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1                THE VIDEOGRAPHER:  Good morning.  We are

2       going on the record at 9:11 a m. on June 1st,

3       2023.  Please note that the microphones are

4       sensitive and may pick up whispering and private

5       conversations.  Please mute your phones at this

6       time.  Audio and video recording will continue to

7       take place unless all parties agree to go off the

8       record.

9                This is Media Unit 1 of the

10       video-recorded deposition of Dr. Richard Manning,

11       taken by counsel for petitioner in the matter

12       of Mylan Pharmaceuticals Inc., et al. versus

13       Regeneron Pharmaceuticals Inc., filed in the

14       United States Patent and Trademark Office, Case

15       Numbers IPR2022-01225 and IPR2022-01226.

16                The location of this deposition is

17       Arnold & Porter, 601 Massachusetts Avenue

18       Northwest, Washington, D.C.

19                My name is Gene Aranov, representing

20       Veritext, and I'm the videographer.  The court

21       reporter is Ryan Black, from the firm Veritext.

22                I'm not authorized to administer an

23       oath.  I'm not related to any party in this

24       action, nor am I financially interested in the

25       outcome.
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1                If there are any objections to

2       proceeding, please state them at the time of your

3       appearance.

4                Counsel and all present, including

5       remotely, will now state their appearances and

6       affiliations for the record, beginning with the

7       noticing attorney.

8                MR. MARX:  Jeffrey Marx, on behalf of

9       the petitioner Mylan, of the Law Firm Rakoczy

10       Molino, Mazzochi, Siwik.  And my colleague Deanne

11       Mazzochi may join on the dial-in line, but has

12       not done so.

13                MR. CAINE:  David Caine, with Arnold &

14       Porter, for Regeneron, the patent owner.

15                MR. WILK:  Matt Wilk, from Arnold &

16       Porter, also on behalf of the patent owner,

17       Regeneron.

18                THE VIDEOGRAPHER:  Will the court

19       reporter please swear in the witness, and then

20       counsel may proceed.

21                         *     *     *

22       Whereupon --

23                    RICHARD MANNING, PH.D.,

24       called to testify, having been first duly sworn

25       or affirmed, via remote Zoom video conference,

Page 7

1       was examined and testified as follows:
2                         *     *     *
3                          EXAMINATION
4       BY MR. MARX:
5           Q.   Good morning, Dr. Manning.
6           A.   Good morning.
7           Q.   You've been deposed before, correct?
8           A.   I have.
9           Q.   In fact, this is your fourth deposition

10       concerning your opinions that Eylea is a
11       commercial success, correct?
12           A.   Something on that order, yes.
13           Q.   Okay.  Have you reviewed your deposition
14       tr -- your prior depo -- deposition transcripts
15       concerning your opinions that Eylea is a
16       commercial success?
17           A.   Not recently.  I took a quick look, but
18       I haven't pored over them in detail.
19           Q.   Okay.  Sitting here today, do you have
20       any changes to those deposition transcripts?
21           A.   Not that I'm aware of, no.
22           Q.   Okay.  And you don't be -- you believe
23       your -- your opinions concerning the commercial
24       success of the '681 patent and the '601 patent
25       are consistent with your prior expert reports and

Page 8

1       testimony concerning Eylea?
2           A.   I'm sorry.  Can I go back?  And -- I
3       did fill out an errata sheet for all of our prior
4       depositions so to that -- to that extent, I did
5       -- I have reviewed them.  I did not review
6       them again in preparation for today if that's
7       -- that's how I interpreted your question, so
8       just to be clear.
9           Q.   Okay.  With the inclusion of your

10       errata sheets correcting any errors in those
11       depositions, do you believe your opinions in
12       these matters concerning the '681 patent and
13       '601 patent are consistent with your prior expert
14       reports and deposition testimony?
15           A.   I do.
16           Q.   Okay.  I expect that counsel,
17       Mr. Caine's, also briefed you on the procedure
18       today.  Is there any reason you cannot provide
19       honest and complete testimony today?
20           A.   No.
21           Q.   Did you meet with anyone to prepare for
22       today's deposition?
23           A.   I did.
24           Q.   Who did you meet with?
25           A.   Counsel.

Page 9

1           Q.   Mr. Caine and Mr. Wilk?
2           A.   Mr. Caine and Mr. Wilk, yes.
3           Q.   Anyone else?
4           A.   Ryan Marsh, from my firm, was in
5       attendance as well.
6           Q.   And who is Mr. Marsh?
7           A.   He is a vice president -- a vice
8       president at Intensity, where I work.
9           Q.   And what was Mr. Marsh's -- did

10       Mr. Marsh have a role in drafting your
11       declarations in this matter?
12           A.   Well, he assisted me.  We -- he's
13       assisted --
14                (Whereupon teleconference disconnected.)
15                MR. MARX:  We'll fix that at the break.
16                THE WITNESS:  He assisted me on -- he
17       has assisted me on all of the Regeneron-related
18       matters, and he assisted me in preparing these
19       two declarations as well.
20       BY MR. MARX:
21           Q.   But the -- the opinions that you've
22       issued respect to the commercial success of Eylea
23       earlier on?
24           A.   They are.
25           Q.   How long did you meet with Mr. Wilk and
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1       Mr. Caine?
2           A.   Three -- three or four hours that
3       morning, most of the morning.
4           Q.   And how much time did you spend overall
5       preparing for this deposition today?
6           A.   Oh, I don't know, another half day, a
7       day maybe.  I don't -- I --
8           Q.   Okay.
9           A.   Something on that order.

10           Q.   Did you review any documents preparing
11       for your deposition today?
12           A.   Yes.
13           Q.   Were there any documents that you had
14       not seen before?
15           A.   Not that I recall, no.
16           Q.   You understand, Dr. Manning, that
17       you're being deposed today, with respect to your
18       declarations submitted in two pending IPRs, inter
19       partes reviews, correct?
20           A.   Yes.
21           Q.   And those two IPRs are -1225 with
22       respect to U.S. Patent 10,130,681?
23           A.   That's the first, yes.
24           Q.   And then -- are we comfortable if I call
25       that patent the '681 patent today?

Page 11

1           A.   I am.

2           Q.   Okay.  And the -- the second IPR

3       is -1226, with respect to U.S. Patent Number

4       10,888,601, correct?

5           A.   Yes.

6           Q.   And could we refer to that patent as the

7       '601 patent today?

8           A.   Sure.

9           Q.   Excellent.  I see you've brought a few

10       documents with you today.  Which document -- what

11       documents do you have in front of you?

12           A.   I have clean copies that were provided

13       by counsel of the declarations in the two matters

14       that you just referred to.

15           Q.   Okay.  And are those two documents you

16       have in front of you Exhibit 2058 to the 1225

17       IPR?

18           A.   Yes.

19           Q.   And Exhibit 2058 with respect to the

20       1226 IPR?

21           A.   They are.

22           Q.   Okay.  I'm just going to note for the

23       record that any documents that were exhibits to

24       the pending IPRs, we'll use the existing exhibit

25       numbers, such as Exhibit 2058.  Any new exhibits

Page 12

1       I will mark as a Manning Deposition Exhibit with
2       a new exhibit number.
3                Now, Dr. Manning, the document that you
4       brought with you, is that a true and complete
5       copy of your expert declaration submitted in the
6       1225 and 1226 IPRs?
7           A.   I believe it is, yes.  It looks to be.
8           Q.   Does it include any appendices or
9       attachments as well?

10           A.   It has my CV, which is Attachment A1 in,
11       I believe, both -- yes, it is Attachment A1 in
12       both of the declarations.
13           Q.   And I understand that you have two
14       documents before you.  Is it correct that you
15       prepared a single expert declaration for both the
16       '681 and '601 patent IPRs?
17           A.   The declarations are very -- there are
18       -- there are some minor differences and the names
19       of the petitioners are different, but they are
20       essentially the same, yes.
21           Q.   Can you identify the differences that
22       you're referring to?
23           A.   The only ones I'm currently thinking
24       about are the fact that the petitioner in the
25       -225 IPR includes Celltrion in addition to Mylan,

Page 13

1       and that in -226 it includes Celltrion and
2       Samsung Bioepis, if I'm saying that correctly, in
3       the -226 IPR.
4           Q.   But otherwise, the two declarations that
5       you filed, your Exhibits 2058, are identical with
6       the exception of the parties?
7           A.   If I'm -- unless I'm forgetting
8       something, I -- I believe they are, yes.
9           Q.   Okay.  And for purposes of today's

10       deposition, the answers you give will apply to
11       both pending IPRs for the '601 and '681 patent
12       unless you clarify.  Is that okay?
13           A.   To the extent that the question is
14       clear, yes.
15           Q.   We were discussing some differences
16       between the -- the two declarations, but there's
17       no difference in your opinions for the '601 and
18       '681 patents in your Exhibit 2058 declaration,
19       correct?
20           A.   That's correct.
21           Q.   And the declaration you prepared for
22       IPR-1225, for the '681 patent, does that have any
23       analysis for any particular claims of the '681
24       patent?
25           A.   Well, both of the declarations refer
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1       back to the analysis that was done for the '338
2       patent in that prior IPR.  And the analysis is
3       the same -- the analysis that I rely on to
4       reach the opinions in both of these matters is
5       contained within the -- the declaration that was
6       done for that IPR.
7           Q.   But your -- your opinions in your
8       Exhibit 2058 declarations don't provide any
9       analysis respect to the -- the claim elements

10       that are listed in the '681 and '601 patents?
11                MR. CAINE:  Objection; form.
12                THE WITNESS:  In all of my declarations,
13       my opinion is based on economics rather than
14       legal issues.  And those claim-by-claim analysis,
15       to me, is a legal issue, and I don't -- I don't
16       undertake that kind of analysis.
17       BY MR. MARX:
18           Q.   So it's correct that you did not do a
19       claim-by-claim analysis for the '338 patent, '601
20       patent or '681 patent?
21           A.   That's correct.
22           Q.   When did counsel for Regeneron ask you
23       to prepare these Exhibit 2058 declarations?
24           A.   I'm not remembering exactly.  It was
25       couple months ago.  I don't remember exactly.

Page 15

1           Q.   Okay.  And did you draft the
2       declarations that are in front of you?
3           A.   Yes, with the assistance of my support
4       staff.
5           Q.   How long did you spend, approximately,
6       preparing these declarations?
7           A.   I don't have record of that.  I don't
8       remember.
9           Q.   Do you recall your testimony with

10       respect to your '338 patent IPR declaration that
11       you billed Regeneron approximately $500,000?
12           A.   I do.
13           Q.   So you spent at least 500 hours, if we
14       use your billing rate, preparing your opinions in
15       this matter?
16           A.   No.
17           Q.   No?
18                Well, you spent -- how much time did you
19       spend preparing your opinions for the '338 patent
20       IPR declaration?
21           A.   I don't know.
22           Q.   What's your billing rate, Mr. -- or
23       Dr. Manning?
24           A.   My present billing rate is $1,050 per
25       hour.

Page 16

1           Q.   Okay.  Did you speak with anyone at
2       Regeneron preparing your Exhibit 2058
3       declarations?
4           A.   I don't believe so, but I could be wrong
5       there.  You know, I've spoken with Regeneron
6       counsel from time to time.  I don't believe
7       they were involved as we prepared these.
8           Q.   When you say "Regeneron counsel," are
9       you referring to Mr. Caine and Mr. Wilk?

10           A.   No.  Internal counsel.
11           Q.   Internal in-house counsel for Regeneron?
12           A.   Yes.
13           Q.   Who are those individuals?
14           A.   Andrew -- I'm sorry.  I'm forgetting
15       his last name.  And another Andy, and I'm not
16       remembering his last name either.  I'm sorry.
17           Q.   And was counsel from Arnold & Porter
18       present for those conversations as well?
19           A.   Yes.
20           Q.   Did you speak with any litigation
21       counsel for Regeneron from the pending litigation
22       in West Virginia in preparing your Exhibit 2058
23       declarations?
24           A.   No.
25           Q.   Did you speak with any experts retained

Page 17

1       by Regeneron in the pending patent litigation in
2       West Virginia --
3           A.   For these --
4           Q.   -- in preparing your Exhibit 2058
5       declarations?
6           A.   No.
7           Q.   And you're not relying on any opinions
8       from experts in the pending West Virginia
9       litigation with respect to your opinions in these

10       IPRs?
11           A.   Not explicitly, no.  Although, as I'm
12       sure you could understand, I've learned a lot
13       about the entire constellation of issues, and
14       what I know may or may not depend upon things
15       that I've heard from a variety of people.  And I
16       couldn't segregate them in -- in all cases, I
17       suppose.  But, you know, this fact I learned
18       there; this expert testified to that.  It's not
19       like I can forget it and say, oh, well, I don't
20       know that anymore.
21                So I'm sure that, to some extent, my
22       view was already shaped by all of the experiences
23       I've had in all of these different cases, but
24       I've not explicitly reviewed -- I've not
25       explicitly relied upon statements by counsel in
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1       -- or experts in those other cases for preparing
2       these two declarations.
3           Q.   But the -- your complete opinions in
4       these pending IPRs are reflected in the text of
5       your Exhibit 2058 declarations?
6           A.   Well, it also referred -- these
7       declarations also -- also refer to the
8       declaration in the '338 IPR, as I mentioned
9       before.  So my opinion reflects those as well

10       -- or is reflected in -- in that report -- that
11       declaration as well.
12           Q.   Correct.  Your Exhibit 2058 declarations
13       incorporate the -- your '338 patent IPR
14       declaration by referring to it, correct?
15           A.   Yes.
16           Q.   And sitting here today, that -- sitting
17       here today, your Exhibit 2058 declarations, as
18       well as your '338 patent IPR declaration, is that
19       the full extent of your opinions in these pending
20       IPRs?
21           A.   It's my affirmative opinion, yes.
22           Q.   Well, you referred to "you haven't
23       explicitly relied on any experts from the pending
24       West Virginia litigation."  I want -- do these
25       documents in front of you reflect your full

Page 19

1       opinions in these pending IPRs?
2           A.   To the extent it's also incorporating
3       that -- the declaration from the '338 patent,
4       yes.
5           Q.   And you don't have anything to add to
6       your Exhibit 2058 declaration sitting here today,
7       do you?
8           A.   I do not.
9           Q.   And you still agree with the opinions

10       set forth in your Exhibit 2058 declarations?
11           A.   I do.
12           Q.   Do you have any corrections to your
13       Exhibit 2058 declarations?
14           A.   I do not.
15           Q.   And you don't have any modifications to
16       your declarations?
17           A.   I do not.
18           Q.   Do you have plans to provide any
19       written supplementation to your Exhibit 2058
20       declarations?
21           A.   Not presently, no.
22           Q.   And sitting here today, you don't have
23       any additional opinions or comments that you
24       intend to provide in these pending IPRs that
25       aren't stated in your declarations, correct?

Page 20

1           A.   Again, to the extent that it
2       incorporates the declaration in the '338 patent,
3       yes.  I -- well, I do not.
4           Q.   Okay.  If you could turn to Paragraph 7
5       of one of those documents in front of you,
6       Exhibit 2058.  In Paragraph 7 you state you've
7       provided testimony in some different legal
8       forums; is that correct?
9           A.   Yes.

10           Q.   Have you ever testified at trial in a
11       patent case?
12           A.   No.
13           Q.   Have you ever testified in an ITC
14       proceeding?
15           A.   ITC meaning?
16           Q.   International Trade Commission.
17           A.   I -- no.  I believe I -- just to be
18       clear, I was making sure you didn't mean the
19       International Chamber of Commerce.
20           Q.   Okay.  And when you say you testified in
21       a U.S. District Court proceeding, what are you
22       referring to?
23           A.   Well, there are a couple of different
24       cases that are listed on my CV.  I testified in a
25       case in the Western District of Michigan and --

Page 21

1       sorry.  Let me go to my CV to remind myself.

2                I may have been thinking of the Chancery

3       Court in Delaware.  So as is reflected on my CV,

4       I -- I testified in the Chancery Court in

5       Delaware on Item Number 2; the Western District

6       of -- of Michigan, Item Number 4.  I submitted my

7       declaration, which I -- which I understand is

8       testimony in Item Number 14, the '338 IPR.

9                And also in the Western -- in the -- in

10       a hearing -- a deposition -- a -- a trial-like

11       hearing in Item Number 22 in the U.S. Bankruptcy

12       Court for the District of Delaware.

13           Q.   Were those patent litigations,

14       Dr. Manning?

15           A.   No.

16           Q.   And when you say in Paragraph 7 you

17       provided testimony --

18           A.   Well, other than PT -- other than,

19       sorry, the IPR on '338 was a patent litigation,

20       yes -- well, of sorts.

21           Q.   When you say the IPR '338, you're -- you

22       provided testimony -- are you referring to the

23       declaration you submitted in the '338 patent IPR?

24           A.   Yes.

25           Q.   Are there any other Patent and Trademark
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1       Patent Trials and Appeals Board declarations that
2       you submitted outside of the '338 patent IPR
3       declaration?
4           A.   Not -- no.
5           Q.   Does your Exhibit 2058 declaration
6       include a list of documents that you reviewed in
7       preparing that declaration?
8           A.   By reference to the IPR in patent number
9       '338, it doesn't have -- that -- that has a list

10       of documents considered.  This has references in
11       the footnotes to documents, but it does not
12       include a -- you know, a list of documents
13       considered beyond that.
14           Q.   Okay.  But everything you've considered
15       is cited in your Exhibit 2058 declarations,
16       correct?
17           A.   To the extent that it includes the
18       materials in the -- the declaration for the '338
19       patent IPR, yes.
20           Q.   Okay.  And the '338 patent IPR
21       declaration is cited in your Exhibit 2058
22       declarations, correct?
23           A.   It's referenced, yes.
24           Q.   So it's correct that everything you've
25       considered is cited or mentioned in your Exhibit

Page 23

1       2058 declarations in these matters?
2           A.   Is that not the same question you just
3       asked?
4           Q.   Well, you -- you said, well, the '338
5       patent, but the '338 patent IPR declaration is
6       cited there as well, correct?
7           A.   It is.
8           Q.   So it's correct that everything you've
9       considered in these pending IPRs is cited in your

10       Exhibit 2058 declarations, correct?
11           A.   To the extent that the '338 declaration
12       encompasses the materials that I considered for
13       that declaration.  So every document that is
14       in that declaration is not cited here, but
15       everything -- so citing to that document
16       incorporates -- my understanding is that I
17       intended to incorporate all of the documents
18       cited there.
19           Q.   Okay.  How did you determine what
20       documents to review in connection with your
21       Exhibit 2058 declarations?
22           A.   Knowing that -- well, understanding that
23       Dr. Do, whose opinion I relied upon for the link
24       between the patents and the extended dose -- the
25       eight-week dosing feature, recognizing that that

Page 24

1       was the key economic characteristic that forms my

2       -- that forms my opinion -- on -- on which I base

3       my opinions, recognizing that that link takes

4       -- incorporates -- incorporates all of the -- the

5       discussion and analysis that was done in the '338

6       declaration, I relied primarily on those.

7                There are -- as we wrote -- as I wrote

8       this declaration being a -- a summary, I cited to

9       those things that seemed relevant and important.

10       As I do in all of my -- my reports or

11       declarations, I used my judgment.

12           Q.   Does -- did you provide any updated

13       Regeneron financial information in your Exhibit

14       2058 declarations since --

15           A.   Updated --

16           Q.   -- your '338 patent IPR declaration?

17           A.   No.

18           Q.   Did you request any document -- a yes

19       or no question:  Did you request any additional

20       documents from Regeneron counsel with respect to

21       your IPR Exhibit 2038 declarations?

22           A.   Not that I recall, no.

23           Q.   You mentioned Dr. Do, did you speak with

24       Dr. Do?

25           A.   Prior -- in relation to the '338

Page 25

1       declaration, I did, yes.
2           Q.   Did you speak to Dr. Do with respect to
3       her opinions on the '601 and '681 patents?
4           A.   I did not.
5           Q.   Did you review a draft of her
6       declaration --
7           A.   Um --
8           Q.   -- in the '601 and '681 patent IPRs?
9           A.   I did review a declaration.  I'm not

10       remembering at the moment whether it was a draft
11       or a final.
12           Q.   Have you reviewed Dr. Do's final
13       declaration submitted in the '601 and '681 patent
14       IPRs?
15           A.   As I said, I -- I've reviewed a
16       declaration.  I don't recall whether it was a
17       draft or final or, in fact, whether -- whether I
18       cite to it here.
19                I cite to her declaration in IPR-1225
20       -- sorry, Exhibit 2056.  So I presume that is the
21       final, April 1st, 2023.
22           Q.   But you can't re -- you can't recall
23       whether you reviewed Dr. Do's final declaration
24       or a draft of her declaration?
25           A.   Well, I may have seen a draft.  But I
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1       cited to her final, so I've seen her final as

2       well.

3           Q.   Okay.  Your Exhibit 2058 declarations

4       also cite a declaration from Jennifer Colyer?

5           A.   Yes.

6           Q.   Did you speak with Ms. Colyer?

7           A.   Not in preparing this, no.

8           Q.   Have you ever spoken with Ms. Colyer?

9           A.   I can't be certain.  She may have been

10       one of the people I spoke to in preparing for the

11       '338 declaration.  I did speak to a handful of

12       Regeneron business executives.  She may have been

13       one of them.  I don't remember exactly.

14           Q.   Okay.  So sitting here today, you can't

15       recall if you've spoken to Ms. Colyer before or

16       not?

17           A.   Not by -- not -- not with certainty, but

18       I did -- I did speak with people that would be in

19       similar roles, I -- as I understand.

20           Q.   But at least with respect to your

21       Exhibit 2058 declarations, you did not speak with

22       Ms. Colyer?

23           A.   No.

24           Q.   Okay.  Did you review a draft of

25       Ms. Colyer's declaration?

Page 27

1           A.   I believe I reviewed the final, but I

2       may have seen a draft as well.

3           Q.   What opinions are you relying on

4       Ms. Colyer for in this matter?

5           A.   Well, I saw her opinion as -- her -- her

6       declaration, which is fairly short, as something

7       that provided context to the -- the marketing and

8       advertising efforts that Eylea had -- or that

9       Regeneron had done for Eylea.  She refers to some

10       direct-to-consumer -- her television advertising

11       efforts that have been done on -- in a couple of

12       specific years, and I took note of that.  And so

13       they shaped my general view; didn't change my

14       view, but informed my thinking about marketing

15       and advertising.

16           Q.   What is your opinion concerning

17       marketing and advertising for Eylea?

18           A.   Well, it's complicated.  I mean,

19       it's -- that would take me -- do you have a more

20       specific answer -- or question?

21           Q.   Well, out -- outside of your citations

22       to Ms. Colyer's declaration, do you have any

23       additional opinions concerning marketing and

24       advertising for Eylea?

25                MR. CAINE:  Objection; form.  Go ahead.

Page 28

1                THE WITNESS:  Not that aren't -- not
2       that aren't reflected in the declaration -- the
3       prior declaration for the '338 patent.  I'd say
4       that her -- her declarations strengthen my view
5       as expressed there.
6       BY MR. MARX:
7           Q.   You mentioned that you reviewed Dr. Do's
8       declaration, correct?
9           A.   Yes.

10           Q.   And I believe you said that she opined
11       on a link between the '601 patent, the '681
12       patent and the eight-week dosing regimen.  Is
13       that an accurate summary of what you relied on
14       Dr. Do for?
15           A.   I believe so.  I mean, I -- I take her
16       as a medical and technical expert to provide a
17       link between the patents and its claims and the
18       eight-week dosing.
19           Q.   You mentioned the eight-week dosing.  Is
20       there any other link between the '601 patents and
21       '681 patents and Eylea that you are providing,
22       other than the eight-week dosing regimen?
23           A.   My understanding is that the eight-week
24       dosing regimen is the issue at -- before the
25       PTAB, so, no, my -- my opinion is focused on the

Page 29

1       eight-week dosing interval.
2           Q.   And it's not focused on any other
3       elements in the '601 patent and '681 patent
4       claims; is that correct?
5           A.   Again, I don't have opinions about
6       specific claim-by-claim analysis.  I take from
7       Dr. Do the implication that the patents relate to
8       the eight-week dosing interval, as I've stated in
9       my -- in the declaration here.

10                So if there are other things there
11       that -- I wouldn't have an opinion about them.
12           Q.   We briefly discussed, you're aware of
13       additional documents as Regeneron's expert in the
14       pending West Virginia litigation, correct?
15           A.   Yes.
16           Q.   You're aware of additional Regeneron
17       financial information and additional marketing
18       studies that Regeneron's produced in the
19       litigation, correct?
20           A.   As I sit here, I -- I'm not thinking of
21       anything -- I'm not remembering anything that is
22       substantial.  I know there -- there are some
23       slight differences in that declaration, as
24       opposed to the '338 deposition -- or sorry, '338
25       declaration.  But additional studies, I -- if --
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1       I'd need to be -- need to be reminded if there's
2       something significant.
3           Q.   What "slight differences" between your
4       expert report in the West Virginia litigation and
5       your Exhibit 2058 declarations are you referring
6       to?
7           A.   Well, in particular, I'm thinking of
8       -- so the Medicare Part B utilization data, a new
9       year had become available of product utilization,

10       as had another year of Medicare pricing data.
11       And so since those were available and they were
12       pri -- pre -- previously lagging the other
13       analyses by a year, I did update in that
14       litigation the -- those two series, but those are
15       not Regeneron data.  Those were Medicare data.
16           Q.   Why didn't you refer to that additional
17       information that was available in your Exhibit
18       2058 declarations?
19           A.   It didn't seem necessary.  I already had
20       the information sufficient, in my opinion, to
21       reach my opinion in the '338 declaration, and so
22       I stood there.
23           Q.   And you're familiar with the term ATU,
24       correct?
25           A.   Yes.

Page 31

1           Q.   And you're aware that Regeneron provi
2       -- conducts quarterly ATU surveys, correct?
3           A.   Yes.
4           Q.   And you did not discuss ATU surveys in
5       your Exhibit 2058 declaration except for 2013 and
6       one from 2020, correct?
7           A.   I'd have to go back and confirm that,
8       but there are, as I recall, several others that
9       are referred to in the '338 declaration.

10                So I -- I would want to go back and look
11       at the '338 declaration to see exactly how many
12       or what I've referred to, but, you know, since
13       this refers to that, I don't think that's
14       accurate that I've only referred to those two
15       IPRs -- or, sorry, ATU surveys.  I've certainly
16       reviewed many more than two.
17           Q.   Dr. Manning, could you turn to
18       Paragraph 9 in your Exhibit 2058 declarations?
19                Is it correct that in these pending
20       IPRs, you're only offering opinions, quote,
21       concerning commercial success as an objective
22       indicia of non-obvious [sic], closed quote; is
23       that correct?
24           A.   My opinion is -- well, it says here I
25       was asked to evaluate and testify concerning the

Page 32

1       commercial successes and objective indicia of
2       nonobviousness.  And I take that to mean
3       evaluating the product, the patented features
4       of the product and its link or nexus to the
5       commercial success of the product.
6           Q.   What "patent features" are you referring
7       to?
8           A.   Well, as I describe in the report,
9       Paragraph 14 recites the abstract of the '681

10       patent.  The present invention provides methods
11       for treating angiogenic eye disorders by
12       sequentially administering multiple doses of the
13       VEGF antagonist to a patient.  The methods of the
14       present invention include the administration of
15       multiple doses of a VEGF antagonist to a patient
16       at a frequency of once every eight or more weeks.
17       The methods of the present invention are useful
18       for the treatment of angiogenic eye disorders
19       such as age-related macular degeneration,
20       diabetic retinopathy, diabetic macular edema,
21       central vein -- vein occlusion, branch retinal
22       vein occlusion and corneal neovascularization.
23                I then go on to say that I understand,
24       generally -- in Paragraph 17, "Generally, I
25       understand that the '681 patent describes a

Page 33

1       dosing regimen directed to treat -- treating
2       angiogenic eye disorders in patients who do not
3       have three exclusion criteria."  And I described
4       there -- going on, finishing with the statement
5       that "The doses are administered at at least
6       eight week -- eight weeks following the preceding
7       dose in the tertiary dosing phase," or what I
8       also have referred to as the "maintenance phase."
9                So the eight-week dosing interval is the

10       primary feature that I evaluate and that my
11       opinion concludes has a clear link to the
12       commercial success of Eylea.
13           Q.   Okay.  And just to clarify, I believe
14       you said Paragraph 17 but you refer -- you were
15       reading from Paragraph 15, correct?
16           A.   If I said 17, I was incorrect.
17           Q.   Okay.  And the -- the patented features
18       for the '681 patent that are relevant to your
19       commercial success opinions is the eight-week
20       dosing regimen; is that correct?
21           A.   Well, I would point out that it does
22       say -- the abstract reads once every eight weeks
23       or -- eight or more weeks, but the eight-week
24       dosing regimen is a -- a fundamental feature
25       about which I am -- that I am analyzing in

9 (Pages 30 - 33)

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

Mylan Exhibit 1121 
Mylan v. Regeneron, IPR2022-01225 

Page 9



CONFIDENTIAL - UNDER PROTECTIVE ORDER

Page 34

1       reaching my opinions.
2           Q.   What other patented features, with
3       respect to the '681 patent, are relevant to your
4       commercial success opinions in this pending IPR?
5           A.   In these IPRs, the eight-week dosing
6       feature is -- the eight-week dosing is the
7       feature that is at issue.
8           Q.   Okay.  Have you offered any opinions on
9       other patented features outside the eight-week

10       dosing regimen?
11           A.   In this matter?
12           Q.   Yeah.  In these pending IPRs?
13           A.   No.  Well, not that I recall, but these
14       -- that -- that is the -- that is the feature
15       that is at issue here.  There's probably some
16       reference -- well, there is some reference in
17       the '338 declaration about Eylea being more
18       efficacious in some settings and that might have
19       an impact on some of the data that I see, more
20       efficacious than the alternative products in some
21       settings.  And so there is a -- to the extent
22       that I talk about efficacy or the efficacy of the
23       product in those settings, those are not one of
24       the patented features covered by these two
25       patents, but it is a feature of the product that

Page 35

1       I do mention in th -- in that report or that
2       declaration.
3           Q.   What do you mean when you say
4       "efficacy"?
5           A.   I mean effectiveness at treating an --
6       certain angiogenic eye disorders.
7           Q.   Okay.  And that efficacy is -- is that a
8       feature of the '681 patent?
9           A.   As I have said, the features of '681 and

10       the '601 patent that I'm concerned with here is
11       the eight-week dosing.  But as I interpreted your
12       question to ask me whether I had any opinions
13       about anything outside of those, I said that the
14       -- so, for example, the protocol T study, which I
15       do refer to in the '338 patent declaration, shows
16       that Eylea has superior efficacy to Avastin
17       -- or, sorry, to Lucentis in diabetic macular
18       edema for patients with worse initial visual
19       acuity.  That was something that I talked about
20       in that -- in that declaration.
21                Again, it is not one of the covered
22       features that I evaluate for these IPRs, but
23       since you asked me whether I had an opinion
24       -- I interpreted your question, anyway, as asking
25       whether I had any views that -- on features of

Page 36

1       the product that extended beyond eight-week
2       dosing -- dosing.  And since I had expressed that
3       in the prior '338 patent IPR, I wanted to make
4       sure that you didn't misunderstand.
5           Q.   Sure.  And so just to clarify, with
6       respect to your opinions for the '601 patent and
7       '681 patents, efficacy is not one of the features
8       that you evaluated, correct?
9           A.   That's correct.

10           Q.   And when you say "Eylea has superior
11       efficacy to Lucentis," are you referring to
12       Dr. Do's opinions?
13           A.   No.  I'm referring back to the -- my
14       declaration in the '338 patent -- '338 IPR.  I
15       believe Dr. Brown cites to that.  But I've also
16       looked at the study in its published form, and so
17       my recollection is based on reading -- looking at
18       that.  And to the -- I'm -- and I know that I
19       cite to that or I discuss that in -- in the -- in
20       the declaration for the '338 patent.
21           Q.   Why, in your opinion, does Eylea have
22       superior efficacy to Lucentis?
23           A.   I'm not a technical expert.  I can't
24       tell you the chemical or medical reasons -- or
25       biolog -- biochemical, I should say.

Page 37

1           Q.   So what is the basis for your opinions
2       that Eylea has superior efficacy to Lucentis?
3           A.   Well, as we talked, I do not -- I'm
4       not expressing an opinion that there's a general
5       -- within the context of these IPRs and the prior
6       -- the '338 patent IPR, that's not a part of
7       my analysis, with -- with the exception of
8       discussing how that affects data that might show
9       utilization of -- of Eylea, as opposed to

10       Lucentis or Avastin.
11                So I guess I don't really understand the
12       question in the sense that "why do I think it is
13       more efficacious"?  Well, there is evidence to
14       suggest that, at least in some circumstances, it
15       is.  So I would just go back to the discussion I
16       already went through on the protocol T study.
17           Q.   So the protocol T study is the basis for
18       your opinion that Eylea is more efficacious than
19       Lucentis; is that correct?
20                MR. CAINE:  Objection; form.
21                THE WITNESS:  So whether -- I think I've
22       answered the question in terms of whether there's
23       something outside of -- whether I'm expressing in
24       this proceeding an opinion about efficacy, and
25       I'm not.  I simply said that there is evidence

10 (Pages 34 - 37)

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

Mylan Exhibit 1121 
Mylan v. Regeneron, IPR2022-01225 

Page 10



CONFIDENTIAL - UNDER PROTECTIVE ORDER

Page 38

1       that bears to some of the utilization data that

2       I reviewed for the '338 proceeding that

3       demonstrates a level of ec -- efficacy in a

4       setting that might have a bearing on what data

5       show.

6       BY MR. MARX:

7           Q.   All right.  But you testified you're not

8       a clinician, correct, Dr. Manning?

9           A.   I'm not.

10           Q.   You're not a medical doctor?

11           A.   I'm not.

12           Q.   You're not a chemist?

13           A.   I'm not.

14           Q.   And you're not a drug formulator,

15       correct?

16           A.   I'm not.

17           Q.   And with respect to your Exhibit 2058

18       declarations, is it correct that your opinions

19       con -- concerning commercial success of Eylea are

20       Paragraphs 20 through 22 of that dec -- those

21       declarations?

22           A.   Well, Paragraphs 20 through 22 do

23       summarize my views about commercial success, ref

24       -- referring to and incorporating the declaration

25       that I submitted as part of the 2021 '881 PTAB

Page 39

1       hearing -- PTAB proceeding, which is the --
2       regards the '338 patent.
3                So I wouldn't say that those three
4       paragraphs capture my entire -- the entirety of
5       my opinion, but they summarize it and reflect and
6       refer to the prior declaration where my opinion
7       is expressed in greater -- to a greater extent --
8       in greater detail.
9           Q.   Okay.  Yeah.  And, correct, in

10       Paragraph 22, it cites to your prior '338 patent
11       IPR declaration as to why, in your opinion,
12       Eylea's a commercial success for the '681 and
13       '601 patents, correct?
14           A.   22 says, "In light of this
15       understanding, the opinions and analyses
16       presented in my prior declaration for
17       IPR2021-00881 also apply to the claims of the
18       '681 patent and the '601 patent."
19           Q.   And sitting here today, that's a correct
20       statement?
21           A.   Yes.
22           Q.   Do you have any additional opinions with
23       respect to the '601 and '681 patents beyond
24       what's in your '338 patent IPR declaration?
25           A.   To the extent -- well, I would want to

Page 40

1       use the declarations of Exhibit 2058 and the '338
2       patent as the entirety of my -- sorry, the '338
3       declaration as the entirety of my opinion.  But I
4       do believe that the analysis and -- and opinions
5       expressed, as it -- as it says in Paragraph 22,
6       expressed in that prior declaration, do capture
7       my opinion about the issue at hand.
8           Q.   Dr. Manning, what additional opinions
9       concerning commercial success of Eylea with

10       respect to the '601 patent do you have that are
11       not included in your '338 patent IPR declaration?
12           A.   As I sit here, I -- I can't think of
13       any.
14           Q.   And would the same be true for the '681
15       patent, your opinions concerning the commercial
16       success of Eylea are with respect to your '338
17       patent IPR declaration?
18           A.   Yes.  As I sit here, as Paragraph 22
19       says, my opinions regarding the link between
20       commercial success and the dosing interval, the
21       eight-week dosing interval, are
22       reflected/captured in my declaration for the '338
23       patent.
24           Q.   And your Exhibit 2058 declarations
25       provide no additional opinions with respect to

Page 41

1       commercial success for the '601 and '681 patents,

2       correct?

3           A.   I wouldn't say that.  I would -- I would

4       refer to Paragraph 20 in saying that I maintain

5       my opinions that Eylea has been commercially

6       successful -- a commercially successful biologic

7       therapy for angio -- angiogenic eye disorders;

8       that the 8-week dosing interval in the

9       maintenance phase has been an important driver of

10       demand; and that potential ex -- explanations are

11       not sufficient to explain Eylea's commercial

12       success to the exclusion of the 8-week

13       maintenance dosing interval.

14                Those are my opinions, incorporating the

15       analysis and opinions of the '338 declaration.

16           Q.   Right.  And those opinions are based on

17       what's set forth in your '338 patent IPR

18       declaration, correct?

19           A    Yes.

20           Q.   Do you have any additional opinions

21       concerning Eylea's commercial success with

22       respect to the '601 patent and '681 patents that

23       is not set forth in your '338 patent IPR

24       declaration?

25           A.   There is no new analysis in these
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1       declarations.  There is reference to the
2       framework to what patents are, to my
3       understanding of how the dosing reflects -- is
4       reflected in those.  And then I reference back to
5       the '338.
6                So the thing I want to be careful about
7       is just to say that I don't -- I don't want it to
8       be understood that I don't have an opinion about
9       the '601 and the '681 patents.  My understanding,

10       from an economic perspective, is that the
11       -- these patents embody an economic
12       characteristic of the product that is also
13       embodied in the '338 patent.  And so to the
14       extent that these declarations tie that opinion
15       to these patents, that's what I want to be
16       careful not to say that I don't have an opinion
17       about.
18           Q.   Well, that -- the characteristic you're
19       referring to is the dosing regimen for Eylea,
20       correct?
21           A.   The eight-week dosing interval, yes.
22           Q.   Is there any other characteristic that
23       you're referring to as the basis for your
24       commercial success opinions in these IPRs?
25           A.   No.

Page 43

1           Q.   And you don't have any analysis of

2       additional claim elements in the '601 patent and

3       '681 patent claims beyond the dosing regimen,

4       correct?

5           A.   That's correct.

6           Q.   I'm going to have the court reporter

7       hand you two documents.

8                MR. MARX:  No exhibit number.  Sorry.

9                This is -- the first document is Exhibit

10       2059 to IPR 2022-1225 for the '681 patent.

11                The second document is Exhibit 2059 to

12       IPR 2022-1226.  That's for the '601 patent.

13                (Previously marked Exhibit No. 2059 to

14       IPR2022-1225 for the '681 patent was introduced.)

15                (Previously marked Exhibit No. 2059 to

16       IPR2022-1226 for the '601 patent was introduced.)

17       BY MR. MARX:

18           Q.   And, Dr. Manning, we've been talking

19       about your '338 patent IPR declaration.  Is

20       Exhibit 2059 from both the pending IPRs in this

21       matter a copy of your '338 patent declaration

22       that we've been discussing?

23           A.   Let me look at them for a moment.

24                Well, with the exception of the fact

25       that the figures are not in color and they were

Page 44

1       in color in my original declaration, they seem to
2       be -- or it -- sorry, it -- it appears to be the
3       same document for each of the two proceedings.
4       And with the exception of the color -- absence of
5       color, it does seem to be the same.
6           Q.   All right.  And did you re -- did you
7       review this document in preparing for today's
8       deposition?
9           A.   I did.

10           Q.   And Exhibit 2059, the pending IPRs,
11       that's what you rely on with respect to your
12       commercial success opinions for the '601 patent
13       and '681 patent, correct?
14           A.   Yes.
15           Q.   And except for the cover page on these
16       documents, Exhibit 2059 is identical in both
17       pending IPRs?
18           A.   Unless I'm missing something, the cover
19       pages are identical in these two -- on these two
20       documents.
21           Q.   I believe one -- they have different
22       -- they refer to different IPRs -- that's the
23       only difference, correct -- on the bottom
24       right-hand corner.
25           A.   In the exhibit rectangle, yes.

Page 45

1           Q.   But otherwise, Exhibit 2059 is the same
2       between both pending IPRs?
3           A.   They appear to be.  I would have to do a
4       more careful review to make sure there's no
5       difference but, yes.
6           Q.   Okay.  And sitting here today, do you
7       have any corrections to Exhibit 2059, your '338
8       patent IPR declaration?
9           A.   No.  Not -- not that I currently have in

10       mind, no.
11           Q.   And sitting here today, do you have any
12       modifications to Exhibit 2059?
13           A.   No.
14           Q.   I'm going to have the court reporter
15       mark as Manning Exhibit 101 -- this is a copy of
16       your '338 patent IPR deposition transcript with
17       the errata appended to the end of it.
18                (Manning Exhibit No. 101, a copy of Dr.
19       Manning's '338 patent IPR deposition transcript,
20       with errata attached, was introduced.)
21       BY MR. MARX:
22           Q.   Dr. Manning, do you have Exhibit 101 in
23       front of you?
24           A.   I do.
25           Q.   And have you seen this document before?
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1           A.   Yes.
2           Q.   Can you confirm that this is a copy of
3       your deposition transcript from IPR 2021-881 and
4       also includes your errata sheet to that
5       deposition?
6           A.   It looks to be.
7           Q.   Did you review your -- your deposition
8       transcript from the '881 patent proceeding -- or
9       '881 IPR proceeding to prepare for today's

10       deposition?
11           A.   No, not specifically.
12           Q.   When's the last time you reviewed your
13       deposition transcript from the '881 IPR
14       proceeding?
15           A.   Probably when I submitted the errata on
16       May 4th of 2022.
17                I may have looked at it again since
18       then, but I don't have a clear memory of doing
19       so.
20           Q.   Well, does your testimony in Manning
21       Exhibit 101 accurately reflect your opinions
22       today?
23           A.   As far as I recall, yes.
24           Q.   And do you still agree with your
25       testimony you provided in Manning Exhibit 101?

Page 47

1           A.   I don't have any specific recollection

2       of things that I missed -- said by mistake or

3       something, but -- or other -- otherwise would

4       want to restate.  But, you know, pending that,

5       yeah, I would stand by it.

6           Q.   Right.  So sitting here right at this

7       moment, you don't have any corrections to the

8       testimony you provided in Manning Exhibit 101,

9       correct?

10           A.   I do not.  Not beyond the errata.

11           Q.   And you don't have any modifications to

12       the testimony you provided in Manning Exhibit 101

13       outside of the errata that's included, correct?

14           A.   No.

15           Q.   And do you agree that since your

16       opinions on the commercial success for the '601

17       and '681 patent are based on your analysis for

18       the '338 patent, that your testimony in Manning

19       Exhibit 101 applies, likewise, to these pending

20       IPR proceedings?

21           A.   To the -- to the extent that it stays

22       within the bounds of these proceedings, yes.  I

23       mean, I -- I don't have a clear memory, but I can

24       -- I -- I know there were a couple of questions

25       that, as I recall, seemed to go outside the

Page 48

1       bounds of what were my opinions at the time.
2       And so I guess I'd just want to be careful not to
3       make -- be careful to make sure that things that
4       might have seemed outside -- or seemed to me to
5       be outside the bounds of that proceeding would
6       also seem to me to be outside the bounds of this
7       proceeding.
8           Q.   Okay.  But you don't have any
9       corrections or changes to that testimony in your

10       Manning Exhibit 101, correct?
11           A.   Not as I sit here, no.
12                I'm sorry.  I just noticed that I had
13       said that May 4th was the last time I reviewed
14       this, and I -- I was looking at the date of the
15       deposition.  And my -- the signature date is
16       actually May 24th, so that would be the last
17       time.  Just to be correct, that would be the last
18       time I had a clear memory of reviewing this
19       transcript.
20           Q.   And any changes or corrections or errors
21       in the deposition transcript would be noted in
22       your errata sheet from May 24th, correct?
23           A.   Yes.
24                MR. MARX:  We've been going about an
25       hour, David.

Page 49

1                MR. CAINE:  Yep.

2                MR. MARX:  We'll take a break, and I'll

3       open up the phone line again.

4                MR. CAINE:  Sounds good.  Thank you.

5                THE VIDEOGRAPHER:  Did you want to go

6       off the record?

7                MR. MARX:  Yeah.  Off the record,

8       please.

9                THE VIDEOGRAPHER:  We're going off the

10       record.  This is the end of Media Unit 1.  The

11       time is 10:14 a.m.

12                (Recess taken.)

13                THE VIDEOGRAPHER:  We're back on the

14       record.  This is the beginning of Media Unit 2.

15       The time is 10:27 a m.

16       BY MR. MARX:

17           Q.   Dr. Manning, now that you have your '338

18       patent IPR declaration, Exhibit 2059, in front of

19       you, since you issued that declaration you

20       haven't cited in your Exhibit 2058 declarations

21       any updated Regeneron information, correct?

22           A.   No.  My understanding -- well, no,

23       I don't -- not to my current recollection and

24       understanding, unless I -- I -- you know, I think

25       I looked through it once before and didn't see
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1       anything.  But if -- I mean, it wouldn't be
2       impossible that someone would say, well, look,
3       this declar -- this exhibit is different from
4       that exhibit and I would have to say, oh, yes,
5       but my understanding is that not.
6           Q.   Okay.  And, for example, in Exhibit
7       2059, if you could turn to Page 157, this is the
8       end of your attachment B1.
9           A.   I'm sorry.  Page what?

10           Q.   157 of 289.
11           A.   Okay.
12           Q.   And in Exhibit 2059, you discuss, quote,
13       most recent label, closed quote, and for Eylea
14       that was March 2021, correct?
15           A.   That is what it says on the page.
16           Q.   You don't provide any analysis in your
17       Exhibit 2058 or 2059 of Eylea's current label,
18       correct?
19           A.   In this matter -- just to make sure I
20       didn't include any updated label information -- I
21       do know there's been be an update to the label
22       since then.
23                So I believe my only reference to the
24       label is to that same March of '21 label.  Let me
25       make --

Page 51

1           Q.   You don't cite or discuss the current
2       label for Eylea, correct?
3           A.   To the extent that it has been modified
4       since then, I do not.
5           Q.   Why didn't you provide any opinions
6       concerning the current Eylea label with respect
7       to your Exhibit 2058 and 2059 declarations?
8           A.   My understanding is that the only
9       modification to the label since then is relevant

10       to a small -- a relatively small modification to
11       another indication for a pediatric indication,
12       retinopathy prematurity, or I'm not sure I'm
13       saying that correctly or remembering exactly, but
14       my recollection is that that was the change to
15       the label, is the added -- the addition of one
16       new indication that wasn't relevant to my opinion
17       in these matters.
18           Q.   So the -- the current label from August
19       of 2022 for Eylea does not change the opinions
20       that you've expressed in Exhibit 2058 and 2059?
21           A.   Not to my understanding, no.
22           Q.   Okay.  And in your Exhibit 2059
23       declaration, you don't discuss any copay programs
24       available for Eylea, correct?
25           A.   I do not.

Page 52

1           Q.   And you didn't provide any discussion of
2       copay programs of Eylea in your Exhibit 2058
3       declarations, correct?
4           A.   I do not.
5           Q.   But you're aware that copay programs
6       exist for Eylea?
7           A.   I am.
8           Q.   Are you aware of the EYLEA4U copay
9       program that Regeneron provides?

10           A.   Let me go back and maybe amend my
11       pre -- prior answer, because I -- EYLEA4U is
12       something that I have been aware of.  I don't
13       -- as I sit here, I don't remember exactly
14       whether or not it was discussed in -- I'd have to
15       go back and review '338 again to make sure I'm
16       speaking correctly.  But I wouldn't say I was
17       unaware of it, but it was not a major discussion
18       point in the '338 declaration.
19           Q.   So when you issued your Exhibit 2059
20       declaration for the '338 patent, were you aware
21       that copay programs were available for Eylea?
22           A.   Well, to the extent that -- well, what
23       kind of co- -- what do you mean, specifically?
24           Q.   Well, you're -- you're aware that
25       Regeneron offers a program called EYLEA4U

Page 53

1       E-Y-L-E-A the number 4 and the letter U, correct?

2           A.   Yes.

3           Q.   And that's a copay program, correct?

4           A.   I believe it encompasses other things in

5       addition to copay assistance, but I -- I'm aware

6       of it.

7           Q.   And in your ex -- your Exhibit 2059

8       declarations, as well as your Exhibit 2058

9       declarations, you don't discuss any copay

10       support available for Eylea, do you?

11           A.   Let me go back to the '338 declaration

12       for a moment.

13                Well, in Section 10 I do discuss various

14       issues that I explain cannot be -- that Eylea's

15       commercial success cannot be explained by factors

16       not related to the claimed methods of treatment.

17       And so I discuss sampling and discounting and

18       rebate programs and marketing efforts in that

19       section, all of which I conclude are not -- do

20       not explain Eylea's commercial success to the

21       exclusion of the patented features at issue here.

22                I'd have to go back and look at those

23       pages again to see what exactly I said and

24       whether I referenced EYLEA4U or not, but those

25       are the kinds of issues that I would have been
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1       thinking about.  So --
2           Q.   Well, I -- I've looked through your
3       declaration and I don't see EYLEA4U or copays
4       discussed anywhere, so I -- I'm --
5           A.   Yeah.  I -- I don't dispute that.
6       I -- I would want to look at it again to make
7       sure.  But they are -- it is of the sort of thing
8       that I considered and concluded that it was not.
9           Q.   Well, if you considered it, why is it

10       not discussed in your -- your declarations in
11       these matters?
12           A.   Well, it is discussed in the sense that
13       Section 10 discusses issues such as discounts and
14       rebate programs such as sampling, other ways that
15       might be thought of that someone might think of
16       as assisting patients in a similar way -- in the
17       same way that a copay assistance program might.
18       But I -- sorry.  Just a moment.
19                So in Attachment D1, Page 171 of 289,
20       there is a line for Eylea copay assistance.
21       So they are considered.  I did not discuss them
22       specifically, but they are -- I -- I was aware of
23       them and they are in the report.  But I do not
24       believe -- did not believe and do not believe
25       that they, to the exclusion of the patented

Page 55

1       features, are the source of Eylea's commercial
2       success.
3           Q.   Okay.  And just so I'm clear, Exhibit
4       -- Page 171 of Exhibit 2059, rebates are a
5       separate line item from copays, correct?
6           A.   Yes.
7           Q.   And chargebacks are a separate line item
8       from copays?
9           A.   Yes.

10           Q.   And discounts are a separate line item
11       from copays?
12           A.   Yes.
13           Q.   But in the -- the text of your reports
14       or your declarations in these matters, you
15       haven't discussed copay assistance available for
16       Eylea, have you?
17           A.   I would accept your representation with
18       the proviso that I'd want to go back and verify
19       it.
20           Q.   Are you --
21           A.   Because it was not important -- it was
22       not important enough to address specifically.
23           Q.   Are you aware Regeneron has a field
24       support team for Eylea?
25           A.   What do you mean by field support team?

Page 56

1           Q.   Have you ever heard of the term "field

2       support team"?

3           A.   I've heard of similar terms.  It could

4       mean different things.  So I'd like to know what

5       you mean by it.

6           Q.   What's your understanding of a -- a

7       field support team?

8           A.   It could be any number of things:  Sales

9       representatives.  It could be physicians who

10       speak with other physicians about issues that

11       arise.  It could be, you know, people who help

12       patients with questions they have.  I would want

13       to know spe -- it could mean a number of

14       different things.

15           Q.   Are you aware that Regeneron has sales

16       representatives for Eylea?

17           A.   Yes.

18           Q.   And do you discuss Regeneron sales

19       representatives at all in your declarations?

20           A.   To the extent that they are part of the

21       "people expenses," they would have been included

22       in -- in that part of the marketing effort.  I

23       don't know that I specifically identify sales

24       reps in the report.  I -- I'd have to go back and

25       look.

Page 57

1           Q.   Do you know how much Regeneron spends on

2       sales reps for Eylea?

3           A.   Not specifically, no.  I know they're

4       -- I know the total reported people expenditures

5       for -- in the Eylea P&L that was produced.

6           Q.   Do you know if that line item

7       incorporate -- includes sales representatives?

8           A.   My understanding is that it does.

9           Q.   In your Exhibit 2058 and 2059

10       declaration, you don't discuss the pending

11       litigation between the United States and

12       Regeneron concerning the Chronic Disease Fund,

13       do you?

14           A.   I do not.

15           Q.   But when you prepared your Exhibit 2059

16       declaration -- or 2058 declarations in these

17       matters, you're aware -- you were aware of the

18       -- the litigation concerning the CDF between U.S.

19       and Regeneron, correct?

20           A    Yes.

21           Q.   And your declarations do not address any

22       of that information for the CDF litigations,

23       correct?

24           A.   They do not.

25           Q.   Why didn't you think it was important to
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1       address the -- the pending litigation between the

2       U.S. and Regeneron?

3           A.   Well, I did testify about -- I did

4       in the District Court litigation, I provided a

5       supplemental report and a supplemental deposition

6       on -- about documents that were produced in that

7       litigation as a result of that -- of that -- just

8       of the -- the CDF litigation -- the CDF case.

9                It didn't -- it was not -- I was not at

10       issue here.  I -- I understood it was part of a

11       different proceeding.

12           Q.   Well, you're aware that in the '338

13       patent -- '338 patent IPR proceeding, Mylan's

14       commercial success expert, Mr. Hoffman, offered

15       opinions concerning the CDF litigation, correct?

16           A.   He did mention them.  He didn't provide

17       detailed analysis.

18           Q.   And when you prepared your Exhibit 2058

19       declarations in these IPRs for the '601 and '681

20       patents, you were aware of the CDF litigation,

21       correct?

22           A.   I was.

23           Q.   But you have not addressed it in your

24       declarations, correct?

25           A.   I have not.

Page 59

1           Q.   Do you think it's not important for the
2       PTAB to have that information?
3                MR. CAINE:  Objection; form.
4                THE WITNESS:  To -- to have what
5       information?  I don't -- what do you mean?
6       BY MR. MARX:
7           Q.   Well, you haven't mentioned at all in
8       your declarations that Regeneron is involved in
9       litigation concerning copay support with the

10       United States, correct?
11           A.   That's correct.
12           Q.   And do you think that information isn't
13       relevant to your opinions in this matter?
14           A.   As I said, I testified to that point in
15       a different matter, and my testimony there was
16       that it did not -- it did not change my opinion.
17           Q.   But you haven't provided any testimony
18       in your Exhibit 2059 declarations about the CDF
19       litigation, correct?
20           A.   That's correct.  I did not know about
21       the CDF litigation when I prepared Exhibit 2059.
22           Q.   But you did know about it for your 2058
23       declaration and didn't discuss it, correct?
24           A.   That's correct.
25           Q.   If we could focus on your Exhibit 2059

Page 60

1       declaration, your -- your '338 patent IPR
2       declaration.  In that declaration, you assigned
3       Eylea's commercial success to the '338 patent and
4       patent claims, correct?
5           A.   I assigned it to the eight-week dosing
6       interval that I understood was reflective of the
7       '338 patent.
8           Q.   So you -- you identified the '338 patent
9       as having commercial success, correct?

10           A.   I identified Eylea as having commercial
11       success, and I identified a nexus between the
12       patented features of '338 -- the patented
13       features of the product as reflected in patent
14       '338 and the product.
15           Q.   What are those patented features you're
16       referring to?
17           A.   The eight-week dosing interval.
18           Q.   So you identified the 3 -- the
19       eight-week dosing patent interval as the patented
20       feature for the '338 patent, correct?
21           A.   So that sounds like you're asking a
22       legal question.  I did not reach a legal
23       conclusion.  I relied upon the technical expert
24       to provide that.  The -- what I did is I
25       evaluated the product, from an economic

Page 61

1       perspective, on the drivers of success and took

2       the -- the technical expert's opinion about the

3       patented feature of being related to the

4       eight-week dosing being related to the '338

5       patent.

6           Q.   So do you agree that for purposes of

7       your Exhibit 2058 declarations for the '601

8       patent and '681 patent, the -- your opinions for

9       the '338 patent, they relate to the same fixed

10       eight-week dosing schedule?

11                MR. CAINE:  Objection; form.

12                THE WITNESS:  The same eight-week dosing

13       schedule, yes.

14       BY MR. MARX:

15           Q.   And it's your opinion that the primary

16       driver for Eylea sales that you're focusing on

17       for the '601 and '681 patents is the fixed

18       eight-week dosing interval?

19                MR. CAINE:  Objection; form.

20                THE WITNESS:  As I've said in -- in

21       the declarations, the -- my opinion is that the

22       eight-week dosing schedule has a nexus between

23       the product's commercial success -- or there is a

24       nexus between the product's commercial success

25       and its eight-week dosing schedule, which is
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1       reflected in the patents at issue.
2       BY MR. MARX:
3           Q.   Are there any other factors driving
4       sales of Eylea?
5           A.   There may be.  I -- I've evaluated -- my
6       opinion is focused here on identifying a nexus
7       between the eight-week dosing schedule and the
8       product's commercial success.
9           Q.   Well, you've identified safety and

10       efficacy as factors driving Eylea's sales,
11       correct?
12           A.   In the West Virginia lit -- litigation
13       where there is a formulation patent that I took
14       to reflect safety and efficacy, I did have an
15       opinion about it in that matter.  But I
16       understand that question is not at issue here.
17           Q.   Well, you haven't -- well, do you
18       believe that safety and efficacy is driving sales
19       of Eylea?
20           A.   Well, recognizing that that's not the
21       question for this matter, I do believe that
22       safety and efficacy matter, yes.
23           Q.   And do you believe that the formulation
24       for Eylea drives sales of Eylea?
25           A.   I would refer you to that litigation

Page 63

1       for that.  I mean, what -- what you mean by do I
2       believe formulation matters, I would go back to
3       the experts in that case who draw the link,
4       Dr. Psaki [phonetic], I believe his name is said,
5       but I could be saying that incorrectly -- no, I'm
6       sorry, Dr. Trout -- Dr. Trout draws that link in
7       that matter.  And relying on Dr. Trout's opinion,
8       that's where I got a link between the patents at
9       issue there -- patent at issue there and the

10       commercial success of the product.
11           Q.   Correct.  So in the West Virginia
12       litigation, you've attributed some of Eylea's
13       commercial success to the formulation, correct?
14           A.   As I have said, in interpreting
15       Dr. Trout's equation of the formulation to the
16       safety and efficacy of the product, yes.
17           Q.   And you haven't told the PTAB here with
18       respect to the '601 and '681 patents that you've
19       assigned value to Eylea's safety and efficacy,
20       have you?
21           A.   I've not assigned value.  I've not
22       determined values of any feature.
23           Q.   Well, you didn't inform the PTAB that --
24       that you've opined that safety and el -- efficacy
25       drive Eylea sales, have -- did you?

Page 64

1           A.   That is not one of the patented features
2       at -- before the PTAB in this -- in this
3       matter, --
4           Q.   Correct.
5           A.   -- so I did not.
6           Q.   You didn't think it was important to
7       -- to tell the PTAB that you've attributed some
8       of Eylea's commercial success to safety and
9       efficacy?

10                MR. CAINE:  Objection; form.
11                THE WITNESS:  Well, I'm hanging up on
12       your saying "some of."  I mean, that implies some
13       apportionment or some or allocation of success to
14       different elements, and that's not at issue in a
15       commercial success analysis.  That might be at
16       issue for other kinds of analyses, but it is not
17       at issue for commercial success.
18                So that's not the question they are
19       deciding, and it is not relevant to this matter,
20       as far as I understand.
21       BY MR. MARX:
22           Q.   Well, why isn't it important -- well,
23       why isn't it important that you've opined Eylea's
24       sales are due to safety and efficacy in these
25       matters?

Page 65

1                MR. CAINE:  Objection; form.
2                THE WITNESS:  I'm sorry.  Ask again,
3       please.
4       BY MR. MARX:
5           Q.   Sure.  In these pending IPRs for the
6       '601 and '681 patent, why isn't it important that
7       you've opined that safety and efficacy is
8       responsible for Eylea sales?
9           A.   Well, I haven't opined that it is

10       entirely responsible for Eylea sales.  I have
11       opined that safety and efficacy also contribute,
12       so does the eight-week dosing interval.  And this
13       matter concerns the eight-week dosing interval.
14       And that is the question before the panel, and
15       that is the question that I addressed.  I did not
16       address questions that were not before the panel.
17           Q.   Right.  So you don't -- you don't think
18       it's important for the PTAB to know that some of
19       Eylea's sales, in your opinion, are related to
20       safety and efficacy?
21                MR. CAINE:  Objection; form.
22                THE WITNESS:  That's a legal issue.
23       I -- I -- I don't have an opinion about what is
24       or isn't important for them to know as they
25       evaluate the case.  I -- I have a -- my
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1       assignment is to evaluate whether or not the
2       patented feature here, the eight-week dosing
3       interval, has a nexus to the commercial success
4       of the product.
5       BY MR. MARX:
6           Q.   But you admit that in the patent
7       litigation, you've opined that Eylea's commercial
8       success may be due to safety and efficacy,
9       correct?

10           A.   In part, but not to the exclusion of the
11       dosing frequency or the dosing interval.
12           Q.   So is it your opinion the dosing
13       interval is the primary driver of Eylea sales?
14           A.   So that suggests that I've done some
15       kind of ranking, and I have not.  So I don't
16       have a ranking of what is more important or less
17       important.  I have an opinion that there is a
18       nexus between the eight-week dosing interval and
19       the product's commercial success.
20           Q.   Well, is the dosing interval in the top
21       five drivers for Eylea sales?
22           A.   Again, that assumes or -- or suggests
23       that I've done some kind of ranking, and I have
24       not done that, so I can't tell you.
25           Q.   Okay.  So is it your opinions that

Page 67

1       Eylea's commercial success is due to safety and
2       efficacy and dosing and various other factors as
3       well?
4           A.   For this matter, my concern is whether
5       the eight-week dosing feature is a driver of
6       commercial success, and I believe it is.
7           Q.   And in the West Virginia litigation,
8       you've opined that safety and efficacy is a
9       feature -- oh, safety and efficacy is a driver

10       of commercial success, correct?
11           A.   Because there is a patent at issue in
12       that matter where -- that I understand to be
13       related to safety and efficacy, and I do believe
14       safety and efficacy do contribute, though not at
15       issue in this matter.
16           Q.   Well, you mentioned efficacy earlier
17       today, didn't you?
18           A.   I did.
19           Q.   So is it your opinion efficacy is a part
20       of the '601 and '681 patents?
21                MR. CAINE:  Objection; form.
22                THE WITNESS:  I -- I discussed efficacy
23       in terms of what the -- you had asked me whether
24       or not I had expressed any opinions outside the
25       question of the eight-week dosing interval in

Page 68

1       the '338 declaration, and I simply wanted to be
2       complete in my answer.  And so I told you that I
3       had discussed in the '338 declaration that there
4       was some evidence of -- in some settings, of
5       superior patient outcomes for patients using
6       Eylea as opposed to Avastin -- or, sorry,
7       Lucentis.  And so to be complete in my answer, I
8       didn't want to omit the fact that there was that
9       discussion of an efficacy-related factor to the

10       data that were not analyzed in that -- in that
11       report -- in that declaration.
12       BY MR. MARX:
13           Q.   So if I understand correctly, the
14       safety and efficacy that you offered opinions on
15       in the West Virginia litigation as relevant to
16       commercial success, in your opinion, aren't
17       relevant to the '601 and '681 patents?
18           A.   Again, I -- I don't have an opinion
19       about the legal relevance of various issues.
20       I'll leave that to the lawyers to discuss and the
21       PTAB members to determine.
22                My opinion is related in this matter to
23       the link between the eight-week dosing interval
24       and the product's commercial success.
25           Q.   Okay.  And in the West Virginia

Page 69

1       litigation, you've drawn a link between safety
2       and efficacy and eylea's commercial success,
3       correct?
4           A.   I've drawn a link between the patent
5       that is identified by Dr. Trout as related to
6       safety and efficacy and the product's commercial
7       success.
8           Q.   And that patent, is that the '865
9       patent, if you recall?

10           A.   That sounds right, but to tell you the
11       truth I'd want to go make sure.
12           Q.   So in the West Virginia litigation,
13       you've attributed some of Eylea's commercial
14       success to the '865 patent, correct?
15           A.   I testified in that case that there was
16       a nexus between the features of that patent and
17       its commercial success.
18           Q.   Do you have any opinion whether the
19       aspects of the aflibercept molecule are driving
20       sales of Eylea?
21           A.   Well, beyond the fact that aflibercept
22       is the active ingredient of Eylea, no.
23           Q.   Do you have any opinion whether a
24       indication is on-label or off-label is driving
25       sales of Eylea?
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1           A.   Well, I guess, you know, I'm -- on-label
2       and off-label utilization is a -- a complicated
3       subject.  I do know something about it based on
4       my experience, other than I'm not a regulatory
5       expert and so -- not that I don't know anything
6       about the regulatory process, but I do think it
7       matters that a -- that a -- a product is approved
8       by the FDA for specific uses or not.  But I guess
9       I would want to know much more specifically

10       about, you know, what the question is before I
11       said whether -- how it might relate to Eylea.
12           Q.   Sure, well, you're familiar with
13       insurance coverage, correct?
14           A.   Sure.
15           Q.   Sure.
16                And insurance companies can't force
17       doctors to use a product that's off label,
18       correct?
19           A.   I don't think insurance companies can
20       force doctors to do anything.
21           Q.   Well, insurance companies can't -- can't
22       provide guidance to doctors to use a product that
23       is off label, correct?
24           A.   I don't agree with that.
25           Q.   Why don't you agree?

Page 71

1           A.   Because I'm aware of cases in which
2       insurance companies place off-label indication
3       -- or products with off-label indications on more
4       favorable -- in more favorable coverage status
5       than products that are indicated for a specific
6       use.
7           Q.   Dr. Manning, we've been discussing the
8       eight-week dosing interval as a driver of Eylea
9       sales.  That's your opinion in this matter,

10       correct?
11           A.   What's my opinion?  I don't -- I didn't
12       hear a question.
13           Q.   That the eight-week dosing interval
14       drives Eylea sales.
15           A.   My opinion is that the eight-week dosing
16       interval is a contributor to Eylea's commercial
17       success.
18           Q.   But do you have any opinions whether
19       it's the primary contributor to Eylea's success?
20           A.   As I said a couple times already, the
21       -- that suggests a ranking of various factors
22       that I did not do.
23           Q.   Have you investigated at all whether the
24       eight-week dosing interval was known in the prior
25       art?

Page 72

1           A.   Well, prior art is a legal concept.
2       I don't really know what you mean there.
3           Q.   Is it fair to say that in offering your
4       opinions in your '601 and '681 declarations in
5       this matter regarding Eylea's commercial success,
6       you didn't differentiate -- or you didn't exclude
7       factors that were already known in the prior art,
8       did you?
9           A.   Again, you're asking about prior art

10       as though it were an economic concept, and it is
11       not.  It's a legal concept.  And -- and you're
12       asking about excluding factors which sounds like
13       an apportionment issue to me, not part of the
14       analysis that I did.
15           Q.   If we could go to your Exhibit 2058
16       declaration.  If you could go to Paragraph 12.
17       Let me know when you're there.
18           A.   Yes.
19           Q.   You used the term "novel" in that
20       paragraph, correct?
21           A.   "Substitution towards the novel product
22       or method away from alternative products or
23       methods," yes.
24           Q.   And then again at the end of the
25       sentence you used the term "novel product"?

Page 73

1           A.   And other economic indicators as
2       evidence of commercial success of a novel
3       product, yes.
4           Q.   What does the term "novel" mean in that
5       paragraph?  What are you referring to?
6           A.   Something that I guess another way to
7       say it is new -- new product.
8           Q.   Well, with -- if something is known in
9       the prior art, is it new?

10           A.   That's a legal question.
11           Q.   You don't have any opinion whether
12       something that is known in the prior art isn't
13       new?
14           A.   Not as a matter of legality.  I'm not a
15       patent lawyer.
16           Q.   So in your offering your commercial
17       success opinions in these pending IPRs, you
18       didn't exclude any things that were not new, did
19       you?
20                MR. CAINE:  Objection; form.
21                THE WITNESS:  I don't understand the
22       question.  I'm sorry.  I didn't exclude anything
23       that was not new.  That's pretty broad.  Can you
24       be more specific?
25       BY MR. MARX:
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1           Q.   Did you talk to Dr. Do at all whether

2       the eight-week dosing interval for Eylea was

3       something already known by clinicians?

4                MR. CAINE:  Objection; form.

5                THE WITNESS:  For this matter or for the

6       '338?

7       BY MR. MARX:

8           Q.   For both.

9           A.   I did not speak to Dr. Do in preparing

10       the most recent report or declarations.  I did

11       have a conversation with her some time ago now in

12       preparing the '338 declaration.  My recollection

13       is that she talked about the eight-week dosing

14       interval being something new, something

15       contributing -- something important in the

16       treatment of these angiogenic eye disorders.  My

17       recollection is also that Dr. Brown talks at some

18       extent about the eight-week dosing -- dosing

19       interval being something that -- that made an

20       important contribution to the treatment of these

21       disorders.

22                So I did talk to and read about those

23       experts' opinions that the eight-week dosing

24       interval was -- that was available with Eylea was

25       important and new.

Page 75

1           Q.   And the fact that the eight-week dosing

2       interval for Eylea was important and new, is that

3       relevant in your commercial success opinions

4       here?

5           A.   To the extent that it -- it provides a

6       differentiating factor for Eylea, yes.

7           Q.   Would it change your opinions if Eylea

8       -- the eight-week dosing schedule for Eylea is

9       not new?

10           A.   I don't understand the question.

11           Q.   Sure.  Well, in your commercial success

12       opinions for the '601 and '681 patents here, you

13       haven't excluded anything that was known prior to

14       the priority date for the '601 and '681 patents,

15       have you?

16                MR. CAINE:  Objection; form.

17                THE WITNESS:  Again, those are legal

18       questions about what priority dates were and when

19       what things were known or not known.  What I

20       observed is that there was a product that was

21       new.  And that product, as I take from the

22       medical experts and technical experts, presents

23       a novel feature compared to the other products

24       that were available at the time; and that that

25       product exhibits substantial commercial success.

Page 76

1       BY MR. MARX:

2           Q.   Well, let's go to Paragraph 13 of your

3       Exhibit 2058 declarations.

4           A.   Okay.

5           Q.   And do you see in the last sentence

6       of that paragraph you state, in part, the '681

7       patent claims a priority date of January 13th,

8       2011.  Do you see that?

9           A.   I do.

10           Q.   So you didn't exclude anything that may

11       have been known prior to January 13th, 2011, from

12       your commercial success opinions in these pending

13       IPRs, did you?

14                MR. CAINE:  Objection; form.

15                THE WITNESS:  Again, I -- those -- I

16       mean, things that might have been known aren't

17       economic things that are selled -- sold in the

18       marketplace.  So they were not something that I

19       could analyze.  They were -- those are legal

20       questions.  They're not economic questions.

21       BY MR. MARX:

22           Q.   Well, how can a patented feature drive

23       sales if it was already known?

24           A.   That's -- whether it's patentable or

25       not is a legal question, and that's not my

Page 77

1       assignment.
2                MR. MARX:  I'm going to have the court
3       reporter mark as Manning Exhibit 102 -- it's a
4       copy of the Patent Trial and Appeal Board's final
5       written decision in IPR 2021-881 for the '338
6       patent.
7                (Manning Exhibit No. 102, a copy of the
8       Patent Trial and Appeal Board's final written
9       decision in IPR 2021-881 for the '338 patent, was

10       introduced.)
11       BY MR. MARX:
12           Q.   Dr. Manning, have you seen this document
13       before?
14           A.   I don't believe I have.
15           Q.   Are you aware that in Manning Exhibit
16       102 the Patent Trial and Appeal Board determined
17       that the claims for the '338 patent were
18       unpatentable?
19           A.   I have heard that the -- that that was
20       -- I've heard something associated with the
21       -- with that fact or that outcome.  But I also
22       understood that it was subject to appeal and on
23       appeal.
24           Q.   So is the PTAB's findings that the '338
25       patent claims were unpatentable relevant to your
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1       commercial success opinions?
2           A.   Again, that's a legal question.  I don't
3       know whether, you know, the finality -- I don't
4       know the finality of this finding.  I don't know
5       the status of the appeal.  I don't know the
6       technical legal implications of the outcome in
7       that matter and how it relates to the outcomes in
8       this matter.
9           Q.   Well, here we're back before the Patent

10       Trial and Appeal Board, correct?
11           A.   We are.
12           Q.   And Manning Exhibit 102 is the same
13       Patent Trial and Appeal Board's decision that the
14       '338 patent claims were unpatentable, correct?
15           A.   I'll take your representation of that.
16           Q.   And you didn't find the Manning Exhibit
17       102 relevant to your commercial success opinions
18       for the '601 and '681 patents?
19           A.   No.
20           Q.   I'm going to hand you what is Paper 21
21       in the 1225 patent IPR.  It's the Patent Trial
22       and Appeal Board's decision granting institution
23       of inter partes review.
24                And, Dr. Manning, you reviewed this
25       document when you prepared your Exhibit 2058

Page 79

1       declaration, correct?  That's cited in Footnote
2       13.
3           A.   Yes.  It is cited into -- in -- in
4       Footnote 13.
5           Q.   So you reviewed this preparing your
6       Exhibit 2058 declarations, correct?
7           A.   So I would have looked at it.  It is a
8       legal issue and not part of my economic analysis,
9       but I recognize that it has relevance for

10       completeness.
11           Q.   So it's not part of your economic
12       analysis -- what do you mean by it's not part of
13       your economic analysis?
14           A.   I mean the legal conclusions are legal
15       issues.  I don't see anything here that says that
16       my analysis is unsound or not correct.
17           Q.   If you could go to Page 27 in Paper 21,
18       the PTAB's institution decision?
19           A.   Mm-hmm.
20           Q.   And the first full paragraph there,
21       the introductory sentence, in part, reads, In
22       short, we concluded in the '881 decision that all
23       limitations of the claim as substantially similar
24       to the present challenged Claim 1" -- referring
25       to the '681 patent Claim 1 -- "are unpatentable,

Page 80

1       with the exception of the exclusion criteria
2       limitation, which petitioner has credibly
3       demonstrated is likely to be nonlimiting upon
4       the claims under the Printed Matter Doctrine."
5       Do you see that?
6           A.   I do.
7           Q.   And so here the PTAB is saying that the
8       '681 patent challenge claims are substantially
9       similar to the '338 patent claims, correct?

10           A.   I don't know what they mean by that.
11       I'm not an attorney.
12           Q.   But you reviewed this document when you
13       prepared your Exhibit 2058 declaration, correct?
14           A.   As I said, I -- I'm not an attorney.
15       This is a legal document.  And I didn't -- don't
16       form an opinion based on -- I don't form an
17       opinion about what that means.
18           Q.   But this document, Paper 21, is cited in
19       your Exhibit 2058 declarations, correct?
20           A.   Yes, it is.
21           Q.   And so you would have reviewed this then
22       in preparing your Exhibit 2058 declarations?
23           A.   But I wouldn't have formed an opinion
24       about it.
25           Q.   But you would have been aware that the

Page 81

1       PTAB has said that the '681 patent claims are,
2       quote, substantially similar, unquote, to the
3       '681 patent claims, correct, or that the '68
4       -- let me rephrase that.  I'm sorry.
5                You would have been aware that the
6       PTAB said that the '681 patent claims are, quote,
7       substantially similar, closed quote, to the '338
8       patent claims, correct?
9           A.   No.

10           Q.   Why not?
11           A.   Because those are legal concepts that I
12       am not expert in and not qualified to opine
13       about.
14           Q.   So you wouldn't have read this portion
15       of the PTAB's institution decision?
16           A.   Whether I did or not, I don't have a
17       clear memory, but I would have thought of this as
18       not directly relevant to my analysis.
19           Q.   Why is this not relevant to your
20       analysis?
21           A.   Because it's a legal document.
22           Q.   But you're offering opinions with
23       respect to the '601 and '681 patents that Eylea
24       sales are due to an eight-week dosing schedule,
25       correct?
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1           A.   I am.
2           Q.   And it does -- doesn't change your
3       opinions that the PTAB found the eight-week
4       dosing schedule was known in the prior art, does
5       it?
6                MR. CAINE:  Objection; form.
7                THE WITNESS:  I don't know that this
8       says that.
9       BY MR. MARX:

10           Q.   Well, we looked at the final written
11       decision for the '338 patent that was Exhibit
12       102, correct?
13           A.   We did look at it.
14           Q.   And the PTAB there said the '338 patent
15       claims are unpatentable, correct?
16           A.   Again, you're talking about legal
17       issues that are not my area of expertise or
18       qualification.
19           Q.   So is it correct, then, you haven't
20       considered whether claim limitations are in the
21       prior art in issuing your commercial success
22       opinions for the '601 and '681 patents?
23           A.   It is true that I have not considered
24       legal issues in doing my evaluation.
25           Q.   And one of those legal issues is whether

Page 83

1       something's in the prior art, correct?

2           A.   I think I've said that a couple of

3       times, but, yes, a legal determination is beyond

4       my analysis.

5           Q.   I'm going to have the court reporter

6       mark as Manning Exhibit 103 a copy of Regeneron's

7       April 26th stipulation filed in the pending West

8       Virginia litigation.

9                (Manning Exhibit No. 103, a copy of

10       Regeneron's April 26th stipulation filed in the

11       pending West Virginia litigation, was

12       introduced.)

13       BY MR. MARX:

14           Q.   Do you have a copy of that in front of

15       you, Dr. Manning?

16           A.   I do.

17           Q.   Have you seen this document before?

18           A.   I -- I'm aware of the stipulations.

19       I -- I'm not certain I've seen this -- this

20       document per se, but I'm aware that there were

21       stipulations in that case.  I don't remember

22       seeing this specific document as I sit here.

23           Q.   How did you become aware of the

24       stipulations in the case?

25           A.   Mr. Hoffman mentioned them in his report

Page 84

1       in that matter.  That was the first I had heard
2       of them.
3           Q.   And do you see the -- the second bullet
4       on this page states "Regeneron accepts summary
5       judgment of invalidity of Claims 5 through 6 and
6       9 of U.S. Patent Number 10,888,601"?
7           A.   I do.
8           Q.   And are you aware that the '601 patent
9       Claims 5, 3, 6 and 9 are part of the challenge

10       claims in your Exhibit 2058 declaration?
11           A.   I understand that that -- that -- I
12       guess if you want to go back and review and make
13       sure that they are, but I -- I accept that as a
14       -- as a representation.
15           Q.   Well, sure.  Go to Paragraph 18 of
16       Exhibit 2058.
17           A.   Yes.
18           Q.   And here you state the claims of the
19       '601 patent that are at issue, and those include
20       Claims 5 through 6 and 9, correct?
21           A.   It does include Claims 5 through 9 which
22       would encompass 5 through 6 and 9, yes.
23           Q.   And in Manning Exhibit 103, Regeneron
24       stipulated that Claims 5 through 6 and 9 are
25       invalid, correct?

Page 85

1           A.   I also note that it says "Subject to all
2       appellate rights including but not limited to
3       rights of appeal concerning claim construction."
4                So all of this seems to me to be legal
5       proceedings that are apart from my economic
6       analysis.
7           Q.   So Regeneron's stipulation in Manning
8       Exhibit 103 doesn't change your opinions in these
9       pending IPRs?

10           A.   It does not.
11           Q.   That Regeneron stipulated that the
12       eight-week dosing schedule was already known by
13       clinicians before the '601 and '681 patents
14       doesn't change your opinions in these IPRs, does
15       it?
16           A.   Again, I'm not sure that that is the
17       proper reading.  Again, I'm not a lawyer.
18           Q.   Sitting here today, in the '601 and '681
19       patents, can you pinpoint any claim element that
20       drives sales of Eylea that's different from the
21       dosing schedule in the '338 patent?
22           A.   As I've said, I do not do a
23       claim-by-claim analysis.  That is something for
24       someone else to do.  And so I -- I don't point to
25       any specific claim elements in my analysis.
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1           Q.   And your analysis that you're referring
2       to is based on your opinions that the '338 patent
3       -- well, let me rephrase that.  Your analysis
4       that you're referring to is based on your
5       opinions that the dosing schedule in the
6       '338 patent drove sales of Eylea, correct?
7           A.   My opinion is that the dosing schedule,
8       and I rely upon the medical experts to tell me
9       that dosing schedule is tied to the claims of the

10       '338 patent, drives success of the product.
11           Q.   And those same opinions that the dosing
12       schedule is tied to the claims of the '338 patent
13       and drives sales is the same opinion you're
14       offering for the '601 and '681 patents, correct?
15           A.   Yes.
16           Q.   If we could go to Paragraph 15 of your
17       Exhibit 2058 declaration.  And in Paragraph 15
18       you recite the 22 claims of the '608 -- '681
19       patent are under review in the 22 -- -1225 IPR
20       proceeding.  Do you see that?
21           A.   I do.
22           Q.   Did you do anything to confirm that each
23       sale of Eylea that you're relying on actually
24       falls within the scope of the '681 patent claims?
25           A.   I did not.

Page 87

1           Q.   Have you seen any analysis from
2       Regeneron's technical experts confirming that the
3       sales of Eylea that you're relying on actually
4       fall within the scope of the claims?
5           A.   So my reliance on Dr. Do's linking the
6       claims of the patent -- so I rely on Dr. Do's
7       analysis of the claims linking those claims to
8       the eight-week dosing interval of the product.
9           Q.   But Dr. Do hasn't offered any opinions

10       confirming that Eylea sales actually fall within
11       the scope of the claims, correct?
12           A.   I don't know the extent of the total
13       -- total -- totality of what Dr. Do might have
14       said.  I don't have any recollection of seeing
15       her say that.
16           Q.   Have you seen any surveys or other data
17       confirming that Eylea sales were actually used
18       according to the dosing regimens in the '601 and
19       '681 patent claims?
20           A.   There is quite a bit of evidence, as
21       discussed in the '338 declaration, that the
22       eight-week dosing interval is important to
23       physicians in choosing Eylea as a product; that
24       it is the most common of the dosing intervals for
25       Eylea, and there -- that it's an important

Page 88

1       determinant of use.
2           Q.   You say "most common."  You don't
3       disagree that the eight-week dosing schedule is
4       not the majority of dosing that clinicians use,
5       correct?
6                MR. CAINE:  Objection; form.
7                THE WITNESS:  If you add up all of the
8       other -- I mean, it -- it is the plurality.  It
9       is not the majority, based on my recollection of

10       the data that I reviewed.  But it is clearly the
11       most common of the various dosing schedules or
12       dosing periods.
13       BY MR. MARX:
14           Q.   But you don't have any data confirming
15       that Eylea sales were used according to the
16       specific dosing regimen that's in the claims,
17       correct?
18                MR. CAINE:  Objection; form.
19                THE WITNESS:  Again, I do not -- my -- I
20       do not do a claim-by-claim analysis.  My analysis
21       is reliant upon Dr. Do's drawing the link between
22       the claims and the eight-week dosing interval, so
23       I do not do a claim-by-claim analysis.
24       BY MR. MARX:
25           Q.   Okay.  I'm going to hand you what's

Page 89

1       Exhibit 1001 in the 1225 IPR.
2                (Previously marked Exhibit No. 1001 to
3       the '681 Patent to the 1225 IPR was introduced.)
4                MR. MARX:  This is a copy of the '681
5       patent.
6       BY MR. MARX:
7           Q.   And, Dr. Manning, if you could go to
8       Claim 7 in the '681 patent.  Let me know when
9       you're there.  It's on Page 14.

10           A.   Uh-huh.  I'm there.
11           Q.   And do you see that Claim 7 limits the
12       angiogenic eye disorder to age-related macular
13       degeneration?
14           A.   I see that it says, "Method of Claim 6
15       wherein the angiogenic eye disorder is
16       age-related macular degeneration."
17           Q.   Is it okay if I abbreviate age-related
18       macular degeneration to AMD?
19           A.   Sure.
20           Q.   Did you do any analysis to determine
21       how many Eylea sales are attributable to the
22       treatment of AMD?
23           A.   There are, within the ATU surveys and
24       the Vestrum data that I used for the '338 report
25       -- declaration breakdowns of product utilization

23 (Pages 86 - 89)

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

Mylan Exhibit 1121 
Mylan v. Regeneron, IPR2022-01225 

Page 23



CONFIDENTIAL - UNDER PROTECTIVE ORDER

Page 90

1       by therapeutic area.  And I have in my report

2       -- sorry, in my declaration, a table that shows a

3       sample of how the utilization of the products

4       break down across indications.  AMD is one of

5       those indications, and so there are -- those data

6       are reflected in my analysis.

7           Q.   What table are you referring to in, I

8       assume, your Exhibit 2059, the '338 patent IPR

9       declaration?

10           A.   Yes.  Table 1 on Page 20 shows for

11       2021 the total injections by four -- for four

12       different indications or diseases; wet AMD being

13       the most common; DME being about  percent;

14       DR, diabetic retinopathy, being about

15        percent; and retinal vein

16       occlusion being about  percent.

17                There are also in the pending -- in the

18       attachments measures of utilization by similar

19       -- by those same indications.

20           Q.   And so Table 1 here -- it's Page 26 of

21       Exhibit 2059, Page Number 20 of your declaration

22       -- that Table 1, that's with respect to Anti-VEGF

23       injections generally, not specific to Eylea,

24       correct?

25           A.   Yes, that's -- that's correct.  But

Page 91

1       there are product-specific -- let me make sure I
2       find them so I don't misspeak.
3                So Attachment X1, for example, shows by
4       quarter Vestrum sales data shares by indication
5       for Avastin, Lucentis and Eylea and BEOVU for
6       limited data.
7           Q.   Have you done that calculation in your
8       declarations in this matter on the number of
9       sales of Eylea that are related to the treatment

10       of AMD?
11           A.   I'm sorry.  What -- can you be more
12       specific?  What -- what's the question again?
13           Q.   Sure.  Well, you were referring to
14       Table 1, --
15           A.   Mm-hmm.
16           Q.   -- which is for Anti-VEGF treatments
17       generally, correct?
18           A.   Yes, right.
19           Q.   And your Attachment X1 provides some
20       additional data, correct?
21           A.   Yes.
22           Q.   And have you done any calculation
23       attributing sales of Eylea to the treatment of
24       wet AM -- or of AMD?
25           A.   I -- I guess I don't under -- I still

Page 92

1       don't understand the question.  What -- what do
2       you mean?  I mean, beyond what I've just shown
3       you, what -- what do you mean?
4           Q.   Well, you haven't done any calculations
5       saying that a certain percentage of Eylea sales
6       are related to the treatment of AMD, have you?
7           A.   Well, those -- that -- X1 shows you the
8       sales share in the Vestrum data of each product
9       by utilization.  So wet AMD and the charts that

10       are accompanying show the sales share of Eylea
11       for the various indications.
12           Q.   But you haven't done any calculations
13       for the number of Eylea sales that are related to
14       the treatment of AMD, have you?
15                MR. CAINE:  Objection; form.
16                THE WITNESS:  I guess I -- I still
17       don't -- I mean, the -- I have -- what -- I still
18       don't understand this -- the question, I guess.
19                Have I not shown in, for example, the
20       charts that are in Attachments C8, C9, C10, C7?
21       I guess I -- I think I have.  I guess I'm not
22       understanding the question.
23       BY MR. MARX:
24           Q.   And you haven't done any analysis that
25       these sales of Eylea were for the treatment of

Page 93

1       AMD and were used according to the dosing regimen

2       that's recited in these claims, have you?

3           A.   Well, again, I have not done any

4       claim-specific analysis of anything.  That's a

5       legal exercise that I don't do.

6           Q.   And you don't know if doctors, in fact,

7       followed the claimed eight-week dosing schedule,

8       do you, for each of those Eylea sales?

9           A.   I do know that Dr. Do opined that she

10       herself and other physicians do follow that

11       dosing schedule.

12           Q.   But you -- you stated earlier that

13       eight-week dosing, in your opinion, is a

14       plurality but not the majority, correct?

15           A.   From the data that are in -- are

16       referenced in my '338 report or declaration,

17       they are not the majority, but they are in the

18       neighborhood of  percent of, if I'm remembering

19       correctly, of Eylea dosing.

20           Q.   And you haven't, in your declarations,

21       even offered the opinions that, at  percent of

22       Eylea sales, Eylea's still a commercial success?

23       You haven't offered that opinion, have you?

24           A.   That, again, gets to a question of

25       apportionment that is not part of a commercial
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1       success analysis.
2           Q.   So you've done no apportionment with
3       respect to the '338 patent, '601 patent or '681
4       patent, correct?
5           A.   That's correct.
6           Q.   And if we could stay on Table 20 that
7       you identified -- or Table 1 that you identified
8       on Exhibit 2059 at Page 26, --
9           A.   Mm-hmm.

10           Q.   -- you included there a, approximately,
11        total injections for RVO, correct?
12           A.   Yes.
13           Q.   Are you aware that the dosing schedule
14       or the treatment interval for RVO is every four
15       weeks for -- on Eylea's label?
16           A.   I am aware of that.
17           Q.   And you've included those sales in your
18       commercial success opinions even though the
19       claims are limited to an eight-week dosing
20       schedule, correct?
21           A.   That is correct, but it's also the case
22       that Dr. Do and other data suggests that the
23       eight-week dosing interval is used for RVO
24       frequently.
25           Q.   But that would be an off-label use,
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1       correct?

2           A.   It would be.

3           Q.   And have you considered any off-label

4       use for the treatment of AMD, DME or DR without

5       DME?

6           A.   Well, the Table 2 in my report show

7       -- sorry, in my declaration for the '338 patent

8       shows the dates on which various products were

9       approved for various indications, I believe.  I'm

10       trying to find that.

11           Q.   I think it's on Page 44 of Exhibit 2059.

12           A.   No.  41 -- nope.  Sorry.  38.

13           Q.   Oh, right.  I apologize.  I'm referring

14       to the exhibit number in the bottom left-hand

15       corner --

16           A.   Okay.  You're right.

17           Q.   -- which is the exhibit that went with

18       it?

19           A.   Okay.  You're correct.

20                And so, for example -- let me go to it

21       again -- so diabetic retinopathy, or DR, Eylea

22       didn't get approval until May of 2019, but we do

23       show utilization of DR -- of Eylea for DR in

24       years prior to that.  So that would apparently be

25       another off-label utilization.  So --
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1           Q.   Well, looking here at your Table 2 that

2       you've identified, Eylea was approved for the

3       treatment of RVO in September 2012, correct?

4           A.   Yes.

5           Q.   And the label for Eylea provides a

6       treatment interval of four weeks for RVO,

7       correct?

8           A.   That's my understanding, yes.  But as I

9       said, Dr. Do and other data suggests that it is

10       used on an eight-week interval.

11                MR. CAINE:  I think we've been going

12       more than an hour.  Could we get to a point

13       shortly and take a break?

14                MR. MARX:  Sure.  Let me just finish up

15       one question.

16                MR. CAINE:  Yep.

17                MR. MARX:  We can go ahead and take a

18       break now.

19                THE VIDEOGRAPHER:  We're going off the

20       record.  This is the end of Media Unit 2.  The

21       time is 11:39 a.m.

22                (Recess taken.)

23                THE VIDEOGRAPHER:  We're back on the

24       record.  This is the beginning of Media Unit 3.

25       The time is 11:50 a m.
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1       BY MR. MARX:
2           Q.   Dr. Manning, before the break, do you
3       recall we were -- we briefly discussed RVO?
4           A.   Mm-hmm.
5           Q.   Do you agree that RVO -- on-label
6       treatment for the treatment of RVO with Eylea is
7       every four-week dosing?
8           A.   Let me go to the label just to make
9       sure.  I believe that's correct, but -- yeah.

10       That's what I have in Exhibit 2059, Page 152 of
11       289, the recommended dose for Eylea is two
12       milligrams administered by intravitreal injection
13       once every four weeks; approximately 25 days
14       monthly.
15           Q.   Okay.  And any treatment that is not
16       four weeks would be an off-label use of Eylea for
17       the treatment of RVO?
18           A.   According to my understanding of the
19       label and what it means to be off-label, I
20       wouldn't disagree with that.
21           Q.   And if you could turn to -- make sure I
22       get the right page number -- Page 76 of 289 in
23       Exhibit 2059.
24           A.   Okay.
25           Q.   I apologize.  If you could turn to
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1       Paragraph 69, which is on Page 84 of 289.
2           A.   Okay.
3           Q.   And it begins, "As shown in Chart 6, for
4       RVO."  Do you see that?
5           A.   Mm-hmm.  I do.
6           Q.   And on Page 85 you recite in part,
7       "Eylea's sale shares by the end of '21 -- 2021
8       were somewhere between 46 percent and 
9       percent."  Do you see that?

10           A.   I do.
11           Q.   And that was for RVO?
12           A.   Just making sure that -- yes.
13           Q.   So at monthly dosing for treatment
14       of RVO, Eylea's obtained, according to your
15       calculations, at least 46 percent of the share of
16       sales?
17           A.   In 2021?
18           Q.   Was that -- I apologize.  Was that a
19       question or a response?
20           A.   I was just looking at the data again to
21       make sure I -- Chart 6 puts it -- 2021 between 46
22       and  percent, which is what those numbers are
23       on that paragraph.
24           Q.   And so do you agree that with respect to
25       the treatment of RVO, Eylea has a significant
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1       share of sales?
2           A.   I prefer -- although I know I used
3       the word "significant," I prefer the word
4       "substantial."
5           Q.   So you would agree, then, that RVO
6       -- Eylea has substantial sales -- share -- let me
7       rephrase that question using your term.
8                So you would agree that, for the
9       treatment of RVO, Eylea has a substantial share

10       of sales?
11           A.   Yes.
12           Q.   And you haven't done any apportionment
13       to determine what share of those sales for the
14       treatment of RVO would -- let me rephrase the
15       question again.
16                You haven't done any apportionment to
17       determine what share of Eylea sales may be for
18       the treatment of RVO and may be off label, as
19       Dr. Do opined, have you?
20           A.   I have not done apportionment in my
21       analysis.
22           Q.   You haven't done any apportionment in
23       your analysis, correct?
24           A.   That's correct.
25           Q.   If we could go back to your Exhibit 2058
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1       declaration, which is your '601 and '681 patent
2       declaration, and you could turn to Paragraph 18
3       where you recite the challenge claims for the
4       '601 patent.
5                And you haven't done anything in your
6       analysis to confirm that each sale of Eylea that
7       you're relying on falls within the scope of the
8       '601 patent claims here in Paragraph 18, have
9       you?

10           A.   I do not do any analysis of
11       claim-by-claim utilization or analysis.
12           Q.   I'm going to hand you what is Exhibit
13       1001 in the 1226 IPR proceeding.  It's the '601
14       patent.
15                (Previously marked Exhibit No. 1001 to
16       the '601 patent 1226 IPR was introduced.)
17       BY MR. MARX:
18           Q.   If you could turn to Page 20 of Exhibit
19       1001 from the 1226, the section --
20           A.   Okay.
21           Q.   -- that's got the claims for the '601
22       patent.
23           A.   Mm-hmm.
24           Q.   If we could look at Claims 5 and 6 which
25       are challenge claims for the '601 patent in the
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1       IPR proceeding.  Let me know when you've
2       -- you're there?
3           A.   I'm there.
4           Q.   Did you do anything to ensure that
5       the Eylea sales that you relied on in your
6       declarations involve patients meeting the
7       criteria for achieving a gain in visual acuity
8       as recited in Claims 5 and 6?
9           A.   I did not.

10           Q.   And, again, you didn't do any
11       claim-by-claim analysis for the '601 and '681
12       patents, correct?
13           A.   I did not.
14           Q.   And, likewise, for your '338 patent
15       declaration, Exhibit 2059, you didn't do a
16       claim-by-claim analysis, did you?
17           A.   I did not.
18           Q.   And you haven't cited to any analysis
19       from Regeneron's experts confirming that sales of
20       Eylea actually fall within the scope of the
21       claims, have -- do you?
22           A.   I rely upon and refer to Dr. Do, who did
23       the claim-by-claim analysis and concludes that
24       the eight-week dosing interval is covered by the
25       claims.
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1           Q.   But Dr. Do didn't confirm that Eylea
2       sales practiced the eight-week dosing -- the
3       claimed eight-week dosing regimen, did she?
4           A.   To my knowledge, no.
5                Well, she said that it is common
6       practice in her practice to practice the
7       eight-week dosing schedule, and there's plenty of
8       other evidence to indicate that the eight-week
9       dosing schedule is practiced -- is used.

10           Q.   But you don't have anything that -- any
11       information or data that confirms that Eylea
12       sales practiced the eight-week dosing schedule,
13       do you?
14           A.   Yes, I do.
15           Q.   What is that data?
16           A.   Well, there are lots of data that are
17       referred to in the '338 declaration that show
18       that the eight-week dosing schedule is, as we've
19       spoken earlier, the most common of the dosing
20       frequencies; that it is a driver of physician
21       choice.  It is a -- it's a driver of the product
22       sales.
23           Q.   When you say "it's a driver of physician
24       choice and a driver of product sales," you don't
25       -- you said you didn't do a ranking, correct?
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1           A.   That's -- I didn't do an apportionment,
2       yes.
3           Q.   So you don't have an opinion whether the
4       dosing frequency is a top five/top ten driver of
5       product sales, do you?
6           A.   As I -- I -- I did not do a ranking, I
7       didn't apportion them, so I wouldn't have a
8       ranking.
9           Q.   And you didn't attempt to understand the

10       novelty of any of the challenged '601 and '681
11       patent claims, did you?
12                MR. CAINE:  Objection; form.
13                THE WITNESS:  I -- novelty is a -- as a
14       legal concept is not part of my charge.
15       BY MR. MARX:
16           Q.   Correct.  So you didn't do any analysis
17       to understand the novelty of any of the '601 and
18       '681 patent claims, correct?
19                MR. CAINE:  Objection; form.
20                THE WITNESS:  As I've said, I didn't do
21       any claim-by-claim analysis.
22       BY MR. MARX:
23           Q.   And that would include determining what
24       may be novel in those patent claims, correct?
25           A.   It would.

Page 104

1           Q.   Did you do any analysis of any
2       differences between the challenge claims for the
3       '338, '601 and '681 patents?
4           A.   As I've said, I didn't do any
5       claim-by-claim analysis.  I relied upon the
6       medical expert, Dr. Do, to form the link between
7       the patented claims and the eight-week dosing
8       interval.
9           Q.   If you could keep that '601 patent

10       handy.  If you could go to Paragraph 19 in your
11       2059 declaration, your '881 patent declaration?
12           A.   I'm sorry.  What page?
13           Q.   Paragraph 19.
14           A.   Mm-hmm.
15           Q.   Let me know when you're at Paragraph 19.
16           A.   I'm there.
17           Q.   And there you recite the claims of the
18       '338 patent and, in part, the last part of this
19       paragraph 19 you recite, "one or more tertiary
20       doses administered at least eight weeks after the
21       preceding dose."  Do you see that?
22           A.   I do.
23           Q.   And with respect to the '601 patent that
24       you have, Exhibit 1001 from the 1226 patent --
25           A.   I'm sorry?

Page 105

1           Q.   The '601 patent.
2           A.   Mm-hmm.
3           Q.   If you could turn to Page 20 there, it's
4       Claim 1.
5           A.   Yes.
6           Q.   Do you agree that it recites that the --
7       as you call them, the maintenance doses or the
8       tertiary doses are administered once every eight
9       weeks?

10           A.   I'm sorry.  Which claim?
11           Q.   Claim 1.  Once every eight weeks or once
12       every two months.
13           A.   It says at least eight weeks after the
14       immediately preceding dose.
15           Q.   I apologize.  What patent number are you
16       looking at?
17           A.   '601 -- oh, I'm sorry, '681.  Is that
18       not the one you were referring to?
19           Q.   No.  The '601 patent, please.
20           A.   Oh.  I'm sorry.
21                Claim 1 ends with, "Followed by two
22       milligrams approximately every -- once every
23       eight weeks or once every two months."
24           Q.   Do you have any opinions whether once
25       every eight weeks is different from once every
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1       two months?
2           A.   I don't have a legal opinion about the
3       definition of those terms.  Commonly, I -- I
4       mean, I understand that two months is a different
5       time interval than eight weeks, but I don't know
6       whether the legal or medical interpretation of
7       that is significant.
8           Q.   All right.  And you haven't drawn any
9       distinction for that between -- in your analysis,

10       have you?
11           A.   No.
12           Q.   Okay.  So do you agree that, as we saw
13       in your Exhibit 2059 declaration, the '338 patent
14       tertiary doses or maintenance doses are once
15       every eight weeks or more, correct?
16           A.   It says tertiary doses administered at
17       least eight weeks after the preceding dose, yes.
18           Q.   At least eight weeks, correct?
19           A.   Yes.
20           Q.   And in the '601 patent claims that we
21       just looked at, Claim 1, recites tertiary doses
22       once every eight weeks, correct?
23           A.   Approximately once every eight weeks or
24       every two months.
25           Q.   So the '601 patent doesn't include the

Page 107

1       -- the broader, "at least once every eight weeks"

2       from the '338 patent, does it?

3           A.   I don't draw a distinction between

4       those terms.  I mean, from the data that I've

5       seen and the number of days different that might

6       be between approximately every eight weeks or

7       approximately every two months, those seem to be

8       functionally equivalent from an economic

9       perspective.

10                MR. MARX:  Can I go just off the record

11       for a sec?

12                Can you help me with my Live Note.

13                We can stay on the video.  I'm fine.

14                THE REPORTER:  We should probably go

15       off.

16                MR. MARX:  Oh, go off the record.  Sure.

17                THE VIDEOGRAPHER:  We're going off the

18       record.  The time is 12:05 p m.

19                (Recess taken.)

20                THE VIDEOGRAPHER:  We're back on the

21       record.  The time is 12:09 p m.

22       BY MR. MARX:

23           Q.   Dr. Manning, you don't dispute that at

24       least every weeks [sic] would include nine weeks,

25       correct?
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1           A.   I'm sorry.  At least every how many?
2           Q.   At least every eight weeks would include
3       nine weeks, correct?
4           A.   Yes.
5           Q.   And 10, 11, 12 or more weeks are
6       included in the claim term "at least every eight
7       weeks," correct?
8           A.   I -- again, I'd be careful about
9       asserting that I know the legal interpretation of

10       the claims as a matter of common logic.
11       Something that is at least some number includes
12       every number bigger than that.  But I don't know
13       whether, legally, that would be a -- a reasonable
14       interpretation or not.
15           Q.   So do you have any opinions that the
16       '601 patent claims have a more restrictive dosing
17       schedule than the '338 patent claims?
18           A.   Again, my -- I do not do a
19       claim-by-claim analysis.  I rely upon Dr. Do to
20       tie the claims of the patents to the eight-week
21       dosing interval that Eylea has available, and
22       that's where I do my analysis in economics.
23           Q.   Right.  But you haven't done any
24       analysis that the sales of Eylea that you're
25       relying on fall within the -- the eight-week
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1       dosing -- the fixed eight-week dosing schedule in
2       the '601 patent versus the broader at least every
3       eight weeks dosing schedule from the '338 patent,
4       have you?
5           A.   I have done analysis of the utilization
6       of the eight-week dosing schedule and of the role
7       that that plays in physicians choosing it.  That
8       is clearly in the '338 declaration.
9           Q.   But the '601 patent declaration includes

10       a more limited dosing regimen.  Do you agree?
11           A.   As a legal matter, I -- I don't agree.
12       I don't have an opinion about what the legal
13       distinctions are.  I -- as I've said, I rely on
14       Dr. Do to draw the link between the eight-week
15       dosing interval and the patented claims.
16           Q.   In your opinions that Eylea is a
17       commercial success with the '601 -- with respect
18       to the '601 patent, you haven't excluded dosing
19       schedules that include dosing more than every
20       eight weeks.  Have you excluded those?
21           A.   I have observed that the dosing schedule
22       -- the eight-week dosing schedule is the most
23       common of the various -- or the eight-week
24       dosing utilization is the most common dosing
25       utilization, and that is the link that I take
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1       from Dr. Do, so that is where my analysis rested.
2           Q.   So for the sales figures that you relied
3       on, did you apportion them so that you were only
4       relying on sales limited to uses by a physician
5       that were hitting the eight-week dosing schedule
6       as recited by the '601 patent?
7           A.   As I've said, I did not do any
8       apportionment.
9           Q.   And you didn't remove any sales of Eylea

10       for doses that were given at something other than
11       an eight-week dosing schedule from your
12       commercial success analysis, did you?
13           A.   I did not.
14           Q.   Did you do anything to exclude Eylea
15       seams that may have occurred for dosing every
16       four/five/six weeks?
17           A.   As I've said, I did not do an
18       apportionment.  I believe the eight-week dosing
19       schedule is a driver of success.
20           Q.   So you think it's okay to include sales
21       for Eylea in your commercial success illness --
22       analysis that don't practice the claimed dosing
23       regimen?
24           A.   Again, practicing the claimed dosing
25       regimen is a legal construct.  I focus on
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1       economics.  I observed that Eylea is dosed on a
2       range of intervals.  There are lots of reasons
3       for that, I'm sure.  The most important finding
4       in my analysis is that the most common dosage is
5       eight weeks -- the most common dosing interval is
6       eight weeks.
7           Q.   But you didn't exclude from your
8       commercial success analysis the Eylea doses that
9       were not at the claimed interval, did you?

10           A.   I did not, because that wouldn't be
11       appropriate.
12           Q.   Why isn't that appropriate?
13           A.   Well, there are a variety of reasons
14       why patients might not be able to reach the
15       eight-week dosing interval.  Individuals are
16       individuals, and not everybody responds to
17       therapy in the exactly the same way.
18                So if a patient on Lucentis could --
19       had to be dosed every four weeks but -- just
20       hypothetically -- but on Eylea could get to seven
21       weeks but not eight, it is the ability to extend
22       dosing, in general, to eight weeks, that offers
23       that opportunity; that optionality.  That's a
24       valuable option.
25                And so in that sense from an economic
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1       perspective, that eight-week dosing interval
2       provides a benefit that is not available with the
3       alternative therapies.
4           Q.   So it's your opinion that just because
5       an eight-week dosing schedule may be possible,
6       that you do not need to confirm that sales of
7       Eylea actually practiced that dosing schedule?
8           A.   As I said, it is the case that the
9       eight-week dosing schedule is used, and it is

10       used more commonly than any other dosing
11       schedule.
12                What I said was that there are reasons,
13       sound economic reasons why an opportunity to
14       -- or an option to dose on eight weeks would be
15       valuable to doctors and patients, even if the
16       patient's medical condition were such that it
17       could not -- would not allow an eight-week
18       -- reaching all the way to an eight-week dosing
19       interval.
20           Q.   Got it.  So your commercial success
21       opinions in this -- in these pending IPRs include
22       Eylea sales that don't practice the claimed
23       dosing regimen, correct?
24           A.   Again, practicing the claimed dosing
25       regimen is a legal construct.  And as I've said,
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1       there are good economic reasons why a dosing that

2       doesn't reach eight weeks is made available by

3       the eight-week dosing interval and that that

4       contributes to success and that that's a

5       perfectly legitimate benefit of having an

6       eight-week dosing schedule.

7           Q.   Right.  So you've included dosing that

8       doesn't reach eight weeks in your commercial

9       success analysis, correct?

10           A.   In my analysis, I observed that eight

11       weeks is the most common dosing interval.  I also

12       observe that there are good reasons why a patient

13       might not be able to get to eight weeks.  That

14       does not mean that the eight-week dosing interval

15       didn't allow that to happen.

16           Q.   So, again, you're including those Eylea

17       sales for patients who don't reach eight weeks in

18       your commercial success analysis, correct?

19           A.   Again, I have not done an apportionment

20       so I do not know why a patient does or doesn't

21       make it to eight weeks.  What I've said is that

22       there are good economic reasons why that option

23       would be valuable and that that is relevant

24       to -- to evaluating commercial success of the

25       product.

29 (Pages 110 - 113)

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

Mylan Exhibit 1121 
Mylan v. Regeneron, IPR2022-01225 

Page 29



CONFIDENTIAL - UNDER PROTECTIVE ORDER

Page 114

1           Q.   Are you familiar with treat-and-extend
2       dosing regimens?
3           A.   I've heard of it, yes.
4           Q.   Are they -- are treat-and-extend dosing
5       regimens part of your commercial success
6       analysis?
7           A.   What do you mean, part of it?
8           Q.   Well, what's your understanding of
9       treat-and-extend dosing regimens?

10           A.   That -- I'm not sure I understand
11       exactly the technical definition, but, generally,
12       that a patient is treated and then tries to
13       extend treatment into a -- over a longer period
14       of time to reduce the dosing interval over
15       -- over time.
16           Q.   Is treat-and-extend synonymous with a
17       fixed eight-week dosing schedule?
18                MR. CAINE:  Objection; form.
19                THE WITNESS:  I'm not familiar with
20       -- with the medical definition well enough to
21       -- to say one way or the other.
22       BY MR. MARX:
23           Q.   So you have no opinion whether
24       treat-and-extend is the same as a fixed
25       eight-week dosing schedule?
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1           A.   Well, again, it's a medical issue that
2       -- I'm not a medical doctor, but I can imagine a
3       treat-and-extend approach getting you to eight
4       weeks.  So if that, either legally or medically,
5       satisfies what you mean by an eight-week dosing
6       interval, I can see how they can be the same or
7       reach the same outcome.
8           Q.   But treat-and-extend isn't a
9       fixed-dosing interval, is it?

10                MR. CAINE:  Objection; form.  Outside
11       the scope.
12                THE WITNESS:  Again, I don't know
13       precisely what it means, so I -- I don't have an
14       answer to that.
15       BY MR. MARX:
16           Q.   Have you ever heard of the term PRN
17       dosing?
18           A.   Yes.
19           Q.   What is your understanding of PRN
20       dosing?
21           A.   Well, my understanding is that PRN is
22       -- stands for a Latin term means as needed or
23       something in that -- something like that.
24           Q.   Did you exclude from your commercial
25       success analysis Eylea sales related to PRN
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1       dosing?
2           A.   No.
3           Q.   And did you exclude from your commercial
4       success analysis Eylea sales related to
5       treat-and-extend dosing?
6           A.   No.
7                MR. MARX:  I'm going to have the court
8       reporter mark as Manning Exhibit 104, a 2019
9       article.  First named author is O-H-J-I,

10       Ohji. --
11                (Manning Exhibit No. 104, a 2019 article
12       with first-named author Ohji, was introduced.)
13       BY MR. MARX:
14           Q.   Dr. Manning, have you ever seen this
15       article before?
16           A.   I'd have to go back and look at my
17       materials considered.  There are a lot of them
18       there.  I don't -- as I sit here -- well, wait a
19       minute.  As I sit here, I don't have a
20       recollection of having read it, but that doesn't
21       mean I didn't see it.
22           Q.   All right.  If you could go to the -- I
23       apologize, I don't have page numbers here, but if
24       you go to the page immediately before the
25       conclusion.
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1           A.   Okay.
2           Q.   On the first full paragraph on this
3       page, the second -- the second sentence there, it
4       recites, "In clinical practice, fixed dosing is
5       associated with burdens for both the patient and
6       the clinic.  Therefore, in real world practice,
7       regimens such as T&E, proactive, and PRN,
8       reactive, are often adopted to reduce treatment
9       burden while maintaining functional outcomes."

10                Do you see that sentence?
11           A.   I do.
12           Q.   And you didn't do any analysis of how
13       many Eylea sales may be attributable to a
14       treat-and-extend dosing regimen?
15           A.   Well, the -- the survey data that I
16       looked at does show treatment intervals in some
17       cases by different approaches, treat-and-extend
18       or PRN, as I recall.  Eight-week dosing tended to
19       be a common dosing interval under those
20       approaches, as well.
21           Q.   But T and -- treat-and-extend and PRN,
22       those are different than a fixed dosing regimen,
23       aren't they?
24           A.   Well, as -- as indicated here, yes.
25       Although to tell you the truth, I don't know
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1       -- again, I said -- as I said, I'm not a medical
2       expert and not a medical practitioner, so I don't
3       know exactly what the distinction is.
4                So, for example, if fixed dosing means
5       you have to come in every four weeks, and no
6       matter what else you have to come in every four
7       weeks, then I can -- that would be consistent
8       with the conclusion that is here saying that
9       fixed dosing is associated with burdens for both

10       the patient and the clinic; therefore, under real
11       world practice, regimens such as treat-and-extend
12       and PRN are often adopted to reduce treatment
13       burden.  That could mean that, well, you know,
14       rather than making the patient come in every four
15       weeks regardless of outcome, if you can extend to
16       six weeks, extend to eight weeks, that's better;
17       that makes perfect sense, again, to a lay
18       economist who thinks about healthcare but who is
19       not a physician.
20                So I did observe that the eight-week
21       dosing interval is common.  I did not do
22       apportionment, as I've said many times, but
23       eight-week dosing matters.  It's helpful.  It
24       contributes to commercial success.
25           Q.   So your understanding -- understand
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1       -- acknowledging that you're not a clinician, the
2       treat-and-extend and PRN, those aren't
3       fixed-dosing schedules, are they?
4           A.   As just described there, no.
5           Q.   And do you have any reason to dispute
6       this exhibit, the Ohji article, that T&E and PRN
7       are quote, often adopted, closed quote, as -- as
8       dosing regimens?
9           A.   I don't.

10           Q.   Have you done any analysis or surveys of
11       how many Eylea sales are attributable to a
12       fixed-dosing regimen?
13           A.   The data that I looked at in -- for the
14       '338 declaration does include data looking at
15       fixed eight-week -- fixed intervals as opposed to
16       treat-and-extend or PRN.  And as I said, eight
17       weeks is a common dosing interval across all
18       types.
19           Q.   Did you exclude any dosing regimens from
20       your commercial success analysis that don't use
21       the claimed number of loading doses?
22           A.   I did not focus on the loading doses, so
23       I did not.
24           Q.   Why did you not focus on the loading
25       doses?
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1           A.   Because the key distinguishing feature,
2       in my opinion, was the eight-week dosing
3       interval.  That is the interval that -- that's
4       the feature of the product that is most distinct
5       and most relevant, in my opinion.
6           Q.   When you use the word in response "key
7       distinguishing feature," what do you mean by "key
8       distinguishing feature"?
9           A.   Well, the ability to be treated less

10       frequently is, in this condition, in this therapy
11       area, an important benefit that is distinct in
12       Eylea's case, as opposed to Lucentis or Avastin.
13           Q.   What you did you mean by the word "key"
14       when you refer to distinguishing feature?
15           A.   Important.
16           Q.   To the exclusion of any other
17       distinguishing features?
18           A.   Well, for this particular IPR, it is the
19       patented feature that seems most relevant, and it
20       is the -- the feature on which, as I understand,
21       Dr. Do focused her attention.
22           Q.   And you haven't focused your attention
23       on any other patented feature, have you?
24           A.   No.
25           Q.   If you could stay on that Ohji article,
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1       that same page, the page immediately before the
2       conclusion section, about just a little over
3       halfway down the left-hand column, you'll see a
4       Footnote 7, a number 7.
5           A.   Yes.
6           Q.   And I'm going to read the sentence after
7       that Footnote 7 says, "The molecular attributes
8       of aflibercept allow for extended injection
9       goals," do you see that?

10           A.   I do.
11           Q.   Do you have any opinions whether Eylea
12       sales are due to the molecular attributes of
13       aflibercept?
14           A.   I'm sorry.  What do you mean by that?
15           Q.   Do you have any opinions whether the
16       molecular attributes of aflibercept drive Eylea
17       sales?
18           A.   Beyond recognizing that aflibercept is
19       the active ingredient in Eylea, and recognizing
20       that the formulation patents are not at issue
21       here -- or the formulation patent is not at issue
22       here, and recognizing that physicians, in
23       particular -- I presume this is written by
24       physicians -- well, the authors are in
25       departments of ophthalmology -- tend to use the
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1       generic name or the name of an active ingredient
2       rather than a branded name, I mean, I don't -- I
3       don't know that I have an opinion about whether
4       the molecular attributes of aflibercept, per se,
5       -- I'm not a science -- I'm not a -- either a
6       biochemist or a chemist or a medical scientist
7       who would know the difference between the
8       molecular properties of aflibercept as apart from
9       the product Eylea.  I'm an economist, and

10       economists think about products that are sold.
11       The product that is sold is Eylea.
12           Q.   Well, so you haven't offered any
13       opinions in your declarations here that the
14       molecular tributes of aflibercept drive Eylea --
15       drive Eylea sales, have you?
16           A.   I don't have an opinion about the
17       molecular attributes of aflibercept, beyond the
18       fact that it is the active ingredient in Eylea.
19           Q.   Do you have any reason to dispute that
20       the molecular attributes of Eylea allow for
21       extended injection intervals, as the Ohji article
22       states?
23           A.   I'm not a physician or technically
24       qualified to -- to express an opinion either way.
25           Q.   Have you considered that the molecular
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1       attributes of Eylea -- let me rephrase the
2       question.
3                Have you considered, in rendering your
4       opinions here, that the molecular attributes of
5       aflibercept allow for extended injection
6       intervals?
7           A.   I have considered that Eylea allows for
8       extended injection intervals.  Again, I'm not
9       technically qualified to parse the molecular

10       attributes of aflibercept.
11           Q.   Did you ask Regeneron's technical
12       experts whether the molecular attributes of
13       aflibercept may be responsible for an extended
14       dosing regimen?
15           A.   No.
16           Q.   You can set that article aside.
17                In Exhibit 2058, which is your -- your
18       declaration for the '601 and '681 patents, if you
19       could go to Paragraph 19 there.
20           A.   Okay.
21           Q.   Is it correct that your understanding
22       that Eylea is administered according to the
23       claimed dosing regimen is based on Dr. Do's
24       analysis?
25           A.   That is what I cite to here.  I also
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1       observe in the data that I reviewed for the '338
2       IPR that -- that, as I've said, the eight-week
3       dosing interval is the most common of the dosing
4       intervals.
5           Q.   Why didn't you include a citation here
6       to your '338 patent declaration, then?
7           A.   Well, I do include a reference to the
8       entire '338 declaration at the outset.
9           Q.   Well, here with respect to Dr. Do's

10       opinions, does Dr. Do provide any opinion on the
11       frequency that clinicians used a fixed-week eight
12       dosing schedule -- a eight-week dosing schedule?
13           A.   I'd have to go back to the declaration
14       to remind myself.  I don't have a recollection of
15       that.
16           Q.   I'm going to hand you what is Exhibit
17       2138 to the 1225 IPR.
18                (Previously marked Exhibit No. 2138 to
19       1225 IPR was introduced.)
20       BY MR. MARX:
21           Q.   And, Dr. Manning, you've seen this
22       exhibit before, correct?
23           A.   I've seen many such exhibits, yes.
24           Q.   If you could turn to Page 15 in Exhibit
25       2138.
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1           A.   Okay.
2           Q.   Do you agree that this -- this slide on
3       Page 15 reflects that only  percent of eyes are
4       treated on a fixed dosing schedule with Eylea?
5           A.   Yes.
6           Q.   And you didn't do any analysis
7       reflecting that only  percent of Eylea sales
8       may be attributable to a fixed dosing regimen,
9       did you?

10                MR. CAINE:  Objection; form.
11                THE WITNESS:  I don't know what you
12       mean.  I mean, this slide shows that  percent
13       of eyes in this sample period were treated on a
14       fixed dosing schedule or monthly followed by
15       fixed interval.
16       BY MR. MARX:
17           Q.   And this -- this -- this chart for Eylea
18       dosing reflects that the majority of eyes were
19       treated on a treat-and-extend schedule, correct,
20        percent of eyes?
21           A.   That's not a majority, but it's a larger
22       share than -- it's a plurality.
23           Q.   So you agree that treat-and-extend was
24       the most common dosing schedule for Eylea --
25                MR. CAINE:  Objection; form.
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1       BY MR. MARX:
2           Q.   -- according to this slide?
3           A.   In this time period, that's what these
4       data say.  I would point out that, if not here,
5       then in other slides, the patients who were
6       treated on treat-and-extend or PRN also are
7       commonly treated on -- reached an eight-week
8       dosing schedule.
9           Q.   What data do you have that shows that

10       patients on a T&E or PRN dosing schedule reach
11       eight weeks?
12           A.   I've seen it in these ATU survey data.
13       Whether it is reflected in this one, let me look.
14                I'm not finding the slide that I
15       expected to find here, but I know I've seen a
16       slide that shows a -- an eight-week dosing
17       frequency for the other approaches being a very
18       common dosing interval.
19           Q.   But treat-and-extend and PRN dosing,
20       even if they hit eight weeks once, they're not a
21       fixed dosing schedule, correct?
22           A.   Again, I -- I -- I guess I don't know
23       the medical distinctions between the different
24       approaches.  I mean, if you get to eight weeks
25       and you stay on eight weeks, to the layperson
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1       that sounds like fixed.  But, you know, I don't
2       know -- I guess I don't know what technical
3       definitions might imply.
4           Q.   Well, a treat-and-extend patient who
5       receives a maintenance dose at eight weeks and
6       then a maintenance dose at six weeks, is that
7       included in your commercial success opinions
8       here?
9           A.   My opinions evaluate -- or my analysis

10       evaluates all of the utilization.
11           Q.   And you haven't excluded any sales,
12       correct?
13           A.   I have not done any apportionment.
14           Q.   And the -- well, the data presented on
15       this Page 15 in Exhibit 2138, this is consistent
16       with the Ohji article we looked at, correct, that
17       treat-and-extend and PRN are the -- the most
18       common dosing regimens for Eylea?
19           A.   I don't remember reading that in the
20       Ohji article.  What I remember you asked me
21       to read was about how treat-and-extend offers
22       greater flexibility than a fixed dosing interval
23       and that that might be less burdensome.
24           Q.   Well, the Ohji article said that T and E
25       and PRN are quote, often adopted, closed quote.
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1       And this Regeneron data in Exhibit 2138 reflects

2       that, correct?

3           A.   Well, I don't know how they define

4       "often."  It --

5           Q.   Well, it --

6           A.   It -- "often" is, you know, a relative

7       term.  It's not -- it doesn't tell you what the

8       relative frequency of other things are -- is or

9       are.

10           Q.   Well, you don't dispute that the data

11       here on this Regeneron ATU shows that T and E is

12       a -- is more often used as a dosing schedule for

13       Eylea than a fixed dosing schedule?

14           A.   Well, I observed that the light blue

15       section of those bars, which is "monthly until

16       dryness attained," then treat-and-extend, is

17       larger than the darkest of the blue or the larger

18       dark blue sections which says "monthly followed

19       by fixed interval."

20           Q.   And if we add up all the -- those

21       treat-and-extend and PRN dosing schedules in that

22       bar chart for Eylea, you don't disagree that it

23       shows that Eylea is dosed  percent of the time

24       on a treat-and-extend and PRN basis, do you?

25           A.   I'm sorry.  Say again.
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1           Q.   Sure.  If we add up all those
2       treat-and-extend and PRN dosing for Eylea, that
3       total is  percent of eyes treated by Eylea,
4       correct?
5           A.   Well, are you adding the  -- the other
6       schedule?
7           Q.   Sure.   percent.
8           A.   Plus .
9           Q.   Plus  percent plus  plus , yes?

10       That's  percent.
11           A.   Those numbers do add up to , yes.
12           Q.   So this Regeneron ATU survey reflects
13       that Eylea is dosed on a T&E and PRN basis 
14       percent of the time, correct?
15                MR. CAINE:  Objection; form.
16                THE WITNESS:  That -- that is what the
17       data say for this particular period of time, yes.
18       BY MR. MARX:
19           Q.   And is it your opinion that a fixed
20       dosing schedule, which accounts for  percent of
21       Eylea-treated eyes, is driving sales for Eylea?
22                MR. CAINE:  Objection; form.
23                THE WITNESS:  I'm sorry.  Ask it again,
24       please.
25       BY MR. MARX:
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1           Q.   Sure.  How can a fixed dosing regimen be
2       driving Eylea sales when it's only  percent?
3           A.   How can?
4           Q.   Yeah.  How can a dosing regimen
5       That's only  percent be driving sales of Eylea?
6           A.   As I've said a couple times now, I
7       -- the frequency of dosing is what I focus on.
8       I -- there are other data that show that eight
9       weeks is a common dosing interval for patients

10       treated with these other methods.  And the option
11       of being able to get to eight weeks, which is
12       available using Eylea and not the other
13       treatments, leads people -- leads doctors, leads
14       patients to choose Eylea, and that contributes to
15       its commercial success.
16           Q.   But you have no way of confirming that
17       the sales of Eylea that you rely on, that those
18       were for a fixed eight-week dosing schedule, do
19       you?
20           A.   I observed that the fixed dosing
21       interval is important.  It is a large share
22       of sales.  It is a distinguishing factor,
23       distinguishing it from the other treatment
24       product -- other treatment -- other treatments in
25       the product category.  And it, in my opinion,
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1       account -- or drives -- is a driver of the
2       product's utilization and its commercial success.
3           Q.   And so is it your opinion that 
4       percent is a large share of sales?
5           A.   It's not small, but, again, it is not
6       the entirety of the eight-week dosing interval
7       -- eight-week dosing utilization.
8           Q.   What do you mean "that's why it's not
9       the entirety of the eight-week dosing

10       utilization"?
11           A.   As I've said before, there are people
12       -- patients treated on the other treatment
13       methods that get to eight weeks, and that that
14       eight-week dosing interval contributes to Eylea's
15       commercial success.
16           Q.   But you don't know if they stay on
17       eight-week maintenance dosing, do you?
18           A.   I know that eight weeks is a very common
19       dosing interval, that both in actuality and in
20       its optionality, it contributes to Eylea's
21       commercial success.
22           Q.   But you haven't confirmed that the sales
23       of Eylea that you rely on stay on an eight-week
24       dosing maintenance schedule, have you?
25                MR. CAINE:  Objection; form.
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1                THE WITNESS:  As far as I know, there
2       are not data that show duration of treatment
3       -- or dur -- duration of staying on any
4       particular treatment interval.  But the
5       eight-week dosing interval is important.
6                MR. MARX:  You can set that exhibit
7       aside.
8                (Previously marked Exhibit No. 2176 to
9       1225 IPR was introduced.)

10       BY MR. MARX:
11           Q.   I'm going to hand you what is Exhibit
12       2176 in the 1225 IPR.
13                And, Dr. Manning, have you seen this
14       document before?
15           A.   Yes.
16           Q.   Can you turn to Page 48 of 137, please,
17       in Exhibit 2176?  The heading on that slide reads
18       Anti-VEGF Market Source of Business?
19           A.   Yes.
20           Q.   And you agree with me that the share of
21       new patients for Eylea on this page is comparable
22       to those for Lucentis?
23           A.   Well, those numbers are similar, but
24       what this says is source of business, projected
25       share allocation by product by segment.  So how
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1       many patients are new to treatment, and what
2       percentage of the total -- of this product's
3       patients are new to treatment.  That -- that's
4       how I read this.
5           Q.   So the percent of patients who are new
6       to Eylea is comparable to those for Lucentis,
7       correct?
8           A.   I read this as the percent of patients
9       who are new to Anti-VEGF treatment.  It's higher

10       for Avastin than it is for -- oh, sorry, you said
11       Lucentis.  Yes, that's -- so Lucentis and Eylea,
12       roughly  or  percent of -- as I read this
13       -- of their patient share are new to treatment.
14           Q.   And do you have any opinion why the
15       share of new patients is similar between Eylea
16       and Lucentis?
17           A.   I haven't carefully analyzed that
18       question, but, you know, it -- it -- there are --
19       new patients who come to be treated are allocated
20       across products by -- probably by -- well, by an
21       assessment of physician and the patient and the
22       various conditions that the patient has and what
23       the physician thinks might be best for the -- for
24       the patient.
25           Q.   Do you have any opinion whether it might
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1       be the doctor is having concerns about patient
2       succeeding on an eight-week dosing schedule?
3           A.   That might be something that patients
4       -- that doctors consider, but there are -- there
5       are clearly data that show that physicians have a
6       strong preference for Eylea as a -- as an initial
7       therapy.  I have in mind a -- a chart that shows
8       that  to percent of doctors would choose
9       Eylea as a first therapy if the costs were the

10       same.  So that suggests that, in addition to what
11       we do observe, that in a -- a world where cost
12       were not an obstacle to using Eylea, that it
13       would be the first choice by a -- a large
14       majority of doctors.
15           Q.   So is it your opinion that the cost of
16       Eylea is a hurdle?
17           A.   Well, physicians say that, yes.
18           Q.   And you agree that, based on data you've
19       seen, that Avastin is a first-line therapy for
20       the treatment of angiogenic eye disease?
21           A.   Yes.
22           Q.   Do you know if doctors who prescribe
23       Eylea to treatment-naive patients go straight to
24       eight-week dosing?
25           A.   From initiation?
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1           Q.   After loading doses?
2           A.   I know that Dr. Do cites it as a common
3       practice; cites it as her own practice.
4           Q.   Do you have any data that doctors other
5       than Dr. Do go straight to eight-week dosing
6       after the loading doses?
7           A.   I'd have to go back and look at the
8       various surveys to find whether or not -- how
9       -- how -- what exists on that point, but I know

10       that Dr. Do says so.
11           Q.   And do you have any opinion whether
12       treat-and-extend or PRN dosing schedule is within
13       the scope of the '601 and '681 patent claims?
14           A.   Again, I don't have a legal opinion on
15       anything.  The scope of the claims is something I
16       rely on Dr. Do for.
17                MR. MARX:  I just have one more
18       document, a few questions to go through before
19       lunch break, is that okay?
20                MR. CAINE:  That's okay with me.
21                THE WITNESS:  I thought you were going
22       to stay until we're done.
23                (Previously marked Exhibit No. 2139 was
24       introduced.)
25       BY MR. MARX:
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1           Q.   All right.  I'm going to hand you
2       Exhibit 2139 from the 1225 IPR.
3                And, Dr. Manning, do you recognize this
4       document?  Let's do this:  If you have Exhibit
5       2059, your '338 patent declaration, the big one
6       in front of you, and if you'll go to Paragraph
7       94?
8           A.   Okay.
9           Q.   Do you see there you -- you recite

10       a Regeneron presentation meant for an
11       external-facing audience, and you cite
12       Exhibit 2139?
13           A.   In Paragraph 94?
14           Q.   Correct.  That's the second bullet on
15       Page 111 of 289.
16           A.   On Page 111, right.  I was looking at
17       the prior page.
18                Yes, I do see that.
19           Q.   Okay.  So this is a document you've
20       reviewed before?
21           A.   Yes.
22           Q.   And that your understanding is that
23       this is a Regeneron presentation meant for an
24       external-facing audience, correct?
25           A.   That was my understanding, yes.
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1           Q.   Okay.  If you could turn to Page 17 of

2       61.

3                Let me know when you're there.

4           A.   I'm there.

5           Q.   Do you see on this slide, this Regeneron

6       slide cites that aflibercept has a low incidence

7       of immunogenicity?

8           A.   I do.

9           Q.   Did you consider that aflibercept has a

10       low incidence of immunogenicity with respect to a

11       driver for Eylea sales?

12           A.   Not in this matter, but in the district

13       court litigation where safety and efficacy are

14       also at issue, yes.

15           Q.   So is it your opinion that aflibercept's

16       low incidence of immunogenicity is responsible

17       for its safety and efficacy?

18           A.   Again, I'm not a medical expert.  To me,

19       a layperson who knows something about healthcare,

20       immunogenicity is something you would want to

21       avoid, and so that suggests safety.

22           Q.   And that -- that low immunogenicity is

23       with respect to aflibercept.  It's the active

24       ingredient in Eylea, correct?

25           A.   That's what this slide says.
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1           Q.   Okay.  Did you consider in your opinions
2       that Eylea contains all human amino acid
3       sequences?
4           A.   I did not.
5           Q.   Are you aware that Lucentis and Avastin
6       contain some mouse sequence antibodies?
7           A.   I did not.
8           Q.   So you didn't address any possible
9       benefit Eylea might have because it's a fully

10       human molecule?
11           A.   That's a technical issue that I wouldn't
12       be the right person to ask about.
13           Q.   Well, then you have -- you haven't
14       considered whether the fact that aflibercept,
15       the active ingredient in Eylea, is a fully human
16       amino acid sequence might have affected
17       physicians' treatment decisions?
18           A.   As I said, in this matter, safety is not
19       an issue.  Safety and efficacy are not at issue.
20           Q.   When you say they're not at issue, is
21       that because they're not encompassed by the -- in
22       your opinion the '601 and '681 patent claims?
23           A.   That's my understanding, yes.
24           Q.   But in the West Virginia litigation,
25       that is part of the -- the issues in dispute?
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1           A.   Again, my understanding is that

2       Dr. Trout has tied the formulation to safety

3       and efficacy; that I interpret that to mean the

4       formulation patents cover issues like this or

5       relate to issues like this.

6           Q.   If you could go to the next page in this

7       Exhibit 2139, do you see the header to the slide

8       states Aflibercept Binding Properties, in part?

9           A.   I do.

10           Q.   Okay.  And did you consider whether

11       Regeneron promoting aflibercept's binding

12       properties was relevant to commercial success of

13       Eylea?

14           A.   In this matter?

15           Q.   Yes.

16           A.   No.  As I've said, my focus was on

17       whether the eight-week dosing interval

18       demonstrated a nexus with the product's

19       commercial success.  And my understanding of the

20       binding properties, again, a medical term or

21       scientific term that I can take a guess at, does

22       not have to do with the -- I would expect does

23       not have to do with the eight-week dosing

24       interval.  But if I'm wrong about that, I'm happy

25       to be educated.
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1           Q.   Well, we saw the Ohji article stated

2       that the aflibercept's molecular property is

3       responsible for extended dosing intervals,

4       correct?

5           A.   Can I go back and look at that and

6       remind myself what it says?

7           Q.   Sure.  It was on the page immediately

8       before the conclusion section.

9           A.   "The molecular attributes of aflibercept

10       allow for extended injection intervals."

11                If that means binding properties, okay,

12       but that's, again, a medical-technical issue that

13       is beyond the economic analysis.

14           Q.   Why is that beyond your economic

15       analysis?

16           A.   Well, because the economic analysis gets

17       to does the eight-week dosing interval have a

18       nexus with commercial success.  Eight-week dosing

19       provides things for people that is not available

20       in other products.  It drives economic util -- it

21       drives utilization, which drives commercial

22       success.

23           Q.   So in your -- so your opinions

24       concerning the optionality of eight-week dosing

25       are for Eylea, it doesn't matter whether that
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1       comes from the aflibercept molecule or the

2       formulation, just so long as that's a potential

3       option for the use of Eylea?

4           A.   I wouldn't say that.  I would say that

5       Eylea, the product, has an eight-week dosing

6       interval that is not available in other products.

7       That contributes to demand, to utilization, to

8       commercial success.

9           Q.   And your opinion's unchanged whether

10       that eight-week dosing schedule is -- let me

11       rephrase the question.

12                Your opinions are unchanged whether

13       it's the aflibercept molecule that provides that

14       eight-week dosing schedule versus something else?

15                MR. CAINE:  Objection; form.

16                THE WITNESS:  My opinion is that Eylea

17       provides the eight-week dosing interval.

18       BY MR. MARX:

19           Q.   And aflibercept's the active ingredient

20       in Eylea, correct?

21           A.   Aflibercept is the active ingredient in

22       Eylea.

23           Q.   And have you considered whether -- and

24       you said -- have you considered whether the

25       eight-week dosing regimen with respect to Eylea
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1       may be due to something other than the active

2       ingredient aflibercept?

3           A.   I wouldn't be equipped to opine on that.

4           Q.   Did you ask Regeneron's technical

5       experts?

6           A.   I did not.

7                MR. MARX:  All right.  We can take a

8       break for lunch now, if that's okay?

9                MR. CAINE:  Yeah.

10                THE VIDEOGRAPHER:  We're going off the

11       record.  This is the end of Media Unit 3.  The

12       time is 1:03 p.m.

13                (Lunch recess.)

14                THE VIDEOGRAPHER:  We're back on the

15       record.  This is the beginning of Media Unit 4.

16       The time is 1:40 p m.

17                (Previously marked Exhibit No. 2185 to

18       1225 IPR was introduced.)

19       BY MR. MARX:

20           Q.   Dr. Manning, I'm going to hand you what

21       is Exhibit 2185 in the 1225 IPR.

22                This is the November 2011 label for

23       Eylea.

24                And, Dr. Manning, you've seen this

25       document, correct?
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1           A.   I've seen various labels for Eylea.
2       I probably have seen this one.  I don't have a
3       specific memory of seeing this particular
4       version.
5           Q.   Well, it's cited in -- in your Exhibit
6       2059, your '338 patent declaration at Footnote
7       61, --
8           A.   Okay.
9           Q.   -- if you'd like to confirm.

10           A.   No, that's -- I'm comfortable.
11           Q.   Okay.  Did you review this document in
12       preparing for today's deposition?
13           A.   Specific to this particular deposition,
14       I did not review this.
15           Q.   Are you aware that this is the label for
16       Eylea when it launched in November of 2011?
17           A.   I see that as the date.  So, yeah, I
18       would accept that.
19           Q.   Okay.  And if you could turn to the last
20       page of this label?
21           A.   Mm-hmm.
22           Q.   Do you see there are patents listed
23       there?
24           A.   I do.
25           Q.   And Regeneron has listed certain patents
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1       as covering Eylea, correct?
2           A.   Well, I see a listing of patents and
3       other patents pend -- other pending patents.
4           Q.   Do you have any opinion whether these
5       patents cover Eylea?
6           A.   I don't.
7           Q.   And you don't dispute that Regeneron
8       listed these patents on the label for Eylea,
9       correct?

10           A.   I don't.
11           Q.   Do you dispute that when Eylea was
12       launched in November of 2011 that it enjoyed
13       patent protection?
14           A.   I guess I don't know what you mean by
15       "enjoyed patent protection."
16           Q.   Well, do you -- do you -- do you agree
17       that when Eylea was launched in November 2011
18       that there were Regeneron patents that covered
19       Eylea?
20           A.   My concern is that you're asking me for
21       an -- a conclusion about whether patents might be
22       valid or not or did they cover the product or
23       not.  And I -- I wouldn't have an opinion about
24       those kinds of things.
25           Q.   Why don't you have an opinion about
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1       those type of things?
2           A.   Because I'm not an attorney.  I'm not a
3       patent examiner.  I don't know -- I mean, I know
4       that these are patents listed on the label --
5       that's all I can observe -- and that there are
6       -- it says that there are other pending patents.
7           Q.   All right.  Well, let's look at the
8       patents on this label.  So there's patent listed
9       there, 7,070,959.  Do you see that listed on this

10       Regeneron Eylea label?
11           A.   I do.
12           Q.   And you haven't analyzed this '959
13       patent at all about what it covers or how it
14       relates to Eylea?
15           A.   Not to my recollection, although, you
16       know, there are other patents that I've looked
17       at.  I -- I don't recognize any of the patents on
18       this list.
19           Q.   What other patents are you referring to?
20           A.   Well, there was a -- the -- the other
21       patent in the -- the formulation patent in the
22       District Court case.  I'm blanking on the number.
23           Q.   Sure.  So you've analyzed the '338
24       patent, correct?
25           A.   Well, I've looked at it.
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1           Q.   Well, you've looked at -- you've opined
2       that -- with respect to the commercial success
3       for the '338 patent, correct?
4           A.   Yes.
5           Q.   And you've opined with respect to
6       commercial success for the '601 and '681 patents
7       in these pending IPRs, correct?
8           A.   Yes.
9           Q.   And in the -- the pending District Court

10       litigation, you've offered commercial success
11       opinions with respect to the '601, '572 and '865
12       patents, correct?
13           A.   I believe those are the right numbers.
14           Q.   And outside of those patents have you
15       analyzed any Regeneron patents with respect to
16       Eylea?
17           A.   No.
18           Q.   Do you know whether anyone could
19       commercialize a drug with aflibercept without
20       infringing upon any Regeneron patents?
21           A.   I do not.
22           Q.   Do you know what patents Regeneron has
23       that cover the aflibercept molecule?
24           A.   I don't.
25           Q.   And all of these patents that appear
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1       on this November 2011 Eylea label, you have not

2       looked at or analyzed these patents, correct?

3           A.   I have not.

4           Q.   And then the pending IPRs that we're

5       here for today, you've not offered an opinion

6       related to any other patents outside of the

7       '601 patent, the '681 patent and the '338 patent,

8       correct?

9           A.   That's correct.

10           Q.   And you haven't offered any opinion in

11       your declarations why Regeneron competitors might

12       have been dissuaded from developing their own

13       aflibercept product because of any Regeneron

14       patent, correct?

15           A.   I have not.

16           Q.   When it comes to your commercial success

17       opinions in these pending IPRs, did you evaluate

18       the impact of any earlier patent protection that

19       Regeneron obtained for Eylea?

20           A.   I did not.

21           Q.   And with respect to your commercial

22       success opinions, did you evaluate the impact of

23       any regulatory exclusivity Regeneron had for

24       Eylea on your commercial success opinions?

25           A.   I did not.
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1           Q.   Are you familiar with the Acorda Factors

2       from the Acorda Roxane -- versus Roxane case?

3           A.   I have some basic familiarity, but I

4       couldn't list them.  But I know that Mr. Hoffman

5       referenced them.

6           Q.   Okay.  And you've seen them in Ms.

7       -- at least you've seen them in Mr. Hoffman's

8       '338 IPR patent declaration?

9           A.   Yes.

10           Q.   And it comes to your Exhibit 2059 and

11       2058 declarations, in these IPRs you haven't

12       addressed any of the Acorda factors when it comes

13       to your commercial success opinions, correct?

14           A.   That's correct.

15           Q.   Do you dispute it that when Eylea was

16       launched in November 2011 that it enjoyed a

17       regulatory exclusivity period?

18           A.   Well, what do you mean by "regulatory

19       exclusivity period"?

20           Q.   Do you know if Eylea's still covered by

21       any regulatory exclusivity?

22           A.   Well, I haven't affirmatively confirmed,

23       but my understanding is that new biologics obtain

24       12 years of data exclusivity.  There are some

25       other possible -- possible data -- or, sorry,
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1       regulatory exclusivities for pediatric
2       indications, for example.  I haven't carefully
3       examined those, so I -- I don't know their
4       current status.
5           Q.   But you agree that every new product
6       that's approved by FDA that -- enjoys a
7       regulatory exclusivity period?
8           A.   Well, it depends on the nature of the
9       product.  I mean, if it's a -- and a biologic

10       gets a different data exclusivity period than
11       does a small molecule drug; a reformulation of
12       an existing product gets different levels of
13       exclusivity, or, you know, an orphan drug has
14       different kinds of exclusivity.  So there are a
15       variety of different exclusivities that can
16       apply.
17           Q.   But with respect to Eylea, do you
18       dispute that Eylea's enjoyed regulatory
19       exclusivity?
20           A.   I would expect that it has, but I
21       haven't carefully tracked or evaluated what
22       regulatory exclusivities exist for it.
23           Q.   So sitting here today, you don't know
24       whether Eylea still enjoys -- or still is covered
25       by regulatory exclusivity?
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1           A.   Well, just as I said, there's a 12-year

2       data exclusivity period.  The product launched in

3       2011.  They would have 'til 2023, just adding

4       12 to 11.  And if there's a -- a pediatric

5       exclusivity that, I think, would extend it

6       another six months.  But those are just my

7       general understandings of the nature of

8       regulatory exclusivity.  I don't know if

9       something unusual has happened in Eylea's case

10       that would change any of that.

11           Q.   So you haven't offered any analysis on

12       the regulatory exclusivity for Eylea?

13           A.   I have not.

14           Q.   And you don't have any opinions whether

15       a company other than Regeneron could have

16       commercialized an aflibercept product from, like,

17       2005 to currently?

18           A.   I'm sorry.  What -- what do you mean by

19       that?

20           Q.   Sure.  Do you have any opinions whether

21       a company other than Regeneron could have

22       commercialized an aflibercept product since 2005?

23           A.   I -- any company?

24           Q.   Beyond Regeneron.

25           A.   I guess I don't know -- not knowing what
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1       patents would have been in play or not, I don't

2       know for sure, but I can imagine there might have

3       been ways to do it.

4           Q.   Would it be fair to say that that

5       type of analysis is outside the scope of your

6       opinions?

7           A.   I have not written about those issues in

8       my current declarations, yes.

9           Q.   Have you analyzed any public statements

10       Regeneron made about their rights to develop and

11       commercialize aflibercept?

12           A.   Not that I recall.  I could be

13       forgetting something, but I don't have anything

14       currently in mind.

15           Q.   And have you analyzed any scientific

16       publications concerning Eylea?

17           A.   Well, scientific publication's a

18       pretty broad term.  I don't know what you mean.

19       Concerning Eylea?  What do you mean more

20       specifically?

21           Q.   Well, do you have any opinion as to

22       whether companies other than Regeneron would have

23       been aware that Regeneron was claiming that they

24       had the right to exclusively develop aflibercept?

25           A.   I'm not aware of any other company
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1       claiming the right to do it.

2           Q.   Do you have any opinions whether other

3       companies would have been aware that Regeneron

4       was claiming the right to exclusively develop

5       aflibercept?

6           A.   When?

7           Q.   Since 2005.

8           A.   My focus was on the product Eylea, which

9       was launched in 2011.  I don't know that I've

10       looked prior to that.

11           Q.   Well, since 2011, do you have any

12       opinion whether other companies would have been

13       aware that Regeneron was claiming exclusive

14       rights to the commercialized aflibercept?

15           A.   Aflibercept as separate from Eylea?

16       I would want to draw that distinction.  I'm not

17       aware that post 2011 when Eylea was launched that

18       anybody has claimed that they had rights to

19       Eylea.  I -- but, you know, I -- that's not been

20       a focus of my work.

21           Q.   Right.  And so your work also didn't

22       focus on any statements that Regeneron publicly

23       made concerning their exclusive rights to develop

24       aflibercept, correct?

25           A.   Aflibercept or Eylea?  I'm asking.
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1           Q.   Aflibercept.
2           A.   I'm not aware of any statements by
3       Eylea -- by -- sorry, by Regeneron or -- or
4       others claiming whether they had or had not
5       rights to aflibercept.
6           Q.   Okay.  When you say you're not aware,
7       that's -- you can't -- you didn't analyze that as
8       part of your opinions in this -- in these IPRs?
9           A.   I did not.

10           Q.   And, likewise, you don't have any
11       opinion whether other companies would have
12       been aware that Regeneron was investigating
13       aflibercept for the treatment of eye diseases?
14           A.   I -- I don't know the extent to which
15       other people knew or didn't know.
16           Q.   And that's because you didn't analyze
17       that with respect to your opinions in these IPRs,
18       correct?
19           A.   I did not analyze it, right.
20           Q.   We discussed earlier the Chronic Disease
21       Fund or CDF litigation, do you recall that?
22           A.   I do.
23           Q.   And you're familiar with the litigation
24       the U.S. government filed against Regeneron
25       concerning the CDF?
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1           A.   Broadly.  I don't know the details, but
2       I'm broadly familiar with it.
3           Q.   And you've been aware of that litigation
4       since at least the '338 patent IPR, correct?
5           A.   Since my deposition on that IPR.
6           Q.   And you haven't done any analysis in
7       your declaration here to assess any impact that
8       Regeneron's payments to CDF may have had on
9       Eylea's commercial success?

10           A.   As I -- we talked earlier today, I have
11       not.  That was not part of my analysis in the
12       '338.  And I have adopted the '338 as the
13       relevant analysis for these two IPRs, so that
14       analysis is not included.
15           Q.   Okay.  Dr. Manning, I'm going to hand
16       you what we'll mark as Manning Exhibit 105.
17                It is Exhibit 34 to ECF Number 275 in
18       the CDF litigation.  And this was filed with the
19       United States' response to Regeneron's statement
20       of facts for summary judgment.
21                (Manning Exhibit No. 105, Exhibit 34 to
22       ECF Number 275 in the CDF litigation, was
23       introduced.)
24       BY MR. MARX:
25           Q.   And, Dr. Manning, have you seen that

Page 155

1       document before?

2           A.   I believe I have.

3           Q.   When have you seen it?

4           A.   At least in the deposition for the

5       District Court litigation, perhaps before.

6       Actually, I do think before, but I don't remember

7       exactly when the first time I saw it was.

8           Q.   Okay.  And you didn't consider this

9       document when rendering your opinions in Exhibits

10       2058 and 2059?

11           A.   I did not include this.

12           Q.   Okay.  And do you dispute that, as

13       reflected in this document, since at least

14       Eylea's launch in 2011, copay assistance has been

15       available to patients that have been prescribed

16       Eylea?

17           A.   I'm not sure I would characterize it

18       that way.  I mean, I would say that the Chronic

19       Disease Fund provides assistance to patients, as

20       I understand, on a first-come first-serve basis,

21       and so -- so it may or may not be available to

22       patients who were prescribed Eylea.

23           Q.   You don't dispute that this documents

24       reflects that Regeneron's provided funds to CDF

25       since 2011, do you?
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1           A.   That's what I understand this to say.

2           Q.   And this document reflects that, in

3       total, Regeneron made payments to CDF over $200

4       million from 2011 to April 2017?

5           A.   I'm sorry.  Did you say 2011?

6           Q.   Yes.

7           A.   That's what it says.  The total is 200

8       million or more, give or take.

9           Q.   Okay.  Now keeping this document, if you

10       could go to your '338 patent IPR declaration, the

11       big document in front of you, and Attachment D1

12       which is Page 175 of 289 -- 171 of 289.

13                And let me know when you're there.

14           A.   I'm there.

15           Q.   And this is your Eylea Profit and Loss

16       Data that's included as Attachment D1 to your

17       '338 patent IPR?

18           A.   It is Regeneron's data, yes.

19           Q.   Looking at your Attachment D1, can you

20       identify in your Attachment D1 the $35 million

21       Regeneron gave to CDF in 2013?

22           A.   No, --

23           Q.   Okay.

24           A.   -- not specifically.

25           Q.   For 2014, Manning Exhibit 105 reflects
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1       that Regeneron provided $27.75 million to the

2       Chronic Disease Fund.  Can you identify in your

3       Attachment D1 where Regeneron's $27.75 million

4       payment to Regeneron is captured?

5           A.   Not in this document, no.

6           Q.   Can you identify any of Regeneron's

7       payments to the Chronic Disease Fund in your

8       Attachment D1?

9           A.   No.  They don't appear to be here.

10           Q.   Do you know whether this information

11       should have been accounted for?

12           A.   I don't.

13           Q.   In your analysis of Eylea's profits, you

14       don't know whether the -- the P&L statements

15       include any of these payments to CDF, correct?

16           A.   Well, the line that shows Chronic

17       Disease Fund apparently does not land on Eylea's

18       P&L.  That doesn't mean it doesn't land on

19       Regeneron's P&L somewhere.  Whether those are

20       corporate donations that are not specific to the

21       product, I'm not an accountant and I don't know

22       what the appropriate treatment of such donations

23       would be.  But as -- as we've discussed,

24       they don't appear to show up on the Eylea

25       product-specific P&L unless they're put somewhere
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1       that I don't know about.
2           Q.   Got it.  So at least the Eylea profit
3       and loss statements don't reflect Regeneron's
4       contributions to the Chronic Disease Fund?
5           A.   Well, I'd say I don't know where -- if
6       they are here, I don't know where they are.
7           Q.   Do you know where Regeneron's clinical
8       trial costs for Eylea are accounted for in the
9       Eylea profit and loss statements?

10           A.   Well, what do you mean by "clinical
11       trial"?
12           Q.   Well, research and development.
13           A.   So prelaunch?
14           Q.   Well, prelaunch, and then, as you're
15       aware, that -- Regeneron's obtained additional
16       indications for Eylea, correct?
17           A.   Mm-hmm.  Yes.
18           Q.   Do you know where the clinical trial
19       costs for Eylea are accounted for in any of
20       Eylea's profit and loss statements?
21                MR. CAINE:  Objection; form.
22                THE WITNESS:  You know, I -- I -- I
23       don't know exactly.  My inclination is that work
24       toward a new indication would be a -- an R&D
25       expense at the corporate level, although I'm

Page 159

1       -- I'm not an accountant, so I don't know for

2       sure.  But I wouldn't expect to see them on the

3       product-specific P&L.

4       BY MR. MARX:

5           Q.   Why would you expect them -- why

6       would you not expect to see them on the

7       product-specific P&L for Eylea?

8           A.   Well, like I said, I'm not an

9       accountant, and so I don't know where such things

10       would be.  But I wouldn't be surprised to see

11       them show up at a higher level of aggregation

12       for the corporation's investigating in new

13       indications or some other -- something else that

14       applies to a new opportunity for the corporation.

15           Q.   More focused on the profit and loss

16       statements, do you know how much Genentech spent

17       on their marketing and promotion of the Lucentis

18       between 2012 through 2021?

19           A.   I do not.

20           Q.   And you would agree that if Avastin is

21       used off label, there can be no marketing for

22       Avastin for the treatment of angiogenic diseases,

23       correct?

24           A.   No.

25           Q.   Why is that?
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1           A.   Well, for a variety of reasons, but

2       -- and I don't know what it -- what Regeneron

3       -- what Genentech does.  But my understanding is

4       that it is not necessarily determined whether or

5       not a company can make true and nonmisleading

6       claims about a product even if it's not off

7       label, so I don't know -- sorry, even if it's

8       not on label.  So I don't know for sure what

9       Genentech does or doesn't do with respect to

10       marketing Avastin.

11                I suspect that payers, insurance

12       companies, make some effort to in -- to encourage

13       the use of Avastin since it is such a low price.

14       I don't know what efforts compounding pharmacies

15       might go to to advertise or promote their

16       particular Avastin -- repackage -- repackaged

17       Avastin.  I presume there's some effort to make

18       physicians aware of their services.  So I guess I

19       can't -- so I wouldn't say that nobody promotes

20       Avastin.

21           Q.   Well, you're familiar with the term

22       "share of voice," correct?

23           A.   I've heard of it before, but I'm not a

24       marketer.

25           Q.   All right.  Well, do you know Avastin
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1       -- Avastin wouldn't have any advertising share of
2       voice for treatment of angiogenic eye disease if
3       it's off label, correct?
4           A.   As I've just said, there are reasons
5       why it would be promoted, or ways it might be
6       promoted.  So zero is probably the wrong number.
7           Q.   Well, is it your opinion that companies
8       can promote off-label use?
9           A.   It's my understanding that companies

10       can make true nonmisleading statements about
11       products.  Now, that's a legal question, but
12       -- so I want to be careful about offering a legal
13       opinion.  But I don't know for sure that they
14       cannot say true, nonmisleading statements about
15       their products.
16           Q.   So you don't know whether Avastin can be
17       promoted for off-label use or not?
18           A.   "Can be" is a pretty definitive
19       statement.  I don't know that it cannot be.  And
20       I've said -- as I've said, my -- I'd be surprised
21       if compounding pharmacies, for example, don't
22       promote the availability of it to physicians to
23       whom they provide it.
24           Q.   Sitting here today, are you aware of any
25       promotion of Avastin for off-label use?
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1           A.   I'm not aware of it, no.  But, as I
2       said, I would not be surp -- I would be surprised
3       if there's literally none --
4           Q.   You haven't discussed --
5           A.   -- by the various parties.
6           Q.   You haven't discussed in your
7       declarations the promotion of Avastin for
8       off-label use, have you?
9           A.   No.

10           Q.   Have you ever heard of an Eylea
11       advertising campaign called "A Beautiful Pair"?
12           A.   I'm sorry?
13           Q.   Have you ever heard of an advertising
14       campaign for Eylea called, quote, "A Beautiful
15       Pair," closed quote?
16           A.   Pair, p-a-i-r?
17           Q.   P-a-i-r.
18           A.   I have not.
19           Q.   Have you ever visited the website for
20       Eylea?
21           A.   Yes.
22           Q.   When's the last time you visited that
23       website?
24           A.   I don't recall.
25           Q.   Did you revisit -- did you visit

Page 163

1       that website since preparing your Exhibit 2058
2       declarations for the '601 and '681 patents?
3           A.   I don't recall.  I -- I've gone through
4       it occasionally.  I don't remember when the last
5       time was.
6           Q.   Did you offer any opinions on the --
7       Regeneron's advertising promotion from their
8       website in your opinions in this matter?
9           A.   There are references to the website in

10       my '338 declaration.  The -- I'd have to go back
11       and look to see for sure whether the couple of
12       advertisements that I focused -- that I include
13       come from the website or not.  So I'm looking on
14       Page 113 of 289 in my report.  I don't see it
15       referencing the -- no, that's from the trial
16       exhibit -- or from the -- an exhibit.  So these
17       do not reference the website, so I don't know
18       that.
19           Q.   Have you ever visited the -- the
20       healthcare provider website that Regeneron has
21       for Eylea?
22           A.   You mean when you go onto a website, it
23       asks whether you are a customer or a healthcare
24       provider?
25           Q.   Well, correct.  Are you aware that
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1       Regeneron has at least two websites for Eylea,
2       one for potential patients and one for healthcare
3       providers?
4           A.   To the extent that any product that
5       I -- it's pretty common for manufacturers to have
6       a bifurcated website, one for providers and one
7       for patients, or potential patients.  And I think
8       I -- I'm pretty sure I've seen and even gone to
9       the provider website on Eylea -- on Regeneron's

10       website -- on Eylea's website.
11           Q.   Okay.  Are you aware that there is a
12       YouTube channel associated with Eylea that
13       Regeneron launched?
14           A.   I -- I can't say that I've been to it.
15       I think I've heard about it, but I don't have a
16       specific memory of it.
17           Q.   Okay.  If you could go to the '601
18       patent in front of you.  It's Exhibit 1001, from
19       the -- from the 1226 IPR.
20                And if you could go to the claims that
21       start on Page 20.
22           A.   I'm there.
23           Q.   Claim 7 recites, in part, "Wherein
24       approximately every four weeks comprises
25       approximately every 28 days or approximately

Page 165

1       monthly."  Do you see that?
2           A.   Yes.
3           Q.   In your commercial success analysis,
4       have you drawn any distinction between "every
5       four weeks" meaning anything other than
6       approximately monthly or every 28 days?
7           A.   No.
8           Q.   We've discussed that you've offered
9       opinions in this case concerning the eight-week

10       dosing interval for -- for Eylea, correct?
11           A.   We have.
12           Q.   Why did you decide to focus on the
13       eight-week dosing interval for Eylea as a driver
14       for commercial success?
15           A.   I believe I've discussed that already,
16       that it is an important differentiating factor
17       between Eylea and Lucentis and Avastin,
18       which were the two products that -- that were
19       alternative -- major alternatives to it over the
20       course of the period I reviewed.
21           Q.   Did Dr. Do ask you to focus on that
22       eight-week dosing interval?
23           A.   Dr. Do didn't ask me to do anything.
24           Q.   How did you determine that the
25       eight-week dosing interval was an important thing
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Page 166

1       to offer opinions on?

2           A.   Well, it is economically an important

3       distinction.  As I go through the economics of my

4       reasoning and my opinion in the '338 declaration,

5       being able to be treated with a -- a treatment

6       that is burdensome and invasive less frequently

7       is something that would have significant

8       -- important value to people, especially

9       considering the alternative is to potentially

10       lose one's eyesight, which is -- which is a very

11       substantial burden to be placed on someone.  If

12       one can avoid that substantial burden by having a

13       very invasive treatment done less frequently,

14       that would be something that economics would tell

15       you is an important distinction.

16           Q.   How did you determine that was an

17       important distinction with respect to the claims

18       of the '338 patent?

19           A.   As I've said, Dr. Do drew the -- drew

20       the link between the patents and the eight-week

21       week dosing.

22           Q.   Did you ask Dr. Do to do that analysis?

23           A.   I did not.

24           Q.   So you focused on eight-week dosing

25       interval based on what Dr. Do commented on the
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1       claims covering?

2           A.   Well, I think it's -- as I said,

3       the eight-week dosing interval is an important

4       economic distinction.  It provides opportunities

5       to people that they otherwise wouldn't have.  And

6       that is -- as I discussed in the '338

7       declaration, is an important economic

8       characteristic.

9           Q.   Were there other important economic

10       characteristics of Eylea that are covered by the

11       '338 patent claims?

12           A.   To my understanding, the eight-week

13       dosing interval was the most important and the

14       -- the -- the issue that I was assigned to think

15       about.

16           Q.   Who assigned you to think about that?

17           A.   Counsel.

18                MR. MARX:  Could we take a ten-minute

19       break?  I might be finishing up.

20                MR. CAINE:  Okay.

21                THE VIDEOGRAPHER:  Going off the record.

22       This is the end of Media Unit 4.  The time is

23       2:15 p m.

24                (Recess taken.)

25                THE VIDEOGRAPHER:  We're back on the
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1       record.  This is the beginning of Media Unit 5.
2       The time is 2:23 p.m.
3       BY MR. MARX:
4           Q.   Dr. Manning, if you could find in your
5       collection the '681 patent.  It's Exhibit 1001
6       from the 1225 IPR.
7           A.   '601 did you say?
8           Q.   '681.
9           A.   Sorry.

10           Q.   That's okay.  We can wait.  There's no
11       rush.
12           A.   Somehow it is not here.
13           Q.   Okay.
14           A.   Unless it is stuck to the back of
15       something.
16                MR. CAINE:  It may have migrated over to
17       my stuff.
18       BY MR. MARX:
19           Q.   I have an extra.
20           A.   All that effort.
21           Q.   All right.  Exhibit 1001 from the 1225
22       IPR, the '681 patent.
23           A.   Yes.
24           Q.   Dr. Manning if you could flip to the
25       claims which begin on Page 14 of this document?

Page 169

1           A.   Yes.
2           Q.   And if you could look at Claim 5, and it
3       recites, in part, "Wherein at least five tertiary
4       doses are administered to the patient.  Wherein
5       the first four tertiary doses are administered
6       eight weeks after the immediately preceding dose,
7       and wherein each subsequent tertiary does
8       administered eight or twelve weeks after the
9       immediate preceding dose."

10                Do you see that terminology in claim 5?
11           A.   I do.
12           Q.   Have you done any analysis what
13       percentage of sales of Eylea satisfy that dosing
14       regimen in Claim 5?
15           A.   I have not.
16           Q.   And if we could turn to Claim 19.  It's
17       on the next page?
18                This claim recites, in part, "Wherein
19       the first four tertiary doses are administered
20       eight weeks after the immediately preceding dose,
21       and wherein each subsequent tertiary dose is
22       administered eight or twelve weeks after the
23       immediately preceding dose."  Do you see that?
24           A.   I do.
25           Q.   Have you done any analysis on what

43 (Pages 166 - 169)

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

Mylan Exhibit 1121 
Mylan v. Regeneron, IPR2022-01225 

Page 43



Mylan Exhibit 1121 
Mylan v. Regeneron, IPR2022-01225 

Page 44



CONFIDENTIAL - UNDER PROTECTIVE ORDER

Page 174
1                         Veritext Legal Solutions

                           1100 Superior Ave
2                               Suite 1820

                         Cleveland, Ohio 44114
3                           Phone: 216-523-1313
4

June 2, 2023
5

To: DAVID A. CAINE
6

Case Name: Mylan Pharmaceuticals, Inc., et al. v. Regeneron
7 Pharmaceuticals, Inc.
8 Veritext Reference Number: 5905488
9 Witness:  Richard  Manning, Ph.D.        Deposition Date:  6/1/2023

10
Dear Sir/Madam:

11
12 Enclosed please find a deposition transcript.  Please have the witness
13 review the transcript and note any changes or corrections on the
14 included errata sheet, indicating the page, line number, change, and
15 the reason for the change.  Have the witness’ signature notarized and
16 forward the completed page(s) back to us at the Production address

shown
17

above, or email to production-midwest@veritext.com.
18
19 If the errata is not returned within thirty days of your receipt of
20 this letter, the reading and signing will be deemed waived.
21

Sincerely,
22

Production Department
23
24
25 NO NOTARY REQUIRED IN CA
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1                   DEPOSITION REVIEW

               CERTIFICATION OF WITNESS
2

         ASSIGNMENT REFERENCE NO: 5905488
3          CASE NAME: Mylan Pharmaceuticals, Inc , et al  v  Regeneron

Pharmaceuticals, Inc
         DATE OF DEPOSITION: 6/1/2023

4          WITNESS' NAME: Richard  Manning, Ph D
5          In accordance with the Rules of Civil

   Procedure, I have read the entire transcript of
6    my testimony or it has been read to me
7          I have made no changes to the testimony

   as transcribed by the court reporter
8

   _______________        ________________________
9    Date                   Richard  Manning, Ph D

10          Sworn to and subscribed before me, a
   Notary Public in and for the State and County,

11    the referenced witness did personally appear
   and acknowledge that:

12
         They have read the transcript;

13          They signed the foregoing Sworn
               Statement; and

14          Their execution of this Statement is of
               their free act and deed

15
         I have affixed my name and official seal

16
   this ______ day of_____________________, 20____

17
               ___________________________________

18                Notary Public
19                ___________________________________

               Commission Expiration Date
20
21
22
23
24
25
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1                   DEPOSITION REVIEW

               CERTIFICATION OF WITNESS
2

         ASSIGNMENT REFERENCE NO: 5905488
3          CASE NAME: Mylan Pharmaceuticals, Inc , et al  v  Regeneron

Pharmaceuticals, Inc
         DATE OF DEPOSITION: 6/1/2023

4          WITNESS' NAME: Richard  Manning, Ph D
5          In accordance with the Rules of Civil

   Procedure, I have read the entire transcript of
6    my testimony or it has been read to me
7          I have listed my changes on the attached

   Errata Sheet, listing page and line numbers as
8    well as the reason(s) for the change(s)
9          I request that these changes be entered

   as part of the record of my testimony
10

         I have executed the Errata Sheet, as well
11    as this Certificate, and request and authorize

   that both be appended to the transcript of my
12    testimony and be incorporated therein
13    _______________        ________________________

   Date                   Richard  Manning, Ph D
14

         Sworn to and subscribed before me, a
15    Notary Public in and for the State and County,

   the referenced witness did personally appear
16    and acknowledge that:
17          They have read the transcript;

         They have listed all of their corrections
18                in the appended Errata Sheet;

         They signed the foregoing Sworn
19                Statement; and

         Their execution of this Statement is of
20                their free act and deed
21          I have affixed my name and official seal
22    this ______ day of_____________________, 20____
23                ___________________________________

               Notary Public
24

               ___________________________________
25                Commission Expiration Date
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1                   ERRATA SHEET

         VERITEXT LEGAL SOLUTIONS MIDWEST
2              ASSIGNMENT NO: 5905488
3 PAGE/LINE(S) /        CHANGE         /REASON
4 ___________________________________________________
5 ___________________________________________________
6 ___________________________________________________
7 ___________________________________________________
8 ___________________________________________________
9 ___________________________________________________

10 ___________________________________________________
11 ___________________________________________________
12 ___________________________________________________
13 ___________________________________________________
14 ___________________________________________________
15 ___________________________________________________
16 ___________________________________________________
17 ___________________________________________________
18 ___________________________________________________
19

_______________        ________________________
20 Date                   Richard  Manning, Ph.D.
21 SUBSCRIBED AND SWORN TO BEFORE ME THIS ________
22 DAY OF ________________________, 20______ .
23             ___________________________________

            Notary Public
24

            ___________________________________
25             Commission Expiration Date
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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.   
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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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Errata Sheet 

Deposition of Richard Manning 

 

I wish to make the following changes to the transcript of my deposition given on June 1, 

2023, for the following reasons:  

 

Page Line  Changes or Correction Reason  

32 24 Change “Paragraph 17” to “Paragraph 15” Misspoke 

63 4 Change “his name is said” to “his name is that” Correct transcription 

error  

97 13-14 Change “25 days monthly” to “every 25 days, 

monthly” 

Misspoke and correct 

transcription error 

115 23 Omit “something in that” Misspoke 

128 8 Change “frequency” to “frequencies” Correct transcription 

error 

128 8-9 Omit “-- is or are” Misspoke 

130 23-24 Omit “other treatment product -- other treatment 

--” 

Misspoke 

131 1 Omit “account -- or drives --” Misspoke 

140 16-17 Change “gets to does the eight-week dosing 

interval have a nexus with commercial success.” 

to “gets to “does the eight-week dosing interval 

have a nexus with commercial success?”” 

Misspoke and correct 

transcription error 

170 13 Change “retinopathy and prematurity” to 

“retinopathy of prematurity” 

Correct transcription 

error 

 

 

Dated:  6/26/2023________         

        Richard Manning 
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