel opi ng ot her synptons. She's devel opi ng eye
problens as well as arthritis. In your field are
there extraintestinal manifestations of inflammtory
bowel disease?

A Definitely there are.

Q Wul d those be arthritis and eye conditions?

A Those are several of the possible
associ ati ons.

Q Ckay. Let's continue on. She has anot her
endoscopy done by Dr. Ursea at Phoenix Children's, and
do you know what the result of that endoscopy is?

A VWi ch one are we tal ki ng about now?

The | ast one.

The 20067

Yes.

Yes.

It's Petitioners' Exhibit 49, page 23.
I's that the 20067

That's the 2006.

> O » O » O » O

Thank you.

Q So, Doctor, do you know the result of this
endoscopy?

A Yes.

Q What was it?

A The small intestine and the col on were
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nor mal .

Q Was there an aphthous ulcer seen in the
transverse col on?

A Yes.

Q You' ve indicated that when you see those
things it could be related to insertion of the tube.
It's i ke a canker sore you said, right?

A Can be |ike a canker sore, can be trauna.
They cone and go. They're really of no significance
in and of thensel ves.

Q Okay. So she had a canker sore in 2003
earlier, she's got a canker sore now in 2006 and she
had a capsul e endoscopy, a Pill Cam done, didn't she?

A Yes.

Q You recall fromreading Dr. Krigsman's
testinony that he saw nultiple aphthous ul cers?

A Yes.

Q Whul d you consider that to be a nornal
findi ng?

A No. Actually it is normal in- Excuse ne.
Let ne retract that. Fifteen percent of norna
i ndi vi dual s have apht hous ul cers or nucosal break
simlar to what we're seeing on capsul e endoscopy. M
belief is that hers were related to the Advil that she
had been taking, which is a commpn associ ati on.
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Q Ckay. So it's not related to her bowel prep

this tinme?

A | think that she may have been on Advil at
other tines as well. | never attributed it to the
bowel prep, I'msaying that it can be related to bowel
prep. | don't know why she had an aphthous ul cer, but

I do know that an aphthous ulcer in the absence of any
m croscopi ¢ evidence of inflammati on means not hi ng.

Q Ckay. So as you indicated on page 2 of your
opi nion, the next to the |ast paragraph, you're
tal ki ng about | BD and you say that aphthous ulcers may
be typical of Crohn's Disease, IBD, but are in no
means specific. They can be seen in norma
i ndividuals after exposure to bowel preparations for
col onoscopy or related to the use of anti-inflammatory
medi cations. |s that what you sai d?

A Yes.

Q Ckay. Doctor, we know that Mchelle did not
receive any bowel prep in her 2006 col onoscopy, don't
we?

A | don't renenber. | was unable to find how
she was prepared or not.

Q Vll, if you |l ook at page 23 of Petitioners
Exhi bit 49 about a third of the way down the columm it
says colon prep, doesn't it?
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A | don't have that.
Q Let me show you. Doctor, to be perfectly

clear, again, this is page 23 of Petitioners' Exhibit
49. At the top it says Phoeni x Children's Hospital
fl exi bl e signoi doscopy report. |Is ther a |line that
says col on prep?

A Yes.

Q And does it say used none for col on prep?

A Yes.

Q Is that an indication that Mchelle Cedillo
did not receive any colon prep?

A Probably not, but according to their
records.

Q Sois it fair to state that the record
i ndi cates that she received no col on prep?

A Yes.

Q So the aphthous ulcer in this instance can't
be related to the colon prep, right?

A It may or may not be with others, but it
doesn't appear -- if she had no preparation it's
unlikely that the single aphthous ul cer that was seen
was due to a bowel prep if none were given.

Q Thank you, Doctor. So now, Doctor, we're
here at 2006. M chelle has had diarrhea alternating
with constipation returning to diarrhea since she was
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about a year and a half old. She's had nmultiple
endoscopi es, an upper G which reveal ed the gastric
ul cer and she's had a | ower d.

A | don't believe it showed a gastric ulcer.

Q An esophageal ulcer, wasn't it?

A Yes.

Q Yes. So an esophageal ulcer at the junction
of the esophagus and the stomach, wasn't it?

A This is where ulcers related to gastric
refl ux occur.

Q Ckay. So she has a GE junction ulcer. She
has a | ower G col onoscopy done, an aphthous ulcer is
seen there, she's got a positive OmC, she has anot her
col onoscopy done which reveal s an aphthous ulcer in a
different part of the colon, she has a Pill Cam done
that shows multiple aphthous ulcers in the snal
bowel , and your opinion is that she has no
i nfl ammat ory bowel di sease?

A She does not have inflammatory bowel
di sease

Q Okay. Doctor, you know that she's currently
under treatnent at UCLA?

A Yes.

Q And do you know Dr. Ziring?

Yes.
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Q And are you aware that Dr. Ziring has
ordered Humira for the treatnent of Mchelle's bowel
di sease?

A Just fromthe testinony that |'ve read. |
have not revi ewed any of those records.

Q Okay. Would you have any reason to doubt
that Hum ra has been ordered?

A | do not doubt that Humra has been ordered.

Q And Humra is a brand new treatnment for

i nfl ammat ory bowel disease. |Is that true?
A Humira is an old treatment for arthritis.
Q But a new one for inflanmatory bowel

di sease, yes?

A It's recently been approved for the
treatment of Crohn's Disease.

Q Okay. Thank you. Now, Doctor, you had
indicated earlier that you' ve testified approxi mtely
50 tines. |Is that it?

A Yes.

Q You' ve done it in medical nalpractice cases
and toxic tort cases. |s that what you said?

A Yes.

Q Qut of that 50 tines were they all nedica
mal practi ce cases?

A The vast majority were
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Q How many times did you testify for
plaintiffs?

A Pr obabl y about- uh- when you say-1 need
clarification, please. Wen you say testify do you

mean in Court or deposition? M 50 was inclusive of

bot h.
Q In Court.
A In Court I've only testified under 10 ti nes.
Q For plaintiffs?
A Tot al .

Q Oh. So out of that 10 tinmes how nany tines
did you testify for plaintiffs?

A A few Just a couple.

Q One to two?

A Yes.

Q Okay. Now, you also testified that you
wor ked as an expert in toxic tort cases?

A Yes.

Q And can you just tell us what your work
involved in the toxic tort cases?

A It had to do with one of the chem cal
conmpanies in California clearing up their land and
individuals in the area who devel oped i nflammatory
bowel disease that they associated with the
envi ronment .
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1 Q Did you testify for plaintiffs there?
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A No.
Q You testified for the chenical conpanies?
A Yes.
Q And how many tinmes?
A One.
Q Was it one environnmental toxic tort stet
case?
A Yes.
Q Ckay. Doctor, you lecture, correct?
A Yes.

Q Are you aware that on the web when one types
in your name you conme up with site that's on Medscape
that says evi dence and experience the art of nmanagi ng
i nfl ammat ory bowel di sease?

A | have not.

Q Let ne show you this. It's up there on the
screen. |It's copyrighted by the University of Chicago

Pritzker School of Medicine. |Is that where you

practice?
A Yes.
Did you have input into this?
A In the segnment that | participated in.
Q So you knew that this was on the site?
A I'"'mnot aware of all the Google references
for ne.
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1 Q Okay. Doctor, if you go to the very top at
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1 the very top it says that these educational activities
2 certified by accredited providers were not prepared by
3 Medscape editors but are nmade available to our site as
4 a service to our audience. Authors are routinely
5 instructed by the provider to disclose significant
6 financial relationships and nention of investigationa
7 drugs and uni nproved indications. |Is that true? 1've
8 read that correctly?
9 A Unappr oved.
10 Q Unapproved. Yes. | read that correctly,
11 right?
12 A Yes.
13 Q And, Doctor, you're on this site, correct?
14 A Yes.
15 Q VWhat is your disclosure at this site?
16 A That disclosure was that | am a consul t ant
17 and | ecturer for Centocor.
18 Q And what is Centocor?
19 A Centocor is a pharmaceutical conpany that
20 makes a drug called Inflixinmab or Rem cade.
21 Q Remi cade. That's the drug that's used for
22 i nfl ammat ory bowel disease, isn't it?
23 A Yes.
24 Q You're a consultant to then®
25 A Yes.
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Q And you |l ecture on their behal f?
A |'ve been paid to give continuing nmedical

education | ectures through them yes.

Q Okay. So you're one of the experts that
they' ve tapped to lecture on the efficaci ousness of
Rem cade to other A physicians. |Is that it?

A That's one of the aspects that | |ecture on.
| also tal k about the risks.

Q I'"'mglad you do, Doctor. Now, Doctor,
you' ve appeared at the American Coll ege of
Gastroenterol ogy's Seventieth Annual Scientific
Meeting. |Is that true?

A | presune. | presune you' re going to show
me that | did.

M5. CH N CAPLAN:  Yes, | am

SPECI AL MASTER HASTI NGS: Well, before we go
on then, the excerpt fromthat web page that you just
showed, why don't you nake that Petitioners' Trial
Exhi bit 12. Now you're show ng sonething further?

MS. CH N-CAPLAN. | am Special Master.

SPECI AL MASTER HASTINGS: O is this the
same?

BY M5. CHI N CAPLAN

Q On the next page, Doctor, are you listed
t here?
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A Yes.
SPECI AL MASTER HASTINGS: So this is just

t he next page of the document you just showed a mnute

ago?
MS. CH N CAPLAN  Yes.
SPECI AL MASTER HASTINGS: kay. Al right.
BY MB. CHI N- CAPLAN
Q Doctor, on your disclosure this tinme it says

that you've received grants for clinical research from
Abbott Labs, correct?

A Yes.

Q Asahi, USB Pharnm or Celltech, Centocor,
El an, Cenentech, O suka, Protein Design Labs,
Promet heus, Targacept, Therakos. You' ve also served
as a consultant to Abbott Labs, Angen, Asahi, USB
Pharma or Celltech, Centocor, El an, Cenentech,
d axoSm t hKli ne, Novarts, QO suka, Protein Design Labs,
Targacept, Teva and Therakos, and that you' ve served
on the speakers bureaus of USB Pharma, which is
Celltech, and Centocor. Have | read that correctly?

A Yes.

Q Doctor, these are all pharmaceutica
compani es?

A Yes.

Q When you say you received grants for
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clinical research what did you receive from Abbott
Labs?

A | don't receive anything. These are grants
to the institution. W do clinical trials with these
drugs to help themlead to FDA approval in the right
patient popul ation, so because of ny experience over
the years I'mone of the primary investigators for
nmost of the new drugs that are being devel oped for
ulcerative colitis or Grohn's D sease.

| consult with the pharmaceutical industry
as to how to design, and perform and eval uate these
trials to hel p them get FDA approval. That's been
successful thus far with Rem cade for Centocor, Humra

for Abbott and the others are in process.

Q So the grant is provided to your hospital or
t he nedical school. 1Is that it?
A They're provided to the nedical school to

pay our support staff to do the clinical trials on
these patients or with these patients.
Q Are you the principal investigator?
A In nost of those, not all of those.
SPECI AL MASTER HASTI NGS: Are you done going
over that --
MS. CH N- CAPLAN: | am Special Master.
SPECI AL MASTER HASTI NGS: Let's put that
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| ast one back on. I'ma little confused. Prior to
that you had showed sonet hing fromthe Medscape
website?

MS. CH N CAPLAN: Yes, Special Master. It's
identified where it's posted.

SPECI AL MASTER HASTINGS: Al right. W
were going to mark that as Petitioners' Trial Exhibit
No. 12. That's taken fromthe Medscape website. |Is
that correct?

MS. CH N-CAPLAN. That's correct, Specia
Mast er .

SPECI AL MASTER HASTI NGS:  And then the | ast
thing that you just showed and went over that noted
the list of drugs, is that froma separate --

M5. CHI N-CAPLAN:. It looks like it's from
Medscape as well, Special Master, and it's a sunmary.

SPECI AL MASTER HASTINGS: Al right. But
it's a separate place on the Medscape website?

MS. CH N CAPLAN.  Yes.

SPECI AL MASTER HASTI NGS: (Ckay. Mark that
then as Petitioners' Trial Exhibit 13. W have 12 and
13.

MR, SHOEMAKER:  Your Honor, if | may,

Exhi bits 10, 11, 12 and 13, we can file it as the sane
docunment with different page nunbers if you'd Iike and
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refer to the page nunbers or we can do it this way.

SPECI AL MASTER HASTI NGS: Wl l, we've
al ready discussed themas 10, 11, 12 and 13, and
they're fromdifferent places. |[|ndulge ne on that
one, M. Shoensaker.

MR SHCEMAKER:  Yes, sir.

SPECI AL MASTER HASTI NGS: On that |ast one,
Ms. Chin-Capl an, you have at | east one paper copy of
it?

MS. CH N- CAPLAN:  Yes, Special Master.

SPECI AL MASTER HASTI NGS: You can make a
copy, but before you have |lunch give a paper copy of
that last one to the reporter so that |ist of drugs --
otherwi se we'll never get that.

MS. CHI N- CAPLAN.  Ckay.

SPECI AL MASTER HASTINGS: Al right. So go
ahead.

BY M5. CHI N- CAPLAN:

Q Doctor, what date was the Evi dence and

Experience: The Art of Managi ng | nflamatory Bowel

Di sease posted?

A I don't know when it was post ed.

Q Do you know the date that this occurred?

A | don't recall the exact date.

Q Okay. Wuld the copyright date help at all?
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A The copyright says 2002, but | don't
renenber the specific date of this presentation or
docurent .

Q Ckay. Doctor, when we go to what has been
| abel ed as Petitioners' Exhibit 14 --

M5. CH N CAPLAN: Special Master, is that
what --

SPECI AL MASTER HASTI NGS: The last one with
the list of drugs?

MS. CH N CAPLAN.  Yes.

SPECI AL MASTER HASTI NGS: Was 13.

MS. CH N- CAPLAN.  Thirteen. Ckay.

BY Ms. CHI N CAPLAN

Q Doctor, when we go to this docunent what is
the date on this docunent?

A | can't read it.

Q Above the author does it say copyrighted?

A I"msorry. |'munable. Now it says 2005.

Q So, Doctor, in the period of three years you
went from consulting to one drug manufacturer to al
those that are listed on this page. |Is that true?

A No, that is not true. The conflicts of
interest or the potential conflicts of interest relate
to the topic of the discussion, okay? So in the first
exanpl e the topic may have specifically been rel ated
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to Inflixinmab, one conpound. |In a subsequent |'m
tal ki ng about the entire spectrum of therapeutic
options. I'mgoing to list every potential conflict.
So it really depends upon the topic. [If I'm
tal ki ng about constipation, for instance, | don't have

any conflicts because | don't work with any
pharmaceuticals related to that issue, as an exanpl e.
The conflicts of interest pertain to the nedical
education at hand and are not ubi quitous.

Q So you have no standard practice on
conflicts of interest?

A | do have a standard practice that applies
to the content.

Q So dependi ng on the content will depend on
whi ch drug conpany you indicate you di scl ose as
potential conflicts of interest?

A Yes.

MS. CH N- CAPLAN.  Ckay. If | could just
have a nonent, Special Master?

SPECI AL MASTER HASTI NGS.  Sure.

BY Ms. CHI N CAPLAN

Q So, Doctor, do you know whet her t hat
practice of disclosing just the particul ar nedication
that you woul d be lecturing on is standard?

A | think its uh-not- | don't think that there
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1 is a single
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standard except that it pertains to the content of the
educati onal material.
Q Ckay. So if you look at this page, which is

page 2 of Petitioners' Exhibit 12, Dr. Sandborn --

SPECI AL MASTER HASTINGS: O is it 13? |Is
it 12 or 13?

MS. CHI N-CAPLAN: It's 12

SPECI AL MASTER HASTINGS: Twelve. |'m
sorry. Go ahead.

M5. CHI N- CAPLAN:  Dr. Sandborn discl osed
every single conpany he consulted to, didn't he?

THE WTNESS: | don't know that this is
i ncl usi ve.

BY M5. CHI N CAPLAN

Q Ckay. But it appears that he has discl osed

many companies. |s that true?
A It appears that he has discl osed nany
compani es.

MS. CH N- CAPLAN.  Ckay. Thank you, Doctor.

SPECI AL MASTER HASTI NGS: Not hi ng further
for this witness? |'msorry.

MS. CH N- CAPLAN:  No, Special Master, not
from Petitioners.

SPECI AL MASTER HASTI NGS: Okay. Any
questions for this witness? Go ahead.
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SPECI AL MASTER VOWNELL: Dr. Hanauer, just so
I understand your testinony, and this particularly
pertains to sonme of the testinobny on cross-
exam nation, if you have 1,000 people with irritable
bowel syndrome and another 1,000 without is there any
difference in those two groups in ternms of who may
ultinmately develop irritable bowel disease?

THE WTNESS: You nean inflammtory?

SPECI AL MASTER VOWNELL: Inflanmatory bowel
disease. |I'msorry. Inflammatory bowel disease
Thank you.

THE WTNESS: There is no predisposition of
patients with irritable bowel syndronme to devel op
i nflammatory bowel disease. |It's unrelated, so it
woul d be the same as the general popul ation.
Simlarly or the converse is also the case. |If upto
30 percent of our popul ati on have synptons at one tine
or another of irritable bowel it's going to be the
sane.

Patients with inflammuatory di sease can have
irritabl e bowel synptons as well. Irritable bowel
does not lead to inflanmatory bowel disease.

SPECI AL MASTER VOAELL: And is your
testinony that Mchelle has irritabl e bowel syndrone
not an inflamuatory bowel disease?
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1 THE WTNESS: M testinony is that there is
2 no pathol ogi ¢ evidence that this patient has
3 i nfl ammat ory bowel disease. Her synptons are
4 consistent with irritable bowel syndrone, and there is
5 no specific synmptom there is no finding in her
6 exam nati ons that are pathognononi c or even pat hol ogic
7 confirmation. The young girl has had nultiple
8 bi opsies on multiple occasions of purportedly abnorma
9 bowel that was normal
10 SPECI AL MASTER VOWELL: For you to say
11 someone has inflammtory bowel disease you have to
12 find inflamation?
13 THE WTNESS: You can't say inflanmatory
14 wi t hout inflammtion. That would be inflammtory.
15 SPECI AL MASTER VOWAELL: That would be a
16 pat hol ogi cal - hi st opat hol ogi cal findings of
17 i nfl ammati on?
18 THE WTNESS:. Yes. The scopes are not
19 accurate at- the scopes identifying minor |esions are
20 not accurate at predicting the pathol ogic |esions,
21 they are often over interpreted.
22 SPECI AL MASTER VO/AELL: Thank you.
23 SPECI AL MASTER CAMPBELL-SM TH: | did have
24 one question, Special Mster.
25 SPECI AL MASTER HASTI NGS: Pl ease go ahead.
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1 SPECI AL MASTER CAMPBELL-SM TH: You nade
2 several references, Dr. Hanauer, to inflammtory
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that there can be evidence in stool or diarrhea of

i nfl ammati on because clearly you' re an expert here.
You nentioned blood with one of them Wen you said
this you apparently | ooked at the diaper from
Mchelle. And, are you indicating, | just want to be
cl ear | understand.

Are you indicating that there can be sone
visual indicators? oviously, there will be other
tests that you would run, but visual indicators from
exam ning stool or diarrhea in particular that an
expert could determ ne absent blood that this was the
result of sonmething inflammtory or not?

THE WTNESS: Absent blood the only way you
could tell what's causing the diarrhea if it's from
i nflammation woul d be sinply |ooking at a drop under
the mcroscope for pus cells, and there were not any
docunented at any point in her course.

SPECI AL MASTER CAMPBELL-SM TH: | thought it
needed to be at the mcroscopic level, but | wanted to
be cl ear when you said there could be stool that had
evi dence of inflammti on.

THE WTNESS: This is a very easy thing
You just take a drop of the stool, you | ook under a
m croscope and you | ook for white blood cells. It's
not a difficult test. 1It's something that anyone at
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1 t he bedside could do, and all of the |labs do it when
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1 they are looking for parasites. The labs |look for a

2 termcalled fecal, neaning in the stool, |eukocytes,

3 whi te bl ood cells.

4 She never had any fecal |eukocytes descri bed
5 in the stool sanples.

6 SPECI AL MASTER CAMPBELL- SM TH:  Thank you

7 SPECI AL MASTER HASTINGS: And, Doctor, if I
8 under stand you correctly having | ooked at the records
9 they did look for that on a nunber of occasions?

10 THE WTNESS: They did ova and parasite

11 exam nations, and under normal - in nost | aboratories
12 if there are fecal |eukocytes because they need to be
13 separated from parasites under the mcroscope they

14 woul d be reported.

15 SPECI AL MASTER HASTINGS: Al right. Now,
16 M. Shoemaker, can you help nme? Can you put back on
17 the screen what we marked as Petitioners' Tria

18 Exhi bit 11, the second Hanauer abstract? This was the
19 one with the mention of irritable bowel disease. |'m
20 sorry, irritable bowel syndrone.
21 MR SHOEMAKER: Page 8.
22 SPECI AL MASTER HASTINGS: Right. Ckay.
23 You' ve got it on the screen here. Thank you. |
24 wanted you to clarify your answer to Ms. Chin-Caplan's
25 question about that. In the abstract here you stated
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1 that there seens to be a growi ng overlap of
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pat hophysi ol ogi ¢ processes between ul cerative colitis
and postinfectious irritable bowel syndrone.

THE WTNESS: |'d be happy to clarify that.

SPECI AL MASTER HASTI NGS: Coul d you, please?

THE WTNESS: Absolutely. There is a small
subgroup of patients who devel op diarrhea predom nant
irritabl e bowel syndrone after an epi sode of sonething
like a traveler's diarrhea, and sone of those patients
have evi dence of increased bacteria in their snal
intestine and very mld inflammtory changes. That
group of patients responds to an antibiotic. It's a
very smal |l group

That does not apply to this patient who
presented initially with diarrhea, then constipation
and had this mx back and forth, and, and, and, and,
and had no inflanmmation on biopsies. So this doesn't
apply to a syndrone where there is extra inflammtion

SPECI AL MASTER HASTINGS: Al right. Now,
Il et ne also ask you are there places, you stated
earlier |I think that you reviewed the records of
Mchelle Cedillo with respect to her G synptons. Are
there places in those nmedical records where her
treating physicians nmentioned Crohn's D sease, a
di agnosi s of Crohn's Disease?

THE WTNESS: Only Dr. Krigsman. Until Dr.
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Kri gsman

SPECI AL MASTER HASTI NGS:  Ckay.

THE WTNESS: Now after that it's very
i nteresting because sonetines these things, these
di agnoses get carried over. So if you actually read
some of the subsequent rheumatol ogists' reports it's
in their report that she has Crohn's Disease. Wl
that's based on Dr. Krigsman, it's not based on his
i ndependent review of the biopsy material, which was
all normal. So you know sone of these insinuations
get carried over wi thout any |evel of review

SPECI AL MASTER HASTI NGS: Well, | guess
you're already answering the question that | was goi ng
to ask you. | just ask that he be given a copy of
Exhi bit 28, page 590 to 592. So if counsel have a
copy of that in front of thenf

THE W TNESS: Yes.

SPECI AL MASTER HASTINGS: |'m going to get
my electronic copy in front of ne. |If you'll bear
with ne a mnute? Doctor, as | read that, there's a
three-page report there at 590 to 592 fromDr., if you
| ook at the third page, S-Z-E-Ris the last nane?

THE W TNESS: Yes.

SPECI AL MASTER HASTINGS: And | couldn't
tell what the specialty of that doctor was fromthat
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1 docunment. But if you can, let ne know Ckay. It is
2 in pediatric rheumatol ogy. That's what | was hoping

3 it was. Al right. Bear with me just a m nute.

4 I'"mgoing to have you |l ook at the top of

5 page 590. This electronic version of very |arge

6 records like thisis alittle difficult to work with,
7 but I"mgetting nyself to the top of page 90 in just a
8 mnute. You'll see in the second or third Iine at the
9 top of page 590, there's a nmention of Crohn's Disease.
10 THE WTNESS: | think there's an erroneous
11 statenment that she has biopsy-proven Crohn's D sease.
12 SPECI AL MASTER HASTI NGS: That's what |

13 wanted to ask you about.

14 THE WTNESS: Again, this is how di agnoses
15 get handed down wi thout any re-check or evident review
16 of primary data. But that's an obviously wong

17 statenment, because the Court has not seen any evi dence
18 of bi opsy-proven inflanmation of the snmall or |arge

19 i ntestine.
20 SPECI AL MASTER HASTINGS: So in your
21 know edge of the nmedical records, your study, you
22 don't see anything to support that statenent that
23 there's biopsy-proven Crohn's Di sease?
24 THE WTNESS: | haven't seen, nor had
25 Plaintiff's counsel provided, any biopsies that showed
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a diagnosis of Crohn's Disease.

SPECI AL MASTER HASTINGS: Al right. That's
all | had then. |Is there any redirect for this
Wi t ness then?

M5. RI CCl ARDELLA: No, Your Honor; but I'd
really just like to clarify the record. M. Case
poi nted out that | m sspoke when | was tal ki ng about
June 8, 2006, upper and | ower endoscopy. | referred
to it as Petitioner's Exhibit 59. 1It's 49.

SPECI AL MASTER HASTINGS: Al right. Thank

you. Al right. Anything further for this wtness?

MS. CH N-CAPLAN. | have just one other
item
SPECI AL MASTER HASTINGS: o ahead.
FURTHER CROSS- EXAM NATI ON
BY M5. CHI N- CAPLAN:
Q Doctor, 1'd like to show you, it looks like
the prescription fromDr. Ziring. |s that true?
A Yes.

Q Coul d you just read what's on the
prescription into the record, please?

A Adal umimab 40 m|lligramsyringe, one starter
pack (Crohn's Disease), four syringes, sub-que on week
zero; two syringes, sub-que on week two; then
Adal umi mab, 40 mlligram sub-que on week four and
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every two weeks; Valium two nmilligranms, two tabs, PO
one prior to Humra injection.
Q Who is that signed by?
A Dr. Ziring.
Q And where is Dr. Ziring | ocated?
A The Mattel Children's Hospital at ULCA
M5. CH N CAPLAN: Thank you. | have no
further questions.
SPECI AL MASTER HASTINGS: Is that fromthe
nmedi cal records?
M5. CHI N-CAPLAN.  But this is a
prescription, Special Mster, that Ms. Cedillo has.
SPECI AL MASTER HASTINGS: Al right.
M5. CHI N-CAPLAN. It's not listed as an
exhibit. Should we nmake it an exhibit?
SPECI AL MASTER HASTI NGS: Wy don't you?
M5. CHI N-CAPLAN: And this one is --
SPECI AL MASTER HASTI NGS: That woul d be
nunber 14, Petitioner's Trial Exhibit 14.
MS. CH N- CAPLAN.  Thank you, Special Master.
MS. RI CCl ARDELLA: May | proceed?
SPECI AL MASTER HASTI NGS:  Yes, go ahead.
REDI RECT EXAM NATI ON
BY M5. Rl CCl ARDELLA:
Q Dr. Hanauer, seeing that prescription that
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was just read to you today, does that cause you to
change your opinion in any way as to this child?
A No, the primary reason that this child was

getting the Remi cade and then the Adal um mab or Humira
was for her inflammatory arthritis, which is an
approved indication of the drug.
M5. CH N CAPLAN: | have one | ast question,

Speci al Master.
SPECI AL MASTER HASTI NGS: Go ahead.

RECROSS- EXAM NATI ON
BY Ms. CHI N- CAPLAN:
Dr. Ziring, is he a rheumatol ogi st?
No.

Is he a pediatric gastroenterol ogist?

> O » O

Yes.

Q Are you saying that a pediatric
gastroent erol ogi st woul d order nedication for
rheumatoid arthritis?

A Absol utely.

Q Ch, he woul d?

A Yes.

Q And do you routinely order nedications
out si de your specialty area?

A It didn't say it was outside his specialty
in patients who have been continually followed for
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arthritis, and these nedicines were started by a

r heumat ol ogi st, and continued by the treating
physician. So if Dr. Ziring is treating her for the
inflammatory arthritis, there's no reason he coul dn't
continue the Humra.

Q Doctor, are you saying that Dr. Ziring, at
UCLA, a pediatric gastroenterologist, is ordering
Humra to treat Mchelle Cedillo's rheumatol ogi ca
condi ti on?

A | do not know. You might ask Dr. Ziring

MS. CH N CAPLAN: Thank you, Doctor

SPECI AL MASTER HASTINGS: Al right. |If
there's nothing further for this wtness, why don't we
take our lunch break at this tine, and we'll cone back
in the afternoon with Dr. MCusker, all right? W'l
start back at 1:00.

(Wtness excused.)

(Wher eupon, at 12:05 p.m, the hearing in
t he above-entitled matter recessed, to reconvene this
same day, June 21, 2007, at 1:00 p.m)
/11
11
/11
11
/11
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AFTERNOON SESSI ON
(1:05 p.m)

SPECI AL MASTER HASTINGS: Al right. W are
ready to start the afternoon activities here. W have
Dr. MCusker at the witness table, and M. Babcock
will question for the Respondent. Dr. MCusker, could
you first raise your right hand for ne?

Wher eupon,

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:

SPECI AL MASTER HASTI NGS: Ckay. Please go
ahead, Ms. Babcock.

MS. BABCOCK: |I'Il start by saying that we
do have a short Power Point. |'mnot sure what trial
exhibit we're up to.

SPECI AL MASTER HASTI NGS: Do we have copi es?

MS. BABCOCK: They're being handed out as we
speak.

SPECI AL MASTER HASTINGS: kay. Geat. |
think this will be Respondent’'s Exhibit 16, according
to my count.

MS. BABCOCK: kay. Trial Exhibit 16.

I/
/11
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DI RECT EXAM NATI ON
BY M5. BABCOCK

Q Good afternoon.

A Good afternoon.
Q Coul d you pl ease state your nanme for the
record?

A Christine McCusker

Q And what is your profession?

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

Q Coul d you briefly describe your collegiate
and nedi cal education?

A I have a BSC in m crobiol ogy and i mmunol ogy
fromthe University of Toronto. | have a Master's
Degree in nol ecul ar virology from MMster University.
I have three years of a PhD thesis degree in
i mmunogenetics, also from McMaster

| have ny ND degree from McMaster
University. | then went on to do a residency in
pediatrics, a clinical fellowship in allergy and
clinical immunology, and then two years of a post-
doctoral research fellowship in immunol ogy at the
Meaki ns-Christie Laboratories, MG || University.

Q And are you board certified?

A | am board certified in pediatrics in the
American Board of Pediatrics. | have a Royal Coll ege
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certification, the Royal College of Physicians and
Surgeons of Canada certification in pediatrics and
allergy and i mmunol ogy as well as the Col | Sge des
M deci ns du Quebec certification for pediatrics and
all ergy and inmmunol ogy. So those would be the
Canadi an equi val ent of the American boards.

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

A I''man exam ner for the Royal College of
Physi ci ans and Surgeons of Canada for the qualifying
exans for allergy and clinical inmmunol ogy.

Q Do you hold teaching positions at MG I ?

Yes, |I'man Assistant Professor at MG 1|
Uni versity, and | have teaching responsibilities that
extend from teachi ng basi c undergraduate i munol ogy
courses, teaching medi cal student irmunol ogy courses,
as well as teaching both post-graduate grad student
courses and resident courses in imunol ogy.

Q Do you hold | aboratory positions, as well?

A Yes, | have both a clinical |aboratory
responsibility and a research | aboratory
responsibility. | ama principal investigator of a
research | aboratory at the Meakins-Christie
Laboratories of McG Il University, where ny research
interests are in understanding the devel opnent al
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i mune system frominfancy through to essentially

adol escence; and trying to understand how the i mmune
systemsets itself up and is regul ated throughout that
period of tinme, particularly early in life.

In my clinical |aboratory responsibilities,
I"'mthe dinical Director of the Inmmunol ogy Laboratory
at the Montreal Children's Hospital, where |I'm
responsi ble for the organi zation, running, quality
assurance of clinical imunological testing;, as well
as with two of ny colleagues with the signing and
interpretation of lab results, which will then be sent
out to the ordering physicians.

Q I's that i mmunology [ab also a National
Ref er ence Center?

A Yes, our laboratory runs tests that are
specific for the diagnosis of primry
i mrunodeficiency, and in that capacity, we have
devel oped and have accredited certain i mmunol ogi ca
testing for the diagnosis of specific hunora
i mmunodef i ci enci es.

As well, we are the Reference Center for
several different providences in Canada, including
Quebec, Nova Scotia, and the other maritine provinces.

Q Now what is the division between your
research and clinical work?
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A I"'mofficially 50 percent research and 50
percent clinical

Q And about how nmuch of the latter is clinica
| ab?

A Approxi mately of that 50 percent, if you
called that 100 percent, it would about 30 percent of
my clinical time is spent in running and nmanagi ng the
clinical |ab.

Q About how many patients do you see in a
nmont h?

A Somewhere on the order of 200, on an average
nont h.

Q Are the majority of these adults or
chil dren?

A They are al nost exclusively children. |
rarely see adul ts.

Q Do you see children in a general pediatric
capacity, as well?

A Yes, ny clinical tine in actual seeing of
patients is divided into clinical week, where we see
patients who are being evaluated for primary
i mrunodeficiency; a clinic where we see patients who
are being evaluated for allergies and allergic
probl ens; and then | do what's called the wal k-in
clinic or a drop-in clinic for mnor pediatric

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 146 of 222

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

2206
McCUSKER - DI RECT

energenci es once a week.
Then | do two to three energency roomshifts

a month, where | amoften in charge of the emergency
roomat the Montreal Children's Hospital. |In that
capacity, | can see anything fromvery mnor problens
to acute resuscitations in patients who require
significant nedical attention.

Q Have you published in the field of pediatric
i mrunol ogy?

A Yes, | have.

Q About how many tinmes have you testified in a
| egal proceedi ng?

A This will be my third tine.

Q Now i n the course of your current practice
as you just described, do you see children who have

recently received an MVR vacci ne?

A Yes.
Q Is fever a common occurrence after MVR?
A | wouldn't say that fever is a conmon

occurrence. Fever does occur.

Q Even a high fever?

A More rarely, but it certainly can occur.

Q And does fever typically have |ong-term
clinical ramfications?

A In the context of MVR, not in ny experience.
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Q Now nmovi ng back to pediatric immnol ogy, |
wanted to start by taking a historical |ook at what
was theorized about autismand i munity. Wen you
discussed Dr. Cupta's evaluation in your report, you
menti oned there was a tinme when auti smwas thought to
be related to i mune dysfunction. Wat was the
genesis of this theory?

A That theory was initially put forth by an
i nvestigator by the nane of Stubb, who started | ooking
at inmmune responses in children with autism He
initially started with a case report and then a case
series, to determ ne whether or not sone of the
effects that you were seeing in autismwere related to
the i mmune system

Since that time, there have been severa
studies that have tried to evaluate imunity in
autism and up until the present tinme, the studies
have been somewhat inconsistent in their findings.

Q Let ne be clear, the study was published

A The first publication was in 1976.

Q In the 1970s -- would you say that that
theory or that hypothesis is generally accepted today?

A No.

Q Now getting back to Dr. Qupta's report,
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want to go through it in some detail. |It's obviously
been a topic of conversation. Cenerally, when making
concl usi ons about i mrune function, is a single

eval uation sufficient?

A As a general rule, no -- the inmne system
is not a static organ. It doesn't stay the sane
t hroughout your entire life. It changes as you age.
It changes as you develop. |1t changes with the

environment that you're exposed to in any given tine
and on any gi ven day.

So as a general rule, in our practice, when
we're evaluating patients for prinary
i mrunodefi ci ency, we see several patients a week who
come to us for that problem W wll start with an
initial screen of the inmune system and any
abnormalities that are detected are al ways foll owed
with a repeated test to see if it's consistent over
time.

Q Now can you talk in general about how these
eval uations are done?

A Yes, sure; when we're asked to eval uate a
child s i mune system basically, we have to use the
tools that we have at hand. It would be nice to be
abl e to be thorough and conplete, but we are not able
in the clinical |aboratory, to fully evaluate a
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1 child' s i mune systemas you would in an ideal world.
2 What we have at our disposal is the

3 capability to exam ne essentially the adaptive inmune
4 response. W have sone specialized testing for

5 children who appear to have problens with the innate

6 i mmune response. But for the npbst part, our focus is
7 on the adaptive inmune response.

8 So essentially, what we're | ooking at is the
9 T cells and the B cells; and we want to know, those P
10 cells, are they present? Do they |ook normal as one
11 woul d expect, and do they function nornally?

12 So in order to do that, we have to | ook two
13 ways. One, we look at their nunbers, and we do that
14 by a nmethod known as flow cytonetry, where we take the
15 | ynphocytes of a patient and we run them through the
16 flow cytoneter, and we | ook to see how many

17 | ynphocytes they have, what is the distribution of the
18 | ynphocyte, the T cells, the Bcells, the different T
19 cell subsets. W can do B cell subsets now, as well
20 as the NK cells.
21 Then we nove on to | ook at the functioning
22 of the inmune system So the functioning, we have two
23 options for that. To look at the THL armor the cel
24 medi ated arm of the i mune system primarily what we
25 can do is, we can | ook at whether or not the cells can
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activate in the presence of a stimulus that's
appropriate. So we take the cells, we put themin a
petri disk, and we try to stimulate them and then we
|l ook to see if they stimulate
In order to |l ook at the other side, at the
other arm the hunoral arm we |look to see if the T
cells and the B cells were able to comunicate.
Because if they were able to communicate, then the B
cells were able to be told to produce an anti body. So
if you have antibodies to stimuli that you know the
child has had, then you know t hat that arm of the
i mune systemis intact. So we can do that as our
initial screen
Then if we find an abnormality, we wll

generally begin to do finer and finer testing, all the
way to genetic testing, to determ ne where the problem
is.

Q Now when evaluating a child' s i mune system
is it inmportant to use age specific val ues?

A Absol utely; there is absolutely no question.

Q Is the i Mmune systemof a child the same as
an i mmune system of an adult?

A No, it is not.

Q Slide 2 here also is fromDr. Ward's report
yest er day.
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A Basi cal |y, what you can see in this slide is
that the nunbers of immune cells -- and these are just

absol ute val ues -- changed significantly over tine.
Unl ess you are going to specifically exanm ne the
patient at the age appropriate tinme, you really don't
have any idea of what is normal and abnornal.

Q Now i n her expert report and testinony | ast
week, Dr. Byers stated that it is standard practice to
use adult values to assess a child' s i mune system
Do you agree?

A | do not.

Q And to be clear, do you eval uate i mMmune
results like these on a regul ar basis?

A Yes.

Q VWhen you test in your own |ab, do you use
age adj ustnent neasurenents?

A Yes, we do.

Q Is this practice wi dely accepted in the
pedi atric inmunol ogy community?

A Yes, it is. |It's considered standard of
care.

Q Now al t hough Dr. Byers nade this assertion,
she al so used nornal val ues fromseveral of your filed
papers in her Power Point presentation. D d you
review these slides in her testinony about thenf?
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1 A Yes, | did.

2 Q Do you agree with the ranges that she

3 proposed?

4 A She put the adult ranges on her slides.

5 Q She put the adult ranges?

6 A Yes.

7 Q Okay. Now she seened to nake a point in her
8 slides about stating that the values you used were

9 fromforeign |aboratories?

10 A Yes.

11 Q Is this correct? This is Slide 3.

12 A Coul d you nove on to Slide 3?7 Wat you can
13 see in Slide 3, and what the blue arrows are

14 hi ghlighting, are the values that are reported in ny
15 report for the T and B cell enunerations and their

16 normal ranges. This report comes fromthe study of
17 Shearer, et al, which is also filed. |[|'mnot sure

18 what exhibit.

19 Q It's Respondent's Exhibit C at Tab 4.
20 A Okay. And Shearer is a large study in the
21 United States which | ooked at 807 children to define
22 the normal ranges based on age. In this particular
23 study, three of the participating centers were from
24 California, including UCSF.
25 Q Now woul d a pediatric inmunol ogi st at the
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University of California Irvine use different nornma
pedi atric values than a pediatric inmmunologist in
Montreal, Quebec?

A No.

Q Does it matter that Mchelle's testing was
done in 1997, and you have the benefit of nore recent
nor mal val ues?

A It really does not. This is Slide 4. What
Slide 4 shows you is the normal pediatric ranges that
were avail able as of 1992. They are the ranges that
actually we still use as our initial screen today,
al t hough we tend to nove on to the Shearer paper for
the final finite testing. The reason is that in this
particul ar study of Hanan, et al, they had a
relatively small nunber of patients per group, and the
Shearer paper had a nuch | arger patient popul ation
fromwhich to draw. So they were able to achieve nore
accurate ranges.

Agai n, this noves back to the concept of the
pediatric inmune system Because it can vary from day
to day, the nore patients that you have of that age
group, the nore you are able to capture what is a
norrmal range on a normal every day variance. So the
Shearer paper is probably nore accurate, based on
nunbers. But this is what was avail able in 1992, and
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it really isn't significantly different from Shearer.
I just chose the nore accurate nunbers.

When you' re tal king about this particular
anal ysis, what you're using, as | nentioned before, is
a flow cytometer. So the question is, was flow
cytometry in 1997 significantly different fromflow
cytometry in 2007 or 2003, when Shearer did the work?

There have been changes and upgrades to the
machine. Certainly, they work nmuch faster than they
did in 1997.

But the principles are identical. Because
nmost of these studies, or all of the studies and al
of the work, is done in accredited |abs, they have to
mai ntain a certain consistency in their results,
particularly for these kinds of studies, because they
have vast reaching effects; not just for the diagnosis
of i mmunodefi ci ency.

But these results are used for the diagnosis
of cancers. They are used for the diagnosis of
probl ens post-transplant. They are used for many
different reasons in nedicine. So it isn't just to
eval uat e i mmune systens, because inmunol ogi sts just
like to do that. It really has broad-reaching
effects. Nephrologists use it. Hematologists use it.
Oncol ogi sts use it.
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So | thought 1'd take a second and just kind
of explain what flow cytonmetry is, so that you can
under stand where the consistency is. Basically, a
flow cytonmeter is a machine. You take a patient's
sanmpl e, and you drop it, drop by drop, through the
machi ne. The drops have been treated in such a way
that you ensure that only a single cell fromthe
patient passes through the reader at any given tine.

So it's a very thin drop that drops down
fromthe retainer. |t drops through past the reader.
What is the reader? It's actually a |aser.

So when the cell drops into the reader, the
laser hits it. That laser hitting it causes the |aser
to scatter. That scattering gives us a |lot of
information. It tells us the size of the cell, and it
tells us how nmuch stuff is inside the cell; the
granularity of the cell.

Using that information alone, we can
differentiate the different popul ations of white bl ood
cells. W can say that granular cells tend to be
things |ike neutrophils, macrophages, those kind of
cells.

The | ess granular cells, they are smaller
and | ess granular. Those are the |ynphocytes. So you
can then gate. It's called gating, where you circle
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that | ynphocyte popul ation, and you can study it
further.

So how do | say how nmany |ynphocytes are T
cells? Well, T cells are defined. They are
differentiated from one another on the basis of
certain surface markers. Flow cytonetry takes
advantage of that, and there have anti bodi es that have
been nmade in the laboratory to these specific surface
mar ker s.

So there's an anti-CD3 antibody. There's
anti-CD4 anti body. There's an anti-CD8 anti body,
Anti-CD- 19, CD 20, antibody. There's lots and |ots of
di fferent ones.

In fact, one of the things that has inproved
in the last 10 years is the capability to type cells
has expanded dramatically by flow cytonetry. But
using the antibodies that were available in 1997,
these anti bodies are then coated with a tag.

The cells are put in the presence of these
anti bodies, and any cells, for exanple, that are CD
4 -- if this is an anti-CD4 anti body, we'll bind it.
So that when it passes through the reader and it gets
hit by the light, it will glow a different color. So
it wll change color, and it will glow for exanple.
Depending on the tag you use, it will glow green.
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The receiver actually can detect -- oh
that's a cell that scattered this way, so is a
| ynphocyte and gl owed green and, as such, is a CD4
positive T cell. So it's very sinple in that sense.
The concept of a flow cytoneter -- it's beautiful
technol ogy, but it hasn't significantly changed.
They' ve gotten faster. The anti-bodies nmay have
gotten a little bit easier to use. But the reality
is, if there's a tag on the antibody, that anti body
has that receptor and, therefore, is counted as a CD
4.

Q Sois it fair to say that it's still your
opi nion that the values you used in your report are
the val ues that should have been applied to Mchelle
Cedi | 1 o' s i nmunol ogi cal eval uati on?

A Yes.

Q Now |l et's nmove on to Dr. Gupta's actual
testing. Wat were serum imunogl obulin and anti body

response results?

A Can we have the next slide?
Q No, it's not on a slide
A Oh, okay. So in ternms of her inmmune work-

up, the serum i mmnogl obulin levels; that is, the IgM
1gG 1gA and IgE total levels were all w thin nornal
limts. 1In addition, she nade anti bodies to the
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1 conmponents of the vaccine she had received, including
2 di pht heria, tetanus. Rubella, polio, pneunpbcoccus.
3 Finally, with respect to the neasles virus,
4 she had detectabl e neasles 1gG anti bodi es, but no
5 detectabl e 1 gM anti body, which would be interpreted as
6 being a child who has seen and cl eared the neasles
7 Vi rus.
8 Q Now t here's the next slide.
9 A Ckay. Sorry.
10 Q | wanted to talk about testing for T and B
11 cell enunerations. Wat were the findings?
12 A Well, | think it's clear fromny slide here,
13 that essentially, if you apply the normal ranges that
14 are appropriate for a three year old child, her T and
15 B enunerations all fall within the normal range.
16 Q Now this chart has something called percents
17 and absol ute nunbers. Wat's the distinction?
18 A When you're | ooking at the fl ow cytoneter
19 basically what the flow cytonmeter captures is a
20 certain nunber of cells that run past the reader; run
21 past the laser. |If you call the total nunber of cells
22 that are read 100 percent; and then you cal culate, or
23 the machi ne cal cul ate how many of those gl owed green,
24 then you know that her CD4 count was 38 percent.
25 But that gives you a percentage. It doesn't
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actually tell you what an absolute nunmber is. In
order to convert that to an absol ute nunber, you need
to know how nany cells were in the pool to start with.

So you need to have an eval uati on of your
total |ynphocyte count. Then once you have an
eval uation of the total |ynphocyte count, what you do
is, you can calculate, while 38 percent and there were
150,000 cells in, the |lynphocyte pool. Therefore,
this is the total |ynphocyte count that is represented
by the CD 4 count.

Now why is that inportant? Well, to use
only percentages can sonmetines run you into trouble.
Because if a patient has an extrenmely | ow | evel of
| ynphocytes, as |ynphopenic, which happens under
certain conditions, then your relative percentages
becone less valid, and you really need the absolute
nunber in order to determ ne where the decrease in the

T cell or the B cell population is occurring.

Q In particular, can | draw you attention to
CD4/ CD8.
A Yes.

Q Is that val ue normal ?

A It is for ne.

Q Now what are proliferation studies? That's
next, Slide 6.
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1 A Dr. MCusker's testinony begins at
2 "Proliferation"... Proliferation studies are a little
3 bi t
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nmore variable fromlaboratory to | aboratory. These
can be much nore difficult to interpret. |In fact, you
really have to be very careful when you're
interpreting proliferation studies. The reason is,
unlike the flow cytonetry, where basically, if the
cell is present, it's going to glow and you' re going
to see it.

So your error range is fairly narrow. These
are called in vitro studies. Basically, you' re doing
something to the sanple, and asking for a response.

The problemwi th biol ogi cal assay systens
such as this, is that there are many places in the
assay to introduce error. So, for exanple, what is a
proliferation? W take the patients |ynphocytes. W
put themin a petri dish, and in that petri dish with
some growth factors and nedia to keep the cells happy,
we put a factor that will stimulate the cells.

VWhat you see in this slide are the factors,
the mtogens, which are phytohenmaggl utinin, and
Concvalin A and Poke weed mitogen. Wiy do we use
those? Because they are known to activate T cells and
B cells, in sone instances, to divide.

If you have an extrenely sick Bcell or T
cell, even under this aggressive stinmulus, it will not
divide. So an absence of T cell proliferationis
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i nportant diagnostically for when you' re di agnosi ng
SCID. Wen you're | ooking at post-bone marrow
transplant, and you want to see if any of those cells
are healthy, in a patient population SCI D being severe
conj oi ned i mmunodefici ency, sorry. But basically, how
do you know that the cells are dividing? Wll, what
you do is, you put into the culture media a marker

and we use Tritium (Tritiated thym dine) which is

i ncorporated into the cell when it divides. Then the
cell will glowin a reader, which seens relatively
sinple. But lot to lot differences in the thymn dine
can nmake a big difference in your absol ute val ues that
you see when you're |ooking at the results.

So for exanple, in our |aboratory, and it's
standard for the pediatric | aboratories that |I have
encountered, we always controlled patients on the sane
day with a known normal control. Wy; because that
means if the tech sneezed into the dish, it doesn't
happen.

But let's say it could. O if the
tenperature of the roomwas too high, or the carbon
di oxi de content of the incubator was too |ow, the
cells are not going to be as happy. These are very
fragile cells in culture. So if they' re not happy,
they're not going to proliferate as efficiently.
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1 Well, if your test case doesn't proliferate
2 efficiently, they you're left with a question.
3 3:32.12 is it
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because it just didn't proliferate efficiently and
there's a primary problem or is it because the
tritiumwasn't as robust as the last lot? The only
way that you' re going to know that is if you contro
it wwth a normal control

Now unfortunately for the case of Mchelle
Cedillo, I was not provided with a control val ue that
was run on the sane date.

It's not available in the transcripts?

Q I'msorry, by transcripts, you nmean not
avail able in the nmedical records?

A Medi cal records, sorry.

Q Ckay.

A It is any interpretation that you want to
make on the proliferation studies, you really have to
put into that interpretation in the codicil that
you' re not sure what the sensitivity of the assay on
that day required,

Having said that, | did find in the Stern
paper, which is the Stern 2005 paper. Do you know
which one that | did find normal ranges, or at |east
ranges? Because on that paper, they conpared autistic
children, proliferation assays to normal controls run
on the same day.

So if you look at that paper, you can see
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that's what is presented here as the autistic
children's range, and the normal children's range.

Dr. McCusker: But, really, if you |ook at
those ranges, then the results of Mchelle Cedillo
fall within the normal range.

BY MS. BABCOCK: .

Q Just to be clear, it's Exhibit C, Tab 7.

A Dr. MCusker: So essentially, given the
results that | have available to nme, it would appear
to me that her T cells were able to be stimul at ed.

T & Bcells were able to be stinmulated up to
a reasonable level, in this assay. Again, it's
qualified by several different nethodol ogical issues.

Q Okay. Now you alluded to this earlier.

Whaen woul d proliferation studi es cause you concern in
a child?

A W were particularly worried about
proliferation assays when they are severely depressed.
When you do not get proliferation nmuch above the
background | evel s.

And these tests for Mchelle Cedillo, they
are consi derable or robust. | nean, | suppose | could
i magi ne that if her unstinulated is not given, it
m ght be sonewhere in the higher range. But even if
you put it in the higher range, you would say that
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those were perfectly acceptabl e responses to the
mtigens, because they proliferated well?

Q Now nmoving on to the i munogl obulin
subcl asses, what were Mchelle's test results?

A Her subcl asses.

Q Yes.

A She had a normal for range 1gGl, 1gG3, and
1g&4. Her 1g& was mldly elevated conpared to norna
ranges.

Q Now what is the clinical significance of a
mld |l g& el evation?

A There has not been any defined clinical
significance in the extant literature for humans of an
el evated 1g&. There are sonme case reports or case
series that suggest that specific 1g& antibodi es can
be el evated i n periodontal disease.

Q Now are you aware of any literature where
they | ooked at autistic children in Ig& |evels?

A Yes, there was the paper by Traj kovski, et
al, 2004 --

Q It's Exhibit C, Tab 11, at Tab 11

A -- where they | ooked at inmunogl obulin
subcl ass levels in patients with autism conpared with
their neurologically normal siblings, and found that
there were changes in 1gG 1l and 1gG 4 levels, and no
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1 changes
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1 in 1gG2 levels.
2 Soit's really difficult to know what the
3 significance of that is. |In fact, these kind of
4 studi es haven't been replicated, so it's also very
5 hard to know what they nmean in general
6 Q Overal |, what conclusions can you reach
7 based on the i mune eval uation of Mchelle Cedill 0?
8 A Wll, as | said in ny report, ny opinion, |
9 woul d evaluate this child, if this was the |ab reports
10 that | was to sign out as an entirely i mune response.
11 Q And even though he nmay have used adult
12 val ues, did Dr. Gupta conme to a simlar conclusion?
13 A Yes, he did.
14 Q So woul d you agree or disagree with Dr.
15 Byers's conclusion regarding Mchelle Cedillo' s i mune
16 eval uati on?
17 A | disagree with it.
18 Q Now novi ng on to the subject of THL/ TH2
19 skewi ng. It's obviously been discussed by severa
20 experts in reports and testinmony. | wanted to start
21 by tal ki ng about the background of this principle.
22 When was the theory devel oped? This is slide seven.
23 A The first report of cloning of THL and TH2
24 cells was in 1986 Mosnenek, et al. In that study,
25 /11
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what they were able to do was, they were able to
stinmulate T cells in culture and clone out, meaning
finding a piece of the population that they were able
to isolate away fromthe other T cells, that would
produce either the cytokine interferon Ganma, or the
cyt oki ne on |L4.

Because they were able to clone these two
cyt oki nes away fromthese other and find these
popul ations of T cells that would only secrete one or
the other of their cytokines. They called one, THi;
and the other, TH2.

Since they had known, up until that tine,
that interferon gamma was inportant for activation of
macr ophages, and was inportant for the driving of cel
medi ated i rmune response, the THL side of the inmmune
response was considered to be cell nedi ated.

Because |1L4 was inportant in the activation
of B cells and, therefore, the fornul ati on of
anti bodi es, they separated the two into TH2 being the
hunoral arm of the immune system

Now al t hough this paradi gm has been very
useful in helping us try to understand
i mrunor egul ation, it had subsequently been found to
have several flaws. The first of the main flaws in
this particular paradigmis that when these things

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 170 of 222

2227A
McCUSKER - DI RECT

1 were first defined, they were defined in mice and they
2 were defined in inbred mce.

3 The i nbred nouse has a rmuch "sinpler" type

4 of immne system You can study it under severa

5 different inmune threats, and | ook to see what

6 happens. It seens to separate nmuch nore directly into
7 THL or TH2, than what the human studi es were show ng

8 So probably about five or six years ago, or
9 maybe a little longer, about 1999, people started to
10 think, well, that paradigmwhere it's THL or TH2, and
11 the two don't crosstalk, and if you have THL, TH2 goes
12 down. |f you have TH2, THl goes down. seened to be

13 too fascile for at |east in the human popul ati on.

14 There were studies that began to | ook at

15 what the inmune systemdid in fact. And believe it or
16 not, rather than sinplifying things, things just got
17 nmore conplicated because |ike everything in

18 i mmunol ogy, if you find an effect, you define a cell
19 So they defined a new cell type and they
20 called it the T regulatory cell type. Since that
21 time, there has been an extensive anmpbunt of active
22 research on T regul atory cells and dendritic cells, T
23 regulatory cell interactions. |In fact, that's one of
24 the things that ny | ab does at the Meakins-Christie.
25 So | have a lot to say about it, but | won't.
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The T hel per cell subsets have now been --
this is probably a little bit out of order now,
sorry -- have now been defined as TH1, TH2, T
regulatory cells. There's a TH3 cell that has been
defined, and there is now a TH 17 cell that has been
def i ned.

TH 17, not because it woul d have been easier
to call it TH4, but because the cytokine that defines
it, iscalled IL 17. So they decided to just follow
the Interleukin, instead of calling TH4, to bring it
down the pathway. | know it just adds confusion, but
i mrunol ogi sts are crazy -- nice, but crazy.

Q And is this the illustration of what you
just said?

A Yes, so this is the illustration of what we
currently understand is the choices that a naive T
cell has to make, once it sees its antigen

SPECI AL MASTER HASTI NGS: Now we have slide
10.

MS. BABCOCK: Yes, we're going to skip
We're going to go back to eight and nine in a nonent.

THE WTNESS: | junped ahead. | got
exci t ed.

BY Ms. BABCOCK
/11
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Q Soit's safe to say, are THL and TH2 are
mut ual | y excl usive, based on our current
under st andi ng.

A In fact, there have been many studi es now
that suggest that once antigen T cell interactions --
yes, an individual naive T cell makes a decision, and
it wll go towards one of these pathways. But there
are many different clones that are being activated at
any different tine.

Those T cell antigen in presenting cel
interactions are unique to the T cell, and they don't
pay attention to what their neighbors are doing. So
it is clear that both TH1, TH2, and T-regul atory
responses occur in concert.

Now as the inmmune response progresses, one
tends to predom nate; the one that is probably
consi dered to be nost necessary for renoving the
threat. But all of them occur, and as the i mmune
response begins to wane, as the body begins to conbat
the infection, and the antigen drops -- in fact |ow
antigen |levels pronote the formation of T regul atory
cells.

So basically, when you have a high threat,
you're going to go for your effector cells, which are
your TH1 or your TH2. Because they're the ones that
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1 are going to be able to activate the set of toxic
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cells. Toxic -- that's a good cell to get when you're
infected with a virus.

They are the ones that are going to be able
to activate your Bcells in the TH2 arm to produce
anti bodi es so that you can conbat the bacteria and the
extra cel lul ar pathogens.

But as that threat is com ng down, you
really want to be able to turn that response down. So
as antigen level drops, the regulatory cells start to
i ncrease; and those cells are responsible for just
cal m ng down the response and shutting everything off.

Q We can go back to Slide 8 here. Howis TH2
cyt oki ne-i nduced anti body induced in humans?

A Well, TH2 is characterized by the initia
production of IL 4 and subsequent production of IL 13;
IL 5 is anong other cytokines that have been shown
i nportant.

But what the inmportance of this slide is, it
is to show you that, in fact, if you are driving
towards TH2 with a significant amount of cytokines, so
that you woul d consider this to be a TH 2 predom nant
response, then the type of imrmunogl obulins that you
are going to see are 1gGl, 1gG3, 1g4, and IgE
production. This is taken froma study in humans.

The animals with data; the subclass is very slight in
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1 mce. But this is what is found in humans in a TH 2
2 response.

3 Q And were these values neasured in Mchelle
4 Cedi |l | 0?

5 A Yes, they were.

6 Q And what were the results?

7 Q They were all normal.

8 A And | believe Slide 9 is just the summary

9 there. Now what happens with respect to TH1 and TH2
10 when the vaccine enters the i mmune system and now
11 we're skipping to slide 11?

12 A Sorry; | realize that this is a bit of a

13 conplicated slide. But it sort of tal ks about the

14 things that |'ve already nmentioned. |In the center,
15 the orange cell there, that's the naive T cell. So
16 that's the cell, that once it sees it's antigen, it
17 has to make a decision. It sees its antigen and the
18 decision that it has made i s dependent upon the

19 antigen presenting cells.
20 So these guys here are depicted in green,
21 and the T cell itself, and what's happening in the
22 environment. So if there is a dendritic cells, for
23 exanpl e, who has seen an antigen that it considers to
24 be a threat -- and how does the dendritic cells know
25 that? Because there are these innate receptors found
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on the antigen-presenting cells that have been call ed

PAMP's or "toll like receptors”; and these receptors,

certain repeating structures that are found on viruses
and bacteria that nake them viruses and bacteria; not

manmal i an, not human.

So the immune system says, well, wait a
mnute, this didn't cone fromnme. They can bind into
these receptors, and they can tell the dendritic cell.
You have picked up something that is dangerous. |It's
sort of the danger theory of immunity. That dendritic
cell will process that antigen and present it to the T
cell.

But at the sane tine it presents it to the T
cell, it expresses other receptors. But basically,
these receptors talk to the T cell at the sane tine
the T cell sees the antigen; and they say, you know,
when |'ve seen this danger signal before, or
evolutionarily, when this danger signal cane, this one
really needs a THl response. So why don't you start
producing a lot of interferon ganma, and activate the
TH 1 cells?

On the other side, let's say it's a
bacterial cell wall product, the |ipopolysaccharide
being a classic exanple of that, that will bind into
its toll like receptor TLR4, and the dendritic cel
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wi Il be induced or the macrophage will be induced by
the TLR4 engagenent of the receptor, to tell the T
cell, you know what, this is an extra cellular

pat hogen.

It's okay if some T cells want to nmake cel
medi ated responses. But our focus should really be
maki ng of anti bodi es, because that's what is going to
protect us. | nean, that's how we now think; that the
innate systemis able to help nould and craft an
i mmune response that is appropriate for the antigen
for the invading organismto protect us fromit. Does
t hat answer your question?

Q More or less. Is it clear up top? Now Dr.
Byers asserts that Mchelle had evidence of a
dysregul ated i mune systemat the tine of her M\R
vacci ne. Do you agree?

A No.

Q Does she also state that the presence of a
fever was the sign of an inmune dysregulation in
M chell e Cedill 0?

A Yes, she does state that.

Q Did Mchelle have any evidence of inmmune
suppression at the time of her testing in 1997?

A No, she did not.

Q Now Dr. Byers cited to a paper by Agrawal
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to postul ate that Thinmerosal was affecting the
dendritic cells.

A That's correct.

Q And did you read that paper?

A Yes, | have.

Q VWhat was the inmunol ogic effect on dendritic
cell that Agrawall observed?

A VWhen he treated the human dendritic cells
with Thinmerosal, in the presence of the stimulus LPS,
he found that there was down regul ati on, decreased
production of the cytokines TNF al pha, I1L-6, and |L-12
subconponent P-70. He also found and up regul ati on of
IL- 13 and IL- 5. Okay. [So a down regulation of IL-
67?]

A That's correct.

Q And just a small point of clarification. |
think Dr. Byers said that dendritic cells secrete LPS?
A Yes, she did. |1'mthinking she may have

made a m st aken; because LPS is found in bacterial
cell walls, and so dendritic cells do not secrete it.

Q Now what is one of the nmajor effects of IL-
6?

A Well, aisle six was first defined, al ong
with IL- 1, as a conponent of a substance that way
back in the early days of inmunol ogy was found as
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endogenous pyrogen, because it is one of the najor
cytoki nes involved in pronotion of fever.

Q So if IL-6 is down regul ated, woul d soneone
be able to produce a fever?

A If IL-6 is down regul ated, one woul d
anticipate a blunted fever response.

SPECI AL MASTER HASTI NGS: Bl unt ed?

THE WTNESS: Blunted -- | can't tell you
that it would be absol utely abrogated, because there
is IL-1 still available. A though IL-6 and IL-1 are
intimately associated in their regulation. So you
m ght al so postulate that IL-1 would be down
regul ated. But based on what he showed, you would
anticipate a blunted fever response.

SPECI AL MASTER HASTI NGS: And what do you
mean by a blunted fever response; |ess fever?

M5. MCCUSKER: Less fever.

BY M5. BABCOCK

Q Now t here's al so been a |l ot of discussion of
cytokines, and this is probably a topic that we could
be here for hours on, and we will not. But could you
just briefly describe the role of cytokines in the
i mmune systenf

A Sure, cytokines are small proteins that are
rel eased by different cells. The interleukins were
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originally defined as cytokines that were rel eased by
| eukocytes, and they were primarily thought to be used
to allow for communication fromone | eucocyte to

anot her .

They can be divided into several different
ways. One of the divisions that is commonly used is
that they're divided into pro-inflammtory and anti -

i nflammat ory cytokines. Another division is that they
are divided into short-acting, or those cytokines that
act over very short distances, and those cytoki nes
that can act over |onger distances.

So they can be divided into severa
different categories, although there is a current nove
afoot to try and categorize them nmuch better, based on
their structure and function. But that's still a few
years away.

Q Anot her small point of clarification, is
nitric oxide a cytokine?

A No, it is not.

Q Now whi ch i mmune responses are cytoki nes

i nvol ved in?

A Cytokines are involved in all inmune
responses.
Q Do they play a role in any other systens?

A Sure, cytokines are used in the CNS system
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to allow for communication between | eukocytes at the
CNS and the glial cells, astrocytes, other cells of
t he CNS.

They're great tools for communication. They
are secreted by other cells; not just cells of the
i mmune system They are secreted by astrocytes. They
are secreted by snooth nuscle cells of the airways.
They are secreted by epithelial cells of the airways.

So we now know that they are used as
comuni cation tools by nore than just the inmrmune
system Although there are sone that are very
specific for the i mune system

Q And do cytokines act locally or
system cal ly?

A Wl |, probably we would classify the vast
majority of cytokines as acting over a short distance,
very much locally. Those are the ones that are
primarily responsible for activation of one cell type
by another cell type.

Because essentially, you want to regul ate
that activation very tightly. You want that T cel
that has already recognized its antigen. [|I'ma cel
for polio virus. 1've seen polio virus, and now
want to activate that B cell that recognizes polio
virus. | don't want to activate this B cell over
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here, that recognizes cat, because that's not going to
hel p me.

So those cytoki nes act over very short distances.
Sone cytokines, the nore pro-inflanmatory, the
cytoki nes that are responsible for turning up
i nflammati on, those ones tend to act over a slightly
| onger distance, and why is that?

Wel |l because if | get a cut on nmy arm |

have to call in cells fromeverywhere to fight that
infection. | don't want to be relying on just the
| ocal area cells. | want to be calling themin from

ever ywhere.

So the only way | can do that is to create a
gradient to release ny cytokine, and it can shoot out
its signal over a |onger distance, so the cells can be
called into the area that is at risk

The other cytokines that will act over
| onger distances are things like IL-1 and IL-6,
because you want those to be acting on the
hypot hal amus, which is your fever center, because you
want to turn up tenperature. Wy do you want to turn
up tenperature? Because m crobes, bacteria and
viruses really don't like high tenperatures. They
don't replicate well at high tenperatures.

And so it will slow down their replication
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if you have a fever. It slows down the replication
and allows the i Mmune systema little bit nmore tine to
rally the troops, get everybody to the right place and
elimnate the infection.

Q Now Dr. Byers di scussed sonme of the black
box warnings for sonme of the cytokines. |If you're
adm ni stering cytokines therapeutically, what type of
doses are we tal ki ng about ?

A You' re tal ki ng about what woul d be
consi dered supernornmal doses. You're tal king about
hi gh doses adm ni stered systemcally. You're not
tal ki ng about what woul d happen in the | ynph node when
IL2 is released, for exanple, which would be snall
doses of IL2 in a confined space.

Q So these are not levels that woul d be
natural ly produced by the body?

A No.

Q | would like to also clarify sonme of the
term nol ogy that's been used. Does the pediatric
i mrunol ogy community recogni ze the term sel ected
i mmune dysfunction?

A I have never heard that term

Q It also seens that TH2 is being used
i nt erchangeably wi th i mmuno suppression. Does that
make sense?
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A No, it does not.

Q What is a clinical exanple of soneone with
TH2 skewi ng?

A A cl assic exanple of TH2 skewing is: 30% of
our popul ation, and those people would have allergies.

So when you see a patient who sneezes in the

m ddl e of rag-weed season, or in the mddle of tree
season, that's a person who's immune systemis skewed
alittle bit too far to the TH2 side, and produces the
anti-body known IgE, which is the only avail abl e bi o-
mar ker that's easily assessed in patients for this
"TH2 skewi ng."

Q Is there any clinical evidence that Mchelle
Cedill o had TH2 skew ng?

A No, there is not. Her IgE |levels were
nor mal .

Q I f soneone were significantly inmuno
suppressed what woul d you expect to see?

A | woul d expect to see a significant
i ncreased frequency of recurrent infections.

Q Is there any evidence that Mchelle Cedillo

had an abnormal, or an increased, frequency of

recurrent infections -- in the tinme before her MR
vacci ne?
A No.
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Q in the tinme before her MVR vacci ne?
A |'"msorry.

Q That's okay. Now, if the theory is that
thi merosal had a sufficient i muno suppressant effect
on an i mune systemas to allow the persistence of the
measl es virus, what woul d you expect to see
clinically?

A If the thimerosal were persistent, and if
that effect was clinically relevant, then it should
not just affect the ability of the body to fight
nmeasl es, and it should affect the ability of the body
to fight infection.

So if you can't fight infection, your
infections are going to be nore frequent. There is
going to be nore clinically apparent, and they are
going to last |onger.

Q Now, is there any evidence that M chelle had
an abnormal number of infections after her MR
i muni zati on?

A No.

Q Can you think of an exanpl e where the inmmune
system has been altered in sone way physiol ogically,
or otherw se, where you could see the effects of T-
cell depression?

A Well, there are several exanples. But one
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of the ones that cones to ny nind, and that we see
frequently in the inmune-deficiency clinic, is the
di sease known as the Di George Syndrone.

What the Di George Syndrone is: It is a
genetic disease. Because of a deletion on Chronosone
22, the way the body fornms one of the major organs of
the i mmune system the thynus, is aberrant. Because
of when this gene deletion, gene nutation takes effect
during the devel opment of the fetus, you can have w de
spectrum of clinical disease.

So you have these children who were born,
and they are born with what's known as congenitally
athym c. They do not have a thynmus at all. Those
children are unable to mature T-cells. So they have
zero, no T-cells, and they present very early in life
as severe conbi ned i nmune-defi ci ency.

Wt hout intervention, either bone narrow or
thymc transplant, they will die very early. But then
the vast majority -- that's actually relatively rare.
But the vast majority of children with Di George
Syndrone actually have a spectrum of imune-
deficiency. Because although the thynus doesn't form
completely normally, it does form

VWhat we have found from studying patients
with D George is that the T-cells do not form as
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qui ckly, or as robustly, as in a child who has a
perfectly normal thynus.

So their T-cell nunmbers when you | ook at
them when you do those T- and B-cell enunerations,
they tend to have low T-cell nunbers because their
thynmus cannot handl e the processing of the T-cells
appropriately.

In addition, when you do your proliferation,
they tend to have a slightly decreased prolifs
conpared to nornmal. | would | ook at those prolifs and
I would say: slightly depressed T-cell proliferations
to mtogens, consider congenital thym c dysplasia,
meani ng consi dered Di George in your diagnosis.

VWhen they have | ooked at studies -- now,

Di George, genetically, has been elucidated relatively
recently, froma nedical point-of-view, in the |ast
ten years. So there have been nmany, many patients who
have had D George Syndronme who were not defined; and
there are other congenital effects associated with

Di George. It is not just the thynmus that can be

probl emati c.

There are |lots of children, who because of
the other problens we've identified, or suspected, as
havi ng D George Syndrone that never cane to our
clinic, and these children received their ful
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vacci nati ons.

Interestingly, there has not been a reported
case of persistent viral infection, as a result of a
live viral vaccination, in a patient with D George.

Now our recommendations are: If we know a
patient has Di George, that we wait until we're sure
that their inmune system can handl e the vacci ne before
we give it. But there have been nmany, many, mnany
children, and there is actually a large internationa
study going on right nowtrying to collect the nunbers
of these patients who have received their
vacci nati ons, and have had no untoward effect as a
result of it because it gives us a lot of information.

It tells us that, even with depressed T-cel
nunbers and decreased proliferations, these children
are able to cope with the vaccine strain and clear it.
And they can do it with neasles, nmunps and rubell a,
and they can do it with the varicella vaccine.

Q So, overall, based on your nedical
experience, and your review of the nmedical records and
testinony, what is your opinion as to Mchelle
Cedill 0's inmune functioning?

A In my opinion, Mchelle Cedillo had a norma
i mune system at the age of three.

Q And you hold this opinion to a reasonable
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1 degree of nedical certainty?
2 A Yes, | do.
3 MS. BABCOCK: No further questions.
4 SPECI AL MASTER HASTI NGS: Let e foll ow up
5 and ask a question before we have cross. You said: A
6 norrmal i mrune function at the age of three.
7 THE WTNESS: That's correct.
8 SPECI AL MASTER HASTI NGS: What about an
9 earlier age?
10 THE WTNESS: There was no evidence of
11 i mmune dysregulation in nmy opinion before the age of
12 three. But if you' re asking me to eval uate her inmune
13 system the only objective evaluation that | have was
14 at age three, which was nornal.
15 Cinically, in ny opinion, she did not have
16 any evidence of an inmmune abnormality prior to that.
17 SPECI AL MASTER HASTI NGS: You said at the
18 age of three because that's when Dr. Gupta did his
19 wor k- up
20 THE WTNESS: That's correct.
21 SPECI AL MASTER HASTI NGS: But you're al so
22 saying that: throughout the nedical records you | ooked
23 at, you didn't see any clinical evidence of inmne
24 dysfunction at any other tine?
25 THE WTNESS: No, | did not.
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SPECI AL MASTER HASTINGS: Al right. Any
cross for this witness? M. Chin-Caplan?
CROSS- EXAM NATI ON

BY M5. CH N- CAPLAN:

Q Good afternoon, Doctor.

A Good afternoon.

Q You're fromMGII?

A Yes, | am

Q Do you know Dr. WAard and Dr. Fonbonne?

A Yes, | do.

Q Have you worked with thenf

A I've worked with -- well, no, truthfully, |

know who they are. Dr. Ward is an adult

m crobiologist, so |l don't interact with him
clinically. I know him professionally; and Dr.
Formbonne, 1've had some interaction with when he did
his study of the inmune responses in autistic children
because it was done in ny |ab.

It was done as a research study, but using
the services of our lab, so | had sone interaction in
that sense, but, other than that, no.

Q Was your nanme on that study?
A Nope. No, it was not, sorry.
Q But it was done in your |ab?
A It was done in my clinical lab. It was --
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it was incepted and run by Dr. Fonmbonne and Dr. Bruce
Maser, who is ny colleague. but it was not ny
i nception, so my nanme was not on the paper

Q Ckay. Do you know what Dr. Fombonne's role
in this study was?

A I think Dr. Fonmbonne will be testifying.
You can ask him

Q Okay, | shall do that. Doctor, if you take
a | ook at Respondent's Exhibit Z, which contains your
opi nion, under Tab 7, is this the study that you're
referring to, Stern's study?

A Can | have that? Yes.
Dr. Fonbonne is listed on this, correct?
That's correct.

And this study was done in 2005?

> O » O

It was published in 2005. It was actually
done in patients who were accrued in the
i mrunodeficiency clinic between 1996 and 1998. It
says it in the abstract.

Q Do you notice any conflict-of-interest
declarations on this article?

A I will look at the back. GCkay, except for
the fellowship. 1 don't see any, no.

Q Ckay, thank you. Doctor, you were speaking
of Mchelle's inmmune status, and we we're | ooking

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 192 of 222

2248
McCUSKER - CROSS

1 primarily at Dr. Qupta's records, is that true?

2 A That's correct.

3 Q And that would be Petitioners' Exhibit 3,
4 correct?

5 A Yes.

6 Q I would ask you to take a | ook at page 12.
7 A Yes.

8 Q This is the | ynphocyte subsets, is that

9 true?

10 A That's correct.

11 Q And there is an indication that the norna
12 range is that for an adult, is that correct?

13 A That's correct.

14 Q Okay. Doctor, does it indicate that the
15 ratio of CD4/CD8 which is the hel per-suppressor rati o,
16 is 2.24?

17 A That's what it says, yes.

18 Q And the normal range for this | aboratory,
19 for the adults in laboratory?
20 A Ri ght .
21 Q Was .82 to 2.02?
22 A That's correct.
23 Q Okay. Doctor, for the CD20s, which is the
24 total B-cell count, Mchelle's was 21% correct?
25 A That's correct.

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 193 of 222

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

2249
McCUSKER - CROSS

Q An absol ut e nunber 6707

A Yes.

Q Yes. And the nornmal range for this
| aboratory was a high of 16.8%cells.

A The normal range for the adults in this
| aboratory was 16.8 cells.

Q And the high range for this |aboratory, for
t he absol ute numbers, was 4.117

A For the adults, yes?

Q Yes. And the last one would be for the
CD3/ CD6 genes. Was that the normal range for this

| aboratory?

A For the adults, yes, you were correct.
Q If you go to page 13, Doctor.
A Yes.

Q These | ynphocytes transformation mtigens,
do you see any abnornmalities here for this |aboratory?

A Well, again, there is no standardization for
normal ranges, or |ynphocyte proliferations, nothing
is accepted either by the council that accredits
| aboratories, or by the WHO, and it is |aboratory-
specific.

You must always control it with a controlled

sample, so it's difficult to knowthe validity of that
nor mal range.
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Ckay.

A In addition, it appears, although again it's
difficult to evaluate appropriately, that there are
differences between pediatrics and adults. | realize
that a lot of adult doctors see children as little
adults, but they're really not.

Q | tried to say that today.

A They're very different.

Q According to this laboratory, though, do
they have a normal range listed?

A They do, but it's for their adults, so you
can't really use it to evaluate. And | think
although I amnot Dr. Gupta, and | can't tell you what
he was thinking, I would think that, given that his
opi ni on was that her inmune systemwas and | quote
"essentially normal ," if he felt that her ranges were
outside the normfor pediatrics, he would have
conmented on it.

Certainly that's what | would do in ny
| aboratory, and | assune he is as creditable a
physi ci an.

Q Doctor, the question before you was: Are
there normal ranges listed for this |aboratory?

A Yes, there are.

Q For Con A and poke weed mitogens, are they
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within the normal range?
A Not for the adult normal range, no, they are

not .
Q Ckay. Doctor, let's go to page 14. These

are the | ynphocyte transformati on antigens. Am|l

correct?
A Uh- huh.
Q For the munmps virus, is Mchelle's range

within the normal range for this | aboratory?

A For the adults, no.

Q And for C. albicans, is it within the nornal
range for this |laboratory?

A Again, it is not in the normal range for the
adults of this |aboratory.

Q Okay. For the PPD,is it within the normnal
range for this |laboratory?

A No, not for the adults.

But for the tetanus toxoid is it?

The tetanus toxoid is within the norm
range for the adults. | think, you should, though,
meke a small note: The PPD, to ny know edge, M chelle
Cedill 0 never received a BCG vaccination, neither did
she have tubercul osis.

So one woul d not expect her to proliferate
to PPD, regardl ess of what the nornmal range is. And
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it is quite normal, in patients who have never been
exposed to TB, to have no proliferation under those
ci rcunst ances, or not above baseli ne.

So, again, that's part of the problemwith
trying to evaluate these patients based on "nor nal
ranges” because it does depend on what they have seen
intheir lives.

Q Doctor, I'mgoing to put up a slide. This
is the one that was in Dr. Byers' presentation

SPECI AL MASTER HASTI NGS: Just for the
record, it was Slide 6 of Dr. Byers, it |looks |ike
Go ahead.

MS. CHI N- CAPLAN.  Ckay.

BY Ms. CHI N CAPLAN

Q Doctor, as you can see, the UC, which would

be the UC Irvine Laboratory, is all in blue, aml
correct?
A That's correct.

Q Okay. You have indicated that it's not
proper to use adult values for pediatric patients. |Is
that true?

A That's correct.

Q You actually cited in your reports several
aut hors, correct?

A That's correct.
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Q Ckay. And, Doctor --
A It's interesting to know that she calls the

Shearer Report a foreign |aboratory, since it was not
only Anerican but three of the |abs were Californian.

A | think she used that to nean that it's not
UCI, that's to distinguish it fromthe |aboratory that
treated her.

A Ckay.

Q So, Doctor, if you would Iike to look at the
articles that you submitted that's nore than fine
For Hannet, the CD4s/CD8s and the ratio CD4s/CD8s i s
in green?

A That's correct.

Q And that would be what you consider to be
the normal range, correct?

A That is what was available in 1992 for a
nor mal range.

Q Okay. But for the COY20 --

A Coul d you wait one second?

Q Sur e.

A Do we have that article?

SPECI AL MASTER HASTI NGS: What article are
you | ooki ng for, Doctor?
THE WTNESS: | have it here. |It's the

Hannet article. | just want to check what the nunbers
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are here. Go ahead, |I'mon the sane page.
BY M5. CH N CAPLAN

Q So, have we cited this correctly?

A Yes.

Q So, for the CD20 count, though, you went to
Shearer, is that it?

A Yes.

Q And for Shearer, you used the CD4/CD3, the
Ch4s and CD8s ratio, correct?

A That's correct.

Q Al ong with the CD20?

A Uh- huh.

Q But then for Gasperronni, you had different
values for CD4 and CD 8, didn't you?

A | didn't quote Gasperroni in the val ues.

Q Did you quote it in your --

A I"'msorry, | msunderstand your question. |
used, for ny evaluation as a T-B cell nuneration, the
Shearer report for CD4/CD8, and the CD19 that was
avail able in the Shearer reports.

Q Okay. So you're saying that the basis for
the normal values is based in the Shearer report?

A That's correct.

Q Ckay.

A And if you look at ny slide, that conmes from
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Shearer.
Q Ckay.
A I'"ve highlighted it.

Q Ckay. |If we just go to the T-cell function
test, Doctor.

A Sure, where's that.

Q Slide 7 fromDr. Byers' presentation. For
the T-cell function test, you used Stern for the
normal, is that it?

A That's the only one that provided a nornma
range. So, as |'ve explained, there's a significant
problemwith trying to find normal ranges; and nost
studies will not provide a nornmal range. For

proliferation assays, they will always conpare to

control. So you are limted by what is available in -
Q In the literature.
--inthe literature. I'malittle

surprised that nunps was 1.3, when it's listed here as

112. 97, though. So there are sone errors here, or is

she --
Q Munps was 1.2, 1,097 --
A Oh, she's just changed the units?
Q Yes.
A Sorry.
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Ckay.

A But she didn't change the units for PPD
It's inconsistently changed, so that's how | guess
how ny confusion cones, you're right.

Q Doctor, just go to the next slide, which was
Slide 8. You had to go to Traj kovski to find the
normal ranges for the inmmnogl obulin subcl asses,
correct?

A Well, there are actually several different
publications for normal ranges of inmmunogl obulin
subcl asses.

In fact, what I'mtrying to | ook for was the
nmost relevant articles. And because this article
actual |y spoke about nornmals versus children with
autism | chose those normal ranges because it seened
to correlate with the popul ation that we were trying
to | ook at here.

But it doesn't -- those normal ranges are not
outside nornms for age-nmatched controls. | used
Traj kovski's study because it did provide norna
ranges; and because if seened to be reasonable to use
that as a | ook to see whether or not it fit with even
the autistic ranges.

Q Uh- huh.

SPECI AL MASTER HASTINGS: | will note that
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Ms. Chin-Caplan referred to this as Slide 8. It's
Slide 8 of Dr. Byers's presentation.
BY M5. CH N CAPLAN
Q Now, Doctor, if you go to page 15 of

Petitioners' Exhibit 3, which was Dr. Gupta's record.

A | have that, hang on one sec.
Q If you | ook at this.

A VWi ch page, |'msorry?

Q Fifteen.

A Fifteen, yes.

Q If you look at this lab result, is there an

indication that for this lab, 1g& and 1g& were

el evat ed?

A Yes, there is an indication on this page.

Q Ckay.

A But these are not age-specific ranges.

Q Ckay.

A Again, particularly with inmunogl obulin
subcl asses, their formation is devel opnental. So you
see changes in the devel opnent -- the formation of

subcl asses based on age.

So, when | choose the Traj kovski range, |
was choosi ng based on age because it is given for age
in that paper.

Q Ckay. |If you assuned that these el evations
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are proper, are they of any significance to you at
all?

A Not really, in truth. It's really --
| ooked in the literature for a clinically rel evant
di sease associated with an elevation in Ig&
subcl asses, and was |l argely unable to find anything.

I found an increase in Ig& subcl ass
specific anti bodi es associated with certain
i nfections, particularly, as | nentioned before, the
periodontal diseases. But | was unable to find a
significant clinical relevance to I g& el evati ons.

And with respect to g4, isolated | g&4,
haven't heard of anything that is associated
clinically, although it is elevated when -- in
allergic individuals when the 1gGis el evated.

Q VWhat about the conbination of the two being
el evated, the Ig& and --

A | looked for that in the literature. |
didn't really find anything in humans. Wre you able
to find sonething?

Q Wl |, have you seen anything that indicates
that this would nmean a skewi ng of TH2?

A No, not in humans. [1g& is not associated
in humans. It is in mce, but not in humans.

Q Ckay. Doctor, when we go to your report,
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1 Exhibit Z, Tab 11, page 748, that very |ast paragraph
2 A Sorry, |I'mlooking in the wong place.
3 SPECI AL MASTER HASTI NGS: Wat page?
4 M5. CHI N- CAPLAN:. Page 748.
5 SPECI AL MASTER HASTI NGS: Ckay, now whi ch
6 tab agai n?
7 MS. CH N CAPLAN: Tab 11.
8 SPECI AL MASTER HASTI NGS: Ckay, thank you.
9 M5. CH N CAPLAN:  You' re wel cone.
10 SPECI AL MASTER HASTI NGS: Go ahead.
11 BY M5. CH N CAPLAN
12 Q It says: increased serum concentration of
13 1gGs in autism may point towards an underlying auto-
14 i mmune di sorder, and/or enhanced susceptibility to
15 i nfections, resulting in chronic viral infections;
16 whereas, the 1gG subcl ass skewing may refl ect
17 different cytokine- dependent influences on
18 aut oi mmne B-cells and their products.
19 Have | read that correctly?
20 A You have.
21 Q Do you agree with that?
22 A No.
23 Q No?
24 A I haven't found any evidence in the
25 literature that woul d support that subclass changes
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are related to autoi mmunity.

Q Ckay. But this article says it?

A This article postulates it.

Q The one that you cited in support of what
your opi nion.

A The one that | cited to give you, yes, to
gi ve you normal ranges for age.

Q Okay. Now, Doctor, you said that you based
your opinion primarily on the Shearer article that
listed the different normative values for pediatrics?

A Yes.

Q And Doctor Shearer is contained at
Respondent's Exhibit Z, Tab 4.

If we go to page 978, which is the
di scussion, if you go to the right-hand colum for the
sentence that begins: In addition, the range of co-
efficients for |aboratory variables could be |arger
than the range of co-efficients for age groups,
indicating that the difference between the results of
two different |aboratories, analyzing the sane bl ood,
could be larger than the biggest difference between
t he age groups.
Have | read that correctly?
A That's correct, yes.
Q So, Doctor, does that sentence indicate that
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you shoul dn't conpare one | ab's val ues to another
| ab' s val ues?

A It's the recormendation that you stick to
your own validated | ab val ues.

VWhat generally happens is in accredited
| aboratories, you' re given reference sanples. And the
reference sanples are given a certain value, and you
ensure what your variance is over that reference
sanple. But the reference sanples are based on the
publ i shed ranges.

Q But they are recommendi ng that you not use
one | ab value and conpare it to another person's |ab
val ue?

A [ They are recommendi ng that you try and keep
repeated assays within the sane | aboratory. That's
what it says.]

Q Ckay.

A [ Therefore, a pediatric study should use the
same | aboratory for following a patient's results.]

MS. CH N-CAPLAN. Ckay. | don't have any
further questions, Special Master.

SPECI AL MASTER HASTINGS: Al right.

SPECI AL MASTER CAMPBELL- SM TH:  Doct or
McCusker, | just wanted it to be clear because we
heard a couple of ternms that have been used.
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1 | mmune dysfunction, inmune abnormality,
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i mune deficient are all synonynous, but
di sti ngui shabl e from i nmune suppressi on?
THE WTNESS: | wold not use all three of

t hose as synonynous.

SPECI AL MASTER CAMPBELL- SM TH:  Ckay, why
don't you --

THE WTNESS: So i nmune --

SPECI AL MASTER CAMPBELL- SM TH:  Dysfuncti on

THE WTNESS: | nmune dysfunction is one of
those very nebul ous terns that is used when you cannot
make a definition of anything.

You kind of say: Well, there's a
dysfunction. And sonetinmes that's used when you have a
patient, for exanple, when we have a patient who's had
multiple infections. Cdearly, there is sonething that
is not completely right with this child, but all of
our inmmune paraneters are normal .

Essentially, what we're finding now, as our
technol ogy gets better and better, that we're able, in
these kids, to go back when a new i mmunodeficiency is
defined and say: Ah, that's where the child's probl em
iS.

So, because we don't fully understand the
way an inmmune -- all of the defects that are possible
in children, in ternms of the functioning of their
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i mmune systens, sonetines that word is used as kind
of: | think there's sonething going on here, but I
can't put ny finger on it.

| mmune -- what was the second one you used?

SPECI AL MASTER CAMPBELL- SM TH: Abnornmal i ty.

THE WTNESS: | nmune abnormality woul d be
used to define a objective | aboratory abnormality.

SPECI AL MASTER CAMPBELL- SM TH: The sane
with deficient, i mune deficient.

THE WTNESS: | nmune deficient would be used
to bring together the objective |laboratory abnormality
with the clinical abnormality.

So, for example, a patient with the D George
Syndrone mi ght be i mmune deficient because his T-cel
nunbers are low, and clinically, he may have nore
susceptibility to getting a couple nore colds every
year.

He's not truly in danger; he's not
worrisone. But there is sonmething there in his inmune
systemthat is alittle bit nore profound than his
friend down the block with D George Syndrone, whose
i mmune system functions perfectly normally.

They are used in slightly different ways to
convey, | suppose, in a sense, the association with
the clinical and the | aboratory findings.
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SPECI AL MASTER CAMPBELL- SM TH: And each of
those references is distinct frominmno suppression?
THE WTNESS: dassically, immuno
suppr essi on has been used when we use nedications to
suppress the i mMmune system That's often howit is

used at least clinically.

So, if | give a patient corticosteroids, |
know |' m going to be i mmuno suppressi ng them because
know | will be interfering with the ability of their
i mmune systemto function normally.

If | give one of the humani zed nonocl ona
anti bodi es, those specifically knock out or are
designed to knock out or interfere with the function
of a specific area of the inmmne system Those
patients for that area will be inmunodeficient or
i mmuno suppressed.

SPECI AL MASTER CAMPBELL- SM TH.  Thank you
I did have one nore question. Wen you tal ked about
the Di George kids, you've indicated that if you know
that you've got a Di George kid, before you would
adm ni ster an attenuated vaccine, you would wait to
see how they handl ed col ds, infection?

THE WTNESS: Well, DiGeorge is a very
interesting disease. But basically children that do
have thynuses as opposed to the truly athymc
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1 Di Georges, they're called conplete D George, and they
2 have no thynus and they will never have T-cells that

3 function properly.

4 Those that have either a vestigial thynus or
5 a partially forned thynus or an i mmature thymus, they
6 will be able to formT-cells, but their ability to

7 formT-cells is delayed relative to their peers.

8 In truth, they never truly reach, the vast

9 majority, not all, some do, reach normal |evels of T-
10 cell nunbers. So, their T and B-cell nunerations,

11 will always be slightly bel ow nornal .

12 Because we don't know where on the spectrum
13 an individual child is, are they sort of pretty close
14 to conplete D George, but not quite there; or are they
15 really -- they have a normal, fully functioning

16 thynmus. Because we don't know that, and because

17 vaccines are things that you use to prevent disease,
18 but because herd inmunity will protect a given

19 i ndi vidual child, the risk-versus-benefits under those
20 circunmstances, don't fall on vaccinating these kids
21 because we just don't know where on the spectrumthey
22 are.
23 But, things being what they are, many, nany
24 children with Di George have been vacci nated; and we
25 have i mmune paraneters that tell us what their immne
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systenms | ook like, and their imune systens are stil
depressed. Yet, they are able to functionally conbat
and clear the live viral vaccines.

So, you know, it's one of those things
where, if | know sonething, to actively give a virus
isnot, I think, in the child s best interest. But if
it's already been done, we can study it. W can | ook
at it, and we'd say: Ww, |ook, even with these | ow T-
cells, and this depressed function, this child was
able to clear this. Don't let it happen again.

SPECI AL MASTER HASTINGS: Al right. | have
a question for you, Dr. MCusker.

Dr. Byers, in the slides that you just went
over a few mnutes ago with M. Chin-Caplan, her
testinony was that: Because of great variances in
| aboratories, and I'm summari zi ng her testinony to
mean better to use the normal ranges fromthe UC
I rvine Laboratory, even though they included adults,
than to use a pediatric range from sone other
| abor at ory.

How do you respond to that?

THE WTNESS: Well, in truth, that would
definitely not be considered, in ny opinion, standard-
of -care

It's not that they included adults, they're
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adul t ranges. Adul ts' i mrune systens are very
different fromchildren. |[If you took a neonate, a

newborn child, and you applied adult ranges, al
neonates woul d have an abnormal imMmune system That
is clearly not the case.

In that situation, yes, there are sone
variations that can occur between |aboratories. There
are always ranges of error. But when you have, for
exanple, as in the Shearer report, 807 children, you
are able to get a decent range that is at |east better
than an adult range for a two-year old. Because they
do not reflect the child' s i mune systemat all

SPECI AL MASTER HASTI NGS: So, in your
opi ni on, the best would be a normal range for children
in the | aboratory in question, that would be the best,
if you had such a thing.

THE WTNESS: In truth: Ideally, the best is
an accredited laboratory that perforns regular QA
And if their ranges do not match the ranges that are
supplied by the accreditation service, whether -- in
the U S it's the FDA;, or, in Canada, we have our own
| aboratory accreditati on services.

If they don't match, you figure out what's
wong with your lab. But, ideally, you have a |l ab
where you can check it. You can take a blind sanple
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you can check it, and make sure that you're right.
That' s i deal
The best thing, | guess, would be ranges for

age fromthat laboratory. Although, in truth, when
you | ook at 807 patients and you know what the ranges
are, that's a very good indication of what is within
normal . Because, again, we're tal king about snall
variations. W're not tal king about this child having
sky-hi gh CD4s, or unbelievably depressed CD8s. W're
tal king about a snmall variation, which, in my mnd,
even at the best, would not be considered clinically
rel evant.

However, the ideal world, make your lab run
properly, accredit it properly, and do the proper
qual ity assurance to ensure that your range is fit
with what is published and what is acceptable.

If that doesn't work, then, | guess, you
have to go about making your own ranges. but that
woul d be nmore difficult because it's got to be
popul ati on based.

SPECI AL MASTER HASTINGS: Al right.

SPECI AL MASTER VO/AELL: That was the
question for me. Let's assunme for a noment that the
normal values in Mchelle's work-ups were children.
Let's assune that.

Heri tage Reporting Corporation
(202) 628-4888



Case 1:98-vv-00916-TCW Document 236 Filed 04/29/08 Page 214 of 222

2269
McCUSKER - CROSS

1 THE WTNESS: Uh-huh

2 SPECI AL MASTER VOWNELL: And Dr. Gupta is

3 obvi ously an i munol ogi st, or he's the director of the
4 i mrunol ogy | aboratory at UC Irvine. Wuld he have

5 said, given then, that many of her |aboratory val ues

6 are out of range, woul d he have said what he did.

7 Let me rephrase this: Wuld a conpetent

8 i mmunol ogi st have said: Ch, this is nothing to worry

9 about ?

10 You quoted himdirectly, what essentially he
11 sai d.

12 THE WTNESS: Let me just take one quick

13 | ook at the ranges before |I answer that question.

14 SPECI AL MASTER CAMPBELL- SM TH:  Ckay.

15 THE WTNESS: Because | don't want to give
16 you the wong information. That would be Tab 3.

17 SPECI AL MASTER CAMPBELL-SM TH:  |'m sorry,
18 don't have his statenment here.

19 THE WTNESS: No, | have it here. The only
20 reason -- | just want to | ook
21 | nean, truthfully, when | |ooked at those
22 val ues, given that | sign these things out all the
23 time, | |ooked and said: Onh, that's normal, and |
24 didn"t -- and then | went and started reading the
25 reports; and then had to figure out where the
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McCUSKER - CROSS
"abnornmalities" were conming from
So ny feeling is that: If | saw these
nunbers, | would say this is a normal child' s i mune

system even given the ranges. And | woul d expect
that anyone who has had any experience in quality
assurance for flow cytonetry would do the sane.

| don't know if that hel ps you.

SPECI AL MASTER CAMPBELL-SM TH: So it
doesn't nmatter whether they apply the adult ranges to
the child ranges in --

THE WTNESS: It's always a bad thing to
apply the adult ranges.

SPECI AL MASTER CAMPBELL- SM TH:  Yes.

THE WTNESS: And | realize that there are
vari ances between | abs, but all the |abs use the
publ i shed ranges. W all do quality assurance.

SPECI AL MASTER HASTINGS: If | understand
what you just said: You re presuming that Dr. CGupta
did what you did. Just |look at the nunbers, and say
that | ooks nornal, that |ooks normal, that | ooks
norrmal w thout ever |ooking over to the right to the
adult range because he already knew what the pediatric
range was?

THE WTNESS: | can't speak for Dr. Gupta,
but that's what | did.
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McCUSKER - FURTHER CROSS
1 SPECI AL MASTER HASTINGS: Al right.
2 THE WTNESS: | know that he has a robust
3 clinical lab, so he probably signs these things out as
4 regularly as | do, probably nore regularly, a bigger
5 cat chnment area. I was not surprised by his
6 eval uation of her inmmune system H s concl usion,
7 sorry.
8 SPECI AL MASTER HASTI NGS: Okay. Any
9 redirect for this wtness?
10 V5. BABCOCK: No.
11 SPECI AL MASTER HASTI NGS:  Anyt hing further
12 based on our questions?
13 MS. CH N- CAPLAN:  Just a few questi ons.
14 FURTHER CROSS- EXAM NATI ON
15 BY M5. CHI N- CAPLAN:
16 Q Dr. MCusker, are you aware that Dr. Qupta
17 has actually published an article about THL and TH2
18 cytokines in CD4/CD8 T-cells in autisnf
19 A | have a nenory of that article, but |I don't
20 have it here at ny fingertips.
21 Q Let ne refer you to Fujinam, Respondent's
22 Exhibit R, Attachnent 22.
23 A Yes?
24 Q Doctor, in this article, does he indicate
25 that there is a skewing of THL, TH2 cytokines in
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McCUSKER - FURTHER CROSS
autistic children?
A You will have to give ne a mnute to read
it.
Q Al right, go ahead.
A VWhat he concludes -- | nean you have to

realize this was done in 1998

So what they |ooked at in this study was --
they | ooked at the percentage of cells that were
positive for IL4, CD4 positive, 1L4 cell

And the percentage of interferon ganma-

producing cells and showed that there was a -- |'m
sorry. Let me just -- if | could just scan a research
article. I'msorry.

VWhat they found was that there was nore |L4-
producing cells conpared with interferon ganmma-
produci ng cells.

Sylvia Chin-Caplan: And IL4 is a TH2?

THE WTNESS: L4 is a TH 2 cyt okine.

Al t hough they had a snmall popul ation of 20 patients,
and their P value only just reached statistica
signi ficance.

So you woul d actual ly, probably suggest that
this is nore of a trend because it barely reached
significance in this popul ation.

/11
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McCUSKER - FURTHER CROSS
Syl via Chi n-Capl an: Ckay.
THE WTNESS: | just need to see one thing

Syl via Chin-Capl an: Ckay.

(Pause.)

THE WTNESS: Yes, they didn't |ook at any
of the other cytokines associated with TH2. And they
didn"t look at any of the intercellular cytokines that
you'd find with TH2.

So, a preponderance of IL4 is there, but
it's not huge.

Syl via Chin-Caplan: GCkay. And Mchelle was
seen in 1997, was that it?

THE W TNESS: Uh- huh

Sylvia Chin-Caplan: And this article was
witten in 1998?

THE WTNESS: No, it was published in 1998
If you | ook at when -- oh, they don't do it. Oh,
here. It was received November 1997

Syl via Chin-Caplan: Ckay. Thank you,
Doct or .

THE WTNESS: So, in fact, | guess one would
hypot hesi ze that he woul d have been able to assess the
IL4 for capacity for Mchelle at that time, but did
not .

Syl via Chi n-Capl an: Thank you,
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McCUSKER - REDI RECT

Doct or .

SPECI AL MASTER HASTI NGS: Not hing further?

Syl via Chin-Caplan: Nothing further.

SPECI AL MASTER HASTI NGS: Not hi ng further
for this wtness?

M5. BABCOCK: Just briefly.

SPECI AL MASTER HASTI NGS: kay.

REDI RECT EXAM NATI ON

BY M5. BABCOCK

Q So, as Ms. Chin-Caplan just asked you, Dr.
Gupta published on the topic of TH2 skew ng?

A Yes.

Q So we can assune this is sonething that he
woul d have recogni zed in evaluating an inmunol ogi cal
eval uation on a child?

A I woul d have expected so if he felt it was
i nportant.

Q And Dr. Gupta's conclusions about Mchelle
was that she was normal ?

A That's correct.

MS. BABCOCK: | have no further questions.
MS. CH N- CAPLAN:  Just one briefly.
SPECI AL MASTER HASTINGS: Al right.

11

/11
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McCUSKER - RECROSS
1 RECROSS- EXAM NATI ON
2 BY M5. CHI N- CAPLAN
3 Q Doctor, the term nology that Dr. Qupta used
4 was al nbost normal, didn't he?
5 A Yes.
6 M5. CH N CAPLAN:. Thank you.
7 (Wtness excused.)
8 SPECI AL MASTER HASTINGS: Al right. So
9 does that conclude the witnesses for today?
10 MR, MATANCSKI: Yes, sir, it does.
11 SPECI AL MASTER HASTINGS: Al right. W are
12 going to conclude for the day now.
13 Just, especially for those listening in, let
14 me remnd you, as | said earlier today, that we are
15 going to be starting with the phone conference a bhit
16 |late tonmorrow. We are going to be taking one wtness
17 who will not be avail able via phone conferencing,
18 al though the testinmony of that witness will be
19 avail able on the transcript.
20 So tonorrow norning, we will be starting the
21 conference call at 9:30 a.m, or sone tinme shortly
22 t hereafter.
23 So we are adjourned for today.
24 MR, MATANCSKI :  Thank you, sir.
25 /11
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2276
(Whereupon, at 2:48 p.m, the hearing in the

above-entitled matter was adjourned, to reconvene
Fri day, June 22, 2007, at 9:30 a.m)
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