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o N
2 PROCEEDI NGS
3 7:31 a.m
T
5 CERTI FI ED STENOGRAPHER: On the
6 stenographic record at 7:31 a. m
7 Good norning. M nane is Rich
8 Gernobsen. | ama certified stenographic
9 reporter. M license is avail able for
10 i nspecti on.
11 (Whereupon, the Certified
12 St enogr aphi ¢ Reporter adm nistered the oath to
13 the wi tness.)
14
15 ALFRED | . NEUGUT, M D., Ph.D., MPH,
16 (wi tness produced a New Jersey driver's license),
17 585 West Engl ewood Avenue, Teaneck, New Jersey 07666,
18 havi ng been first duly sworn or affirned, was
19 exam ned and testified as foll ows:
20 EXAM NATI ON BY ATTORNEY McCORM CK:
21 BY ATTORNEY McCORM CK:
22 Q Good norning, Dr. Neugut.
23 My nanme is Madel yn McCorm ck, and |
24 represent patent owner Johns Hopkins in this
25 proceedi ng, and | have sone questions for you
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t oday, okay?

A Yes.

Q Before we start, I'mgoing to go
over the ground rules for this deposition.

You understand that you are under

oath; correct?

A Yes.

Q You understand that neans you have
to tell the truth, the whole truth, and

not hing but the truth; correct?

A Sure.

Q And you'll do that today; correct?
A Yes.

Q You al so understand that the

testi nony you give today is just as inportant
as if you were in a courtroomin front of a
j udge; correct?

A Yes.

Q So you understand that you nust
give truthful, conplete, and accurate

testi nony today; correct?

A Yes.
Q And you'll do that today; correct?
ATTORNEY RATLIFF: | object to the form

of the questi on.
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Q You can answer it, Dr. Neugut.
A Yes.
Q If you don't understand ny

guestion, please |let ne know, okay?

A Yes.

Q So if you answer a question, it's
fair for me to assune that you understood the
guestion; correct?

A Yes.

Q If you ever want to take back
change, or nodify an answer that you gave
t oday, please |let ne know, okay?

A Yes.

Q We'l|l take a break about every
hour, okay?

A. Ckay.

Q If you ever feel |like you need to
take a break sooner, please |let ne know and
"Il et you take that break, okay?

A. Thank you.

Q Is there any reason, nedical or
ot herwi se, why you cannot give truthful
conpl ete, and accurate testinony today?

A No.

Q You requested that we start this

10
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deposition early today; correct?
A Yes.
Q Wiy is that?

A. So | can get out early. No other
reason than that. | thought it was going to
run | ate.

Also, | don't want -- | won't

easily be avail able for another day, and if
you wanted to run over, it would be sonewhat
difficult. | thought it would be difficult to
run to another day. M. Ratliff replied to ne
that it was a possibility it mght run to
another day. | don't know if you had nore
guestions or that was a possibility. The
truth is | could do another day, but it would
be difficult for me, and | didn't want -- |
wanted to mnimze the possibility that we

woul d need an alternative day or a second day.

Q Great. | appreciate that.
Just so you know, | hope to finish
today, so we'll do our best to do that.
A That's fine.
Q Did you al so request not to be

vi deo recorded today?

A No.

11
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Q So just so we can establish sone
common term nology today, if | use the term
"MBl," will you understand that I'mreferring

to mcrosatellite instability?

A Yes.
Q What is mcrosatellite instability?
A. Mcrosatellite instability is a

mar ker that is present on tunors which
reflects an abnormality which stens from
what's called a m smatch repair and --

(Carification requested by the
st enogr apher.)

A Whi ch stens from m smatch repair
and is present on a fraction of tunors.

Q If | use the term"DMVR " will you
understand that I'mreferring to m snatch
repair deficient?

A Yes.

Q And if | use the term"CRC," w ||

you understand I'mreferring to col orectal

cancer ?
A Yes.
Q And can we al so agree for

efficiency sake that if | say MSI high, it

w Il enconpass DMVR as wel | ?

12
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A | will understand that the two
terns are for practical purposes synonynous.

Q And if you ever want to distinguish
bet ween the two, please let me know in ny
guesti on.

A | would use the terns
I nt er changeably as wel | .

Q G eat.

Dr. Neugut, you're a clinical

oncol ogi st; correct?

A Yes.

Q You're an epi dem ol ogi st as wel | ?
A Yes.

Q You treat cancer patients; correct?
A Yes.

Q Do you treat CRC patients?

A Yes.

Q About how much of your practice

woul d you say is treating CRC patients versus
ot her types of cancer patients?

A 80 to 90 percent.

Q So nost of the patients that you're
treating are CRC patients?

A Yes.

Q Do you treat patients with

13
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met astati ¢ CRC?

A. Yes.
Q What does netastatic nmean?
A. Met astati c neans that the tunor has

spread from beyond the original site of origin
fromthe colon or the rectumand has spread to
di stant organs, the liver, the lung, or other
sites in the body.

Q And netastatic disease is sonething

di fferent than neasurabl e di sease; is that

right?
A Yes, they're different terns, yes.
Q What is the difference between the

two terns "netastatic disease" and "neasurabl e
di sease"?

A. VWll, the truth, they're -- it's
total different terns. | mean, neasurabl e
nmeans it's a termthat's used -- netastatic |
al ready defined, and neasurable neans -- is a
termthat's used for assessing the progress of
treatnment for patients. |[If you want to know
how a patient is responding to therapy, then
we utilize -- we nmeasure the tunors to see if
t hey' ve shrunk or if they've gotten |arger,

and to do that we literally put calipers on

14
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them or do sonething of simlar sorts to see
if they've gotten bigger or snmaller.

Not every tunor is neasurable. W
have to have sort of a clear tunor, |like a
[ unp, or on a radiograph, a tunor which is
circular, or sonmething like that where it's
clearly outlined on the radi ograph so that you
can nmeasure it. Sone forns of tunor are not
easily neasurable. So although it's
nmeasur abl e, al though they nay be netastatic
di sease, they would not necessarily be
nmeasur abl e, but that's what neasurabl e neans.

In the context of -- so in
day-to-day clinical oncol ogy, we utilize
measur abl e di sease in that fashion. |It's
al nost always a requirenent in trials, because
intrials you want to assess progress of
treatnment. It's alnpbst always a criterion in
solid -- we're tal king about solid tunor
oncol ogy to determ ne how a patient is
responding to treatnent.

Q So is it true that neasurable

cancer refers to a cancer that has a m ni mum
si ze?

ATTORNEY RATLIFF: | object to the form

15
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of the questi on.

A | don't know what m ninmum si ze
nmeans.

Q So there has to be some anmount of
t he cancer on the radi ograph, for instance,
that you can neasure in order for it to be
consi dered neasur abl e di sease; correct?

A Yes, there has to be -- it has to
be visible, and as | said, it has to be
nmeasur abl e. You can neasure every -- not
every tunor is nmeasurable.

Q What do you nean by that? Can you
give ne an exanpl e?

A So if a patient has what's called a
pl eural effusion, a pleural effusionis a
fluid around the lung. So that's
nmetastatic -- |I'mtal king about pleural, a
pl eural effusion stemmng fromthe tunor, so
that is -- that may be -- that's netastatic
di sease. It's netastasized fromthe tunor,
and it would nmake a patient stage four or
netastati c di sease, but you can't neasure
fluid i ke that. You could not put calipers
on it and say how big it is and things Iike

that or neasure its progression easily in a

16
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guantitative way.

So that would not -- if that was
the only site of the disease a patient had, it
woul d not be possible to nake a cl ear-cut
quantitative assessment to progress or
regression using that. You could say
sonething, |I don't know, estimted, or you
could say, Well, it got alittle better. It
got alittle worse, but you could not nmake a
nmeasur abl e assessnent exactly how nuch bi gger
or how nuch smaller it got. So that would be
an exanpl e of nonneasurabl e netastatic
di sease.

Q Great. Thank you.

Dr. Neugut, have you ever conducted
a clinical trial for a cancer therapy?

A. | have participated in innunerable
clinical trials, either as putting patients
into themor as a co-investigator, but | can
only think of one or two where |I've actually
been one of the PIs. It's not ny primary area
of interest as a researcher. So | don't
normally -- | don't normally conduct clinica
trials as my main activity.

Q What is your primary area of

17
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interest for research?

A. | do two things. | do -- I'ma
cancer epidemologist. So | do studies that
focus on cancer etiology and cancer
prevention, why you get cancer, causes of
cancer, and things like that, and then
stemmng fromthat, how to prevent those
causes, and how to reduce cancer occurrence
related to that. So that has been, fromthe
start of ny career, the main focus of ny
research career

For the last 20 years, | would say
| al so have done what's called health outcones
research. So health outcones research is the
application of epidem ol ogi c nmethodol ogy to
clinical questions. So it uses the sane
statistical and study design nethods that we
use in epidem ol ogy, but rather than
addr essi ng ideol ogic questions, like is used
in classical epidemology, it addresses
guestions in clinical nedicine.

So, for exanple, what |'ve studied
is quality of care in oncology. |If soneone is
supposed to get, for exanple, in stage three

col on cancer adjuvant therapy for their colon

18
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cancer. Do people with stage three col on
cancer get the treatnent they're supposed to
get. If they don't get it, why don't they get
it? Wi doesn't get it? Is it because of
soci oeconom c reasons, age, conorbidities,
race and ethnicity, where they |live, access to
care, issues |like those kind of questions,
again, addressing quality of care. 1've been
very involved in questions |ike nedication
adherence, who doesn't take their pills, you'd
be astounded at how big a probl em nedi cation
adherence is in general in nedicine and in
oncol ogy as well, and questions of that sort.
So that has been a major issue for
me or major area that |'ve addressed in
oncol ogy. And, by the way, even with regard
to drugs, |ike penbrolizumb and
i mmunot herapy, | just had an editorial in JCO
whi ch | ooked at the use of i nmmunotherapy and
patients near the end of life and its use or
m suse and questions |ike that. So again,
questions addressing like that in quality of
care in oncology in particular. And nore
recently, again, if you' re asking what | do,

which I'm happy to tal k about, |'ve been

19
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mai nly studying al so cancer in Africa who gets
treated, how care is given in cancer in

Sub- Saharan Africa, particularly with regard
to HV and H V positive versus H 'V negative
patients, how that affects care and questions
like that, so |I've been doing that for about
15 years.

Q It sounds |ike you do a | ot of
i nportant work, Dr. Neugut. Thank you for
t hat .

So | just want to nmake sure that |
under st and.

A Uh- huh.

Q So one of your primary areas of
research interest is cancer epidem ol ogy, so
prevention of cancer. Did | get that right?

ATTORNEY RATLIFF: | object to the form
of the question.

A Yes.

Q And t hen anot her area of your
primary interests for research is researching
questions in clinical medicine regarding
quality of care; is that right?

A Yes.

Q And then another nore recent,

20
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al t hough you' ve been doing it for 15 years,
primary area of research interest is studying

cancer in Africa; correct?

A Yes.
Q Any other primary research
i nterests?
A. If you | ook back over ny 40-year

career, the answer is | did have a | ot of
interest in what is called multiple primry
cancers, that is the occurrence of nore than
one cancer in individuals, which is a mjor
occurrence, probably 15 percent of patients
get nore than one cancer or sonething |ike
that. So |'ve studied that extensively as
well. | think I'd be considered a ngjor
expert on that subject. | actually have a
book on it, it's on Amazon if you want to buy
a copy. So | would consider that another
maj or area of interest.

|'ve witten over 800 papers, so
there is a lot sprinkled in there, where |'ve
had about 80 or 100 postdocs or graduate
students. So I've worked with themon a whol e
range of topics. So again, |'ve been involved

in research on any nunber of things, which has

21
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really been nme collaborating with the fell ows
and postdocs. So | have publications on any
nunber of other topics, which are different
fromthe three or four areas |'ve just
described as ny -- 1'Il call ny personal areas
of research interest.

Q You said that you were a Pl on one

or two clinical studies?

A Uh- huh.

Q Is that right?

A Yes.

Q And what do you nean by PI?
A Princi pal investigator.

Q And what's the role of a principa
i nvestigator on a clinical study?
ATTORNEY RATLIFF: | object to the form
of the questi on.

A. It's a person who is in charge of

Q Does the principal investigator
design the study?

A Agai n, nost studies that |
participate in are nultiperson things, and so
it's hard to say soneti nes who does what.

So these are group efforts, and so

22
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who exactly to say design is a | oaded word.
Let's say the person who nay have had the
i dea, the person who is the senior person and
is over the junior person who had the idea.
It's hard to say sonetinmes who is the -- who
is responsible and who is -- if you tal k about
a Pl and who is really doing what, it's
sonetinmes a little blurry or anbi guous, but
the PI, the principal investigator, is
general ly the person who is responsible for --
overall for finances, for submtting the grant
for the contract or -- which is ultimtely
generated for the grant, for the publications
that stemfromit, for telling everybody what
to do and all of that. Their nane is the one
that signs the proposal or the contract or the
grant or whatever. Again, exactly who really
does what? That's -- as | say, that nay be a
[ittle -- alittle nore difficult to discern,
but the Pl is the one whose nane is at the
bottomline overall and who is responsi bl e.

Q Those one or two clinical studies
where you had the in-charge role as PI, at a
hi gh |l evel, what were those studies about?

A | did a random zed trial. | told

23
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you one of ny interests was nedication
adherence. So | did a random zed trial at
SWOG SWOGis -- nmany trials in oncology are
done in what are called cooperative groups. |
don't know if you're famliar with that or if
you need nme to explain? Do you need ne to
expl ain what a cooperative group is?

Q No, that's fine. And I'mreally

just asking like generally --

A. Ckay.

Q -- what those clinical studies --
A Yeah.

Q -- you' re studying?

A So it was a trial to see if sending

text nmessages to patients who were taking an
oral nedication, sending themtext nessages
woul d enhance their adherence to the drug.
Tanoxi fen, wonen take tanoxifen for breast
cancer for five years. |t turns out nore than
50 percent of wonen stopped taking the drug

al ong the way, which is real negative. It's a
very efficacious drug, so we did a random zed
trial to see if by sending themtext nessages
two or three tines a week, that woul d enhance

t he adherence of their conpliance wth taking

24
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t he nmedi cati on.
They got a text nessage: Tanoxifen

is good for you. Keep taking it. Good
girl -- well, not girl. Good woman or
what ever. You know, and do that for -- and
t hen nmeasuring their adherence to the drug to
see if it would help, and while the other was
a random zed trial, the second half of the
group -- second armdidn't get text nessages,
and then after three years to see if there was
enhanced use of the tanoxifen in the text
nmessage group.

Q And did you know t he outcone of
that trial before you got the results?

A How woul d | know t he outcone of the
trial before | got the results?

Q So fair to say you didn't know the
outconme until you got the results; right?

A. Ri ght .

Q And then what was the other tria

that you were a PI for, just again at a high

| evel ?

A. Ch. |I'mnot renenbering it as |
sit here.

Q Was it epidem ol ogy-rel ated?
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A Al so prevention trial. So again,
we do prevention trials, but |'m not

remenbering exactly what it was at the tine.

Q That's fine.
A It's quite awhil e ago.
Q G eat.

So have you ever designed a
clinical trial for testing a cancer therapy?

A. | haven't been the Pl predom nant.
| ve hel ped sone of ny fellows or students
with witing the protocols for it, but |
haven't personally been the Pl at such a
trial.

Q So have you devel oped a net hod of
treatnment for use in a clinical trial testing
a cancer therapy?

ATTORNEY RATLIFF: | object to the form
of the question.

A. | don't know what the question
neans.

Q Fair enough

I"mtrying to ask if you have cone
up with a novel nethod of treating cancer
bef or e?

ATTORNEY RATLIFF: If that's the
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guestion, | object to the formof the
guesti on.

A. | can't recall ever doing that, no.

Q I n your experience, you' re aware
that clinical -- cancer trials can fail;
correct?

ATTORNEY RATLIFF: | object to the form
of the question.

A ["msorry, |I'maware that what?

Q You're aware that clinical cancer
trials can fail?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. What do you nean by "fail"?

Q So clinical cancer trials cannot
nmeet primary endpoints; correct?

A. Again, |'mnot sure we're using
termnology in the sane way. | nean, to ne, a
trial is supposed to answer a question does a
drug reduce nortality. So if a trial is
conducted and the drug does not reduce
nortality, to ne, that was a successful trial.

| don't know if you call that a
failure or if you don't call that a failure.

| call that a good trial because it answered
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the question that the trial was designed to
answer. So | don't know if that answers your
guesti on.

Q So what do you call it, just
because you have the term nol ogy obviously
that I do not, if a trial is conducted and the
drug does not reduce nortality, presunably
that didn't neet the primary endpoint if that
was the point of the study; correct?

ATTORNEY RATLIFF: | object to the form
of those questions.

A Well, again, so if you ask ne --
when you say a drug -- a trial failed, that
nmeans to nme that you tried to do a trial and
you were unsuccessful in being able to conduct
atrial.

So let's say when you do a trial,
you have a recruitnent goal based on
statistical power and issues of that sort. So
let's say you wanted to recruit 100 patients
and random ze 50 to an arm but for whatever
reason you couldn't find 100 patients who net
eligibility criteria and you only found 60, so
you had to discontinue the trial, you know,

hal fway through or whatever it was, to ne,
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that was a failed trial, the trial failed. So
you couldn't finishit. So that to ne is a
failed trial

So when you ask the question,
that's what | saw as failure, but to nme, when
you conduct a trial, you ask a question, Does
a drug inprove nortality or does it not
i nmprove nortality, in which you then recruit
100 patients, you random ze 50 to arm A and 50
to pl acebo, and then you conduct a trial, and
at the end you get a clear-cut answer, Yes, it
does inprove nortality, or no, it does not
inprove nortality. You ve got an answer, a
clear answer. That was a great trial, and if
t he answer was no, okay, tough, but -- and
maybe the drug conpany is not happy because
they wanted it to be positive, but at | east
t hey got a good answer and now they can go on
and, you know, take the drug to sone ot her
tunor or do sonething else with the drug or
not waste nore noney on devel opi ng the drug
further, but they got a clear answer and they
shoul d be pleased -- in ny mnd, they shoul d
be pleased with the trial and happy with it.

VWhat's an unsuccessful trial is
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either that you couldn't finish the trial or
you get an anbi guous answer where it's sort
of, Well, it got a trend to a positive answer.
That sonetimes occurs. It was a .08, they'l]|
say, or this or that, and at the end, they'l]l
argue over whether it was positive or not. It
was positive in a subgroup or, you know,
things like that. So then you end up not
know ng what the result was, and that's --
that's to nme, an unsuccessful trial and a
trial that gives difficulty to the
investigators and to the -- again, |I'll say
the drug conpany, if we're tal king about drug
conpany trials.
So that's when you do have a

probl em because then you don't know -- you
don't know what to do. Should we dunp the
drug or should you exalt the drug. You don't
know what to do after that, and that's the
problemin a trial, not -- a good no is a good
no. That's great, you know.

Q So | want to ask you about these
good no trials.

A Uh- huh.

Q How woul d you tal k about those?
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Like is there a phrase we can use for that
kind of trial?
ATTORNEY RATLIFF: | object to the form

of the question.

A Negati ve.

Q Negative trial?

A. Not negative trial. Well, a trial
that got a negative result. | mean, you know,

trials either get a positive result or a
negative result. If the experinental drug,
the experinental arm it could be a drug, it
coul d be a conbi nation regi nen, or whatever it
is, if the intervention, you know, the
experimental intervention, it can either be
positive in ternms of say in conparison to the
conparison arm if it inproved the outcone,
what ever the outcone was. So that's a
positive result.

If it was negative, if it was
negative, now you can also get a null result.
So that -- so here actually there is anbiguity
in the way -- so we're tal king about anbiguity
in the way people talk. People don't talk
correctly. |I'mtalking about mny coll eagues.

Everyone uses terns incorrectly, and |I'm

31



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

t al ki ng about other oncol ogi sts.

So let us say arm A versus arm B,
the two arns have the sanme outcone in terns of
survival. So they'll call that a negative

study, and that has a negative result. That's

the incorrect term It's not negative. It's
null. Again, speaking as an epi dem ol ogi st
and study design expert, |I'll give nyself that

designation, the truth is, but the correct
termis a null result, N UL-L.

A negative, a negative result
really means that arm B, the control arm was
better than arm A, than the intervention arm
because you can just as well -- if you're
conparing treatnent Ato treatnent B, you can
just as well have treatnent B be better than
armA, and what are you going to call that?
The answer is that's a negative result, that
that's negative. That treatnent B beat, if
you want to use that word, that treatnment B
was better than arm A That's a negative
result.

So when the two survival curves
overl ap each other, that's a null result. The

truth is that in real life, in day-to-day
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practice, at neetings, or whatever, if armA
and arm B overlie each other and are the saneg,
everyone calls that negative in day-to-day

term nol ogy or nonenclature, but technically

they're incorrect. It should be -- the
correct termshould be null, and it's negative
when the other armis better than -- you know,

i nproves survival conpared to arm A, which can
happen, which can happen.

Q kay. Geat.

So | want to nmake sure that we use
the correct termnology today. So a trial
with a negative result neans that the contro
armdid -- had better results than the
i ntervention arnf

ATTORNEY RATLI FF: Let the counsel
finish her question.

If you finished your question, | object
to the formof the question.

A. So a negative result neans that,
yes, that the control arminproves survival,
let's say we're tal king about survival as the
outcone, relative to the experinental one.

Q And a null result froma clinica

trial is that the intervention arm and the
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control arns performthe sane?
ATTORNEY RATLIFF: | object to the form
of the questi on.
A Yes.
Q So clinical trials can have
negative results; correct?
ATTORNEY RATLIFF: | object to the form

of the question.

A Yes.

Q And clinical trials in oncol ogy can
have null results as well; right?

A Yes. Again, | just want to make
clear that inreal life, and | don't even know

howit's witten in the actual articles, |
mean, if you read the articles, you know, the
descriptions of the trials in journals, |

don't know if you see the word "null"

utilized. They will refer to them as negative
results if the two arns overlap each other and
are simlar.

Agai n, maybe |' m being overly
technical, you know, as an epi dem ol ogi st and
quasi statistician, but I'msinply saying that
that's -- those are the correct ways to

address it, because otherw se, what would a
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clinical trialist say about if its control arm
beat out his experinental arn? How would he
refer to that? And the answer is that's so
far fromhis -- that's so far fromhis
t houghts, he doesn't anticipate it, so far out
of his way of thinking that he doesn't think
about it. So he doesn't care about it.
Q In your experience, do clinical

trials in oncol ogy get negative results often?

ATTORNEY RATLIFF: | object to the form

of the questi on.

A. Not often, but occasionally, and
again, we would have to broaden our -- broaden
our universe of what we call "clinical trials

i n oncol ogy. "

If you refer solely to drug trials,
then the answer is not that often, but if you
expand the definition, and I would, to, for
exanpl e, supportive care trials, let's say of
antienmetics or pain drugs or things |like that
as opposed to purely therapeutic drugs, then
the answer is yes, then you start to see an
occasi onal conparison armthat goes the other
way.

Don't forget, there was controversy
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over the use of the p-value -- of a two-sided
p-val ue, again, | don't know how nuch
statistics you know -- are you famliar with

statistics?

Q Enough to know what a p-val ue is.

A. Vell -- so there are p-val ues that
are two-sided as opposed to one-sided. Are
you famliar with that concept?

Q (I ndicating.)

A. Yeah. So not infrequently in the
past investigators tried -- did use and want ed
to use one-sided p-val ues, because by using
one-si ded p-val ues they woul d get away with
using fewer subjects in their trials, so you
didn't have to utilize as nmany patients in a
trial.

The problemis if you use a
one-sided p-value, it elimnates the ability
to see if the conparison armis better than
the experinmental arm So they would m ss
occasionally seeing the ability of the
conpari son armto be better than the
experinental arm and ultinmately, the journal
editors and the powers that be deci ded that

this was not -- this was not a good way to do
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trials.

So now, no one wll allow a trial
to be conducted w thout having a two-sided
p-value, and if you have to then recruit nore
subjects in order to fulfill the necessity of
havi ng a two-si ded p-val ue, tough on you, and
that's precisely because they wanted to all ow
for the possibility that the conparison arm
the control arm would be better than the
experinental arm

So that's why we have al ways now
t wo-si ded p-values. | nean, we'll never see a
paper anynore, a study, or a trial without a
t wo- si ded p-val ue exactly for that reason.

Q You had nentioned experinental arm
and | wanted to ask you about that.

The clinical trials are
experinments; right?

A Yes.
Q Clinical trials are testing a
hypot hesi s about what m ght work?
ATTORNEY RATLIFF: | object to the form
of the questi on.
A They should be. | nean, so they

don't all, but it depends on what kind of a

37



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

clinical trial you have.

Q So if you can help ne just at a
very high level, what is a Phase |I clinica
trial?

A So a Phase | clinical trial does
not have a hypothesis. So it's not truly an
experinent, at least in the way | would define
an experinent, because it doesn't have an
a priori hypothesis.

The goal of a Phase | clinica
trial is not totell us if the drug that's
being tested works, if it inproves sone
outcone for a disease, for sone cancer

A Phase | clinical trial is to
test -- to see -- soit's for a drug that's
not been used previously in humans. |[t's been
tested in aninmals or prinmates or whatever, and
now it's ready for humans, and so you take the
drug and you give it to humans for the first
time. The scientists at the drug conpany, at
Merck or wherever else, and you give it -- and
t hey' ve -- based on their testing, have cone
up wth a dose and a nethod of adm nistration
for the drug, and now they start off at a dose

that they think wll be safe, and they usually
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start off lower than what they think will be
the ultimate successful dose, because again,
they don't want to knock anyone off, and they
started this | ower dose. They give it to a
few patients and see how it goes and see what
adverse effects will occur.

So the purpose of a Phase | trial
is dose testing and the determ nation of, I'Il
call them comon adverse effects, because
again, you're not giving it to a |lot of
patients. So you want to see what side
effects are going to occur.

If you give it to, let's say, siXx,
seven, eight patients at a certain dose |evel
and nothing terrible happens, you know, you
don't get major toxicity, then they will nove
on to a next prespecified dose | evel and give
it to another six, seven, eight patients, and
repeat again, see howthey tolerate the drug
and see if any major side effects occur.

Now, occasionally, there will be a
maj or side effect that no one had antici pat ed,
or sonething bad will happen and the drug will
di sappear fromthe market or sonething, you

know, bad wi Il happen, but nore commonly what
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wi |l happen is nothing bad will happen and
they'Il nove on to a third or fourth or fifth
dose level, and ultimately, they'll reach a

prespeci fied end, because usually it's from
end at which they'll stop, they won't go

hi gher than a certain |level, and hopefully
there won't have been sone terrible side
effect along the way which will have nade t hem
stop along the way, and based on the Phase
trial, they'|ll decide on what is the best dose
at which future testing will occur.

Because they're not testing for
effect, for efficacy, a Phase |I trial wll
usually use a mx of tunor sites. So it's not
going to be everybody with breast cancer or
everybody with colon cancer. It will have a
few breast cancer patients, a few col on cancer
patients, few |lung cancer patients all m xed
together. So it's not honbgeneous in terns of
tunor sites.

| f you get sone responses, any

responses in the Phase | trial, then that

iIs -- | would say everyone |like raises a gl ass
of chanpagne, because that is really -- a
really good sign. |If you get one or two or
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three responses in a Phase | trial, because
that wasn't the goal, so if you do get a few
responses there, that is considered really
outstanding for the drug, and it's -- it -- it
presages that it wll be an active drug going
forward, and whatever tunors it was, that

m ght be the first tunors, then go on to test

in a Phase Il trial.
Q So then what is a Phase Il trial?
A. So a Phase Il trial, now com ng out

of the Phase | trial, you have a dose or a

nmet hod of adm nistration that you have now
defined based on the Phase | trial, and then
the Phase Il trial you're |ooking for
efficacy. So you'll give it to sone nunber of
subjects with a specific cancer, breast,

col on, lung, whatever, so you nmay have

mul tiple Phase Il trials, one for each -- one
for each cancer -- one for each cancer you
want to try, and you'll give the drug to them

Now, you have to have neasurabl e di sease so
that you can determne if the tunor responds,
and you give it to 25, 30, whatever it is,
patients and then you see what happens.

And again, | would say that, again,
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if you get one or two responses in 25 or 30
patients with netastatic, | don't know, colon
cancer or breast cancer, whatever it m ght be,
in a Phase Il trial, again the drug is doing
pretty -- that's pretty good for a Phase |
trial, and you don't get that nany positives.

| mean, speaking overall for

Phase Il trials, you know, people think that
they do so well, but the truth is the overal
response rate in Phase Il trials is, | don't

know, only a few percent. So they don't do
that well, but who knows. You never know.
You never know who is going to be the next big
W nner, right?
Q Do you know what a basket clinica
trial is?
ATTORNEY RATLIFF: | object to the form

of the question.

A. A basket clinical trial is where
you treat subjects. It's sort of like, as |
said, a Phase Il trial, as | just said, was

where you treat a honbgeneous group of sites.
In a basket trial, you sort of -- |ike you
don't Iimt the Phase Il trial to a specific

site.
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Q And are you famliar with
all-conmers clinical trials?

A | sawthis termin Dr. Lonberg's
whatever it is, affidavit or whatever it's
called. I'mnot sure it's actually a term
that's |i ke technically used, but, | nean, |
can understand what it is. | assune it's a
trial where everyone at a given -- at a
participating institutionis invited to
participate in a trial.

| mean, by that definition, I'd say
every trial is an all-conmers trial to be
honest, so |l -- | -- it doesn't have that nuch
nmeani ng to ne.

Q How about bi omarker stratified
clinical trial designs? Does that have
meani ng for you?

ATTORNEY RATLIFF: | object to the form

of the questi on.

A. Again, it has the nmeaning that it
says. | nean, it's a straightforward term
nmean, are you -- subset the participants on

the basis of a biomarker as to whether they're
positive or negative or whatever on the basis

of a bi omarker.
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Q Dr. Neugut, are you an inventor on
any patent?
A No.
Q You haven't filed a patent
application?
A No.
Q I think you said you'd authored
over 800 articles; is that right?
A Yes.
Q Let's ook at one of them
ATTORNEY MCORM CK: W' Il mark this as
Exhi bit 2058.
(Wher eupon, article in Frontiers in
Oncol ogy entitled Prognostic and therapeutic
i npact of the KRAS G12C nutation in col orectal
cancer, is received and marked as Exhi bit 2058
for ldentification.)
CERTI FI ED STENOGRAPHER:  Numnber 2058.
ATTORNEY RATLIFF: And I'Ill just object
to Exhibit 2058 for the purposes of
aut hentication, foundation, and hearsay.
BY ATTORNEY McCORM CK:
Q Dr. Neugut, do you have Exhibit
2058, which is an article titled: Prognostic
and therapeutic inpact of KRAS GL2C nut ati on
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in colorectal cancer, in front of you?

ATTORNEY RATLI FF: You read that

incorrectly. | object to the formof the
guesti on.
A Yes.
ATTORNEY MCCORM CK: |'m sorry,

counsel, howdid | read that incorrectly?
ATTORNEY RATLIFF:  You did not read al

the words that are in the title. You skipped

out words in the title and was representing

that that was the article and that's

i ncorrect.

Q Dr. Neugut, is Exhibit 2058 titled:
Prognostic and Therapeutic |Inpact of the KRAS
GL2C Mutation in Col orectal Cancer?

A | have it.

Q And the title | just read is the
title of the article nunber Exhibit 2058 that

you have in your hand?

A Yes.

Q Do you recogni ze Exhi bit 2058?
A Yes.

Q And how do you recogni ze it?

A What does that nmean? What does

t hat nean?
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Q Are you an author of this article?
A Yes.

Q Do you recognize this article?

A Yes.

Q What was your contribution to this

article, Exhibit 20587

A. The Journal Frontiers in Oncol ogy
where this appeared was doing a special issue
on col on cancer and that was edited by Paul
Ruff, a colleague of mne, or you can see on
the title page his nane, and he invited ne to
submt a paper on biomarker -- on a biomarker
in colon cancer.

So actually I was the invitee for
this paper. So | thought about it and | knew
of work that my coll eague, Dr. Herzberg, who
i s another one of the authors, was doing on
t he KRAS G12C nutation, and so | approached
hi m about doing the review article on that
subj ect.

Q And this article published in
Sept enber 15, 2023; correct?

A Yes.

Q And this article discusses MsSI and
DVMR; right?
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ATTORNEY RATLIFF: | object to the form
of the questi on.

A | don't know. As I'msitting here,
| don't have a recollection.

Q Ckay. If | can point you to page
three of Exhibit 2058, the second col um under
the title: Genetic and Ml ecul ar Profile, and
t he second paragraph down.

Do you see that?

A Yes.

Q And do you see there this article
t hat you aut hored, Exhibit 2058, nentions M

pat hway?
A Yes.
Q And this article that you authored,

Exhi bit 2058, nentions DMVR, right?

A Yes.

Q Have you witten any other articles
that nmention MSI or DMVR?

A " m sure.

Q If we have your CV with your
articles in front of you, could you identify
t hen?

A. Probably, yes. | nean, it m ght

take nme five mnutes to identify them but
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yes, | coul d.

Q Ckay. You and your coauthors
sought to provide accurate information in this
article; right?

ATTORNEY RATLIFF: | object to the form
of the question.

A. | object to the formof the
guestion also. | don't even understand it.
You nean did we put in inaccurate information?

Q I'"'mnot trying to ask you stupid
guestions. Lawers sonetines have to confirm
t hese sorts of things.

Sois it fair if | ask you again?

A. Yes, we did provide accurate
i nformati on.

Q So that same paragraph that | just
poi nted you to on page three of Exhibit
2053 --

A Uh- huh.

Q -- second colum, second paragraph,
you state in your article: MSI is caused by a
deficiency of msmatch repair, DMVR and is
found in approximately 10 to 15 percent of
CRC, right?

A Yes.
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Q And is that still your view today?
A Yes.

ATTORNEY RATLIFF: | --

THE WTNESS: |'msorry.

ATTORNEY RATLIFF: It's all right. You
al ready responded.

BY ATTORNEY McCORM CK:
Q You can set that article aside,
Dr. Neugut.

ATTORNEY RATLI FF: Counsel, since you
seemto be switching to anot her exhibit and
it's been over an hour, let's take a break.

ATTORNEY McCORM CK:  Ckay. We can take
a break, if that's okay with you. Of the
record.

CERTI FI ED STENOGRAPHER: O f the
stenographic record at 8:34 a.m

(Wher eupon, a recess is taken.)

CERTI FI ED STENOGRAPHER:  Back on the
stenographic record at 8:51 a.m
BY ATTORNEY McCORM CK:

Q Dr. Neugut, did you tal k about the
substance of your testinony wth counsel
during the break?

A No.
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Q "' mgoing to hand you an exhi bit
we' |l mark Exhibit 2059.
(Wher eupon, article in Journal of
Oncol ogy entitled Cost-effectiveness anal ysis
i n biomarker-guided treatnment for netastatic
gastric cancer in the second-line setting, is
recei ved and marked as Exhibit 2059 for
| dentification.)
CERTI FI ED STENOGRAPHER:  Nunber 2059.
ATTORNEY McCORM CK:  Correct.
ATTORNEY RATLIFF:  And I'Il1l just object
to Exhibit 2059 for purposes relating to
aut hentication, foundation, and hearsay.
BY ATTORNEY M CORM CK:
Q Exhi bit 2059 is titled:
Cost - Ef fecti veness Anal ysi s of Bi onarker
Qui ded Treatnent for Metastatic Gastric Cancer
in the Second Line Setting.

Do you see that, Dr. Neugut?

A Yes.
Q Do you recogni ze Exhi bit 2059?
A Yes.

Are you an author of the article
that is Exhibit 2059?
A Yes.
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Q And what was your contribution to
this article?

A. As | sit here today, | don't have a
good recol l ection of what | did contri bute.
|"msure | read it at the tine and reviewed it
and made corrections on it. | worked with
Dr. Hur, the senior author, and with the other
aut hors on the paper, but | don't recall what
el se. You know, again, we work in groups and
this was a gastric cancer G group and | was
one of the participants init.

Q And this article published in 2019;
is that right?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. It was published in 2020.

Q Yes. Thank you

Article that is Exhibit 2059
publ i shed in 2020; right?
ATTORNEY RATLIFF: | object to the form
of the questi on.

A. Yes, it was published in 2020.

Q And this article, Exhibit 2059,
| ooks at the cost effectiveness of

penbr ol i zumab?
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ATTORNEY RATLIFF: | object to the form
of the questi on.

A Yes.

Q And if | could direct your
attention to the background section on the
first page of Exhibit 2059.

A Wer e?

Q The background section on the first
page of Exhibit 2059.

A. Ckay.

Q The second sentence on that
background section on the first page reads:
Penbrol i zumab has shown particul ar efficacy
anong patients with programmed death |igand-1,
PD-L1, expression, and high mcrosatellite
instability, Ml high.

Do you see that?

A Yes.
Q What does that nean?
A. It nmeans that penbrolizumab has

sone particular efficacy anong patients with
PD-L1 expression and mcrosatellite
instability.

Q So what do you nean by "particul ar

ef ficacy"?
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ATTORNEY RATLIFF.: | object to the form
of the question, as well as to the prem se of
t he questi on.

A It means that's where it works.

Q And if | could direct your
attention to the sane section a few |lines down
starting with "results," the sentence reads:
The nost effective strategy was penbrolizunmab
for MSI-H patients and ramnuci rumab/ paclitaxe
for all other patients adding 3.8 nonths for

2.0 quality adjusted nonths conpared to

pacl it axel .
Do you see that?
A Yes.
Q And | just want to focus your

attention on the nost effective strategy was
penbrolizumab for MSI-H patients.

Do you see that?

A. Yes.
Q And what does that nean?
ATTORNEY RATLIFF: | object to the form

of the question.
A. This was what's call ed a Mar kov
nmodel, MA-R-K-OV, in other words, this is

not a study where there was actually patients
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or data, but this took publications fromthe
literature or data fromthe literature and
then did statistical analyses to generate
conpari sons between different approaches to
the treatnent of gastric cancer, and in doing
t hat what was found was that for patients that
were MSI high that giving penbrolizunmab was
nore -- even though it was a nuch nore
expensi ve drug than conventi onal chenot herapy,
it was nore cost effective than giving
conventi onal chenot her apy.

Q And of all the uses that were
studied for this publication, Exhibit 2059, of
all the uses for penbrolizumab, the nost
effective was for the treatnent of MSI high
patients; is that right?

ATTORNEY RATLIFF: | object to the form
of the question.

A Yes.

Q If you could turn to page two of
Exhi bit 2059, the fourth paragraph down, the
first sentence of that fourth paragraph says:
The Cancer Genone Atlas Research Network,
TCGA, evaluated 295 primary gastric

adenocarci nomas for nol ecul ar characteristics
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and found that 22 percent had high

mcrosatellite instability, MSI-H is that

right?
A Yes.
Q What is the Cancer CGenone Atl as

Resear ch Net wor k?

A. | don't want to guess. As | sit
here now, | would be speculating. | think
know what it is, but | don't want to
specul at e.

Q kay. For this article, Exhibit
2059, you relied on information fromthe
Cancer Cenone Atlas Research Network; right?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A That is correct.

Q And in your experience, does the
Cancer Cenone Atlas Research Network provide
accurate information?

A. | believe so, yes, uh-huh.

Q So 22 percent of gastric cancers
have MSI hi gh?

ATTORNEY RATLIFF: Are you aski ng about
today? What tinme frame are you tal ki ng about?

(No response.)
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ATTORNEY RATLIFF: If you won't answer
my question, then | object to the formof your
guesti on.

A. Agai n, you're tal king about one
source of information according to them yes,
but that would be one source. There are other
studi es and other sources. So | don't know
how general i zable that figure would be. Even
t he next sentence says: However, there is
variability based on other published
estimates, a recent review estimtes that 10
to 39 percent of gastroesophageal cancers are
MBI hi gh.

Q Right. | see the rest of the
par agr aph.

Gast roesophageal cancer is
different than a gastric adenocarci nong;
right?

A. Upper G cancers are frequently
| unped together in citing statistics.

Q " msorry, how does that answer ny
guesti on? Gastroesophageal cancers are
different than gastric adenoma carci nonas;
right?

ATTORNEY RATLIFF: | object to the form
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of the question, as well as to the prem se of
t he questi on.

A " m sayi ng when the sentence here
t al ks about gastroesophageal, it includes
gastric cancers in its statistical statenent.
They didn't -- the paragraph, the sentence
didn't break down esophagus versus gastric,
but gave the statistic as this gastric
esophageal cancer together, but that's
frequently done --

Q |'ve gotcha. Thank you

So the 22 percent of gastric

adenocarci nomas with MSI high, those patients

respond best to penbrolizunmab as conpared to

ot her cancer type -- other cancer treatnents;
correct?
ATTORNEY RATLIFF: | object to the form

of the question.

A. Thi s paper wasn't eval uating
response rates. This paper was assessing cost
ef fectiveness of penbrolizunmab.

Q So just turning back to that first
page that we | ooked at next to "results,"” when
it says: The nost effective strategy, should

that say the nost cost-effective strategy?
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ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. |'"'m sorry, where were you reading
t hat ?

Q The first page of Exhibit 2059.

A Yeah.

Q About five lines up fromthe bottom
of that indented paragraph where it says
"results.”

A Yeah. | think they're talking
about nost cost-effective strategy.

Q Dr. Neugut, do you currently
prescribe penbrolizumab for your MSI high

patients?
A. Are you referring to colon cancer?
Q Yes.
A Yes, sonetines.
Q Can you tell ne nore about when you

sonetimes prescribe penbrolizumb?
ATTORNEY RATLIFF: | object to the form
of the question.
A. | usually -- 1 usually prescribe
i mmunot herapy. Penbrolizunmab is one option.

Now, there are other options available. So
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sonetines | use penbrolizumab. Sonetines |
use ot her i nmmunot herapeutic agents.

Q What ot her i mrunot herapeutic agents
woul d you use for your MSI high colon cancer
patients?

A. | pi I'i mumab.

THE W TNESS: Good | uck.

A And nivolumab. There is also now a
new drug, dostarlinab. Under different
ci rcunstances, any of those m ght be a
sui tabl e i mmunot her apeutic agent, but | do
i ke penbro.

Q Wiy do you |ike penbro?

A It's easy to give and -- and | tend
to use it for older or nore frail individuals
for those who are sicker. It has a good

toxicity profile. So | use it quite a bit
actual ly.

Q So you prescribe ipilinmmb for M
hi gh col on cancer patients?

A So there is a conbination of
i pilimmab with nivolumb, a twd-drug -- a
t wo- drug i nmunot herapy conbi nation, which is
al so recommended basically in the sane context

for netastatic col orectal cancer.

59



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

Q And you prescribe dostarlinab for
M5l hi gh col on cancer patients?

A. Dostarlinab was reported in the
2023 ASCO neeting as being extrenely
efficacious in the context of |ocalized rectal
cancers. So | prescribed it in that context.

Q So you don't prescribe dostarlinab
in the context of MSI high colon cancer
patients?

A No.

Q | think we've got a double negative
there, so | want to nake sure |'ve got that
correct.

Do you prescribe dostarlinab in the
context of MSI high colon cancer patients?

A Not for colon cancer.

Q And when you use penbrolizumab for
your MBI high colon cancer patients, did you
first know that they have MSI high colon
cancer ?

ATTORNEY RATLIFF: | object to the form
of the question.

A Sure.

Q Way do you find that out first?

A. Number one, it woul d not be
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efficacious in the absence of it being M
hi gh, and nunber two, insurance wouldn't pay
for it.

Q Dr. Neugut, | see you have
docunents in front of you. Can you tell ne
what those are, please?

A. | have ny own declaration in this
case.

Q And is there any marki ngs on that
decl aration that you have in front of you?

A | don't have markings on anyt hi ng.

| have the 2015 New Engl and Journa
article fromfirst author Le.

| have a paper by de |l a Chapelle on
mcrosatellite instability in col orectal
cancer.

A paper by Steinert. These are
included in the exhibits of nmy decl arati on.

A paper by Hamd, HA-MI-D, also
included in the exhibits.

A paper by Chanpi at, al so included.

A paper by Salipante, also
i ncl uded.

A paper by Pernot, also included.

| have the NCCN gui delines from
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2014.

| have the 393 patent from-- the
' 339 patent.

| have the MSI high study record.
That's it.

Q And why do you have those with you?

A. | anticipated that reference woul d
be made to themduring today's deposition. |If
not, then they' Il just sit here until | go
hone.

Q Ckay. |If we could | ook at your

decl aration, which is Exhibit 1003, and if you
want to |l ook at your copy, that's fine.
ATTORNEY McCORM CK:  Sorry, counsel,

can | get one back of those so | can give it
to the court reporter? Thank you.

Q Dr. Neugut, do you have Exhibit
1003 in front of you?

A Yes.

Q And is this your declaration that
you submitted in this IPR for the '393 patent?

A l'"'msorry, did you say |PR?

Q. (I ndicating.)

A | don't know what that is.

Q So Exhibit 1003 was submtted to
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the Patent Ofice in relation to the '393

pat ent .
Do you understand that?
A Yes.
Q And is this Exhibit 1003 that you

have in front of you your declaration?

A Yes.

Q And if you'd turn to page 88 of
Exhibit 1003, is that your signature,

Dr. Neugut ?
A Yes.
Q If | could direct your attention to

paragraph 21, which is on page 20 of Exhibit

1003.
A Par agr aph 217
Q That's right. Are you there?
A Yes.
Q You state in paragraph 21 that you

understand that the terns nust be interpreted
inlight of the patent clainms, the patent's

di sclosure referred to as the specification,
and the prosecution history, the record of the
back-and-forth between the patent applicant
and the United States Patent and Trademark

O fice during the process of obtaining
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al | onance of the patent's clains; is that

right?
A Yes.
Q What is the patent specification?
A ' m not sure.
Q | appreciate that you're not a

patent |awer, Dr. Neugut.
The patent specification is the
di sclosure in the '393 patent that you have in
front of you, that's Exhibit 1001, and it's
everything but the clains.
Do you understand that?
A It's everything?
But the cl ai ns.
A. | -- 1 -- 1 would have guessed
that, but | don't want to guess.
Q | appreciate that. Thank you
In preparing your declaration
that's here in Exhibit 1003, did you read the
pat ent specification of the '393 patent?
A Yes.
Q The prosecution history which you
have in paragraph 21 is the record of the
back-and-forth between the patent applicant

and the Patent O fice.
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Do you understand that?

A Yes.

Q Did you read the ' 393 patent
prosecution history as part of preparing your
decl arati on?

A Yes.

Q What does it nean to you to
interpret the ternms in |ight of the patent
clainms, the patent specification, and the
prosecution history?

A That the terns are utilized in the
sanme way as they're used by the Patent Ofice
and by the litigants in this affair.

Q So do you agree that patent clains
are typically given their ordinary and

customary meaning in their technol ogi cal

field?
A Yes.
Q And did you review the words of

cl ai mone of the '393 patent?

A Yes.
Q And did you understand those words?
A Yes.

Did any of the words of claimone

of the '393 patent strike you as anbi guous,

65



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

and | see that you're | ooking at the patent,
so we can | ook at that also.
A Vell, | want to look at it again

and see if anbi guous applies to any of the

wor ds.
Q That's great. Thank you
And I'I'l hand counsel Exhibit 1001.
A The answer is no.
Q So none of the ternms in claimone

of the '393 patent strike you as anbi guous?

A Correct.

Q Did you find anything in the '393
patent specification that redefined any of the
terns in claimone?

A. | don't understand the question.

Q You reviewed -- sorry. You read
the '393 patent specification; right?

ATTORNEY RATLI FF: Qbjection. Asked
and answer ed.

A. Agai n, the specification is now --
it's the rest of the patent?

Q That's right.

A. So | don't have a recollection
whether -- this was a long tinme ago, and as |
sit here now, | don't have a recollection if
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there is anything in the specification then
whi ch contradicts or is not consistent with
what's witten in claimone.

Q And if you had found sonething that
contradicts or is not consistent wth what's
witten in claimone, you woul d have put that

in your declaration; right?

A | don't know because |I -- | don't
know what it is. | don't know what | would
have done.

Q Ckay. So | have the sane questions

related to the prosecution history. D d you
find anything in the '393 patent's prosecution
hi story that redefined any of the ternms in
cl ai m one?

A. "Il give the same answer. | have
no recoll ection.

Q Did you review the words of claim

14 of the ' 393 patent?

A Yes.
Q Did you understand those words?
A Yes.
Q Did any of the words of claim14

stri ke you as ambi guous?

A No.
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Q Did you review the words of the
dependent clains of the '393 patent, so those
are the clains other than clainms one and 147

A Yes.

Q Did you understand the words of the
dependent cl ai ns?

A Yes.

Q Did any of the words of the
dependent clains of the '393 patent strike you
as anbi guous?

A No.

Q I n paragraph 21 of your
decl aration, you state that no reasonable
interpretation of the claimterns, however,
woul d al ter your conclusions; is that right?

A Yes.

Q And did you consider any different
interpretations of the claimterns?

A. | did not or I don't have any ot her
alternative terns.

Q And in your declaration, you did
not provide an analysis of the neaning of "in
response to" in your declaration; right?

ATTORNEY RATLIFF: | object to the form

of the questi on.
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A. You' re tal king about the first few
words in claimone where it says "in response
to determ ning"?

Q That's right.

A. No, | did not.
ATTORNEY RATLIFF: 1'm not sure what
the question is, but I'Il just object to the

formof the question, as well as to the
prem se of the question.

A. "Il ask for the question again
t hen.

Q In your declaration, you did not
provi de any analysis of the nmeaning of "in
response to"; right?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.
A. | understood the words clearly.
Q So, Dr. Neugut, you're aware that

this is a dispute between Merck and Hopki ns;

correct?
A Yes.
Q And are you aware that Hopkins

argued that the phrase "in response to"

required no further interpretation?
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A. As | said? You nean they interpret
"In response to" the sane way | do?

Q ' m not sure.

Dr. Neugut, it's just |I'mjust
asking if you're aware if Hopkins argued that
"in response to" required no further analysis
or interpretation?

ATTORNEY RATLIFF: | object to the form
of the question.

A. | don't know what Hopki ns argues.

Q Are you aware that in front of the
Patent O fice, Merck argued that the claim
term"in response to" required no further
interpretation?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of

t he questi on.

A I -- 1 wouldn't know.
Q I n your declaration, did you
anal yze how different interpretations of "in
response to" would affect your opinions?
ATTORNEY RATLIFF: | object to the form

of the question, as well as to the prem se of
t he questi on.

A Never entered ny mnd that the
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phrase "in response to" would have a neani ng
different than what it says.

Q Dr. Neugut, are you aware that
there is a District Court litigation between
Merck and Hopkins related to the '393 patent?

A |"maware that there is a district
litigation, a District Court litigation in
response to a contract between Merck and
Hopkins. | don't know how the patent
litigation plays into the contract litigation.
So if you're asking ne if a patent is at play
inthe litigation, | haven't a clue.

| think as | understand it, that
that was a contract litigation, and | don't
know t he question as to who is the patent
hol der or whatever is part of that litigation
or not. So | don't have any direct
understandi ng of that litigation.

Q Ckay. So if there was any claim
construction or claiminterpretation that
happened as part of the District Court
litigation, you wouldn't be aware of it?

ATTORNEY RATLIFF: | object to the form
of the question.

A. That's correct.
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Q Now, we tal ked earlier that you
treat netastatic CRC patients; right?

A Yes.

Q And you treated netastatic CRC
patients before 2015; right?

A Did | treat netastatic col orectal
cancer before 2015?

Q (I ndicating.)

A Yes.

Q About how many netastatic CRC
patients did you see per week in 20157

A In 20157 10 to 12.

Q Do you see about the sanme 10 to 12
netastatic CRC patients per week now?

A Yes.

Q And in 2015, did you know at the
time you were treating those CRC patients that

t hey had MSI hi gh status?

A O not.

Q O not?

A Yes.

Q And how did you know?

A. It was standard practice to do

testing on their tunor sanples for MSI status.

Q And why was it standard practice to
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do MSI testing on tunor sanpl es?

A. It was a recogni zed -- excuse ne,
it was a recogni zed prognostic marker. So
it's helpful in that respect, and it also --
it also predicted response to 5-fluorouracil.

Q And are there other reasons that
you woul d be testing CRC patients for M
status in 20157

A. You're tal king now, before it
becane standard to give i munot herapy?

Q | am

ATTORNEY RATLIFF: |I'm not sure what
the question is, but | object to the form of
t he questi on.

A. Well, it was al so a genetic marker.
So for the 10, 15 percent who turned out to be
M5l high, a substantial fraction of them may
have had Lynch syndrone, and if they were NSI
hi gh, one woul d have nade certain to refer
t hose patients on to the genetic counselors
for genetic testing.

Q I f you knew in 2015 that a CRC
pati ent was MSlI high, did you have a specific
treatnment for that patient?

ATTORNEY RATLIFF: | object to the form
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of the questi on.

A So in the context of netastatic
cancer, the answer is no. |In the context of
| ocali zed cancer, it did affect
deci sion-nmaking there, but |I don't think it
affected a deci sion-making in
nmetastatic -- well, in netastatic cancer, you
could not give 5-fluorouracil alone w thout
oxalitlatin.

Q Let's just focus on the netastatic
CRC patients in 2015.

A Uh- huh.

Q If those patients were NMSI high,
what treatnent options did you have for thenf

ATTORNEY RATLIFF: | object to the form

of the question.

A. They coul d get FOLFOX, which was
t he standard chenot herapy regine that we
utilized and that we still utilize even now
What the MSI status affected was that if you
were MBI high, it had the effect of -- let ne
see how | can express this. In effect, if you
were MSI high, it was as if you were already
treated wth 5FU, a patient who was MSI high

effectively as if they had been treated with
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5FU al one, so you could not treat a patient
with 5FU al one. 5FU is probably the best
signal drug for colon cancer. Cccasionally
you may want to treat someone with 5FU al one,
but if they were MSI high, you could not do
t hat .

So you could only give FOLFOX t he
regime 5FU with oxaliplatin. So that was the

effect of being MSI high would have in the

context of colon cancer. That's still true
today. That will be still true now. | nean,
but that's still true today, although today

you would go first to imrunot herapy, but after
t he i mmunot herapy, when you shift to a
conventi onal chenot herapy, again, you would
still have to give FOLFOX as opposed to 5FU

al one. You could not give 5FU al one.

Q And staying with the 2015 tine
frame, what was the prognosis for Ml high
netastatic CRC patients?

ATTORNEY RATLIFF: | object to the form
of the question.

A So --

(Cell phone rings.)

A Somewhat better than the patient
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who is MSI negative, because as | would
express it, having the biol ogical
characteristic of having been treated with
5FU, it's a good thing. So if biologically
you' ve been, in essence, treated with 5FU
you' ve -- even though you haven't truly been,
it's better than not being treated with 5FU
So they did better than the patients who were
M5l negati ve.

So if survival in 2015 on average
for all-coners was -- and |'mgoing to say in
t he bal | park of approaching three years
average survival, so the MsSI high patients
woul d have been on the upside of that, above
average, and the MSI negative patients woul d
be a little somewhat bel ow that on the
downsi de.

Q How di d you do testing for MSI
status in 20157

A How did | do it?

Q (I ndicating.)

A | sent it to the |lab and said,
Pl ease test this specinen for MSI status. How
they did it? | believe it was nostly done by

I mmunohi stochem stry, although at sonme point
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it was done nore by PCR | don't --

couldn't tell you exactly howthey did it. |
just get back a |lab report that gives a
result, and | don't really pay attention to
how it was done.

It was at our institution, so if
the patient was operated on or biopsied at our
institution, it was what we call a reflexive
test, nmeaning that every patient with
col orectal cancer, whether it's tunor tissue
froma colon cancer, is autonmatically tested
for it. If we had a patient from outside who
cane for a second opinion or cane from anot her
hospital and then cane to us subsequently,
then we had to obtain tissue fromthe other
hospital and test it.

Q Agai n, sticking with the 2015 tine
frame, at that tine did you know about

penbr ol i zumab?

A ' msure, yes.
Q How woul d you have known about it?
ATTORNEY RATLIFF: | object to the form

of the questi on.
A. Vell, if we're tal king m d-2015, |

woul d have known the paper, and | would have
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known the presentation at ASCO t hat was done,
but, you know, those things are sort of --

t here woul d have been tal ks about it. It

woul d have been described on the -- you know,
it would have been described on the grapevine.
You know, one woul d have heard these things.

| was already -- it would have been

wel | - known.

You know, so what | would have
known is that imuno -- |I'msorry, that
i mmunot herapy woul d have been effective. So
it would have been known al so for nivol umab
and ipilimnmb and all the other
i mmunot her apeuti ¢ agents.

Il wll say that | do not off the
top of ny head renenber from 2015 which agents
| woul d have necessarily have paid attention
to and at least until the New Engl and Jour nal
paper or until the ASCO presentation.

Q The New Engl and paper that you're
referring to, is that the New Engl and Jour nal

of Medicine article with Dr. Le as the first

aut hor ?
A Yes.
Q And the ASCO presentation you're
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referring to, what's that?

A. So that woul d have cone out roughly
the sanme tine or a nonth or two earlier. It
was basically a presentation of the sane thing
gi ven at ASCO

Q Were you there for that 2015 as

Co- presentati on?

A. | was at the neeting. |If you ask
me was | in the roon? You know, the neetings
are huge. | never renenber -- | don't

remenber as | sit here if | was there.
woul d bet | was because | don't think I would
have m ssed that, but | can't swear as | sit
here that | renenber specifically hearing it,
but I was at the neeting, so | would have seen
the abstract -- you know, the witten abstract
in the book for sure. That | definitely saw,
and I will -- 1 would bet that | was at the
presentation, but | can't swear to it.
Q And why do you say that you
definitely renmenber seeing the ASCO abstract?
A. Because | always read through all
the G -- the book is huge. There are,
don't know, hundreds or thousands of

abstracts, but | go through the book, and I
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certainly read all the colon and G abstracts
and ook at them So w thout doubt | would
have seen them

Q And when did you first see the 2015

New Engl and Journal of Medicine article?

A. Whenever it was published. |
al ways -- | get the New Engl and Journal of
Medicine, so | -- | get the New Engl and
Journal of Medicine, so |l -- | would not have
mssed it.

Q What did you think when you first
saw t he 2015 New Engl and Journal of Medicine
article fromDr. Le?

ATTORNEY RATLIFF: | object to the form

of the question, as well as the prem se of the

guesti on.

A. In what spirit is the question
asked?

Q | just kind of want to know what

your reaction to it was.

ATTORNEY RATLIFF: If that's a
guestion, | object to the formof the
guestion, as well as to the prem se of the
guesti on.

A Wl l, you know, by then it was
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already, I'll use the term anticipated that
that was going to be the case, that

I nmunot herapy was going to work for MSI high
patients. | was inpressed with the -- | nean,
if you |l ook at survival curves, it really is a
pretty remarkabl e difference between the M
positive and MSI negative groups. You don't
frequently see in oncology that dramatic a

di fference.

Q Did you use penbrolizumab in your
practice in 20157

A After the paper.

Q So before the 2015 paper, did you
use penbrolizumab in your practice?

A So as | said, first of all, it
wasn't approved, and while it's true that you
can use drugs off-label, so it m ght have been
kosher to do that because the drug was
approved and on the market for -- again for
mel anoma, | don't think it would have been
paid for by insurance and the drug is a
fortune. So it was inpossible to use. The
answer is no.

Q And then after the 2015 paper, you

used penbrolizumab in your practice; is that
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right?

A. | used it as soon -- well, you had
to wait -- | don't know when it was FDA
approved. So | don't recall when that -- |
don't remenber offhand when that occurred.
You really had to wait, because these drugs
are -- like | say, they're a fortune and no
patient can get these drugs w thout insurance
support, and that can take -- | don't know,
that can take a while. After it was FDA
approved, for sure.

Q So the results fromthat --
publ i shed in that New Engl and Journal of
Medi ci ne article from 2015, they changed your

standard practice?

A ' msorry.
ATTORNEY RATLIFF: | -- hold on. If
you're finished with the question, | object to

the formof the question, as well as to the
prem se of the question.

Q After you saw the 2015 New Engl and
Journal of Medicine article and once
penbrol i zumab was approved for MSI high
col orectal cancer patients, you changed your

practice for those MSI high cancer patients?
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ATTORNEY RATLIFF.: | object to the form
of the questi on.

A That is correct.

Q And why did you do that?

A. | mean, it's clear that -- well,
two reasons. One is the obvious efficacy of
the drug in that context, and the second is
it's actually a nuch nore tol erable regine.
Pati ents are nmuch happier getting an
i mmunot her apeuti ¢ agent than a conventi onal
chenot her apy.

Q So we tal ked about the standard of
care kind of in 2015 for CRC patients with NS
high tunors. Howis that different fromthe

standard of care now for CRC MSI high --

ATTORNEY RATLIFF: | object to the --
Q -- patients?
ATTORNEY RATLIFF: | object to the form

of the question, as well as to the prem se of
t he questi on.

A. Well, now!|l ama first-line therapy
for a netastatic colorectal cancer patient who
is M5l high would need to give one of the
i mmunot her apeuti c agents. Again, either

penbrolizumab or ipilinmmb and ni vol umab.
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Q We're using the nol ecul e nanes for
t he drugs when we say penbro. Do you
understand that's al so call ed Keytruda?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A Yes, we see it on commerci al s.

Q So in order to give your netastatic
CRC patients Keytruda, do you test their
tunors to see if they're Mol high first?

A Yes.

Q And if the testing determ nes that
t hat patient has MSI high, you reconmmend
treating themw th penbrolizumab?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. | recommend i mmunot herapy. Wet her
it's Keytruda or whether it's ipilinmnmab with
ni vol umab vary dependi ng on ot her issues.

ATTORNEY McCORM CK:  We' ve been goi ng
for about an hour. Is it all right if we take
a break?

THE W TNESS:. Fi ne.

ATTORNEY McCORM CK:  Perfect.

We can go off the record.

THE W TNESS:  Uh- huh.
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CERTI FI ED STENOGRAPHER: O f the
stenographic record at 9:50 a. m
(Wher eupon, a recess is taken.)
CERTI FI ED STENOGRAPHER: Back on the
st enographic record at 10:08 a. m
BY ATTORNEY M CORM CK:

Q Dr. Neugut, did you discuss the
substance of your testinmony with counsel
during the break?

A No.

Q If I can point you to your
decl aration, Exhibit 1003, at page 39,
paragraph 50. Let ne know when you're there.

A Ckay.

Q As part of your opinions in this
di spute, you allege that each and every
limtation of clains fromthe '393 patent,
whi ch are here on page 39 of your declaration,
are found in the MSlI study record; is that
right?

A Yes.

(Wher eupon, docunent previously
mar ked Exhi bit 1005, is received and nmarked as

Exhi bit 1005 for ldentification.)
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BY ATTORNEY McCORM CK:

Q And the MSI study record, that's
Exhi bit 1005; correct?

A Yes.

Q Can you have Exhibit 5 in front of
you, please? 1005. Sorry.

A Yes.

Q kay. And if we go in your
decl aration, Exhibit 1003, to paragraph 59 on

page 44, can you |let ne know when you're

t here?
A We're now in ny declaration?
Q That's right.
A. Uh- huh. Okay, uh-huh.
Q And paragraph 59. You're there?
A Yeah.
Q Ckay. G eat.

You state in paragraph 59: The MSI
hi gh study record di scusses treating a patient
with 10 ngs per kg of penbrolizumab every 14
days in response to a patient neeting the
eligibility criterion of having Ml high
col orectal cancer; is that right?

A Yes.

Q And in support for that sentence,
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you point to Exhibit 1005, the eligibility

criteria and the arns and interventions; is

that right?
A Yes.
Q | appreciate your hesitation there.

You al so point to additional
paragraphs in your declaration; correct?

A Yes.

Q If we could | ook at Exhibit 1005,
the MSI high study record.

A Yes.

Q So Exhibit 1005 is the Ml high
study record that you are relying on for the
"in response to" determ ning that col orectal
cancer is mcrosatellite instability high or
DNA m smatch repair deficient, treating the
patient with a therapeutically effective
anount of penbrolizumab; correct?

A Yes.

Q And | appreciate that there are
ot her versions of a clinical study record that
were published after the clinical study
records shown here in Exhibit 1050.

Do you understand that?

A. Yes.
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Q But when I'mreferring to the M5
hi gh clinical study record, I'monly talking
about the one here in Exhibit 1005.

Do you understand that?
ATTORNEY RATLIFF: | object to the form
of the question.

A | understand that.

Q And Exhi bit 1005 here is the only
clinical study record that you are relying on
in your declaration; correct?

A Yes.

Q If you could turn to page two of
Exhi bit 1005. Looking down al nost to the
bottom of the page, the submtted date.

Do you see that?

Yes.

And the date of this clinical --
Sorry.

Are you okay, Dr. Neugut?

Yes, yes, |'msorry.

Can we get you sone water?

No, |'mfine.

Ckay.

> o >» O » O >» O »

"Il try not to cough.

Yeah, so you said to |look at the
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subm tted date, yes.

Q Yes, and you see the date is June
10, 2013; correct?

A Yes.

Q So again, I'mjust referring to
this version of the MSI high clinical study
record when tal king about the MsI high
clinical study record, okay?

A Yes.

Q So | ooki ng on page four of Exhibit
1003, the arns and intervention section.

Do you see that?

A Yes.

Q And where does it say in the arns
and intervention section that you are to give
penbrolizumab to patients in response to
determ ning the MSI high status?

A. It says to give it for MSI positive
col orectal cancer and then to give MK3475 at
10 nys per Kkag.

(Carification requested by the
st enogr apher.)

A MK3475 at 10 mlligrans per
kil ogram and then it has MSI negative and to

give the sane treatnent. Likew se under the
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inclusion criteria, it also in armone has
patients with MSI positive col orectal cancer,
and in armtwo patients with MSI negative
colorectal cancer. | think a POSA woul d have
understood that the drug was being given in
response to the bi omarker and to bei ng MSI
positive or being MSI negative.

Q Is it possible that patients were
bei ng gi ven penbrolizumab if they had
col orectal cancer regardl ess of knowi ng their
MBI status at the tinme that they were given
t he penbrolizumab?

ATTORNEY RATLIFF: | object to the form
of that hypothetical.

A Then if that were the case, there
woul d have been no reason to do the biol ogi cal
testing and to define who was MSI positive and
who was MSI negative, and | think logically
this would have been, | don't know, to me
silly, and I think a POSA woul d have
understood it that way.

The way the study was conduct ed,
t hat woul d not have been a logical way to
conduct a trial and to say otherwise is, |'ll

use the word, absurd.
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Q So is it possible that patients
coul d have been enrolled in this study, been
gi ven penbrolizumab, and then the doctors
woul d have determ ned the MsSI high status?

ATTORNEY RATLIFF: | object to the form
of the question.

A. Is it possible?

Q (I ndicating.)

A |"msorry, say it again.

Q Is it possible that patients could
have been enrolled in this study w thout
knowi ng their MSI status, given penbrolizumab,
and then after that, determ ned the MSI status
for those patients?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. That's a hypothetical way to have
done it, and that would have been an entirely
different trial, but that's not the way this
trial was conducted. So the answer is no,
that is not possible, and if you actually read
the trial, that's not howit was done at all.
So the answer is no.

Now, soneone el se could have done a
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trial that way if they wished to, but that's
not what was done in this particular trial.

Q So you read how the clinical trial
was conduct ed?

A Yes.

Q When did you do that?

A. In 2015 and during the preparation
of these reports and proceedi ngs and in
preparation for the deposition.

Q And you know that this clinica
trial that's here in Exhibit 1005 was run in
t he manner you descri bed because you read the
clinical protocol?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. | read the actual protocol at one
point, and | also read the New Engl and Jour nal
article.

Q And because you read the New
Engl and Journal article, you know that the
patients were tested for MSI status first and
t hen given penbrolizumab; is that right?

ATTORNEY RATLIFF: | object to the form

of the question, as well as to the prem se of
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t he questi on.

A Patients were recruited on the
basis of their MSI status and then recruited
on the basis of being MSI positive, that's how
they created the MSI positive cohort, and then
they recruited another cohort of col orectal
cancers and tested themfor their MSI status,
and that's how they created the MSI negative
cohort.

Q And is that recruitnment nethod here
in Exhibit 10057

A. It's -- | think it's clear that
t hat woul d have been how it would have had to
be conducted, because ot herw se you woul d
never know who is MSI positive or M5l negative
wi t hout doi ng biol ogical testing to determ ne
the MSI status, and again, anyone woul d have
known t hat or understood that to be the case.
It was mandatory.

Q So regardl ess of MSI status, all of
the patients enrolled in the MSI clinical
study that's reflected here in Exhibit 1005
were given the sane intervention; correct?

A That's correct.

Q So would it nake sense that you
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could enroll patients with colorectal cancer,
give themthe drug, and then determne their
M5l status and assign themto a different arnf

ATTORNEY RATLI FF: (bjection. Asked
and answer ed.

A. Say that again.

Q So would it make sense because the
interventions are the sane that you can enrol
col orectal cancer patients in the study here
reflected in Exhibit 1005, give themthe drug,
and then determine M5l status to assign them
to the different arns?

ATTORNEY RATLI FF: (Cbjection. Asked
and answer ed.

A You nean determ ne the MSI status
after you' ve adm nistered the penbrolizumb?

Q Correct.

A You coul d have done that, but
that's not what was done and it's not what's
inplied. So the answer is no.

Q And why do you say that's not
what's inplied?

A. Because -- well, theoretically, it
is possible, then you would have had to treat

hundreds of patients in order to achieve -- in
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order to achieve that, and so |I guess
theoretically, it is possible, but I would say
that that would be an incredibly inefficient
way to do the study, and it would be -- the
rate of MSI in nmetastatic colorectal patients,
the patient population that's being entered in
this trial, the rate of MSI positivity in that
popul ati on is about 4 percent.

You know, while we tal ked about 10
to 15 percent of MSI in colorectal cancer
overall, that isn't true in the netastatic
setting. |In the netastatic setting, the rate
of MSI positivity is 4 percent.

So if you had to find patients who
fit the eligibility criteria, netastatic
col orectal cancer, who had failed to prior
treatnments and had neasurabl e di sease and you
wanted to find enough patients who are going
to be MSI positive, at 4 percent, 4 percent,
and you wanted to get -- let's say in this
case | got 10 patients who were MSI positive,
at 4 percent you'd need 400 patients, you'd
need to enter 400 to 500 patients, to find
them That would be an incredible --

incredibly inefficient and stupid way to do
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the trial. | guess theoretically, if you
wanted to, you could do it that way, but |
don't think a POSA or the Johns Hopkins group
or Merck would have been dunb enough to do
that, and they were not.
They did it in a correct way or in
a logical way or the efficient way. So you're
right. There could be a way to do it where
you put your arm around your head and put your
| eft el bow in your right ear, but that would
not be the smart way to do this, so that's ny
answer .
Q | appreciate that. Thank you
And the only way you know for sure
how the clinical trial was actually perforned
i s because you read the New Engl and Journal of
Medi cine article discussing it; correct?
ATTORNEY RATLI FF: Qbjection. Asked
and answer ed.

A. VWell, | think the protocol says how
it was done, although it doesn't give the
exact details as it was actually done in
the -- it tells it somewhat differently in the
study protocol as | recall and it was a

while --
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(Carification requested by the
st enogr apher.)

A It tells it somewhat differently in
the study protocol than it does the actual New
Engl and Journal article, but it's effectively
t he sane.

Q W were talking a little bit ago
about the phrase "in response to."

Do you renenber that?

A. | remenber alluding toit. You
wer e tal king about it.

Q Fai r enough

Do you renmenber that | was tal king
about the phrase "in response to"?

A Yes.

Q Do you agree that this phrase

requires a cause and effect?

A. Requi res an exposure and an
out cone.
Q Is that different than a cause and
effect?
ATTORNEY RATLIFF: | object to the form

of the questi on.
A. You used the word "cause." | used

exposure, but okay.
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Q In the inclusion criteria section
of Exhibit 1005, is there anything in there
about requiring previous treatnents?

A. Requiring? 1|'msorry?

Q Previ ous treatnents?

ATTORNEY RATLIFF: Just so I'm
foll om ng al ong, what do you nean by
"inclusion criteria"?

(No response.)

ATTORNEY RATLIFF: If you don't want to
respond to ny question, then | object to the
form of your question.

Q Dr. Neugut, on page five of Exhibit
1005, sonewhat near the mddle it says:
Criteria, inclusion criteria.

Do you see that?

A Yes.

Q And under that heading there is
nunber ed sent ences.

Do you see that?

A Yes.

Q And are any of those nunbered
sent ences about requiring previous treatnents?

A. No, but | will say that it would

have been unethical and virtually inpossible
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for an experinental study of netastatic
col orectal cancer to put a patient on an
experinmental drug in 2013 or '14 or '15
wi t hout having given -- w thout the patient
havi ng recei ved prior chenotherapy and havi ng
progressed on it, that woul d have been
unet hi cal and woul d never have been approved.
This is not a well-witten -- |
think this is a very poorly witten
experinmental protocol. It |eaves out a few
things, but that's left -- it should have been
witten explicitly here.

Q Way do you think the experinenta
protocol witten here in Exhibit 1005 is
poorly witten?

A. Vell, it | eaves out exactly what |
just said, what you alluded to, which is that
the patients had to have previous treatnent
and progressed on the previous treatnent
before being allowed to be put on an
experi mental drug.

Q What el se does this protocol here
in Exhibit 1005 | eave out?

ATTORNEY RATLIFF: | object to the form

of the question, as well as to the prem se of
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t he questi on.

A. Well, again, thisis -- later on in
the clains alludes to giving the penbrolizumb
intravenously, and so it has to be given
i ntravenously. That was the only node of
adm ni stration that was avail able, and so that
shoul d have been said explicitly in the nethod
of adm nistration. |t does say they agree to
have a biopsy of their cancer. So that
already tells you they have to have a bi opsy
of their cancer, so that is explicit. GCkay.

Q Anyt hing el se left out of Exhibit
1005 besi des intravenous adm ni stration and
requiring previous treatnents?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. Most protocols will have a demand
that the colorectal cancer be histologically
proven. Again, that may sound -- it's |ike
sone of the other things. Every POSA will
recogni ze and know that that's a given or an
obvi ous thing, and it would have been done and
it had to be done and it woul d have been done,

but it should say it explicitly, protocol
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shoul d be conplete and |list every requirenent
openly, you know, and explicitly. |t doesn't
say that anywhere here that | see, so it
shoul d have said that as well, but it does
not .

Again, it |leaves out certain
details. These details would never have been
mssed inreal life. You know, they would not
have been violated or m ssed in the conduct of
a real trial, but they should have been

explicitly witten in the study record.

| mean, | can further say again
that -- I'msorry, it's --
CERTI FI ED STENOGRAPHER: | can't hear
you, Doctor.
A. It's in the -- there was sonething

el se I thought of, but it's in the exclusion

criteria.
Q So goi ng back to --
A ' msorry?
Q Goi ng back to when one woul d test

the MBI status, testing could occur after a
patient was enrolled in the study; correct?
ATTORNEY RATLI FF: Wi ch study are we

t al ki ng about ?
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(No response.)

ATTORNEY RATLIFF: If you don't want to
answer ny question, | object to the form of
your questi on.

A. | don't understand the question.

Q So patients would get enrolled into
the study that's reflected here in Exhibit
1005; correct?

A. Patient would be enrolled? Wat
pati ent would be enrolled? 1'msorry.

Sonmeone who is at the entry criteria?

Q Yeah, |'m asking a super basic
guesti on.

A patient gets enrolled into the
study; correct?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se
that you're asking a super basic question.

A Yes.

Q And is there anything in this study
protocol that says a patient's NMSI status
woul d need to be determ ned before enroll ment?

A. "Before enroll ment" being before
they were recruited into the study?

Q (I ndi cating.)
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A No.

Q Were you aware in 2015 that
ni vol umab had been used to treat CRC patients?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A | don't think so.

Q Sois it fair to say that if you
weren't aware of nivolumb being used to treat
CRC patients, you didn't have an idea of the
results?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. | don't have a specific
recol l ection of nivolumab and treatnent of
col on cancer at that tine.

Q | want to tal k about ASCO again if
that's all right with you.

You refer to ASCO i n your
decl aration; correct?

A Yes.

Q And you wite that: ASCOis an
annual neeting for oncol ogists which is

consi dered the Super Bowl of the cancer world
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and attended by over 40,000 oncol ogi st and

other -- others each year; correct?
A Yes.
Q You wote that until 2020, you

regul arly attended ASCO right?
A. VWell, | stopped going at the tine

of the pandem c.

Q And have you restarted going to
ASCO?

A No.

Q And why is that?

A Per sonal reasons.

Q When did you first go to ASCO?

A VWen | was a fellow

Q And when was that?

A. | think my first neeting was in

1981.
Q And why did you go to these
neet i ngs?
ATTORNEY RATLI FF: Each and every one?
Wait. Hold on. Hold on.
| object to the formof the question.
A. It's a place to be. It's where
everyone is. First of all, to hear what's new

and exciting and al so al nost nore inportantly
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to hobnob and interact with other oncol ogists
and neet the main players in oncology. So
it's the best way to network.

Later when | had fell ows of ny own,
| would go to nmake sure they would neet to
hel p them network with nmajor players in the
field, and then also |I present papers. |, as
well, lecture there as well. Gve talks and
present posters and whatever and then also a
good place to pick up freebies and stuff I|ike
that. So it was a good thing. |It's usually
in a good place also. So an opportunity to
travel a bit.

The last, | don't know, 20 years
it's always been in the sane -- they stopped
nmoving it, so it's always been in Chicago for
the last, I'"'mgoing to say, 20 years, soO you
don't get to see other cities anynore, but it
used to be a good opportunity to see other
pl aces.

Q You said you had been invited to
give tal ks at ASCO. Have you ever given a
keynot e address at ASCO?

A | don't think so. | nean, |'ve

given certainly oral tal ks and, you know,
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spoken in workshops and things |ike that, but
| don't think I ever gave one of the plenaries
or one of the main talks.

Q In your opinion, is it an honor to
be invited to give a keynote address at ASCO?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. | don't know what you nean by a
"keynote address." \What exactly do you nean?
What do you nean by a "keynote address"?

Q You referred to giving one of the
pl enaries or one of the main talks.

A Ch.

ATTORNEY RATLIFF: Wait, if that's a

guestion, which I don't understand what the

guestion is, | object to the formof the
guesti on.
ATTORNEY McCORM CK: | wasn't done with

t he question yet.

Q So when |' m sayi ng keynote address,
| think I nean the sane thing as you do about
a plenary or one of the main talks.

ATTORNEY RATLIFF: If your question has
enbedded sonet hi ng about you thinking you know

what he neans, | object to the formof the
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guesti on.

A. Yeah, of course it's an honor to be
one of the plenary or main talks.

Q Do you know why soneone woul d be
selected to give one of the plenary or main
tal ks at ASCO?

A. Well, one of the plenary talks
woul d be because of the several thousand
papers woul d be considered one of the main --
one of the nobst inportant discoveries of the
year anong all the abstracts that were
subm tt ed.

The other -- | don't know, one of
the main -- other main tal ks woul d be because
soneone was being honored. Sonetines there
were certain awards that are given out at
every neeting, you know, best basic scientist,
the best clinical scientist, things |like that,
so if soneone is given one of those awards,
then they're invited to give a tal k about
their work or sonething |ike that, so they
gi ve those tal ks.

Q So you said you recall in 2015,

Dr. Le gave one of the main talks at the 2015
ASCO right?
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ATTORNEY RATLIFF.: | object to the form
of the questi on.

A | don't -- as | sit here, | don't
recall or know, but --

Q So you have no nenory of whet her
Dr. Le gave one of the main talks at the 2015
ASCO?

A What does "one of the main tal ks”
mean?

Q | thought we had established that
was one of the nore inportant oral sessions at
ASCO.

ATTORNEY RATLIFF: | object to your
t hought, if that's a question.

A | didn't say that. |If you tell ne
that it was, | don't have a reason to
di sbel i eve you.

Are you saying it was a plenary
tal k?

Q Let me start again.

Do you recall Dr. Le's talk at the
2015 ASCO?

A | already answered that. | do not

recall specifically hearing her talk. It

could have -- it probably would have been in
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t he col on cancer session as an oral talk, and
| probably woul d have gone to the col on cancer
early-on tal ks, and | probably woul d have
heard it, but | don't, as | sit here, have a
specific nmenory of hearing it.

Q | recall you saying that you get

t he New Engl and Journal of Medicine; is that

right?
A Yes.
ATTORNEY RATLIFF:  You're asking --
it's okay.

Q Way do you get the New Engl and

Jour nal of Medi ci ne?

A. Wll, they send it to ne for free,
and it is sort of the leading -- the nost --
it has | guess the nost -- | don't want to say

the nost inportant, but certainly the
nost -- well, | guess the nobst prom nent
papers that are published in nedicine.

Q Are you a reviewer for the New
Engl and Journal of Medicine?

A. |'ve reviewed a couple of tines for
t hem

Q What's your view of the reputation

of the New Engl and Journal of Medicine?
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ATTORNEY RATLIFF: | object to the form
of the questi on.

A | nean, as | said, it's considered
t he nost prestigious journal.

Q Have you witten any papers that
wer e published in the New Engl and Journal of
Medi ci ne?

A No.

Q Did you read Dr. Le's New Engl and
Journal of Medicine paper before you becane
involved in this case?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A As | said, | read it in 2015.

Q kay. We can go back to your
decl aration, Exhibit 1003, paragraph 108 on

page 61.
Are you there, Dr. Neugut?
A Yes.
Q Ckay. Your opinion is that the

notivation to conbine in an obvi ousness
anal ysis of the MSI high study record, which
is Exhibit 1005, and Pernot neans a notivation

to carry out the clinical trial; is that
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right?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. | think Pernot, yeah, gives an
i ncreased enthusiasmto conduct the trial.

Q And if we could | ook at paragraph
112, which is on page 63, which is still in
t he same section as paragraph 108.

Do you see that?

A Yes.

Q Ckay. And your opinion is that a
notivation to conmbine nmeans a notivation to
obtain the data fromthe results of carrying
out the MSI high study record; right?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A Yes, | agree.

Q And a PCSA woul dn't know t he
results fromcarrying out the protocol
di sclosed in MSI high study record until they
ran the trial; right?

A They woul dn't know the results, the

exact results, until they did the trial, but I
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t hink they woul d have anticipated that there
woul d have been a positive outcone.

Q And is it your opinion that if the
results naturally flow fromthe clinical study
protocol, the results of that study protocol

are di scl osed?

A. | don't know what "discl osed"
neans.

Q You don't know what di scl oses
nmeans?

A Di scl osed to whonf

Q To anyone?

A. Coul d you repeat the question?

Q So is it your opinion that if the

results fromthe MSI high study record are
carried out and those results naturally fl ow
from-- sorry. Let ne start again; is that

okay with you?

A. (I ndi cating.)

Q Is that a yes?

A Yes.

Q s it your opinion that if the

results naturally flow fromcarrying out the
MBI hi gh study record protocol, then the

results of that study protocol are disclosed
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to a POSA?
A. Again, | amunclear as to what you
nmean by the word "disclosed.” You nean that

sonewhere down the road, that these were done
and that it's kept as a secret, but the POSA
is told the results in sonme secret way? |Is
this a legal ternf
Q "' musing the word "disclosed" in

the way that anyone would. Like | nean --

ATTORNEY RATLIFF: Hold on. | would
definitely object to that, because how you're
using it is not how!| would use it, so that's
i nval i d.

What' s the question pendi ng?

THE WTNESS: Yeah?

ATTORNEY RATLIFF: Hold on. There is
no question pendi ng.

THE W TNESS: (kay.

ATTORNEY McCORM CK:  Counsel, you don't
need to nake a speaki ng objection.

ATTORNEY RATLIFF: It's not a speaking
objection. There is no question pending
t hen --

A I"mnot trying to be difficult. |

really don't understand the word.
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BY ATTORNEY McCORM CK:

Q I"'mtrying to understand in
paragraph 112 of your report or your
decl aration the |last sentence: As a result of
carrying out the nethods in the MSI high study
record of treating MSI high col orectal
patients with penbrolizumab at the dosage that
was applied in the clinical study, the person
of ordinary skill would have seen the results
that naturally flow fromthose nethods.

Do you see that?

A Yes.
Q What do you nean by that?
A. | mean that the -- as | said

previ ously, the POSA woul d have anti ci pat ed
that by carrying out the MSlI -- the study
that's described in the MSlI study record, that
t here woul d have been a positive outcone from
t he conduct of the study and woul d have gotten
a positive result as was obtained in the
ultimte conduct of the clinical trial.

Agai n, what the exact nunber would
have been, okay, that, you know, you can't
antici pate exactly, but the POSA woul d have

anticipated that there would have been -- that
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t he drug woul d have been efficacious in the
context of MSI high colorectal cancer and not
efficacious in the context of MSI negative
col orectal cancer.

Q | want to focus on the word "seen"
that you use here in that |ast sentence of
paragraph 112 of your decl arati on.

A Yeah.

Q Where woul d the POSA have seen the
results that naturally flow fromthose nethods
di sclosed in the MSI high study record?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. kay. So perhaps the word "seen”
shoul d not be taken literally as seen or have
t hose results to hand, but would have, as |
say -- would have anticipated seeing the
results mght be a better way to phrase ny
i ntent.

Q And your opinion is that based on
the MSI high study record, a POSA woul d have
antici pated seeing positive results from
carrying out the MSI high study record?

A Preci sel y.

Q A PCSA woul d not have known the
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results fromcarrying out the nethods of the
M5l high study record until it was carried
out; correct?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A A POSA woul d not have known the
exact nunbers, of course.

Q Do you understand that's part of an
obvi ousness analysis, it has to be based on
what is in the prior art?

ATTORNEY RATLIFF: | object to the form
of the question.

A Yes.

Q | want to point you to page 62,
your footnote seven.

A 627?

Q Yeah.

Do you see that?

A. Yeah.

If information is not found in the
prior art, that would affect your obviousness
anal ysis; correct?

ATTORNEY RATLIFF: | object to the form
of the question.

A |"msorry, what's your question?
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Q If information is not found in the
prior art, that would affect an obvi ousness
anal ysis; correct?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A To be honest, | don't know the
| egal inplications or how that woul d affect
t hi ngs.

Q Fai r enough

| think you have the patent in
front of you; is that right? The '393 patent,
Exhi bit 10017

A Yeah.

Q | just want to focus on the
i nventor section there.

Do you see that on the first page

of Exhibit 1001? It's at the top.

A. On the cover page?

Q That's right.

A Yes.

Q Do you know any of these inventors?
A. When you use the term "know, " do

you nmean do | know them by reputation or do
you nmean do | play stickball with then?

Q By reputation is fine, although I
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do want to know if you play stickball wth any

of thenf

A No, | certainly know a few of them
by reputation, but | don't -- | don't
believe -- | don't know them personally. |
probably -- | nmet a couple of themlike in the

sense of at a neeting and you shook hands with
them at a poster or sonething |ike that, but
we're not -- we're not friendly. But | don't
think 1've had dinner with any of them or
anything |ike that.

Q You said you know a few of them by
reputation. \Wich few?

A Vel |, certainly Vogel stein.

Q And why do you say that?

A. He is, you know, world fanous, and

Ki nzl er and Papadopoul os and Pardol | .

Q Anyone el se you know by reputation?
A No.
Q And how do you know Dr. Kinzler by

reputation?

A. Kinzler | believe was a fellow in
Vogel stein's | ab, and so Vogel stein is fanous
for the Vogel gram

Q The what ?
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A Vogel gram That's -- published in
1990, a genetic sequence for colorecta
cancer. So that's |like a very inportant
finding. Basically showed the sequence of
nol ecul ar changes that take place in the
progressi on of colon cancer fromthe nornal
cell to the cancer cell. So that is an
extrenmely inportant discovery.

Kinzler | believe did the sane
thing in his lab as his postdoc for a
different tunor. So | don't renmenber which
tunor he did. He had several postdocs who
basically did the Vogel gram for other tunors,
i ke the pancreas cancer or for head and neck
cancer or for other cancers. | don't renenber
whi ch one Kinzler did. So he did the sane
t hi ng.

| don't renenber how Papadopoul os
plays into that, but sonewhere, but |'ve seen
hi s nane on sone of the papers as well, and
i kew se Pardoll also did sonmething simlar,
so they were all involved in this and they're
all on nultiple papers together, but nostly,
again, in this nolecular genetic series of

studi es on col on cancer or pancreas or other
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cancers. Nothing to do with what we're
tal ki ng about today.
THE W TNESS: Sorry.

Q MBI is a nolecul ar genetic marker;
correct?
A. MBI is a? A nolecular genetic

mar ker ?  Yes.

Q Are you aware of Dr. Luis Diaz's
reputation at all?

A. Only insofar as he was invol ved
with this 2015 paper, but beyond that, | don't
real ly know.

Q Is that the sane for Dr. Le?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A Dr. Le | don't know at all.

Dr. Diaz | think |I've heard a couple of tines
in terns of treatnment of colorectal cancer,
but Dr. Le | don't know at all.

Q And do you know the reputation of
Dr. Topalian at all?

A No.

Q | just want to | ook at paragraph 15
of your declaration. Let nme know when you're

t her e.
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A Ckay.

Q And i n paragraph 15, you say that
in form ng your opinions expressed in your
decl aration, you reviewed the follow ng
docunments and materials, and there is a |i st

t hat goes onto the next page; is that right?

A Yes, yes.
Q And what do you nean by "revi ewed"?
A. | read them 1'll say sone of them

| didn't read quite as thoroughly as sone of
the others, but | certainly | ooked at all of
t hem

Q Are there any that you read nore
t hor oughly than ot hers?

A | guess the ones that are |isted
were read nore thoroughly than sone of the
ones that aren't |isted.

Q By "sone of the ones that aren't
listed," are you tal king about the materials
in appendix A that's at the end of the |ist
here in paragraph 15?

A Yes.

Q And | think we can turn to the
appendi x A so we're all talking about the sane

thing, so on page 89 of your declaration or
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page 90 of the exhibit.

A. Ckay.

Q So did you read all of the
materials listed here in appendi x A?

A Well, again, | certainly | ooked at
everything that was in Exhibit A but sonme of
these things I didn't read in depth or, you
know, study cl osely.

Q Did you review or rely on anything
that isn't in paragraph 15 and appendix A in
form ng your opinions for this case?

A | may or may not have.
Cccasionally I m ght have Googl ed sonet hi ng
just to fill in a blank on sonething where
didn't renenber a word or fill in some fact,
j ust because ny nenory doesn't renenber or
just to nake sure | knew what the word neant
or needed to | ook up exactly what an acronym
stood for or sonething |Iike that, but beyond
doi ng sonething |Iike that, no.

(Carification requested by the
st enogr apher.)

A Beyond that, the answer is no.

Q Do you renenber off the top of your
head what you had to |i ke Google?
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A. Not off the top of ny head, no. |
do like to ook things up to nake sure
refresh nyself on things that | don't know,
and | don't renenber everything of course. So
| do -- | do that a fair amount, but will | ook
in-- 1 don't know if you're famliar with
UpToDate. So | look things up there
occasi onal | y.

(Carification requested by the
st enogr apher.)
THE WTNESS: [|'msorry.

A. | ook in UpToDate occasionally to
refresh nyself on clinical things, but | don't
think I had to do that very nuch here.

Q What' s UpToDat e?

A. UpToDate is an online, I'll use the
wor d, textbook of nedicine. No one buys
t ext books anynore. | don't think I've bought
a textbook in 10 or 12 years, but everything
isin -- UpToDate is everything in medicine
that you want to know, and if you bring it up,
you know, if you go to its site and put in the
search term whatever disease it is or
something like that, it will bring up the

item and then if you read there, it has
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al nost everything in it up-to-date, nore or
| ess, plus any references that you may want to
know. It's really remarkable how good it is,
and all of ny colleagues | think use it as
their main source of information on clinical
matters.
Q Whi ch of the docunents here in
paragraph 15 did you identify yourself?
A In the paragraph we were just in?
Q (I ndicating.)
A. | don't believe any of them
Q Who provided you with the docunents
listed in paragraph 15 i n appendi x A?
A. The attorneys in the case.
ATTORNEY MCORM CK: | think it's a
good tinme for another break, if that's al
right with you?
kay. We can go off the record.
CERTI FI ED STENOGRAPHER: O f the
stenographic record at 11:13 a. m
(Wher eupon, a recess is taken.)
CERTI FI ED STENOGRAPHER: Back on the
stenographic record at 11:33 a. m
BY ATTORNEY McCORM CK:
Q Dr. Neugut, did you discuss the
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subst ance of your testinony wth counsel
during the break?

A No.

Q And | have heard you coughi ng
during this deposition. | want to make sure
you're still okay to give truthful, conplete,
and accurate testinony today?

A. I'"'mfine. The coughing is | don't
know what. It has nothing to do with
anyt hi ng.

Q Ckay. Good to hear.

| want to tal k about clinical
trials again, okay?

A Ckay.

Q A skilled artisan woul d under st and
that just because a therapy resulted in a
positive outcone in one clinical trial, does
not nean it will result in a positive outcone
I n subsequent trials; right?

ATTORNEY RATLIFF: Wat tinme franme are
we tal king?
(No response.)
ATTORNEY RATLIFF: If you're not going
to answer ny question, | object to the form of

your questi on.
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A That is true.

Q Dr. Neugut, do you agree that prior
to the clinical trial described in MSI high
study record, only one patient had responded
to a PD-1 Dbl ocker?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. | don't know how many patients had
responded previously to PD-1 bl ockers.

Q Are you aware of any patients that
had responded to PD-1 bl ockers before the NSI
hi gh study record?

A Wll, there is the one case that
they reference in their paper and that's been
sort of talked about all the tinme, the one guy
who had a conpl ete response and a prol onged
conpl ete response to the drug. | don't know
if there were others and either they weren't
witten up or they were in other papers or
whatnot. | don't even know.

Q So you're aware of one patient that
responded to a PD-1 bl ocker before the MSI
hi gh study record; correct?

A. Yes.
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Q And you are not aware of any other
patients that responded to a PD-1 bl ocker
before the MSI high study record?

A. You nean it was published, so
correct.

Q So | want to | ook at that
publication regarding the one PD-1 -- the one

patient that responded to the PD-1 inhibitor,
okay?

A. Ckay.

Q So I'"'mgoing to hand you Exhi bit
1057.

(Wher eupon, docunent previously
mar ked MERCK EX 1057, is received and narked
as Exhibit 1057 for ldentification.)

BY ATTORNEY M CORM CK:

Q Dr. Neugut, do you recognize
Exhi bit 10577

A Yes.

Q Exhibit 1057 is an article titled:
Dur abl e Cancer Regression Of-Treatnent and
Ef fecti ve Rei nduction Therapy with an
Anti-PD-1 Antibody; is that right?

A Yes.

Q And the first author of Exhibit
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1057 is Evan Li pson.
Do you see that?

A Yes.

Q So if | refer to this as the Lipson
article, wll you understand | nean Exhi bit
10577

ATTORNEY RATLIFF: | object to the form
of the question.

A Yes.

Q Do you see in the author's section

of Exhibit 1057 Drew Pardoll and Suzanne

Topal i an?
A Yes.
Q And, Dr. Neugut, Pardoll and

Topal ian are inventors of the '393 patent
clainms; correct?
ATTORNEY RATLIFF: | object to the form

of the question.

A Yes.

Q And is the Lipson article -- does
it reflect the one cancer patient that you're
aware of that responded to PD-1 inhibitors?

A Yes.

Q And if we could turn to page two of

the Lipson article.
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Down at the very bottomon the
second col um, under the heading: Durable
conpl ete response in col orectal cancer.

Do you see that?

A Yes.
Q And it does nmention there in the
very bottom of the second col um of page two:

Mcrosatellite instability, MSI, high

genot ype.
Do you see that?
A Yes.
Q Nowhere in this section or anywhere

in this Lipson article does it say that the
pati ent responded because of their MSI high
status; does it?
ATTORNEY RATLIFF: | object to the form
of the questi on.
A. ' m not understanding the question.
It says he's MSI high, but it doesn't say he
responded because he was MSI high. |Is that
t he question?
Q (I ndicating.)
ATTORNEY RATLIFF: Wait. If that's the
guestion, then | object to the formof the

guesti on.

129



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

A Wll, you wouldn't wite that here
anyway. You would put that in the discussion
| assune. So do you want to | ook at the
di scussi on?

Q Sure. W can | ook at the
di scussi on.

ATTORNEY RATLI FF: For what purpose are
we | ooking at the discussion?
(No response.)

ATTORNEY RATLIFF: If there is a

guestion pending, | object to the formof the
guesti on.
Q Dr. Neugut, | just want to clarify,

t he Li pson paper is tal king about one MSI high
CRC patient who was treated with a PD-1
bl ocker before the MSI high study record; is
t hat your understandi ng?
ATTORNEY RATLIFF: | object to the form

of the questi on.

A. | don't know when the patient was.
| didn't see the date. Was it before the MSI
hi gh study record?

Q So Exhi bit 1057, the Lipson paper
was published January 15, 2013.

Do you see that? I|I'msorry, it was
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publ i shed online first, Novenber 20, 2012.

A Yeah.

Q Do you see that?

A. Uh- huh, yes, uh-huh. Ckay.

Q And reported in the Lipson article

is one CRC patient who was treated with a PD-1

i nhi bitor and had a durabl e conpl ete response;

correct?
A Yes.
Q And we were | ooking at the

di scussion section to see if anything in the
di scussi on section nentions that that one CRC
patient treated with a PD-1 inhibitor
responded because they were MSI high?
A Yes.

ATTORNEY RATLIFF: If -- okay.

Is there a question pendi ng?

ATTORNEY McCORM CK: | 'm gi ving
Dr. Neugut a chance to read the di scussion
section so he can answer ny question.

ATTORNEY RATLIFF: 1 don't know what
the question is. So | object to the form of
t he questi on.

A. Al'l right.
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BY ATTORNEY McCORM CK:

Q Did you finish reading the
di scussi on section of the Lipson article?

A Yes.

Q And do you see anything in there
about the one CRC patient who was treated with
a PD-1 bl ocker respondi ng because of their NS
hi gh status?

A No, it makes no reference to it.

Q And is it true that in 2012, when
this article published, testing for MSI high
status was routine?

A Was what ?

Q Rout i ne?

A |'"'mgoing to have to say | don't
recall that far back if it was or wasn't. It
m ght have been. | don't recall.

Q This norning we were tal ki ng about
testing for MSl high status in 2015.

Do you recall that?

A Yes.

And one of the reasons that you
m ght have tested for MSI high status was to
know i f the patient had Lynch syndrone; is

that right?
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A Yes.

Q So is it possible that this CRC
patient referred to in the Lipson article was
tested for MSI status in order to understand
their Lynch syndrone status?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. It's possible.

Q The Lipson article evaluates the
PD-1 status of the tunor; correct?

A Yes.

Q And | ooki ng at page three of the
exhi bit, the second colum at the very top.

A Yes?

Q The authors are -- the authors
state: W have previously reported
prelimnary evidence for a correlation between
tunor cell nenbranous PD-L1 expression and the
i kel i hood of response to anti-PD-1 therapy;
is that right?

A Yes.

Q And in that discussion that | just
read, the authors aren't talking about MSI
status; right?

ATTORNEY RATLIFF: | object to the form
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of the questi on.

A Correct.

Q And in the Lipson article, that
patient that was treated with an anti-PD 1
inhibitor, it's not penbrolizumab that they

were given; right?

A Correct.

Q Do you know whi ch drug they were
gi ven?

A | believe it's nivolumab, but |I'm

not 100 percent sure.

Q In 2012, at the tinme of the Lipson
article, a POSA didn't know that penbrolizumb
had treated MSI high cancers; correct?

ATTORNEY RATLIFF: | object to the form
of the question.

A In 2012? | don't know if he would
have known about penbrolizumab. M ght have
had sone inkling of -- he, | think, would have
t hought that inmunotherapy m ght do it, but
not necessarily penbrolizunab.

Q And why woul d a POSA have sone
i nkl'i ng that inmmunotherapy m ght treat NS
hi gh cancers?

A. | think sone of the articles that |
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reference in ny declaration alluded to that.

Q VWhich articles?

A. Pernot and the MSI high study
record itself would have inplied it.

There was a press release from
Gal actica that | reference in 1084 that refers
to several trials going on at the tine that
referred it, that's not in 2012, but it's
still prior to the relevant time frame that
we' re tal king about of the patent. So | think
there you have a few exanpl es of publications
or docunents that would have told the POSA and
from which the POSA coul d have inferred or
| earned that the use of PD-1 inhibitors in
i munot herapy woul d have been effective in M
hi gh patients.

Q So those are a few exanpl es, the
Pernot article, MSI high study record, and the
press release. Are there any others from
whi ch a POSA woul d have | earned or expected
that a PD-1 inhibitor would be effective in
MBI hi gh patients?

A Touger on.

Q Is there an exhi bit nunber for that

one?
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1036.
Thank you.
That's about it.

O >» O >

Perfect. Thank you.
Dr. Neugut, 1'd like to go back to
the MBI high study record, Exhibit 1005.

ATTORNEY RATLIFF. |'ve got it.
Q Do you have Exhibit 1005 in front
of you?
A Yep.

Q The MBI high study record is a
clinical study announcenent. It's not a
clinical study report; correct?

A Yes.

Q And the MSI high study record in
Exhibit 1005 is a protocol posting; right?

A Yes.

Q The MSI high study record in
Exhibit 1005 reflects a hypothesis to be
t ested?

ATTORNEY RATLIFF: | object to the form
of the question.

A Yes.

Q And at the tinme the MSI high study
record in Exhibit 1005 was posted, the
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prot ocol had not been perforned; correct?

A. Had not been perforned, no.

Q At the time the MSI high study
record in Exhibit 1005 was posted, the
prot ocol had not been perforned; correct?

A Correct.

ATTORNEY RATLIFF: | --

Q At the tinme the MSI high study
record was first posted, oncol ogists could not
know the results; right?

A Well, we've discussed this alittle
bit. They could not know t he exact results,
but as | said, they could anticipate that
there would be -- that the drug woul d be
ef fi caci ous.

Q And that's the opinion that you're
giving as part of this; right?

A Yes.

Q Is there anything in the MSI high
study record in Exhibit 1005 that tells a POSA
that the protocol will be successful or have a
positive outcone?

A No.

Q If the clinical trial posted in the

M5l hi gh study record had been halted once it
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started, oncol ogi sts woul d have no way of
know ng whet her the treatnent woul d have a
positive outcone; correct?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A You nean if it had been halted
before it was conpleted, then they woul d not
have known the exact results of the outcone,
right.

VWll, | suppose if it had been
hal ted before any data was coll ected, then
yes. | suppose if they have partial data,

t hey m ght have known sonmething. So | don't
know exactly what they would have known.

Q Do you understand that FDA requires
posting protocols on Cinical Trials.gov before
researchers can run a human clinical trial?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A Yes.

Q And this MSI high clinical study
record in Exhibit 1005 was posted on
Cinical Trials.gov;, correct?

A. Yes.
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Q And Hopkins was required by FDA to
post the MSI high study record on
Cinical Trials.gov before conducting the
protocol; right?
ATTORNEY RATLIFF: Wait. You're asking
about Hopki ns and Merck or Hopkins al one?
| object to the formof the question.
A. "Il agree to that point, that it

was real ly Hopkins and Merck together who

posted it.
Q How do you know t hat ?
A They col | aborated in the trial.
Q So if you turn to page three of

Exhi bit 1005 under the section sponsor
col | abor at or s.

A Yep.

Q The sponsor is Sidney Kinmel

Conpr ehensi ve Cancer Center at Johns Hopki ns;

correct?
A Yes.
Q And the responsi ble party here is

t he sponsor?

A. Yeah.
Q Meani ng Johns Hopkins; correct?
A. Correct, and the coll aborator was
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Merck Sharp & Dohne.

Q And if you go to the | ast page of
the MSI high study record, contacts and
| ocati ons.

Do you see that?

A Yes.

Q And the principal investigator for
the study protocol shown here in the MSI high
clinical study record is Dr. Dung Le; right?

A Yes.

Q And Dr. Dung Le is at the Sidney
Ki mrel Conprehensive Cancer Center at Johns
Hopki ns; correct?

ATTORNEY RATLIFF: | object to the form

of the question. You keep saying Young Le.

A. Yes. It's Dung Le, right.

Q She says it Young.

A Ch, she does?

Q She does.

A. | guess there is good reason for
t hat .

Q What ' s your under standi ng of

Merck's contribution to the study here in the
MBI high clinical study record?
A. | don't have any know edge of
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exactly how the coll aboration was conduct ed.
As | said in an earlier answer to another
guestion, nost studies, nost trials nowadays
i nvol ve a nunber of collaborators.

Qoviously, Dr. Le was the principal
i nvestigator and had overall responsibility
for the conduct of the study, but then there
are nultiple people who are listed as
col | aborators or investigators on the study,
and exactly what each one contributed or what
each one did, | have no way of being able to
describe or to be aware of.

Q So FDA required Hopkins and Merck
to post the clinical study protocols shown
here in the MSI high clinical study record
before they could run the study; correct?

A. To post it on Cinical Trial s. gov,
yes.

Q Is it your understanding that it's
necessary to post the study announcenent on
Cinical Trials.gov to get human clinical data?

A To get human clinical data?

Q (I ndicating.)

A. To be honest, | don't know what you

mean by that.
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Q To run a clinical trial in humans,
Is it your understanding that you have to post
the protocol that you're going to run on
Cinical Trials.gov before you run the clinical
trial?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. Wl l, as you said, the FDA demands
it. Soit's required that you do it. That's,
| don't want to say, the law, but that's
required. | think they want the public to be
aware of all the trials, and they al so don't
want -- they don't want -- they don't want
redundancy in trials. So that's a reason why
it's done as well. So this way everyone knows
here is atrial of, in this case, for exanple,
M5l hi gh col on cancer, and so if soneone el se
wer e planning such a study, they would or they
shoul d | ook at the website and see that such a
study is planned, here is howit's going to be
done, and they shouldn't exactly do the sane
thing or whatever or at |east they should be
aware of it so they don't recapitulate it
exactly or trip over each other's feet and

stuff |ike that.
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| nmean, also the other reason the
FDA requires it is so that patients can be
aware of it, so that if there is soneone in
Chi cago who is looking for a trial because
t hey had netastatic colon cancer and they're
desperate, so they go to Cinical Trials.gov
and | ook around for trials on the website.

If they put in their
characteristics, they'll find out in Baltinore
there is a trial going on and they can travel
to Baltinore and call Dr. Le or whatever and
try to get into the trial, if they want to do
t hat .

Q Do you know if it's required to
post a protocol on Cinical Trials.gov before
running a clinical trial?

A. " msorry, have you not asked ne
that now three tines?

ATTORNEY RATLIFF: 1'Ill just note for
the record that counsel is shaking her head
that to your question about if she's asked you
t he question three tines.

A | nmean, wasn't this the sane
guestion you asked ne a m nute or two ago?

Q Yes. Dr. Neugut, I'mtrying to
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make sure that | understand your testinony
clearly and also that the judges in this case
under stand your testinony clearly.

A. So the answer is, yes, it is
required by the FDA that all clinica
protocols for trials be posted on
Clinical Trials.gov, and the patent board
shoul d be aware of that. It wasn't posted
frivolously, and | don't know if they were
pl anning not to post it and to keep it secret
ot herw se, but yes, it is required that it be
post ed.

Q And if Hopkins or Merck wanted to
keep a clinical study secret, they could do
that; right?

ATTORNEY RATLIFF: | object to the form

of the questi on.

A. If that's your point, yes, you're
correct. They could not -- they could not
keep a trial secret. | nean, if putting it on

Cinical Trials.gov neans not keeping it
secret, you're right, they could not keep it
secret. They would have to post it on
Cinical Trials.gov, so anyone who wanted to,

could look it up or find out about it and know
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about it.
Q Thank you.
Now, clinical study protocols
outline an experinent; right?
ATTORNEY RATLIFF: | object to the form
of the question.
A. |"msorry, | didn't hear the
guestion clearly.
Q Clinical study protocols outline an
experinent; correct?
ATTORNEY RATLIFF: | object to the form
of the question.
A. Yes, they do.
Q The MSI high study record in
Exhi bit 1005 does not di scl ose how t he NS
high status will be tested; is that right?
ATTORNEY RATLIFF: | object to the form
of the question.
A. It doesn't state exactly what
nmet hodol ogy should be utilized as |I've said
now once or twice. It does inply that it has
to be tested, otherw se you woul dn't know who
was MSI high and who was MSI negative, but it
does not explicitly state what was required to

be done in order to nake that determ nati on.
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Q So the MSI high study record does
not di scl ose having carried out an
I mmunohi stochem stry test on the patient
sanpl e?

ATTORNEY RATLIFF: | object to the form
of the question.

A. No, it does not explicitly say that
t hey have to have i nmunohi stocheni stry. They
could have PTR.  They coul d have next
generation sequencing. They could have
anot her met hod done.

Q Those ot her nethods that you
menti oned, that PCR or next gen sequenci ng,

t hose are not disclosed in the MSI high
clinical study record; right?

A. None of them are disclosed, but any
of themwould fulfill the requirenent of
determ ning the MSI status of the patient
before they undergo penbrolizumab therapy.

Q And the MSI high study record does
not disclose that the biological sanple being
tested for M5l high status is a body fluid
fromthe patient; right?

ATTORNEY RATLIFF: | object to the form

of the questi on.
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A It does not disclose that, but also
it could just as well be a body fluid and the
POSA woul d have totally appreciated that, that
woul d be just as well as having a tunor
speci men or not. Either one would be suitable
or adequate for doi ng whatever test was
necessary in order to determ ne MSI status.

Q The MSI high study record does not
di scl ose that the protocol results in being
effective in pronoting progression-free
survival in nmultiple human subjects whose
col orectal cancer is MSI high or m smatch
repair deficient; right?

ATTORNEY RATLIFF: | object to the form

of the questi on.

A. |'"'msorry, you |ost ne on that
guesti on.
Q The MSI high study record does not

di scl ose any results fromcarrying out the
protocol; correct?
ATTORNEY RATLIFF: | object to the form
of the question.
A No, it does not.
Q And the MSI high study record does

not disclose any preclinical results, like
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animal testing or in vitro testing; right?

A. No, it does not.

Q Are you aware of any ani mal nethods
that could be used to test PD-1 inhibitors for
M5l high tunors?

A No, "mnot famliar with them

Q You said that you reviewed the

prosecution history for the '393 patent;

right?
A Yes.
Q Are you aware that the Patent

O fice considered the clinical study record as
part of the -- part of evaluating the
patentability of the '393 patent?
ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.
A. Coul d you repeat the question?
Q Are you aware that the Patent
O fice considered the MSI high clinical study
record as part of evaluating the patentability
of the '393 patent clains?
ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of

t he questi on.
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A Yes.

Q And you think the Patent O fice got
it wong?

A Yes.

(Wher eupon, docunent previously
mar ked MERCK EX1006, is received and marked as
Exhibit 1006 for ldentification.)
BY ATTORNEY M CORM CK:
Q Do you have Pernot Exhibit 1006 in
front of you?
A. (No response.)
Q Do you have Pernot Exhibit 1006 in
front of you, Dr. Neugut?
A Yes.
Q Let's [ ook at that.
Do you know what a claimlimtation

is, Dr. Neugut?

A. Coul d you repeat the question?

Q Do you know what a claimlimtation
i S?

A It's -- yes, | do know, but | have
torecollect. It's a part -- it's |ike you

have separate paragraphs.
Q Perfect. | wll use that sane

understanding of what a claimlimtation is

149



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

when we tal k, okay?
You' re not relying on Pernot,
Exhi bit 1006, for disclosing the "in response

to" claimlimtation; correct?
ATTORNEY RATLIFF: | object to the form
of the question.
A | don't believe so.
Q And just so we're all on the sane
page sonewhat literally, you could have the
' 393 patent in front of you on the very | ast

page | ooking at the clains.

A. On the very | ast page?

Q That's right. Second-to-|ast page,
sorry.

A Second-to-l ast page. Yeah.

Q And when |I'mreferring to the "in
response to" limtation, |I'mtalking about the

very | ast phrase of claimone and claim 14
where it says: In response to determ ning
that the colorectal cancer is mcrosatellite
instability high or DNA m smatch repair
deficient, commm, treating the patient with a
therapeutically effective anount of
penbr ol i zumab.

Do you see that?
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A Yes.
Q So if | refer to that as the "in
response to" limtation, wll you understand

what | just read is what |'mreferring to?

A Yes.

Q And you are not relying on Pernot
for disclosing the "in response to" claim
[imtation; right?

A Correct.

Q You are only relying on Pernot for
the testing limtation; correct?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of

t he questi on.

A. |"msorry, could you repeat your
guesti on?
Q You are only relying on Pernot for

the testing claimlimtation; correct?
ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.
And, Dr. Neugut, | know that you're
coughi ng, so you could take your tine.
THE WTNESS: No, no, |'mfine.

A | would say that I'mrelying on
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Pernot for the conduct of the clinical trial,
whi ch woul d i nvol ve both testing and then
following up the testing with giving
penbrol i zumab in response to the results of
the testing. | don't think it's limted to
t he testing.

Q Is there anything el se from Pernot

that you're relying on --

A No.
Q -- for your opinions in this case?
A No.
Q Per not does not disclose anti-PD-1

t herapi es; right?
A No, correct.
Q Per not does not disclose that M
hi gh CRC patients woul d be prom sing
candi dates for PD-1 checkpoi nt bl ockade
t herapy; correct?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A No, he does not.

Q And Pernot does not discl ose any
rel ati onship between MSI high CRC patients and
their Iikelihood of responding to PD-1
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checkpoi nt bl ockade therapy; right?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. No, he doesn't make reference to

Q And if | could direct your
attention to page four of Pernot, the second
colum under the heading: Mcrosatellite
Instability CRC is Associated with | mmunogenic
TAAs.

Do you see that?

A Yes.

Q And the Pernot article states that:
Mcrosatellite instability MSI is associated
with CRCin patients with Lynch syndrone, but
al so with sporadic cancer, in particular in
el derly patients, and is observed in 5 percent
of 25 percent of CRC patients dependi ng on
t unor st age.

Did | read that right?

Yes.

And do you agree with that?
Yes.

You can set that one asi de.

O >» O >
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ATTORNEY RATLI FF:  Counsel, since
you're switching gears and we're close to an
hour, let's take our l[unch break now.

ATTORNEY McCORM CK:  That sounds good.
We can go off the record.

CERTI FI ED STENOGRAPHER: O f the
stenographic record at 12:26 p.m

(Wher eupon, a luncheon recess is

taken at 12:26 p.m)

* * * * * * * *

154



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

AFTERNOON SESSI ON
(1:06 p.m)
CERTI FI ED STENOGRAPHER:  Back on the
stenographic record at 1:06 p. m
BY ATTORNEY M CORM CK:
Q Dr. Neugut, did you tal k about the

substance of your testinony during the |unch

break?
A No.
Q Do you have Exhi bit 1007, Chapell e,

in front of you?

A. I'"'msorry, which? Ch, 1007?

Q Yes.

A Yes.

Q As part of your opinions for this

case, you're only relying on Chapelle, Exhibit
1007, for disclosing testing of a biological
sanple; is that right?

ATTORNEY RATLIFF: | object to the form
of the question.

A. | don't recall what exactly | said
about it, but I don't know if there was
anything else in the article that was
i nportant.

Q You are relying on Chapelle for
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di sclosing testing a biological sanple; right?

A Yes.

Q And you're not relying on Chapelle
for disclosing the "in response to" claim
limtation; right?

A That's correct. | am not.

Q And Chapell e did not suggest giVving
a patient penbrolizumab in response to
determning a patient's tunor as MSI high;
correct?

ATTORNEY RATLIFF: | object to the form
of the question.

A The truth is that he does not
di scuss the use of immunotherapy in the
context of MSI col orectal cancer.

Q And if | could point your attention
to kind of the mddle of the abstract, seven
| ines down the sentence: O all colorectal
cancers, CRCs, 15 percent to 20 percent
di splay MSI or abnormal IHC, often referred to
as a -- as mcrosatellite instability MN
pat hway.

Do you see that?
A Yes.
Q And do you agree with that?
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ATTORNEY RATLIFF.: | object to the form
of the questi on.

A Yes. As | said, since we're
talking primarily about netastatic col orectal
cancer, that percentage actually does not
apply to netastatic colon cancer. That
percentage is for all colorectal cancer, and
t hat nunber has been repeated several tines
now, and it's really not accurate. Well, it's
accurate for what it is accurate for, but it's
not accurate for nmetastatic colorectal cancer.
The nunber is significantly smaller.

If this is relevant or inportant to
us, the nunber is significantly smaller for
nmet astatic col orectal cancer for various
reasons.

Q And you said that MsSI high for
netastatic colorectal cancers is 4 percent;
right?

A 4 percent, 4 to 6 percent. | --
| -- 1 guess it depends on the study you read,
but the nunber in ny head is 4 to 6 percent.

Q And if | can direct your attention
to page three of Exhibit 1007, under the

subheading: dinical significance of MSI L --
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A " msorry, what page are you on?
Q Page t hree.

A Thr ee?

Q Correct.

A Uh- huh.

Q The very first sentence under the

subheading: dinical significance of MSI L --
A Uh- huh.
Q -- says: Around 15 percent of
unsel ected CRC tunors are MSI high, MSI-H

Did | read that correctly?

A Yes.

Q What does unsel ected CRC tunors
mean?

A. | think that's what | was all uding

to before. Unselected neaning all-coners, if
you take all colorectal cancer then 15 percent
are Msl high, but that would be |ike al
stages, all colorectal cancers, everybody, but
t hen subgroups you'll get different
per cent ages dependi ng on the subgroup you | ook
at .

Q If I could turn your attention to
page five of Exhibit 1007, under the
subheadi ng: MSI M CRC prognosi s.
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Are you there?

A. Ckay.

Q And that second paragraph right at
the very bottom of the second colum on page
five of Exhibit 1007, the first sentence says:
Sone recent studies have not found a better
prognosis for patients with MslI CRCs.

Do you see that?

A Yes.

Q kay. And this Chapelle article
was published in 2010; right?

A Yes.

Q And do you agree with that
statenment, that some recent studies in 2010
have not found a better prognosis for patients
with MSI CRCs?

A | wouldn't be able to address that.
| nean, he nmakes a reference to publications
which | guess | would have to -- yeah, | guess
| would have to read the two papers he
references, and | don't know in general what
he's tal king about or what he's referring to.
Even if two papers didn't find a simlar
prognosis for MSI high patients, that would go

against | would say the bul k of studies.
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Q On the next page, page six of
Exhi bit 1007, under the subtitle: M and CRC
Treat ment, Chapell e discusses in the second
paragraph: The first major study indicating
that patients with stage two or stage three
M5l CRCs did not benefit from FU based
adj uvant therapy, while patients wth stage
two or stage three MSS or MSIL CRC did was
Redi ck, et al., in 20083.

Did | read that right?

A Yes.

Q And he goes on to report that:

This study indicated that the overall survival
for patients with MSlI tunors who received FU
was worse than for those who did not; correct?

A Yes.

Q s Chapelle reporting that the M
hi gh patients had a worst outcone on the FU
treat ment ?

A | don't know. | would have to read
the paper. As | said, patients who are NSI
hi gh don't benefit from5FU. The truth is the
tunor is biologically as if it already got
5FU, so that's why it has a better prognosis.

It's as if it already got 5FU, so overall it's
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better off. The prognosis is superior for NS
hi gh patients, but it does not -- so getting
5FU is a negative. You're being treated for
no purpose and you're getting the side effects
of 5FU. So | suspect that's what really goes
on in this context.

Q And if the stage two or stage three
MBI patients don't benefit fromgetting FU,
what other treatnent option did they have
bef ore 20157

ATTORNEY RATLIFF: | object to the form

of the question.

A We di scussed this in the norning.
They could get a full FOLFOX. So the comon
regi me, the standard regine for colon cancer
is areginmen called FOLFOX, which is a
conbi nation of two drugs, 5FU and oxalitlatin.
So 5FU is the main drug in that conbination.

Theoretical ly under sone

ci rcunstances, you m ght get 5FU al one w t hout
the oxalitlatin, and the oxalitlatin, 75
percent of the benefit of FOLFOX conmes from
the 5FU, so under sone circunstances you could
get the 5FU without the oxalitlatin, if you

had reason to, but in the context of -- we've
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been saying of MsSI positive colon cancer, you
woul dn't get any benefit from 5FU al one, but
if you give the 5SFUwith oxalitlatin, then
you' ve got a good regine.

Agai n, you sort of restored --
you' ve got a good reginme again so you can give
the full reginme, but you can't give 5FU al one.
So if there were a reason why you didn't want
to give oxalitlatin in the context of a
patient who is MSI high, it forces your hand
to give the full regine even if you didn't
want to.

So, for exanple, sonetines in an
elderly patient, oxalitlatin has a |ot of side
effects, so | mght not want to give
oxalitlatin to an 80-year old lady. So |
m ght want to give just 5FU al one and | et her
have 75 percent benefit w thout getting the
side effect of oxalitlatin, but if you were
MBI high, | would feel conpelled to give her
full the FOLFOX regine and let -- let her
hazard the side effects of the oxalitlatin and
have to, you know, take her chances with the
full regine.

Q WAs there any ot her treatnent
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option for netastatic MSI CRC patients besides
t he FOLFOX?

A. Ch.  WwWell, nowadays, again,
dependi ng on ot her tunor markers, there are
other treatnents that you m ght be sensitive
to if you have other markers. So that's a
possibility, and there are two or three new
oral -- and again, now we're talking about in
2024 - -

Q And | -- and if | may --

ATTORNEY RATLIFF: Wait. Wait. Wait.
Don't cut himoff.

A So in 2024, there are new ora
agenci es, woul dn't have been around, you know,
Chapelle's tine or -- you know, but so, yeah,
now t here are new oral drugs you could give
patients, but again, back to classical, you
know, real chenotherapy, nost chenot herapy
depends on 5FU so --

Q So in 2015, were there any other
treatnment options for netastatic MsSlI CRC
pati ents besi des FOLFOX?

ATTORNEY RATLIFF: | object to the form
of the question.

A. There were others, but they were
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all 5FU dependent. So, in other words, 5FU
was al ways the core. So there are other
regi nes, because you could add ot her drugs
besi des oxalitlatin to them but always it
woul d be with 5FU, plus sonething el se.

Q kay. You can set Chapel |l e aside.

(Wher eupon, docunent previously

mar ked MERCK EX1008, is received and marked as
Exhi bit 1008 for ldentification.)
BY ATTORNEY M CORM CK:

Q And do you have Exhibit 1008,

Steinert, in front of you?

A. If you' d give ne a nonent.

Q O course.

A Ckay.

Q You have Steinert in front of you?
A Yes.

Q As part of your opinions for this

case, you rely on Steinert for disclosing
testing body fluid; correct?
A Yes.
ATTORNEY RATLI FF:  And, Counsel, do you
have a copy of Steinert for us?
ATTORNEY McCORM CK:  Apol ogi es.
ATTORNEY RATLIFF: No worries.
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ATTORNEY McCORM CK: For you, M. Court
Reporter.
BY ATTORNEY McCORM CK:

Q As part of your opinions for this
case, you do not rely on Steinert for the "in
response to" claimlimtation; correct?

A No.

Q And Steinert does not suggest
giving a patient penbrolizumab in response to

determ ning the patient's tunor is Ml high;

correct?
A. Doesn't refer to that, no.
Q Steinert is about characterizing

circulating tunor cells in colorectal cancer
patients; right?
ATTORNEY RATLIFF: | object to the form

of the questi on.

A That's correct.

Q Al right. W can set Exhibit 1008
to the side.

(Wher eupon, docunent previously

mar ked MERCK EX1009, is received and nmarked as
Exhi bit 1009 for Identification.)
BY ATTORNEY McCORM CK:

Q And as you m ght have guessed,
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let's | ook at Exhibit 1009, Benson.
Do you have that in front of you?
A Yes.
ATTORNEY McCORM CK:  Sorry, counsel.
" m | ooking for a copy. Oh, hiding.
Q Dr. Neugut, you have Exhibit 1009,

the article by Benson in front of you?

A. Yes.
Q What is this Benson publication?
A. These are what are call ed the NCCN

gui del i nes from 2014.

Q And are these guidelines you woul d
review in the normal course of your practice?

A Yes. They're guidelines that are
wi dely utilized within oncology for clinical
deci si on- maki ng.

Q And as part of your opinions for
this case, you rely on the Benson publication

for two points; correct?

A For what ?

Q Two poi nts?

A. | don't recall where | referred to
it. | don't recall where | referred to it. |

woul d have to | ook it up.

Q And you're | ooking in your
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decl arati on?

A Yes.
Q Ckay. Let nme know when you're
r eady.
A Thank you. Ckay.
Q As part of your opinions for this

case, you relied on Benson for disclosing the
patient's cancer having progressed foll ow ng
di fferent cancer therapy; correct?

A Yes.

Q And you also relied on Benson for
di scl osing the patient's cancer being
metastatic or netastatic col orectal cancer;
correct?

A Yes, we sort of reviewed this
briefly this norning, that the POSA woul d have
under st ood and no one woul d have thought
otherwise that in order to be in a clinica
trial, a patient with advanced col on cancer
woul d have been both netastatic and woul d have
had to have progressed on two prior
treatnents, one of which would have been
FOLFOX and anot her one is known as FOLFI R

Q Penbrol i zumab is not reconmended as

a treatnment for colon cancer anywhere in
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Benson; right?
A That's correct.
Q As a part of your opinions for this
case, you do not rely on Benson for your
opi nions regarding claim-- patent clains 37,
39, and 41; correct?
ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.
A. Coul d you repeat the question?
Q As part of your opinions for this
case, you do not rely on Benson for your
opi nions regarding clains 37, 39, and 41,
correct?
ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of

t he questi on.

A. | believe it also refers to those
cl ai ns.
Q And can you point nme where in your

decl aration you see that?

A. On page 70 under .5, each and every
limtation of claimseven, 20, 29, 30, 32, 34,
and 36 to 42 found in the MSI high study

record or the MsI high study record in view of
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Pernot in conbination wth Benson.

Q Benson does not discl ose any
results fromgiving penbrolizumab to the
netastatic CRC patients; correct?

A No, it does not. You know, the
NCCN guidelines are like -- they're vanilla.
You know, they are exactly what the
straightforward practice is at the tine that
they're being witten. So they would not
deviate fromthe straight and narrow, and at

that time giving penbrolizumab woul d have

been -- it wasn't FDA approved. It wasn't
tested. It wasn't anything.

Q That context is helpful. Thank
you.

(Wher eupon, docunent previously

mar ked MERCK EX1010, is received and narked as
Exhi bit 1010 for ldentification.)
BY ATTORNEY McCORM CK:

Q Do you have Sali pante, Exhibit
1010, in front of you?

A. Il will get it.

Q Ckay. Geat. Let ne know when
you' ve got it.

A Ckay. | have it.
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Q And as part of your opinions for
this case, you're relying on Exhibit 1010 for
di scl osi ng net hods of testing for MSI status;
right?

A Yes.

ATTORNEY RATLI FF:  And, counsel, do you
have a copy of Salipante for us?

ATTORNEY McCORM CK: | do.

Q And you rely on Salipante for your
opinions in this case for disclosing nethods
of testing MSI status because those nethods
aren't disclosed in the MSI study record;
right?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. Well, again, the MSlI study record
does not disclose explicitly the nmethods by
whi ch one could test or for the -- for WMSI,
but again, the POCSA woul d have understood that
one had to test, and the exact nethod or which
preci se nethod one used really doesn't matter.
One coul d have used the i mmunohi stochem stry
on tunor specimen or one could have done PCR

or one could have used body fluid for the
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POSA, and for clinical practice it really
makes no difference which one of those you
use, and Salipante at | east describes the
nmet hod -- two of the nethods that could be
used as alternatives to tunor speci nmen
anal ysis and the PCSA woul d have been aware of
it.

Q And you're not relying on Salipante

for disclosing the "in response to" claim

[imtation; correct?

A No.
Q “No" meaning correct?
A Meaning correct. Wiile it is true

that the therapeutic use of or the use of
penbrol i zumab woul d have been in response to
the testing that Salipante describes according
to the MSlI study record, Salipante hinself
does not nmake any illusions to the use of
I mmunochem stry -- immunotherapy or to
penbrol i zumab specifically.
(Wher eupon, docunent previously

mar ked MERCK EX1011, is received and marked as
Exhibit 1011 for Identification.)
BY ATTORNEY McCORM CK:

Q Do you have Ham d, Exhibit 1011, in
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front of you?

A. " msorry, which paper is that?
Q Ham d.

A Ch, Hami d.

Q The Exhibit 1011

A | have it.

Q And as part of your opinions in

this case, you rely on Hamd only for the
claimlimtation of adm nistering
penbrol i zumab i ntravenously; correct?

ATTORNEY RATLIFF. | object. Sorry,
you were coughing, Doctor. | object to the
formof the question, as well as to the
prem se of the question.

A. Wll, inthis case, | think -- I'm
sorry, can you repeat the question?

Q As part of your opinions for this
case, you rely on Hamd only for the claim
limtation of adm nistering penbrolizumb
i ntravenously; right?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. | think there are two aspects to

Ham d. One is what you said, which is that it
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i ndi cates that penbrolizumab is given

i ntravenously or would be given intravenously,
whi ch, again, everyone already knew that at
the time. The POSA woul d know that as wel |,
but in addition, it tal ks about the use of
penbrol i zumab for nelanoma and it's
successfully used for nelanoma, and | think

t hat woul d have been an encouragenent to the
POSA, to the conduct of the trial, in the
context of MSI high colorectal cancer, because
there is transitions or there is transference
of drug fromone tunor to another. So the
fact that inmunot herapy was positive or useful
in one context, would have been certainly
encouraging for its use in different context.

Q And when you say it would have been
encouraging for use in a different context, do
you nmean any different tunor type or
col orectal cancer specifically?

A. VWell, certainly if one were
entertaining the use -- if one were setting up
atrial toutilize it in Ml colorecta
cancer, then | think any investigator or
anyone | ooking at that would have felt, On,

| ook, it was used in nelanoma successfully.
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The odds or the probability that it would be
successful or efficacious in our context as
well is nore |likely because of that. |If the
drug had never been useful in any cancer, the
odds out of the blue that it's going to be
successful in MSI colorectal cancer woul d
certainly be nmuch lower. So the fact that it
had been used in nelanoma with great success
was certainly a very positive sign or a very
positive signal to the investigators | think
for the MSI colon cancer and it would have
been to a POSA as wel | .

Q Ham d doesn't talk about MSI high
status; right?

A | don't believe that it does, no.

Q And Ham d doesn't tal k about
col orectal cancer: correct?

A No, it does not.

Q The only dependent cl ains, patent
clains that you rely on for Ham d are the ones
that have the IV admnistration |imtation;
correct?

ATTORNEY RATLIFF: | object to the form
of the question.

A. To be honest, | don't really
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understand that, because -- why it is that
way, because isn't it given intravenously in
all the clains? So why it's limted to those
in particular | don't know, but that's true,
the way | have it witten here, but it's
al ways given intravenously, so -- but yes,
according to the way that ny declaration is
witten.
Q Ckay. Thank you.

Dr. Neugut, do you agree that Merck
did not invent penbrolizumb?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A | have no idea who invented
penbr ol i zunmab

Q The FDA approval for Keytruda for
MBI hi gh cancers was the first approval based
on a biomarker; right?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A The first approval of what for a
bi omar ker ?
Q FDA approval for Keytruda, for M5

hi gh cancers was the first approval of a
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cancer drug that was based on a bi omarker
instead of the site of the cancer; is that
right?
ATTORNEY RATLIFF: | object to the form

of the questi on.

A No.

Q Wiy do you say that?

A Because it's not true.

Q Pl ease tell nme nore about why
that's not true.

A O at least not how ! would
understand this, but naybe |I'm-- give
tanoxi fen for estrogen receptor positive

breast cancer, to ne that's a biomarker being

given for -- a drug being given for a
bi omar ker .
Q Ckay. Are you famliar with the

term"tunor agnostic"?

A Yes.
Q What does that nean to you?
A. Ch, okay. If you're going to use

the termthat way, tunor agnostic neans that
we're giving a drug purely on the basis of a
mar ker and not on the basis of the site of the

di sease.

176



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

There are other drugs that are
tunor agnostic, but | don't know which is the
first. If M5l is the first, then okay. |
don't know that -- | don't know if that's the
first one, but yes, it is, or it's becone
t unor agnosti c.

There are others that are al so
tunor agnostic, but so | don't know which is
the first, but I don't know the answer to your
guesti on.

(Carification requested by the
st enogr apher.)

ATTORNEY RATLIFF: But | don't know the
answer to --

A | don't know -- that's the first
one. So | didn't know exactly that's the
first, but it is tunor agnostic.

Q So Keytruda has a tunmor agnostic
i ndication for MSI cancer, MSI high cancers;
correct?

A Yes. | don't know if that was the
way the original approval was given, but at
this point it is.

Q When the MSI high clinical study

record was published, which was 2013, were you
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awar e that penbrolizumab had not been approved
by FDA for any indication?

A Yes.

Q Are you aware that Keytruda has
cured patients wth advanced stage MSI high
CRC?

A | cure themall the tine.

Q You have seen advanced stage MsI

hi gh CRC patients cured with Keytruda?

A. Uh-huh. 1'msorry?

Q Are you asking nme to repeat the
guesti on?

A. Did you ask nme a question?

Q You have seen advanced stage MSI

hi gh CRC patients cured with Keytruda; right?
A Yes.
Q And those patients you' ve seen who
have been cured with Keytruda, what do they
t hi nk about Keytruda?
ATTORNEY RATLIFF: | object to the form

of the questi on.

A. | don't know. | don't do -- we
don't fill out surveys like that. | don't ask
t hem questions like that. | -- | know that

they like ne, so | have no idea what they say
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about the drug, but | assune they like it.
Q Fai r enough. Thank you
Have you seen the Keytruda
prescribing information?

ATTORNEY RATLIFF: | object to the form
of the question, as well to the prem se of the
guesti on.

A. |'ve never read the package insert,
if that's what you're asking ne.

Q That is what |'m asking you

How do you know how you can
prescribe Keytruda if you haven't read the
package i nsert?

A So as to many cancer centers, we
use conputerized prescribing or chenot herapy
order, order prograns, software progranms So
that we don't screw up and kill soneone. To
be honest, you know, you don't want to screw
up ordering chenotherapy. So everything we do
is carefully preprogramred.

So we -- to mnimze the risk of
m sordering the wong dose or never so -- sO
just go to the correct website and put in the
patient's -- you know, put the patient in and

put it in for the right day and whatever and
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then pull up -- and then when | tell the
conputer that I'mgiving the patient cheno
starting on a certain day, it asks which
chenot herapy regi me do you want to do, and
then I go down to P and pull up penbrolizunab,
and then it offers ne a nenu of exactly when |
want it, and it has the dose and

adm ni stration information al ready
preprogramed based on the patient's weight
and height, and | can alter it, but the
default is already in, and then | can review
it, which | do carefully, of course, and then
| sign off on it.

That may sound sinplistic, but
believe ne, it's -- you can save a |l ot of
l'ives.

Q So in the systemthat you use, when
you' re prescribing Keytruda for patients, do
you indicate that the patient is getting

Keytruda because of their MSI high status?

A. It does ask the patient's
di agnosis. So | don't knowif it asks -- | do
put in colon cancer. | don't know if | put in

MBI hi gh col on cancer.

The insurance conpany wi |l ask, you
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know, they have to get preauthorization for
chenot her apy because otherw se they don't get
pai d and not hi ng happens w t hout the
insurance. So | amcertain that that gets

i ndicated and then forwarded to the patient's
i nsurance conpany and aut horized, and it woul d
not get authorized if it wasn't -- and they

check if it's MSI high as opposed to MSI

negative. It would never be paid if it were
not MSI hi gh.
Q You said that you cure peopl e al

the time with MSI high --

A. Al right. Mybe that was an
exagger ati on.

Q | appreciate that. You cure people
usi ng Keytruda, the MSI high CRC patients.

Bef ore you had Keytruda, were you
curing MsI high CRC patients?

A. Curing a patient with a netastatic
solid tunor, it's a very rare phenonenon. |
woul d say in my career, which stretches back
40 years and enconpasses thousands of
patients, |'ve cured seven. And wth Keytruda
and MBI high colon cancer, |'ve probably cured

anot her seven in the last five years.
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Q

use for

accordi

That's great.
s that conputer systemthat you
prescribing drugs set up to prescribe

ng to the prescribing information for

t he drug?

of the
A.

dosi ng.

ATTORNEY RATLIFF: | object to the form
questi on.
| assune they used the recommended

Again, | -- | don't knowif they're

copying it off the | abel or where they're

getting it from but | know dosing --

sonetinmes | will use Google to check the
dosi ng nyself because | want to be sure al so
that it's right. |'mresponsible, you know,

and | do nodify the doses on occasion, but |

coul dn'

t tell you -- | mean, a chief of

phar macy who puts the dosing in and it's all

checked when we put it in the drug, you know,

when we -- when a drug is entered into the

system

it's very carefully done and everyone

signs off onit, etc. So | couldn't tell you

where t

assune

he initial doses cone from but |

they cone off the prescribing

i nformati on provided by the conpany.

Q

Were you aware that the FDA awarded
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Keytruda a breakt hrough therapy designation
for using Keytruda to treat MsI high CRC
patients?

A. No. |'mnot surprised.

Q Wiy do you say that?

A Well, the survival benefit is
i npressive, I'msure there was pressure on the
FDA to give it what they call a fast track
desi gnati on.

Q Are you famliar with the
br eakt hr ough t herapy designation the FDA gives
drugs?

ATTORNEY RATLIFF: | object to the form
of the question.

A | didn't know there were
br eakt hrough. 1've always heard it called the
fast track designation, but |I assune it's the
sane thing, yes.

Q Why woul d FDA feel pressure to give
Keytruda the fast track designation for MSI
hi gh col orectal patients?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. Normal time frame for getting the

drug approved by the FDA is on the order of

183



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

years. So let us say you wait two years to
get a drug approved, the nunber of patients
who are not going to be treated and suffer
during that tine is certainly in the hundreds,
and the drug, which has such a dramatic
benefit, would really be unethical to -- or it
woul d be detrinmental to not fast track it and
do sonething nore rapidly. 1It's not done
except in such dramatic circunstances.

Q Dr. Neugut, are you aware that
Keytruda has made Merck a | ot of noney?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A Yes.
Q Are you aware that Keytruda is the
wor | d's best selling drug?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A I|"maware that it was at one tine.
| don't know if it still is, but I know that
there was a tinme when it was the nunber one
selling drug.

Nunber one in revenue. | don't
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know if it's nunber one in the nunber of
patients who are receiving it, but there are
different ways to neasure nunber one.
Q | hear you
Wul d you agree that sone
per cent age of the Keytruda sales are going to
patients with MSI high tunors?

ATTORNEY RATLIFF: | object to the form
of the question.

A | woul d not know how to break down
Mer ck' s revenues.

Q Are you aware that Hopkins receives
no noney from Merck for Keytruda sal es?

ATTORNEY RATLIFF: Are you representing
t hat ?

(No response.)

ATTORNEY RATLIFF. |If you won't answer
nmy question, | object to the formof your
guesti on.

A | have no idea how much Merck --
how much Hopki ns made or did not nake on this.

Q Part of your opinions for this case
are that the posting of the MSI high study
record invalidates these patent clains; is

that right?
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A Yes.

Q So is it your opinion that if you
post a clinical study protocol, you can't get
patent clains for that nethod of treatnent?

A. | don't know. That's a | egal
guestion and I'mnot a lawer. So that's
sonet hi ng you woul d have to ask the Paul
Hastings' attorneys. | don't have a | egal
opinion in this case.

ATTORNEY RATLI FF:  And, counsel, |
woul d t hi nk whenever you're at a questi on,
we' ve been goi ng about an hour, so let's take
a break.

ATTORNEY McCORM CK:  |''m happy for a
br eak.

W can go off the record.

CERTI FI ED STENOGRAPHER: O f the
stenographic record at 2:08 p. m

(Wher eupon, a recess is taken.)

CERTI FI ED STENOGRAPHER: Back on the
st enographic record at 2:28 p.m
BY ATTORNEY McCORM CK:

Q Dr. Neugut, did you discuss the
subst ance of your testinony during the break

wi th counsel ?
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A No.

Q | want to tal k about clinical
trials again wth you, okay?

A. What ever you' d |ike.

Q Oncology clinical trials, they can
take a long tine to conplete; correct?

A Yes.

Q Wiy is that?

A. Usually it's because the endpoi nt
is -- the usual endpoint is survival and it
takes a long tine for people to die.

Q And patients enrolled in oncol ogy
clinical trials, they don't pay to be enrolled
in those clinical trials; right?

ATTORNEY RATLIFF: Wait. Every single
clinical trial that ever existed, is that what
your question is about?

(No response.)

ATTORNEY RATLIFF: If you're not going
to answer ny question, | object to the form of
t he questi on.

A The point is accurate. There may
be sone trials where people actually pay, but
general |y speaking, trials are funded by

soneone or other, like a drug conpany or
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governnent, and so they're usually done gratis
to the patients. Very occasionally an

I nsurance conpany wll pay, but that's -- no,
actually not infrequently, an insurance
conpany will pay too.

Q So general ly speaking for oncol ogy
clinical trials, patients aren't paying to
participate in the clinical trial?

ATTORNEY RATLI FF: (Qbjection. Asked

and answer ed.

A ["'msorry, | didn't hear the
guesti on.
Q Ceneral ly speaking for oncol ogy

clinical trials, patients are not paying to
participate in the clinical trial?

ATTORNEY RATLI FF:  Objection. Asked
and answer ed.

A That is correct. Patients do not
usually pay to be in a trial, although, again,
that is not -- it really depends on the
circunstances. There may be clinical trials
where patients are paying -- where the
clinical trial is sort of in the normal course
of clinical events, and under those

circunstances, they nmay pay in the sane way
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that they would pay for any other clinical
therapy. That occurs.

Q As far as you're aware, FDA does
not pay conpanies to publish results from
oncol ogy clinical studies?

A The FDA?

Q (I ndi cating.)

A. | think the FDA expects
i nvestigators to publish their studies or the
results of their studies, but it doesn't pay
themto do it.

What ever funding paid for the trial
will usually have funding in it to pay for the
publication and will expect the publication to
emanate as an end product of the conduct of
the trial

Q I's it your understandi ng that
clinical trial data is kept confidential until
publ i cati on?

ATTORNEY RATLIFF: Is your question as
to every possible clinical trial that's ever
been done?

(No response.)

ATTORNEY RATLIFF: | object to the form

of the questi on.
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A It really depends on what data
you' re tal king about. | nean, patient data
is -- first of all, it's always confidenti al

in the sense of being anonym zed. So to that
degree, it's, | don't know, confidential, but
no, nowadays actually data is public and
expected to be nade avail able to ot her
investigators to be able to utilize it for

st udy.

There may be a delay tine which
gives the initial investigators a chance to
get their data out and publish it first, but
ultimately, | think they expect that data wll
be nmade available to other investigators so
t hey can analyze it al so.

Q While -- generally speaking, while
a clinical trial is ongoing, is it fair to say
that only a limted nunber of people would
have access to the data generated fromthat
clinical trial?

ATTORNEY RATLIFF: | object to the form

of the question.

A Yes.

Q General |y speaki ng, the sponsor of

an oncology clinical trial keeps the records
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resulting fromthat clinical trial; right?
ATTORNEY RATLIFF: | object to the form

of the questi on.

A. I"'msorry, who did you say keeps
t he data?
Q The sponsor of the clinical trial?

ATTORNEY RATLI FF: The sane objection.

A No.

Q Way do you say that?

A Because it's not true.

Q Who keeps the study records then?
ATTORNEY RATLIFF: | object to the form

of the question, as well as to the prem se of
t he questi on.

A Those who are conducting the tri al
keep the data.

Q So those who are conducting a
clinical trial keep the records fromthat
clinical trial?

A. Yes. | mean, | should say that it
really depends on the circunstances. Also, if
it's under, for exanple, the NIH or sonething
li ke that, then they may -- they have the
right to nonitor that and to cone in and do

audits and to do -- nmake sure that the data is
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bei ng kept correctly and ethically and there
aren't any oversights, errors, etc.

Li kew se, | nentioned earlier
cooperative groups do many, many of the trials
inthe United States, and so cooperative
groups have oversight over trials oftentines
and the drug conpani es have oversi ght over
their own trials. If an institution, like a
university, is conducting a trial under the --
in collaboration with a drug conpany, then the
drug conpany certainly would have oversight or
access to the data or to be able to audit the
data as wel|.

Q So clinical -- oncology clinica
trial can take tine to get enough eligible
patients enrolled to power the study
sufficiently; is that right?

ATTORNEY RATLIFF: | object to the form
of the questi on.

A. Depends on the nature of the study.
Soneti nes as you say recruitnment can be what
del ays or what takes tinme. Sonetines, as |
said, it's waiting for the endpoint to occur,
like waiting for people to die.

Q And because it can take tinme to
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recruit enough patients to carry out the

clinical study, that can |lead to additional

time before results are reported; right?
ATTORNEY RATLIFF: | object to the form

of the question, as well as to the prem se of

t he questi on.

A. Again, all these things take tine.
Everything -- all of these things can get --
getting an I RB approval can take tinme. You
know, each thing adds its own | ayer of del ay
into the conduct and conpletion of the trial.

Q And even after, generally speaking,
a clinical trial is conpleted, researchers
will continue to nonitor clinical trial
patients; right?

A. That will vary fromtrial to trial,
but oftentines, yes, and occasionally, no. |t
really depends on the nature of the trial.
That question is not answerable as a
general -- there is no hard and fast rule.

Q You had nentioned that one of the
endpoi nts you m ght be nonitoring for an
oncology clinical trial is howlong it takes
the person to die; right?

A. Yes.
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Q And that's a neasure that endpoint,
it can take sone tine; correct?

A. Yeah. Well, nowadays that's often
not used anynore as a -- as an endpoi nt
because it takes so long. So nost studies now
use an endpoint called progression free
survival as the main endpoint and, in fact, |
think this trial did as well.

Q Al'l right.

Dr. Neugut, | want to talk to you
about your role in this case and preparing
your decl aration, okay?

A. What ever you'd i ke.

Q When were you first contacted about

this case?

A | don't recall

Q Was it in the |ast year?

A. | think nore than a year.

Q More than two years?

A. | don't think so. | would say if
that's ny -- if that's the time -- the choice,

| woul d say probably in one to two years.
Q Who first contacted you about this
case?

A. | don't know who actually sent ne

194



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

the first email, but | ended up talking to a
Ms. Dana Weir.

Q Were you first contacted about this
case via email ?

A |"mpretty sure at |east the
initial contact. | mean, | ended up pretty
soon thereafter having a Zoomcall or
sonething like that to discuss issues or
what ever. You know, whatever, if | was
suitabl e or whatever they needed.

Q And what was your first inpression
on hearing about this case for the first tinme?

A. By "inpression," what do you nean?

Q What did you think about this case
when you heard about it for the first tine?

A. | didn't have an inpression. |
mean, ny inpression of ny -- the issue for ne
was did | have the wherew thal and expertise
to be able to conpetently and effectively
fulfill the role that the |law firm needed in
dealing with this.

My second thought was patent case.

Who the hell understands patent |aw anyway.

It's all totally off the wall, and I'll never

understand what's going on here, and after |
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dealt with those two issues, then it was
pretty straightforward.

Q When did you start working on your
decl aration for this case?

A. That would be -- it depends on what
you nmean by "working on." | nean, | started
early on reading various docunents that were
gernmane to the case, so that took place from
early after comng in contact or after signing
on as an expert in the case. So | would
i nclude that as part of the preparation of the
decl arati on.

So that -- let's assune for the
nonent that this all took shape two years ago,
which is possible, it's probably a little |ess
than that, but if we talk about the actual
preparation of the witten docunment, |'m going
to guess or believe that that was -- if |
signed this in Novenber, then the preparation
of the declaration would have been early in
the fall. So that would have been not a year
ago, but a little less than a year ago.

Q And once you started preparing your

decl aration, how nmuch tinme did you spend on

it?
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A | can't -- | can't estimate the
hours.

Q Do you have a ball park estimte of
t he hours you spent on the decl aration?

A Again, if we include the readi ng of
t he docunments and things of that sort, then
we're talking -- and the various neetings wth
the | awyers, then we're talking 50 to 75
hours.

Q In preparing your declaration for
this case, did you look for articles that
expressed a view contrary to yours?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se of
t he questi on.

A. As | said before, the | awers
obtained the articles for me. | did not
personally do a literature search on the
subject, but | amnot sure what a negative
article would have said. Wuld it have said

that MSI high colorectal cancer is not treated

by i mmunot herapy? | suppose there are sone
articles that do say that, but -- and then |
don't know that that is an inportant -- in its

context that that's really an inportant
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counterargunent here. W're not really

ar gui ng about whether i nmunotherapy is -- or
at least |'mnot arguing about whet her

i mmunot herapy is effective in MSI high
colorectal cancer. So I'mnot |ooking to
rebut that.

| did not |ook for articles that
| ooked at the role of Hopkins versus the role
of Merck, if that's what you're referring to.
And so -- and | did not |look into the
legalities of the issue because that's not ny
role and not ny experti se.

So again, | don't know what -- if
you say did I look for articles that were
negative or opposed the views of these
articles, | don't know what -- did | |ook for
an article that said you don't give
penbrol i zumab i ntravenously? No, that woul d
have been silly, but so there was no counter
to these articles in nmy -- to |ook for.

Q In preparing your declaration for
this case, did you | ook for articles that
di scussed the inportance of Hopkins'
contributions to cancer treatnent by

denonstrating the efficacy of treating M
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hi gh cancer patients with penbrolizumab?

ATTORNEY RATLIFF: | object to the form
of the question, as well as to the prem se
enbedded in the question.

A As | said, | did not address the
relative contributions of Hopkins versus Merck
or the -- if you'd |like, the actua
nitty-gritty of the various litigation clains
that are either in the district litigation or
in the District Court litigation or in the
patent litigation, except insofar as they're
addressed in the declaration with regard to
t he obvi ousness or anticipation of the patent
itself.

Q Are you aware that there are
articles discussing the inportance of Hopkins'
contribution to cancer treatnent by
denonstrating the efficacy of treating M
hi gh cancer patients?

ATTORNEY RATLIFF: Are you representing
that to be true?
(No response.)
ATTORNEY RATLIFF: Okay. |If you're not
going to answer ny question, | object to the

formof your question, as well as to the
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prem se of your question.

A. | imagine there are articles that
give the story one way or the other, but |
don't know one way or the other what it is,
and it's not ny job and it's not ny role and |
don't really care one way or the other what
t hey woul d say.

Again, ny only claimhere is that
the MBI high study record has all the
information in it that's ultimtely addressed
inthe claim So they're reported in the
patent, and that again, a POSA woul d have seen
that and it would have been anticipated or
obvious prior to the patent and that the

pat ent board should be aware of that, etc.

Q Do you teach oncol ogy nedi ca
student s?

A. | used -- if you're saying directly
to nedical students, | used to participate in

t he second-year nedical student course.
haven't done that in a while. To be honest,
| "' m above that, but | do teach third-year
students -- well, okay, they're students too,
and | nostly teach on the fellow level. |

teach fell ows.
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Q Do you teach oncology fellows to
treat MSI high cancer with penbrolizumab?

A. | use the term"i munot herapy, "
yes, including penbrolizunmab.

Q And what was the process |like for
creating your declaration? And | don't want
to know any conversations between you and your
attorneys in doing this, but just the
nmechani cs of how it worked?

A. As | said, | had long prelimnary
di scussions with the various attorneys. |
read various docunents and exhibits that are
included in the list of exhibits and so that |
understood all those issues involved, as well
as the MSI high study record itself and the
patent, etc., and the clains. | was sort of
educat ed about the patent |aw process enough
so | could appreci ate what a POSA was and
those sorts of patent |law issues, at |east on
a pretty decent level, so | was not totally
out of the | oop and being able to think about
such things.

Utimately, | discussed these
i ssues and the key points that are in the

declaration with the attorneys. |, nyself,
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did not actually wite the initial docunent.
That was witten by the attorneys and a draft
was given to ne. | went over it very
carefully and nade significant anendnents that
went back and forth for a while and then cane
up with the final docunent.

Q In formng your opinions for this
case that are reflected in your declaration,

did you consult with anyone other than the

| awyers?
A | did speak to ny wife. She did
not understand one word -- she's a |l awer, but

she did not understand one word of the patent
| aw i ssues. So | gave that up and she w shed
me the best of luck, but aside fromthat, I
haven't spoken to anyone about it.

Q I n paragraph 16 of your
decl aration, you state that you were asked to
assune that the relevant tine period could
al so be Novenber 13, 2014, but none of your
opi ni ons woul d change in view of that date,
and if you want to get to it, let ne know when
you' re there.

A. Yeah, give ne a second.

Q Sur e.
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Par agr aph 16.

A. Un- huh. [|"'msorry, what's your
guesti on?
Q So in paragraph 16 of your

decl aration, you state that you were asked to
assune that the relevant tine period could

al so be Novenber 13, 2014, but none of your

opi nions woul d change in view of that date; is
t hat correct?

A Yes.

Q What did you do to assess whet her
your opinions would change in light of the
Novenber 2014 date versus the July 2015 date?

A What was | asked to do if -- what
did | do to consider Novenber 13, 20147

Q I ' m aski ng specifically about that
phrase i n your paragraph 16.

A. Right. | understand.

Q And what did you do to assess
whet her your opinions would change in |ight of
t he Novenber 2014 date versus the July 2015
dat e?

A | didn't do anyt hing.

Q Dr. Neugut, have you served as an

expert in any capacity for Merck other than

203



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

for this dispute?

A |"ve -- |"'ve consulted for Merck in
the past in unrelated circunstances. So it
woul d not be relevant to anything we're
t al ki ng about today.

Q "Il conme to the consulting in a
m nut e, but have you served as an expert for
Merck other than for this litigation?

A. | don't believe so.

Q You said you' ve done consulting for
Merck unrelated to what we're tal ki ng about
here. When was that?

A. | don't recall exactly. | do
phar macoepi dem ol ogy consulting. So |
consulted for Merck in the past on issues
related to their drugs and their clinica
trials.

Ri ght now | serve on a DSMB for
drugs, for certain diabetes drugs which are
bei ng eval uated, which are being nonitored,
and, again, it has nothing to do with
anything, but | think it involves several drug
conpani es that have di abetes drugs of a
certain class, and I think one of the

conpani es was Merck, but again, it has nothing
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to do with anything we're tal ki ng about today,

but if you're asking, I'mtelling.

Q Have you col | aborated with any
research -- on any research projects with
Mer ck?

A Not to ny -- not to ny

recollection. The fornmer CEO of Merck hangs
out at Colunbia a lot. So |I've been to dinner
with hima couple of tinmes, but | don't think
t hat counts as anyt hing.

Q Who is that fornmer CEO of Merck
you're referring to?

A. H s nanme i s Vagel os.

THE WTNESS: Vagelos, V-A-GE-L-OS.

Q Have you worked with Merck's
counsel before, which is Paul Hastings?

A No.

Q | asked you a few questions ago
about your work relating to this litigation.
s it your understanding that this litigation
includes the District Court litigation or just
the dispute in front of the Patent O fice?

A. The one we're discussing today is
distinct fromthe District Court litigation,

and | understood that that litigation was
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suspended or | don't know what word is used
legally, but it's in abeyance until this

patent issue is resolved.

Q Have you ever consulted for Johns
Hopki ns?

A. | don't recall consulting for them

Q Have you ever worked with any

resear chers from Johns Hopki ns?

A. ["msure that | have, but as | sit
here, | don't recall any.
Q Do you consi der Johns Hopkins to be

a good research university?
ATTORNEY RATLIFF: | object to the form

of the question.

A Yes.

Q How much have you been paid for
your work in connection with this case?

A. | get 650 an hour.

Q And do you know how nmuch you have
earned to date for your work on this case?

A As |'msitting here, | don't know
of fhand, but |I'mgoing to guess in the
bal | park of or estimate in the ball park of
$40, 000.

Q You' ve served as an expert wtness
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inalitigation before; right?

A. In alitigation?

Q (I ndicating.)

A. | do a fair anpbunt of litigation
consul ting.

Q And are you aware if any of your
testi nony has been excluded as part of your

wor k doing litigation consulting?

A Am | aware if any of ny --

Q Testi nony has been excl uded?

A. Once, uh-huh.

Q When was that?

A. |"mnot sure exactly legally what
it was, but it was around 2017.

Q And why was your testinony
excl uded?

A. To be honest, |'mnot exactly sure
what the legal basis was. | think it was a

m sunder standi ng by the judge, but there is a
big -- there is a big litigation or a big --
there is alot of litigation going on with
regard to an herbicide called Roundup going
on. So | was the -- or | amone of the main
plaintiff witnesses with regard to the

rel ationshi p between Roundup and non- Hodgkin's
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| ynphoma.

So when the case was initially in
litigation, there was, | think what you call,
an MDL, | don't know what the |etters stand
for, but so there was a Daubert hearing on the
subj ect, and the judge who heard the case,
this was in sone Federal Court in
California -- | nean, the testinony went on
for hours and the judge said | contradicted
nyself in the testinony. | was asked a few
times the sanme question back and forth. It
was on technical points, but | didn't. |
mean, he didn't understand it. The truth is
there were two different answers to the sane
guestion, but whatever. So he said because |
contradicted nmyself that -- or this is how I
under st ood what happened, that ny testinony
wasn't reliable, and he excluded ne from
testifying further in, | guess, sone federal
cases with regard to Roundup.

Q How many cases have you been an
expert witness for?

A | testify alot. | would have
trouble quantifying that. | probably -- |

don't testify very nmuch, but | review a | ot of
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cases.
Q How much tine would you say you
spend serving as an expert witness for
litigations?
A Well, | have two aspects to ny
litigation consulting. | do mal practice

reviews and | do nmass tort reviews, because,

again, I'man epidemologist, so | do a |ot
of , you know, drug epidem ology. | testify
agai nst drug conpanies. So -- or whoever, SO
| would say | do about -- | do one to two

mal practice cases a nonth to review, but

again, they never -- they hardly go to court.
They all settle or they have no basis, so they
review themand that's the end of the case.

In the mass tort area, | do, |
don't know, two or three cases a year. Again,
Roundup has been like the big -- a big thing
for nme because that seens to go on forever.
It's a case of all time, but | haven't had
that many. You know, maybe | do two Roundups
a year or |'ve been doing two Roundups a year
since 2017, but always in state court. And
then 1've had a couple of -- a few other mass

tort cases. So that's been that.
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Q And have you served as an expert

wtness in a patent case before?

A Once.

Q What case was that?

A. There was a case agai nst Genentech.
| was on the plaintiff -- | was the expert
wtness on the plaintiff side. It was for a
drug called Avastin, also a colon cancer -- a

very commonly used col on cancer drug. The
i ssue there was that Genentech had a

| ong- st andi ng patent on the drug, and the

plaintiff was a conpany -- a generic conpany
that wanted to, | guess, nmake the drug and
wanted to -- | don't know what you'd call it,

wanted to get around the patent and then have
perm ssion to make the drug or to be able to
produce it and stop the patent and argue that
what ever the basis was, Cenentech had for

| engt heni ng out, they kept |engthening out the
pat ent, whatever the argunent they were making
for | engthening the patent another two or
three years or however they were doing it, but
the basis for the patent extension was not
legitimte.

Q So in that Genentech patent
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litigation, you served as an expert wtness
for Genentech?

A For the generic firm

Q Have you been engaged by Merck as
an expert for the District Court litigation

agai nst Hopki ns?

A. Not to ny know edge.

Q And | woul d hope you woul d know.
A Huh?

Q | woul d hope you woul d know i f

you' ve been engaged.

Al'l right.

Dr. Neugut, what did you do to
prepare to give testinony today?

A | have net with the attorneys
multiple tinmes and | have reread all these
docunents and | have reread ny decl aration any
nunber of times and | got a good night's
sl eep.

Q When you say you net with the
attorneys to prepare to give testinony today,
how many tinmes did you neet?

A The neetings varied in |length and
intensity, but if you add themall up, | would

say seven or eight tines.
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Q And | want to nmake sure that you
understand |' mjust tal king about preparing
for the deposition, not al so your declaration.
| s that your understandi ng?

A Yes.

Q kay. So you net seven or eight
times to prepare to give testinony today;
right?

A. But as | say, sonme of the neetings
were an hour or two.

Q And who did you neet with?

A. The occasions varied and the
granatis personi varied fromneeting to
neeti ng and dependi ng on the occasion invol ved
M. Ratliff, M. Feigenbaum Daniel, whose
| ast name | can't renmenber as |I'msitting
here. M. Mireira, that Dana Weir, who is not
here. Another Merck attorney whose nane |
al so cannot recall, and there was soneone el se
| "' m not renenbering.

Q And during those seven to eight
nmeetings with attorneys that have varying
| engths, did you review any docunents?

ATTORNEY RATLI FF: Doctor, | instruct

you not to answer that question.

212



http://www.sullivancourtreporters.com/

© 0 N o O b~ W N P

N N N N NN P P P PR PR R R
o A W N P O © © N O O M W N P O

THE SULLIVAN GROUP OF COURT REPORTERS

ATTORNEY KRANING He can't.

ATTORNEY McCORM CK: He can't answer a
yes-or-no question about whether he revi ewed
docunent s?

ATTORNEY RATLIFF: One, you didn't say
it's a yes-or-no question. Two, | don't
believe there is such thing as a yes-or-no
guestion. Three, it seens |like you' re seeking
privileged information.

(Direction not to answer the
guestion.)
BY ATTORNEY M CORM CK:

Q Dr. Neugut, if you can answer yes
or no, please, as part of the neetings to
prepare for your testinony today, did you
revi ew any docunents?

A | don't want to answer based on
M. Ratliff saying |I shouldn't answer.

Q Dr. Neugut, if we get the chance to
depose you again, do you have any genera
obj ection to being videot aped?

ATTORNEY RATLIFF: | object to the form
of the question, and, Doctor, | instruct you
not to answer that question.

(Direction not to answer the
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guestion.)
ATTORNEY McCORM CK: On what basi s?
ATTORNEY RATLIFF: On a privilege
basi s.
ATTORNEY MCCORM CK:  It's privileged
whet her he's okay bei ng vi deot aped?
ATTORNEY RATLI FF: Yeah. Counsel,
you're rolling your eyes?
ATTORNEY MCORM CK: | did not roll ny
eyes, Preston.
ATTORNEY RATLI FF: Counsel, |I'm | ooki ng
directly at you, that's what you're doing.
BY ATTORNEY M CORM CK:
Q Dr. Neugut, are you going to foll ow
M. Ratliff's instruction not to answer ny
guesti on about not being vi deot aped?
A O course.
Q Al right.
ATTORNEY MCCORM CK: I f we can just
take a short break, | think we can be done.
We can go off the record.
CERTI FI ED STENOGRAPHER: O f the
stenographic record at 3:18 p. m
(Wher eupon, a recess is taken.)

CERTI FI ED STENOGRAPHER: Back on the
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stenographic record at 3:30 p. m
BY ATTORNEY McCORM CK:

Q Dr. Neugut, did you discuss the
substance of your testinony with counsel
during the break?

A. No.

ATTORNEY McCORM CK: Dr. Neugut, | have
no further questions for you today. Thank you
very nuch.

ATTORNEY RATLI FF:  And, Dr. Neugut, on
behal f of the petitioner here, | have no
questions for you. W're done.

ATTORNEY McCORM CK: W can go off the
record.

CERTI FI ED STENOGRAPHER: O f t he
st enographic record at 3:30 p. m

(Time noted: 3:31 p.m)

ALFRED |I. NEUGUJT, M D., Ph.D.,

MPH
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| wish to nake the foll ow ng changes,

foll om ng reasons:

PAGE LI NE

CHANGE:
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CHANGE:
REASON:
CHANGE:
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CHANGE:
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CHANGE:
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for the
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CERTI FI CATE

|, RICHARD GERMOSEN, Fellow of the
Acadeny of Professional Reporters, stenographic New
Jersey Certified Court Reporter, New Jersey Certified
Realtinme Court Reporter, California Certified
Short hand Reporter, California Certified Realtine
Reporter, NCRA Registered D plomate Reporter, and
NCRA Certified Realtinme Reporter, do hereby certify:

That ALFRED |I. NEUGJT, M D., Ph.D.,
MPH, the w tness whose deposition is hereinbefore
set forth, having been duly sworn, and that such
deposition is a true record of the testinony of said
W t ness.

| further certify that I amnot rel ated
to any of the parties to this action by bl ood or
marriage, and that I amin no way interested in the
outcone of this matter.

| N WTNESS WHERECF, | have hereunto set

ny hand this 12th day of August 2024.

N —

Rl CHARD GERMOSEN,

FAPR, RDR, CRR, CCR-NJ, CRCR, CSR-CA, CCRR-CA,
NYACR, NYRCR

LI CENSE NO. 30Xl 00184700

LI CENSE NO. 30XR00016800

California CSR No. 14391

California CRR No. 198
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