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1          THE VIDEOGRAPHER:  Good morning.  We're

2 going on the record at 9:46 a m. on May 4th,

3 2022.

4          Please note that the microphones are

5 sensitive and may pick up whispering, private

6 conversations and cellular interference.  Please

7 mute all phones at this time.  Audio and video

8 recording will continue to take place unless all

9 parties agree to go off the record.  This is

10 Media Unit Number 1 of the video-recorded

11 deposition of Dr. Richard Manning, taken in

12 the matter of Mylan Pharmaceuticals, Inc.,

13 petitioners, and Regeneron Pharmaceuticals, Inc.,

14 patent owner, filed in the United States Patent

15 and Trademark Office before the Patent and Trial

16 Appeal Board.  Case Number IPR2021-00880 and

17 IPR2021-00881.

18          This deposition is being held at Arnold

19 & Porter Kaye Scholer, as well as remotely.  My

20 name is Solomon Francis, with Veritext Legal

21 Solutions, and I'm the videographer.  Our court

22 reporter today is Ryan Black, with Veritext Legal

23 Solutions.

24          At this time will counsel please state

25 their appearances and affiliations for the
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1 record.
2          MS. MAZZOCHI:  Good morning.  My name is
3 Deanne Mazzochi, from the law firm Rakoczy Molino
4 Mazzochi Siwik LLP.  Also with me is Jeff Marx.
5 And I will be questioning the witness today on
6 behalf of the petitioners.
7          MR. CAINE:  Good morning.  David Caine,
8 with Arnold & Porter, on behalf of the patent
9 owner.  With me today are Matthew Wilk, with

10 Arnold & Porter, and James Evans and Eileen Wu,
11 who's on the video conference from Regeneron.
12          Let me just note for the record I
13 believe that Dr. Manning has submitted a
14 declaration only in the '881 IPR proceeding.
15          MR. MARX:  Oh, Ms. Mazzochi already
16 introduced myself.  I'm Jeff Marx, on behalf of
17 the petitioners, from Rakoczy Molino Mazzochi
18 Siwik.
19          THE VIDEOGRAPHER:  At this time will the
20 court reporter please swear in the witness and we
21 can proceed.
22                    *    *    *
23 Whereupon --
24            RICHARD L. MANNING, PH.D.,
25 called to testify, having been first duly sworn

Page 8

1 or affirmed, was examined and testified
2 as follows:
3                    *    *    *
4          THE REPORTER:  Thank you.
5          THE VIDEOGRAPHER:  Please proceed,
6 Counsel.
7                    EXAMINATION
8 BY MS. MAZZOCHI:
9     Q.   Thank you, Dr. Manning.  Could you

10 please state your full name and address for the
11 record?
12     A.   Richard L. Manning, 1007 Cottage Street
13 Southwest, in Vienna, Virginia 22180.
14     Q.   And, Dr. Manning, you've been deposed
15 several times before.  Yes?
16     A.   Yes.
17     Q.   Dr. Manning, let's get straight to it,
18 and I'd like you to take a look at a document
19 that's been marked in this case as Exhibit 2052.
20 And I'd like you to confirm that this is your
21 declaration submitted in this case.
22          (Previously marked Exhibit No. 2052 was
23 introduced.)
24          MS. MAZZOCHI:  And so while Mr. Manning
25 -- or Dr. Manning is reviewing, I'll just note

Page 9

1 for the record we plan on marking any new
2 exhibits to the deposition as Manning Exhibit
3 with the exhibit number.  Any previously marked
4 exhibits that have already been submitted in this
5 proceeding will use their existing exhibit
6 numbers.
7          Thank you.
8 BY MS. MAZZOCHI:
9     Q.   All right.  So, Dr. Manning, can you

10 confirm that Exhibit 2052 is your expert
11 declaration for this proceeding?
12     A.   It does appear to be, yes.
13     Q.   All right.  If we could take a little
14 look at some of your background information.  If
15 you could turn to Page 1 of your report, which is
16 at Page 007 of 289, and I believe it's Paragraph
17 3.  Let me know when you're there.
18          THE REPORTER:  Can we turn the volume up
19 on this?
20          THE WITNESS:  I'm sorry.  Paragraph 3?
21          MS. MAZZOCHI:  Yep.
22          THE WITNESS:  Okay.  I'm there.
23 BY MS. MAZZOCHI:
24     Q.   All right.  It states that your career
25 included serving as -- at multinational
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1 pharmaceutical companies including Merck and
2 Pfizer.  Yes?
3     A.   That's correct.
4     Q.   All right.  Did either of those years of
5 your career involve ophthalmic drugs or devices?
6     A.   Not specifically, no.  I mean --
7     Q.   Okay.  When you were at --
8     A.   -- I didn't work --
9     Q.   When you were --

10     A.   Sorry.
11     Q.   Sorry.
12          When you were at Merck or Pfizer, did
13 you work on any drugs targeting the retina?
14     A.   Not that I recall, no.
15     Q.   And let's talk about your time at Pfizer
16 that concluded in 2009.  Where did you start at
17 Pfizer?  Was it within Pfizer proper or a company
18 that was acquired into Pfizer?
19     A.   I was hired into Pfizer from academics,
20 so I came into Pfizer directly from the outside.
21     Q.   And when you were at Pfizer, what drug
22 compounds did you do work on?
23     A.   Well, my role at Pfizer was not
24 typically product-specific.  I mean, I would get
25 involved in questions that touched on specific

Page 11

1 drugs from time to time, but I was not on a
2 product team.  I was a -- an economist at the
3 corporate -- in the corporate center, so my
4 responsibilities weren't very often or weren't
5 typically tied to a specific product issue.
6     Q.   Then what exactly were you doing at
7 Pfizer?
8     A.   I was, as I said, an economist in the
9 corporate center.  I worked on a variety of

10 issues where, as it describes in my report, I led
11 economic analysis to shape the practices relating
12 to emerging business concerns.  I would provide
13 input to senior executives on a variety of
14 business or -- or other external challenges that
15 were facing the company.  I would interface with
16 outside academic economists and others who were
17 evaluating the economic situation that the
18 company and the industry faced; things associated
19 with intellectual property challenges, for
20 example, threats to intellectual property, in --
21 in the U.S. and abroad; questions about price
22 controls or questions about, both internationally
23 and domestically, the prospect of them; questions
24 about how marketing might be affected by either
25 regulatory or legislative actions that might

Page 12

1 have been contemplated; questions about payment
2 policies; questions about financing for
3 healthcare.
4          I could go on.  I think I've summarized
5 those in my report, though, and I guess I
6 would --
7     Q.   So was your role -- yeah.  So just so I
8 have a sense, was your role more of a public
9 policy-type role where you were trying to drive

10 and influence policy or were -- well, I'll just
11 stop with that.
12     A.   My -- I was in the corporate strategic
13 planning and policy department or division.
14 That was a small division at the corporate center
15 where we would not directly affect policy, but
16 analyze the environment, which included the
17 policy environment, but also included the payor
18 environment or the business environment as it was
19 evolving.  So I was not a lobbyist.  Although I
20 would work on occasion with the Washington
21 office, that was not my primary responsibility.
22     Q.   Okay.  Were -- did you ever do any con
23 -- any analyses in connection with off-label use
24 promotions of any Pfizer drugs, or off-label
25 promotions, in general?

Page 13

1     A.   Well, I guess I'm hanging up on the
2 question of "analysis."  I mean, certainly,
3 off-label utilization was something that we
4 talked about or I -- I had work about.  But I
5 wouldn't -- unless you were more specific about
6 the question, I don't know that I could really
7 give you an answer.
8     Q.   Okay.  Well, during your time at Pfizer,
9 was that at around the time when there was a huge

10 criminal complaint filed with Pfizer, as well as
11 a large civil settlement, in connection with
12 off-label promotions?
13     A.   There was a -- I don't remember the
14 exact timing of it, and I was not directly
15 involved in it -- that, but I do remember there
16 being a large settlement in a case like that,
17 yes.  I don't remember the exact timing of it.
18     Q.   Did you do any economic analyses
19 in connection with what was ultimately the
20 settlement that Pfizer did with the federal
21 government?
22     A.   No.
23     Q.   Were you involved in any efforts to try
24 to improve Pfizer's corporate compliance plans in
25 connection with that criminal and civil charge?
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1     A.   No.
2          THE WITNESS:  Sorry.  But I -- I'd like
3 to tell the videographer that there's something
4 on the screen that --
5          MR. CAINE:  Yeah.  Maybe we could just
6 dismiss that.
7 BY MS. MAZZOCHI:
8     Q.   Let's go ahead and go to Page 3 of your
9 Expert Declaration, Exhibit 2052.  Paragraph 8.

10          THE REPORTER:  You're cutting out.
11          MS. MAZZOCHI:  Sorry.  Let me try that
12 again.
13 BY MS. MAZZOCHI:
14     Q.   Turn to Page 3 of Exhibit 2052, your
15 expert declaration, Page 009 of 289, specifically
16 Paragraph 8.
17     A.   Okay.
18     Q.   It states you're being compensated at
19 your standard hourly rate.  What is that rate?
20     A.   $950 per hour.
21     Q.   Okay.
22     A.   To be --
23     Q.   And how many --
24     A.   To be clear, Intensity, the firm, is
25 being compensated at that rate.

Page 15

1     Q.   Right.  And how many others worked on
2 this -- at the firm worked on this project with
3 you?
4     A.   Two staff members, primarily.  There are
5 two others that I know worked a fair amount, and
6 then probably a couple of others in some of the,
7 you know, document preparation.
8     Q.   Okay.  And who are the two staff members
9 you primarily worked with?

10     A.   Ryan Marsh, who's a Ph.D from
11 Northwestern University, was the man -- project
12 manager.  Max Urman, and I'm actually not sure
13 how to spell his last name, but he was one of the
14 lead consultants.  The two others I have in mind
15 at this moment -- and I may not remember
16 everybody, I'm sorry -- were Elizabeth Parker and
17 Arvin Mohapatra.
18     Q.   And what -- what did you ask Mr. Urman
19 to do in connection with the preparation of this
20 declaration?
21     A.   Well, there were a variety of things
22 that were done to prepare for and execute the
23 declaration.  We looked at data, we looked at
24 large number of data sets or -- or presentations
25 that were provided to organize the work, to think

Page 16

1 about what the key questions were and to bring
2 the analyses into a form so the -- I don't know
3 exactly who did this, but, as you see, the attach
4 -- the attachments to the declaration had to be
5 processed and put into that, things like that, to
6 generate the -- the information that is included
7 in those attachments.
8     Q.   Okay.  And what did Ryan Marsh do in
9 connection with the preparation of your

10 declaration?
11     A.   Ryan was the project manager.  As I
12 mentioned, he's also a Ph.D economist, so he and
13 I -- he and I talked very frequently about my
14 view of what the questions -- key questions were,
15 what I wanted him to evaluate, what I wanted the
16 team to explore, and then we talked about what
17 the findings implied and what -- what -- what --
18 how they fit into what I can -- ultimately came
19 to as my opinion on the matter.
20     Q.   In connection with preparing what -- you
21 know, some of these documents that are cited in
22 your expert report, did you prepare any Excel
23 spreadsheets?
24     A.   Yes.  I'm sure there -- in fact, I think
25 all of the attachments that were here are in some

Page 17

1 form in an Excel spreadsheet.
2     Q.   Okay.  Did you produce the native
3 forms of those or just paper copies with your
4 declaration?
5     A.   To tell you the truth, I'm not sure.
6     Q.   Do you still have the original Excel
7 spreadsheets in native form?
8     A.   Not on me today, no.  I -- but if -- but
9 if we did, they would be on my firm's network.

10     Q.   Okay.  Well, we'll ask that those be
11 looked for and produced.
12          Do you know approximately how much your
13 firm has billed Regeneron to date?
14     A.   Approximately?
15     Q.   Yeah.
16     A.   $500,000, more or less.  I'm not sure.
17          (Previously marked Exhibit No. 2051 was
18 introduced.)
19 BY MS. MAZZOCHI:
20     Q.   If you take a look at Page 4 of your
21 declaration, Paragraph 11, which is Exhibit 2051
22 [sic] Page 10 of 289, it states that interviews
23 were conducted with some Regeneron people.  Why
24 did -- did you ask to conduct these interviews or
25 were they simply offered to you?

5 (Pages 14 - 17)
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1     A.   We asked to -- I asked for them.
2     Q.   Okay.  And you didn't identify their
3 names.  Is there a reason why you didn't identify
4 their names?
5     A.   It was much more important to me
6 What their role was.  Their names didn't really
7 matter.  And so I wanted to talk to people in,
8 you know, customer insights, field force
9 effectiveness, commercial finance, market access

10 strategy.  Those were some of the questions that
11 I had -- I had questions that were relevant for
12 people in those roles, and, you know, --
13     Q.   Okay.  Is --
14     A.   -- names didn't matter.
15     Q.   Is there a reason why whatever facts
16 they gave you that you felt were important, why
17 certain [audio dropped] facts weren't just put
18 into a declaration that you, in turn, could rely
19 on and cite to support your -- your -- your
20 opinions in this declaration?
21     A.   I'm sorry.  You broke -- you broke up
22 there and I didn't hear the whole question.
23     Q.   Sure.  Sure.  Do you know why,
24 to the extent you needed any facts from these
25 individuals, those facts were not recorded in a

Page 19

1 declaration to submit in this case?
2     A.   I'm sorry.  Do I know why those people
3 didn't file their own declarations?
4     Q.   Right.  If you needed that information
5 to offer your opinions.
6     A.   Well, the information was more
7 confirmatory and background in nature.  So,
8 for example, I wanted to know the nature of the
9 sampling effort that had gone forward and that --

10 that I discussed in my re -- my declaration.  And
11 so we had a call, I believe that was the call
12 with the market access strategy individual, just
13 to talk about what kind of data availability
14 there was, what the sampling had been like.  And
15 so the -- the result was that we got the data set
16 that has the sampling information in it, and so
17 we cited to that data, not to the conversation
18 about it.
19     Q.   Well, how do you know that the data set
20 that you got was actually the correct and only
21 database and not one specifically created for
22 purposes of this proceeding?
23     A.   I asked that person during those
24 conversations whether or not the information and
25 -- during all of the conversations I asked them

Page 20

1 to confirm that these were documents and
2 information used in the ordinary course of
3 business and not otherwise created.  What we
4 received looked to me to be legitimate and
5 appropriate, and I had no reason to believe that
6 they were being untruthful.
7     Q.   All right.  But you didn't have any
8 -- you didn't have any ability to validate the
9 accuracy one way or the other.  You didn't go and

10 audit the Regeneron files, for example, to make
11 sure that that's act --
12          MR. CAINE:  Obj --
13 BY MS. MAZZOCHI:
14     Q.   -- in the normal documents.
15          MR. CAINE:  Objection; form.
16          THE WITNESS:  I did not audit Regeneron
17 files, no.
18 BY MS. MAZZOCHI:
19     Q.   All right.  So the Regeneron director
20 of customer insights it says, "Interviewed on
21 November 30th, 2021."  Did you personally do that
22 interview, or one of the individuals on your
23 staff?
24     A.   I was there.  I think Ryan Marsh was
25 also there, or we did it through a Zoom meeting

Page 21

1 or some other similar manner, so --
2     Q.   Okay.
3     A.   -- but I was there.
4     Q.   Do you -- did you have any -- do you
5 have any notes from that, or -- or did Ryan or
6 anyone on your end take any notes from that
7 interview?
8     A.   I believe Ryan took notes.  I do not
9 have them.  I'm -- Ryan may or may not have them.

10 I don't know.
11          MS. MAZZOCHI:  All right.  Well, we'll
12 ask that any notes from that conversation be
13 produced.
14 BY MS. MAZZOCHI:
15     Q.   What's the name of the person who was
16 the Regeneron director?
17     A.   As I told you, I didn't record their
18 names.  I don't know.
19     Q.   You don't know who it was?
20     A.   I know his title -- I do not -- or her
21 title.  I do not know his or her name.
22     Q.   Well, wasn't it -- you didn't -- you
23 didn't want to know their name or you just don't
24 remember their name?
25     A.   I -- I -- I'm sure I was introduced
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1 to them by name and we talked in a normal
2 professional manner, so I would have seen their
3 name, but I didn't -- it wasn't important to me
4 in the -- in -- in getting the information I
5 needed, their name was much less important than
6 their role.  So I talked to them.  I don't --
7 don't remember their name is probably the best
8 answer.
9     Q.   All right.  This individual listed here

10 is Regeneron Associate Director Field Force
11 Effectiveness and Ophthalmology.  So -- so who
12 was -- again, you don't remember the name of that
13 person?
14     A.   I do not.
15     Q.   All right.  Who was with you in the
16 context of that interview?
17     A.   Ryan Marsh would have been there, as
18 well.
19     Q.   Again, do you know if any notes or
20 recordings were taken of that interview?
21     A.   I know it was not recorded.  He may have
22 notes.  I do not know.  I don't have any notes.
23          MS. MAZZOCHI:  All right.  We'll ask
24 that those notes be provided as well.
25 BY MS. MAZZOCHI:

Page 23

1     Q.   And, again, you don't remember the name
2 of this person?
3     A.   I do not.
4     Q.   The next person identified is Regeneron
5 Associate Director Sample Operations and
6 Accountability.  Was that person the same
7 interview or a different interview on that same
8 day?
9     A.   You know, I'm not remembering exactly,

10 but it looks like there were two people in that
11 interview as it -- as it -- as it is there.
12     Q.   Okay.  And, again, you don't recall
13 who the Regeneron Associate Director Sample
14 Operations and Accountability was?
15     A.   That's correct.  I don't.
16     Q.   All right.  And you've never met any of
17 these individuals before?
18     A.   No -- well, other than on the Zoom call.
19     Q.   Sure.
20          And you had no firsthand knowledge as to
21 what their operations actually looked like or
22 whether these individuals are actually credible
23 and truthful and trustworthy?
24     A.   Other than that they were presented to
25 be as such, and given that I had worked in a

Page 24

1 pharmaceutical company like that, they seemed to
2 be -- they talked about things in the way that my
3 former colleagues would have talked about them.
4 They -- there was nothing about them that seemed
5 to suggest a lack of credibility.
6     Q.   Well, but that's you offering your
7 opinion, right?  We don't have the ability to
8 gauge what you did because, of course, they're
9 not available and you didn't identify their

10 names.
11          The next person you identified here is
12 Regeneron Executive Director, Commercial Finance
13 and Business Planning, and then also Regeneron
14 Senior Director, SP and A.  Again, were these two
15 individuals interviewed together or separately?
16     A.   My recollection is that they were
17 together, as well, but I -- I -- that's my
18 recollection.  They did have --
19     Q.   All right.  Was -- all right.  And was
20 Ryan Marsh also with you on this call?
21     A.   Yes.
22     Q.   And, again, this was not at Re -- not at
23 Regeneron, but over a -- was it over a Zoom call
24 or a phone call?
25     A.   It was, again, a Zoom call.  It may have

Page 25

1 been Zoom or some other software.  I -- I don't
2 know for certain.
3     Q.   Okay.  And, again, you don't remember
4 the names of either of these individuals?
5     A.   That's correct.
6     Q.   And you'd never met them before; didn't
7 know them professionally?
8     A.   That's correct.
9     Q.   And then same for the -- oh, wait.  I'm

10 sorry [audio dropped] call as well.
11     A.   I'm sorry.  I didn't hear you.
12     Q.   Did Mr. Marsh take notes as well in
13 connection with this interview?
14     A.   I do not know.  Mr. Marsh and I don't
15 work in the same physical location, so I don't
16 know what he was doing during the call.  But --
17     Q.   Okay.
18     A.   -- to the extent that anyone would have
19 notes, I do not.  He may.
20          MS. MAZZOCHI:  Okay.  Well, to be -- so,
21 Counsel, to the extent there's any recordings of
22 these calls, notes of these calls, we would ask
23 that those be produced, as well as that the
24 individuals corresponding to these interviews be
25 identified.
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1          All right.
2 BY MS. MAZZOCHI:
3     Q.   So just so I'm clear, Dr. Manning, it
4 sounds like there -- there may be some instances
5 where these people either gave you information or
6 confirmed information for you, but you did not
7 necessarily cite that they were the source of
8 information in your declaration.  Is that fair?
9     A.   I did not cite to any of these

10 individuals as sources of information.  That's
11 correct.
12     Q.   But, nevertheless, you used information
13 from them as the basis for your opinions in this
14 declaration.  True?
15     A.   Well, they provided background about
16 some of the data sources and were the contact
17 through which I requested information.  I'm not
18 sure I would call them the source -- I wouldn't
19 call them the source of the information.
20 Regeneron provided the information, is my -- the
21 way I would describe it.
22     Q.   Okay.  But -- but to understand -- but
23 to understand the proper context for some of this
24 information, you needed infor -- you needed input
25 from these individuals that you interviewed?

Page 27

1     A.   Well, for example, as I said, the
2 sampling data, I wanted to know what was
3 available, I wanted to know what form it would be
4 in, I wanted to know if they could arrange to
5 have the company provide it.  And so those things
6 -- that was the discussion that -- that was had
7 with regard to that specific topic, and those
8 data were provided.
9     Q.   When you spoke with the Regeneron Senior

10 Director for Market Access Strategy in February
11 9, 2022, that -- that was shortly before you
12 issued your report.  Do you recall, specifically,
13 what infor -- any additional information you were
14 looking for from that person besides the sampling
15 information?
16     A.   I don't remember that specific
17 conversation.  I'm sorry.  I don't.
18     Q.   Are there any specifics of these
19 conversations that you recall?
20     A.   As I said, they're per -- they're not --
21 they were not acquiring information as much as
22 they were confirming or requesting information
23 to be provided by the company, and I don't -- I
24 wouldn't -- I wouldn't say that I have a clear
25 memory of any of the details of those calls.

Page 28

1     Q.   All right.  Is there any -- is there any
2 fact or information that you can specifically
3 recall they gave you in connection with these
4 interviews?
5          MR. CAINE:  Objection; form.
6          THE WITNESS:  Other than the data that
7 have been provided in -- in the appendices, no.
8 BY MS. MAZZOCHI:
9     Q.   Now, did they actually share that

10 data with you on these interviews, or did you
11 interview them and then they provided data to you
12 in response to that interview?
13          MR. CAINE:  Objection; form.
14          THE WITNESS:  The latter.
15 BY MS. MAZZOCHI:
16     Q.   Okay.  And, again, you have not
17 confirmed whether any of the data that they gave
18 you was preexisting in the company records or
19 whether this was assembled and curated for you in
20 connection with this proceeding?
21          MR. CAINE:  Objection; form.
22          THE WITNESS:  Other than that I did ask
23 on every call whether that was the case, whether
24 these were ordinary course documents that were
25 used by the business, and they said they were.

Page 29

1 That was -- that was what I did.
2 BY MS. MAZZOCHI:
3     Q.   And that was a specific phrasing you
4 recall using, "ordinary course"?
5     A.   I -- I may have -- it is a phrase
6 I've used before.  It is a phrase that wouldn't
7 surprise me if I've used.  I know it's a common
8 term.  I may have used something other that meant
9 the same thing to me, but I don't remember my

10 exact wording on every call.
11     Q.   All right.  Well, do you know if the
12 individuals you were speaking to understood the
13 -- you know, the legal implications of documents
14 created as part of the ordinary course of
15 business?
16     A.   I don't know.  I don't know what they
17 -- what was in their minds.  I did explain to
18 them that I wanted to confirm or understand
19 whether these fi -- files had been produced for
20 the litigation or were they business files that
21 were used in the ordinary operations of their
22 business, and every one of them said that they
23 did understand that.
24     Q.   And what did you do to verify that the
25 business files they gave you were actually
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Page 30

1 complete?
2     A.   As I've said, I relied upon their
3 characterization.  I relied upon Regeneron's
4 provision.  I've not seen anything that would
5 make me think that those files were incomplete or
6 otherwise not represent -- not legitimate.
7     Q.   Okay.  Well, we'll get to that later.
8          All right.  Let's take a look at
9 Paragraph 17 to 20 of your declaration, which are

10 on Pages 10 to 12 of Exhibit 2052, exhibit Pages
11 016 to 018 of 219 [sic], and I believe this is
12 where you -- this is the basis for your belief
13 that the claims cover the use of Eylea.  Let me
14 know when you get there.
15     A.   I'm there.
16          (Previously marked Exhibit No. 1001 was
17 introduced.)
18 BY MS. MAZZOCHI:
19     Q.   All right.  And I'm also going to give
20 you Exhibit 1001, which is the '338 patent.
21          And let me know when you have that.
22     A.   I have it.
23     Q.   All right.  Can you confirm that the
24 '338 patent has a January 13th, 2011, priority
25 date?

Page 31

1          MR. CAINE:  Objection; form.  Outside
2 the scope.
3          MS. MAZZOCHI:  Well, look at Paragraph
4 17, Counselor.
5          THE WITNESS:  Well, I would say that the
6 meaning of a priority date is a legal issue.  I
7 see that, you know, the -- the date of the patent
8 is February 9, 2016.  I see that it says in
9 Paragraph 60 of the patent that provisional

10 application was filed on January 13, 2011.
11 BY MS. MAZZOCHI:
12     Q.   All right.  Well, in Paragraph 17 of
13 your declaration you specifically said that the
14 '338 patent claims a priority date of January
15 13th, 2011, right?
16     A.   It does say that.
17     Q.   Okay.  And you didn't cite any legal
18 authority or expert opinion for that.  You
19 figured that out just from the patent, right?
20          MR. CAINE:  Objection; form.
21          THE WITNESS:  Sorry.
22 BY MS. MAZZOCHI:
23     Q.   You can answer.
24     A.   I don't -- I didn't express a -- I
25 didn't intend to express a legal opinion by

Page 32

1 saying that.  I was just saying that that date is
2 what appears on the patent on -- in -- at
3 Paragraph 60.
4     Q.   All right.  What is your understanding
5 of the dosing regimen claimed by the '338 patent,
6 specifically that you used to guide you when you
7 were conducting your commercial success analysis?
8     A.   I'm sorry.  Can you ask that again?
9     Q.   Yes.  What is your understanding of the

10 dosing regimen claimed by the '338 patent, as you
11 understood it, to guide your commercial success
12 analysis?
13     A.   I would refer to the report, or the
14 declaration, primarily to -- where I cite to
15 Dr. Do, who goes through the -- the claims and
16 -- and discusses the dosing regimen.  In short,
17 my understanding as I believe's in Claim 1 or
18 -- is that it requires the dosing at eight-week
19 int -- at an eight-week or longer interval in the
20 maintenance phase.  But I should probably go
21 specifically to Dr. Do's description of that.
22          In Footnote 21, both Dr. Brown and
23 Dr. Do are quoted to say that -- Dr. Brown first,
24 saying, "The dosing regimen of claim one requires
25 treatment of an angiogenic eye disorder by

Page 33

1 administration of an initial dose of the claimed
2 VEGF antagonist followed by one or more secondary
3 doses administered two to four weeks after the
4 preceding dose, and then one or more tertiary
5 doses that are administered at least eight weeks
6 following the preceding dose."  And then,
7 similarly, Dr. Do's declaration is cited to say
8 that "The dosing regimen claim -- of Claim 1
9 requires treatment of an angiogenic eye disorder

10 by administration of an initial dose of the
11 claimed VEGF antagonist, followed by one or more
12 secondary doses administered two to four weeks
13 after the preceding dose, and then one or more
14 tertiary doses -- doses that are administered at
15 least eight weeks following the preceding dose."
16     Q.   You did not -- and so just to be clear,
17 you did not independently assess how or why the
18 Eylea label instructions meet the claims; is that
19 fair?
20     A.   That's fair.  That's a legal issue that
21 I did not form an opinion about.
22     Q.   All right.  And when you state in
23 Paragraph 20, "I understand that Eylea is
24 administered according to the claimed dosing
25 regimen," you didn't independently make that
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Page 34

1 assessment.  You relied on Regeneron's expert,
2 Dr. Do?
3     A.   I do cite to Dr. Do, though, at that
4 point, as you see on -- in Paragraph 20.  There
5 is other evidence to indicate that the eight-week
6 dosing is the most common dosing frequency.
7     Q.   Well, did you restrict the sales you
8 included in your commercial success analysis
9 to only those doses of Eylea that actually

10 corresponded to the claimed treatment regimen?
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  Not specifically, no.  But
13 I did make note of the fact that the eight-week
14 dosing was the most common reported dosing
15 regimen.
16 BY MS. MAZZOCHI:
17     Q.   All right.  Well, who did that
18 assessment for you that it was the most common,
19 as you put it?
20     A.   Well, there are a variety of documents
21 that we've cited to that show the dosing
22 frequency from the ATU surveys, and those surveys
23 show that eight weeks are consistently the most
24 -- eight weeks or more are consistently the most
25 common dosing frequency.

Page 35

1     Q.   All right.  But having had, for example,
2 the ATU survey, you did not make any attempt to
3 exclude, for example, the dosing that was
4 occurring at five weeks, six weeks or seven
5 weeks, right?
6     A.   What do you mean, "exclude"?
7     Q.   Exclude from your sales figures or
8 otherwise report --
9     A.   It -- for the sales that show -- the

10 -- the trends of sales that are reported in the
11 declaration, no, those are not excluded.
12     Q.   And for any of the sales figures that
13 you relied on, you did not either carve out or
14 otherwise apportion them so that they were only
15 limited to uses by physicians at the -- that were
16 hitting the eight-week target.  Is that fair?
17     A.   That's fair.
18     Q.   Okay.  I'm going to ask that Exhibit
19 2136 be placed in front of you, and while we're
20 getting at that, who gathered marketing materials
21 for you -- to use in connection with the
22 declaration?
23     A.   What do you mean, "gathered"?  I'm
24 sorry.
25     Q.   How did you get them?

Page 36

1     A.   In conversations with counsel about what
2 materials I would like to see, we des -- I
3 described the -- you know, the -- the types of
4 information that I thought would almost certainly
5 be available.  And they then -- we may have had
6 discussions directly with Regeneron personnel as
7 well, as cited in those discussions, and then
8 those infor -- that information was provided to
9 counsel that was then provided to us -- to my

10 team.
11     Q.   Okay.  Is every document that you
12 reviewed att -- that you received from Regeneron
13 in this -- in connection with this attached to
14 your declaration?
15     A.   No.
16     Q.   Okay.  Did you get all of the marketing
17 materials and messages that Regeneron has used
18 over the past decade for Eylea to market it in
19 the United States?
20     A.   I know we received a very large file.
21 I received what I considered to be a sufficient
22 sample of those materials.  Now, if there's
23 something -- I can't verify that there's not
24 something somewhere that we did not receive, but
25 we received a large quantity of documents and a

Page 37

1 large amount of information, and I considered
2 that sufficient for me to reach an opinion.
3     Q.   Okay.  Do you -- do you recall whether
4 you asked Regeneron to provide you with only
5 those marketing messages that talked about the
6 eight-week dosing regimen?
7     A.   I did not ask for that.  I asked for all
8 of the materials -- the marketing materials that
9 reflected their efforts to convey information to

10 physicians or patients or anyone who would make a
11 dec -- anybody who would be making a decision
12 about utilizing the product.
13     Q.   Okay.  But you don't know if they sent
14 you everything?
15     A.   As I said, I do not know that.  I mean,
16 I can't know that.
17          MS. MAZZOCHI:  All right.  Well, we'll
18 ask that whatever was the large file provided to
19 Dr. Manning be provided to us, as well.
20          All right.  Let's take a look at Exhibit
21 2136.
22          (Previously marked Exhibit No. 2136 was
23 introduced electronically.)
24 BY MS. MAZZOCHI:
25     Q.   And let's just start with Page 1.  Is
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Page 38

1 this an example of some of the Eylea marketing
2 materials that were sent to you by Regeneron?
3     A.   It -- it looks like it, yes.
4     Q.   All right.  If you look at the second
5 bullet point under Important Prescribing
6 Information For Eylea, it says that "Eylea is
7 indicated for the treatment of patients with
8 macular edema following central retinal vein
9 occlusion, (CRVO).  The recommended dose for

10 Eylea is two milligrams administered by
11 intravitreal injection every four weeks,
12 (monthly)."
13          Do you see that?
14     A.   I do.
15     Q.   All right.  Now, there's no instruction
16 to treat CRVO any -- at a dosing regimen anything
17 other than monthly in this marketing materials,
18 correct?
19     A.   Well, let me refer to the label
20 for Eylea that is in, and I know I -- well, I
21 believe that's correct, but let me -- by way of
22 confirmation, let me turn to Attachment B1 and
23 point to the fact --
24     Q.   Yeah.  I just want to focus on the CRVO
25 indication for the moment.

Page 39

1     A.   Well, that's what I'm trying to
2 do, actually, is that there are different
3 indications -- different dosing intervals for the
4 different indications.  And it is true that --
5 just confirming my recollection that for CRVO
6 that is the recommended dosing.  But I've also
7 -- I also note that Dr. Do said that it is
8 common for patients to -- for physicians to use
9 eight-week dosing in RVO despite the fact that

10 the label indicates four-week dosing.
11     Q.   Okay.  Well, can you -- did you assess
12 what percentage of sales Regeneron makes with
13 Eylea for CRVO that are monthly versus sales
14 Regeneron makes of Eylea where physicians may be
15 prescribing it off-label for a longer treatment
16 period?
17          MR. CAINE:  Objection; form.
18          THE WITNESS:  I did not confirm that
19 in that analysis, but I think it is important to
20 understand that RVO re -- represents a relatively
21 small share of total utilization of the anti-VEGF
22 injections, as indicated on Table 1 in my
23 declaration.
24 BY MS. MAZZOCHI:
25     Q.   Let's go ahead and take a look at

Page 40

1 Table 1.  You've got the RVO indication as a
2 percent of total injections at 13.1 percent,
3 right?
4     A.   That is what it says, yes.
5     Q.   All right.  And within that 13.1
6 percent, if a physician is prescribing Eylea for
7 the on-label usage, it should be getting dosed
8 every month, right?
9     A.   If they are following the label, yes.

10 But, as I said, Dr. Do indicated that she and
11 others dose it at eight weeks.
12     Q.   Okay.  But you did not exclude RVO sales
13 from -- that are injected on a monthly basis from
14 your commercial success analysis, did you?
15     A.   No.
16     Q.   Okay.  And you haven't tried to quantify
17 the number of doctors who use Eylea off-label for
18 RVO that is not monthly?
19     A.   The data sets we have don't identify
20 doctors by indication by utilization, so, no, I
21 did not.
22     Q.   Okay.  Now, just out of curiosity,
23 did you use those same data sets to assess what
24 percentage of wet AMD doctors were actually
25 dosing at exactly eight weeks as opposed to six

Page 41

1 weeks, seven weeks?
2     A.   The ATU surveys do show by indication,
3 not the individual doctors, but the frequency of
4 dosing and, as I said before, the -- by -- the
5 most common, by a good margin, are dosing at
6 eight weeks or longer.
7     Q.   But I just want to be clear.  So while
8 we're being looking at Table 1 where you've got
9 the wet AMD total injections and the percent of

10 total injections, that number includes dosing
11 that was never done on an eight-week schedule,
12 right?
13     A.   I can't say that it was never done on
14 an eight-week schedule.  Now, the data are not
15 finely -- not organized in a way that would allow
16 me to say that.  I observed that -- I can observe
17 by condition the number of injections used.  I
18 cannot segregate the specific interval of every
19 specific dose that was administered.
20     Q.   Sure.  And you didn't try to use the ATU
21 survey data to apportion these total injection
22 numbers or sales numbers so that they only
23 reflected the data for eight weeks as opposed
24 to six- or seven-week dosing, right?
25     A.   I did not apportion my sales numbers in
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Page 42

1 that way, no.  I -- the data weren't arran -- the
2 data weren't arrayed in a way that would have
3 allowed that.  But it is important to come back
4 to the point that eight-week dosing was
5 substantially higher than any other dosing
6 frequency.
7     Q.   Do you have an understanding as to what
8 was the closest Eylea dosing regimen in the prior
9 art that was not being done on an eight-week

10 maintenance dosing schedule?
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  I'm sorry.  You're going
13 to have to ask that question again.  I -- what do
14 you mean in the prior art?  That's a legal
15 question I don't understand.
16 BY MS. MAZZOCHI:
17     Q.   Sure.
18          Do you know whether anyone had ever
19 taught that Eylea or aflibercept or VEGF
20 Trap-Eye, et cetera, that this drug could be
21 dosed on -- on a regimen that was less than eight
22 weeks?
23          MR. CAINE:  Objection; form.
24          THE WITNESS:  I didn't evaluate that
25 question in my report.  That's not -- or in my

Page 43

1 statement.  That's not part of my opinion.
2 BY MS. MAZZOCHI:
3     Q.   All right.  So just to be clear, then,
4 to the extent you've evaluated the commercial
5 success of Eylea, you have not subtracted out any
6 other known method of administering Eylea that
7 did not comply with the '338 patent dosing
8 schedule?
9     A.   I did not, but it is clear to me

10 that the product was so successful that that
11 apportionment wouldn't have been necessary
12 to -- to demonstrate commercial success.
13     Q.   Well, I think that's certainly going to
14 be a difference of opinion, sir, and I'm just
15 trying to get at why -- you know, why you did
16 your analysis the way that you did.  So maybe we
17 can get at it this way:  Did you look to see
18 whether there were any other patents that
19 Regeneron had relating to the dosing -- a dosing
20 method for the drug we know as aflibercept?
21     A.   I did not.  I didn't explore patents
22 outside of the one that I was asked to evaluate
23 or --
24          (Previously marked Exhibit No. 2150 was
25 introduced.)

Page 44

1 BY MS. MAZZOCHI:
2     Q.   Right.  All right.  Let's take a look at
3 Exhibit 2150.
4     A.   Do you want me to return 2136?
5     Q.   Yeah.  You can set that one aside.
6          I'm going to ask that you be shown
7 a document previously marked as Exhibit 2150,
8 American Society Retinal Specialists Retina
9 Health Series.  And this relates to the indi --

10 indication that's referred to as Branch Retinal
11 Vein Occlusion.  Do you have that exhibit?
12          MR. CAINE:  Not quite yet.
13          THE WITNESS:  Sorry.
14          MR. CAINE:  Yeah.  It's just when -- the
15 court reporter can't pass the exhibit and take
16 down what we're say at the same time.  So we just
17 need to pause a second.
18          MS. MAZZOCHI:  No worries.
19 BY MS. MAZZOCHI:
20     Q.   All right.  Doctor, do you have Exhibit
21 2150 before you?
22     A.   Yes.
23     Q.   So this is a document you reviewed in
24 connection with your opinions in this case?
25     A.   It does look familiar.  I would have to

Page 45

1 confirm that it's on my -- one of my citations,
2 but it looks familiar, yes.
3     Q.   Yep.  Well, I'd like to just direct your
4 attention to the language that appears on the
5 bottom of Exhibit Page 3 of 6 over to Page 4 of
6 6.
7          Let me know when you have those two
8 pages.
9     A.   I have them.

10     Q.   All right.  Near the bottom of Page 3,
11 under the heading Treatment and Prognosis,
12 there's a statement that says, "There are
13 currently three anti-VEGF drugs."  Do you see
14 that?
15     A.   I do.
16     Q.   And it lists Avastin, bevacizumab;
17 Lucentis, ranibizumab; and Eylea, aflibercept,
18 right?
19     A.   Yes.
20     Q.   All right.  Then it says, "In several
21 large clinical studies, all three of these
22 anti-VEGF drugs have demonstrated good results
23 with over 50 percent of patients enjoying
24 significant visual improvement."  Do you see
25 that?
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Page 46

1     A.   I do.
2     Q.   All right.  Now, then from Page 3 to 4
3 it says -- in Exhibit 2150 it says, The use of
4 these drugs may require frequent retreatment, but
5 injection schedules are determined on [audio
6 dropped] case basis.  Have I read that
7 correctly?
8          THE REPORTER:  You cut out.  Can you
9 repeat that?  You cut out.

10 BY MS. MAZZOCHI:
11     Q.   Sure.
12          It says, "The use of these drugs may
13 require frequent retreatment, but injection
14 schedules are determined on a case-by-case
15 basis."  Do you see that?
16     A.   I do.
17     Q.   All right.  So the treatment modality is
18 not fixed for this indication at eight weeks as
19 required by the '338 patent.  True?
20     A.   I would not say what is required, or I
21 don't have the -- my job is -- my assignment is
22 not to evaluate what the patent requires or not
23 requires.  It's to evaluate the commercial
24 success of this product and the eight-week dosing
25 interval, so --

Page 47

1     Q.   All right.  Do you know --
2     A.   -- it sounded like you're asking me to
3 offer a legal opinion that I don't offer.
4     Q.   No.  I'm trying to understand why you're
5 including some -- why you're including all Eylea
6 sales when we know that they're not all dosed on
7 -- or that they're not all used for an eight-week
8 dosing regimen.
9          So let me ask you this:  Did you exclude

10 these BRVO sales from -- of Eylea from your
11 commercial success analysis?
12     A.   I believe I've answered that before, but
13 the answer is, no, the data do not allow that
14 kind of segregation.  But even if you -- you
15 know, I'll come back to the point that the
16 eight-week dosing interval is, by far, the
17 most common dosing interval; and that the product
18 was so commercially successful that it is
19 inconceivable that -- well, I guess I won't
20 say that.  It's a little too absolute.
21          It is -- it is reasonable for me to
22 conclude that, even if it were possible to remove
23 those other sales, commercial success would have
24 still been achieved.
25     Q.   Well, when you say "commercial success

Page 48

1 would have been achieved," relative to what?
2     A.   It still would have had substantial
3 sales.  It still would have had substantial sales
4 growth.  I -- I -- relative to the -- the notion
5 that a product has sold well in a market that's
6 -- you know, the standards of commercial success
7 are not strictly defined.
8     Q.   Can you say that Eylea has outperformed
9 Avastin in terms of its success?

10     A.   As I say in my report -- or in my
11 declaration, Eylea has gained substantial
12 share relative to Avastin and Lucentis.  So
13 outperformed is a -- Eylea has gained share
14 -- gained sales in every year since its launch.
15 Avastin has not.  If that's the way you would
16 want to define "outperformed," that would be one
17 way to -- to talk about it, yes.  But there's a
18 huge --
19     Q.   Okay.  Well --
20     A.   There's a -- there are different
21 ways you could think about what it means to
22 outperform, and I haven't really thought about
23 how I would necessarily define that.
24     Q.   Okay.  So your primary metric for
25 purposes of this commercial success analysis is

Page 49

1 that Eylea has gained sales relative to Avastin
2 and Lucentis.
3          MR. CAINE:  Objection; form.
4          THE WITNESS:  Are you asking me that?
5 BY MS. MAZZOCHI:
6     Q.   Yes.
7     A.   I'm sorry.  I'd like to ask you to ask
8 that again.
9     Q.   Sure.

10          So the -- the key metric that you're
11 relying on for commercial success purposes is the
12 fact that Eylea has gained sales relative to
13 Aventis -- I'm sorry -- relative to Avastin or
14 Lucentis.
15          MR. CAINE:  Objection; form.
16          THE WITNESS:  I would say it somewhat
17 differently.  I would say that Eylea has had a
18 substantial amount of success and has been used
19 by a large number of physicians and by a large
20 number of patients; and that -- that has been
21 growing over time; that its share has grown
22 rapidly and continuously more utilization over
23 time.  The utilization of some of its -- or of
24 its -- the -- the other VEGF -- anti-VEGF
25 treatments has not occurred -- has not followed
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1 the same path.
2 BY MS. MAZZOCHI:
3     Q.   And to the extent Eylea has gained more
4 utilization over time, you can't say whether
5 there's been more utilization at an eight-week
6 mark as -- as compared to Avastin at the
7 eight-week mark, right?
8          MR. CAINE:  Objection; form.
9          THE WITNESS:  I can say that there

10 -- you know, the -- the data that I've looked at
11 suggests that the use of Avastin at an eight-week
12 mark is relatively limited, and I would also note
13 that there is no clinical trial evidence to
14 suggest whether Avastin has a dosing schedule
15 approved by the FDA.  Avastin is used off-label.
16 BY MS. MAZZOCHI:
17     Q.   Right.  But you saw in the ATU survey
18 data how doctors were using Avastin, and some of
19 them were using it on an eight-week schedule,
20 right?
21          MR. CAINE:  Objection; form.
22          THE WITNESS:  My recollection is that
23 that was a relatively small number.
24          And, actually, could I get some more
25 water?  Sorry.

Page 51

1 BY MS. MAZZOCHI:
2     Q.   What -- when it comes to marketing, what
3 share of voice did Avastin have relative to Eylea
4 as these sales were growing?
5          MR. CAINE:  Objection; form.
6          THE WITNESS:  I do not have data on
7 Avastin advertising.  I presume that it wouldn't
8 have advertised very -- any for this particular
9 indication, because that would be off-label.

10 BY MS. MAZZOCHI:
11     Q.   Right.  All right.
12          So -- so while -- so is it really
13 surprising that when there's no advertising
14 dollars behind Avastin, and Eylea is putting
15 marketing dollars behind it and has a significant
16 share of voice within the marketplace, that their
17 sales will grow?
18     A.   That's a -- a complicated question,
19 and I guess I would say that, given the enormous
20 price difference and the great deal of attention
21 that Avastin got early on in -- in the
22 utilization of anti-VEGF treatments, that it's
23 hard to measure share of voice in particu --
24 particularly because there was a lot of sort of
25 un -- I wouldn't call it advertising, but a lot

Page 52

1 of information about Avastin and its potential to
2 make a difference for people in particular with
3 wet H -- wet AMD.  So that I wouldn't say that
4 there was no information out there about its
5 utilization.  I would say that -- and also given
6 the substantial price difference between Avastin,
7 Lucentis and Eylea, that disadvantage of not
8 advertising Avastin could be overcome by that
9 -- the broader generally available information

10 and by the price difference.
11     Q.   Can you envision any situation where a
12 patient might have a -- might pay more for
13 Avastin as opposed to Eylea, in terms of co-pays?
14     A.   I can imagine a possible situation, but
15 I -- I don't think -- it wouldn't be the normal
16 situation, I don't think.
17     Q.   And what would that -- what type of
18 situation would that include?
19     A.   Well, as you said, imagine -- you asked
20 me if I could imagine it, and imagining is pretty
21 boundless.  And so, for example, if an uninsured
22 patient went to a particular physician, I don't
23 know, is it possible?  I don't know of any
24 examples, but it's possible that they might be
25 required to pay more than they were to pay --

Page 53

1 have to be paid -- have to pay for a higher
2 -- for one of the other on-label drugs.  I'm
3 not saying --
4     Q.   What if it's a patient -- what if it's a
5 patient on Medicaid Part B?
6     A.   Medicaid Part B, what do you mean by
7 that?
8     Q.   The way in which you used it in
9 connection with all of your sales data in your

10 report.
11     A.   Do you mean Medicare?
12     Q.   I'm sorry.  Medicare.
13     A.   I'm sorry.
14     Q.   Yeah.  Let me rephrase the question for
15 you.
16          Can you envision any situation where a
17 patient might pay more for Avastin if they are a
18 Medicare Part B patient?
19     A.   It would be typical for them to pay much
20 less if they were a Medicare Part B patient.
21     Q.   Why is that?
22     A.   Because the Medicare system has a 20
23 percent copayment, and 20 percent of Avastin's
24 price is much lower than 20 percent of either
25 Lucentis or -- or Eylea's price.
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1     Q.   Is that -- is that an important factor
2 to you in terms of why you think Eylea is a
3 commercial success, because patients are more
4 willing to pay that copay to get the drug?
5     A.   Well, it certainly is true that the
6 -- one of the considerations in commercial
7 success is whether or not a product is able to
8 overcome a -- or whether a product sells despite
9 having a price premium, and, so, yes, that's

10 important.
11     Q.   Is it important to your analysis?
12     A.   Yes.
13     Q.   Take a look at Exhibit 2149, which is
14 another American Society of Retinal Specialists,
15 this one related to age-related macular
16 degeneration, and let me know when you have that
17 exhibit.
18     A.   Okay.  I have it.
19          (Previously marked Exhibit No. 2149 was
20 introduced.)
21 BY MS. MAZZOCHI:
22     Q.   All right, if you could turn to Page 4
23 of 6.  And again at the top it's talking about
24 three anti-VEGF treatment regimens.  Do you see
25 that?
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1     A.   I do.
2     Q.   All right.  Now the first one listed is
3 pro re nata, abbreviated with the acronym PRN or,
4 quote, treat and observe.  "Patients are treated
5 with three initial monthly injections followed by
6 treatment as needed."
7          Do you see that?
8     A.   I do.
9     Q.   Have you assessed whether this PRN,

10 "treat and observe," is or is not a -- within the
11 scope of the '338 patent treatment method for
12 purposes of your commercial success analysis?
13     A.   I have not.  Again, that's outside of
14 the scope of my report.
15     Q.   All right.  Now, there's also a
16 reference to a -- a treatment regimen that is
17 called treat and extend:  "After three initial
18 monthly injections, the time between treatments
19 is gradually increased until wet AMD is
20 stabilized."  Do you see that?
21     A.   I do.
22     Q.   All right.  And, likewise, you haven't
23 assessed whether "treat and extend," whether
24 some, none, all or a portion actually satisfies
25 the requirements of the '338 patent dosing

Page 56

1 method?
2     A.   I have not assessed whether thing
3 -- whether treatment methods satisfy the patent.
4     Q.   Okay.  And, likewise, what about monthly
5 injections?  Is it your understanding that
6 monthly injections, at the very least, can't
7 satisfy the '338 patent --
8     A.   Again --
9     Q.   -- for dosing?

10     A.   Again, I don't have an opinion about the
11 specific legal question you're asking.
12     Q.   Well, when it comes to making an
13 assessment as to what sales should or shouldn't
14 be included in your commercial success analysis,
15 if a description was referred to -- for Eylea was
16 described as being administered PRN, do you know
17 if you should include those sales or exclude
18 those sales?
19     A.   So I don't think there's a specific
20 answer to that question.
21     Q.   Why not?
22     A.   My approach, and I think a -- a standard
23 approach, is to ask the question, was this
24 product commercially successful, and can you
25 establish a nexus between that success and

Page 57

1 the feature that is at issue in the patent.
2 And my assessment was that it absolutely was a
3 commercial success and that it very convincingly
4 is tied to the eight-week interval -- eight-week
5 dosing interval.
6          The -- so I think about it this
7 way:  When Eylea was approved by the FDA, it was
8 approved on a comparative basis to Lucentis at a
9 monthly dosing interval.  The assessment accepted

10 by the FDA was that Eylea was not inferior to
11 Lucentis, and -- dosed on a four-week interval,
12 and that Eylea on a four-week interval and Eylea
13 on an eight-week interval were each -- on both of
14 those arms of the trial were not inferior to
15 Lucentis on a four-week interval.
16          So the key differentiating factor,
17 then, is that the eight-week difference -- the
18 eight-week interval for Eylea, which as I
19 describe in my report, thinking about the
20 economics of how consumers respond to products
21 that have different characteristics, obviously
22 -- well, the indication or the -- the likely
23 -- the frequency with which treatment happens in
24 this case, given that the injection into the eye
25 is an unpleasant experience, having a lower
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1 frequency; having, as I've described in my
2 report, having less of a bad characteristic,
3 means that the product would be more accepted by
4 most consumers, and so that distinguishes -- that
5 characteristic distinguishes Eylea from Lucentis
6 and the other VEG -- and Avastin by extension.
7          So that's the way in which I reached
8 the conclusion that the product was a commercial
9 success.  Well, what distinguishes the product?

10 Its dosing interval.  Then I co -- then I adju --
11 or I -- I -- I explore the other potential
12 explanations; you know, was there excessive
13 marketing, was there an enormous amount of
14 sampling, were there great discounts that demand
15 -- that diminished the price difference between
16 the products, all of those things can be ruled
17 out.  So that the resulting analysis is here you
18 have two products that are clinically noninferior
19 to each other.  But one of them has something
20 that the other does not, and that thing that it
21 has is to allow the eight-week dosing interval
22 that is not found to be consistently effective
23 for -- or appropriate for the label for -- for
24 Avastin -- sorry, for Lucentis.
25          And so, you know, as you -- as an
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1 economist thinks about things, you try to
2 identify the single thing that makes a difference
3 in -- in a -- in an economic decision, and that
4 single thing is the eight-week dosing interval as
5 approved by the FDA.  So that -- that forms the
6 key distinguishing feature between the products,
7 and that drives the nexus analysis.
8     Q.   All right.  But you haven't confirmed
9 that every doctor who administers Eylea does so

10 using this magical eight-week dosing interval
11 that you've described, right?
12          MR. CAINE:  Objection; form.
13          THE WITNESS:  I have not.  What I have
14 -- what I have observed is that the eight-week
15 dosing frequency is the most common dosing
16 frequency in the data that I've seen.
17 BY MS. MAZZOCHI:
18     Q.   Well, you keep saying "most common."
19 What -- what -- by what percentage is it beating
20 the other dosing frequencies?
21     A.   If you -- well, if you want to look at a
22 -- a specific example, I think Exhibit 2176 has
23 one of those charts.   dose
24 at eight weeks, and  dose at
25 four weeks and the others are much smaller.
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1     Q.   Right.  But that just means, then -- if
2 only two-thirds of doctors are prescribing it at
3 eight weeks and one-third are prescribing it on a
4 different dosing regimen, why did you not reduce
5 your sales figures to that two-thirds amount?
6     A.   It would not have changed my opinion.
7 The sales grow at a consistent, healthy rate, and
8 two-thirds of it would still grow at a
9 consistent, healthy rate.

10     Q.   The marketing spend also grew at a
11 consistent, healthy rate, right?
12     A.   Yeah.  But the marketing spend is not
13 large, by industry standards.  And so marketing
14 is an essential part of informing physicians
15 about a new treatment.  So it's not -- it
16 doesn't seem to --
17     Q.   Well, the market -- the marketing that
18 Eylea spent is certainly large relative to what
19 was being spent to market Avastin, which was,
20 essentially, nothing, right?
21     A.   As I've said before, Avastin had a lot
22 of nonmarketing information about it because of
23 the -- the large price difference between the
24 two, and so, yeah, it was less -- less.
25     Q.   And you don't know what Novartis -- you
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1 don't know what Novartis spent on marketing for
2 Lucentis, do you?
3     A.   No.
4     Q.   Okay.  So you don't know whether, within
5 this particular market, the amount of money that
6 was being spent on marketing was much greater
7 than the other two competitors, right?
8     A.   I do not know the specifics of how much
9 was being spent for -- when you say "the other

10 two competitors," do you mean Genentech -- do you
11 mean --
12     Q.   Avastin and Lucentis.
13     A.   You do not mean []-- okay.  I do not
14 know, but the numbers -- the share of revenue
15 that it -- that was spent on marketing is not
16 large by industry standards by comparing to other
17 companies, by my own observations of my
18 experience.
19     Q.   Okay.  Right.  I would just like a clean
20 answer, Doctor.
21          You have not compared how much larger
22 of a stone []Regeneron is making for Eyl -- to
23 promote Eylea compared to what Novartis has spent
24 to promote Lucentis in any given year.
25          MR. CAINE:  Objection; form.
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1          THE WITNESS:  I did not have
2 Lucentis's marketing data, so I couldn't do that
3 -- that performance.  So what I did as -- as --
4 to confirm my own understanding and opinion was
5 to look at the spending that was done on behalf
6 of Eylea and look at industry norms or averages
7 and found that it was not large by that
8 comparison.
9 BY MS. MAZZOCHI:

10     Q.   All right.  And when you're saying
11 industry norms or averages, you're just referring
12 to the industry -- you're referring to just the
13 pharmaceutical industry as a whole, correct?
14     A.   That is the analysis that we looked at
15 -- that I looked at from my report.  But I also
16 think about my own experience in the industry.
17 It is not a large number based, on my experience
18 or on the industry reports that we -- or the
19 analyses of industry spending that we looked at.
20     Q.   All right.  Well, you don't have any
21 experience, though, prior to this case in the
22 retinal market, do you?
23     A.   I guess I don't know what you mean,
24 "experience prior to this case."
25          I published a paper about the -- the --
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1 a company's ability to segregate the market
2 between Lucentis and Avastin, so I've thought
3 about it before this case.  I have glasses.
4 I've been to a doctor many, many times to have my
5 retina scanned because I have a congenital defect
6 in my retina.  So I guess I don't know -- so I
7 wouldn't say -- I don't know, I -- I guess I just
8 want to be clear that -- I don't want to mislead
9 you in saying that I haven't had any prior

10 experience with the retina market.
11     Q.   Well, maybe we can try to get at it
12 this way:  I believe in your declaration it was
13 Paragraph 28, which was on Pages 22 to 23,
14 Exhibit 2052, Pages 28 to 29 of 289.  You
15 indicated that, "As of 2016, there were over
16 17,000 ophthalmologists in the United States with
17 3,329 identified as retina providers.  Of these
18 3,329 retina providers, 1,034 were identified as
19 comprehensive providers or hybrid providers.
20 And so when you were assessing the market for
21 anti-VEGF agents for the eye, do you believe
22 it's more important to focus on the 3,200 retina
23 providers or do you think it's more important to
24 look at the 2,295 retina specialists?
25     A.   I looked at -- and -- depending upon
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1 which data set you're talking about, I looked at
2 all physicians who prescribe these anti-VEGF
3 treatments, in some cases -- in some cases in the
4 ATU surveys, there are -- there's some discussion
5 about retina providers or comprehensive
6 providers, but it's not -- there's no breakdown
7 of the utilization across that -- those types.
8 It's just some mention of them.
9          MS. MAZZOCHI:  All right.

10          MR. CAINE:  Counsel, when you have a
11 second, we've been going over an hour, why don't
12 we take a break?
13          MS. MAZZOCHI:  Sure.  That's fine.
14 And obviously, Dr. Manning, anytime you need a
15 break feel free to speak up and I'm happy to
16 accommodate.  I just know these days go faster
17 the longer we can stay on the record, so --
18          THE WITNESS:  Yep.
19          MS. MAZZOCHI:  -- that's fine.
20          Dave, how long would you like?
21          MR. CAINE:  I think 10 minutes should be
22 -- should be sufficient.
23          THE VIDEOGRAPHER:  All right.  Please
24 stand by.  The time is 11:02 a.m.  We're going
25 off the record.

Page 65

1          (Recess taken.)
2          THE VIDEOGRAPHER:  We're back on the
3 record.  This begins Media Unit Number 2.  We're
4 now on the record.  The time is 11:15 a.m.
5          Please proceed, counsel.
6          MS. MAZZOCHI:  Thank you.
7 BY MS. MAZZOCHI:
8     Q.   Dr. Manning, we were at around Paragraph
9 28 of your declaration where you're talking about

10 the number of retina providers in the market.  So
11 when you're assessing the market for anti-VEGF
12 agents for the eye, do you believe it's more
13 appropriate to focus on the 32 -- 3,329 retina
14 providers or should we focus more on the subset
15 of 2,295 retina specialists?
16     A.   I -- as I believe I said previously,
17 there were -- there was not a way to segregate
18 the mar -- the -- the market for the purposes
19 that I was using -- for the purposes that I was
20 using the data I had, and so particularly for the
21 Medicare Part B for example, any ophthalmologist
22 -- we coded for any ophthalmologist to identify
23 those who were prescribing anti-VEGF therapies.
24 And so for that purpose, you know, if you were
25 -- that -- that distinction would not have
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1 entered into my analysis.
2     Q.   So when it comes to marketing, do you
3 know whether Eylea's marketing is then targeted
4 towards ophthalmologists generally for the
5 retina --
6     A.   I don't know.
7     Q.   -- for ret -- okay.  All right.
8 Now, you do believe, though, that marketing is
9 something that can impact or contribute to a

10 product's success in the marketplace, correct?
11     A.   Yes.
12          MS. MAZZOCHI:  All right.  Let's take
13 -- I'm going to ask the court reporter to hand
14 you Exhibit 2138.
15          (Previously marked Exhibit No. 2138 was
16 introduced electronically.)
17 BY MS. MAZZOCHI:
18     Q.   And can you confirm that Exhibit 2138 is
19 the February 2013 ATU study?
20     A.   It appears to be, yes.
21     Q.   All right.  And you relied on this in
22 connection with your opinions in this case?
23     A.   I believe we cite to it, although many
24 of these documents look very similar, so I'd
25 would want to confirm that it's cited in my
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1 report, but I believe so, yes.
2     Q.   All right.  If you can take a look at
3 this study on Page 8 of 53 in Exhibit 2138, it
4 indicates here that  of whoever they
5 were targeting was very familiar with Eylea and
6  were somewhat familiar with Eylea,
7 right?
8     A.   That's what the bar -- bar charts say,
9 yes.

10     Q.   All right.  And only  just knew
11 the name?
12     A.   Correct.
13     Q.   All right.  And if we take a look at
14 your expert report, Exhibit D1, which is on Page
15 171 of 289, in your expert report Exhibit 2052,
16 it looks like by this point Regeneron had spent
17 around  on external expenses in
18 launching the product.  Is that fair?
19     A.   I'm sorry.  Where are you reading,
20 specifically?
21     Q.   Your Exhibit D1.
22     A.   Yes.  What -- so ask me again what
23 you're --
24     Q.   What you're calling the external
25 marketing expenses.

Page 68

1     A.   Yes.  And the numbers you said again?  I
2 didn't remember.  I didn't hear.
3     Q.   Around  by this point, or by
4 the time of this study, February 2013?
5     A.   By the end of 2012 -- '12?
6     Q.   Right.
7     A.   You're adding the  and the ?
8     Q.   Right.  So that leaves  on
9 marketing expenses by that point, right?

10     A.   Yes.  It appears --
11     Q.   All right.  And --
12     A.   Well, I should say it appears to be,
13 yes.
14     Q.   All right.  And they had  -- well,
15 it appears to be.  I mean, you attested to the
16 accuracy and truthfulness of these numbers,
17 right?
18     A.   Yes.
19     Q.   All right.  Now, you -- if 
20 of doctors are very familiar and  of
21 doctors in the target market are somewhat
22 familiar on the use of Eylea, why did Regeneron
23 need to keep spending so much more money on
24 external marketing expenses going forward?
25          MR. CAINE:  Objection; form.

Page 69

1          THE WITNESS:  What do you mean "why did
2 they need to"?
3 BY MS. MAZZOCHI:
4     Q.   Well, if doctors are already familiar
5 with your product by 2013, why did they need to
6 spend another  in 2014 and then
7  in 2015,  in 2016, et
8 cetera, to keep marketing the product?
9     A.   Marketing is a -- a process that

10 involves a number of elements, one of which is
11 refamiliarizing or -- or keeping a target of your
12 marketing aware.  I -- you know, I learned back
13 in graduate school that there's a quip about
14 marketing, as we were studying industrial
15 organization, that Mr. Wrigley, the -- at least I
16 think that's who the quip was attributed to --
17 said, "I know that half of my marketing is
18 wasted, but I don't know which half."
19          So the notion is that advertising and
20 marketing and spreading information is something
21 that isn't just a one-and-done experience;
22 refreshing memories, reminding people about
23 studies that have just come out, helping doctors
24 know about various opportunities for education,
25 are all elements that would be part of the
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1 marketing campaign that wouldn't be -- it's not
2 sufficient just to tell everybody about it once
3 and be done.
4          I don't know if you remember the Census
5 advertising that went around.  I just happen to
6 remember the 2000 Census was very, very heavily
7 advertised.  I know about it because I was
8 working on it.  In the -- at Pfizer one of my
9 assignments was to help coordinate Pfizer's

10 participation, or encouraging people at Pfizer to
11 be reminded of the Census, and we spent a lot of
12 time reminding people about the Census, even
13 though everybody knew about the Census.  That
14 was --
15     Q.   Right.
16     A.   -- simply an element -- an illustration
17 of the fact that marketing is not just a
18 one-and-done exercise.  It is a -- a complex
19 process that requires spending over time, even to
20 people who already know about the product.  It
21 doesn't say what they know about the product.
22 It just says, are you familiar or are you very
23 familiar?  Yeah.  I know about it.  But is there
24 anything more you could learn?  It doesn't ask
25 that question.

Page 71

1     Q.   Well, right.  But I thought that your
2 whole point is, is you're trying to say that
3 marketing was not influential in terms of either
4 encouraging or reminding physicians to do that
5 because the eight-week treatment regimen was so
6 compelling.  So that's my point.  Is it that -- I
7 mean, why does a doctor need to be reminded
8 through marketing if, in fact, as you have
9 opined, the eight-week treatment method was so

10 compelling that it was the '338 patent that's
11 driving the commercial success, not marketing?
12          MR. CAINE:  Objection; form.
13          THE WITNESS:  I didn't say that
14 marketing wasn't important and wasn't helpful.
15 It -- it is.  What I intended to say is what I
16 said in my report, is that the levels of
17 marketing expenditures that were done do not
18 explain the commercial success of the product to
19 the exclusion of the patented feature that I was
20 evaluating.  In other words, the -- the -- the
21 exercise of evaluating commercial success
22 requires that one look for other explanations
23 for, well, if this product was successful, why
24 was it?  Is it true that the patented feature was
25 not important and it was just because you were
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1 marketing -- undertaking excessive marketing that
2 is causing people to buy this?  And from my
3 assessment, this is not an excessive level of
4 marketing.
5 BY MS. MAZZOCHI:
6     Q.   All right.  But maybe we can get at it
7 this way.  If you look at 2013, the amount spent
8 on external expenses is , right?
9     A.   Yes.

10     Q.   And then the next year ,
11 right?
12     A.   Yes.
13     Q.   And the next year, .  True?
14     A.   Yes.
15     Q.   And the next year,  in
16 2016, right?
17     A.   Yes.
18     Q.   And in 2017, another -- they were up to
19 over a hundred --  in external
20 expenses for marketing, right?
21     A.   Yes.
22     Q.   And then 2018,  in
23 marketing?
24     A.   Yes.
25     Q.   2019,  in marketing?

Page 73

1     A.   Correct.
2     Q.   And then  in marketing for
3 2020?
4     A.   Correct.
5     Q.   And then by 2021,  spent
6 on marketing.  And this is after the product's
7 been on the market for a decade.
8     A.   Correct.
9     Q.   Right.  Okay.

10          Is this surprising to you that as more
11 money was spent on marketing, the gross sales
12 increased?
13     A.   No.  I mean, --
14     Q.   Okay.
15     A.   -- marketing and sales are very often
16 tied to each other in a somewhat formula-like
17 manner.  In fact, what I find most interesting
18 about that series of numbers that you read is
19 they are a small share of sales.  You know, the
20 sales are  -- almost  by
21 2021.
22          To spend that amount of money that is
23 spent on external expendi -- expenditures for
24 that size of a product doesn't strike me as
25 unusual at all.
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1     Q.   Really?  Well, if there's around 3,300
2 doctors in the United States doing retinal care
3 with anti-VEGF drugs, and you're tell -- you're
4 looking at, I believe it's around 
5 that Regeneron spent on the external expenses,
6 that's over  of marketing expenses per
7 doctor -- or per retinal specialist over the last
8 10 years.  Can you think of any other situation
9 where that amount of money has been spent per

10 doctor?
11     A.   I've not considered that.  I -- I
12 haven't looked at other situations.
13     Q.   All right.  And even if we look at
14 2021, we have a  external expenses in
15 marketing spend.  That's over in
16 marketing per retinal doctor in the United
17 States.  Can you identify for me any other
18 instance where you've had that degree of
19 marketing spend per doctor in the field?
20     A.   I have not evaluated that.
21     Q.   Let's get back to Exhibit 2132, and I'd
22 like to take a look at that page again of 53 in
23 the exhibit.  This percent aware of the Eylea
24 medication, you can't say one way or the other
25 whether they are -- whether they like or
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1 appreciate or are aware of Eylea because it can
2 be dosed every eight weeks, right?
3          MR. CAINE:  Counsel, I think you said
4 Exhibit 2132, and I'm just searching my stack.
5          MS. MAZZOCHI:  I'm sorry, 2138, the one
6 we were talking about.
7          MR. CAINE:  Okay.  Can you give the page
8 again?  Page 8?
9          MS. MAZZOCHI:  Eight.

10          MR. CAINE:  Okay.
11          THE WITNESS:  I'm sorry.  I don't -- I
12 don't know the question.
13 BY MS. MAZZOCHI:
14     Q.   Okay.  When it comes to these doctors
15 familiar with -- who are very familiar with
16 Eylea, that doesn't necessarily mean they like or
17 are prescribing the product on this eight-week
18 dosing schedule in the '338 patent, right?
19     A.   There's no information here about their
20 prescribing patterns.
21     Q.   Okay.  If you take a look at Slide
22 Number 15, this has the graphic survey how Eylea
23 was used at the start of a dosing schedule.  Do
24 you see that?
25     A.   Which -- can you clarify what you're
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1 referring to on this slide again?
2     Q.   Sure.  So the one that says Percent
3 Treated Eyes On Dosing Schedule, and then it has
4 Eylea, Avastin, Lucentis.  Do you see that?
5     A.   The bar chart that's on the left, yes.
6     Q.   All right.  And it says  of
7 patients on Eylea were being dosed monthly
8 followed by a fixed interval, right?
9     A.   Correct.

10     Q.   And you can't say sitting here today
11 whether that particular treatment schedule
12 complies with the '338 patent or not?
13     A.   I don't have any information about that,
14 right.
15     Q.   Okay.  And then the  of
16 treated eyes on the -- that were treated with
17 Eylea, monthly until dryness attained then
18 treatment extends, you don't know whether any of
19 that is actually compliant with the '338 patent's
20 dosing requirements, right?
21     A.   I see that as somewhat ambiguous.  I
22 don't really know what is meant by "then treat
23 and extend."  So, yeah, I don't see that that
24 conveys information about the eight-week
25 interval.

Page 77

1     Q.   Likewise, when we look at the 
2 "monthly until dryness attained, then PRN," you
3 can't tell me that any of those patients are
4 actually compliant with the '338 patent dosing
5 schedule, right?
6     A.   Well, I -- again, I'm not going to opine
7 about the -- the patent and its dosing schedule
8 other than to -- to focus on the eight-week
9 dosing.  And I do not see the -- anything there

10 that would tell me what is represented there with
11 regard to the dosing schedule.
12     Q.   Well, now let's look at the chart that's
13 on the right, Percent Eyes on Fixed Dosing
14 Interval Dose.
15          Do you see that?
16     A.   Yes.
17     Q.   All right.  So the -- it looks like 
18 of Eylea eyes are actually being dosed on
19 a monthly dosing schedule, right?
20     A.   In that box, yes.
21     Q.   Okay.  And you didn't exclude that 
22  of sales from your commercial success
23 analysis?
24     A.   That's correct.  In fact, as I had said
25 before, my observation from this slide and others
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1 like it, is that the most common treatment
2 interval is eight weeks or more.
3     Q.   All right.  And -- but what you're
4 calling the most common treatment interval of
5 every eight weeks, that's only clocking in at
6  on a fixed dosing schedule, right?
7     A.   It does say  are -- are dosed
8 at every eight weeks or more, yes.
9     Q.   Right.  And then  are dosed

10 monthly, according to this chart, right?
11     A.   Yes.
12     Q.   And then  were dosed with Eylea
13 every five weeks?
14     A.   Yes.
15     Q.   And according to this chart in Exhibit
16 2138, Page 15,  of Eylea doses are
17 being given every six to seven weeks.  True?
18     A.   That is -- that appears to be what it
19 is, although that's a little unclear.  It's
20 probably  but I can't tell for sure.  It might
21 be , because it's overwritten by the  below
22 it -- that's right below it.
23     Q.   Right.  But if we add all this up, it
24 looks like a majority of Eylea users are not
25 being dosed every eight-plus weeks.  Fair?

Page 79

1     A.   It -- I think the -- the relevant
2 observation is that eight weeks is the most
3 common dosing schedule, and there are other
4 charts like this in other slide decks that have a
5 similar characteristic, and some of those do have
6 greater than  in eight weeks or more
7 over time.
8     Q.   Right.  But this is just looking at all
9 of the VEGF treated eyes, and in that instance,

10 the every eight-plus weeks dosing regimen is no
11 high -- is not higher.  It's , right?
12     A.   That is what it looks to say, yes.
13     Q.   All right.  Now, you also have on here
14 that Avastin is being dosed every eight-plus
15 weeks.
16          Do you see that?
17     A.   I do.
18     Q.   All right.  So when you were trying to
19 assess how much better Eylea was doing relative
20 to Avastin or acquisition market share or
21 anything along those lines, did you try to just
22 compare Eylea versus Avastin at the eight-week
23 mark or were you just looking at the entire
24 market share?
25     A.   As I've said before, the process I used

Page 80

1 was to observe that Eylea has a dosing advantage
2 relative to Lucentis and Avastin, and that that
3 is a unique characteristic that, from an economic
4 perspective, tells an economist that, given that
5 the clinical evidence as based on the -- as
6 reflected in the FDA label shows the
7 noninferiority of Eylea to Avastin -- or, sorry,
8 to Lucentis -- that's a distinguishing factor,
9 and that that factor, then, drives the -- given

10 that that's the primary or maybe the only
11 distinguishing factor, it -- that -- that's
12 reason to -- to identify that factor as the
13 -- the source of -- of demand for the product.
14     Q.   Right.  But if we look at the main -- if
15 we look at the previous page in Exhibit 2138,
16 Page 14 of 15, if we look at Avastin, the main
17 reason doctors identified as to why they would
18 not choose that treatment for their patient is
19 because it's not FDA-approved, right?
20     A.   Right.
21     Q.   Okay.  Only  said dosing
22 period/administration, true?
23     A.   Correct.
24     Q.   And if we look at Lucentis, only 
25  of newly diagnosed,  of

Page 81

1 previously diagnosed, said that their dosing

2 period for administration was the reason why they

3 would not prescribe Lucentis, right?

4     A.   The main reason, yes.

5     Q.   Okay.  So if it's -- so if it's only

6  of people, to give you the biggest

7 number, who identify a dosing period as to why

8 they would not choose Lucentis, why are you

9 assigning 100 percent of the supposed Eylea

10 commercial success to the dosing method of the

11 '338 patent?

12          THE WITNESS:  I'm sorry.  We have

13 something on the screen that's interrupting

14 your -- somebody's trying to get into the

15 meeting.

16          THE VIDEOGRAPHER:  Vinny Lee?

17          THE WITNESS:  Yes.

18          THE VIDEOGRAPHER:  Someone named Vinny

19 Lee.

20          MR. MARX:  Who?  Vinny Lee?  Yes.  She

21 represents Mylan.

22          THE WITNESS:  I'm sorry.  I'd like you

23 to ask the question again, if you would?

24          MS. MAZZOCHI:  Sure.

25 BY MS. MAZZOCHI:
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1     Q.   Dr. Manning, you have repeatedly stated
2 that you think that the reason why people were
3 choosing Eylea over Lucentis has to do with the
4 dosing period and that's why you've ascribed a
5 hundred percent of the Eylea sales to your
6 commercial success analysis, but how can you
7 reach that conclusion when only  max
8 of Lucentis doctors were identifying the dosing
9 period as the main reason why they wouldn't

10 choose Lucentis as their treatment?
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  Just to be clear, I would
13 say that I -- I would not ascribe 100 percent of
14 commer -- of Eylea's success to that.  What I've
15 said is it is an important driver, and it is the
16 only distinguishing characteristic that, based on
17 analysis -- on reading the FDA label, that
18 distinguishes Eylea from Lucentis.
19 BY MS. MAZZOCHI:
20     Q.   Well, okay.  But when the data actually
21 shows that the reason why doctors are rejecting
22 Lucentis has nothing -- you know, very few of
23 them are identifying the dosing period and
24 administration, and are instead, you know,
25 focusing on cost, how -- how can you actually
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1 support that?
2     A.   Well, this is a -- one question about a
3 limited set of issues.  I mean, what is the most
4 important reason you would not -- the main reason
5 you would not choose a treatment?  Well, for
6 Lucentis it's cost, for Eylea it's cost, so those
7 are the more expensive products in the category.
8 That -- that doesn't tell me that the treatment
9 interval is not better, or that treatment

10 interval is not valued.
11     Q.   Okay.  But it's pretty low on the list.
12 I mean, it ranks behind cost, cost to patient and
13 insurance, right?
14     A.   Well, it was the standard of -- it was
15 the predominant treatment interval at the time,
16 or before Eylea came along.  So I guess I -- I
17 don't see that as -- as doctors not saying
18 that the longer treatment interval wasn't
19 helpful:  What I see that as saying is that, you
20 know, I don't see this treatment interval as a
21 main reason not to prescribe.
22     Q.   Right.  But your whole commercial
23 success nexus theory hinges on the notion that
24 all -- that these Eylea sales and all of this
25 growth is being driven by the eight-week
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1 treatment interval.  And when only  of
2 doctors identify that as a reason not to
3 prescribe Lucentis, how can you make that math
4 line up?
5     A.   Because asking doctors why they would
6 not prescribe a different product that is on a
7 treatment interval that they are already very
8 familiar with doesn't ask the same question,
9 in my mind.  The question is why would you not

10 choose Lucentis?  Well, the cost.  And it doesn't
11 ask what my second choice is.  It asks what my
12 main reason is, and cost is the main reason.  So
13 a small --
14     Q.   Right.  But if there's -- but if
15 there's multiple reasons why doctors might reject
16 Lucentis, then doesn't -- I mean, that kind of
17 -- then that means that there's multiple things
18 that could have a nexus to a -- to a prescription
19 choice, right?
20          MR. CAINE:  Objection; form.
21          THE WITNESS:  Well, the question I was
22 asked to analyze is whether or not the eight-week
23 dosing shows a nexus to the commercial success of
24 the product, and my opinion is that it -- it
25 does.

Page 85

1 BY MS. MAZZOCHI:
2     Q.   Right.  But your rationale for that is
3 because you've seen in the data that doctors are
4 choosing Eylea, not Lucentis, right?
5     A.   No.  I have a multi -- I have more -- my
6 report describes a number of rationales for that.
7 On the one hand, Dr. Do has indicated that that
8 is the standard that is a common approach, it's
9 her approach that once they've completed the

10 loading doses that it is common, it is typical to
11 go to eight-week dosing.  The -- this slide deck
12 we're looking at shows that eight week -- eight
13 weeks is the most common dosing interval.
14          Now, I also discuss in my report that
15 there are reasons why a lower dosing schedule
16 would be used for some patients, and, in fact,
17 the FDA label says that some patients may require
18 monthly dosing of Eylea.  Those do not obv
19 -- those do not obviate the fact that eight-week
20 dosing was an important driver; it is the key
21 distinguishing factor.  And that is -- that's the
22 main point of my analysis, is to identify that
23 eight weeks is a differentiating factor.  Dr. Do
24 identifies the eight-week dosing as typical.  The
25 -- the survey responses show that eight weeks or
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1 longer is the most common utilization, and
2 economic theory tells you that a product with a
3 less-frequent dosing interval in this case would
4 be desirable, desired, demanded by the market.
5     Q.   Well, if you take a look at Page 16 of
6 Exhibit 2138, it still has -- well, it's looking
7 at the number of weeks between monitoring visits
8 following the initial loading dose, right?
9     A.   The bottom panel?

10     Q.   Yep.
11     A.   It does say the number of weeks between
12 monitoring visits, yes, following the initial
13 loading dose.
14     Q.   Right.  And the majority there is at
15 four weeks, right, for Eylea?
16     A.   Yes.  Well, --
17     Q.   And the next one is  --
18     A.   Well, I wanted to correct my -- I
19 wouldn't say majority.  The largest number is
20 , yes, at four weeks.
21     Q.   Oh, well, let's call it the most common.
22     A.   Okay.
23     Q.   The most common number of weeks between
24 monitoring visits for Eylea was four weeks,
25 right?

Page 87

1     A.   Yes.
2     Q.   And then the next most common was
3 seven-plus weeks?
4     A.   Yes.  But I think that's -- and I think
5 that's the differentiating factor here, is that
6 for none of the other -- neither of the other
7 products is a seven-plus week monitoring interval
8 large at all, whereas for Eylea it's ,
9 much larger than for any other product.

10          So I also -- I'm not sure what this
11 slide means --
12     Q.   Well, isn't --
13     A.   What is the typical -- sorry.  Let me --
14 if I may?
15          What is the typical number of weeks
16 between monitoring visits following the initial
17 loading dose?  Yeah, I'm not sure that -- that
18 language is clear to me.
19     Q.   All right.  Well, if patients are -- if
20  of patients are visiting their doctor
21 every four weeks on Eylea for a monitoring visit
22 anyways, doesn't that start to undercut the
23 supposed value of the eight-week treatment
24 regimen?
25     A.   No.

Page 88

1     Q.   Well, I thought you had indicated that
2 one of the reasons why this eight-week treatment
3 re -- regimen -- there was a need for this
4 eight-week treatment regimen is because it would
5 make it easier for patients to comply, people
6 in rural areas might not be able to travel
7 frequently for monthly visits.
8     A.   Yes.
9     Q.   But it looks like  of people

10 are already traveling to their doctors for
11 monthly visits on Eylea, right?
12     A.   But  and  are
13 traveling for the other products, and 
14 are traveling only seven weeks or more.  So
15 that's the point, is that this product offers an
16 opportunity to a substantial share of the patient
17 population that the other products do not.
18          So it doesn't have to be --
19     Q.    --
20     A.   It doesn't have to be everybody.  And as
21 I've said, there are reasons why for the other
22 conditions, or for patients who have particularly
23 difficult disease, they might need to be seen
24 more frequently.  They might need to be treated
25 more frequently, as indicated in the FDA label.

Page 89

1 But it is not -- not inconsistent; in fact, I
2 think it supports my argument -- my conclusion
3 that there's a differentiation in the seven-plus
4 weeks that a large share of people cannot go to
5 the doctor as frequently as they would had they
6 been using one of the other therapies.
7     Q.   Okay.  And you haven't -- but you
8 haven't been able to tie that  at the
9 seven-plus week mark to any sales growth that

10 occurred in 2013 as compared to 2012, or previous
11 years, right?
12     A.   That's right.  The data are not
13 sufficiently granular to allow that.
14     Q.   Okay.  Is there any data out there that
15 would be sufficiently granular to allow that?
16     A.   Not that I'm aware of.
17          MS. MAZZOCHI:  Let's take a -- I'd like
18 you to take a look at Exhibit 2197.
19          (Previously marked Exhibit No. 2197 was
20 introduced electronically.)
21 BY MS. MAZZOCHI:
22     Q.   Let me know when you have that.
23     A.   I have it.
24     Q.   All right.  Can you confirm that Exhibit
25 2197 is a benchmark study that Regeneron had
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1 performed shortly before the launch of Eylea?
2     A.   That's what it says on it.  Well, it was
3 performed in September of 2011, and it is called
4 the Benchmark Wave.
5     Q.   Right.  And the product wasn't approved
6 until, I believe, November of 2011, right?
7     A.   Yes.
8     Q.   Okay.  Now, one of the things that you
9 cite -- you've cited in your declaration and

10 you've reiterated here today that you believe
11 that this reduction in dosing was an important
12 benefit.  I'd like you to take a look at Exhibit
13 2197, Page 2, Bullet Point 4.  Let me know when
14 you have that.
15     A.   Okay.
16     Q.   All right.  So it says, and this is --
17 this is in your declaration, you put in your
18 declaration that previous -- that the research
19 had indicated that patients using reduction in
20 dosing as an important benefit and then added
21 dot, dot, dot.  And if we continue on in this
22 citation, what -- the part you left out in your
23 declaration says, "However, physician research
24 has revealed that retina specialists do not
25 necessarily follow a regular dosing protocol.

Page 91

1 Rather, they may use an as-needed basis thereby
2 negating some of the benefits of Eylea's dosing."
3 Do you see that?
4     A.   I do.
5     Q.   All right.  And so when it comes to
6 who's making these prescribing decisions, it's
7 certainly going to be driven by the physicians,
8 right?
9     A.   In my experience, physicians and

10 patients make those decisions together.
11     Q.   All right.  What do you understand this
12 to mean, that because physicians want to use the
13 product on an as-needed basis, that's thereby
14 negating some of the benefits of Eylea's dosing?
15     A.   That they're identifying that some
16 patients may not use, or some doctors might not
17 use it on the eight week base -- on the
18 eight-week interval.
19     Q.   All right.
20     A.   I would emphasize the word "some."
21     Q.   Sure.
22          And, again, you haven't attempted to
23 quantify for commercial success purposes what
24 that percentage of "some" is, right?
25     A.   That's correct.

Page 92

1     Q.   And if we take a look at Page 4 in
2 Exhibit 2197, when they assess doctors, one of
3 the things that differentiated Avastin from
4 Lucentis was that doctors perceived Avastin had
5 an eight-week therapeutic effect.  True?
6     A.   Remind me which particular -- just so I
7 know what you're -- what bullet are you referring
8 to?
9     Q.   The second bullet point on Page 4,

10 Exhibit 2197.  The key finding of this doctor
11 market survey includes that a differentiator
12 between Avastin and Lucentis is that Avastin
13 has an eight-week therapeutic effect, right?
14     A.   I see that it says that, yes.
15     Q.   Okay.  So if doctors were already
16 perceiving that Avastin had an eight-week
17 therapeutic effect, that wouldn't necessarily be
18 a differentiator, then, between Eylea and
19 Avastin, right?
20     A.   If there are doctors who believe that,
21 that would not be a differentiator, but I don't
22 believe they would have any -- I mean, I'm not
23 aware of any label.  There's certainly not a
24 label for Avastin approved by the FDA for use
25 in -- in these conditions.  And so --

Page 93

1     Q.   Well, that's a bit of a cop-out, right,
2 because you know that that's not going to exist
3 because it's an off-label use.
4     A.   I don't think it's a cop-out.
5     Q.   So maybe we can get at it this way.
6 You haven't -- you can't decide -- or -- well,
7 what evidence, if any, do you have that doctors
8 perceive that Avastin will not have an eight-week
9 therapeutic effect analogous to what Eylea can

10 achieve?
11     A.   I would point to Dr. Brown's review of
12 -- now, there is no clinical trial history for
13 Avastin, but there is for Lucentis, where there
14 have been a number of efforts to demonstrate a
15 longer dosing interval for Lucentis that had
16 failed.  And so -- and, you know, there are
17 -- there are some -- as we've seen, there are
18 some doctors who do use it on an eight-week
19 interval, but it's not the predominant, it's not
20 the most common interval.  And, again, I don't
21 think -- you know, the fact that some might be
22 able to use it for -- on an eight-week interval,
23 or some other interval, is not surprising to me
24 because there's variation around -- there's
25 variation in patient population.  Some people
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1 might be able to have once-and-done, who knows,
2 if they have a condition that can be treated by
3 one injection and then they're -- they're -- they
4 don't need further treatment, or if they only
5 need treatment rarely, those patients might
6 be -- would fall into the category of a longer
7 dosing interval even though they wouldn't be
8 representative of the typical experience.  So I
9 don't --

10     Q.   Well, I mean, you have --
11          MR. CAINE:  Counsel, please let the
12 witness finish his answer.
13          MS. MAZZOCHI:  I thought he was -- I
14 thought he was finishing.
15          THE WITNESS:  I'm sorry.  I don't find
16 it -- I was just going to say I don't find it
17 surprising that some doctors might believe that
18 there's an eight-week interval because they might
19 have patients for whom that's true.  That does
20 not -- that does not reflect the general -- that
21 does not reflect the label, at least as compared
22 to Avastin and Lucentis -- sorry, Lucentis and
23 Eylea.
24 BY MS. MAZZOCHI:
25     Q.   Right.  But the -- but in terms -- in
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1 terms of why doctors might be prescribing Eylea
2 as opposed to Avastin, it wouldn't have anything
3 to do with the identification of an efficacious
4 eight-week dosing period.  It would simply be
5 because one is on an FDA-approved label and the
6 other is not, right?
7          MR. CAINE:  Objection; form.
8          THE WITNESS:  I couldn't draw that
9 conclusion.  I mean, I -- yeah, you're asking --

10 BY MS. MAZZOCHI:
11     Q.   Because you're not [audio dropped] --
12     A.   I'm sorry.  I didn't hear you.
13     Q.   Because you're not qualified to draw
14 that conclusion?
15     A.   Ask the question again, please.
16     Q.   Sure.
17          In talking about the nexus, if you know
18 that you have doctors who will prescribe Avastin,
19 with an eight-week therapeutic effect, and you
20 are -- you also have Eylea, with an eight-week
21 therapeutic effect, you can't rule out the
22 possibility that what's driving any switch from
23 Avastin to Eylea is merely because the FDA has
24 blessed the eight-week treatment regimen in a
25 label, not because of the eight-week dosing

Page 96

1 regimen itself?
2          MR. CAINE:  Objection; form.
3          THE WITNESS:  That's a complicated
4 question.  It is important to me that the FDA
5 label is based on clinical evidence that stands
6 up to a rigorous analysis.
7          I don't know what evidence doctors
8 would use to determine that Avastin works on an
9 eight-week interval, but I would say that the

10 -- you know, the evidence that I've looked at,
11 as we've reviewed here, shows that it's far more
12 common for doctors to use Avastin -- or Lucentis
13 on -- sorry, Eylea on the eight-week interval
14 than it is to use either Avastin or Lucentis on
15 that interval.
16          Again, there might be some patients
17 where doctors who have a patient population for
18 whom they find that accurate.  I don't think
19 there is evidence that that's typically -- I've
20 not seen any evidence to suggest that that's
21 typical, and Dr. Do and Dr. Brown, whose
22 statements I would refer you to, wouldn't be
23 consistent with the notion that Avastin is just
24 as frequently dosable on eight weeks.
25 BY MS. MAZZOCHI:

Page 97

1     Q.   Well, take a look at Slide Number 12,
2 which is Page 12 of Exhibit 2197.  This is the
3 page titled Number of Annual Injections Avastin
4 and Lucentis years one and two, right?
5          All right.  Now, for Avastin, year one,
6 doses are given each year on average, right?
7     A.   That's what it says.
8     Q.   All right.  And that would be consistent
9 with three months of monthly doses and then five

10 doses every nine months for the rest of the year,
11 right?
12     A.   Five doses every nine months?
13     Q.   Right.
14     A.   I don't understand that.
15     Q.   Well, if you take  and subtract out
16  doses that were given monthly, if we were
17 to assume we started in January, and by the time
18 you get to April through the rest of the year,
19 there would be about  doses on average, let's
20 round it up to  given for that remaining nine
21 months, right?
22     A.   Okay.  I didn't understand that's what
23 you were saying before.
24     Q.   Right.
25     A.   Right.
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1     Q.   Okay.  And if we look at the Avastin
2 dosing in Year 2, they've got  doses for
3 Year 2, correct?
4     A.   Yes.
5     Q.   That would be consistent with eight-week
6 dosing, or an even longer treatment interval,
7 right?
8          MR. CAINE:  Objection; form.
9          THE WITNESS:  You know, I -- I have not

10 evaluated the underlying data here, so I don't
11 know exactly what is being measured, whether
12 those patients were in -- observed for the entire
13 year.  But I would go back to the observation
14 that the most frequent dosing is not eight weeks
15 or more for either Avastin or Lucentis.  It is
16 for Eylea.
17 BY MS. MAZZOCHI:
18     Q.   Right.  But if you look at the question
19 that people were asked, it was, on average, how
20 many injections do your patients on Avastin
21 receive in Year 1 and in Year 2 of treatment.
22 And if we're looking at Year 2 of treatment at
23  for Avastin, that has to be, on average,
24 every two months, if not a little bit longer,
25 right?

Page 99

1          MR. CAINE:  Objection; form.
2          THE WITNESS:  There is no information
3 about the distribution of that use here on this
4 slide.  I would go back to the -- the slide
5 you've talked about on the other -- in the other
6 exhibits that show the -- the most frequent or
7 the dosing interval for the different products,
8 where, as I've said before, Eylea is dosed most
9 frequently, most commonly, at eight weeks or more

10 and Avastin and Lucentis are not.  And, also --
11 BY MS. MAZZOCHI:
12     Q.   Right.  And then they try to get at that
13 data a different way, and when they asked
14 doctors, on average, how often are you dosing,
15 they came out with  doses per year in year
16 two, right, --
17     A.   That's what it appears --
18     Q.   -- for Avastin?
19     A.   That -- that is what it says here, yes.
20     Q.   All right.  And then let's take a look
21 at -- let's go -- I'm sorry, let's go back to
22 Page 4 of Exhibit 2197.  And take a look at the
23 fourth bullet point, and this initial benchmark
24 study determined that the awareness of VEGF
25 Trap-Eye -- I'm referring to aflibercept -- is
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1 good, although awareness of brand name Eylea is
2 much lower.  Overall it is perceived as effective
3 but costly and not especially different relative
4 to current treatments.
5          Do you see that?
6          MR. CAINE:  Object to the form of the
7 question.  Mischaracterizes the document.
8          THE WITNESS:  I do see that the words
9 are written as you said them, yes.

10 BY MS. MAZZOCHI:
11     Q.   Okay.  And now to the extent that they
12 are talking about strength, one of them is an
13 eight-week effect, fewer office visits, half-life
14 and its ability to gain and maintain acuity,
15 right?
16     A.   Yes.
17     Q.   All right.  Now, let's take a look at
18 the fifth bullet point.  To the extent there were
19 any drivers for earlier Eylea adoption, the
20 metrics that drove Eylea adoption were gaining
21 and maintaining acuity, predicting dosing
22 intervals, half-life, eight week effect and fewer
23 office visits, right?
24     A.   Yes.
25     Q.   All right.  Now, half-life, do you have
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1 an understanding as to what the half-life is?
2     A.   I know what half-life means.  I don't
3 know what specific half-life data they're talking
4 about in this pro -- with this product.
5     Q.   Okay.  But half-life is usually
6 referring to how long the molecule can stick
7 around in your system, right?
8     A.   Yeah.  How long it takes for the -- your
9 body to absorb or metabolize half of the

10 administered dose.
11     Q.   Right.  And that's a property of the
12 molecule itself, right?
13     A.   It might also be affected by other
14 things.  I don't know -- in this case, I don't
15 know exactly.
16     Q.   All right.  Let's take a look at Page 16
17 in Exhibit 2197.  And, again, this is in
18 September of 2011 before Eylea even launched.
19 And it says, "Nearly  retina specialists
20 are very or somewhat familiar with VEGF Trap-Eye
21 as are nearly  with Eylea."  Do you see
22 that?
23     A.   I see that.
24     Q.   All right.  So, again, this is before
25 any significant external marketing expense has
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1 occurred with regard to Eylea.  You already have
2 a large number of physicians who are either
3 familiar with the drug itself or with Eylea,
4 right?
5     A.   Yes.
6     Q.   If we look on Page 18 of Exhibit 2197,
7 according to this 2011 benchmark survey of
8 retinal specialists,  said that
9 efficacy is what they believed was the key

10 benefit of Eylea, right?
11     A.   That's what it says, yes.
12     Q.   Okay.  And efficacy is something
13 independent of a dosing schedule, right?
14     A.   You know, efficacy is a medical term.
15 You know, to the lay -- layman it might be
16 independent.  I don't know for sure medically
17 whether or not you could distinguish the two that
18 cleanly.  I --
19     Q.   Well, they did in a survey, right?  They
20 differentiated between efficacy and dosing
21 schedule?
22     A.   Yes.  They're ask -- asking doctors who
23 responded.  I don't know exactly how doctors
24 would -- would think of those things together or
25 separately.  My -- my -- I can imagine a world
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1 where efficacy and dosing schedule are closely
2 related.
3     Q.   Okay.  But in the context of conducting
4 your commercial success analysis and your nexus
5 analysis in this case, you haven't differentiated
6 between any sales growth or market share that was
7 driven by efficacy as opposed to dosing schedule,
8 right?
9          MR. CAINE:  Objection; form.

10          THE WITNESS:  I have observed that
11 dosing schedule is an important driver, not the
12 only driver, and that that dosing schedule is
13 -- there's a nexus between the product's success
14 and the dosing schedule.  So the fact that the
15 dosing schedule is mentioned here is important.
16 The fact that efficacy is mentioned here is not
17 surprising.  Those are both good things.
18 BY MS. MAZZOCHI:
19     Q.   Right.  And you can't say sitting here
20 today that efficacy is not the most important
21 driver when doctors are making prescribing
22 decisions, as opposed to dosing schedule, right,
23 to the extent it's led to any significant sales
24 growth in Eylea sales?
25     A.   I think they are conceivably intertwined
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1 in a doctor's mind.  A product can be more
2 efficacious if patients are able to use it more
3 according to plan.  So it's not entirely clear
4 that they can be separated as neatly as -- as
5 that.
6     Q.   Well, if we take a look at the next
7 page, Exhibit 2197, Page 19, the heading says,
8 "Despite these efficacy and dosing benefits,
9 Eylea is not seen as incredibly different from

10 current treatments by most."  Do you see that?
11     A.   I do.
12     Q.   All right.
13     A.   But I would also mention that that's
14 before the marketing has been done.  So part --
15 part of marketing is educating physicians about
16 the characteristics of your product.  So what
17 this says to me is that this is a pre -- as it
18 says, a prelaunch assessment.
19     Q.   All right.  And if -- let's see.  Let's
20 take a look at Page 31 in Exhibit 2197.
21          Now, here again, doctors were asked
22 about what would drive them to use Eylea, and the
23 first thing that was on their list was, "gains
24 and maintains visual acuity over time," right?
25     A.   Yes.
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1     Q.   And then second was, "has predictable
2 dosing intervals," right?
3     A.   Yes.
4     Q.   Third was "long half-life"?
5     A.   Yes.
6     Q.   But then, "maintains therapeutic effect
7 for eight weeks" only clocked in in sixth place,
8 right?
9     A.   It is there, yes.

10     Q.   All right.  And then, "maintains
11 therapeutic effect for 12 weeks," that was
12 ranked, by my count, Number 17 in terms of
13 importance, right?
14     A.   Right.
15     Q.   And some of these things, again,
16 like long half-life, that's a property of the
17 molecule, right?
18          MR. CAINE:  Objection; form.
19          THE WITNESS:  Yeah.  I -- I'm not a
20 technical expert to know what actually drives the
21 half-life.
22 BY MS. MAZZOCHI:
23     Q.   Well, it has a novel mechanism of
24 action, which was listed as eighth most
25 important, that was -- that's the property of the
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1 molecule itself, right?
2          MR. CAINE:  Objection; form.
3          THE WITNESS:  Again, I -- you know, I
4 would want to be -- ask -- want to ask -- have
5 you ask a physician or technical expert about
6 that.
7 BY MS. MAZZOCHI:
8     Q.   Well, "low incidence of ocular events,"
9 which clocked in 4th; "low incidence of arterial

10 thromboembolic events," which clocked in, 9th;
11 "low risk of other systemic events," which
12 clocked in 11th, those are all relating to
13 side effects, right?
14     A.   It sounds like they are, but, again,
15 I -- I don't want to talk about medical issues of
16 which I'm not trained to evaluate.
17     Q.   Well, and you haven't assessed whether,
18 then, those pertain to the molecule or to
19 something else that could be, again, discouraging
20 or encouraging physicians to make prescribing
21 decisions for Eylea?
22     A.   I'm sorry.  You cut out halfway through
23 that.
24     Q.   Sure.  When it comes to these side
25 effect issues, you haven't assessed whether they
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1 relate to the molecule's performance or the
2 dosing schedule, right?
3     A.   I have not.
4     Q.   Okay.  But if they relate to the
5 molecule itself and they are driving pre --
6 physician prescribing behavior, again, you
7 haven't tried to account for that as a reason why
8 doctors may be prescribing Eylea more frequently
9 than Aventus -- I'm sorry -- than Avastin or

10 Lucentis, right?
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  I -- I have not.  There
13 was no particular mention in the label of an
14 unusual side effect -- side effect profile for
15 Eylea.  So I did consider it, but I didn't
16 observe any substantial difference.
17 BY MS. MAZZOCHI:
18     Q.   Right.  Let's take a look at the slide
19 that's at Page 36 of Exhibit 2197.
20     A.    And just to give you a heads-up, I
21 wouldn't mind a break sooner -- sooner than
22 later.
23     Q.   Okay.  Let's finish up this slide and
24 then we'll break.
25     A.   Okay.
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1     Q.   On this slide, there's nothing in here
2 that is actually specifically laying out the
3 method of the '338 patent, which has an initial
4 dose followed by a second monthly dose and then
5 followed by a tertiary dose every -- on this
6 8- to 12-week schedule, right?
7     A.   There is a point that says maintains
8 therapeutic effect for eight weeks, another that
9 says maintains therapeutic effect for 12 weeks;

10 those are both referenced on the label.  I
11 haven't -- I don't have a legal opinion about the
12 patent and what -- what constitutes adherence
13 with its claims.
14          MS. MAZZOCHI:  Okay.  Let's go ahead and
15 take a break.  Do you just want 10 minutes or do
16 you need longer, Dr. Manning?
17          MR. CAINE:  Well, so we'll probably
18 take a lunch break at this point.
19          THE VIDEOGRAPHER:  Go off the record?
20          MR. CAINE:  Before we do, though,
21 because we've been talking about Exhibit 2197
22 and 2138, I'm going to designate the transcript
23 confidential, and we can, of course, work with
24 you to refine the portions that actually need to
25 be kept confidential, as opposed to the rest of
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1 it which, likely, does not.
2          MS. MAZZOCHI:  That's fine.
3          MR. CAINE:  Why don't we go off the
4 record?
5          THE VIDEOGRAPHER:  The time is 12:15
6 p.m.  This completes Media Unit Number 2.  We're
7 now off the record.
8          (Recess taken.)
9          THE VIDEOGRAPHER:  The time is 12:27

10 p.m.  This begins Media Unit Number 3.  We're now
11 on the record.
12          Please proceed, Counsel.
13          MS. MAZZOCHI:  Thank you.
14          Dr. Manning.  I'm going to ask the court
15 reporter to hand you a document that has been
16 identified by Regeneron as Exhibit 2278.
17          (Previously marked Exhibit No. 2278 was
18 introduced.)
19 BY MS. MAZZOCHI:
20     Q.   And for the record this is a
21 September 2021 Wave 1 2021 performance update
22 Wet AMD, DME, MEfRVO DR without DME.
23     A.   That is what it says on it.
24     Q.   All right.  And you reviewed this in
25 connection with your report in this case?
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1     A.   It looks like things that I did.  I
2 would have to check to make sure that the exhibit
3 number matches, but I believe I did.
4     Q.   Let's start by jumping to Page 55 in
5 Exhibit 2278.
6          Do you have that?
7     A.   Yes.
8     Q.   All right.  And can you confirm that
9 Avastin has the largest projected market share

10 for new eyes to anti-VEGF products and Eylea has
11 the most common share for switched eyes?
12     A.   For the new eyes, Avastin is ,
13 which is higher than the others.  And for
14 switched eyes, Eylea is , which is
15 higher than the others, yes.
16     Q.   And for continuing, Avastin is a little
17 bit lower.  The numbers are  Avastin,
18  Eylea, right?
19     A.   Yes.
20     Q.   Now, in conjunction -- and in
21 conjunction with your commercial success
22 analyses, did you attempt to differentiate the
23 market based on new, continuing or switched eyes?
24     A.   I did look at switching as a phenomenon,
25 as a factor, and -- and concluded that switching
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1 is a -- a factor that would be consistent with
2 valuing the longer dosing interval.
3     Q.   Isn't it also consistent with the notion
4 that the molecule has some efficacy properties
5 that bevacizumab lacks?
6     A.   That's possible, yes, although, you
7 know, those properties didn't show up in the
8 -- aren't mentioned in the label compared to
9 -- the View 1 and View 2 studies demonstrated

10 noninferiority, not superiority.
11     Q.   Right.  But, again, when you say -- it's
12 a little misleading when you say "wasn't in the
13 label," because, of course, these are off-label
14 uses of Avastin, --
15     A.   I'm sorry.
16     Q.   -- right?
17     A.   You're right.  I -- I -- I was thinking
18 of Lu -- Lucentis when I said that.
19     Q.   Let's take a look at Page 58 in Exhibit
20 2278, which is titled Wet AMD Share Update - New
21 Eyes.  Do you have that page?
22     A.   Yes.
23     Q.   And can you confirm that pretty much
24 from the beginning in the fourth quarter 2012,
25 all the way to second quarter 2021, Avastin has
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1 been the dominant player in this market?
2          MR. CAINE:  Objection; form.
3          THE WITNESS:  Avastin does have the
4 largest share on that list -- on that -- among
5 that list on that -- over that time, yes.
6 BY MS. MAZZOCHI:
7     Q.   And it's the most common for the
8 entirety of that Q4 2012 to Q2 2021, right?
9     A.   In that survey, correct, yes.

10     Q.   Can you confirm, in fact, that the
11 Avastin market share was around  in
12 fourth quarter of 2012?
13          MR. CAINE:  Objection; form.
14 BY MS. MAZZOCHI:
15     Q.   For the wet -- for the wet AMD shares,
16 New Eyes?
17     A.   It looks to be above .  Less than
18 .  So exactly wherein, I don't know.
19     Q.   That's why I said .
20     A.   Yep.
21     Q.   All right.  And by the time we get to
22 the fourth quarter of 2020, it looks like the
23 Avastin share -- wet AMD share Update for New
24 Eyes is still at , right?
25     A.   I'm not quite sure which dot represents
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1 fourth quarter of 2020.
2     Q.   Okay.
3     A.   But there is -- you know, the second to
4 last dot is just below the  line.  So
5  maybe.
6     Q.   All right.  So -- and if we look at
7 this, Eylea in 2012 went from a  share
8 to a  share in 2021, right?
9     A.   Yes.

10     Q.   So it appears that the bulk of the
11 market share that Eylea obtained was from -- was
12 more from Lucentis for this New Eye Wet AMD
13 Share, right?
14     A.   It -- well, Lucentis's share has dropped
15 over that period, certainly, and Avastin's has
16 remained more stable.  That's true.
17     Q.   All right.  Right.  And to the extent
18 Eylea has grown in market share for this
19 particular AMD New Eye category, it looks like it
20 just cannibalized the Lucentis market share, not
21 the Aventis [sic] market share to an appreciable
22 degree, right?
23          MR. CAINE:  Objection to form.
24          THE WITNESS:  I would stand by what I
25 said previously in that the shares have changed
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1 in -- as they're described here.  I don't know
2 that I'd put the adjective in.
3          MR. CAINE:  And I think you said
4 Aventis, but I imagine you meant Avastin.
5          MS. MAZZOCHI:  Avastin.  I apologize.
6 Aventis, Lucentis.  It's -- it's the middle of
7 the week.
8 BY MS. MAZZOCHI:
9     Q.   All right.  If we take a look at, let's

10 see -- if we take a look at Page 59 in Exhibit 22
11 [audio dropped].
12          THE REPORTER:  What exhibit was that?
13 I'm sorry.  She cut out.
14          MR. CAINE:  2278.
15          THE REPORTER:  Okay.  Thanks.
16          MS. MAZZOCHI:  At Page 59 of Exhibit --
17 I apologize.  Page 59 of Exhibit 2278.
18 BY MS. MAZZOCHI:
19     Q.   This one is titled wet AMD Share Update
20 - Continuing Eyes, right?
21     A.   Yes.
22     Q.   All right.  And, again, 2012 Avastin
23 started at  of this market, and Eylea
24 was only at around , right?
25     A.   It appears.  There's no left axis, as
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1 there wasn't before, but taking the numbers on
2 the right-hand side is indicative of where those
3 axes are, that, yeah, that's about right.
4     Q.   All right.  And it looks like Eylea
5 never really caught up in terms of market share
6 to Avastin until around the end of 2018.  Do you
7 see that?
8     A.   What I see is that there is pretty
9 steady growth of Eylea over the period from the

10 beginning of the chart until that time -- well,
11 throughout the entire period, and it does match
12 -- it begins to match what Avastin was in, looks
13 like, fourth quarter of 2018.
14     Q.   Right.  And from that -- that period
15 that you looked at in the fourth quarter of 2012,
16 fourth quarter 2018, it also looks like there's
17 pretty steady sales losses for Lucentis, right?
18     A.   The general trend is down, yes, but the
19 trend in Avastin is also down.
20     Q.   Well, the trend in Avastin doesn't start
21 to -- doesn't really start to drop much below the
22  mark, again, until we get to
23 around 2018 to 2019, right?
24     A.   No.  I think it's -- there's a period in
25 the late '14 - early '15 period that I think if
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1 you ran a -- you know, a line through that, you'd
2 find that the slope was negative all the way
3 through, and so I haven't done that, but I bet it
4 would be true.
5     Q.   Well --
6     A.   So -- so I would -- I would -- my view
7 of those data suggests that the trend would not
8 be isolated to the period after 2017, or whatever
9 it was that you said.

10     Q.   I was focusing in around the 2018 time
11 period.
12     A.   Okay.
13     Q.   Do you know when Eylea launched the
14 prefilled syringe product?
15     A.   It is in my report.  I don't have it
16 currently in mind.  It's in my declaration.  If
17 you'd like me to look for it, I can find it, or
18 if you just want to tell me.
19     Q.   Sure.  Would it surprise you if it was
20 around that 2018-2019 time period?
21     A.   It wouldn't surprise me.
22     Q.   Okay.  And have you made any effort to
23 assess the extent to which having the prefilled
24 syringe available was something that would
25 take market share away from Avastin that was
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1 independent of the dosing interval in the '338
2 patent?
3     A.   Well, I did note that the prefilled
4 -- prefilled syringe had been introduced, and
5 It is on the -- in my declaration.  It did not
6 appear to me to be a major difference, you know,
7 the prefilled syringe as opposed to the unit dose
8 vial.
9     Q.   Well, define what you mean by "major

10 difference."
11     A.   I mean something that would
12 fundamentally change the demand for the product.
13     Q.   All right.  Well, in fourth quarter of
14 2018, Avastin was at , and it looks
15 like Eylea was around , maybe, right?
16     A.   Correct -- well --
17     Q.   All right.
18     A.   -- .
19     Q.   Yeah.  Well, it's not as -- it's not as
20 high as , right?
21     A.   Yes.
22     Q.   And -- and then, basically, in around
23 that time period it looks like Avastin and Eylea
24 have somewhat similar market shares, right, going
25 forward from fourth quarter 2018 to 2021?
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1     A.   I see that as more of a continuation of
2 the previous trend.  I mean, it doesn't look -- I
3 don't see an obvious break at that point.
4     Q.   Well, I mean --
5     A.   I haven't -- I haven't run the -- the
6 analysis to tell me whether or not there's a
7 meaningful statistical break in that point.
8     Q.   All right.  Well, fourth quarter of
9 2019, Avastin still had  market share

10 and looks like Eylea was at , right?
11     A.   I'm sorry.  Fourth quarter of '19?
12     Q.   Yep.
13     A.   Yes.  There -- that's a particularly
14 high quarter for Avastin and a low quarter
15 relative to the others for Eylea.
16     Q.   Right.
17     A.   I would not want to make --
18     Q.   Right.
19     A.   -- too much out of any one data point in
20 that trend.  You know, the way you analyze data
21 is to look at a trend over time, recognizing that
22 there will be variation over time.  And so
23 without some more statis -- statistical analysis,
24 it's pretty hard to say much about what happened.
25     Q.   All right.  Well, what percentage of the
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1 prefilled syringe -- or what -- what percentage
2 of the market do you think the prefilled syringe
3 was able to attract?
4     A.   My recollection, and I want to go to my
5 report to remind myself, but was that the company
6 switched over to prefilled syringes.  So I don't
7 -- able to attract as opposed to the company
8 changing its supply, I'm not sure I would
9 differentiate between those two, or could

10 differentiate between those two.
11     Q.   Well, are you aware that Regeneron did
12 have marketing messaging in connection with the
13 prefilled syringe?
14     A.   Yes.  I -- I've seen mention of the
15 prefilled syringe, yes.
16     Q.   Okay.  And since Regeneron launched that
17 prefilled syringe, nearly all the unit sales
18 converted to prefilled syringe, right?
19     A.   That wouldn't surprise me, yeah.  I
20 think that -- that's what I was mentioning
21 before.  I thought, you know, the -- if the
22 company changed its method of supply, it would
23 have converted people over.
24     Q.   Right.  And that's going to provide a
25 comparative advantage relative to Avastin, which
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1 has to be independently compounded, right?
2     A.   Avastin has always had to be
3 independently compounded, and, you know, again,
4 I said I wasn't sure that I had perceived,
5 although, you know, I'd want to think about it a
6 little more than I have, of wheth -- whether the
7 movement toward the prefilled syringe as opposed
8 to the single dose vial is a really important
9 difference.

10     Q.   Well, we're only looking at, really, a
11 difference in market share of a few percentage
12 points.  Can you say it's not responsible for
13 those few percentage points of market share in
14 the -- in the --
15     A.   I can't rule it out.
16     Q.   Okay.  Now let's take a look at Exhibit
17 2278, Page 60, which is titled Wet AMD Share
18 Update - Switched Eyes.
19          Now, this is the only area where Eylea
20 has ever been the market leader for AMD, right?
21     A.   What do you mean, "area?"
22     Q.   Switched Eyes for Wet AMD.  That's
23 the only time -- this -- that's the only time
24 where consistently from 2012 to 2021 where Eylea
25 has been the top in the market.
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1     A.   I'd have to -- I'd want to go back and
2 review all of those other areas to be sure, but
3 -- so I -- I guess I -- I'm just curious how you
4 would characterize the RVO-branded -- so it
5 depends on you how you segregate the market, I
6 suppose, because Eylea is the leading product --
7 product in some of the other slides where -- and
8 has been for some time.
9     Q.   Yeah.  I'm just focusing on -- on Exhi

10 -- on Exhibit 2278, Page 60.
11     A.   Okay.  Well, it -- on that slide Eylea
12 has a larger share than either Lucentis or
13 Avastin, And --
14     Q.   All right.
15     A.   -- bevacizumab?
16     Q.   Right.  So there must be something in
17 the mind of physicians that is differentiating
18 Eylea for switched eyes for AMD as opposed to
19 newer continuing eyes, right?
20     A.   In the eyes of physicians and patients
21 who make that decision together, sure, something
22 has to be -- something does drive demand and --
23     Q.   Okay.  And -- and when it comes to your
24 commercial success analysis, you've not tried
25 to figure out why you see this difference in
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1 behavior for the switched eyes market as opposed
2 to the new and continuing eyes market?
3     A.   What I observe is a general trend
4 -- upward trend in Eylea utilization, and
5 -- which is consistent with physicians have --
6 and patients having a preference for less
7 frequent dosing, of which the eight-week dosing
8 is a manifestation.
9     Q.   Well, if there's a preference for less

10 frequent dosing, why wouldn't you see it across
11 all of these types of eyes?  Why are you only
12 seeing a preference in switched?
13     A.   Well, there are other things that
14 influence utilization.  Cost is important, and
15 I'm sure that a lot of patients are started on
16 Avastin because of the cost.  And so there are
17 other things that one would want -- you know,
18 that -- that drive patient and doctor
19 utilization.
20     Q.   Bevacizumab -- the first biosimilar for
21 beva -- bevacizamab was introduced in around, I
22 believe, 2018.  When you have these numbers here
23 for Avastin, are you -- do you know whether they
24 include the bevacizumab biosimilar, or is it just
25 the Avastin that's manufactured by Genentech?
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1     A.   I believe it is only Avastin.
2     Q.   Okay.  Well, I promised we would go just
3 for another -- oh, actually, sorry.  Can you
4 confirm that none of the claims in the '338
5 patent are limited to treatments involving
6 switched eyes, as opposed to new eyes?
7     A.   I haven't evaluated the claims in that
8 regard.  I would refer you to Dr. Do.
9          MS. MAZZOCHI:   All right.  I promised

10 we would go for another 30 minutes, so that's
11 another 30 minutes.  Let's go ahead and take our
12 lunch break.
13          THE VIDEOGRAPHER:  All right.  Please
14 stand by.  The time is 12:47 p.m.  We're going
15 off the record.
16          (Lunch recess taken.)
17          THE VIDEOGRAPHER:  The time is 1:31 p.m.
18 We're back on the record.
19          Please proceed, Counsel.
20          MS. MAZZOCHI:  Thank you.
21 BY MS. MAZZOCHI:
22     Q.   Dr. Manning, did you discuss your
23 testimony with anyone either during the lunch
24 break or the prior break?
25     A.   No.
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1          MS. MAZZOCHI:  I'd like to ask the court
2 reporter to put before you a document previously
3 marked as -- at Dr. Do's deposition as Do Exhibit
4 4.
5          (Previously marked Exhibit No. Do 4 was
6 introduced.)
7 BY MS. MAZZOCHI:
8     Q.   Do you have that, sir?
9     A.   I do.

10     Q.   Do Exhibit 4 is, essentially, Claim 1 of
11 the '338 patent, but with Dr. Do's proposed claim
12 construction added into the claim.  Can you
13 accept that representation?
14     A.   Sure.  But I don't have much to say
15 about the claim construction.
16     Q.   No, that's -- that's fine.  I just
17 want to take a look at some of the text that she
18 has proposed as her claim construction just to
19 clarify how this impacted your assessment of the
20 Eylea sales in this case.
21          So if you take a look at Claim 1, the
22 first set of text that is highlighted and in
23 brackets, it mentions a method for treating an
24 angiogenic eye disorder in a patient that
25 achieves a high level of efficacy that is not
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1 inferior to the standard of care for that
2 particular angiogenic eye disorder at the time of
3 patent filing.
4          Do you see that?
5     A.   Oh, in the green, okay, I was looking
6 for it in the yellow, or the other color, okay.
7 Yes.
8     Q.   Yes.  Now, again, just to confirm,
9 in connection with your commercial success

10 analysis and in this case, you did not attempt to
11 segregate the Eylea sales based on whether they
12 had achieved a high level of efficacy that was
13 not inferior to the standard of care for that
14 particular angiogenic eye disorder as of 2011?
15     A.   That's correct.  I did not do the legal
16 or -- or medical analysis.
17     Q.   Right.  And if you take a look further
18 on down in Claim 1, there's a reference, "doses
19 administered after the initial and secondary
20 doses that maintained the efficacy gained after
21 the initial and secondary doses."
22          Do you see that?
23     A.   I do.
24     Q.   And, again, you have not attempted to
25 classify or segregate any sales in connection --
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1 of Eylea for your commercial success analysis in
2 connection with whether or not the doses were
3 effective or not?
4     A.   That's correct.
5     Q.   Okay.  And if we take a look at the
6 next set of bracketed text that, again, talks
7 about the secondary dose, "wherein each dose
8 administered after the initial and secondary
9 doses that maintains the efficacy gained after

10 the initial and secondary doses is administered
11 at least six -- eight weeks after the immediately
12 preceding dose."
13          Do you see that?
14     A.   I do.
15     Q.   All right.  Did you attempt to quantify
16 or otherwise assess what percentage of Eylea
17 sales qualified as a dose that was administered
18 after the initial and secondary doses that
19 maintains the efficacy gained after the initial
20 and secondary doses that were administered at
21 least eight weeks after the immediately preceding
22 dose?
23     A.   No.  We didn't -- I did not do an
24 apportionment of -- of sales by dosing frequency
25 or efficacy.  I don't have a definition for
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1 efficacy, so --
2     Q.   Okay.  And when it comes to, you know,
3 the sales of Eylea, do you know whether any of
4 the patients may have needed to revert back to
5 more frequent treatment than eight-week dosing?
6     A.   I don't know.  That's beyond the scope
7 of my analysis.
8     Q.   Okay.  And, likewise, your analysis did
9 not attempt to account for people who may have

10 taken an eight-week dose and failed and then
11 needed to go to more-frequent dosing?
12     A.   Right.  That -- that is certainly
13 possible, but I did not evaluate those treatment
14 patterns.
15     Q.   Okay.  And, likewise, to the extent you
16 were making commercial success assessments, you
17 didn't try to account for treatment patterns
18 where, for example -- well, actually, strike
19 that.  Let me start over.
20          In the context of patients who received
21 a tertiary dose outside the eight-week window
22 and then maybe at some point did receive a dose
23 within the eight-week window, your -- your sales
24 figures would include the tertiary doses that
25 were not dosed at eight weeks as well as the
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1 tertiary doses that were dosed at eight-week
2 intervals, right?
3     A.   It would include all sales.  My analysis
4 was of the entire sales of the product.
5     Q.   If a patient -- if -- if some of these
6 Eylea sales involved patients that had only an
7 initial dose and a secondary dose, but the
8 patient never proceeds to a tertiary dose, are
9 you able to account for that in your sales

10 figures?
11     A.   As I said, I did not apportion the sales
12 by which patient was dosed when.  I -- that was
13 not part of the analysis.
14     Q.   And, again, you have no opinion as to
15 what qualifies -- or what treatment regimen or
16 sales associated with that treatment regimen
17 would qualify as the closest prior art, correct?
18     A.   Yeah.  That sound --
19          MR. CAINE:  Objection; form.
20          THE WITNESS:  Sorry.
21 BY MS. MAZZOCHI:
22     Q.   You can answer.
23     A.   That sounds like a legal question that I
24 did not evaluate.
25     Q.   Let's take a look at your declaration,
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1 which is Exhibit 2052 at Pages 56-57 of 289,
2 which I think corresponds to the page numbers of
3 50 to 51.
4          Let me know when you're there?
5     A.   Did you Say pages 50 and 51?
6     Q.   Yep.  And then exhibit Pages 56 and 57.
7     A.   Okay.
8     Q.   All right.  Now, you said that you
9 -- you believe that Eylea is covered by most

10 plans; true?
11     A.   That is what the -- that's what -- if
12 you're reading from Page 50, it says, "Eylea
13 is covered by most plans including Medicare,
14 Medicare Advantage, most commercial payors and
15 most state Medicaid plans."
16     Q.   Okay.  Now, when it comes to coverage,
17 those are usually a part of what's called a local
18 coverage determination when it comes to Medicare.
19 Is that fair?
20     A.   I suppose so.  I -- I haven't thought
21 about that particular question.
22          MS. MAZZOCHI:  Okay.  Well, let me give
23 you a document that I will mark as Manning
24 Exhibit 1, which is titled L36962 Medicare Part
25 A/B local coverage determination (LCD) comments
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1 summary, for First Coast Service Options, Inc.,
2 for a comment period that began September 29th,
3 2016, end date November 14th, 2016.
4          (Manning Exhibit No. 1, a document
5 titled L36962 Medicare Part A/B local coverage
6 determination (LCD) comments summary, for First
7 Coast Service Options, Inc., was introduced.)
8          THE WITNESS:  Okay.
9 BY MS. MAZZOCHI:

10     Q.   Have you ever seen documents like this
11 before?
12     A.   I'm not sure.
13     Q.   Okay.  Have you ever participated
14 or reviewed documents or participated in the
15 regulatory process associated with getting these
16 local coverage determinations?
17     A.   No.
18     Q.   Do you know whether these local -- when
19 these local coverage determinations are made,
20 whether they are made based on comparative --
21 comparative efficacy or cost reasons?
22     A.   I couldn't say.
23     Q.   Okay.  Do you know whether, when it
24 was determined -- well, maybe I can get at it
25 this way:  what -- What, from your perspective,
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1 is the significance of your comments in the
2 declaration that Eylea is covered by most plans?
3     A.   That the -- the patient who receives
4 the injection is not responsible for the full
5 payment; that -- and, in particular, that Eylea
6 is not advantaged or disadvantaged in any major
7 way from -- compared to Lucentis or -- or it
8 probably is disadvantaged with respect to Avastin
9 because of the cost, but that most insurance

10 plans have coverage in place that would help
11 pay for Eylea.
12     Q.   Would it be fair to say it's your
13 understanding that the wider the insurance
14 coverage over a product, that that's going to
15 make a patient less price-sensitive?
16     A.   The better the insurance coverage, the
17 less exposure that patient has -- well, if we
18 define "better" as exposing the patient to less
19 cost, yes, that would be true.
20     Q.   Okay.  I'd like you to take a look at a
21 document I will mark as Manning Exhibit 2, which
22 is from the insurance company Aetna, published at
23 Aetna.com titled Vascular Endothelial Growth
24 Factor Inhibitors for Ocular Indications.
25          And let me know when you have that.
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1          MS. MAZZOCHI:  And for the record, the
2 policy history on this was last reviewed February
3 18th, 2022, effective 3 --
4          MR. MARX:  Excuse me, Deanne.  It's
5 Jeff.  That manila folder is empty inside this
6 box.
7          MS. MAZZOCHI:  Well, that's neat.
8          All right.  Well, then that tends to
9 make it hard to mark as Manning Exhibit 2.

10          Let's go ahead and we'll flip to another
11 exhibit and then we'll come back to that one.
12 BY MS. MAZZOCHI:
13     Q.   All right.  Dr. Manning, before you
14 offered your opinions in your declaration,
15 did you investigate whether there were other
16 regulatory influences that existed that could
17 independently influence the relative share of
18 drugs in this market?
19     A.   What do you mean?  I'm sorry.  I --
20     Q.   Did you independently look to see
21 whether there were other factors in the market,
22 on the regulatory side or on the marketing side,
23 that could influence the relative share of
24 Avastin, Lucentis, Eylea, in the market?
25     A.   I did consider what other factors would
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1 play a role, so insurance coverage was one.  When
2 you say "regulatory factors," I don't know what
3 you have in mind.  I -- I -- maybe if you tell
4 me about a factor and characterize it as a
5 regulatory factor, I can tell you whether I
6 considered it or not, but I don't know what you
7 mean in terms of regulatory factors.
8     Q.   Sure.  Well, let's get at it this way.
9 It's relevant -- your opinions rely [audio

10 drooped] -- your opinions rely, in part, on the
11 fact that -- that Avastin's market share has been
12 decreasing over time as Eylea entered the market,
13 right?
14     A.   I'm sorry.  You cut out through the
15 middle of that.  I'm sorry, but I didn't hear it.
16     Q.   Sure.  Let me rephrase it.
17          Your opinions rely on the fact that the
18 Aventis -- that the Avastin market share has gone
19 down, while the Eylea market share has gone up in
20 this market, right?
21     A.   I do think that's relevant, yes.
22     Q.   Okay.  Explain why, --
23     A.   Well, the --
24     Q.   -- briefly.
25     A.   -- the notion of commercial success is,
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1 in part, dependent upon the ability of a product
2 to displace other products that are in the
3 market, or to gain share as other -- from other
4 products, or gain share that other products would
5 have acquired had this product not come to
6 market.  So, in that sense, it is relevant that
7 Eylea has gained share at the same time that
8 Avastin has reduced share.
9     Q.   Were you aware that Novartis and Roche

10 have been filed -- fined hundreds of millions of
11 dollars by regulatory authorities for statements
12 they made that regulatories accused them of
13 exaggerating the risks associated with off-label
14 use of Avastin for AMD treatment in order to
15 maintain an artificially high price from
16 Lucentis?
17     A.   I was not aware of that, no.
18     Q.   Okay.  If Novartis and Roche were out
19 in the marketplace disparaging Avastin because
20 the -- because of its use as off-label, could
21 that impact the market share for Avastin?
22     A.   It could.  I mean, I don't -- I don't
23 know --
24     Q.   Okay.
25     A.   -- I don't know exactly what happened.

Page 135

1 So I would want to evaluate that to say how
2 important it was, but it's possible.
3     Q.   Okay.  And -- and just to be clear,
4 then, so you haven't -- you haven't evaluated
5 -- you didn't even know that -- that it happened,
6 to be able to evaluate the impact that that might
7 have on Avastin versus Eylea sales?
8     A.   I was not aware of that.
9     Q.   Okay.  Let's take a look at Paragraph 46

10 of your declaration.  I think it continues on
11 Page 47, and it's Exhibit 2052 Page 53 of 289.
12          Let me know when you're there.
13     A.   Paragraph 46.  I'm there.
14     Q.   Now, you confirmed that Medicare only
15 covers 80 percent of the drug cost payments to
16 doctors for their drugs, right?
17     A.   Yes.
18     Q.   All right.  And, also, I believe this is
19 on Page 48 of your declaration, same paragraph,
20 for macular degeneration tests and treatment, the
21 patient must pay a 20 percent copay, correct?
22     A.   Yes.  But I follow that with a sentence
23 that says, "Beneficiaries can offset the cost of
24 copayments through participation in Medicare
25 supplement policy."
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1     Q.   All right.  But what that means is that
2 a patient normally will be paying around $360
3 for Eylea and only a couple dollars for Avastin
4 unless they have one of these supplemental plans,
5 right?
6     A.   I haven't done that math, but something
7 in -- I mean, that's consistent with my
8 understanding, yes.
9     Q.   Do you have an understanding as to what

10 the rationale is behind this policy of having the
11 80/20 split where patients are supposed to pay
12 20 percent copayments?
13     A.   I don't.  I have not investigated the
14 regulatory or legislative history to have an
15 opinion about why that 80/20 split is in the --
16 in the law, no.
17     Q.   All right.  Let's take a look at
18 Paragraph 80, which starts on Page 90 of
19 your declaration, Exhibit 2052, Page 096.
20          Let me know when you're there, please?
21     A.   Okay.
22     Q.   All right.  Now, you said that to
23 compare prices across the treatments, you used
24 payment limits for Medicare Part B prescription
25 drug reimbursement.  Yes?
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1     A.   Yes.
2     Q.   And why did you do that?
3     A.   As a way to look at what the Medicare
4 prices are for the products that are relevant,
5 and, you know, this section of the report is
6 about how price has not been a hindrance to
7 Eylea's commercial success, noting that Eylea has
8 a substantially higher price than Avastin, in
9 particular.

10     Q.   Why was that important to you?
11     A.   Well, because a product that is able to
12 succeed in the market despite having a higher
13 price than an alternative choice that a doctor
14 and patient might work but has chosen nonetheless
15 has to have some characteristic that is
16 attractive to the patient and the doctor, and
17 one of those important characteristics is the
18 eight-week dosing interval.
19     Q.   And you were not made -- okay.  So for
20 you -- as you were offering that opinion, you
21 were basing it on the assumption that patients
22 are going to have to be paying some higher price
23 out of pocket for Avastin as com -- for Eylea,
24 right?
25     A.   Well, there are some patients who will
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1 have to pay a higher price.  I didn't have a
2 detailed data on which patients or how many do or
3 don't have supplemental Medicare coverage, but
4 the notion is, generally, that because it has a
5 higher price, patients are exposed -- at least
6 some are -- patients are exposed to a higher
7 cost-sharing with Eylea than they are with
8 Avastin, in particular.
9     Q.   If we look at Paragraph 82 which has

10 your Chart Number 9, this is -- yeah, your Chart
11 Number 9 reflects the payments to the doctors,
12 right?
13     A.   Yes.
14     Q.   And does that include the amount
15 that the doctors have to then revert back to
16 Medicaid-Medicare as the patient's copayments or
17 does it exclude that?
18     A.   Well, this is the upper limit payment.
19     Q.   Right.
20     A.   That's your question that you -- okay.
21     Q.   Yeah.  Who -- who collects the patient's
22 copayment to pay to Medicaid-Medicare?  It's
23 usually the doctor, right?
24     A.   I believe that's correct.
25     Q.   And then the doctor is -- I'm sorry.
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1 Go ahead.
2     A.   But there would be implications of
3 whether or not the patient has a Medicare
4 Advantage plan or whether or not they have
5 supplemental coverage.
6     Q.   Okay.  But even if a patient has
7 supplemental coverage, that's -- you know, it
8 costs more to pay for the supplemental coverage,
9 right?

10     A.   Yes.
11     Q.   Let's go to your Paragraph 84 in your
12 declaration, Exhibit 2052 Page 101 of 289.
13          You talk about the list price of
14 Lucentis for wet AMD and RBO is larger than that
15 of Eylea, but that Lucentis's payment limit
16 demonstrates it has been subject to more
17 substantial discounting over time than has Eylea.
18          Now, why was that significant to you?
19     A.   It illustrates the dynamics of the
20 payment environment and the -- the attractiveness
21 -- the relative attractiveness of the two
22 products, such that, as you're going back to
23 Medicare -- or, sorry, Chart Number 9, as you see
24 that the payment limit for Lucentis has fallen
25 over time much more than has the payment limit
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1 for Eylea.  And payment limit -- payment limits
2 re -- reflect the discounts or rebates that have
3 been paid in the commercial market.  So that
4 suggests that the -- in the commercial market,
5 payors have been willing to pay more for Eylea
6 than they've been willing to pay for Lucentis
7 over time.
8     Q.   Sorry.  Payors have been willing to pay
9 more for Lucentis or payors are willing to pay

10 less for Lucentis?
11     A.   Less for Lucentis.
12     Q.   Okay.  All right.  And what do you think
13 the discounting signals then in the marketplace
14 about Eylea versus Lucentis?
15     A.   That it has characteristics that
16 are more attractive than -- for Eylea has
17 characteristics that are more attractive than
18 does Lucentis, one of which is the eight-week
19 dosing.
20     Q.   Now, Lucentis patients are also still
21 going to have to pay that -- that 20 percent
22 copay, right?
23     A.   Yes, in Medicare.
24     Q.   Right.  Did you explore whether there
25 were other reasons why Eylea has been able to
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1 maintain their high list price without the need
2 for rebates or discounts well beyond just the
3 eight-week dosing interval?
4     A.   I did not apportion the -- the task
5 was to identify whether the eight-week dosing
6 interval was a contributor.  It wasn't to assess
7 which of other contributors or what share of the
8 success was due to that.
9     Q.   Okay.  So did you ever ask anyone at

10 Regeneron whether they had taken any steps to
11 make it easier to avoid having to discount the
12 price of the product or otherwise make it more
13 attractive to prescribe?
14          MR. CAINE:  Objection; form.
15          THE WITNESS:  I don't remember asking
16 that specific question, but it's -- I don't know,
17 you know -- the question seems a little vague
18 to me, so I don't -- I mean, we did ask about
19 insurance coverage and rebate policies.  And as
20 reflected in my declaration, my understanding
21 both from the Regeneron people and from Dr. Brown
22 was that -- that Eylea's discounts/rebates were
23 smaller than those of Genentech for Lucentis.
24 BY MS. MAZZOCHI:
25     Q.   Okay.  Now, when you say rebate
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1 policies, what do you mean by that?
2     A.   I mean -- well, a company has procedures
3 or policies and negotiating tactics or procedures
4 that it follows to agree with payors.  I was
5 looking for, mostly, the end result of that
6 process, so I don't know the details of the -- of
7 the process itself, other than that the -- the
8 rebates are -- are a smaller part of sales than
9 they are for Lucentis.  And I -- I was told in

10 one of those discussions, I recall, that --
11 and I'm pretty sure we reflect this in the
12 declaration, that there are a broader array of
13 potential rebates for Lucentis generally than
14 there are for Eylea, although I don't remember
15 the exact details of that.
16     Q.   Well, did you evaluate whether Regeneron
17 has more generalized rebate policies in place,
18 volume discounts, that type of thing, that may
19 not necessarily be assigned specifically to
20 Eylea?
21     A.   What do you mean?  Product -- rebates
22 that are not dependent on the -- on the use of
23 the product?  Is that what you mean?
24     Q.   Rebates where -- that are part of a
25 larger plan in the sense of, if you buy X amount
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1 of product from Regeneron, it's not necessarily
2 specific to a given product, you will receive an
3 additional cash rebate?
4          MR. CAINE:  Objection; form.
5          THE WITNESS:  I focused on rebates that
6 were specific to Eylea.
7 BY MS. MAZZOCHI:
8     Q.   Okay.  So you don't know if there's any
9 larger product rebates out there.  And when it

10 comes to the -- did you ever actually validate
11 the size and scope of the rebate by looking, for
12 example, at some sample contracts or auditing a
13 sample of contracts --
14     A.   I did not.
15     Q.   -- to make sure?
16     A.   I did not have access to those
17 contracts.  I -- we did have a conversation with
18 Dr. Brown, and he told us that his understanding
19 was that the rebates were more generous for
20 Lucentis than they were for Eylea.
21     Q.   All right.  But do you know whether
22 Dr. Brown has actually sampled or assessed every
23 different type of practice group or hospital or
24 state plan or PBM that might actually be managing
25 these --
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1     A.   I don't know --
2     Q.   -- for --
3     A.   I don't know the practice -- sorry, I
4 didn't mean to talk over you.
5     Q.   Right.  You don't know whether his
6 experience is representative of the industry as a
7 whole.  Is that fair?
8     A.   I know he works in a large center.  I
9 don't know the details of his experience.  That's

10 correct.
11     Q.   All right.  I'd like you to take a look
12 at what I will mark as Manning Exhibit 3.  Let me
13 know when you have it.
14          MR. CAINE:  Which document?
15          MS. MAZZOCHI:  Sorry.  Yeah.  It is a
16 complaint filed in the United States District
17 Court, District of Massachusetts, United States
18 of America, plaintiff, versus Regeneron
19 Pharmaceuticals Inc, defendants.  Civil Action
20 Number 20-11217.
21          MR. MARX:  Deanne, we're going to label
22 this Manning Exhibit 2 because we didn't
23 introduce the other exhibit.
24          MS. MAZZOCHI:  That's fine.  We can mark
25 this as Manning Exhibit 2.  Well, let me be clear
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1 for the record, Manning Exhibit 2 is a complaint
2 filed by the federal government in the U.S.
3 District Court of Massachusetts titled
4 United States of America versus Regeneron
5 Pharmaceuticals Inc.  Civil Action Number
6 20-11217, filed June 24, 2020.
7          (Manning Exhibit No. 2, United States
8 versus Regeneron complaint, Civil Action No.
9 20-11217, filed June 24, 2020, was introduced.)

10 BY MS. MAZZOCHI:
11     Q.   Let me know when you have the Exhibit,
12 Dr. Manning.
13     A.   I do have it.
14     Q.   All right.  Dr. Manning, did Regeneron
15 inform you before you issued your expert report
16 that they had been sued by the United States
17 government in connection with Eylea pricing?
18     A.   Is that what this case -- is that what
19 this matter is about?
20     Q.   Well, I'm just asking you that generally
21 to start?
22     A.   No, not that I recall.
23     Q.   All right.  Can you take a look at
24 Paragraph 15 of this complaint?
25          Let me know when you're there.
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1     A.   I'm there.
2     Q.   All right.  It says Cong -- it alleges
3 "Congress incorporated copays into Medicare to
4 give patients an incentive to choose the most
5 cost-effective therapy.  As the Department of
6 Health and Human Services Office of the Inspector
7 General observed in a 1994 special fraud alert,
8 studies have shown that if patients are required
9 to pay even a small portion of their care, they

10 will be better healthcare consumers and select
11 items or services because they are medically
12 needed rather than simply because they are free."
13          Do you see that?
14     A.   I do.
15     Q.   Do you agree that requiring patients to
16 pay a small portion of their care will make them
17 better healthcare consumers and encourage them
18 to select items or services because they are
19 medically needed rather than simply because they
20 are free?
21          MR. CAINE:  Object to the form.  Outside
22 the scope.
23          THE WITNESS:  It is outside the scope of
24 my report, but I would also mention that that's
25 not an uncontroversial claim.  The healthcare
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1 research field has a variety of opinions on
2 that point, and the fundament -- the basic
3 understanding is that requiring patients to pay
4 causes them to re -- reduce both needed and
5 unneeded care.  So it's not uncontroversial to
6 make that claim as is said there.
7 BY MS. MAZZOCHI:
8     Q.   All right.  If you take a look at Page 1
9 of the complaint, it says, "Since 2013, the

10 Medicare Part B program has spent over 1.5
11 billion on Eylea."
12          Do you see that?
13     A.   I do.
14     Q.   Is that consistent with the data you
15 received in this case?
16     A.   I would have to check, look at my --
17     Q.   Go ahead.
18     A.   So I -- I'm not seeing that -- where
19 I expected to find it in the attachments that
20 there's a total for all payments.  If you want
21 me to spend the time figuring out whether it's
22 somewhere else, I could.  But I'm not surprised
23 to see that number, given the total sales of --
24 of Eylea in the 30-plus billion -- sorry, let me
25 go back to that other --
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1     Q.   Were you looking at your attachment, is
2 it E2, or where were you -- where were you hoping
3 to find that?
4     A.   I was thinking it would be in X2 -- X3,
5 but I'm -- now that you -- E2 -- this is number
6 of patients, not dollars, and it doesn't have a
7 total for all years on E2.  So I wouldn't be
8 surprised at that number.  I mean, but I would
9 -- off the top of my head, I don't have a

10 confirmation of it.
11     Q.   All right.  If you take a look at the
12 -- at that same paragraph in Manning Exhibit 2,
13 Regeneron complaint, the U.S. government alleges
14 in 2013 and 2014 Medicare paid 1.9 billion for
15 the drug.  Is that consistent with the numbers
16 you have in your expert report?
17     A.   I'm sorry.  Where again?
18     Q.   Complaint Paragraph 1, second sentence.
19 It says, "In 2013 and 2014 alone, Medicare paid
20 1.9 billion for the drug."
21     A.   Well, what I have is that net sales for
22 the product entirely in 2014 were 1.7 billion --
23 2013 and 2014 together.  So the total is about
24 3.1 plus billion for those two years, are total
25 sales.  Again, I wouldn't be surprised, but I

Page 149

1 don't believe we have calculated the Medicare
2 Part -- in fact, we would only have Medicare Part
3 D, so anything that was done through -- sorry,
4 Part B.  So anything that was paid through
5 Medicare Advantage would not be reflected in my
6 Medicare data, so, you know --
7     Q.   Okay --
8     A.   -- it's not shocking to me, but I -- I
9 can't confirm that looking at my data.

10     Q.   In Manning Exhibit 2, the United States
11 government's complaint against Regeneron at
12 Paragraph 1, it alleges that "Eylea's
13 manufacturer, Regeneron Pharmaceuticals, Inc.,
14 achieved these sales in part by funneling tens of
15 millions of dollars through a copay foundation,
16 the Chronic Disease Fund, to ensure that
17 virtually no Medicare patient paid a copay,
18 deductible or coinsurance amount, collectively
19 referred to as copay, on Eylea and that
20 physicians who prescribed and purchased the drug
21 did not have to collect Medicare copays from
22 their patients."
23          Do you see that?
24     A.   I'm sorry.  I -- I didn't hear when you
25 first started reading, so I didn't know where to
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1 pick up.
2     Q.   Sure.  We're looking at Manning Exhibit
3 2, --
4     A.   Yes.
5     Q.   -- the United States versus Regeneron
6 complaint.  At Paragraph 1, it alleges in the
7 second sentence that "Eylea's manufacturer,
8 Regeneron Pharmaceuticals, Inc., achieved these
9 sales in part by funneling tens of millions of

10 dollars through a copay foundation called the
11 Chronic Disease Fund to ensure that virtually no
12 Medicare patient paid a copay, deductible or
13 coinsurance amount on Eylea, and that physicians
14 who prescribed and purchased the drug did not
15 have to collect Medicare copays from their
16 patients."
17          Do you see that language in Exhibit 2 --
18     A.   Yep.
19     Q.   -- Exhibit 2?
20     A.   I do see it.
21     Q.   All right.  Did you identify anywhere in
22 your report anything about Regeneron's funding
23 sent to the Chronic Disease Fund?
24     A.   Not by name, specifically, but in the
25 rebate, in the attachment that evaluates rebates,
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1 I believe copays are one of the line items that
2 is detailed.  Let me go to that page.
3     Q.   So to try to help, are you looking at
4 Attachment D-1, Eylea profit and Loss Data, on
5 Page 171 of 289 in your declaration, Exhibit
6 2052?
7     A.   Perhaps, but my papers are getting a
8 little bit confused, and I'm -- let me make sure
9 I'm at the right page.

10          Yes, that is what I had in mind, and so
11 Eylea copay assistance is the third line under
12 the subheading of Gross Sales Deduction.
13     Q.   Okay.
14     A.   And I -- I did note that; consider it.
15     Q.   All right.  So is it your under -- so is
16 it your understanding that -- well, let me ask it
17 this way:  In 2012, what is your -- what is your
18 understanding of what Regeneron has represented
19 to you they [audio dropped] --
20          THE REPORTER:  You're breaking up.  Can
21 you repeat that?
22          MS. MAZZOCHI:  Sure.
23          THE REPORTER:  Thanks.
24 MS. MAZZOCHI:
25     Q.   In your Attachment D-1 to your expert
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1 report, Page 171 of Exhibit 2052, for the year
2 2012 what did Regeneron tell you they paid for
3 Eylea copay assistance?
4     A.   So the Eylea copay assistance in 2012
5 is  on this spreadsheet.  They did
6 not affirmatively tell me that that is what they
7 paid for copay assistance.  There may -- that
8 -- you know, any other, you know, donations
9 through a -- a charitable foundation might show

10 up elsewhere, so I don't know that -- I wouldn't
11 -- I wouldn't characterize what they told me the
12 way you did.
13     Q.   Okay.  Well, do you even know if any of
14 these alleged payments that Regeneron made to
15 this Chronic Disease Fund are actually accounted
16 for in your Attachment D-1?
17     A.   I don't know where they would be.  I did
18 not discuss that particular question, and so --
19     Q.   Okay.  And Regeneron never told you
20 about this Chronic Disease Fund?
21     A.   I am aware that companies have
22 relationships like this.  My understanding is
23 that most companies have relationships like this.
24 So I -- I wouldn't -- I don't remember talking
25 about it with anybody at Regeneron or counsel,
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1 but I didn't con -- I don't consider that to be
2 unusual.
3     Q.   All right.  Well, if we take a look at
4 that line item you pointed to in Exhibit -- I'm
5 sorry -- in Attachment D-1, Page 171 of Exhibit
6 2052, --
7     A.   Uh-huh.
8     Q.   -- do you know what that number actually
9 represents --

10     A.   I'm sorry --
11     Q.   -- or how -- or how it was calculated?
12     A.   Copay assistance?  No.  I -- I don't
13 know how it was calculated, other than that it
14 was part of the profit and loss data that was pro
15 -- provided to us, and that it is the number that
16 showed up in that -- under that heading.
17     Q.   Okay.  If you look at the total Eylea
18 copay assistance, what does that add up to across
19 the ten-year-ish period that you have in your
20 Attachment D-1?
21     A.   .
22     Q.   And can you confirm, though, that in
23 2014, according to what Regeneron told you, their
24 Eylea copay assistance was limited to
25 ?

39 (Pages 150 - 153)

Veritext Legal Solutions
www.veritext.com 888-391-3376

Mylan Exhibit 1151 
Mylan v. Regeneron, IPR2021-00881 

Page 39



Page 154

1     A.   No.
2     Q.   No, it was not [audio dropped] for 2014?
3     A.   Well, I can tell you that that is
4 the number that is on the sheet that we have,
5 and that that is in their account.  No one
6 affirmatively told me that that is the number
7 that is appropriate for all copay assistance.
8     Q.   Okay.  And for the year 2015, the dollar
9 amount that Regeneron gave you for Eylea copay

10 assistance is ?
11     A.   That is the number that was in the
12 materials we received, yes.
13     Q.   All right.  And for 2016 that number
14 then jumped up to ?
15     A.   That is what's on the chart, yes, or on
16 the table.
17     Q.   Doesn't the fact that Regeneron had to
18 keep increasing its copay assistance suggest that
19 those copays were discouraging people from using
20 Eylea, if they weren't otherwise paid for?
21          MR. CAINE:  Objection; form.
22          THE WITNESS:  The relevant question for
23 me was, what are the net sales as a percent of
24 gross sales over time, and how did those compare
25 to what was going on for Lucentis, in particular.
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1 And as we've shown, I think it was Table 9 -- I'm
2 sorry, Figure 9 -- Chart 9, the total discounts
3 and differences between gross sales and net
4 sales, of which this copay assistance number
5 is one, is smaller for Eylea than it is for
6 Lucentis.  And so what that means is that had --
7 the total sum of all of these discounts and
8 rebates and other concessions are less of a
9 concern for people who are using and -- and

10 administering Eylea than they are for Lucentis.
11 BY MS. MAZZOCHI:
12     Q.   How do -- how did you get the Lucentis
13 data?  Did Lucentis attest to you that these
14 discount numbers were true?
15     A.   The Lucentis -- the figures -- the
16 numbers on Chart 9 are from the Medicare payment
17 system, where those numbers are generated from
18 the average selling price, which is reported
19 by the company to the government.  And so they
20 -- they will give you insight into what kind of
21 discount is going -- discounting is going on
22 because average selling price, which is the
23 concept being measured there, is required by
24 Medicare to be provided by the company to the
25 government that nets out the total discounts
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1 and rebates that they are providing, or sales
2 concessions, all of these things that are listed
3 in the -- in the rows that we were just talking
4 about for Eylea for all products.  So the fact
5 that that number is a bigger discount over time
6 for Lucentis than it was for Eylea is an
7 indication that the marketplace is demanding
8 bigger rebates in order to use Lucentis than it
9 is from Eylea.

10     Q.   Okay.  How did you calculate the -- each
11 number that you have in Attachment C-9?  So, for
12 example, let's take a look at the 2018 number
13 where you have  Lucentis and 
14 -- I'm sorry.  Strike that.  Let me start
15 over.
16          How did -- wait.  How did you -- well,
17 where have you captured the dollar amount that
18 Lucentis is paying to pay for patient copays
19 relative to what Regeneron has been paying for
20 patients in connection with their own co -- with
21 Eylea copays?
22          MR. CAINE:  Objection; form.
23          THE WITNESS:  You know, you broke up
24 some, and I'm not -- I would like to hear the
25 question again, if that's okay.
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1 BY MS. MAZZOCHI:
2     Q.   Sure.
3          Where, if anywhere, in your report do
4 you compare what Lucentis has paid as Ey -- as
5 copay assistance as compared to what Eylea has
6 paid for copay assistance?
7     A.   So I did not --
8          MR. CAINE:  Objection; form.
9          THE WITNESS:  Sorry.  I did not have the

10 detailed data from -- for Lucentis, but since the
11 ASP, which is the der -- which is from the -- the
12 number from which we derived the numbers on
13 Chart 9 includes that copay assistance, what
14 I did is I looked at the total of all sales
15 concessions or sales reductions for Lucentis and
16 observed that they grow faster -- they -- they
17 take -- they result in a lower net price or
18 average selling price or payment upper limit for
19 Lucentis over time than they do for Eylea.  So
20 there is no specific identification of the amount
21 paid for copay assistance.  That is a subset of
22 all of the sales deductions, and I do not have
23 the detailed data for Lucentis.
24 BY MS. MAZZOCHI:
25     Q.   Are companies required to report their
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1 copay assistance to the federal government?
2          MR. CAINE:  Objection; form.  Scope.
3          THE WITNESS:  Yeah.  That's outside the
4 scope of my report.  I don't know the answer to
5 that.
6 BY MS. MAZZOCHI:
7     Q.   So you don't know whether the full
8 scope of the -- of what Eylea has had to pay for
9 patients actually is included in this Attachment

10 D-1?
11          MR. CAINE:  Objection; form.
12 BY MS. MAZZOCHI:
13     Q.   Let me -- let me rephrase that to
14 resolve the objection.
15          You don't know whether the full amount
16 that Regeneron has paid in connection with
17 patient copays, whether directly or through a
18 charitable foundation, is actually reflected in
19 your Attachment D-1?
20          MR. CAINE:  Objection; form.
21          THE WITNESS:  As I said previously, I
22 don't know whether any alleged payments to a
23 foundation -- whether they are characterized as
24 copays or however they are characterized -- are
25 reflected in their P&L.
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1 BY MS. MAZZOCHI:
2     Q.   All right.
3     A.   I do know --
4     Q.   And if they are not -- if they are
5 not --
6          MR. CAINE:  Hold -- hold on, Counsel.
7 Counsel, hold on.  He wasn't finished with his
8 answer.
9          MS. MAZZOCHI:  Sorry.

10          THE WITNESS:  What I do know is that the
11 average selling price, or the payment limit per
12 injection which is reported to the government,
13 reflects greater total discounts in the
14 commercial marketplace for Lucentis than are
15 for Eylea.
16 BY MS. MAZZOCHI:
17     Q.   Do you know whether the ASP calculations
18 required Regeneron to report the -- to report any
19 dollar amounts they were paying to a charitable
20 foundation?
21     A.   There are specific requirements that
22 define average selling price.  I have seen them
23 before.  I do not have them at my -- at top of
24 mind, so I don't -- I don't recall that.
25     Q.   Well, if Regeneron did not properly
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1 report the funds paid to the charitable
2 foundation, that's going to change the numbers
3 in, for example, your Attachment C-9, right?
4          MR. CAINE:  Objection; form.
5          THE WITNESS:  I don't know that.  I -- I
6 would -- that would be -- yeah.  I -- that's a
7 hypothetical that I don't -- I don't want to go
8 to.
9          I would note that the, you know -- I

10 believe most, if not all, companies have programs
11 like this.  So I wouldn't be -- I would want to
12 consider the whole picture, not just a selected
13 part of it.
14 BY MS. MAZZOCHI:
15     Q.   Do you know whether no -- whether there
16 is a program like this specific for the drug
17 Lucentis?
18     A.   As I sit here, I don't.  I don't even
19 know that there is, as I sit here, for Eylea.
20     Q.   Do you know -- okay.  Let's go back to
21 Manning Exhibit 2, the United States government's
22 complaint against Regeneron, and I'd like you to
23 take a look at Paragraph 2.
24          Let me know when you're there.
25     A.   I'm here.
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1     Q.   Okay.  The government alleges that
2 before Regeneron began selling Eylea in 2011,
3 Regeneron chose a higher price range from, quote,
4 because it knew that it could eliminate any
5 financial burden that the higher price would
6 impose on Medicare patients and their physicians
7 simply by paying more to a foundation that would
8 cover the proportionately higher Medicare copays
9 for Eylea.

10          Do you see that?
11     A.   I do.
12     Q.   Does that suggest that one of the re --
13 if it's true, does that suggest that one of the
14 reasons why Regeneron can maintain its higher
15 price tag relative to Lucentis or the discounts
16 of Lucentis is because Regeneron is providing
17 value in a different way through the Chronic
18 Disease Fund?
19          MR. CAINE:  Objection; form.  Outside
20 the scope.
21          THE WITNESS:  I have no idea whether
22 that statement is true or whether or not it's
23 unique to Eylea, if it is true.  So I -- I've not
24 evaluated that, and it is not part of my report,
25 my statement.
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1 BY MS. MAZZOCHI:
2     Q.   All right.  And, again, you don't know
3 what the effective cost of Eylea would be once
4 you have accounted for discounts that Regeneron
5 paid through the Chronic Disease Fund?
6          MR. CAINE:  Objection; form.
7          THE WITNESS:  I have no idea whether, in
8 fact, any payments were made through the Chronic
9 Disease Fund.

10 BY MS. MAZZOCHI:
11     Q.   You didn't know to ask either, did you?
12          MR. CAINE:  Objection; form.
13 BY MS. MAZZOCHI:
14     Q.   Let's take a look at Paragraph 3 in
15 Manning Exhibit 2.  There's a person named Murray
16 Goldberg referenced there.
17          Did you ever speak to Murray Goldberg in
18 connection with your retention by Regeneron?
19     A.   I don't believe so.
20     Q.   Okay.  If you take a look at Paragraph 5
21 in Manning Exhibit 2, the United States makes
22 allegations against Regeneron under the
23 Anti-kickback Statute.
24          Do you see that?
25     A.   I see that Paragraph 5 reads, Because of
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1 the anti-kickback statute, et cetera, et cetera,
2 prohibits such indirect kickbacks and subsidized,
3 Regeneron's conduct was illegal and senior
4 management knew it.  Is that what you mean?
5     Q.   Right.
6     A.   I see those words.  I -- I don't know
7 what you want me to take from that.
8     Q.   Before you offered your commercial
9 success opinions in this case, Regeneron never

10 told you that they had been accused of making
11 illegal kickbacks in connection with Eylea by the
12 United States government?
13     A.   Not to my recollection, no.
14     Q.   All right.  One of the individuals
15 referenced in Paragraph 5 is named Robert
16 Terifay.  Did you speak with him in connection
17 of any of your work involving Regeneron?
18     A.   Not that I know, no.
19     Q.   If you take a look at Paragraph 5,
20 starting at Line 3, it says, "During 2016,
21 company auditors twice inquired about the
22 information Regeneron was getting from CDF about
23 Eylea.  Both times Regeneron management,
24 including the company's commercial chief Robert
25 Terifay, lied and asserted that the company was
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1 not getting Eylea-specific data from CDF."
2          Do you see that?
3     A.   I do see that.
4     Q.   Do you have an understanding as to
5 why auditors are going to want to ensure that
6 Regeneron's not getting drug-specific data from
7 this charitable foundation in connection with
8 making patient copayments?
9          MR. CAINE:  Object to the form.  Object

10 to the question as outside the scope.
11          THE WITNESS:  Yeah.  I don't have any
12 opinion about this litigation, so --
13 BY MS. MAZZOCHI:
14     Q.   Okay.  It then says, "In fact, as
15 Terifay and others knew, the company was getting
16 frequent Eylea-specific reports from CDF and
17 then using that data to correlate the company's
18 payments to CDF with the foundation's spending on
19 copays for Eylea."  Do you see that?
20     A.   I see the statement.
21     Q.   All right.  And then it's followed by,
22 "Regeneron's payments to CDF were not charity.
23 Rather, the company intended those payments
24 to subsidize Eylea's high price for Medicare
25 patients and to ensure that physicians would not
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1 have to worry about collecting copays on Eylea
2 from their Medicare patients."
3          Do you see that?
4     A.   I do.
5     Q.   Is this scheme alleged here consistent
6 with the one that you've seen for other
7 pharmaceutical companies?
8          MR. CAINE:  Objection; form.  Outside
9 the scope.

10          THE WITNESS:  I have no comment about --
11 to characterize it as a scheme, I don't -- I -- I
12 wouldn't -- I don't have an opinion about that.
13 I've not evaluated this claim and the evidence.
14 I just -- I have nothing to say about it.
15 BY MS. MAZZOCHI:
16     Q.   All right.  If you take a look at
17 Manning Exhibit 2, Paragraph 29 -- let me know
18 when you're there.
19     A.   Uh-huh.  I'm there.
20     Q.   All right.  It states in the last
21 few lines of Paragraph 29, "Even patients with
22 Medigap often face annual deductibles of several
23 hundred dollars the first time they take Eylea
24 each year."  Do you see that?
25     A.   I do.
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1     Q.   Do you know if that's a true statement?
2     A.   I've not evaluated the Medigap policies
3 over the scope of the market, so I -- I can
4 imagine that it's true, but I don't have
5 independent knowledge of it.
6     Q.   Now, I believe you did recognize that
7 there were patients who were choosing Avastin
8 over Eylea for AMD because of Avastin's lower
9 cost, right?

10     A.   That would be logical for them to make
11 that choice.
12     Q.   All right.  And can we agree that to get
13 rid of or reducing a patient's copay obligations
14 or deductible payments would make Eylea more
15 attractive to those patients?
16     A.   The lower the patient payment for
17 any product, the more attractive it would be,
18 everything else the same.
19     Q.   Okay.  Let's take a look at Paragraph 30
20 in Manning Exhibit 2, the United States v.
21 Regeneron civil complaint.  And I'd like you to
22 take a look at the sentence that starts on the
23 7th line from the top of this paragraph, which
24 reads, "Eylea, Lucentis and Avastin all have
25 comparable efficacy."
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1          Do you see that?
2     A.   I do.
3     Q.   All right.  But for your commercial
4 success opinions here, you are assuming that
5 Eylea has an efficacy that is different from
6 Lucentis and Avastin, right?
7     A.   No.
8          MR. CAINE:  Objection; form.
9 BY MS. MAZZOCHI:

10     Q.   No?  Isn't that what your eight-week
11 treatment period is all about?
12     A.   What I said is -- and what I said
13 earlier today is that the FDA evaluated
14 Eylea -- in evaluating Eylea, there was a
15 non-inferiority assessment; and in terms of
16 patient response, Eylea was assessed to be
17 non-inferior to Avastin.  So in some sense,
18 that's consistent with this statement that they
19 all have comparable efficacy, if you divorce the
20 notion of efficacy from treatment duration.
21          Now, a patient experience includes
22 treatment duration or treatment frequency, but
23 that is what I distinguished as -- that is what I
24 identified as the distinguished character --
25 distinguishing feature of Eylea.
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1     Q.   All right.  So just to be clear, do you
2 agree that Eylea, Lucentis and Avastin all have
3 comparable efficacy or do you disagree?
4     A.   I'm hanging up on the term "efficacy"
5 because that's a medical term, and I would prefer
6 to simply hold to the FDA's determination that
7 Eylea was not inferior to Lucentis in its
8 evaluation of the product when it was first
9 submitted for review.

10     Q.   Let's take a look at the text that -- in
11 Paragraph 30 of Manning Exhibit 2, the sentence
12 that starts after the website, which I believe
13 is around the 8th line from the end of the
14 paragraph.  It says, "When used in this manner
15 off label, Avastin costs approximately $55 per
16 dose while Lucentis costs approximately $2,000
17 per dose, and Eylea $1,850 per dose."
18          Do you see that?
19     A.   I do.
20     Q.   Are those numbers consistent with the
21 numbers you used in your declaration?
22     A.   Generally, although they're not exactly
23 right.
24     Q.   Which one do you think is not exactly
25 right?

Page 169

1     A.   Well, referring back to Chart 9,
2 early in the -- in the time period on that chart
3 Eylea's price is the -- the payment limit price
4 is 1,961, which I believe is 106 percent of
5 1,850, so that one is correct.  Lucentis's cost,
6 1,992 is 106 percent of the ASP, so that one
7 -- you know, it says approximately 2,000, that's
8 approximately 2,000, but you've got to account
9 for the 6 percent markup so there's some

10 difference there.  The biggest difference is
11 Avastin, the data from Medicare payment upper --
12 upper limit -- I'm sorry -- payment limit price
13 is much lower, being about $8 for Avastin, in
14 contrast to the $55 here.
15     Q.   All right.  Now, earlier I believe you
16 mentioned that it's your opinion that price has
17 not hindered Eylea's commercial success, right?
18     A.   I did make that statement, yes.
19     Q.   Because you believe that economic theory
20 clearly dictates the product price affects the
21 quantity demanded, and that all being the same,
22 A product with a lower price should have greater
23 consumer utilization than a product with a higher
24 price, right?
25     A.   It sounds like you're quoting my report,
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1 or my declaration.  And to the extent that you
2 quoted it accurately, I would agree with that.
3 But I -- I wasn't reading along with you, so I'll
4 have to accept your representation.
5     Q.   All right.  Well, let's look again at
6 your paragraph -- at this Paragraph 30 in the
7 U.S. government's complaint against Regeneron
8 -- Regeneron, Manning Exhibit 2.
9          Sixth line from the end it says,

10 "Nonetheless, because copay foundation coverage
11 is readily available for Eylea and Lucentis but
12 not for Avastin, Eylea and Lucentis are actually
13 cheaper than Avastin for patients facing Medicare
14 copays."
15          Now, do you agree or disagree?
16          MR. CAINE:  Objection; form.  Outside
17 the scope.
18          THE WITNESS:  That's an allegation that
19 I have not evaluated and I don't have an opinion.
20 BY MS. MAZZOCHI:
21     Q.   All right.  If, in fact, it's true, as
22 the federal government alleges, that copay
23 foundation coverage made Eylea cheaper than
24 Avastin for patients facing Medicare copays,
25 it wouldn't be surprising, then, to see some
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1 additional market uptake of Eylea.  Is that fair?
2          MR. CAINE:  Objection; form.
3          THE WITNESS:  You know, I don't want
4 to grant the premise.  I don't -- I haven't
5 evaluated that, so --
6 BY MS. MAZZOCHI:
7     Q.   No.  I'm asking you if it's true that,
8 in fact, the -- the copay foundation made Eylea
9 cheaper than Avastin for patients facing Medicare

10 copays, that would be a clear reason for a
11 patient to favor taking Eylea as opposed to
12 Avastin, right?
13          MR. CAINE:  Objection; form.
14          THE WITNESS:  Economic theory, as I've
15 said, is pretty clear that lower prices mean that
16 people are more typically, everything else the
17 same, willing to choose a lower price.  So if
18 that's the hypothetical you are proposing, which
19 I'm not sure I -- I understand entirely and which
20 I don't grant, sure, a lower price is a reason
21 that somebody would use more of something.
22 BY MS. MAZZOCHI:
23     Q.   And, again, you haven't assessed what
24 percentage of Eylea sales might have been cheaper
25 than Avastin if the patients received this
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1 Chronic Disease Foundation copay coverage, right?
2          MR. CAINE:  Objection; form.  Outside
3 the scope.
4          THE WITNESS:  I have no information
5 about the Chronic Disease Fund or any of the
6 allegations made in this report -- or this
7 complaint.
8 BY MS. MAZZOCHI:
9     Q.   All right.  Take a look at Manning

10 Exhibit Paragraph 32, it refers to a Michael
11 Banigan.  Have you ever heard of this person?
12     A.   I -- you broke up when you were saying
13 which exhibit number.  I presume you're still on
14 Exhibit 2?
15     Q.   Yep.
16     A.   Michael Banigan in 32, I have not -- as
17 far as I know, I have never met him or spoken to
18 him.
19     Q.   Okay.  All right.  If you take a look
20 at Paragraph 34 in the federal government's
21 complaint against Regeneron, it says, "The
22 Chronic Disease Fund now operates as Good Days."
23          Do you see that?
24     A.   I do.
25     Q.   Have you ever encountered Good Days
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1 in connection with your experience in the
2 pharmaceutical industry?
3     A.   Not that I know.  I -- I have no -- no
4 recollection of that.
5     Q.   Do you know whether your Attachment D-1,
6 which includes the Eylea profit and loss data
7 that it got from Regeneron includes any fund
8 expenditures that Regeneron made to Good Days?
9          MR. CAINE:  Objection; form.

10          THE WITNESS:  Again, I don't know
11 anything about such an organization or whether
12 there -- if any payments were made to them, where
13 they would end up on the P&L.
14 BY MS. MAZZOCHI:
15     Q.   If you take a look at the federal
16 complaint against Regeneron involving Eylea,
17 Manning Exhibit 2, Paragraph 37 --
18     A.   37 did you say?
19     Q.   Yep.
20          -- you're talking about how Regeneron
21 was considered pricing Eylea and that Regeneron
22 was considering a price of $1,500 per Eylea
23 injection.  Do you see that?
24     A.   I do.
25     Q.   Then it notes, "In its analysis, Xcenda
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1 noted that Regeneron could increase that price to
2 1,950 per injection, but that higher price would
3 nec -- necessitate Regeneron increasing its
4 foundation funding by 43 percent.
5          Do you see that?
6     A.   I do see that.
7     Q.   And then the government alleges,
8 "Notwithstanding the increased cost of
9 foundations funding with the higher price,

10 Xcenda advised that the overall financial impact
11 considering revenue of increasing price to 1,950
12 per injection is largely favorable to Regeneron
13 since the revenue increase will offset the
14 increase in the budget needs to run the program."
15          Do you see that?
16     A.   I do.
17     Q.   All right.  Take a look on the next
18 page, which is a slide that the federal
19 government alleges refers to these types of
20 projections.
21          Have you ever seen any documents like
22 this?
23     A.   This is new to me.
24     Q.   If you take a look at the -- well, if
25 you take a look at the federal complaint against
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1 Regeneron involving Eylea, Manning Exhibit 2,
2 Paragraph 39, it reports here testimony from
3 Cynthia Sherman, a Senior Director for
4 Reimbursement at Regeneron who testified peop --
5 in response -- as follows:  Question:  "But
6 people understood that if copay assistance was
7 not available for Eylea or Lucentis patients,
8 that patients with wet AMD would end up on
9 Avastin?"  Answer:  "Yeah.  That's why they

10 wanted to have a managed care copay program."
11          Do you see that?
12     A.   I do.
13     Q.   Did you speak with Cynthia Sherman at
14 all in connection with getting information about
15 Regeneron and its sales and reimbursements --
16     A.   As I said earlier, I don't -- I don't
17 remember talk -- I don't remember the names of
18 the people I spoke with.  I don't remember
19 speaking to anybody with that name.
20     Q.   Do you know if she's still with the
21 -- well, you wouldn't know she's still with the
22 company.  All right.  Have you ever encountered
23 Cynthia Sherman in the context of the
24 pharmaceutical industry?
25     A.   Not to my knowledge, no.
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1     Q.   All right.  Do you agree or disagree
2 with the premise that if copay assistance is not
3 available for Eylea or Lucentis patients, then
4 patients with wet AMD will wind up on Avastin?
5     A.   I don't have an opinion.  I mean,
6 it's not something I've considered.  I would
7 disagree with it as a categorical statement, but
8 I haven't --
9     Q.   Why is that?

10     A.   -- evaluated it.
11          It's too absolute.
12     Q.   All right.  Let's put it this
13 way:  There are patients who, if copay assistance
14 is not made available for Eylea and Lucentis, at
15 least some patients with wet AMD will switch to
16 Avastin, right?
17          MR. CAINE:  Objection; form.  Outside
18 the scope.
19          THE WITNESS:  That would require an
20 analysis of the patient's specific healthcare
21 needs and what he or she and his or her physician
22 assessed their need to be.  Can I imagine it
23 might be possible?  Sure.  But is it
24 categorically true?  I wouldn't think so.
25 BY MS. MAZZOCHI:
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1     Q.   Well, all other things being equal,
2 economic theory would dictate, right, that if you
3 have a choice between taking Avastin or Eylea,
4 where you have to pay a copay, if someone pays
5 your copay, then that's going to make it easier
6 for you to take Eylea, right?
7     A.   But the important thing --
8          MR. CAINE:  Objection; form.
9          THE WITNESS:  Sorry.  But the important

10 thing that you've glossed over is that everything
11 else is not equal.
12 BY MS. MAZZOCHI:
13     Q.   Your firm hasn't been retained by
14 Regeneron in connection with any work involving
15 these copay lawsuits, have they?
16     A.   Not that I know.
17     Q.   All right.  Take a look at the federal
18 complaint against Regeneron involving Eylea,
19 Manning Exhibit 2, Paragraph 43.
20          Do you have that?
21     A.   I do.
22     Q.   There's a reference to a Robert
23 Krurkowski.  Did you -- did you speak with him at
24 all in connection with your Regeneron work?
25     A.   That name is not familiar to me, but
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1 I -- again, as I told you, I did not remember the
2 names of the people I spoke with, and so I can't
3 say definitively whether I did or did not.
4     Q.   Another person mentioned is William
5 Daniels.  Does that name ring a bell?
6     A.   No.
7     Q.   How about Clorinda Walley?
8     A.   No.
9     Q.   If you can take a look at Paragraph 50?

10     A.   5-0?
11     Q.   Again, Manning Exhibit 2.
12     A.   Yes.  But did you say 5-0 or 6-0?
13     Q.   Sorry.  5-0.
14     A.   Okay.
15     Q.   There's a reference to a Cathy
16 Casey, Regeneron's Senior Director for
17 Reimbursement Strategy.  Do you see that?
18     A.   Yes.
19     Q.   All right.  Is that someone who you
20 spoke with?
21     A.   I don't recall that name.
22     Q.   Take a look at the federal complaint
23 against Regeneron involving Eylea, Manning
24 Exhibit 2, at Paragraph 56, please.
25     A.   Again, 5-6?
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1     Q.   Five-six.
2     A.   Oh.  It ends at 60, I guess.  Okay.
3     Q.   All right.  There's a reference to a
4 Christopher Fenimore, Regeneron's Vice president
5 of Financial Planning.  Have you ever interacted
6 with this person?
7     A.   Not to my knowledge, no.
8     Q.   If you can take a look at the lines
9 previous from Paragraph 55, there's a reference

10 to -- fourth line from the bottom of Line 55, "We
11 potentially need about 25 mill to adequately fund
12 our patient responsibility for 2013."
13          Do you see that?
14     A.   Yes.
15     Q.   All right.  Again, if we go back to the
16 profit and loss data in your Attachment D-1 and
17 we look at the copay assistance identified for
18 Eylea in the year 2013, that's listed as almost
19 , right?
20     A.   Yes.
21     Q.   Okay.  And if you take a look at
22 Paragraph 56, sixth line down there's an email
23 referred to that says "Fenimore reported that Bob
24 Terifay just walked me through the logic.  We
25 agreed to put 25 million in the plan.  A copy of
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1 these emails is attached as Exhibit 14.  In other
2 words, Regeneron's plan to pay CDF almost exactly
3 what CDF said it needed at that point to cover
4 copays for Eylea patients."
5          Do you see that?
6     A.   I do.
7     Q.   All right.  Take a look at Attachment
8 D-1 to your declaration, so Exhibit 2052, Page
9 171 of 289.

10          Now, in 2013, Regeneron reported almost
11  in sales, right?
12     A.   Yes.  Well, in gross sales.
13     Q.   Gross sales, right.
14          Now, take a look at Paragraph 60 in
15 Manning Exhibit 2, the federal complaint against
16 Regeneron about Eylea.
17     A.   I'm sorry.  Once again, six-zero?
18     Q.   Six-zero.
19     A.   Okay.
20     Q.   Now, according to this paragraph, it
21 states, CDF -- fourth line down it states "CDF
22 has paid out 32.6 million through 6/3/13, and
23 that CDF's 2013 renewals for Eylea patients
24 accounted for approximately 41 percent of the
25 fund.  Daniels then presented ROI Regeneron could
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1 expect from paying CDF 35 million in 2013."  And
2 according to the slide, that dollar amount is
3 198.5 million, right?
4     A.   I see the number 198.5 million.  I'm not
5 certain I -- that it corresponds to the prior
6 sentence.
7     Q.   Well, if, in fact, 198.5 million were
8 the sales that resulted for Eylea in 2013 as a
9 result of this Chronic Disease Foundation paying

10 approximately $35 million for copays, that would
11 constitute about 13 percent of Regeneron's sales
12 in 2013, right?
13          MR. CAINE:  Objection; form.
14          THE WITNESS:  If 198.5 divided by
15 1496.57 is the percentage you suggested, that
16 would be true.  I haven't done that math.
17 BY MS. MAZZOCHI:
18     Q.   Okay.  If we take a look at
19 Attachment C-12 to your expert report, which is
20 Page 170 of 289 in Exhibit 2052, what was the
21 percent --
22     A.   I'm sorry.  I'm trying to get there.
23     Q.   Yeah.  It was just the page before
24 Attachment D-1.
25     A.   Yeah.  But it's on the -- on a page that
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1 has become separated from the rest, so --
2     Q.   Ah.
3     A.   171, page?
4     Q.   Page 170, Attachment C-12.
5     A.   The chart?  Okay.
6     Q.   Yep.  Now, you've got the percentage
7 point change in total sales shared since Eylea
8 launched Medicare Part B data, right?
9     A.   Yes.

10     Q.   All right.  And this -- these
11 accusations the federal government has made
12 against Regeneron involve the Medicare Part B
13 patients, right?
14     A.   I don't know whether they are limited to
15 Medicare Part B or they apply to Medicare more
16 broadly.
17     Q.   Okay.  Well, either way, what was the
18 percentage increase in total sales as between
19 2012 and 2013?
20     A.   Well, as reflected on the chart, the
21 change in sales share is 24.6 minus 16.8, so 8.4.
22     Q.   Okay.
23     A.   That's a percentage point difference.
24     Q.   Right.  And if we wanted to get the
25 gross -- well, actually, if we were to try to
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1 calculate the gross sales price increase -- I'm
2 sorry -- the gross sale increase from 2012 to
3 2013 as a percentage, how would you calculate
4 that?
5          MR. CAINE:  Objection; form.
6          THE WITNESS:  I would divide the latter
7 by the former; subtract one.
8          MR. CAINE:  Counsel, when you get to a
9 point where we can take a break, I'd like to do

10 that.
11          MS. MAZZOCHI:  Sure.  Tell you what, let
12 me just crank through a few more of these names.
13 BY MS. MAZZOCHI:
14     Q.   Take a look at the federal government's
15 complaint against Regeneron, Manning Exhibit 2,
16 paragraph 6-3 -- 63.
17     A.   Mm-hmm.
18     Q.   All right.  The federal government
19 alleges that Regeneron -- in 2013 Regeneron
20 paid CDF a total of 35 million, which is almost
21 exactly what CDF had told Regeneron it needed to
22 cover copays for Eylea patients in 2013.
23          Again, do you have any idea where that
24 -- whether that 35 million, if true, would be
25 captured in the Eylea profit and loss data?
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1     A.   As I've said before, I do not know how
2 that would be characterized in their accounts,
3 and I do not know where it would be, if it was
4 there.  I don't even know that.
5     Q.   Do you know where it should have been
6 accounted for --
7     A.   I do not.
8     Q.   -- in the profit and loss?
9     A.   I do not, if it was there.  I -- again,

10 you're presenting me a set of hypotheticals that
11 I don't know.
12     Q.   All right.  All right.  Are you also
13 aware of -- sorry.  Have you ever encountered
14 anyone at Regeneron or in the pharmaceutical
15 industry who goes by the name of John Calabro?
16     A.   Not that I recall.
17     Q.   How about Thibault Corbin de Mangoux?
18     A.   I'm sorry.  You broke up on that last
19 name and I don't see it anywhere.
20     Q.   How about the name Thibault Corbin de
21 Mangoux?
22     A.   I have no recollection of hearing that
23 name.
24          MS. MAZZOCHI:  All right.  Let's go
25 ahead and take our break.
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1          MR. CAINE:  Thank you.

2          THE VIDEOGRAPHER:  Please stand by.

3 The time is 2:57 p m.  We're going off the

4 record.

5          (Recess taken.)

6          THE VIDEOGRAPHER:  The time is 3:16 p m.

7 This begins Media Unit Number 4.  We're now on

8 the record.

9          Please proceed, Counsel.

10 BY MS. MAZZOCHI:

11     Q.   Thank you, Dr. Manning.  Did you have

12 any discussions over the break?

13     A.   No.

14     Q.   I'm going to mark for you as Manning

15 Exhibit 3 a document titled Horizon Healthcare

16 Services, Inc., doing business as Horizon

17 BlueCross BlueShield of New Jersey, Plaintiff,

18 versus Regeneron Pharmaceuticals, Inc.,

19 Defendant, Case Number 1:22 CV 10493-FDS, pending

20 in the United States District Court, District of

21 Massachusetts, filed April 4th, 2020.

22          (Manning Exhibit No. 3, a document

23 titled Horizon Healthcare Services, Inc., et al.,

24 versus Regeneron Pharmaceuticals, Inc.,

25 Defendant, filed April 4th, 2020, was
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1 introduced.)
2          THE WITNESS:  Okay.  I have it.
3 BY MS. MAZZOCHI:
4     Q.   Dr. Manning, I'm operating under the
5 assumption that you were also not aware that
6 Horizon has sued Regeneron also for violating the
7 Anti-kickback Statute and also for civil RICO and
8 a variety of other claims in connection with its
9 Eylea practices?

10     A.   Alleged Eylea practices, I presume you
11 meant to say?
12     Q.   Sorry?
13     A.   Alleged Eylea practices?
14     Q.   Sure.
15     A.   I -- I haven't seen this complaint
16 before.
17     Q.   Okay.
18     A.   That I'm aware of, anyway.
19     Q.   Take a look at Paragraph 8 in the
20 complaint.  I'm just going to refer to the
21 plaintiff here as Horizon, if that's all right.
22     A.   Mm-hmm.
23     Q.   So Paragraph 8, Horizon is alleging that
24 "Regeneron gained an unfair advantage over its
25 competitors by distorting the cost of Eylea, in

Page 187

1 the view of patients and their prescribers, while
2 increasing the cost borne by Medicare and private
3 healthcare plans, the payments funneled by
4 Regeneron through CDF operated as kickbacks to
5 patients who otherwise had a contractual
6 incentive to choose an equally effective but
7 lower cost drug.  Regeneron's scheme thus
8 violated the federal Anti-kickback Statute among
9 other laws."

10          Do you see that?
11     A.   I do.
12     Q.   Would it be fair to say that if
13 Regeneron has been violating the federal
14 Anti-kickback Statute that that would influence
15 your commercial success opinions in this case?
16          MR. CAINE:  Objection; form.
17          THE WITNESS:  I -- a lot would depend on
18 exactly what the nature of the behavior was, so I
19 -- I don't know.
20 BY MS. MAZZOCHI:
21     Q.   Well take a look at Par -- Paragraph 10
22 -- actually, you know, let's just jump to
23 Paragraph 17.
24          It says, "Regeneron widely advertised to
25 patients and physicians the availability of CDF

Page 188

1 financial assistance for Eylea's out-of-pocket

2 costs.  Regeneron did so through a program called

3 EYLEA4U, which Regeneron implemented in concert

4 with CDF and Lash Group, LLC (the Lash Group) a

5 pharmaceutical industry consulting firm."

6          Do you see that?

7     A.   I do.

8     Q.   Do you recall seeing any documents that

9 you received from Regeneron relating to marketing

10 that described the program called EYLEA4U?

11     A.   As I sit here, I don't recall that, no.

12 But I can't affirm that I didn't see it.

13     Q.   Okay.  All right.  Paragraph 17 in

14 Manning Exhibit 3 continues, "The EYLEA4U program

15 connected patients and prescribers with CDF,

16 assisted them in submitting claims to health

17 insurance plans such as Horizon, and facilitated

18 the plan's payment of claims tainted by

19 Regeneron's illegal kickbacks."

20          Do you see that?

21     A.   I do.

22     Q.   All right.  And if you take a look in

23 Paragraph 18 -- well, actually before we get

24 there, have you ever had any interactions with

25 the Lash Group, LLC?
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1     A.   Not that I recall, no.
2     Q.   All right.  In Paragraph 18, it says,
3 "Regeneron, CDF and the Lash Group never
4 disclosed to Horizon and other health insurance
5 plans, or to the public at large, the illegal
6 aspects of Regeneron's relationship with CDF.
7 In particular, they concealed the fact that
8 Regeneron's funding of CDF was designed to cover
9 anticipated demand by Eylea patients

10 exclusively."
11          Do you see that?
12     A.   I do see that.
13     Q.   Now, to the extent you've encountered
14 these type of patient copay assistance programs,
15 do you know whether in those programs the funding
16 is designed to cover demand by one company for
17 one particular drug exclusively?
18          MR. CAINE:  Objection; form.  Outside
19 the scope.
20          THE WITNESS:  Yeah.  I have not
21 evaluated that question for this report.
22 BY MS. MAZZOCHI:
23     Q.   Right.  But based on your experience,
24 generally -- I mean, you seem like you're very
25 familiar with these types of programs.
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1     A.   Well, I said I heard about them in that
2 many companies have programs like this.  I -- I
3 don't know, to tell you the truth, whether they
4 are typically restricted to one product or one
5 company.
6     Q.   If you take a look -- well, which
7 companies are you aware of that run these types
8 of programs?
9     A.   You know, I -- I've read about these

10 kinds of programs in the -- my general experience
11 with the industry, and I don't have a specific
12 memory of which companies do or don't or have or
13 haven't.  I couldn't give you a specific answer
14 to that.
15     Q.   Okay.  And sitting here today, you're
16 not taking a position one way or the other as to
17 whether Regeneron did or didn't violate the
18 Anti-kickback Statute, right?
19     A.   I'm not.
20     Q.   Okay.  If you can -- do you know
21 -- well, can you say today with any certainty
22 that Regeneron would have made the same sales
23 that it did without this EYLEA4U program?
24     A.   I have not evaluated the program.  I
25 don't know what it is or how it operates, so I
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1 can't say that.
2     Q.   Okay.  If you take a look at Paragraph
3 20 and look at the text that starts about the
4 sixth line down after the website link, it says,
5 "CMS, the agency that administers Medicare,
6 recently singled out Eylea as illustrating the
7 nation's drug pricing problems, stating the
8 top-selling Medicare Part B drug, a common eye
9 drug, Eylea, was approximately two times as

10 expensive in Medicare Part B as in comparison
11 countries.  The government thus cited Eylea
12 as a prime example of the need to reform a
13 dysfunctional and anticompetitive system that
14 leaves taxpayers and American seniors on the hook
15 for paying the highest drug costs in the world."
16          Do you see that?
17     A.   I do.
18     Q.   Do you know if it's true that Eylea
19 costs twice as much in Medicare Part B as in
20 comparison countries elsewhere in the world?
21     A.   I do not.
22     Q.   Do you know whether -- well, strike
23 that.
24          If you take a look at Paragraph 22,
25 Horizon is alleging that it has paid more than
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1 180 million, including nearly one million in
2 Massachusetts to date, to cover the cost of Eylea
3 for its members.  As alleged below, Regeneron's
4 scheme violated the federal RICO statute and
5 state consumer protection statutes.
6          Do you see that?
7     A.   I do.
8     Q.   Are you aware of any other copayment
9 programs that you've encountered that have led to

10 allegations of federal RICO and state consumer
11 protection violation accusations?
12          MR. CAINE:  Objection; form.
13          THE WITNESS:  Well, you mentioned
14 earlier that there were allegations against
15 Pfizer that were settled.  I don't know the
16 details of -- I don't recall the details of those
17 allegations.  I don't know whether or not they
18 included these kinds of allegations or not.  So
19 I -- I can't think of a specific instance.
20 BY MS. MAZZOCHI:
21     Q.   Okay.  If you'd take a look at Paragraph
22 24, it states, "In the absence of its conduct by
23 Regeneron and its coconspirators, Horizon members
24 in need of wet AMD treatment would have opted for
25 the far cheaper Avastin."  Do you see that?
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1     A.   I do.
2     Q.   All right.  Do you agree that there
3 -- or disagree that if, in fact, this scheme
4 existed, Horizon members in need of wet AMD
5 treatment may have opted for the cheaper Avastin?
6          MR. CAINE:  Objection; form.
7          THE WITNESS:  I don't know.
8          Sorry.
9          MR. CAINE:  That's okay.

10          THE WITNESS:  I don't know.
11 BY MS. MAZZOCHI:
12     Q.   One of the things that Horizon talks
13 about in Paragraph 23 is that they have patients
14 have contractual cost-sharing obligations, and
15 it -- and it says that through this scheme
16 -- through this program, Regeneron improperly
17 eliminated members' contractual incentive to use
18 lower-cost alternatives.
19          Do you see that?
20     A.   I do see those words.
21     Q.   All right.  What's your understanding,
22 generally, of private [audio dropped] -- and
23 having contractual cost sharing --
24     A.    I'm sorry.  You broke up.  Private --
25 private who?
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1     Q.   What -- what's your understanding,
2 generally, of why insurance companies include
3 contractual cost-sharing obligations?
4     A.   Third-party payors have insurance plans
5 not only in healthcare, or, you know, insurers
6 generally have programs that share costs with
7 payors to meet other obligations or perhaps to
8 incentivize people's behavior.  There are a lot
9 of reasons why someone might -- why a company

10 might impose a cost-sharing arrangement.
11     Q.   Well, if we look at Paragraph 25,
12 Horizon claims that the reason why they have
13 these types of contractual provisions is to
14 create an incentive that will encourage patients
15 and prescribers to make cost comparisons when
16 choosing among alternative drugs.
17          Do you that in Paragraph 25?
18     A.   I do.
19     Q.   All right.  Do you agree that -- that
20 types of these copay or deductible or coinsurance
21 requirements will encourage patients and
22 prescribers to make cost comparisons when
23 choosing amongst alternative drugs?
24     A.   Sometimes they do.  Sometimes they
25 don't.  It depends on the structure of the -- of
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1 the program.
2     Q.   All right.  And you have -- you haven't
3 assessed one way or the other whether they do or
4 they don't when it comes to Eylea, right?
5     A.   I have not.
6     Q.   If you can take a look at Paragraph
7 -- if you can go to Paragraph 85, Horizon alleges
8 here that "In early 2014, a Regeneron sales
9 associate reported within the company that a

10 major physician's group, LIVR, or Long Island
11 Vitreo Retinal Consultants, had been told that
12 CDF lacked funding for Eylea and, as a result,
13 was switching patients to Avastin.  This
14 confirmed that Eylea, costing 1,850 per dose,
15 could not compete effectively with Avastin,
16 costing $55 per dose, unless Regeneron paid the
17 cost-sharing obligations of Eylea patients."
18          Do you see that?
19     A.   I do.
20     Q.   All right.  Were you aware that there
21 were some doctors out there who, basically, were
22 willing to switch their patients from Eylea to
23 Avastin if these copayment sharing functions
24 didn't exist?
25          MR. CAINE:  Objection; form.  Outside
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1 the scope.
2          THE WITNESS:  Again, I don't know that
3 they existed, so I can't have been aware of it.
4 BY MS. MAZZOCHI:
5     Q.   Well, did you ever inquire of Horizon
6 -- I'm sorry.  Did you ever inquire of Regeneron
7 and these salespeople that you spoke with,
8 whether -- what -- what the lists were that they
9 were aware of or reasons why people switched from

10 Eylea to Avastin?
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  I don't recall asking that
13 specific question, no.
14 BY MS. MAZZOCHI:
15     Q.   Let's go ahead and put that one aside
16 for now.
17          One of the things that we had actually
18 talked about before the lunch break related to
19 some of the insurance coverage issues.  And if I
20 may, I'd now like to mark as Manning Exhibit 4,
21 Aetna Insurance Clinical Policy Bulletin date
22 last review February 18th, 2022, titled "Vascular
23 Endothelial Growth Factor Inhibitors for Ocular
24 Indications."
25 ///

Page 197

1          (Manning Exhibit No. 4, a document
2 titled "Aetna Insurance Clinical Policy Bulletin
3 date last review February 18th, 2022, titled
4 "Vascular Endothelial Growth Factor Inhibitors
5 for Ocular Indications" was introduced.)
6 BY MS. MAZZOCHI:
7     Q.   Let me know when you have that.
8     A.   Okay.
9          Thank you.

10          Okay.  I have it.
11     Q.   And do you see the -- have you seen
12 these types of documents before?
13     A.   Sorry.  Let me take a look.
14          Well, to the extent that this is like a
15 formulary document, I've seen things like this.
16 I have not seen this particular document, nor
17 have I seen, you know, documents like this for
18 this particular therapeutic area.  But I've seen,
19 you know, insurance coverage documents about --
20 or plan documents about what products are
21 preferred, what status they -- they are on the
22 formulary and such, if that's, indeed, what I'm
23 seeing here, which it looks kind of like it is,
24 so --
25     Q.   Yeah.  Have you done any assessment as

50 (Pages 194 - 197)

Veritext Legal Solutions
www.veritext.com 888-391-3376

Mylan Exhibit 1151 
Mylan v. Regeneron, IPR2021-00881 

Page 50



Page 198

1 to where Avastin is placed on major insurance
2 companies' formularies relative to Eylea?
3     A.   In my discussions, both with Dr. Brown
4 and with the Regeneron people who we talked to,
5 my understanding was that Avastin typically
6 preferred or in a -- you know, as many low-cost
7 therapies are a very -- an attractive formulary
8 tier.  And I -- I probably discussed that in my
9 report.  At this point, I'm not remembering

10 exactly, sorry, but I could look that -- look for
11 that.
12     Q.   Okay.  And where you are on a formulary
13 tier can often drive sales in and of itself,
14 right?
15     A.   Well, that -- a formulary is the result
16 of, very often, a negotiation between a -- or the
17 formulary placement is very often a result of a
18 negotiation between parties that determines where
19 you are on that tier, and that does have an
20 impact on sales or access to a product,
21 typically.
22     Q.   And do you know what, if anything,
23 Regeneron gained from [audio dropped] the
24 formulary tier placement?
25     A.   I'm sorry.  I --
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1          MR. CAINE:  Objection; form.
2          THE WITNESS:  That was garbled.
3 BY MS. MAZZOCHI:
4     Q.   Do you know whether Regeneron provided
5 any companies with any incentives or sweeteners
6 in order to get more favorable formulary tier
7 placement?
8          MR. CAINE:  Objection; form.
9          THE WITNESS:  I don't know specifically.

10 I do know, and as we've talked about already on
11 the P&L, there are line items for rebates or
12 discounts and other things that would,
13 unsurprisingly, be of that form, and -- so
14 I did not -- I did not talk about specifics.
15 BY MS. MAZZOCHI:
16     Q.   All right.  Well, which -- which line
17 item do you think funds relating to formulary
18 tier status is accounted for?
19     A.   That would typically show up in a -- a
20 rebate or -- now, different companies have
21 different names for them, so there isn't
22 -- sorry, let me go back to that attachment.
23     Q.   You're looking at Attachment 1, Page 171
24 of Exhibit 2050?
25     A.   Yeah.  I'm trying to get there.
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1          You know, it -- it -- I don't know
2 exactly where it would land.  It could land in
3 Eylea rebates, Eylea discounts, perhaps GPR
4 rebates and administrative fees.  But I -- I
5 don't know the details about that, but those
6 would be my expectation of where the most likely
7 place is.  But I wouldn't -- again, I don't know
8 the details.
9     Q.   Do you have an understanding as to why

10 all of a sudden in 2017 the Eylea rebates and
11 Eylea discounts started to grow?
12     A.   That was not part of my analysis.  My
13 part -- my analysis focused on whether these
14 -- you know, the difference between gross and
15 net sales were, plausibly, the, you know, a more
16 important or, plausibly, erased the value or the
17 potential value of the -- or -- or contribution
18 of the eight-day dosing -- sorry, eight-month --
19 eight-week dosing.
20     Q.   All right.  Well, the Eylea discounts,
21 you know, went from, essentially, nothing in 2016
22 on $3 billion worth of sales, and then jumped up
23 to over  by 2021.  You don't -- you
24 didn't ask the Regeneron people why they had to
25 start doing that type of discounting when they
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1 hadn't done it in the years before?
2     A.   When we discussed -- we didn't discuss
3 specific changes year-by-year.  We discussed
4 the fact that their impressions were that their
5 rebatings were less significant, less substantial
6 than Lucentis's rebates.  That was also the --
7     Q.   Right.  But you --
8     A.   -- impression I got from Dr. Do -- or
9 the understanding I got -- not Dr. Do.  Dr.

10 Brown.
11     Q.   But you weren't the least bit curious
12 why, for the first several years of Eylea being
13 on the market, Regeneron didn't have to offer any
14 rebates or discounts, and then started doing it
15 in 2016 and 2017?
16     A.   That was consistent with my impression
17 that the product had advantages, in particular
18 the eight-week dosing, and that those advantages
19 had been important early on in the product's
20 experience, and so the rebates were less
21 necessary.  But as the product matured and,
22 perhaps, as payors became more -- as utilization
23 grew, I can under -- I was not surprised to see
24 that payors, providers, would have sought greater
25 rebates.  And as Lucentis's rebates were growing,
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1 there was competitive pressure, I -- I can
2 imagine, that would have resulted in that.  So I
3 didn't think that was unusual.
4     Q.   All right.  Well, let's go back,
5 then, to Manning Exhibit 4, the Aetna formulary
6 document for VEGF factor inhibitors for ocular
7 indications.  And it says this is for a partial
8 -- I'm sorry -- for partial benefit plans.  It
9 says, Brand Selection for Medically Necessary

10 Indications.  Do you see that header --
11     A.   I do.
12     Q.   -- on the first page?
13     A.   Yes.
14     Q.   All right.  It says, "As defined in
15 Aetna commercial policies, healthcare services
16 are not medically necessary when they are more
17 costly than alternative services that are at
18 least as likely to produce equivalent therapeutic
19 or diagnostic results."
20          Do you see that?
21     A.   Yes.
22     Q.   All right.  And then, if you take a look
23 at the 7th line down on this first page, it says
24 "There is a lack of reliable evidence that --
25 Byooviz, Eylea, Lucentis, Mvasi, Susvimo and
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1 Zirabev are superior to the lower-cost VEGF
2 inhibitor Avastin (bevacizumab) for the medically
3 necessary indications listed below."
4          Do you see that?
5     A.   I do.
6     Q.   All right.  So Aetna is basically saying
7 they don't see any superior -- anything superior
8 about Eylea [audio dropped] Avastin, right?
9     A.   They're expressing their opinion, yeah.

10     Q.   Okay.  And then it says Aetna considers
11 -- and it lists a bunch of drugs, Eylea being one
12 of them -- to be medically necessary only for
13 members who have a contraindication, intolerance
14 or ineffective response to the available
15 equivalent alternative VEGF inhibitor, Avastin,
16 for the following medically necessary
17 indications, right?
18     A.   Yes.
19     Q.   All right.  Now, this idea that
20 they're only going to deem them medically
21 necessary only for members who have a
22 contraindication, intolerance or ineffective
23 response, that could explain why you see the
24 higher Eylea numbers for the switched eyes,
25 right?
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1     A.   I'm sorry.  Say that -- I -- I didn't
2 follow that.
3     Q.   That could -- that could be what -- that
4 could -- that can explain why we see a higher
5 market share for Eylea in the switched eye wet
6 AMD population as opposed to the new eye market
7 share, right?
8     A.   I still don't quite understand the
9 question, so can you be more specific, please?

10     Q.   Sure.  Do you recall earlier when we
11 were looking at some of those A -- those wave
12 studies where it looked like there was at least
13 one market share segment for wet AMD, where Eylea
14 actually had -- was the more common choice --
15     A.   Yes.
16     Q.   -- and that was in the -- that was in
17 the switch eye segment?
18     A.   Yes.
19     Q.   All right.  Well, this type of
20 formulary policy that encourages selecting
21 Avastin and then Eylea only if the members have a
22 contraindication, intolerance or ineffective
23 response to Avastin, that could be the reason why
24 you see a higher market share for Eylea in the
25 switched eye category, as opposed to the new eye
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1 category, right?
2     A.   It can contribute to it.
3     Q.   All right.  And, again, you haven't
4 ascertained the degree to which formulary tier
5 placement is influencing the choice of Avastin
6 versus Eylea in connection with your commercial
7 success opinions in this case, right?
8     A.   My opinions were based on an analysis
9 of the commercial success of the product and the

10 nexus with that -- of that success with the
11 unique characteristics of the proj -- product,
12 which were the eight-week dosing, as I've
13 described.  I did not apportion which parts of
14 the market environment contributed how much to
15 which part, only that the eight-week dosing was
16 important.
17     Q.   Right.  And you didn't -- and you didn't
18 ascertain whether formulary tier steps could also
19 have a nexus to the Eylea sales, right?
20     A.   I did consider the -- you know, the
21 -- the coverage and -- and discussed the coverage
22 of Eylea on -- by insurance plans.  And my
23 assessment was that there wasn't strong evidence
24 that Eylea's coverage was vastly different than
25 Lucentis's.  And so, that was not a -- a primary
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1 driver for -- that would stand in place of the
2 eight-week dosing interval.
3     Q.   Yeah.  Now, you limited your answer
4 there to Lucentis.  Did you ascertain whether the
5 coverage was different relative to Avastin?
6     A.   As I've said earlier, Avastin was
7 generally on a preferred -- as I understood,
8 Avastin was generally first line of care across a
9 broad number of insurance plans or coverage

10 situations.
11     Q.   Right.  And won't that insurance plan
12 coverage for Avastin create a nexus to sales?
13     A.   It would contribute.
14     Q.   Right.  And, likewise, wouldn't less
15 favorable tier placement for Eylea detract from
16 sales?
17     A.   It would be a negative influence, which
18 could be overcome by favorable characteristics
19 such as a less-frequent dosing.
20     Q.   Right.  But if there was less-frequent
21 dosing such that insurance companies were making
22 more money, wouldn't that -- by having to pay for
23 fewer doses, wouldn't that actually encourage
24 Eylea to jump forward in the formulary tier
25 status?
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1     A.   Say that again.  I'm sorry, I didn't
2 -- the first part was unclear.
3     Q.   Sure.  If, in fact, it was true that
4 Eylea could deliver fewer doses per year relative
5 to Avastin, wouldn't that be something that an
6 insurance company -- wouldn't that be something
7 that would encourage an insurance company to put
8 Eylea on a more favorable tier status?
9     A.   To the extent that the insurance company

10 was representing the interests of the patients,
11 that's true.
12     Q.   Right.  And can you point to me anywhere
13 or any formularies that you're aware of where
14 Eylea has ever been placed in the front line of
15 care be -- you know, in front of Avastin, aside
16 from these instances where a patient has a
17 contraindication, intolerance or ineffective
18 response to Avastin?
19     A.   I -- I didn't have a broad sample of
20 formulary data, but the trend of Eylea having
21 fewer rebates over time or fewer -- a smaller
22 decline in the net-to-gross margin and the fact
23 that Lucentis's share of sales tends to fall
24 more, are both indications that Eylea was --
25 and that Eylea is a -- is a common second-line
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1 therapy, are all indications that Eylea, after
2 Avastin's lower cost attractiveness, is
3 attractive to patients and prescribers, so that
4 that would be an indication of the relative
5 attractiveness of that, and that is consistent
6 with patients and prescribers responding to the
7 less-frequent dosing.
8     Q.   Right.  I'm ask -- but I just want to be
9 clear.  I'm asking have you identified anywhere

10 in a formulary where Eylea was placed ahead of
11 Aventus -- ahead of Avastin when it came to
12 prescribing decisions for VEGF inhibitors?
13     A.   Did you mean Avastin or Lucentis?
14     Q.   Avastin.
15     A.   I am not.
16     Q.   Okay.  Thank you.  All right.
17          Let's go ahead and -- it's probably
18 going to take me a second to -- well, not me, but
19 Mr. Marx to find this.
20          I would like to take a -- get ready to
21 mark as Manning Exhibit 5 Merck v. Teva 395 F3rd
22 1364 Fed Circuit 2005.  And while Mr. Marx is
23 retrieving that, Dr. Manning, I'd like you to
24 take a look at your expert declaration Pages 4 to
25 5, Paragraph 12, which has the header Framework
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1 Commercial Success.
2          Let me know when you're there.
3          (Manning Exhibit No. 5, complaint in
4 Merck v. Teva 395 F3rd 1364 Fed Circuit 2005, was
5 introduced.)
6          THE WITNESS:  Okay.  I do have the Merck
7 v. Teva document, or Exhibit 5, and you wanted me
8 to go to Paragraph 12 of my declaration?
9          MS. MAZZOCHI:  Yep.  It's on Pages 4 to

10 5 under the heading Framework for Commercial
11 Success.
12          THE WITNESS:  Mm-hmm.
13          MS. MAZZOCHI:  Exhibit 2052, Pages 10 to
14 11.  Are you there?
15          THE WITNESS:  Yes.
16          Did you say Pages 10 to 11?
17          MS. MAZZOCHI:  No.  Your -- well, your
18 report Pages 4 to 5, Exhibit Pages 10 of 289 to
19 11 of 289.  Your report numbers don't correspond
20 to the exhibit numbers because of table of
21 contents.
22          THE WITNESS:  Right.  Okay.
23 BY MS. MAZZOCHI:
24     Q.   All right.  So in the context of your
25 Framework for Commercial Success, you identified
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1 the Merck v. Teva decision that's before you as
2 Manning Exhibit 5.  Do you have that?
3     A.   Yes.
4     Q.   All right.  Now, one of the things that
5 Merck -- are you familiar at all with the Merck
6 v. Teva case?
7     A.   I mean, I -- when we cited it, I -- I
8 looked at it, yes.
9     Q.   And did you have an understanding that

10 in that case there was an earlier patent that
11 covered a -- the administration of the molecule
12 and then a later patent that was an
13 extended-dosing patent for once-weekly dosing?
14     A.   I recognized that that was an issue.
15 I -- we -- I cited this primarily to -- as a
16 citation for the idea that commercial success is
17 a -- a secondary indicia of obviousness in -- in
18 the sense that had something been obvious, it
19 would have been introduced earlier or --
20     Q.   Well, in the Merck versus Teva case, the
21 Federal Circuit ultimately concluded that the
22 evidence of commercial success is weak, right?
23     A.   That -- I believe that -- that's right,
24 but I did not evaluate this particular matter or
25 its conclusions.
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1     Q.   Right.  Well, one of the reasons
2 why the Federal Circuit thought the evidence of
3 commercial success was weak is because it was
4 both a prior blocking patent as well as a period
5 of reg -- regulatory exclusivity covering the
6 product, right?
7     A.   I don't recall that.
8     Q.   Oh, you don't.
9          Well, you are aware that the Federal

10 Circuit has said that evidence of commercial
11 success weakened when there's a prior blocking
12 patent or a blocking regulatory exclusivity
13 period, right?
14     A.   Those are legal considerations that I
15 haven't focused on.
16     Q.   Well, did you ascertain whether there
17 were any blocking patents in place before you
18 conducted your commercial success analysis for
19 the '833 [sic] patent?
20     A.   I didn't expand -- I didn't analyze any
21 other patents or any other legal issues --
22     Q.   Did you --
23     A.   -- outside  the context of this.
24     Q.   Okay.  But did you -- I mean, you're
25 a sophisticated expert who has testified on
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1 commercial success issues before, right?
2     A.   I have.
3     Q.   Okay.  And your -- you never even
4 thought to raise the question with Regeneron as
5 to whether there might be a blocking patent in
6 place for Eylea?
7     A.   Well, I -- that would have been a
8 legal -- I mean, whether there is a blocking
9 patent in place or not would have been a legal

10 determination, not an economic one.
11     Q.   Well, did you -- did you ask whether
12 there were any other patents out there that
13 covered the Eylea product besides the '833 [sic]
14 patent?
15     A.   I was aware that there are other
16 patents.  I didn't focus on them.
17     Q.   What's your understanding as to why a
18 blocking patent may be relevant to a commercial
19 success analysis?
20     A.   That sounds like a legal question
21 outside the scope of my analysis.
22     Q.   So you -- have you ever encountered the
23 concept that a blocking patent may be relevant to
24 commercial success inquiries because there might
25 be economic disincentives for others to invent
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1 the claimed technology at issue?
2     A.   I've not worked on a case where a
3 blocking patent was an issue.
4     Q.   So you've never offered any testimony in
5 the context of your many years that involved an
6 alleged blocking patent?
7     A.   That's correct.
8     Q.   All right.  Conceptually, though, you
9 don't deny that it's possible for a blocking

10 patent to exist and create disincentives to
11 develop a patent or product, right?
12     A.   Again, that's a legal question outside
13 the scope of my report.
14     Q.   Well, in theory, in an objective
15 competitive landscape, parties can freely pursue
16 research and development efforts with the
17 expectation that they will ultimately be able to
18 benefit from the commercialization of their
19 efforts, right?
20     A.   Say that again.  I'm sorry.
21     Q.   Sure.  In theory, in an objective
22 competitive landscape, parties can freely pursue
23 research and development efforts with the
24 expectation that they will ultimately be able to
25 benefit from the commercialization of their
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1 efforts, correct?
2     A.   I didn't hear anything there that I
3 would object to.
4     Q.   Okay.  People generally want to make
5 money off their scientific work, right?
6     A.   That's a common motivation.
7     Q.   All right.  And isn't that the whole
8 point of why commercial success may be relevant
9 to an analysis of the validity or invalidity of a

10 patent?
11     A.   Well, my understanding as I laid out is
12 that commercial success is relevant because the
13 law presumes that an idea would be succ -- would
14 successfully have been brought up to the market
15 sooner in response to market forces had the idea
16 been obvious to persons of skill in the art.
17     Q.   Right.  And if there are other patents
18 out there that prohibit your ability to act,
19 that's something that can destroy that
20 presumption, right?
21     A.   That's a legal question about whether
22 those patents would be valid or not, and I don't
23 have an opinion on that.
24     Q.   Are you -- well, we'll get to that in a
25 minute.

Page 215

1          You would agree with me that the
2 re -- that research and development can be a
3 time-consuming and costly process, right?
4     A.   Yes.
5     Q.   And particularly in the context of life
6 sciences and pharmaceuticals, right?
7     A.   Yes.
8     Q.   All right.  Now, do you know whether,
9 outside the scope of patent litigation or these

10 types of patent proceedings, Regeneron has ever
11 represented to the world that the '338 patent
12 covers Eylea?
13     A.   I do not.
14     Q.   All right.  Let's start taking a look at
15 some labels associated with Eylea.
16          I apologize.  Let me find them here.
17          All right.  Let's take a look at Exhibit
18 -- actually, tell you what.  Yeah.  Let's do
19 this.  Let's take a look at Exhibit 2186.
20          (Previously marked Exhibit No. 2186 was
21 introduced.)
22 BY MS. MAZZOCHI:
23     Q.   Do you have it?
24     A.   Yes.
25     Q.   All right.  And can you confirm that
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1 this is the Eylea labeling as it existed as of
2 September of 2012?
3     A.   Well, it is -- I mean, 9/12 -- 2012 is
4 the date on the recent -- recent major changes,
5 yes.
6     Q.   Okay.  Take a look at the last page
7 of Exhibit 2186, the September 2012 labeling,
8 Page 19.  Do you see there's a list there of
9 Regeneron U.S. patents?

10     A.   Yes.
11     Q.   The first one that's listed there is
12 U.S. Patent Number 7,306,799.  Do you have any
13 understanding as to what that patent covers?
14     A.   I have not looked at -- I have -- I've
15 not revol -- reviewed any of those patents, as
16 far as I recall.
17     Q.   Do you know whether any of -- whether
18 the '799 patent or do you have -- or do you know
19 whether the '799 patent would have been a
20 deterrent to someone bringing the '388 [sic]
21 patent dosing regimen to market?
22          MR. CAINE:  Objection; form.
23          THE WITNESS:  I'm sorry.  You broke up.
24 Did you mean '338 patent?  I thought I heard you
25 say '388?
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1 BY MS. MAZZOCHI:
2     Q.   I apologize.  Three-three -- let me
3 start the question over.
4          So just to be clear, you have not
5 evaluated whether U.S. Patent 7,306,799 has
6 served as a deterrent to someone trying to
7 bring to market an aflibercept drug dosed on an
8 eight-week treatment schedule as contemplated by
9 the '338 patent?

10     A.   No.
11     Q.   Okay.  And would your answer be the same
12 for U.S. Patent 7,531,173?
13     A.   Yes.
14     Q.   Would your answer be the same for U.S.
15 Patent 7,608,261?
16     A.   Yes.
17     Q.   Would your answer be the same for U.S.
18 Patent Number 7,070,959?
19     A.   Yes.
20     Q.   Would your answer be the same for U.S.
21 Patent 7,374,757?
22     A.   Yes.
23     Q.   Would your answer be the same for
24 7,374,758?
25     A.   Yes.
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1     Q.   All right.  Let's take a look at the
2 current Eylea drug label -- actually, let's wait
3 to do that.  Let's take a look at Exhibit 2189,
4 the March 2021 drug label.
5          (Previously Marked Exhibit No. 2189 was
6 introduced.)
7 BY MS. MAZZOCHI.
8     Q.   Now, this March 2021 revision was
9 certainly done after the '338 patent issued,

10 right?
11     A.   You know, I'm not seeing -- revised 3 of
12 '21?  Let me confirm.
13     Q.   Yeah.  You see the face of Exhibit 2189
14 it says revised 03/2021?
15     A.   Yes, I see that.  I just want to remind
16 myself the issu -- the date of issuance of the
17 '338 patent.
18          I know we talked about this before,
19 But --
20     Q.   At Paragraph 17 of your expert report,
21 you confirmed that the '338 patent issued
22 February 9th, 2016.
23     A.   Yes.
24     Q.   All right.  Do you know why Regeneron
25 did not list the '338 patent as covering Eylea in
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1 its labeling?
2     A.   I do not.
3     Q.   All right.  Let me mark as Manning
4 Exhibit Number 6 the most current Eylea labeling,
5 and as Manning Exhibit 7, a document that
6 corresponds to a hyperlink in the Eylea labeling.
7          (Manning Exhibit No. 6, the current
8 Eylea labeling, was introduced.)
9          (Manning Exhibit No. 7, hyperlink in the

10 Eylea labeling, was introduced.)
11 BY MS. MAZZOCHI:
12     Q.   All right.  Let's start with this:
13 Do you have Manning Exhibit 6, which is the
14 aflibercept Eylea labeling that's got on the
15 front page a revised date of 06/2021?
16     A.   I do.
17     Q.   All right.  If you can turn to the last
18 page of that exhibit, you see there's a reference
19 to, on the right-hand side at the very end under
20 the heading Regeneron, that says for patent
21 information https://www.regeneron.com/downloads/
22 us-patent-products.pdf.
23     A.   I see that.
24     Q.   All right.  I'm going to represent to
25 you if you click on that hyperlink in the
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1 Regeneron labeling you get the document that
2 is Manning Exhibit 7.  Do you accept that
3 representation?
4     A.   For the purposes of argument, sure.
5     Q.   All right.  And you see that this
6 document I've marked as Manning Exhibit 7 is
7 listed as having been updated January 2022?
8     A.   I do.
9     Q.   All right.  And that January 2022 date

10 is certainly after the February 2016 issue date
11 of the '338 patent, right?
12     A.   It is.
13     Q.   All right.  And this Regeneron document,
14 Manning Exhibit 7, says, "In accordance with
15 Section 287(a) of Title 35 of the United States
16 Code, below is a list of certain Regeneron
17 products and corresponding representative U.S.
18 patents associated with the relevant product."
19          Do you see that?
20     A.   I do.
21     Q.   And then do you see also written there
22 Eylea aflibercept injection for intravitreal
23 injection?
24     A.   I do, but you didn't read the following
25 sentence that says, "This list represents a
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1 subset of Regeneron's product patent rights,"
2 and so I just want to make sure that --
3     Q.   I'm -- I'm going to get to that.
4     A.   Okay.
5     Q.   Can you confirm that the five patents
6 that are listed here, none of them is the '338
7 patent?
8     A.   That is correct.
9     Q.   Well, if the '338 patent has this

10 incredible nexus to Eylea and its method of
11 dosing, such that it forms the basis of your
12 commercial success opinion, do you have an
13 understanding as to why it wasn't important
14 enough for Regeneron to list in conjunction
15 with Eylea and its labeling?
16          MR. CAINE:  Objection; form.  Outside
17 the scope.
18          THE WITNESS:  I have no opinion about
19 the legal status or process by which those
20 patents are included or other -- or -- or not.
21 BY MS. MAZZOCHI:
22     Q.   Okay.  And, likewise, when it comes to
23 the five patents listed here, U.S. Patent
24 7,070,959, U.S. Patent 8,092,803, U.S. Patent
25 10,464,992, U.S. Patent 11,066,458 and U.S.
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1 Patent 11,084,865, you have not done any analysis
2 to ascertain whether those patents would or would
3 not disincentivize someone from bringing the '338
4 patented dosing regimen to market?
5     A.   I have not.  That would have been
6 outside the scope of my assignment.
7          MS. MAZZOCHI:  Okay.  I'm going to ask
8 Mr. Marx to look for Mylan Exhibit 1024 in this
9 patent term -- I'm sorry, in this patent

10 challenge.  I'll also give you that --
11          MR. MARX:  Sorry.  You broke up when you
12 were speaking.
13          MS. MAZZOCHI:  Sorry.  Exhibit 1024.
14          (Previously marked Exhibit No. 1024 was
15 introduced.)
16          MR. MARX:  What exhibit -- what is
17 Exhibit 1024?
18          MS. MAZZOCHI:  PTE, Patent Term
19 Extension.
20          I suspect, Dr. Manning, that any
21 questions on this will be --
22          THE WITNESS:  I didn't hear that, I'm
23 sorry.
24 BY MS. MAZZOCHI:
25     Q.   Oh, I said I suspect the questions on
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1 this will be quick --
2     A.   Okay.
3     Q.   -- but the document is large.
4          MS. MAZZOCHI:  Are you able to locate
5 it, Mr. Marx?
6          MR. CAINE:  Yeah.  The witness has it.
7 We've got it.
8          MS. MAZZOCHI:  All right.  Thank you.
9 BY MS. MAZZOCHI:

10     Q.   All right.  Dr. Manning, do you have any
11 understanding as to what a patent term extension
12 is with regard to patents?
13     A.   There are a variety of regulatory or
14 otherwise extensions that are available.  I
15 -- what do you mean specifically?
16     Q.   Right.  No, that's -- that's fair.
17          If you can take a look at Exhibit 1024,
18 can you confirm this is titled "Application for
19 Extension of Patent Terms Under 35 USC Section
20 156?
21     A.   That's what it says.
22     Q.   All right.  And then the first
23 paragraph, Regeneron tells the Patent
24 and Trademark Office, "Applicant Regeneron
25 Pharmaceuticals, Inc., hereby submits this
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1 application for extension of the term of the
2 United States letters Patent Number 7,374,758,
3 the '758 patent, under 35 USC Section 156 and
4 37 CFR Section 1.740."  Do you see that?
5     A.   I do.
6     Q.   All right.  And again, you have not made
7 any assessment as to what U.S. Patent Number
8 7,374,758 covers?
9     A.   That would have been outside the scope

10 of my work, and I did not.
11     Q.   All right.  And you did not make any
12 assessment as to whether this 7,374,758 patent
13 might have any nexus to the Eylea product?
14     A.   Again, that was outside the scope of my
15 assignment, and I did not.
16     Q.   If you can take a look, though, at
17 Exhibit 1024, Page 4, Regeneron's statement
18 number -- in Paragraph Number 9 made to the PTO.
19 Let me know when you're there.
20     A.   I'm there.
21     Q.   All right.  If you look at Subpart A, it
22 says, "At least the following claim of the '758
23 patent claim a method of using the approved
24 product, Claims 1 and 2."  Do you see that?
25     A.   I do.
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1     Q.   All right.  And you don't have -- you
2 don't dispute that Claims 1 and 2 of the '758
3 patent cover the Eylea product, right?
4     A.   I have not evaluated this at all, so I
5 have no information.
6     Q.   Right.  But you don't dispute
7 Regeneron's representation to the PTO that Claims
8 1 and 2 of the '758 patent claim the approved
9 product Eylea?

10     A.   Again --
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  Again, that's a legal
13 question I have no opinion about.
14 BY MS. MAZZOCHI:
15     Q.   Well, no, this is a factual
16 representation that Regeneron has made to the
17 PTO.  So you don't dispute the accuracy of their
18 factual representation, do you?
19     A.   I don't dispute the fact that the words
20 that you read to me are on the paper that you
21 provided to me, but I do not -- have not
22 evaluated and -- have not evaluated the -- the
23 legal implications or -- or process involved in
24 this particular type of application for an
25 extension.
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1          So I really -- it's outside the scope of
2 my report.  I really can't offer you any opinion
3 about it.
4     Q.   Well, in the context of your -- well,
5 tell -- tell you what, maybe we can get at it
6 this way.  Take a look at Page 5.  Near the
7 bottom of the page there's a header Number 2
8 that's titled Explanation Regarding Claims 1 and
9 2 Relative to aflibercept.  Do you see that?

10     A.   I see that.
11     Q.   It says, "As explained below a method
12 for using aflibercept, the active ingredient of
13 the approved product is covered by Claims 1 and
14 2."
15          Do you see that?
16     A.   I do.
17     Q.   All right.  And you would agree that
18 100 percent of the sales of Eylea that you have
19 considered in your report use aflibercept as the
20 active ingredient of the approved Eylea product,
21 right?
22     A.   My understanding is that aflibercept is
23 the active -- active ingredient of Eylea, and I
24 have assessed the sales of Eylea.  So, by
25 extension, yes.
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1     Q.   All right.  And, likewise, the
2 Eylea labeling that corresponds to all of
3 the FDA-approved indications have involved
4 aflibercept's use as a VEGF inhibitor in humans,
5 right?
6     A.   My understanding, again, is that the
7 labels all refer to Eylea, which I understand
8 includes aflibercept as the active ingredient.
9 How that relates to this patent or any others

10 we've talked about, I have no idea, because I've
11 not -- that's beyond the scope of my work.
12     Q.   All right.  And that's fine.  So let's
13 confirm that there's some other things that you
14 did not assess when it comes to this '758 patent
15 that is the subject of the patents in Exhibit
16 1024.
17          You did not assess whether the '758
18 patent could have been successfully challenged by
19 another market entrant, did you?
20     A.   I did not.
21     Q.   You did not assess the costliness of
22 the project or the risk of research failure if
23 someone tried to bring this dosing product to
24 market -- I'm sorry -- tried to bring the '338
25 patent dosing regimen to market without a
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1 license, did you?
2     A.   I did not.  That was outside the scope
3 of my work.
4     Q.   All right.  And you did not assess the
5 nature of improvements that could arise from any
6 research project into aflibercept, including
7 whether any improvements could be entirely
8 covered by the '758 patent?
9     A.   I did not.

10     Q.   You did not assess the size of market
11 opportunity that could be anticipated by any
12 improvements to aflibercept or methods of using
13 it, right?
14     A.   Once again, that would be outside the
15 scope of my work, and I did not.
16     Q.   You did not assess the risk of losing an
17 invention race to a block -- to a blocking patent
18 owner or a licensee, right?
19     A.   I did not.
20     Q.   You did not assess the risk that a
21 blocking patent owner, making its own economic
22 calculations perhaps in light of its own other
23 products or research activities, would altogether
24 refuse to grant a license to any improvements or
25 would demand so large a share of profits that the
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1 whole project is not worthwhile for the potential
2 party who wanted to use aflibercept, right?
3     A.   That would have been outside the scope
4 of my work, and I did not.
5          MS. MAZZOCHI:  We've been going for
6 about an hour.  Let's take a quick break.
7          MR. CAINE:  Okay.
8          THE VIDEOGRAPHER:  All right.  Please
9 stand by.  The time is 4:18 p.m.  We're going off

10 the record.
11          (Recess taken.)
12          THE VIDEOGRAPHER:  The time is 4:30 p.m.
13 We're back on the record.  This is the beginning
14 of Media Unit Number 5.
15          Please proceed, Counsel.
16 BY MS. MAZZOCHI:
17     Q.   Dr. Manning, are you familiar with the
18 Biologic Price Competition and Innovation Act of
19 2009?
20     A.   Generally, yes.
21     Q.   All right.  And are you aware that under
22 the -- this act, abbreviated BPCIA, that new
23 biologic molecules include marketing exclusivity
24 for up to 12 years?
25     A.   I understand that that is one  of the
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1 provisions, yes.
2     Q.   And that also means no biosimilar can
3 be approved until the 12th anniversary of the
4 underlying FDA approval, correct?
5     A.   That's my general understanding,
6 although, you know, if you get me very far below
7 that, I'm going to lose track of the details.
8     Q.   Well, let's try to keep it within
9 economics.  We can agree that the 12-year

10 exclusivity given to Eylea limits potential
11 competition in the market for Eylea.  Is that
12 fair?
13     A.   It limits biosimilar competition, but,
14 you know, it doesn't limit other brand or other,
15 you know, competition that comes from products
16 that are not the same -- not -- not biosimilars.
17     Q.   Right.  And it will also limit
18 competition from any other uses of aflibercept
19 for a period of 12 years, right?
20     A.   Without the permission of the owner,
21 my -- that's my understanding, yes.
22     Q.   Okay.  Now, physicians prescribe Eylea
23 because they perceive that there's therapeutic
24 benefits to aflibercept, right?
25     A.   Well, as I said before, physicians
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1 and patients jointly, in my understanding and
2 experience, reach decisions to prescribe products
3 for a variety of reasons, but the pa -- the
4 product that most appropriately fits the
5 patient's need is hopefully identified and
6 prescribed more often than not.
7     Q.   You would agree that the efficacy,
8 safety and tolerability of a drug are the primary
9 drivers of Eylea's performance in the market,

10 right?
11     A.   Not necessarily.  I -- I think that, as
12 I've said before, the eight-week dosing is very
13 important.  And, as I've said, the eight-week
14 dosing is the most common dosing.  So
15 particularly for people who would have difficulty
16 with more-frequent dosing, that could play a very
17 important role.
18     Q.   Well, and the question of efficacy, if
19 the product didn't work at all, it's unlikely
20 that anyone would prescribe it, right?
21     A.   It's unlikely that products that don't
22 work get used, that's true.
23     Q.   Right.  And it wouldn't matter what
24 the dosing regimen was if the product was not
25 efficacious and safe, correct?
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1     A.   That's a -- a bit of a far-fetched
2 hypothesis.  It's is a little bit hard to get my
3 mind around it.  I don't know that such product
4 would be approved by the FDA, so it -- it
5 probably wouldn't come to market.
6     Q.   Okay.  All right.  Let's take a look at
7 your declaration, Paragraph 35, which I believe
8 starts on Page 31 in Exhibit 2052, Page 37?
9     A.   Okay.

10     Q.   All right.  Now in Paragraph 35, you
11 generally discuss Eylea's indications, correct?
12     A.   Yes.
13     Q.   And at Page 33 in this paragraph, you
14 say, "I understand that Eylea administration can
15 assist patients to regain some of the vision
16 losses from angiogenic eye disorders," correct?
17     A.   That is what it says, yes.
18     Q.   All right.  What do you mean there by
19 "administration"?
20     A.   Use.
21     Q.   Any kind of use?
22     A.   Well, I didn't -- I mean, it's not -- I
23 didn't think long and hard about what that -- why
24 to say that word other than something else, but
25 what I mean, generally, is that patients who have
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1 various of these angiogenic eye disorders that
2 are administered the drug in an appropriate
3 way --
4     Q.   Right.
5     A.   -- can gain vision, can restore some of
6 the vision loss that they might have experienced
7 prior to that.
8     Q.   Right.  And it's aflibercept, the active
9 ingredient in Eylea, that is responsible for the

10 improvement in vision from angiogenic eye
11 disorder, right?
12     A.   I'm not going to say -- technically,
13 I -- I -- there might be technical distinctions
14 that someone might cite to, but I -- my
15 understanding is that, you know, the label
16 identifies aflibercept as the active ingredient
17 for Eylea.  So Eylea, the product, is what leads
18 to that.
19     Q.   Right.  Because aflib -- if
20 aflibercept wasn't efficacious, physicians
21 wouldn't administer it and the FDA wouldn't
22 approve it, right?
23     A.   The FDA wouldn't approve it if it
24 weren't judged to be effective, and if it were
25 not effective I don't think physicians would
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1 prescribe it.  But that ignores that there's more
2 to the question of patient gain or -- or welfare
3 than just the restoration of eyesight.
4     Q.   Well, if a doctor could inject saline
5 into a patient's eye according to the dosing
6 schedule set forth in the '338 patent, but that's
7 not going to improve a patient's vision, right?
8     A.   It would seem unlikely, but I'm not a
9 physician.

10     Q.   All right.
11          Now, when it comes -- let's take -- I'm
12 going to ask Mr. Marx to hand you a document that
13 was marked as Ex -- that was -- it was Exhibit
14 2019, and this is, I believe, the May 2016 Eylea
15 label.
16          (Previously marked Exhibit No. 2019 was
17 introduced.)
18 BY MS. MAZZOCHI:
19     Q.   Let me know when you have that.
20          MR. MARX:  What was the number, Deanne?
21          MS. MAZZOCHI:  2019, the Eylea 2016
22 label.
23          THE WITNESS:  I have it.
24 BY MS. MAZZOCHI:
25     Q.   All right.  Can you just confirm
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1 you've been handed a copy of the Eylea label for
2 intravitreal injection, revised 5/2016?
3     A.   That does appear -- that does appear to
4 be what I have, yes.
5     Q.   All right.  And now, once again, let's
6 turn to the last page of the exhibit that lists
7 the Regeneron U.S. patents.  Let me know when
8 you're on that page.
9     A.   I'm there.

10     Q.   All right.  Now, this is the labeling
11 revision that occurred after the '388 [sic]
12 patent issued.  Can you confirm the '388 [sic]
13 patent is not listed in the Regeneron U.S. patent
14 list for Eylea for intravitreal injection?
15     A.   I'm sorry, I believe you mean the '338
16 patent.
17     Q.   Sorry.  '338 patent.  Right.
18     A.   I do not see a patent on this list that
19 ends with the letter -- numbers '338.
20     Q.   Okay.  And, again, when it comes to all
21 of the other patents that are listed here, U.S.
22 Patent 7,030,959, U.S. Patent 7,303,746, U.S.
23 Patent 7,303,747; 7,306,799; 7,374,757;
24 7,374,758; 7,531,173; 7,608,261; 7,972,598;
25 8,029,7591 [sic]; 8,092,803; 8,343,737;
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1 8,647,842, you haven't analyzed what, if
2 anything, those patents contribute to the
3 Eylea product, right?
4     A.   I have not evaluated or looked at any of
5 those patents.  That's correct.  That was outside
6 the scope of my work.
7     Q.   Were you told not to look at those?
8     A.   No.
9     Q.   Okay.  You knew that -- so you knew they

10 existed.  Weren't you curious as to what these
11 patents covered?
12     A.   I considered that to be outside the
13 scope of my work; legal questions that were not
14 relevant to me.
15     Q.   Well, why didn't you want to investigate
16 any of these patents, at least to give them a
17 cursory view and understand what they were all
18 about?
19     A.   Because I understood my assignment to be
20 limited to the '338 patent.
21     Q.   And did you ask Regeneron why they did
22 not include the '338 patent in their May 2016
23 labeling as covering Eylea?
24     A.   I did not.
25     Q.   And to be clear, you don't know what
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1 attributes any of the patents listed here in
2 Regeneron Exhibit 2019 provide to Eylea?
3     A.   That's correct.
4     Q.   And you don't know why any of these
5 patents were listed for Eylea?
6     A.   That's correct.
7     Q.   And to the extent any of these patents
8 cover the active ingredients of Eylea, you didn't
9 assess the commercial value of that in connection

10 with this proceeding?
11     A.   That's correct.  That was outside the
12 scope of my assignment.
13     Q.   All right.  And to the extent Claim 1 of
14 the '799 patent covers the use of Eylea to treat
15 or ameliorate any eye disorder, you have not
16 attempted to apportion the commercial value of
17 that versus any commercial value associated with
18 the '338 patent?
19     A.   That's correct.  That was outside the
20 scope of my assignment.
21     Q.   All right.  Do you know whether there
22 are uses for Ey -- Eylea that led to the sales
23 you referred to in your declaration that would
24 not -- or that would fall outside any claims
25 listed here on the last page of Exhibit 2019?
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1     A.   I'm not aware of any.
2          MR. CAINE:  Objection; form.
3          THE WITNESS:  I'm sorry.
4 BY MS. MAZZOCHI:
5     Q.   And just -- all right.  And just to be
6 clear, your commercial success expert declaration
7 on behalf of Regeneron, the patent owner, does
8 not account for these other patents covering
9 Eylea in connection with your efforts to

10 establish commercial success.
11          MR. CAINE:  Objection; form.
12          THE WITNESS:  That's correct.
13 BY MS. MAZZOCHI:
14     Q.   All right.  You did not investigate
15 whether the active ingredient in Eylea versus a
16 dosing regimen in the '338 patent proved
17 commercial success of Eylea, true?
18          MR. CAINE:  Objection; form.
19          THE WITNESS:  Again, I -- as I've said
20 several times, I did not apportion the commercial
21 success to any particular -- to an -- to the
22 array of products.  My assignment was to do
23 commercial success with respect to the '338
24 patent.
25 BY MS. MAZZOCHI:
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1     Q.   And you did not assess whether prior
2 patents covering ex -- that Regeneron has
3 covering extended dosing intervals, such as the
4 '799 patent listed here in 20 -- Exhibit 2019 in
5 the Eylea label, did or did not drive any
6 commercial success of Eylea?
7     A.   I did not evaluate that patent.
8     Q.   And, again, to be clear, you've never
9 asked anyone what any -- what aspect of Eylea

10 -- any of these patents in Regeneron Exhibit 2019
11 cover?
12     A.   That's correct.
13     Q.   You made no effort to determine what
14 value, if any, these patents listed in Exhibit
15 2019, either individually or collectively, have
16 to sales or prescriptions of Eylea?
17     A.   I assessed the commercial success
18 relative to the '338 patent.  I did not assess
19 the other patents.
20     Q.   You don't know whether any of these
21 patents listed here in Regeneron Exhibit 2019,
22 Page 26, are more or less important to driving
23 sales and prescriptions of Eylea compared to the
24 '338 patent, correct?
25     A.   I did not assess any of those patents or
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1 their effects.
2     Q.   And you don't -- sorry.  And you don't
3 know whether Regeneron has ever argued that any
4 of these other patents could drive the
5 marketplace performance of Eylea, right?
6     A.   I do not.
7     Q.   Wouldn't it be important to an economic
8 analysis to determine if any other patented
9 features drove demand of Eylea?

10     A.   Not within the context of this
11 assignment.  This assignment was to assess the
12 '338 patent and the commercial success of the
13 product.
14     Q.   All right.  To the exclusion, though, of
15 any other patent or patent attributes that
16 Regeneron had out there?
17     A.   My understanding of the assignment was
18 to focus on patent 330 -- '338.
19     Q.   Let's take a look at your Attachment
20 D-3.  You could set that one aside.  Take a look
21 at Attachment D-3 to your expert report.
22     A.   Mm-hmm.
23     Q.   You've got a schedule of marketing
24 expenses and labor salaries for employees related
25 to Eylea, correct?
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1     A.   I'm sorry.  I'm not there yet.  D, as in
2 David, 3?
3     Q.   D as in David 3, Exhibit 2052, Page 175.
4 Let me know when you're there.
5     A.   Yes.
6     Q.   So in Attachment D-3 you have this
7 schedule of marketing expenditures and labor
8 salaries for employees related to Eylea, correct?
9     A.   Yes.

10     Q.   And you've indicated that you've got
11 marketing expenses classified as external
12 expenses and people expenses, right?
13     A.   That's my understanding, yes.
14     Q.   And you obtained your understanding in
15 the categories of expenses from a Regeneron
16 employee and you can't remember what their name
17 is, right?
18     A.   That's correct.
19     Q.   All right.  What types of costs are
20 included in the external expenses?
21     A.   My understanding was that it would be,
22 you know, a variety of marketing expenses, such
23 as, I don't know, the creation of materials that
24 would be distributed to physicians, any number of
25 marketing programs that might be put on by the
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1 company, things like that; things that were not
2 -- in other words, that were not people expenses.
3     Q.   Well, do you know the breakout of the
4 various cost categories in the marketing expense
5 line items?
6     A.   I do not.  The thing that was of primary
7 interest to me was the share that all of those
8 expenses represented of -- the share that those
9 represented of net sales.

10     Q.   Well, you would agree there's a little
11 bit of a different flavor when it comes to
12 marketing expenses between, for example, leaving
13 behind -- making copies of a scientific article
14 to leave behind versus -- taking a doctor --
15 paying for a doctor's travel expenses to a
16 conference in a luxury hotel, right?
17     A.   I don't know that -- that's a very
18 general question.  I don't know that I could
19 answer that.
20     Q.   Well, would you consider them to be
21 equivalent in terms of marketing expenses that
22 are merely -- that are driving information about
23 the product?
24          MR. CAINE:  Objection; form.
25          THE WITNESS:  There are many different
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1 forms of marketing that all contribute to the
2 information that a physician has, and without
3 looking in great detail at what those expenditure
4 are -- expenditures are, what those efforts are,
5 it's impossible to say whether one is more or
6 less effective than the other.
7 BY MS. MAZZOCHI:
8     Q.   And you can't say one way or the other
9 how much money was spent in connection with

10 materials that specifically mentioned an
11 eight-week dosing regimen, right?
12     A.   That's correct.
13     Q.   All right.  Now, in total Regeneron, I
14 believe you indicated, has spent close to 
15  to market and promote Eylea, correct?
16     A.   That is the total of external and people
17 expenses, .
18     Q.   And we can agree that's a lot of money,
19 right?
20          MR. CAINE:  Objection; form.
21          THE WITNESS:  Actually as a share of the
22 net sales of 33 billion, in context, that's not a
23 lot of money.
24 BY MS. MAZZOCHI:
25     Q.   Do you know what percentage of drugs
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1 have had  of marketing spent to
2 support them?
3     A.   I have not analyzed that, but I do know
4 that spending less than  of net sales on
5 marketing is a relatively low number.
6     Q.   Well, do most drugs have a 
7 marketing spend?
8     A.   You know, I haven't evaluated most drugs
9 to give you the precise answer to that, but as

10 I've said, the percentage is not high, in my
11 opinion.
12     Q.   Well, but you did not compare the
13 marketing and promotional efforts of Regeneron on
14 Eylea as compared to the efforts of Genentech on
15 Lucentis or even Avastin, correct?
16     A.   I did not have access to the information
17 about Genentech or Avastin.
18     Q.   Right.  And I think as we talked about
19 earlier, Genentech did not likely incur any
20 marketing expenses for Avastin related to the
21 treatment of angiogenic eye disorders, right?
22     A.   I wouldn't be surprised if it did not.
23     Q.   And you don't know what Eylea's
24 marketing spend is relative to its competitors in
25 this market.  True?
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1     A.   As I just said, I did not have access to
2 market spending for any of the other VEG --
3 anti-VEGF products.
4     Q.   Would you agree that there could be a
5 point of diminishing returns on marketing?
6     A.   As a general concept, absolutely.
7     Q.   All right.  There's only so many
8 physicians that a company can promote a product
9 to, right?

10     A.   Well, that's true.  But I would also
11 remind you that, as we've talked about earlier,
12 that it is not just -- marketing is not just a
13 one-and-done phenomenon.  You have -- there are
14 important reasons why a company might maintain
15 contact with a physician to help him or her
16 understand new information, to help him or her to
17 respond to questions that he or she might have.
18 There is -- it's not just handing someone a piece
19 of paper and marketing is over.
20     Q.   Well, Eylea is promoted to a relatively
21 limited number of retinal doctors, right?
22     A.   We discussed that.  About 3,000 is my
23 understanding.
24     Q.   Right.  And you wouldn't expect a
25 product that has nearly  of annual sales
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1 to have a similar marketing-to-sales ratio as a
2 product that has a hundred million in sales,
3 right?
4     A.   A lot depends on what the product is,
5 where it is in its lifecycle and what its
6 competitive environment is.
7     Q.   Well, in that type of scenario, if both
8 products had a  marketing-to-sales
9 ratio, the  product would have

10 marketing expenses of  annually,
11 right?
12     A.   I haven't done that arithmetic, but,
13 you know,  of  sounds like
14 .
15     Q.   Right.  And a hundred million dollar
16 product with 20 percent of marketing only amounts
17 to 20 million in marketing expenses, correct?
18     A.   Again, late in the day my arithmetic
19 skills might be challenged, but I wouldn't
20 dispute that.
21     Q.   Well, in some marketing expenses that
22 a -- that a drug company is going to incur,
23 they're not going to be tied to the product sales
24 of the product, right?  I mean, if you want to
25 put something in a publication, it's going to
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1 cost the same amount no matter what -- how many
2 sales you're making, right?
3     A.   There are certain fixed costs associated
4 with marketing, if that's what you mean, that
5 wouldn't be dependent upon the specific product,
6 sure.
7     Q.   But at some point as the sales increase,
8 you would expect the marketing-to-sales ratio to
9 decline, right?

10     A.   You know, that really depends on the
11 nature of the product and the environment that
12 it's in.
13     Q.   Well, again, there's a limit to how much
14 you can spend on marketing and still have it be
15 beneficial, right?
16     A.   I'm sure there is a limit in principle,
17 but I -- you know, I can imagine a world in which
18 that limit is quite far from current -- well,
19 that it lasts a long time.
20     Q.   Well, that's possible, but that's not
21 probable, right?
22          MR. CAINE:  Objection; form.
23          THE WITNESS:  I think that's too general
24 a question for me to really understand how to
25 answer.  I mean, sure, anything is possible.
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1 BY MS. MAZZOCHI:
2     Q.   All right.  Let -- let's try to go -- go
3 at it this way.  Turn to page -- Paragraph 107 to
4 111 in your declaration, and I believe that
5 paragraph starts on Page 123 of your report,
6 corresponds [audio dropped] Page 129 of 289.
7          THE REPORTER:  Can you repeat that last
8 part?  I didn't hear you.
9          MS. MAZZOCHI:  That's Page 129 of 289.

10          Let me know when you're there.
11          THE WITNESS:  If I understood correctly,
12 you're looking at Page 129 of 289?
13          MS. MAZZOCHI:  Yep.  Starting at
14 Paragraph 107.
15          THE WITNESS:  Okay.
16 BY MS. MAZZOCHI:
17     Q.   All right.  Now, this is where you're
18 comparing the Eylea marketing to -- marketing
19 sales ratios to a study by Gagnon and Lexchin,
20 right?
21     A.   Yes.
22     Q.   All right.  Now, the study is comparing
23 total marketing expenditures to sales based on
24 data from IMS and CAM in the U.S. in 2004,
25 correct?
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1     A.   I'm sorry.  Let me just check that to
2 make sure.
3          I don't -- I'm sorry.  I'm not seeing
4 the reference to IMS in the declaration.  It
5 could be in the pro -- in the report itself and
6 I'm just not remembering it there.
7     Q.   Okay.  Let's look at Exhibit 2196, which
8 is the Gagnon and Lexchin article.  And for the
9 record, it's titled the Cost of Pushing Pills:  A

10 New Estimate of Pharmaceutical Promotion
11 Expenditures in the United States.
12     A.   Okay.  I have it.
13          (Previously marked Exhibit No. 2196 was
14 introduced electronically.)
15 BY MS. MAZZOCHI:
16     Q.   And if you -- can you confirm that this
17 Gagnon and Lexchin study in this Exhibit 2196
18 that you rely on in your declaration for
19 marketing expenses, that their study compares
20 total marketing expenditures to sales based on
21 data from IMS and CAM in the United States in
22 2004, correct?
23     A.   It does say that IMS data for 2004 were
24 obtained from its website for the amount spent on
25 business by sales representatives detailing
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1 samples, direct-to-consumer advertising and
2 journal advertising.
3     Q.   And the tot -- right.  So the total
4 promotional spend is for all products tracked,
5 right?
6     A.   Well, I -- I don't see that specific
7 statement, but that would make sense.  What are
8 -- where are you seeing that?
9     Q.   Well, you would agree that when they

10 were talking about promotional spend, it included
11 multiple classes of pharmaceuticals, right?  They
12 weren't just focused on the [audio dropped]
13 industry, for example.
14          MR. CAINE:  Objection; form.  I
15 -- something before industry cut out, at
16 least for me.  I don't know if you heard it,
17 Dr. Manning.
18          THE WITNESS:  It would be good to
19 repeat, if you could.
20 BY MS. MAZZOCHI:
21     Q.   To the extent that Gagnon and Lexchin
22 were making assessments of marketing
23 expenditures, their assessment included multiple
24 different classes of pharmaceuticals, right?
25     A.   I believe that's correct, yes.  They
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1 were not focused on one specific therapeutic
2 area.
3     Q.   And now the title is the Cost of Pushing
4 Pills.  Do you know whether their analysis was
5 limited to oral dose medications or did it also
6 include injectables?
7     A.   I don't know.  I expect that it included
8 everything, but I would have to read it again
9 more carefully.

10     Q.   Well, marketing spend within one product
11 class can be very different compared to another
12 product class, right?
13     A.   Yes.
14     Q.   All right.  And you didn't account for
15 any differences in the products in the study
16 relative to -- in this Gagnon and Lexchin
17 relative to Eylea, right?
18     A.   They don't provide category-specific
19 estimates.
20     Q.   All right.  But because Eylea
21 has a high level of sales, for a 
22 marketing-to-sales ratio, that means the
23 marketing spend for Eylea would have to be
24 near -- nearly  annually, right?
25     A.    of -- in the last year, it
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1 would have been -- you know,  of
2 whatever their net sales were, would have been
3  of that number, yes.  And I don't
4 remember whether  is correct or not.
5 I'd have to go back to it again.
6     Q.   Well, it's around , --
7     A.   Okay.
8     Q.   -- so that would be  annually,
9 right?

10     A.   Yes.
11     Q.   Again, can -- are you aware of any drugs
12 that had a [audio dropped] in marketing
13 expenses?
14          THE REPORTER:  Can you repeat that,
15 please?
16 BY MS. MAZZOCHI:
17     Q.   Are you aware of any drugs that have 
18  of annual marketing expenses?
19     A.   I have not evaluated marketing expenses
20 for the highest selling drugs in isolation, so
21 I've not seen that.
22     Q.   Did you investigate the average
23 marketing spend or the median marketing spend for
24 a product in the Gagnon study?
25     A.   Let me look at this.
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1          It looks like they are using the -- the
2 average number, but --
3     Q.   Would it surprise you if the marketing
4 spend for Eylea on an annual basis is higher than
5 the average or median marketing spend for the
6 types of products in the Gagnon study?
7     A.   Yes.
8     Q.   It would?  Okay.
9          But you haven't assessed that, so how

10 can you know?
11     A.   Well, the Gagnon study evaluates
12 spending at the -- at a -- an industry level,
13 and, let me go back to my report, they say U.S.
14 pharmaceutical companies spend between 22 and 33
15 percent, 22-and-a-half and 33 percent of their
16 sales revenue on marketing.  Their own estimate
17 is that promotional expenditures as a percent of
18 total U.S. sales are -- is about 24.4 percent,
19 and given the percentage of revenues for Eylea,
20 the Eylea spending as a share of revenue is much
21 lower.
22     Q.   Do you know how many doctors were
23 covered by these industry-wide averages?
24     A.   I do not.
25     Q.   Would it surprise you if it was over a
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1 million?
2     A.   Not necessarily, because I -- I -- I
3 don't know the total number of physicians in the
4 country, but that wouldn't surprise me if there
5 were more than a million.
6     Q.   Now, this Gagnon study was published in
7 2008, correct?
8     A.   Yes.
9     Q.   But the information that was included

10 in the study to determine the range of marketing
11 spend was gathered in -- was from 1993 and from
12 2001, correct?
13     A.   Well, they -- their Table 1 heading is
14 for pharmaceutical marketing expenditures in
15 2004, data from IMS, CAM and our own new
16 estimate.  They look at -- I'm reading just their
17 methods section.
18     Q.   Sure.  And if we look at the underlying
19 references, like the data [audio dropped] as you
20 look, for example, at Footnote 12, it's talking
21 -- well, the publication date was 2006, but the
22 global pharmaceutical sales are from 1999 to
23 2006.
24     A.   Right.  So, I -- I mean, you mentioned
25 1991, did you?
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1     Q.   1996 --
2     A.   Oh.
3     Q.   I'm sorry.  From 1993 and 2001.
4     A.   There are -- you know, the data, they do
5 reference that 1996 to 2006 time frame.
6     Q.   So do you have any more recent articles
7 for the industry as a whole relating to their
8 typical marketing spend?
9     A.   Not off -- not -- at present as I sit

10 here, I don't know of any more recent analyses,
11 but my experience working in the industry, which
12 is itself ends at, you know, more than 10 years
13 ago now, and looking at company spending over
14 time since then, is consistent with those ratios
15 that are provided by the Gagnon study.
16     Q.   Which other drugs that -- which other
17 drugs that you've looked at have been billion
18 dollar drug products, in terms of annual sales?
19     A.   Well, what do you mean?  Looked at when?
20 There are many drugs that have had more than a
21 billion dollar sales.
22     Q.   Whatever you were just referring to to
23 say that you think everybody's spending 20
24 percent on average?
25     A.   Well, my --
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1          MR. CAINE:  Objection; form.
2          THE WITNESS:  Well, it is not unusual to
3 find -- to look at a company's financials and to
4 see spending of -- in that range on sales and
5 administrative expenses.
6 BY MS. MAZZOCHI:
7     Q.   Right.  And I'm asking you, can you
8 identify for me any other billion dollar in
9 annual sales -- billion dollar or more in annual

10 sales drug you've encountered that is spending
11  a year or more on marketing spend?
12     A.   That was not the comparison that I did
13 there.  That was -- this is a comparison of -- I
14 didn't do a product-specific comparison, and I
15 can't think of -- off the top of my head, of a
16 specific case, specific product, where I've known
17 the actual marketing spend in the last 10 years.
18     Q.   Can you think of any billion dollar a
19 year annual sales product in the U.S. that is
20 spending 10 percent on marketing?
21     A.   I would have to go look.  I don't have
22 that at hand right now.
23     Q.   Besides Eylea, can you identify for me
24 any billion dollar product on the market where
25 the marketing spend is 5 percent?
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1     A.   Same answer.  I have not looked at the
2 sales of -- and I don't have access to the
3 marketing data for other products.
4     Q.   I'd like to quickly go back to
5 Exhibit 2278 that we looked at before, if you can
6 pull that out.  That was that 2001 Wave report.
7          If you could turn to Page 109 in this
8 document.
9          Let me know when you're there.

10     A.   Okay.  I'm there, I think.  109 of 126?
11     Q.   Yep.  According to Exhibit 2278, Page
12 109, the Eylea representative visits to doctors
13 is double that of Lucentis, right?
14     A.   So you said the amount of time.  I don't
15 -- I mean, this reference -- this pie chart on
16 the left says the percent of anti-VEGF visits
17 spent with Eylea, Lucentis, Brolucizumab,
18 Faricimab, PDS and other.  So this -- the percent
19 of visits on Eylea is , and with
20 Lucentis is  at that point in time,
21 yes.
22     Q.   Right.  So an Eylea representative twice
23 -- is more than twice as likely to be doing
24 visits to doctors as compared to the Lucentis
25 sales force, right?
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1          THE REPORTER:  Can you repeat that,
2 please?
3          MS. MAZZOCHI:  Yeah.  The Eylea -- the
4 Eylea rep visits, there's more than twice the
5 number of visits as compared to Lucentis, right?
6          MR. CAINE:  Objection; form.
7          THE WITNESS:   is more than
8 twice -- more than two times , yes.
9 BY MS. MAZZOCHI:

10     Q.   All right.  And Avastin doesn't even
11 show up on this chart because it's off-label so
12 you're not going to have a sales rep for that,
13 right?
14     A.   It is off-label, and it would be unusual
15 to have a sales rep.
16     Q.   All right.  What's your understanding of
17 physician detailing?
18     A.   What do you mean, what's my
19 understanding?
20     Q.   How do you understand what it means to
21 have physician detailing?
22     A.   Again, that's a pretty broad question.
23 I mean, physicians are visited by representatives
24 of a company.
25     Q.   Right.  And the representatives are
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1 there to specifically discuss a product.  Do you
2 agree?
3     A.   Typically.
4     Q.   And Regeneron is going to be sending
5 technical specialists and ophthalmologists for
6 detailing, right?
7          THE REPORTER:  Can you repeat that?
8          MS. MAZZOCHI:  Sure.
9 BY MS. MAZZOCHI:

10     Q.   Regeneron is going to be targeting
11 retina specialists and maybe ophthalmologists for
12 detailing, right?
13     A.   I -- I don't know the -- I don't know
14 the extent of their targeting outside of the
15 retina specialists to general ophthalmologists,
16 but they would -- for anti-VEGF, they would
17 almost certainly -- they would likely to be
18 targeting ophthalmologists.
19     Q.   And is it surprising to you that when
20 Eylea reps are visiting doctors twice as often as
21 Lucentis reps, that Eylea is going to wind up
22 with more sales?
23          MR. CAINE:  Objection; form.
24          THE WITNESS:  I guess I'm not sure which
25 way the causality goes entirely.  It depends on
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1 -- and I -- you know, this is -- from 2021, I
2 don't know whether -- I would want to look at a
3 broader sample to see whether that's a consistent
4 pattern, but I'm not surprised that a
5 larger-selling product has more encounters
6 with a sales rep.
7 BY MS. MAZZOCHI:
8     Q.   And, likewise, it wouldn't be surprising
9 if more sales visits led to more sales outcomes,

10 right?
11     A.   Yes, but there's -- there are a variety
12 of causes for that.  It may be that physicians
13 want to know more about the latest on a new
14 product, and so it -- it's not -- as I said, it's
15 not purely -- the arrow doesn't purely go one
16 way.
17     Q.   All right.  But you don't -- you can't
18 say today, one way or the other, whether it was
19 this double the sales visits that contributed to
20 doubling the sales [audio dropped], right?
21     A.   Well, I don't think there was a doubling
22 of the sales in this period of time, but I can't
23 -- you're right.  I can't say that.
24     Q.   All right.  Dr. Manning, let's turn to
25 -- I believe you've offered opinions on what you
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1 called long-felt need, right?
2     A.   Well, let's go to where you're talking
3 about.
4     Q.   Well, maybe we can get at it this
5 way:  Do you believe, or are you going to be
6 offering any opinions that there was a long-felt
7 need for the eight-week dosing regimen that Eylea
8 and the '338 patent solved?
9     A.   Well, Dr. Brown opines on the long-felt

10 need.  I -- and I do acknowledge that that -- as
11 I've said before, from the perspective of
12 economics, a product that allows the
13 less-frequent experience of something that is
14 unpleasant is going to satisfy a need or a
15 demand, so that there is a basis for concluding
16 that the -- a product with an eight-week dosing
17 schedule in the framework of a -- of -- of a
18 therapeutic area where the other major-approved
19 product has a four-week dosing schedule would
20 satisfy a need.
21     Q.   All right.  Well, are you -- when it
22 comes to long-felt need in the patent context,
23 are you relying on Dr. Brown for that purpose?
24     A.   Yes.  I mean, the -- the evaluation of
25 the patent is a legal issue beyond my scope.
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1     Q.   Right.  And you don't know if any of the
2 prior patents that we identified on the Eylea
3 labeling could also encompass an eight-week
4 dosing regimen, right?
5     A.   I have not --
6          MR. CAINE:  Objection; form.
7          THE WITNESS:  I have not evaluated any
8 prior patents.
9 BY MS. MAZZOCHI:

10     Q.   All right.  So you don't know if the
11 '338 patent is the only patent of Regeneron's out
12 there that would encompass an eight-week regimen,
13 right?
14     A.   I do not.
15     Q.   I'm going to mark -- I believe we're up
16 to Manning Exhibit 8 -- a document from September
17 -- September 2020 Retinal Physicians titled
18 Which Anti-VEGF Do I Choose as First-Line
19 Therapy, authored by Michael Singer, M.D.
20          THE REPORTER:  By Michael who?
21          MS. MAZZOCHI:  Singer, S-i-n-g-e-r.
22          (Manning Exhibit No. 8, Article dated
23 9/20 Which Anti-VEGF Do I Choose as First-Line
24 Therapy, was introduced.)
25 BY MS. MAZZOCHI:
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1     Q.   And let me know when you have it.
2     A.   I have it.
3     Q.   All right.  If you can take a look at
4 the first paragraph, it says, "One of the debates
5 present within the retina community is which
6 anti-VEGF agents to choose as first-line
7 therapy."  And according to this, it's suggesting
8 that in 2018 the PAT survey showed that
9 approximately 70 percent of retina specialists

10 choose Avastin, while approximately 16 percent
11 chose Eylea and 13 percent Lucentis.  However, if
12 insurance is taken out of the equation, the 2019
13 PAT survey shows that 77 percent chose Eylea, 13
14 percent Lucentis and 8 percent Avastin.
15          Do you see that?
16     A.   Yes.
17     Q.   All right.  And it says, "The reason for
18 the disconnect is the feeling that branded drugs
19 are stronger than Avastin, although this has not
20 always been demonstrated in terms of visual
21 acuity.  It has been demonstrated by OCT."  Do
22 you see that?
23     A.   I do.
24     Q.   All right.  Then it says, "This is based
25 on data from monthly injections."
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1          Do you see that?
2     A.   I do.
3     Q.   All right.  If you take a look at the
4 second page, one of the things that the author is
5 doing here is seeing the proportion of eyes with
6 the absence or presence of retinal fluid at 24
7 months post-index injection, and then try to see
8 which one was better.
9          Now, if you take a look at the paragraph

10 that begins, "In terms of results," it says "44
11 percent of the eyes had bevacizumab as their
12 initial treatment, 30.6 percent had aflibercept
13 and 25.9 percent had ranibizumab."
14          Do you see that?
15     A.   I do.
16     Q.   All right.  Now, when it came to the
17 mean number of injections over that two years, it
18 reports bevacizumab had 4.1, aflibercept had 4.4
19 and ranibizumab had 4.7.  Do you see that?
20     A.   I do.
21     Q.   All right.  So the drug that had the
22 fewest number of injections was actually
23 bevacizumab.  Right?
24     A.   Yes.
25     Q.   And that was linked -- and -- and
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1 aflibercept at 4.4 would mean more people got
2 injections over the course of the year, right?
3     A.   Apparently.
4     Q.   And then it says, the median number of
5 injections was four for bevacizumab, four for
6 aflibercept and five for ranibizumab," right?
7     A.   Yes.
8     Q.   The mean injection ranged from 59.8 days
9 for bevacizumab, 56.2 days for aflibercept and 52

10 days for ranibizumab.  Do you see that?
11     A.   I do.
12     Q.   Now, 59.8 days, 56.2 days and 52 days,
13 do you consider all of those to be eight-week
14 treatment dosing intervals?
15          MR. CAINE:  Objection; form.
16          THE WITNESS:  Well, seven times eight is
17 56.
18          MS. MAZZOCHI:  Right.
19          THE WITNESS:  But, you know, the -- the
20 more relevant question for me is in a -- in a
21 study that's -- I don't -- I'm not a medical
22 expert, I don't know the quality of this
23 publication, I don't know its peer review status
24 and I don't know whether those are representative
25 of a -- a meaningful sample of -- of patients for
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1 purposes of comparing the products.  I would go
2 back, and I know that Avastin or bevacizumab, has
3 not been approved by the FDA for treatment of
4 this condition, but Lucentis has, and I would go
5 back again to the discussion by Dr. Brown of a
6 sequence of attempts to demonstrate that Lucentis
7 can be -- can be successfully dosed on an
8 extended eight-week or longer interval, and he
9 catalogs a long series of failures in that

10 regard.
11          So I would take this as one piece of
12 information that I don't know much about against
13 that larger set of information, and I would have
14 real questions about this.  I don't know what it
15 really means.  I would want to ask a physician,
16 or I would want to defer to a physician's
17 information about this.
18 BY MS. MAZZOCHI:
19     Q.   All right.  But this is somebody out
20 there publishing in the art that, despite
21 different T&E algorithms, treatment and extent
22 algorithms, by different real-life clinicians,
23 the author concludes dosing between these
24 medications are pretty much equivalent, right?
25     A.   I'm sorry.  I didn't read that.
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1     Q.   Second-to-last paragraph, the author
2 says, "When we looked at anatomy at two years,
3 it turns out that 36.7 of eyes were dry with
4 bevacizumab, 41.3 percent were dry with
5 aflibercept and 46.7 percent were dry for
6 ranibizumab.  This data is interesting; despite
7 different T&E" -- referring to treat and extend
8 -- "algorithms by different real-life clinicians,
9 dosing between these medications are pretty much

10 equivalent."
11          Do you see that?
12     A.   I do see that.
13     Q.   All right.  So this author at least
14 [audio dropped] --
15          THE REPORTER:  Can't hear you.
16 BY MS. MAZZOCHI:
17     Q.   -- that there's really not a difference
18 different treatment --
19     A.   I'm not hearing you.  I'm not hearing
20 you.  I'm sorry.
21     Q.   Sure.
22          I said the author is concluding that
23 even if you have some minor differences between
24 algorithms by real-life clinicians, the dosing is
25 pretty much equivalent, right?
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1          MR. CAINE:  Objection; form.
2          THE WITNESS:  That does appear to be
3 -- those are the words that are on the page.
4 BY MS. MAZZOCHI:
5     Q.   Okay.  And then he says, "In addition,
6 although branded drugs do a better job of drying
7 the retina, we still have a long way to go, as
8 more than 50 percent of eyes treated for two
9 years still had residual macular edema," right?

10     A.   That is what he said.
11     Q.   All right.  So, apparently, the
12 eight-week dosing schedule hasn't solved the
13 need.  He concludes, "The hope with newer
14 medicines, either in the form of new molecules,
15 new delivery systems or gene therapies, is that
16 we may be able to both expend the duration and
17 improve the anatomy," right?
18          MR. CAINE:  Objection; form.
19          THE WITNESS:  Those are the words on the
20 page.
21 BY MS. MAZZOCHI:
22     Q.   So even in September of 2020, there's
23 still a need for an extended duration and better
24 clinical outcomes when it comes to treatment of
25 wet AMD, right?
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1     A.   That's a medical opinion that I don't
2 offer.  I -- I don't -- I'm not offering a
3 medical opinion.
4          MS. MAZZOCHI:  We've been going for a
5 bit.  Let's take a quick break, and then we'll
6 hit the last hour.
7          THE VIDEOGRAPHER:  All right.  Please
8 stand by.  The time is 5:30 p.m.  This completes
9 Media Unit Number 5.  We're now off the record.

10          (Recess taken.)
11          THE VIDEOGRAPHER:  We're going back on
12 the record.  The time is 5:43 p m.  This begins
13 Media Unit Number 6.
14          Please proceed, Counsel.
15 BY MS. MAZZOCHI:
16     Q.   Dr. Manning, have you discussed your
17 testimony with anyone during the breaks today?
18     A.   No.
19          MS. MAZZOCHI:  All right.  I'd like to
20 put before you a document I will mark as Manning
21 Exhibit 9, which is the American Society of
22 Retina Specialists Preferences and Trends, AKA
23 PAT, Survey, of 2013.
24          Let me know when you have it.
25 ///
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1          (Manning Exhibit No. 9, a document
2 American Society of Retina Specialists
3 Preferences and Trends, AKA PAT Survey, of 2013,
4 was introduced.)
5          THE WITNESS:  Okay.  I --
6          THE REPORTER:  Oh, I'm sorry.  I didn't
7 put a sticker on there.
8 BY MS. MAZZOCHI:
9     Q.   And I believe you did, in fact, rely

10 on other PAT surveys in connection with your
11 opinions in this case, right?
12     A.   I did.
13     Q.   All right.  If you can take a look at
14 Page 7 -- I'm sorry -- well, it's Slide Number 7
15 and I believe it's the 18th page of the document.
16 And it has the heading, "Which Deciding Factors
17 Determine Whether You Extend A Patient's
18 Treatment Interval."
19          Let me know when you have it.
20     A.   I do have that.
21     Q.   All right.  Can you confirm that visual
22 acuity was identified by only 2.9 percent of
23 physicians?
24     A.   In the U.S., yes.
25     Q.   Yep.  And OCT was identified by 83.2
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1 percent of physicians?
2     A.   Yes.
3     Q.   And only 1.6 percent of U.S. physicians
4 identified the patient's ability to maintain the
5 frequency of visits?
6     A.   Yes.
7     Q.   All right.  Take a look at Slide Number
8 8, which corresponds to Page 19 on the next page.
9     A.   Okay.

10     Q.   In this 2019 PAT survey doctors were
11 asked, "Which factors do you consider in choosing
12 an initial wet AMD drug."  Do you see that?
13     A.   Yes.
14     Q.   And the most popular answer by U.S.
15 physicians was Cost to Patient/copay at 73
16 percent, right?
17     A.   Yes.
18     Q.   Then Relative Efficacy to Other Agents
19 at 64.1 percent for the U.S., right?
20     A.   Yes.
21     Q.   Relative Safety to Other Agents at 36.3
22 percent in the U.S., right?
23     A.   Yes.
24     Q.   The second one down.
25     A.   Yeah.  Oh, I said yes.
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1     Q.   Sorry.
2          And -- but for 23.4 percent of doctors,
3 it was FDA Approval Status, right?
4     A.   Yes.
5     Q.   All right.  And that -- if we take a
6 look at the Eylea sales share for all indications
7 in around 2013, which I believe is your
8 Attachment C-6, which is at Page 184 of 289 in
9 Exhibit 2052, the Eylea share -- sales share

10 across different data sources for all indications
11 in 2013 was in or around , right?
12     A.   So I'm not there yet.  I'm sorry.
13     Q.   Sorry.
14     A.   You said Page 184?
15     Q.   No.  Sorry.  I'll tell you what, I'll
16 just try to make it simple.  Turn to Page 165 of
17 289 in Exhibit 2052.
18     A.   I'm sorry.  Tell me what page again in
19 what exhibit.
20     Q.   2052, your expert report, --
21     A.   Okay.
22     Q.   -- Page 165 of 289, Attachment C-7,
23 titled Eylea's Sales Share Across Different Data
24 Sources Wet AMD.
25     A.   Right.  Okay.
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1     Q.   All right.  Can you confirm that the
2 Eylea sales share across different data sources
3 for wet AMD in your report for the year 2013 is
4 listed as ?
5     A.   Yes, --
6     Q.   And that corr --
7     A.   -- for the ATU sales.
8     Q.   Right.  And that correlates pretty
9 closely to the factor in the PAT Survey of FDA

10 Approval Status, "Which factors you consider in
11 choosing an initial wet AMD drug - FDA status
12 23.4 percent for U.S. doctors, right?
13          MR. CAINE:  Objection; form.
14          THE WITNESS:  Those two numbers are in
15 the same range, but I don't think they address
16 the same question.
17 BY MS. MAZZOCHI:
18     Q.   If you can turn to the PAT Survey which
19 is Exhibit 9?
20     A.   Page 9.
21     Q.   Slide -- Manning Exhibit 9, which is the
22 2013 PAT Survey, --
23     A.   Yes.
24     Q.   -- Slide Number 11, which is [audio
25 dropped] bottom left-hand corner.
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1          THE REPORTER:  Which is what?  I'm
2 sorry.
3          MS. MAZZOCHI:  It's titled, What Is Your
4 Treatment Strategy For Wet AMD.
5 BY MS. MAZZOCHI:
6     Q.   Do you have that?
7     A.   Yes.
8     Q.   And 77.8 percent of doctors said,
9 "Treat until inactive.  Then use a

10 treat-and-expend protocol," right?
11     A.   That is correct.
12     Q.   All right.  But you don't know how many
13 doctors within that treat-and-extend protocol
14 preference are actually using eight-week dosing,
15 right?
16     A.   It doesn't say.  That's correct.
17     Q.   If eight-week dosing was so important to
18 doctors, why do you think that that eight-week
19 dosing emphasis wasn't really made in the PAT
20 Survey?
21     A.   I don't know what the -- I don't know
22 the people who made the PAT Survey or what they
23 were trying to assess.  That's asking me
24 something I can't know.
25     Q.   All right.  Turn to Slide Number 60 in
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1 Manning Exhibit 9, the 2013 PAT Survey, which has
2 the Number 75 in the lower left-hand corner.
3     A.   Slide Number 75?
4     Q.   It's got 75 in the lower left-hand
5 corner, but it's actual Slide Number 60, --
6     A.   Oh, okay.
7     Q.   -- or Question Number 60.
8          It's titled, "Has the Recent U.S. News
9 Coverage of Compounding Pharmacy Medications

10 Altered Your Avastin Use."
11     A.   Okay.
12     Q.   All right.  And according to this, 27.4
13 percent said, "Yes; decreased."  Do you see that?
14     A.   I do.
15     Q.   All right.  If we can -- do you know
16 what was the news about compounding pharmacy
17 medications that altered Avastin use?
18     A.   I don't know the details.  I only have a
19 general impression.
20     Q.   What's your general impression?
21     A.   That there was some controversy about
22 the safety of compounding with the product.  I
23 don't know exactly the -- I mean, I'm aware of
24 it, that that was a concern, primarily by my
25 earlier work on anti-VEGF projects, or a project
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1 related to that.  So I -- I don't remember the
2 exact timing of that, and so whether that is a
3 thing that there was -- they're talking about
4 here, I don't know.
5     Q.   All right.  Well, have you accounted for
6 the possibility that this factor is what counted
7 -- is what contributed to decreased Avastin usage
8 starting in 2013, as opposed to any particular
9 benefits of Eylea related to eight-week dosing?

10     A.   While the trend in Eylea sales and share
11 grows fairly consistently over time, there didn't
12 appear to be any single event that caused it
13 to move in a -- in a large direction on any
14 particular -- in any particular year.  So it
15 didn't seem to me that that was the cause, or,
16 certainly, not the re -- a more important effect
17 than the 18 -- than the opportunity for
18 eight-week dosing.
19     Q.   But you haven't mapped it out one way or
20 the other?
21     A.   I've not accounted, as I said before,
22 for the relative impact of the various factors.
23          MS. MAZZOCHI:  Let's go ahead and put
24 that one aside.
25          I would like to mark as Manning Exhibit
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1 10 the 2017 ASRS PAT Survey.

2          Let me know when you have that.

3          (Manning Exhibit No. 10, the 2017 ASRS

4 PAT Survey, was introduced.)

5          THE WITNESS:  I have it.  I'm sorry.

6 BY MS. MAZZOCHI:

7     Q.   Thank you.

8          If you could turn to Slide Number 5, it

9 should say -- yeah.  Question Number 5, or the

10 slide corresponding to Question Number 5, we'll

11 do it that way, --

12     A.   Okay.

13     Q.   -- it's "How would you treat a new wet

14 AMD patient."  Do you have that?

15     A.   I do.

16     Q.   Okay.  So, again, in 2017 when it comes

17 to wet AMD, Avastin is still the drug of choice,

18 right?

19     A.   It is the most commonly responded-to

20 -- I mean, respondents to that question had a

21 67.7 percent rating on that question higher than

22 the others.

23     Q.   All right.  All right.  And then if we

24 look at the next question for U.S. doctors, they

25 were asked, "How would you treat your own wet AMD

70 (Pages 274 - 277)

Veritext Legal Solutions
www.veritext.com 888-391-3376

Mylan Exhibit 1151 
Mylan v. Regeneron, IPR2021-00881 

Page 70



Page 278

1 with subfoveal CNV if you had to pay out of
2 pocket," and 66.1 percent said "Avastin," right.
3          THE REPORTER:  Can you repeat that?  I'm
4 sorry.  You cut out.
5          MS. MAZZOCHI:  Yes.
6 BY MS. MAZZOCHI:
7     Q.   If we look at slide -- the slide
8 corresponding to the answer to Question Number 6
9 in Manning Exhibit 10, the 2017 PAT Survey, U.S.

10 Doctors were asked, "How would you treat your own
11 wet AMD with subfoveal CNV if you had to pay out
12 of pocket," and 66.1 percent of doctors chose
13 Avastin, right?
14     A.   I see that.
15     Q.   And only 25.3 percent chose Eylea.  Do
16 you see that?
17     A.   I see that.
18     Q.   You can turn to Question Number 8, two
19 more pages over.
20     A.   Uh-huh.
21     Q.   The one that is titled, Which Deciding
22 Factor Determines Whether You Extend A Patient's
23 Treatment Interval, and U.S. doctors, only 2
24 percent of them identified Visual Acuity, and
25 89.7 percent identified OCT.

Page 279

1          Do you see that?
2     A.   I do.
3     Q.   And do you know whether OCT has anything
4 to do with an eight-week dosing interval?
5     A.   As I sit here, I don't know what OCT
6 means.  I may have read about it and forgotten,
7 but I don't know off the top of my head right
8 now.
9     Q.   All right.  You can go ahead and set

10 that one to the side.
11          If you can take a look at Exhibit 2250,
12 which was the 2014 PAT Survey you referred to in
13 your report.
14     A.   Okay.  I have it.
15     Q.   And in this one I would like to direct
16 your attention to the 2014 PAT Survey slide,
17 which I believe is the one you relied on in your
18 declaration?
19     A.   I can't -- I didn't hear what page
20 you're looking for.
21     Q.   It's Slide Number 58, or the -- the
22 slide responding to Question Number 58.
23     A.   Okay.
24     Q.   Now, this is the slide that you pointed
25 to that said it's important that the anti-VEGF

Page 280

1 treatment that allows -- has the longest
2 treatment interval for AMD patients was Eylea,
3 right?
4     A.   Yes.  I believe so.  I --
5     Q.   All right.  All right.  But 39.3 percent
6 of physicians said they were all about the same,
7 right?
8     A.   That is what the slide says, yes.
9     Q.   All right.  And if we go to -- well, let

10 me -- let me ask you this:  Again, and you made
11 no effort to discount or exclude these 39.3
12 percent of physicians who thought there was about
13 the same when it came to Eylea sales, right?
14          MR. CAINE:  Objection; form.
15          THE WITNESS:  Correct.  The data for
16 such was not available.
17 BY MS. MAZZOCHI:
18     Q.   And, again, even though, at this point,
19 51 percent of doctors identified Eylea as having
20 the longest treatment interval for AMD patients,
21 if you can turn in this same exhibit, 2250, back
22 to Page 15 of 90 corresponding to Slide Number 5
23 in the right-hand corner, --
24     A.   Yes.
25     Q.   -- the first line, "anti-VEGF agent for

Page 281

1 wet AMD," is still bevacizumab at 64.5 percent,
2 and only 16.7 percent for Eylea; true?
3     A.   That is what the slide says, yes.
4     Q.   All right.  Now, if 51 percent of
5 doctors think Eylea gets you the longest dosing
6 interval, but only 16.7 percent of doctors
7 believe it's their first-line anti-VEGF agent for
8 wet AMD, what have you pinpointed as the reason
9 for the disconnect in terms of why doctors don't

10 then use Eylea as their first-choice medication?
11     A.   I -- I wouldn't characterize that as the
12 disconnect.  I would say that there are many
13 factors that go into a first-line choice, in
14 particular, and cost is an important one.  And
15 Avastin, bevacizumab, has, as we've discussed,
16 a much lower cost.  So I'm not surprised that
17 first-line therapy is the -- the lowest-cost
18 therapy.  That would be influenced by, as
19 we've discussed, insurance coverage that steers
20 people toward Avastin, patients' out-of-pocket
21 experience, a variety of reasons why the
22 lowest-cost therapy would be the first choice.
23     Q.   Well, and, again, if -- if, as it turns
24 out, I believe, you know, we've got over 64.5
25 percent of doctors who are identifying
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1 bevacizumab as their first-choice anti-VEGF
2 product in 2016, why in your proposed sales share
3 summary for wet AMD for the year 2014 is your
4 sales share only showing 44 percent for Avastin
5 and 30 percent for Eylea?
6     A.   Which -- I didn't hear which chart you
7 were referring to in my report.
8     Q.   Your attachment -- yeah.  Your
9 Attachment C-2, which is at Page 160 of 289 in

10 your declaration, Exhibit 2052.
11     A.   So you're asking me why the 64 percent
12 on -- the 64.5 percent on Slide 5 of the PAT
13 Survey is not the same as the ATU survey --
14          Well, sorry, --
15     Q.   Right.
16     A.   I grabbed the wrong page.
17          -- is not the same as -- I'm sorry.
18 Which year is this again?
19     Q.   2014.
20     A.   Well, so the Avastin utilization in
21 -- on -- in Attachment C-2 for 2014 from the
22 ATU survey is 44 percent, and the number for
23 bevacizumab first-line therapy is 64.5 percent.
24 Those are not measuring the same number, or the
25 same concept.

Page 283

1     Q.   Okay.  How -- well, right.  What -- how
2 -- how do you think those two numbers differ?
3     A.   I don't know the sampling properties,
4 how they vary over time, necessarily, but I
5 also -- you know, the -- the first-line therapy
6 is not overall utilization.  It is a subset of
7 utilization.  And as I've discussed, aflibercept
8 tends to be the highest among second-line
9 therapy.  So, you know, it's not surprising that

10 Avastin has a 44 percent overall share when it
11 has a 64.5 percent first-line share.
12     Q.   And, again, in terms of the use -- well,
13 we'll strike that.
14          When it comes to -- if you take a look
15 at Slide Number 8 -- or, I'm sorry, the slide
16 corresponding to Question Number 8 in Exhibit
17 2250, which I think is at Page 18 of 90, here
18 doctors were asked the question, "Which agent was
19 likely to be most effective."  Do you see that?
20     A.   Which agent -- "Which anti-VEGF agent do
21 you find most effective at decreasing fluid?"
22     Q.   Yep.
23     A.   I do see that, yes.
24     Q.   All right.  And, again, Eylea came out
25 way ahead of Avastin at 48.4 percent for Eylea

Page 284

1 and 2.6 percent for Avastin, right?
2     A.   That is what the slide says, yes.
3     Q.   All right.  Again, efficacy is tied to
4 molecular features, right?
5          MR. CAINE:  Objection; form.  Scope.
6          THE WITNESS:  I don't have a specific
7 definition of efficacy.  The features of the
8 product, the quality of the product is a medical
9 issue that I would ask you to ask Dr. Brown

10 about, or Dr. Do.
11 BY MS. MAZZOCHI:
12     Q.   All right.  Have you been asked or has
13 anyone indicated to you that you may be asked to
14 supplement or revise or otherwise write any new
15 declarations in connection with this proceeding?
16     A.   I'm sorry.  You broke -- you broke up
17 right as you were asking -- right at the end.
18     Q.   Sure.
19          Have you been asked to prepare any
20 supplements or revise your existing declaration
21 or prepare any new declarations in connection
22 with these Regeneron IPR proceedings?
23     A.   No.
24     Q.   All right.  Is there anything that
25 you would like to change within your current

Page 285

1 declaration?
2     A.   Not as I sit here today, no.
3     Q.   And to the extent you've given any prior
4 declarations to the Patent and Trademark Office
5 or given testimony or under oath, can you think
6 of any reason sitting here today why you could
7 not stand by that testimony or declaration?
8     A.   No.
9          MS. MAZZOCHI:  All right.  Now, I would

10 like to state for the record that we have made
11 requests for the production of materials.  I
12 believe that they should have been produced
13 by Regeneron.  I think that it is highly
14 inappropriate.  I'm sure Regeneron's counsel
15 would agree that individuals were allowed to be
16 interviewed by this witness but not -- but to the
17 extent there's any factual information, or to the
18 extent these individuals provided documents that
19 are being relied on, that there's no factual
20 declaration in support to those.  So while I've
21 asked various questions about these documents,
22 we're not waiving any of our rights to object to
23 these documents in terms of their admissibility
24 and whether they're hearsay and should be
25 stricken and the like.  But with the caveat and

72 (Pages 282 - 285)

Veritext Legal Solutions
www.veritext.com 888-391-3376

Mylan Exhibit 1151 
Mylan v. Regeneron, IPR2021-00881 

Page 72



Page 286

1 understanding, and knowing that we're near the
2 end of our day today, I have no further questions
3 at this time, subject to any further documents,
4 information or supplementation being done.
5          MR. CAINE:  Sure.  I do have a couple of
6 questions.  Before I do that, I'll respond to
7 your statement.
8          In terms of the appropriateness or
9 inappropriateness, I disagree that there's

10 anything inappropriate about an expert
11 talking with witnesses for the purposes of his
12 declaration in this proceeding.  And with respect
13 to your requests, if you will, please put your
14 requests in writing and we will take them under
15 advisement.
16          Okay.  Let me see.  Just a couple of
17 questions for you, Dr. Manning.  Give me a second
18 to find the exhibit.
19          MS. MAZZOCHI:  Which one is it [audio
20 dropped] that you're looking for descriptively?
21          MR. CAINE:  What was that?
22          MS. MAZZOCHI:  Which one is it that
23 you're looking for descriptively?
24          MR. CAINE:  Yeah -- no, it's Exhibit
25 -- I was just checking my notes.  It's Exhibit

Page 287

1 2138, which was from earlier today.  And if I can
2 -- once I put my hands on it, I'll tell you what
3 it looks like.
4                    EXAMINATION
5 BY MR. CAINE:
6     Q.   Okay.  Do you have Exhibit 2138, Dr.
7 Manning?
8          I could help you find it, if you need
9 to.  It's the full report February 2013 Physician

10 ATU Wave 2 Document.
11          It looks like -- it looks like that.
12          It may be over here.  Here we go.
13     A.   Okay.
14     Q.   Okay.  Let me see if I can find the
15 slide.
16          Yes.  Would you -- would you go back to
17 Slide 14?  It's actually Page 14.
18     A.   Okay.
19     Q.   You have Slide 14 on 2138.
20     A.   Yes.
21     Q.   Okay.  This slide -- I think counsel for
22 Mylan was asking you earlier about -- some
23 questions about this slide.  It has "Main reason
24 would not choose treatment" on it.  Do you see
25 that?

Page 288

1     A.   I do.
2     Q.   Do you re -- do you recall, roughly,
3 being asked questions about this slide?
4     A.   Yes.
5     Q.   Okay.  Would you -- would you flip back
6 one page to Slide 13?
7     A.   Yes.
8     Q.   You weren't asked any questions about
9 Slide 13?

10     A.   I was not.
11     Q.   Okay.  Slide 13 says "Main reason choose
12 treatment"?
13     A.   It does.
14          MS. MAZZOCHI:  Objection -- okay.  I'm
15 sorry.  You're going to have to wait, Dr.
16 Manning, for me to object.
17          Object to form, outside the scope, as
18 your questioning just confirmed.
19 BY MR. CAINE:
20     Q.   Okay.  And would you -- would you
21 explain to me what you see in terms of the main
22 reason to -- for choosing treatment with respect
23 to Eylea is -- you know what.  Let me -- let me
24 withdraw that question and try and ask a better
25 question.

Page 289

1          What does the data reflect with respect
2 to the main reason for choosing treatment with
3 respect to Eylea as set forth in this Slide 13
4 from Exhibit 2138?
5          MS. MAZZOCHI:  Object to form.  Outside
6 the scope.  And to the extent it's seeking to
7 elicit a medical opinion that Dr. Manning has
8 said repeatedly today he's not qualified to
9 provide.

10          THE WITNESS:  The response to the
11 survey question suggests that dosing period and
12 administration is the highest-rated reason that
13 the doctors gave for choosing Eylea.
14 BY MR. CAINE:
15     Q.   Okay.  And in looking at the -- the data
16 in Exhibit 2138, what -- what do you think is the
17 more significant question, if you do, and you can
18 feel free to tell me if you don't, as compared to
19 the reasons a physician would choose treatment
20 versus reasons a physician would not choose
21 treatment in determining factors that are
22 important to establishing the commercial success
23 of a product?
24          MS. MAZZOCHI:  Object to form.  Outside
25 the scope.  Calls for an unqual -- an expert
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Federal Rules of Civil Procedure

Rule 30

(e) Review By the Witness; Changes.

(1) Review; Statement of Changes. On request by the 

deponent or a party before the deposition is 

completed, the deponent must be allowed 30 days 

after being notified by the officer that the 

transcript or recording is available in which:

(A) to review the transcript or recording; and

(B) if there are changes in form or substance, to 

sign a statement listing the changes and the 

reasons for making them.

(2) Changes Indicated in the Officer's Certificate. 

The officer must note in the certificate prescribed 

by Rule 30(f)(1) whether a review was requested 

and, if so, must attach any changes the deponent 

makes during the 30-day period.

DISCLAIMER:  THE FOREGOING FEDERAL PROCEDURE RULES 

ARE PROVIDED FOR INFORMATIONAL PURPOSES ONLY.  

THE ABOVE RULES ARE CURRENT AS OF APRIL 1, 

2019.  PLEASE REFER TO THE APPLICABLE FEDERAL RULES 

OF CIVIL PROCEDURE FOR UP-TO-DATE INFORMATION.   

Mylan Exhibit 1151 
Mylan v. Regeneron, IPR2021-00881 

Page 134



VERITEXT LEGAL SOLUTIONS 

COMPANY CERTIFICATE AND DISCLOSURE STATEMENT 

 

Veritext Legal Solutions represents that the 

foregoing transcript is a true, correct and complete 

transcript of the colloquies, questions and answers 

as submitted by the court reporter. Veritext Legal 

Solutions further represents that the attached 

exhibits, if any, are true, correct and complete 

documents as submitted by the court reporter and/or  

attorneys in relation to this deposition and that 

the documents were processed in accordance with 

our litigation support and production standards. 

 

Veritext Legal Solutions is committed to maintaining 

the confidentiality of client and witness information, 

in accordance with the regulations promulgated under 

the Health Insurance Portability and Accountability 

Act (HIPAA), as amended with respect to protected 

health information and the Gramm-Leach-Bliley Act, as 

amended, with respect to Personally Identifiable 

Information (PII). Physical transcripts and exhibits 

are managed under strict facility and personnel access 

controls. Electronic files of documents are stored 

in encrypted form and are transmitted in an encrypted 

fashion to authenticated parties who are permitted to 

access the material. Our data is hosted in a Tier 4 

SSAE 16 certified facility. 

 

Veritext Legal Solutions complies with all federal and  

State regulations with respect to the provision of 

court reporting services, and maintains its neutrality 

and independence regardless of relationship or the 

financial outcome of any litigation. Veritext requires 

adherence to the foregoing professional and ethical 

standards from all of its subcontractors in their 

independent contractor agreements. 

 

Inquiries about Veritext Legal Solutions' 

confidentiality and security policies and practices 

should be directed to Veritext's Client Services  

Associates indicated on the cover of this document or 

at www.veritext.com. 
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