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11 601 Massachusetts Avenue, NW 11 Renorter's Note:
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Page 2 Page 4
; INDEX o 1 PROCEEDINGS
3 Appearances R 2 THE VIDEOGRAPHER: Good morning, everyone.
4 DAVID M. BROWN, M.D. 3 We're going on the record on April 3rd, 2024, at
5 Examination By Mr. Erwine 5 4 9:02 am. Thisis the video-recorded deposition of
6 Changes and Signature 166 . .
7 Reporter's Certificate 168 5 Mr. -- or excuse me, Dr. David Brown in the matter
8 6 of Samsung Bioepis Co., Ltd., versus Regeneron
18 \ PSEVl_OL_JSLY MARKED EPX""B'TS 7 Pharmaceuticals, Inc., and the caseis
o. escription age .
11 Exhibit 1017 ..ovvererreecereireeeeenes 20 8 lPR2023_00884' o )
PCT Application entitled "Method For Treating 9 This deposition is being held via Zoom.
12 Intraocular Neovascular Diseases’ 10 My nameis Tommy Marsh, the videographer. The court
13 Exhibit 1021 .......cooevvererreriene 78 .
Document entitled "Randomized, Double-Masked, 11 reporter I_s Ms. Karen Shelton_' )
14  Sham-Controlled Trial of Ranibizumab for 12 Will al counsel please identify
Neovascular Age-related Macular Degeneration: 13 themselves for the record after which will the court
12 E';L%Stsztggg Yearl ° 14 reporter swear in the witness. Thank you.
Declaration of David M. Brown, M.D. in 15 MR. ERWINE: Rich Erwine of Quinn Emanuel
17 Inter Partes Review No. IPR2023-00739 16 on behalf of Samsung Bioepis, the petitioner.
18 Exhibit 2050 ..........cooorervrrrrirerenns 130 17 MR. COBB: Jeremy Cobb with Arnold &
Retinal Physician Article entitled "Retinal
19 Physician Symposium Covers Broad Range of Topics’ 18 Porter on behalf of Regeneron.
20 EXhibit 2051 ....ovvvmeererireriireeeeens 118 19 (The witness was sworn by the reporter.)
Article entitled "Randomized, Double—Masked, 20 DAVID M. BROWN. M.D
21 Sham-Controlled Trial of Ranibizumab for . . ' L
Neovascular Age-Related Macular Degeneration: 21 having been first duly sworn, testified as follows:
22 PIER Study Year 2" 22 EXAMINATION
23 EXhibit 2055 ......ocorverrririrerreeens 141 23 BY MR. ERWINE:
Expert Declaration of David M. Brown, M.D. in .
24 |PR2023-00442 24 Q. Good morning. Can you please state your
25 25 name for the record, please.
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1 A. Yeah, I'mDavid Brown.
2 Q. Andisitokay if | refer toyou as
3 Dr. Brown today?
4  A. Noproblem.
5 Q. Excdlent. | did want to make just one
6 comment. | know the videographer identified the IPR
7 884, which isthe'572 patent, and just want to
8 confirm that today's deposition also involves the
9 IPR related to the '601 patent that's IPR2023-739.
10 Isthat your understanding as well, Dr. Brown?
11 A. | thought it wasrelated to the --
12 MR. COBB: Dr. Brown, I'll represent that
13 that's correct.
14 A. Gotit.
15 Q. Great. Thank you very much. | appreciate
16 that. Just wanted to make sure we were al on the
17 same page.
18 Dr. Brown, is there anything restricting
19 you from providing complete and truthful testimony

20 today?
21 A. No,sir.
22 Q. Andareyou taking any medication that

23 would impede your ability to provide complete and
24 truthful testimony?

1 aside from those erratas that were in the

2 transcripts?
3 A. No,sir.
4 Q. Andanything that you are aware of that

5 might have changed with respect to your opinions
6 since those depositions?

7  A. |don't quite understand that. What's the
8 question?
9 Q. You gave those depositions and you

10 reviewed those transcripts. And my question is
11 just, inyour mind, if there's anything that you
12 recall that is different from what you testified in
13 those depositions.

14  A. Notthat | recall.

15 Q. AndDr. Brown, have you ever testified at
16 tria?

17 A. Livetrid, no.

18 Q. What did you do to prepare for today's

19 deposition?

20 A. I reviewed my declaration and the cited

21 referenceswithin.

22 Q. Okay. Andyou said you reviewed your

23 declaration. Did you review both declarations, the
24 onefor the '572 patent and the one for the '601

25 A. No,sir. 25 patent?

Page 6 Page 8
1 Q. Dr.Brown, you've been deposed before, 1 A. Yes | did.
2 correct? 2 Q. Allright. And I've marked those as

3 A. Thatiscorrect.
4 Q. Doyou recall how many times?
5 A. | think threefor this particular matter

6 and atime or two for some medical malpractice

7 cases.

8 Q. Okay. Andyou said threetimes. | know

9 you were deposed back in December, isthat right, on
10 the'681 patent?
11 A. Correct.
12 Q. And then there were a couple other
13 depositionsthat you recall?
14  A. Yeah, they were for the Mylan dispute with
15 Regeneron.
16 Q. And after those depositions, did you have
17 an opportunity to review your deposition
18 transcripts?
19 A. Yes, | reviewed deposition transcript for
20 errors shortly thereafter and haven't looked at them
21 since.
22 Q. Okay. Anddid you submit erratas for

3 exhibitsin the Exhibit Share. | assume you have
4 hard copies. For therecord, the exhibit -- I'm
5 sorry. Thedeclaration for the '572 patent is
6 Exhibit 2066 from the 884 IPR proceeding, and the
7 declaration for the '601 patent is Exhibit 2035 from
8 the 739 IPR proceeding. And again, just want to
9 confirm. Do you have hard copies of the

10 declarationsin front of you?

11 A. ldo.

12 Q. Allright. And sojust back to the prep

13 for amoment. | think you said you reviewed those

14 declarations and the documents cited within the

15 declarations? Isthat correct?

16 A. Thatiscorrect.

17 Q. Allright. Anddidyou review any other

18 documents besides those?

19 A. I|don'tthink so.

20 Q. Ithink you testified earlier that you did

21 not review any of your deposition transcriptsin

22 preparation for today's deposition?

23 those transcripts? 23 A. No,dir. | haven't reviewed those since
24 A. |did. 24 they were current, December and then probably six
25 Q. Andareyou aware of any other mistakes 25 months before that for the Mylan stuff.
Page 7 Page 9
3 (Pages6 - 9)
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1 Q. Allright. Last review waswhen you

2 checked for errors and submitted your erratas?

3 A. That'scorrect.

4 Q. Allright. And did you speak to anyonein

5 preparation for today's deposition?

6 A. Only--

7 MR. COBB: Dr. Brown, I'll just counsel

8 you, you can answer the question but don't revea

9 the substance of any conversations you've had in the
10 presence or with counsel.

11 A. Yeah, just counsel.

12 Q. Okay. And did you meet with counsel in
13 preparation for today's deposition?

14 A, ldid.

15 Q. Andwhen wasthat?

16 A. Yesterday.

17 Q. Whodid you meet with?

18 A. Jeremy Cobb and Rebecca Weires with MOFO.
19 Q. Anddidyou meet in person?

20  A. Wedid.

21 Q. Andwasthatin Arnold & Porter's Houston
22 office?

23 A. 4othfloor, 700 Louisiana, yes, Sir.

24 Q. Gotit. And other than Mr. Cobb and

25 Ms. -- did Ms. Weires -- isit Weires?

Page 10

Exhibit 2066. And | think you said you have a copy
in front of you.

A. |do.

Q. Excellent. Just generaly, isit your
understanding that the '572 declaration and the '601
declaration are virtually identical with the
exception of some paragraphs concerning your work on
the DA VINCI trial?

A. Thatiscorrect.

Q. Allright. I'm asking that just -- I'm
hoping that | can reduce some time for today's
deposition. And apologize for -- apologize for the
long explanation, but rather than go through each
individually, if there are portions that are
identical, | think it would be more efficient if |
went through it together, so to speak. Just want to
make sure that's okay with you.

A. That makes senseto me.

Q. Allright. Great.

Let'sstart -- and I'm just going to be
very candid with you, Dr. Brown. I'm just going to
walk through the deposition. | may introduce some
exhibits, but theideaisjust to get your views as
they're set forth in the declaration.

So I'm going to start with Exhibit 2066

© 00N UL WDN PR
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A. | think it's Weires, but | don't know.
Q. Okay. Did they both participate in
person?
A. They did.
Q. Allright. And was anyone else present
6 besides yourself and those two individual s?
7  A. Therewasanother Arnold & Porter attorney
8 on video for part of it. And I'm sorry. Counsel
9 can give her nameif you want it.

a s WN PP

10 Q. It'sokay if youdon't recall. We can get
11 that --

12 A. | dontrecal.

13 Q. --off therecord. Yeah.

14 And how long did you meet for?

15  A. | metyesterday probably seven hours.

16 Day before, couple hours.

17 Q. Allright. So Monday for acouple of

18 hours and Tuesday for seven hours? |sthat correct?

19  A. Seven, eight hours, yeah. We had lunch,
20 so--
21 Q. Allright. And Monday, wasthat also an

22 in-person meeting?

23 A. Thatwas.

24 Q. Allright. Sol'dliketo start with your

25 '572 IPR declaration. And as| said, | think that's
Page 11

1 and I'm going to start with paragraph 1. And |
2 think that's on page 3, so just let me know when
3 you'rethere.
4 A. Okay. Soit'sthe page numbers, the
5 pagination from the bottom, page 3?
6 Q. Exactly, yeah. | think it's page 2 of the
7 document, page 3 of the exhibit. But if easiest,
8 I'll just use the one at the bottom right.
9 A. Nopraoblem.
10 Q. Andin paragraph 1, you indicate that
11 you've been retained by Regeneron as atechnical
12 expert. Isthat correct?
13  A. Thatiscorrect.
14 Q. Andin thisdeclaration and the '601
15 declaration, are you offering expert opinions?
16 A. lam
17 Q. Andareyou aso offering afactual
18 declaration?
19 A. Yessir.
20 Q. Andthereason|I'maskingisthatin
21 previous declarations, you may recall that you
22 offered specific opinions on things that were
23 related to legal matters. Areyou aware of that?
24  A. I'mnot an attorney, but | certainly

25 answered the questions as best | could.
Page 13
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1 Q. Okay. And| appreciatethat. | was 1 concerning reasonable expectation of success,
2 actualy just talking about your declaration. For 2 correct?
3 example, do you recall that you submitted a 3 MR. COBB: Objection. Document speaks for
4 declaration with respect to the '681 patent and the 4 itself.
5 IPR associated with that? 5 A. That'scorrect.
6 A. |do,butl haven't reviewed that in many 6 Q. Allright. Andyou asodo not --in
7 months. 7 those declarations, the '572 and '601 declarations,
8 Q. Allright. But did you draft that 8 you do not provide any opinions concerning secondary
9 declaration for that particular patent? 9 considerations of nonobviousness, correct?
10 A. Withcounsel'shelp, I did. 10  A. Again correct.
11 Q. Allright. Isthat the samefor the '572 11 Q. Allright. Andinthe'572 and '601
12 and the '601 declarations? 12 declarations, you do not set forth your view of the
13 A. Theoneswere going over today, that is 13 dtate of the art concerning any prior art, correct?
14 correct. 14  A. Certainly amgjority of the declaration
15 Q. Allright. Now, back to the'681 15 dealswith ANCHOR and MARINA which defined the state
16 declaration. And happy to introduce that as an 16 of the art at that time, but no specific topics
17 exhibit if it's helpful. | did just have some 17 defining state of the art in the legal term.
18 genera questions. 18 Q. Okay. Andwas-- for the'572
19 Do you recall that that declaration was 19 declaration, was there areason that you did not
20 structured somewhat differently than the oneswe're | 20 provide any opinions on reasonable expectation of
21 looking at today, the '572 and the '601? 21 success?
22 A. lknowitwaslonger. That'sal | 22 MR. COBB: Objection, privileged.
23 remember. 23 Do not answer the question.
24 Q. Allright. Doyou recall that you 24 Y ou're not entitled to conversations with
25 included specific opinions on something called 25 counsedl and related to the content or selections of
Page 14 Page 16
1 reasonable expectation of success? 1 hisdeclaration.
2 A. | remember that in generdities, yes. 2 Q. Allright. Let meask it thisway,
3 Q. Okay. Anddo you recal that you also 3 Dr. Brown. Outside of communications with counsel
4 offered specific opinions on something called 4 was there any reason that you decided not to include
5 secondary considerations of nonobviousness? 5 opinions concerning reasonable expectation of
6 A. | remember that title aswdll, yes, sir. 6 success?
7 Q. Allright. And do you aso recall that 7  A. Repeat the question?
8 you set forth your view of the state of the art with 8 Q. Sure. Outside of any of your
9 respect to certain prior art? 9 communications with counsel, was there any reason
10 MR. COBB: Form. 10 that you decided not to include opinions concerning
11  A. Thequestion is-- repeat the question 11 reasonable expectation of success for the '572
12 again. I'm sorry. 12 patent?
13 Q. Sure. Doyou alsorecall that in that 13 A. Whenl doaproject, | look at the work
14 '681 declaration, you set forth your view of the 14 that needsto be done and | do that work. | don't
15 state of the art concerning certain prior art? 15 go outside that work. | wastold to review MARINA,
16 MR. COBB: Objection, vague. 16 ANCHOR, PIER, and my rolein the DA VINCI trial.
17  A. | remember there's sections entitled 17 Q. Okay. Soyou were not asked to provide
18 similar to that. But again, it's been six months or 18 opinions concerning --
19 so. 19 MR. COBB: Objection, privileged.
20 Q. Allright. I think you said that in prep 20 Do not answer the question.
21 for today's deposition, you looked at this'572 21 MR. ERWINE: Counsd --
22 declaration yesterday. Isthat right? 22 MR. COBB: Conversations --
23 A. Thatiscorrect. 23 MR. ERWINE: -- pleaselet me-- I'm
24 Q. Allright. Inthe'572 declaration and 24 sorry, Counsel. Please let me finish the question.
25 the '601 declaration, you don't include any opinions | 25 MR. COBB: -- what you were asked to do.
Page 15 Page 17

5 (Pages 14 - 17)
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1 MR. ERWINE: | understand. Y ou can make

2 your objection. You can instruct him not to answer,

3 but I'm entitled to ask my question before you step

4 over my question. Please let me finish the

5 question.

6 Q. And!'ll ask the opinion -- question again

7 aspart of what you were asked to do with respect to

8 this particular declaration, Dr. Brown.

9 Were you not asked to provide any opinions
10 on reasonable expectations of success?

11 MR. COBB: Objection, privileged.
12 Do not answer the question.
13 Q. Andwith respect to the '572 patent, were

14 you not asked to provide any opinions concerning
15 secondary considerations of nonobviousness?

16 MR. COBB: Objection, privileged.
17 Do not answer the question.
18 Q. Andwithrespectto-- 1 think -- et me

19 go back to your previous answer.

20 So | think you had testified you were told

21 toreview MARINA, ANCHOR, PIER in your -- and your
22 roleinthe DA VINCI trial. Isthat correct?

1 Q. Ithink you stated in your declaration,
2 which | think you repeated in your testimony, that
3 the Shams reference focuses on the protocol for
4 Genentech's PIER trial? Isthat right?
5 A. Thatiscorrect.
6 Q. Andhow do you know that it focuses on the
7 protocol for Genentech's PIER trial?
8 MR. COBB: Objection.
9 Dr. Brown, I'll just counsel you do not
10 disclose conversations that you've had with counsel,
11 but you're certainly permitted to answer his
12 question.
13 A. Yeah, the PIER trial was auniquetria
14 where Genentech and investigators were testing
15 ranibizumab, three doses followed by quarterly
16 doses, compared to asham injection. And it's
17 different than sham. Naveed Shamsis his name, and
18 sham injection is when we don't do an injection but
19 try to simulate one.
20 And the material of the Shams patent is
21 very similar if not exact to the PIER trial.
22 Q. Andlet me-- let me make this hopefully

23 A. That'swhat | said. 23 easier for you, Dr. Brown. I'll mark as an exhibit
24 Q. Allright. Andwereyou -- let me ask it 24 or I'll introduce as an exhibit the Shams reference.
25 thisway. Did you look at any prior art that was 25 It's Exhibit -- it's Exhibit 1017 from the '572 IPR.
Page 18 Page 20
1 cited by Samsung Bioepisin the IPR petition 1 And--
2 concerning the '572 patent? 2 MR. COBB: I'm going to hand Dr. Brown

3 A. ldontrecollect. You cangive me
4 specific examples. | might be able to remember
5 which prior art.
6 Q. Okay. Sure. Anytimel step over or talk
7 over you, | apologize. | don't meanto. Soforgive
8 meif | dothat. Kind of did that there, so I'm
9 sorry.
10 In paragraph 3, you -- of your
11 declaration, you reference a piece of art that's
12 entitled "Shams." Do you seethat?
13 A. ldo.
14 Q. Anddo you have an understanding of the
15 Shamsreference?
16 A. The Shamsreference is a Genentech patent
17 filed in 2004. Focuses on the protocol for
18 Genentech's PIER trial. | was principal
19 investigator on PIER. So | was-- | opined on
20 aspects of PIER that color the POSA's understanding
21 of the Shams reference. I'm not an attorney and
22 don't expect to be able to explain much of the Shams

23 patent itself.
24 Q. Youdid review the Shams patent?
25 A, ldid.

Page 19

3 what's been marked as 1017 from -- there you go.
4 Q. Allright. And soundslikeyou havea--
5 A. | haveit, yeah.
6 Q. --hardcopy? Great. And so, again, this
7 is-- bear with me here for one second --
8 Exhibit 1017. ThisisaPCT application, and looks
9 like thetitleis"Method For Treating Intraocular
Neovascular Diseases.”

And | think, again, Dr. Brown, you
12 mentioned that this reference focuses on the
13 protocol for Genentech's PIER trial. Isthere
14 somewhere in the document that it says that?
15 A. Waéll, on page 31 of the patent, page 32 on
16 the bottom, it describes pretty well what we did in
17 PIER. Inthe study two treatment groups received
18 multipleintravitreal doses of VEGF antagonists,
19 0.3-milligram to 0.5, compared to sham, with each
20 dose administered every month for three doses
21 followed by dosing every three months, months 5, 8,
22 11,14, 17, 20, 23.
23 And then it -- the treatment with 30-gauge
24 needle and the sham injection and the preinjection
25 procedures and the drape are all consistent with the

Page 21

10
11

6 (Pages 18 - 21)

Veritext Lega Solutions
Cd endar'CA@VeriteXt.Com 866-299-512§amsung Bioepis Exhibit 1071

Page 6



1 way the PIER trial was performed. It never mentions
2 PIER that | can find, but you've got a search
3 function, so it's probably not there if you don't
4 think itis. | don't think it is.
5 Q. Okay. Andyou mentioned that the
6 inventor's last name was Shams, and | think on the
7 first page of the document it identifies the
8 inventor as Naveed Shams. Do you know Mr. Shams or
9 Dr. Shams?
10 A. Yeah, | know Dr. Shams. He'sa-- hewas
11 a-- aphysician employed by Genentech asa-- |
12 don't know their exact titles but essentially ran
13 the -- ran the PIER trial.
14 Q. Okay. And didyou work with himat al on
15 the PIER trial?
16 A. ldid.
17 Q. And can you describe the work that you did
18 with him on the PIER trial ?
19 A. My predominant work on the PIER trial was
20 asan investigator to recruit patients, give
21 informed consent, follow the protocol, ook for side
22 effects. And then asthetrial went along, at the
23 end of thetrial, to help Genentech analyze the data
24 from the one-year outcomes and then present that

25 datato a scientific meeting.
Page 22

1 He's been -- not been with Genentech for along

2 time.

3 Q. Anddidyou speak to Dr. Shamsat al in

4 connection with your preparation of this declaration

5 or the '601 declaration?

6 A. Notinthe--not abit, no, sir.

7 Q. Ithink you testified and you statein

8 paragraph 3 of your declaration that you've been

9 asked to opine on aspects of PIER that could color a
10 POSA's understanding of the Shams reference.

11 Do you see that, Dr. Brown?
12 A. |seethat.
13 Q. Andwhat do you mean by that statement?

14 Can you provide any more color?

15 A. Becausel washeavily involvedin

16 ANCHOR/MARINA, first author of ANCHOR, second author
17 of MARINA, and was alarge recruiter and the

18 presenter for PIER and second author for PIER, my
19 experience on the disappointment that those patients
20 or subjects had and my disappointment that we

21 weren't giving them everything that was potentially
22 available with these therapeutic agentsis -- in my

23 mind, would help an understanding of the importance
24 of the PIER trial and its ramifications.

25 Q. Letmeseeif | can break that down a
Page 24

Q. And aspart of your work, did you
communicate directly with Dr. Shams?

A. Was 20 years ago, but yes, | did
communicate. 1'm sure it was some phone calls, some
emails, but --

Q. Any in-person meetings?

A. Yeah, there would have been investigator
meetings, and there would have been -- | remember --
| recall alive meeting in San Francisco when |
received the -- went over the data with Genentech to
help prepare the presentation.

Q. And that was alive meeting with
13 Dr. Shams?

14  A. Almost positive hewasthere. It would

15 have been alarge team of Genentech scientists. And
16 again -- or, you know, Genentech clinician

17 scientists. And that was 20 years ago. | would

18 be-- that he was there, but | couldn't be confident
19 with 20 years of memory.

20 Q. Doyourecal thelast timeyou spoketo

21 Dr. Shams?

22 A. | saw Dr. Shams at a ophthalmology retina
23 meeting in the last year somewhere, | think

24 New Orleans, Academy of Ophthalmology. Heis--
25 workswith, | think, a gene therapy company now.
Page 23

1
2
3
4
5
6
7
8
9

10
11
12

1 littlebit. First of al, you used the word "POSA."
2 And can you tell -- tell uswhat POSA stands for?
3 A. Sointhedeclaration, | say, "l wasa
2 4 principal investigator on PIER, and so |'ve been

5 asked to opine on the aspects of PIER that would

6 color a POSA's understanding of the Shams

7 reference.”

8 POSA isalegal term, a person of ordinary

9 skill intheart.
10 Q. Okay. Andwhat isyour understanding of a
11 person of ordinary skill in the art?
12 A. APOSAisalegd term, andit'san
13 imaginary thing where somebody has infinite
14 knowledge of every publication that could possibly
15 have been written about the subject matter and, with
16 that foundation of knowledge, has at |east the
17 knowledge or ability to practice, in my phrase
18 practice reting; in other words, know when to treat
19 patients or how to treat patients.
20 Q. Andthat would be your understanding of
21 thelevel of ordinary skill in the art with respect
22 to the'572 patent?

23 MR. COBB: Object to form.
24 A. What'sthe question exactly?
25 Q. | had asked you about your understanding

Page 25
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1 of aPOSA generaly, and what | wastrying to

2 understand was your understanding of what is the --

3 what's considered to be the level of ordinary skill

4 inthe art for the '572 patent.

5 MR. COBB: Objection, form.

6 A. Yeah, | think | defined that as best |

7 can. Again, I'm not alawyer. | canonly -- my

8 main purpose of this declaration isto give my

9 experiencesin PIER, and then -- and that's what
10 I'vedone.
11 Q. Thank you, Dr. Brown. | appreciate that.
12 That'swhat | wastrying to get at earlier. |
13 understand that part of your declaration is directed
14 to the facts as you understand them from the PIER

15 trial. Isthat correct?
16  A. Thatiscorrect.
17 Q. Andinterms of expert opinions, as best

18 as| cantell from your declaration, it looks asif

19 the opinion you'd be offering is how aspects of PIER
20 could color a POSA's understanding of the Shams
21 reference. Isthat fair?

22 A, That'swhat | statein paragraph 3, "asked

23 to opine on the aspects of PIER that could color a

1 befactual on the ANCHOR/MARINA/PIER and my rolein
2 the DA VINCI trid.
3 Q. That'ssuper helpful, Dr. Brown. That's
4 what | was trying to figure out was the distinction
5 between facts and if you set forth any expert
6 opinions. And so that was the kind of basis for my
7 previous question, so | appreciate that.
8 And with respect to that Shams prior art
9 reference, other than the sentence, a couple of

10 sentencesin paragraph 3, you don't discuss the

11 Shams reference anywhere else in your declaration.

12 Isthat right?

13 MR. COBB: Objection. Document speaks for
14 itself.

15 Q. I'mnot trying to trick you or anything,

16 Dr. Brown. | just -- | didn't see "Shams" mentioned

17 anywhere else, and | just wanted to confirm it was

18 your understanding that you didn't offer any other

19 opinions concerning the Shams reference.

20 A. Yeah,it'smy --it's-- | don't think |

21 offer any opinions on any of the patents. | mainly

22 offered opinions or fact on MARINA, PIER, ANCHOR,
23 and my rolein the DA VINCI trial.

24 POSA's understanding of the Shams reference."” 24 Q. Okay. That'shelpful. Thank you,
25 Q. Okay. Andjust to confirm, | think you 25 Dr. Brown.
Page 26 Page 28
1 said -- thisiswith respect to aPOSA's -- or, 1 If | can direct your attention to the next
2 sorry, the level of ordinary skill for the '572. | 2 paragraph in your declaration, paragraph 4.
3 think you said that a POSA would have the knowledge 3 A |lseeit.
4 or ability to practice reting; in other words, know 4 Q. Andyou mention the DA VINCI tria? Is
5 when to treat patients or how to treat patients. 5 that right?
6 Isthat afair assessment of your 6 A. DA VINCI? Named after Leonardo da Vinci,
7 understanding of the level of ordinary skill in the 7 1 think.
8 art for the '572 patent? 8 Q. Allright. Andin that paragraph, you say
9 MR. COBB: Objection. Asked and answered. 9 that you've been asked to explain your and
10 Form. 10 Dr. Mgor'srole, rolesin preparing the abstract,
11  A. Yeah, that'smy understanding. Again, 11 the 2010 ARV O abstract? Isthat right?
12 it'salegal term. | haven't been to law school, 12 A. That'scorrect.
13 so-- 13 Q. Soagain, with respect to the DA VINCI
14 Q. Andisthat your understanding of the -- 14 trial, your declaration is setting forth certain
15 of level of skill in the art for the '601 patent as 15 facts associated with that trial and you're not
16 well? 16 offering any expert opinions?
17  A. They would be the same. 17  A. I'mcertainly an expert on the material
18 Q. Okay. And didyou consider that level of 18 and I've offered facts which are -- opinions versus
19 ordinary skill in the art in forming whatever 19 facts, maybe that'salegal term. | don't quite

N
o

opinions you set forth in this declaration?
MR. COBB: Objection, form.

A. Thisdeclaration is predominantly factual.
It'sjust what happened. How that would color a
24 POSA's understanding, | would hope that the facts
25 would help aPOSA, but that'sasfar as| did isto

N NN
w N P

Page 27

20 understand the question.
21 Q. Let meask it thisway, Dr. Brown.
22 Are you offering an opinion concerning how
23 aspects of the DA VINCI trial could color aPOSA's
24 understanding of the ARV O abstract?
25 A. Repeat the question one moretime. |

Page 29
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1 think I'm -- 1 personnd at each site and is the ultimate
2 Q. Sure. Areyou offering an opinion 2 responsibility of determining that causality if they
3 concerning -- sorry. Let merepeat that. Let me 3 disagree with the other clinical investigators.
4 rephrase. 4 Q. Andgoing back to PIER for just a second.
5 Are you offering an opinion concerning how 5 Sothe PIER trial, you were both the principal
6 aspects of the DA VINCI trial could color aPOSA's 6 investigator and the clinical -- and aclinical
7 understanding of the ARV O abstract? 7 investigator?
8 MR. COBB: Objection. Document speaks for 8 A. Correct.
9 itself. Form. 9 Q. ButintheDA VINCI trial, you werejust a
10  A. Sothemagority of the declaration on the 10 clinical investigator and not the principal
11 DA VINCI isjust how -- my rolein the DA VINCI 11 investigator. Isthat right?
12 tria and not necessarily in the results or 12 A. That'scorrect.
13 implications of the DA VINCI trial. 13 Q. Anddo you recall who was the principal
14 Q. Allright. And I think you testified 14 investigator for the DA VINCI trial?
15 earlier that you were -- you were offering an 15 A. Yeah, my site, it was Dr. Matthew Benz.
16 opinion about the POSA's understanding of the Shams 16 Q. Andhow do you spell hislast name?
17 reference based on your knowledge of the PIER trial. 17 A. B-E-N-Z.
18 And I'm just trying to understand if you're offering 18 Q. Anddo you know where he's located?
19 any opinions of a POSA's understanding of the ARVO 19 A. | begyour pardon?
20 abstract based on your work in the DA VINCI trial. 20 Q. Doyou know where he's physically located,
21  A. Yeah, the Shamsreference, the PIER parts 21 where he maintains his practice?
22 of this declaration are what would color a POSA's 22 A. Yeah, he'smy partner in practicein
23 understanding of the Shams reference. The 2010 ARVO | 23 Houston, Texas.
24 abstract had top-line results of DA VINCI. 24 Q. Gotit. Sothisissomeone you've worked
25 | wasaclinical investigator. | was 25 with for many years?
Page 30 Page 32

1 asked to explain why -- myself and the other

2 clinical investigator'srole in DA VINCI and my role
3 and Dr. Mgjor'srolein preparing the abstract. Q. Anddidyou --
4 Thereisportions of the abstract that give data (Overtalk)

1 A. Yes, gir. Hired him probably 15 years
2
3
4
5 excerpted in my declarationon page 21, butl redly | 5  A. -- hired him before thistrial, before
6
7
8
9

ago.

6 don't opine on the ramifications or meaning of the this abstract, so yes.
7 DA VINCI trid at all. Q. Anddidyou speak to Dr. Benz at all in
8 Q. Allright. Andwith respect to the preparation for either the '572 or the '601

9 DA VINCI trid, | think you said that you were a declaration?
10 clinical investigator? Isthat right? 10 A. Hewasat my daughter's wedding, but we
11  A. That'scorrect. 11 did not discuss any legal -- these patents at all or
12 Q. Andyouwereasoaclinical investigator 12 thetrial, or | don't think he knows I'm doing this,
13 inthe PIER study as well, correct? 13 so--
14  A. That'scorrect. 14 Q. Okay. Andin paragraph 4, you aso
15 Q. Andisthere adifference between a 15 mention Dr. James Maor. Was he also aclinical
16 clinical investigator and the principal 16 investigator in that trial?
17 investigator? 17 A. Hewass
18 A. Theprincipal investigator isaclinica 18 Q. Allright. And did you speak to Dr. Major
19 investigator and typically does the same thing as 19 at al in preparing this declaration, the '572
20 clinical investigatorsin terms of recruiting 20 declaration or the '601 declaration?
21 patients, offering informed consent, examining 21 A. ldid.
22 patients, looking for adverse events, and 22 Q. Andwhen did you speak to him?
23 determining causality. The principal investigator 23  A. Would have been several months ago. It
24 isresponsible for the actions of all the 24 would have been, you know, in preparation for this
25 investigators, sub-investigators, and al the trial 25 abstract on --

Page 31 Page 33
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1 Q. Sorry. Areyou finished?

2 A. | am. Severa monthsto go in preparation
3 for this abstract, so --

4 Q. Andjustto beclear, when you said

5 "preparation for this abstract,” do you mean

6 the declaration?

7 A. I'msorry. Thedeclaration. Yeah, yeah,
8 yeah. I'm sorry.
9 Q. Okay. Gotit.

10 A. Yeah

11 Q. Anddidyou speak to him in person or by

12 some other means of communication?

13 A. Atelephonecal.
14 Q. Andwhat did you guystalk about?
15 MR. COBB: Dr. Brown, to the extent that

16 counsel was present for any of this conversation,

17 don't disclose any substance, but you may answer his
18 question (indiscernible).

19 A. Yeah, | was-- thisisan abstract from 15

20 yearsago. | wasseeing if he had a copy of the

21 abstract because | had a hard time finding it.

22 Q. Anddidyou ask him any questions about

23 your or hisrolein the DA VINCI tria?

24  A. Yeah, | asked him, Do you remember when |

25 had you present this abstract at ARVO? And he goes
Page 34

1 Phase |1 trial, we were going to have
2 dataand it wasjust really a particular obtuse rule
3 of the -- of the committee, the subject committee,
4 that all those abstracts were rejected. So ARVO
5 also has alate-breaking session and they don't want
6 peopleto present twice. So they have arule that
7 if you haven't present- -- if you're not presenting,
8 you can submit alate-breaker.
9 Because Regeneron wanted to submit
10 DA VINCI as alate-breaker and because they knew
11 that my abstract was rejected, we thought | would be
12 dligible to present. When the actual rules were
13 like printed or published, it says you can't submit
14 an abstract if you've previously submitted an
15 abstract. And so really didn't know was | eligible
16 or not. | submitted an abstract, but it was
17 rejected.
18 So rather than risk submitting an abstract
19 and having afoot fault where the committee says,
20 oh, you previously submitted an abstract, | asked
21 James Major, who was also going to ARVO and has a
22 housein Florida, and it wasin ARVO, would he
23 consider presenting this abstract and me write it
24 with him. So that's how the circuitous way why |
25 wason the DA VINCI abstract.
Page 36

1 Yeah, that wasalong time ago. And then we sort of
2 sorted out how it came about that he was the
3 presenter of this abstract.
4 Q. Andhow didit come about?
5 A. ARVOisthe Association for Research and
6 Visionin Ophthalmology. It'sthe biggest
7 scientific meeting, peer scientific meeting in
8 visua sciences. |'ve been part of ARVO and
9 presented for, gosh, longer than | like to admit,
10 probably 30 years, and had presented both basic
11 scienceand clinical data. That year, in 2010, |
12 submitted an abstract for the VIEW trial, which
13 would have been the results of abig phase I11
14 Regeneron Aflibercept trial.
15 The program committee at that year had
16 instituted a policy where promise abstracts were not
17 accepted. A promise abstract's one where you say
18 you're going to present data but you don't actually
19 havethedatain hand. That makesalot of sense
20 for abasic science. 1'm going to test, you know,
21 whatever, the pH of some chemical in 800 rats and
22 theresultsare 7.2 pH. And the reason they have a
23 non-promise abstract is because in basic science you
24 can promise something, but if the experiment doesn't

25 work out, there's no data.
Page 35

1 The more -- you know, we were a pretty
2 small rolein DA VINCI. We had recruited some, but
3 we certainly weren't part -- abigger part of
4 DA VINCI. But Regeneron was just looking for who
5 could present this abstract that's a member of ARV O,
6 has scientific credibility, you know, is adecent
7 presenter, and that's how | got asked and then
8 that's how James Mgjor ended up presenting the
9 abstract.
10 Q. Andwas Regeneron itself restricted from
11 submitting the abstract on its own behalf?
12 A. That'sagood question. | don't know at
13 that time. You know, currently, most of our
14 societies, Mac Society, Retina Society, American
15 Academy of Ophthalmology, you cannot submit if
16 you're an employee of a pharmaceutical company.
17 So | don't know if ARVO had that in two
18 thousand -- whatever thisis, 2010, but generally
19 it's not deemed credible if somebody's got alot of
20 stock in acompany and alot of vested interest and
21 they're the one presenting the scientific paper.
22 Q. Wasthere areason that you asked
23 Dr. Major to submit the abstract instead of
24 Dr. Benz?

25 A. Only because | knew he was going to
Page 37
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1 Florida. | knew he was attending. Y ou know, he was
2 planning on attending that meeting. And to drag
3 somebody to ameeting for an abstract they're just
4 notinlovewith ...
5 It'savery scientific meeting. It's not
6 a, you know, junket, play-on-the-beach kind of
7 meeting. Soit's not one that people go to for -- |
8 mean, | go to for pleasure because | love the
9 science, but it's not one that people think of asa
10 pleasure kind of meeting.
11 Q. Dr.Benzdid not attend that meeting?
12 A. | don't remember. | don't think soor |
13 would have asked him.
14 Q. Gotit. Okay.
15 A. Orhehad aready presented another
16 abstract. To be honest, | don't -- you know, if he
17 was on another abstract, then he also wouldn't be
18 dligible, but --
19 Q. Theonly reason | asked was because |
20 think you had testified that he was the principal
21 investigator, so | was just trying to understand why
22 hewouldn't have been the first choice.
23  A. They both would have been excellent
24 choices, but | -- for whatever reason, Mgjor was

25 availableand | picked Mgjor.
Page 38

1 MR. COBB: Objection, form.
2  A. Yeah, they were prepared in parallel.
3 Q. Andinterms of your work for Regeneron on

4 these IPR petitions, do you have a sense for how
5 many hours you've worked?
6 A. Notrealy. It'sbeen, you know, over a
7 coupleyears, so --
8 Q. Startingin about 20227 Isthat right?
9 A. Youknow, theinitial Mylan -- it's been
10 years. | mean, it may be longer than 2022.
11 Q. Thework that you've done on the IPRs has
12 been IPR petitions that have been brought by Mylan
13 and Samsung Bioepis?
14  A. Correct.
15 Q. And other than that work, have you done
16 any other work for Regeneron?
17  A. Yes. I'vedone-- mgority of what | do
18 for Regeneron has been clinical -- clinical trial
19 consultant.
20 Q. Andwhenyou say clinica trial
21 consulting, does that include work as an actual
22 investigator, or isthat separate from your work as
23 aninvestigator?
24  A. Yeah, that's separate. | was-- for
25 example, | wason the VIEW steering committee. |
Page 40

1 Q. Okay. Let meturnyou to paragraph 6 of
2 your declaration. And that's page 4 on the bottom
3 right. And 1 just want to make sure you're there.
4  A. I'mhere, yeah. | seeit.
5 Q. Okay. Great. Sorry. Inthefirst
6 sentence, you say you're being paid at your usual
7 hourly rate for your work on this matter.
8 What isyour usual hourly rate?
9 A. Yeah, forindustry consulting and legal
10 matters, it's athousand dollars an hour.
11 Q. Okay. And do you know how many hoursyou
12 have worked on this particular matter?
13 A. | --1don't. Youknow, lessthan -- you
14 know, as part of the preparation for this
15 declaration, totally guessing, five or six hours at
16 the most probably. And then the prep, which we
17 discussed, yesterday and Monday, so --
18 Q. Okay. Sointermsof drafting the
19 declaration, it would have been about five to six
20 hours?
21 A. Wecancertainly -- | can certainly find
22 that out, but I'm -- I'm assuming it didn't take
23 much longer than that, my roleinit.
24 Q. Allright. Andthat timeisfor both the
25 '572 and the '601 declarations?

111

Page 39

was on the VISTA/VIVID steering committee for their
diabetestrial. | have -- on their 8-milligram
development steering committee. Those are
steering -- scientific steering committees of retina
experts who advise them or help them run clinica
trias.

The investigator work is separate.
That's -- that's contract work with Retina
Consultants of Texas where you're paid, you know,
based on a budget on exactly what's done, so --

Q. | see. Soasainvestigator, that would
not be -- the pay would not pay your usual hourly
rate?

A. No, my -- you know, | don't know how it
pertainsto this, but my group splitsincome evenly.
So we're Communists. So our surgical work, our
clinical work, our research work all gets put in one
big pot and we split it. So it would bereally hard
to delineate how much each oneis. | do alot of
principal investigator work that my partners don't
do. | don't get paid extrafor that, but | like to
doit, so --

23 Q. Butyour work for Regeneron, either in
24 connection with the IPRs or | think you mentioned

25 the steering committees, that would just go to you
Page 41
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1 and would not be shared with your partners?
2 A. Thatiscorrect.
3 Q. Okay. And sothework that you mentioned
4 for the various Regeneron steering committees, that
5 work would have been at your usual hourly rate?
6 A. Probably. Youknow, withinarange. In
7 other words, the average rate for most of my peers
8 was around 800 for awhile and now it's crept up to
9 more like athousand. Regeneron may be up to 1,200
10 for the clinical work now. It's based on fair
11 market value around the country and that kind of
12 thing.
13 Q. Anddo you know, ballpark, how many hours
14 per year you were working on this consulting for
15 Regeneron separate from the work on the |PRs?
16 A. Probably average 10 to 20 hours a year,
17 some years more if we're designing abig trial, some
18 years not so much if they're in between trials,
19 so0--
20 Q. Andas part of that role, the steering
21 committee, isthat actually designing trials?
22 A. Itcan. Usualy thetrials are baked by
23 thetime you get a steering committee. In other
24 words, usualy thetrial isalready inits

25 formulation and it's -- you know, there may be some
Page 42

1 patients, it makesthetrial not very scientifically

2 valid. If we can cal investigators, figuring out

3 what are the pressure points or what are the

4 difficulties patients are having, work with the

5 sponsor to say, hey, isthere any way to get, you

6 know, alittle more travel money or whatever it is

7 to help retain patients.

8 Therole of the steering committeeis also

9 to help look at the data afterwards and to present
10 that data. And steering committeeisusually a
11 bunch of key opinion leaders, so they've got anice,
12 you know, a nice pool of talent to which to present
13 at scientific meetings to demonstrate what the study
14 did or did not show.
15 Q. Andareyou alowed to be both an
16 investigator and a member of the steering committee
17 for aparticular trial?
18 A. Yeah, dmost dl are.
19 Q. Okay. And with respect to the PIER trid,
20 was there a steering committee?
21 A. Therewasnot a-- best of my
22 recollection, there was not a steering committee for
23 the PIER trial. Steering committees were more of
24 a-- more of a Regeneron function back then.

25 Genentech Roche has steering committees now, but
Page 44

1 nuances like do we change something here or there,
2 butit'susualy -- it's usually pretty set by the
3 time a steering committee's set.
4 Q. Okay. Andwho typicaly isresponsible
5 for setting the clinical trial? Isit the entity
6 that's sponsoring it?
7 A. Yeah, absolutely. They're the ones having
8 to figure out can they afford this, what's the size
9 of thetrial, how longisit going to take them.
10 They have big clinical teamsto help develop the
11 clinical trial protocol. And part of that's
12 scientific and part of that's business decisions
13 on -- on, you know, how they're going to get this
14 funded, who are they going to get for the contract
15 research organization, who are they going to get for
16 thereading center, al that stuff.
17 Q. Sowhat exactly istherole of the
18 steering committee?
19 A. Steering committeeroleisto -- the main
20 role that we've created through the yearsisto
21 figure out how you can support clinica
22 investigators around the country doing thistrial
23 and patient recruitment and retention.
24 In other words, we can have agreat tria

25 and recruit it well, but if we lose half the
Page 43

1 there wasn't necessarily an ANCHOR or MARINA
2 steering committee or a PIER steering committee.
3 Q. Wasthere asteering committee for the
4 DA VINCI trial?
5 A. Noidea I--1wasn'tonit.
6 Q. Okay. Andyou don't know even if one
7 existed?
8 A. Soaphasell tria typically wouldn't
9 have a steering committee. They're a much shorter
10 trial. Phaselll trials are lots of patients, long
11 yearsof recruitment. There'salot more reason to
12 have physician involvement in recruitment and
13 retention than a phase I trial.
14 Q. Gotit. Andjust to confirm, the DA VINCI
15 trial wasaphase Il trial?
16 A. DA VINCI trial wasaphase Il trial.
17 MR. ERWINE: Okay. Great. Dr. Brown,
18 we've been going for alittle over an hour. Isnow
19 an okay time to take a break?

20 THE WITNESS: Good for me.

21 MR. ERWINE: Great.

22 THE VIDEOGRAPHER: Okay. Timeis

23 10:11 am. We are off the record.

24 (Recess from 10:11 to 10:23)

25 THE VIDEOGRAPHER: Timeis10:23 am.

Page 45
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1 Weare on the record. 1 changesarein an eye, very few eye doctorsin the

2 BY MR. ERWINE: 2 United States or around the world use it to treat
3 Q. Allright. Welcome back, Dr. Brown. 3 diabetic retinopathy other than for diabetic macular
4 Back to your '572 declaration, and | 4 edema.
5 wanted to ask you just a few questions about 5 Q. Okay. Now, Dr. Brown, turning to
6 paragraph 11 which starts on page 5. 6 paragraph 12 of your declaration, and that's on page
7 A. Okay. 7 6 of the '572 declaration.
8 Q. Andinthat paragraph, you reference some 8 A. Yeah, I'mthere.
9 work on safety and efficacy of the use of 9 Q. Okay. Andthereyou list anumber of
10 antivascular endothelial growth factor agents, or | 10 phaselll clinical trials that you worked on.
11 think what you approximate as -- or characterizeas | 11 Isthat right?
12 anti-VEGF agents? Isthat right? 12 A. That'scorrect.
13 A. Yeah, anti-VEGF. 13 Q. AndI know well talk more about ANCHOR,
14 Q. And anti-VEGF agents, are those things 14 MARINA, and PIER, but you & so reference the RISE
15 like ranibizumab? 15 and RIDE trials? Isthat right?
16  A. Ranibizumab. 16 A. That'scorrect.
17 Q. Apologiesfor my butchering of that 17 Q. AndtheVIEW1 trial?
18 pronunciation. So that's one example of aVEGF 18 A. That'scorrect.
19 agent? 19 Q. Andthe PANORAMA trial?
20  A. Yeah, ranibizumab, which was the trade 20 A. That'scorrect.
21 name Lucentis, and now there'sbiosimilar versions, |21 Q. Isit fair to say that other than your
22 but it's ranibizumab, yeah. 22 listing of those trialsin paragraph 12 that you
23 Q. Okay. AndisAflibercept also an 23 don't reference those trials anywhere else in your
24 anti-VEGF agent? 24 declaration?
25 A. Yesitis 25 And again, I'm not trying to -- thisisn't
Page 46 Page 48
1 Q. Andthat's Regeneron's product? 1 meant to be like amemory contest. I'm just trying
2 A. ThatisRegeneron'sproduct, and | think 2 to understand if, you know, the declaration is
3 the petitioner also has Aflibercept. 3 primarily directed to ANCHOR, MARINA, and PIER and
4 Q. Gotit. And Regeneron'strade name for 4 not RISE and RIDE, VIEW1 and PANORAMA.
5 Aflibercept is Eylea? 5 A. Yeah, predominantly directed at ANCHOR,
6 A. That'scorrect. 6 MARINA, PIER, and the discussions on the abstract
7 Q. Andsome of the -- you reference some 7 regarding DA VINCI, yeah.
8 angiogenetic -- again, | think | mispronounced it -- 8 Q. Okay. And| think you say that for all of
9 angiogenic eye disordersin paragraph 11, wWAMD, DME, 9 thesetrias, they're all phase Ill trials?
10 DR. Do you seethat? 10 Isthat right?

11 A. Ildo. 11  A. That'scorrect.
12 Q. Andthose are disorders that one would use 12 Q. Andforthe PIER tria, you identify it as
13 these anti-VEGF agentsto treat? 13 aphaselllbtria. Isthat right?

14 A. Yeah. The-- thebig diseasesfor
15 anti-VEGF agents to treat are wet macular

[EnY
SN

A. Correct.
Q. Isthereadistinction between a phase il

=
(€]

16 degeneration, diabetic macular edema, and edemafrom 16 trial and aphaselllb trial?

17 retinal vein occlusion. 17 A. Thereis. The exact nuanced definition |

18 Q. What about DR, diabetic retinopathy? 18 probably couldn't giveyou. Phaselll trialsare

19  A. Sodiabetic retinopathy, the pathogenesis 19 for registration, to get adrug approved. 111b was

20 of diabetic retinopathy certainly involves VEGF. So 20 an additional phase 11 to seeif ranibizumab could

21 it makes sense that anti-VEGF agents would ater the 21 betreated quarterly after three monthly doses. An

22 course of diabetic retinopathy. 22 dternative dosing -- basically an alternative

23 Currently, despite studies showing 23 dosing regimen.

24 efficacy inimproving diabetic retinopathy scores, 24 Q. Andsowhen it references -- for the PIER

25 which is a photographic grading of how much diabetic 25 tria and it references I11b, isthat in connection
Page 47 Page 49
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1 with the phase I11 trials for ANCHOR and MARINA?
2 A. The--Illbishow it'sdescribedin
3 clinicaltrials.gov and in its applications to the
4 FDA. | can't tell you what the exact nuances are
5 between aphase 111 and a phase I11b.
6 Q. Letmeaskitthisway. Wasthere-- was
7 there aGenentech PIER trial that was just a phase
8 Il trial?
9 A. No, Genentech -- there was only one PIER
10 trial, and it was classified as a phase I11b.
11 Q. Okay. Anddo you know, isthelllb
12 notation, was that referring back to the phase 111
13 trialsfor ANCHOR and MARINA?
14  A. | don't know.
15 Q. Okay. Let'sgo tothe next paragraph,
16 paragraph 13. And thisisunder your "Materials
17 Considered" section on page 7 of the declaration.

18 Do you see that?

19 A. ldo.

20 Q. Andwithinthe "Materials Considered,” you
21 reference the declaration of Dr. Edward Chaum.

22 Do you see that?

23 A. ldo.

24 Q. Anddidyou review Dr. Chaum's declaration

25 in preparation for today's deposition?
Page 50

1 Q. What doyou mean by "large scale" when you
2 describe those trias?
3 A. MARINA randomized 716 patients. And
4 ANCHOR randomized 4- or 500 patients, but let me
5 look it up. It'sin here. 423 patients. So those
6 arevery large, well-controlled trials testing the
7 effects of ranibizumab, a anti-VEGF antibody
8 fragment, against the standard of care or the way
9 people treated those diseases before.
10 And wet macular degeneration previously
11 was ablinding condition where everybody, 99 percent
12 or 98 percent, went blind centrally with no
13 effective treatments. There were some marginally
14 effective treatments for a particular subtype of wet
15 macular degeneration called classic choroidal
16 neovascular membrane, which was verteporfin PDT
17 developed by Novartis, actually by QLT and Novartis.
18 And this -- when we tested the anti-VEGF
19 for macular degeneration, we tested that population
20 against PDT, and that was the ANCHOR trial, directly
21 head to head. People got either one of two doses of
22 ranibizumab versus PDT. The other patients with
23 macular degeneration that didn't have that --
24 specific characteristics that had a treatable agent

25 were compared to sham because that's -- there was no
Page 52

1 A. lreaditpriorto-- aspart of
2 developing this declaration, but | haven't read it
3 insevera months.
4 Q. Andinyour declaration, you offer --
5 A. Haven't looked at --
6 Q. Sorry.
7 A. | haven'tlooked at it in several months.
8 | did it just in preparation for the -- preparation
9 of this-- this declaration and the sister
declaration on the '601 patent.
Q. And Dr. Brown, do you -- in your
declaration for '572 or '601, do you offer any
responsive opinions to opinions set forth by
Dr. Chaum in his declaration?
MR. COBB: Objection. Document speaks for
itself. Form.

10
11
12
13
14
15
16

17 A. | don'tthink so.
18 Q. Allright. Let medirect you to paragraph
19 15 of your declaration. And thisis-- it startson

20 page 7 and rolls into page 8.
21 A. I'mthere.
22 Q. And--great. Andsoin this paragraph

23 you'rereferring to the MARINA and ANCHOR trials?
24 |sthat correct?

25 A. That's correct.
Page 51

1 treatment for it.
2 So we ran two very large studies to test
3 the efficaciousness of this anti-VEGF antibody
4 fragment in wet macular degeneration.
5 Q. Andtheseangiogenic eye disorders, are
6 they dl related to diabetes?
7 MR. COBB: Objection, form, vague.
8 A. Angiogenic eye diseases are not
9 necessarily just diabetes. Age-related macular
degeneration isthe first one wetested. And while
diabetesis prevalent in an older population asis
macular degeneration, there's no direct correlation.
Q. How about for diabetic macular edema?
A. Diabetic macular edemais a specific
condition where chronic hyperglycemia causes damage
to the microvasculature all over the body, including
the eye, and that can lead to swelling or edemain
the central retinawhich is diabetic macular edema.
So you are correct. Diabetic macular
edemaisadirect responsibil- -- isadirect
consequence of not controlling diabetes mellitus.
Q. And doesthat -- isthere adistinction
between type 1 and type 2 diabetes?
MR. COBB: Objection, vague.

25 A. Sothere's certainly adistinction between

Page 53

14 (Pages 50 - 53)

Veritext Lega Solutions
Cd endar'CA@VeriteXt.Com 866-299-512§amsung Bioepis Exhibit 1071

Page 14



type 1 and type 2 diabetes and the potential
pathogenesis of how it comes about. But both type 1
and type 2 diabetes can develop diabetic macular
edema with inadequate control of their glycosylated
hemoglobin over time.

Q. | see. Andwiththewet age-related
macular degeneration, | think you said that there's
no direct causal relationship between diabetes and
that particular disorder?

A. Thatiscorrect.

Q. Butisit fair to say that individuals
that have that disorder, many of them also have
diabetes?

MR. COBB: Objection, scope.

A. So age-related macular degeneration is
part genetics, but alot of it'saging. And since
diabetics don't live as long, there's actually not
that many patients that have both diabetic eye
disease and macular degeneration at the same time.
They're sort of two populations.

Q. Back to theterm "large scale.”

I think you said that MARINA had 716
patients and ANCHOR had 423. Isthere some dividing
24 line between when aclinical tria is considered
25 large scale versus not large scale?

© 00N UL WDN PR

NNRNNE R R R R R R P P
W NP O OWOWOwW~NOOORWNIERO

Page 54

1 A. Yesh, | wasprincipa investigator in my
2 sitein Texas which enrolled patientsin both ANCHOR
3 and MARINA.

Q. And isthere only one principal
investigator for these trials?

A. Sometimesthere's a principal investigator
over the entire trial and -- but most of the time
you're aprincipal investigator in your own site.
Because a principal investigator has to have direct
oversight over the training and study personnel
of -- from refraction to data acquisition, it's --
really, you couldn't be a principal investigator and
take responsibility for the personal action of every
personinthetrial. Itjust couldn't be done.

So each individual trial sitehasa
principal investigator. | served as the principal
investigator in my Houston site for both ANCHOR and
MARINA.

Q. And do you know how many other principal
investigators there were for ANCHOR and MARINA?
21 A. Sowe--you can look at the manuscript.

22 1t would be however many sites they have. In other
23 words, if it says we enrolled 716 patientsin 80

24 sites, there would be 80 principal investigators.

25 We can pull the paper if you want.
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1 A. Not defined, no.
2 Q. Inyour mind asaphysician, what would
3 you consider to be something other than large scale?
4 A. Never redly thought of it that way, but,
5 you know, typically phase Is are very small. Phase
6 llsare medium-sized. There are some larger phase
7 lls. But most phase I11s have to be large scale to
8 meet the FDA's criteria for adequately controlled
9 randomized clinicd trias.
10 Q. Foraphaselll trial, does the FDA
11 require aminimum number of participants?
12 MR. COBB: Objection, scope.
13 A. Thereareamillion FDA trialsfrom
14 vitaminsto, you know, internal medicine drugsto
15 ophthalmology. The FDA makes you do a statistical
16 anaysis and, based on that, will have sample sizes
17 that have to meet criteria. But to my knowledge,
18 there's no defined number of patients that have to
19 beinatrial. Up until very recently the agency
20 might have provided guidance on macular
21 degeneration, but that wasin the last two or three
22 years.
23 Q. Okay. Andjust to confirm, for both
24 MARINA and ANCHOR you were the principal
25 investigator?
Page 55

1 Q. Okay. Andisthat -- doesthat also apply
2 tothe PIER trial aswell?
3 A. That would be the same.
4 Q. Okay. Andjumping ahead alittle bit, but
5 you were aso the principal investigator for your
6 ditefor the PIER trial?
7 A. Thatiscorrect.
8 Q. Andwereyou the principal investigator
9 for the full duration of the phase I11b PIER trial?
10 A. lwas
11 Q. Andthere--just to confirm, there would
12 have been principal investigators at all the other
13 sitesfor the PIER trial?
14  A. Correct.
15 Q. Anddoyou know ballpark how many sites
16 there werefor the PIER I11 -- PIER 111D trial?

17 MR. COBB: Objection, form.
18 A. Yeah, I'dbe-- I'd be guessing. We can

19 pull the paper. 30 or 40 probably, maybe 50, 60.
20 Who knows?
21 Q. Inparagraph-- sorry. Moving to
22 paragraph 16. And this-- 16 is primarily directed
23 tothe MARINA trial, correct?
24 A. That's correct.
25 Q. Oh,and]I forgot to ask you. Just for the
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1 record, what does it mean for atrial to be
2 randomized?
3 A. Randomization meansthat you pick a cohort
4 of patients with similar entry criteria, and then
5 you have certain groups of patients that are treated
6 differently. And MARINA patients got either
7 0.3-milligram ranibizumab or 0.5-milligram
8 ranibizumab or sham injections.
9 So the 716 patients that went into the
10 trial were then randomized typically by a computer
11 agorithmic system where you divide it into three
12 groups, and based on luck of the draw, you get
13 assigned to one of the groups with which that
14 clinicd trial protocol is given to you throughout
15 the course of the study.
16 Q. Andtheparticular patients wouldn't know
17 which of the three options they would actually
18 receive?
19 A. So, patients shouldn't know, and the
20 investigator doesn't know aswell. 1n other words,
21 in dl of these randomized trials, there are two
22 investigators that see the patient at every visit.
23 One's called masked, and that's because they don't
24 know what the patient's getting. And oneis
25 unmasked because they actually have to administer
Page 58

1 most of usdon't feel that's ethical.
2 So asham injection isainjection of a
3 numbing medicine around the eye, which both groups
4 get. Sothey do get the numbing medicine. But then
5 one group actualy gets an injection with aneedle
6 into the eye with an active agent. The other one,
7 the unmasked investigator fakesit. He putsa
8 syringe with no needle, presses on the eye, and
9 pretty effective at patients thinking they got
10 something done to them. So --

11 Q. | see. Thank you for that. | appreciate
12 that.
13 Last sentence of paragraph 16, you say,

14 "The primary endpoint of the study was the
15 proportion of subjects losing fewer than 15 letters
16 from baseline visual acuity at 12 months."
17 What does it mean to lose fewer than 15
18 letters from baseline visual acuity?
19 A. Sopriortothese-- thisamazing, really,
20 paradigm shift in the treatment of macular
21 degeneration, everyone went blind. And so the prior
22 attempts at treatment involved either laser photo
23 coagulation; in other words, frying the center of
24 thevision to limit the size of your eventual blind
25 gpot, and it's hard to prove that that's good for
Page 60

1 the protocol treatment.
2 Q. Okay. Andfor MARINA, were you masked g
3 unmasked?
4  A. MARINA, | wasunmasked. Principal
5 invest- -- | mean, I'm sorry, | was masked. |
6 apologize. Principal investigators are almost
7 aways the masked investigator, and that is because
8 if you have a side effect, you don't want to be
9 biased, "Could this be from this experimental drug
10 or not." In other words, there's a heart attack and
11 | know that the patient got asham. Could it be
12 related to the sham? | doubt it, unless they're
13 afraid of the needle coming at them.
14 However, if | don't know what they have, |
15 may say that, yes, it could be related to the
16 procedure. And if there's no heart attack
17 associated with the therapy, then by randomization,
18 you should have an equal number of heart attacksin
19 your sham group as your control group.
20 Q. Andintermsof sham injections, are those
21 actua physical injections?
22 A. Soyesandno. You know, the -- our
23 injectionsinvolve putting a needle all the way into
24 the center of your eye. And that, by definition,
25 hasarisk of infecting the center of your eye. So

1 someone to make them worse and to -- but to have a
r 2 smaller, you know, ablind spot the size of, say, a

3 basketball instead of ablind spot the size of a

4 beach ball.

5 So in those studies, the only way they

6 could realy figure out if it was effective wasto

7 seewhat percentage of patients didn't lose 15

8 letters, which isthree lines of visua acuity. In

9 other words, you've seen an eye chart at your
10 doctor. If you begin the eye chart, you know, at
11 onelineand you lost all that line and then you
12 logt all the line aboveit, the bigger line, and
13 then you lost al the line above that, then you lost
14 threelines.
15 So believeit or not, an effective therapy
16 then was seen as those who got aletter or two right
17 onthat third line. That is how verteporfin PDT was
18 approved with that low bar. And as the comparator
19 for ANCHOR was that low bar, that was the comparator
20 for both ANCHOR and MARINA since they were paralléel
21 trids.
22 Q. Gotit. Andjustto understand more
23 baseline, basdline visual acuity, that'sthe
24 reference point at the beginning versus where they
25 are at 12 months?
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1 A. Yes. Soinamacular degeneration or any
2 kind of retinatrial, we do a very -- the doctor
3 doesn't. The doctor couldn't do it if you made him
4 probably, but we have refractionists that do a --
5 you go to the eye doctor and they say, "What's
6 better, thisor this." And you do that a couple of
7 times and they hand you your glasses, right, or give
8 you a prescription.
9 Thereis a specific 30-minute refraction
10 where they do very -- the exact same thingsto every
11 patient to seeif they can get the absolute, squeeze
12 the best possible visual acuity out of the eyeball
13 for the visual acuity measurement.
14 When we do it the first time at baseline,
15 that's the baseline visual acuity. They then go
16 aong, and typically every month in ANCHOR and
17 MARINA, they get that same 30-minute refraction to
18 seedid they gain any vision or lose vision in that
19 month and then the next month and then the next
20 month.
21 So if you go from baseline to 12 months,
22 you're counting how much vision they gained or lost
23 between the start of the trial when you haven't done

1 right?

2 A. That'scorrect.

3 Q. Allright. Doyou know, wasthere a

4 gpecific reason attributed to why those patients

5 either did not maintain or lost vision?

6 A. No specific common denominator. Our

7 thought is that most of those patients camein

8 redlly too late to help them. In other words, the

9 brainisreally good at ignoring one-eye troubles.
10 So alot of timesyou or your grandma or whatever
11 doesn't really realize that she has trouble until
12 shekind of gets one eye covered and she goes, Oh,
13 my God, | can't seein that eye.
14 If you comein when the eyeistoo far
15 gone, our treatments don't help. And so that's --
16 my personal opinion isthat the majority of those we
17 could have done better if we would have caught them
18 intime, but --
19 Q. Okay. Andthenintermsof the mean
20 increases that you reference in the last sentence of
21 paragraph 17, an improvement of 6.5 letters for the
22 .3-milligram and improvement of 7.2 letters for the
23 .5-milligram? Isthat right?

24 your experiment to them and then the end of the 24  A. That'scorrect.
25 trial. 25 Q. Andthenthe sham injections, there wasa
Page 62 Page 64
1 Q. lunderstand. And again, if I'm going 1 decrease of 10.5 letters. But that would still be
2 adtray, | apologize, but isthat -- isthat test, 2 within -- that would still be fewer than the 15
3 that 30-minute test, when | go to the eye doctor 3 letters that was the endpoint of the study, right?
4 they put in some drops and then | take the test, is 4 MR. COBB: Objection, form.

5 that the same kind of thing?
6 A. Soit's-- it would be a expanded dance
7 version that's very scientifically precise. And
8 for -- your eye doctor may give you the drops and do
9 it. These are al done before any drops are given.
10 In other words, these are all done when
11 the patient comesin and -- because the drops could
12 affect that, depending on how long they take to work
13 and such. Your doctor istrying to not have you
14 wait in the office four hours, probably, like our
15 research patients.
16 Q. Gotit. Okay. Let meturnyou to the
17 next paragraph, paragraph 17. And again, this
18 appearsto be more facts concerning MARINA. Inthe
19 first sentence, you state that nearly 95 percent of
20 the subjects treated maintained or improved vision
21 in 12 months. Do you see that?
22 A. ldo.
23 Q. Sothereissomesmall percentage, a
24 little more than 5 percent, that either did not

25 maintain or lost vision at 12 months? |s that
Page 63

5 A. Sotheaverage patient in the sham
6 injectionin MARINA did not have 15 letters of loss.
7 However, they were -- they were -- they had lost the
8 line that they read and then they lost the whole
9 next line and they lost a half letter in that third
10 line. So they were certainly not happy patients
11 compared to the ones that read the letter they came
12 inwith, theline, and then awhole 'nother line,
13 which isfiveletters, and then afew letters on
14 that next line.
15 So there was a massive difference between
16 patients randomized to the active control -- the
17 active agent, ranibizumab, than those in the sham
18 one.
19 Q. Okay. Now, in paragraph 19 you transition
20 tothe ANCHOR trial. And I'll direct your attention
21 to paragraph 19 on page 9, but it looks like ANCHOR
22 and MARINA essentially overlapped for most of the
23 trids? Isthat fair?
24 MR. COBB: Objection, vague.
25 A. Youmean intimeframe?
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1 Q. Yes
2 A. Yes. Sowewere recruiting two groups of
3 patients. Patients come in with macular
4 degeneration, and prior to -- prior to this, they
5 were classified based on a dye test we injected into
6 avein. And macular degeneration, wet macular
7 degeneration is a problem where new blood vessels
8 grow through the back wall like weeds go through the
9 cracksin concrete. |f those new blood vessels grow
10 underneath the retina pigment epithelium, whichis
11 the supporting layer of the retina, but not through
12 it, it doesn't show up very well in the dye tests.
13 We call that occult choroidal neovascular membrane
14 because you know it's there like a ghost but you
15 can't exactly seeit specifically. Photodynamic
16 therapy was not shown to be effective in those
17 patients.
18 So MARINA, we don't subject them to
19 photodynamic therapy since it didn't work. They
20 went against sham. If those weeds or new blood
21 vessals grow through the retinal pigment epithelium
22 underneath the reting, it shows up much more
23 specifically on afluorescein angiogram.
24 Soit'scalled classic. Those are ones

25 that PDT had a modest effect on. And so ethically,
Page 66

1 0.3-milligram arm, and 10.7 was in the 0.5-milligram

2 arm. And the 0.5-milligram is what went on to FDA

3 approval and indication for wet AMD.

4 Q. Andthe patientsthat only received the

5 PDT, they saw adeclinein 9.8 letters?

6 A. That'scorrect.

7 Q. Allright. Sothenitlookslikeinyour

8 declaration we transition to -- and I'm moving to

9 section B on page 11. Thisis PIER and other trials
10 testing less frequent ranibizumab. Sorry.

11  A. Ranibizumab.
12 Q. Ranibizumab. I'll getit.
13 A. Il'vebeensayingit for 20 years, so |

14 don't fault you for having trouble saying it.

15 Q. | appreciate that.

16 So in paragraph 22, you reference, looks

17 like, five other trials, SUSTAIN, EXCITE, PrONTO,
18 SAILOR, and PIER, correct?

19  A. That'scorrect.

20 Q. Andjusttobeclear, | think that other

21 than paragraph 22, you don't in your declaration

22 provide any more details about SUSTAIN, EXCITE,
23 PrONTO, or SAILOR. Isthat fair?

24  A. That'scorrect.

25 Q. Okay. Andisthere areason that you
Page 68

1 that population we had to give the best thing we
2 had, which is PDT, and then randomized with the
3 ranibizumab arms .3 and .5 against that. It turns
4 out classic membranes are much more aggressive.
5 Patientslose vision faster in natural history. And
6 sothey do react differently.
7 And it took longer to recruit the classic
8 membranes. It took longer to recruit ANCHOR to
9 finish it and get resultsthan it did MARINA, but
10 they started within a month or two of each other.
11 It just took longer to recruit that classic
12 component patient population.
13 Q. Andyou used the acronym "PDT." Isthat
14 photodynamic verteporfin therapy?
15 A. Yeah, | apologize. Photodynamic -- PDT
16 standsfor photodynamic therapy. PDT, the agent
17 used is verteporfin, or was back then. We don't use
18 it much anymore.
19 Q. Gotit. Andinterms of the results of
20 ANCHOR, which I think you set forth in paragraph 20,
21 it looks like the improvement there was either 8.1
22 lettersor 10.7 letters? And I'm assuming 8.1 is
23 for -- or maybe -- | apologize. Isthere -- was
24 therejust one dosage of --

25 A. No, thereweretwo doses. 8.1 wasinthe
Page 67

1 chose not to provide any factual information about
2 those particular trials?
3 A. They -- for the most part, they showed --
4 you know, SUSTAIN was sort of the European version
5 of PIER. EXCITE was aversion where you got PRN
instead of -- you know, instead of every three
months, and SAILOR was the same thing in the U.S.
Neither one of them showed a significant

change from PIER, so --

Q. Soyou compare the results of those and
chose -- and --

A. That'sonereason. The other reason was
the European trials | obviously didn't participate
in. Right? SAILOR | was aparticipant in, but it
was atrial that ended up losing alot of patients
because the drug became available and so it kind of
made the trial superfluous. Right?

And so the only trial that | participated

to any extent in was SAILOR, and it really wasn't
that great of atrial. PIER wasthe significant
trial that showed us ranibizumab was not effective
when given three doses and then quarterly.
23 Q. Okay. Andsointerms of firsthand
24 information, you would have had firsthand

25 information about SAILOR and PIER but not SUSTAIN,
Page 69
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1 EXCITE, and PrONTO?
2 A. Correct.
3 Q. Anddidthose SUSTAIN, EXCITE, PrONTO, and
4 SAILOR, were those aso quarterly treatments after
5 someinitial set of treatments, or was their dosage
6 different?
7 A. SUSTAIN, EXCITE, SAILOR were quarterly
8 after aload. PrONTO was a small
9 investigator-sponsored trial by Phil Rosenfeld in
10 Miami without a control arm where patients were seen
11 up to every week and given PRN dosing. So that was
12 avery small, uniquetrial that wasn't a
13 registration or a-- it wasn't aregistration trial
14 or arandomized control trial.
15 Q. And PRN, that standsfor pro re nata?
16 A. Yeah. Meansyou wait until you see any
17 evidence of disease and then you treat. "As needed"
18 isanother way of saying it.
19 Q. Andin paragraph 22, you indicate that
20 the -- you state that, "Each of these prior art
21 studies with Lucentis demonstrated inferior results
22 to the fixed monthly dosing regimen of ANCHOR and
23 MARINA."
24 What do you mean by "inferior results'?

25 A. InANCHOR and MARINA, patients who were
Page 70

1 back then, but now PubMed, you put a study group in

2 and if your son isamed student and he's listed as

3 the study group, hewould list in PubMed. And so it

4 gives recognition to people doing work.

5 Q. Isee. Andwith respect to paragraph 23,

6 | think you state that, "The PIER study" -- I'm just

7 going over the last sentence -- "The PIER study

8 revealed that fixed quarterly intravitreal

9 injections of ranibizumab over an extended treatment
10 period was not an effective method of treatment.”

11 Isthat right?
12 A. Thatiscorrect.
13 Q. Okay. Do you agree that the PIER dosing

14 of three monthly doses followed by quarterly dosing
15 provided significant visual acuity benefit to

16 patients?

17 A. SoasthePIER tria wasrandomized to

18 sham treatment, which isin modern paradigm

19 catastrophic because you lose all your vision, it

20 provided a statistically significant changein

21 visual acuity compared to that sham arm.

22 However, compared to MARINA/ANCHOR where
23 you gain vision and maintain it, the loss of

24 those -- of that hard-fought vision gain was

25 heart-wrenching to me as an investigator. When |
Page 72

1 randomized to ranibizumab gained vision literally in
2 thefirst month, continued to gain, and then
3 stabilized that vision with continued monthly
4 therapy. Inall thetrials doing less than monthly
5 dosing, three dosesin Q12, they got the same
6 benefit from the first three doses, as you might
7 imagine, but then lost those gains over timeto 12
8 months, which was the endpoints of SUSTAIN and
9 EXCITE. SAILOR kind of got extended because it was
10 an extension trial.
11 Q. Okay. And thenin paragraph 23 we kind of
12 get into the nuts and the bolts of the PIER study.
13 And I think you said that the dosage there for the
14 PIER study was three monthly doses followed by fixed
15 quarterly?
16 A. That'scorrect.
17 Q. Andwhat was -- you referenced the PIER
18 study group. What was the PIER study group?
19 A. Yeah, PIER study group would just be all
20 theinvestigators, clinical investigators,
21 sub-investigators that were part of the PIER group.
22 We started doing that to really allow investigators
23 that worked on thetrial but weren't necessarily an
24 author to get recognition.

25 In other words, | don't know if it was
Page 71

1 saw that datathefirst time, | felt like I'd been
2 hitin the gut because | felt like | had not treated
3 those patients the way | thought | had.
4 When you play golf, you remember the shots
5 and down the fairway. Y ou don't remember the ones
6 you losein thewoods. It's arandomized trial when
7 you really see how an average population does. And
8 while technically we met the primary endpoint of
9 being better than sham, because of ANCHOR and MARINA
10 we knew what we could get, and this was not that
11 effective visual acuity gain with maintenance that
12 we now come to expect from an anti-angiogenic eye
13 treatment.
14 Q. Okay. And now, you mentioned that with
15 the sham treatments that it was catastrophic because
16 youlost al vision. Butinthe ANCHOR tria -- I'm
17 sorry. Inthe MARINA trial, the sham patients lost
18 9.8 letters? I'm sorry. Let me rephrase that.
19 In the -- in the MARINA trial, the --
20 let's see -- the sham patientslost -- I'm just
21 looking for the number.

22 A. 105letters.

23 Q. 105letters. Sothat isn't going blind,
24 right?

25 A. Lega blindnessis 2200 visual acuity in
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1 your best-seeing eye asit pertains to most states
2 inthe United States and for Social Security. You
3 know, thesetrialsinvolve only oneeye. Soif
4 their other eyeis already blind and they get to
5 2200, sure, they'relegally blind.
6 Some subsequent papers reported rates of
7 legal blindness. And certainly way more patientsin
8 the sham arm went legally blind compared to the
9 control arms, but they're not listed in the primary
10 manuscripts for ANCHOR or MARINA.
11 Q. lsee Andsoitisfairtosay thatin
12 the PIER trial that the treatment was an effective
13 method in comparison to the sham injections?

14 MR. COBB: Objection. Asked and answered.
15 Form.
16  A. Becausewe compared it to no treatment at

17 dl, there was a statistical benefit from

18 undertreatment with ranibizumab as we demonstrated

19 inthe PIER trial three doses and quarterly.

20 However, if you looked at page 14,

21 paragraph 28, we instituted -- actually before that,

22 weinstituted two protocol amendments because we

23 felt they were ethically imperative. One, once the

24 12-month data from ANCHOR and MARINA showed that we

25 have an effective therapy, we stopped treating
Page 74

1 it provided significant visual acuity benefit to

2 patients?

3 MR. COBB: Objection. Mischaracterizes

4 histestimony.

5 A. Sowouldl rather get one or two doses of

6 an effective therapy or none? 1'd rather get one or

7 two. The PIER dosing demonstrated, compared to a

8 sham arm where they got no treatment at all, a

9 visua acuity difference with those to about month
10 12. We stopped the quarterly dosing once we knew
11 that it was that ineffective. So we really don't
12 know how bad it would have been if we would have
13 continued to underdose those patients over time.
14 Would they have reached the low level of
15 the sham arm? | don't know. We'd haveto run that
16 trial that way, and that's not ethically to do. But
17 theinvestigators and the study sponsor felt it was
18 so important that they change thetrial, and that is
19 very hard for a sponsor to do.
20 Q. Oncethey made those protocol amendments,
21 did every patient in the study that was part of the
22 sham portion change?
23  A. Sowhenyou start to recruit a study, it
24 takes awhile before you reach the end of

25 recruitment. Y ou don't get the one-year datatill
Page 76

1 patients with sham and we started giving them
2 .5-milligram ranibizumab. That'sin paragraph 27.
3 That's called a crossover amendment.
4 But | direct you to paragraph 28, and it
5 isadirect result of the review of the 12-month
6 PIER data and the disappointing lack of efficacy in
7 subjectsin the treatment arms. The study was
8 amended to provide all patients remaining in the
9 study to roll over to 0.5-milligram ranibizumab
10 monthly for the remainder of the study.
11 The second year was functionally designed
12 to give confirmation of the fixed quarterly dosing's
13 efficacy. And given the disappointing lack of
14 efficacy, the study sponsor initiated this rollover
15 basicaly at the -- at the push of the
16 investigators, such as myself and others, because it
17 just wasn't ethically correct to continue to
18 undertreat them.
19 Q. Andback to astatement you made. | think
20 you said that the PIER dosing of the three monthly
21 dosesfollowed by quarterly dosing provided
22 satistically significant visual acuity benefit to
23 patients. And | just want to understand that.
24 So does it have to be statistically
25 significant, or isit your position that it was --
Page 75

1 that last patient finishes the one year. By that
2 point, many of theinitia patients are quite aways
3 through the second year. And some patients might
4 have even been -- some patients were even finished
5 before that opportunity.
6 So there's quite afew patients that did
7 not have an opportunity to roll over because they'd
8 already finished the two years. Once those
9 amendments come through, the investigators present

10 to the patients, "Do you want to do this?* And |

11 can't imagine any patient turning it down, but |

12 don't know that answer.

13 Q. Okay. Dr. Brown, did you consider the

14 PIER trid to be afailure?

15 A, ldid.

16 Q. Andisitfairtoclassifyitasa

17 miserablefailure?

18 MR. COBB: Objection, form.

19 A. | dontliketolose. Failuresare

20 failures.

21 Q. Okay. I'mjust trying to understand if

22 you agree with the statement that the PIER trial was
23 amiserablefailure.

24 MR. COBB: Objection. Asked and answered.
25 Form.
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1 A. | personaly felt miserable that | 1 publication October 5th, 2007? Isthat right?
2 enrolled patients into atrial with adrug that | 2 A. That'scorrect.
3 thought was going to give them sustained visual 3 Q. Anddid you draft this publication?
4 gains, but it turns out our underdosing schedule 4  A. | participated in the review of the
5 caused them to not be able to maintain and lose 5 manuscript but did not draft the manuscript.
6 those gains. 6 Q. Anddoyouknow who did draft the
7 Q. Sol'll ask you one moretime. 7 manuscript?
8 Did you -- setting aside about how you 8 A. Yeah, with -- you know, the first author,
9 fdlt, very specifically, did you consider the PIER 9 Carl Regillo, would have been the primary drafter
10 study to be amiserable failure? 10 aong with the Genentech authors listed.
11 MR. COBB: Objection. Asked and answered.| 11 Q. Andwhois Carl Regillo?
12 A. Yeah, | don't know that | really thought 12 A. Carl Regilloisaclinical professor of
13 of that miserable failure versusfailure. It wasa 13 ophthalmology at Wills Eye Institute in Philadelphia
14 failure. 14 and a scientific researcher and colleague I've been
15 Q. Allright. Soinyour -- one of your past 15 working with for 25, 30 years.
16 depositions, and I'm happy to give you the 16 Q. What was hisinvolvement in the PIER
17 transcript if you don't recall it, but you stated, 17 trial?
18 "The PIER study wasto -- wasto see could patients | 18  A. Carl was another principal investigator in
19 get by with less frequent dosing, and it was a 19 the PIER trial.
20 miserable failure.” 20 Q. Andhewasaprincipal investigator at his
21 Do you recall giving that testimony? 21 particular site?
22 A. | don'trecal giving it specifically, but 22 A. Correct.
23 | don't have a problem with that statement. 23 Q. Andwould that have been in Philadelphia?
24 Q. Let'shaveyoulook at another exhibit. 24 A. Correct.
25 Thisis Exhibit -- it's Exhibit 1021. And 1021 is 25 Q. Okay. And] think you said that -- so he
Page 78 Page 80
1 the exhibit number from the '572 IPR. And I've 1 would have drafted the manuscript?
2 added it to the -- to the Exhibit Share, but maybe 2 A. | only know what | do when | draft
3 you haveit also. 3 manuscripts. If I'm the first author or
4 And thisis -- the document is entitled, 4 corresponding author, | play amajor rolein the
5 "Randomized, Double-Masked, Sham-Controlled Trial of | 5 drafting of all the wording. Some -- some use
6 Ranibizumab for Neovascular Age-related Macular 6 industry writers to help start the process and then
7 Degeneration: PIER Study Year 1." 7 guideit. Carl'sapretty -- he'slikeme. | bet
8 Do you have a copy of that or do you see 8 hetook aresponsible role as |ead author.
9 it, Dr. Brown? 9 Q. Anddidyou speak to Dr. Regilloin
10 A. Ido. | haveacopy. Yeah, | havea 10 preparation for the '572 IPR declaration?
11 copy. 11 A. Il'vecertainly seen him at local meetings
12 Q. Okay. Great. And do you recognize this 12 inthelast six months, but we haven't talked about
13 document? 13 thisat all. | don't know that he knows I'm even
14 A. Ido. 14 doingit, yeah.
15 Q. Okay. Andyou're one of the authors of 15 Q. Okay. Gotit. Andthiswasa-- this
16 this document? 16 particular publication, this was a document you
17  A. Yeah, I'm the second named author. 17 reviewed yesterday in preparation for today's
18 Q. Allright. Anddo you know the other 18 deposition?
19 authors? 19 A. Yeah, | looked at it yesterday.
20 A. ldo. 20 Q. Gotit. And on the--onthe front page
21 Q. Andoneof themisthat inventor on the 21 of the document, page 1, on the left column you see
22 Shams prior reference, Dr. Naveed Shams? 22 there'sa"Conclusions' sentence?
23 A. Naveed Shams, correct. 23 A. ldo.
24 Q. Gotit. Okay. And thiswas-- this 24 Q. And that sentence states, "Ranibizumab
25 particular publication, it was accepted for 25 administered monthly for three months and then
Page 79 Page 81
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1 quarterly provided significant VA benefit to 1 correct.
2 patients with AMD-related subfoveal CNV and was well 2 Q. Okay. Sothereare some patientsthat the
3 tolerated. Theincidence of serious ocular or 3 quarterly dosing was effective, correct?
4 non-ocular adverse events was low." 4 MR. COBB: Objection, form.
5 Did | read that correctly? 5 A. Youdhavetolook at each individual
6 A. |seethat. Yeah, youdid. 6 patient.
7 Q. Okay. And do you agree with that -- that 7 Q. Okay. Andthenif welook at that same
8 conclusion? 8 page, which is page 247 of the publication, page 9
9 MR. COBB: Objection. Document speaks for 9 inthe lower right, about the middle of the column
10 itself. Form. 10 ontheright, it says, "Considered together, we
11  A. Soif youlook at Figure 1 best explains 11 conclude that although this regimen provided
12 it. Figure 1 demonstrates that patients who got 12 clinically meaningful and statistically significant
13 ranibizumab gained right at five letters. But by -- 13 benefit to patients, the outcomes were not as strong
14 they were going down by month 4. Got additional 14 asthose observed with monthly dosing of
15 dosing at month 5, but were still going down at 15 ranibizumab, suggesting that some patients may
16 month 6, 7. Additional dosing at month 8, we're 16 require dosing on a more frequent schedule such as
17 going down, 9, 10. Got adose at 11, and one month 17 that used in the MARINA and ANCHOR studies.”
18 later .2 letters, a bit above or what they were than 18 Hopefully | read that correctly?
19 the month before but nowhere near those gains. 19 A. Yeah, I'mjust looking for it again.
20 And so if you compare that to the sham 20 (Reading sotto voce) Yeah.
21 arm, they lost 16 letters. Would | rather lose a 21 Q. Anddo you agree with that sentence?
22 little bit of aletter or letter and a half, or 22 A. | agreethat it'sclinicaly meaningful
23 would | rather lose 16 letters? Sure, I'd rather 23 over not treating patients at all. So -- which
24 |ose aletter or so. However, if you go to the 24 s -- there are patients that may not have access or
25 final conclusion paragraph, | say, "Observations 25 be able to be treated with our best regimens and
Page 82 Page 84
1 from" -- I'll read the whole conclusion. 1 best drugs. Asaphysician, we give them the best
2 "In conclusion, ranibizumab monthly 2 wehave. It'scertainly better than no treatment at
3 provided visual acuity benefit to patients and was 3 all, but it palesin comparison to what's possible
4 well tolerated. However, observations from MARINA 4 aswe demonstrated in MARINA and ANCHOR.
5 and ANCHOR trials suggest the PIER regimen of every 5 Q. Andif wegototheFigurelthat you
6 three months after three quarterly doses provides 6 referenced, which is on page 243 or page 5, there at
7 less benefit." 7 the-- at the 12-month point, the figure indicates a
8 My goal isto provide the best treatment 8 16.1-letter difference between sham and | believe
9 and the best benefit, and this treatment did not 9 the.3-milligram dosage? Isthat correct?
10 providethat. 10 A. | --it'skind of small, but | think it's
11 Q. Andapologies. Where were you reading 11 against .5, but --
12 from? 12 Q. Okay. Andthe 14.7-letter differenceis
13 A. Yeah, that'sthelast -- I'm sorry. That 13 between .3 and sham?
14 isthe last paragraph of the "Discussion,” page9in 14  A. Correct.
15 your pagination or page 247 in, | guess, the 15 Q. Okay. So--let'ssee. Sowiththe
16 pagination of the paper. It'sthe last paragraph. 16 .5 milligrams after ayear of the three treatments
17 Q. Isee 17 plus quarterly, those patients, the mean loss was
18 A. Andthen the graph | showed you would be 18 just .2 letters, correct?
19 on your pagination 5, Figure 1. 19 MR. COBB: Objection. Document speaks for
20 Q. Okay. And that last paragraph -- | think 20 itself.
21 you read the first two sentences of the last 21 A. I'msorry. Repeat the question one more
22 paragraph. The third sentence says, "Monthly dosing 22 time. | was--
23 may be necessary in some patients to achieve maximal 23 Q. Yeah,yeah. Sol thinkit'sfor the
24 treatment benefit from ranibizumab." 24 5 milligrams at the end of 12 months, the number
25 A. Yeah, it'sthelast sentence of that, 25 that we seein Figure 1 for visual acuity lossis
Page 83 Page 85
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1 .2letters? Isthat right?
2 A. Compared to when they came in at baseline,
3 they gained approximately five letters with the
4 three doses, lost al that, and had lost actually a
5 smidge less than baseline on average by week -- by
6 month 12.
7 Q. Okay. Socomparison from baseline at the
8 beginning to treatment at the end of 12 months was
9 they had lost .2 letters, .2 -- 0.2 |etters?
10 A. | seethat inthe graph.
11 Q. Okay. And for the 0.3 milligrams from the
12 beginning of the study to 12 months, those patients
13 had lost 1.6 letters?
14  A. Correct.
15 Q. Okay. Andthen | think the sham patients,

16 those patients at one year had lost 16.3 letters?
17  A. That'scorrect.
18 Q. Okay. Andat -- let me -- may have afew

19 more questions about that exhibit, so maybe keep
20 that handy.

21 A. Yeah, toanswer your question from

22 earlier, | just -- thisisfascinating. If you look

1 THE VIDEOGRAPHER: Thetimeis11:54 am.
2 Weare on the record.
3 BY MR. ERWINE:
4 Q. All right. Welcome back, Dr. Brown.
5 | wanted to stay within your '572
6 declaration, and if we can move to paragraph 24
7 which ison page 12 of the declaration.
8 A. Correct.
9 Q. Andinthisparticular paragraph, | think
10 you're talking about some of your expectations after
11 MARINA and ANCHOR. And in the last sentence, you
12 saidthat, "I thought it would be feasible to find a
13 longer dosing interval that would maintain at |east
14 some of theinitial vision gains, and | thought the
15 PIER dosing schedule was likely to work for this
16 purpose.”
17 So first of al, do you know who was
18 responsible for the PIER dosing schedule, for coming
19 up with it?
20 A. ldont. I'massuming Genentech.
21 Q. And that dosing schedule was the three
22 monthly injections followed by quarterly injections?

23 at Figure 2, you see that in the last -- the bottom 23 A. Correct.
24 sort of bar graph, you had 5 percent of patientsin 24 Q. Doyou know if other longing -- I'm sorry.
25 the .3 arm that were legally blind in that eye on 25 Do you know if other longer dosing
Page 86 Page 88
1 presentation and 16.4 at baseline and the .5, and at 1 intervals were considered other than quarterly?
2 the end of the study you had more patients legally 2 MR. COBB: Objection, form.
3 blind than when you started. It went from 5 percent 3 A. |don'tknow.
4 to23.3and 16.4 to 24.6. 4 Q. Allright. Doyou know if anyone else

5 | don't know the specific numbers for
6 ANCHOR and MARINA, but we had less patients legally
7 blind in the treatment arms at the end than we did
8 at the beginning. Soin my mind, that's afailure.
9 Q. Okay. Solet metakeyou to -- back to
10 your declaration.
11 MR. COBB: Counsdl, if you're done with
12 that document, it's been over an hour. 15 minutes?
13 Do you want to do a quick break?
14 MR. ERWINE: I'm happy to take a break.
15 I'mactually -- | think I'll have some more
16 questions, but it'sa-- it'sfine to take a break
17 now if you'd like.

18 MR. COBB: Yeah, I'll take a short one.

19 THE WITNESS: Thanksalot.

20 MR. ERWINE: Okay.

21 THE WITNESS: Y our body will appreciate

22 that.

23 THE VIDEOGRAPHER: Timeis11:34 am. We

24 are off the record.

25 (Recessfrom 11:34 to 11:54)
Page 87

5 suggested other longer dosing intervals other than

6 quarterly?

7  A. Notthat | know of.

8 Q. Didyou?

9 A. |didnot.
10 Q. Andparagraph 25 | think goes back to the
11 result of the PIER trial. And there -- consistent
12 with | think what we talked about with Figure 1, by
13 month 12 the 0.3-milligram study arm saw a minus
14 1.6-letter difference from baseline visual acuity
15 and the 0.5-milligram study arm saw a 0.2-letter
16 difference from baseline. Y ou referenced Figure 1.
17 Isthat consistent with what we talked
18 about earlier, Dr. Brown?
19 A. That'scorrect. That's numbersfrom
20 Figure 1.
21 Q. Andunderstanding that those are, |
22 believe, the mean numbers, isit your understanding
23 that some patients did experience gains or that the
24 visual acuity remained the same at that 12-month
25 point?
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1 MR. COBB: Objection, form.

2 A. Sowedon'tlistindividua patients, but

3 sure, amean is -- there's patients that do really

4 well and patients that do really poorly, and the

5 mean isthe, just like it sounds, the average visual

6 acuity gain or loss from baseline.

7 Q. Okay. Andthenin paragraph 26, thisis

8 on page 13 of your declaration, you introduce

9 something called optical coherence tomography or
10 OCT? Isthat right?

11  A. That'scorrect.
12 Q. WhatisOCT?
13  A. Optical coherence tomography isan amazing

14 breakthrough in imaging that happened almost

15 simultaneously with the anti-VEGF trials. And it's
16 where abeam of light is used with an oscillating --
17 kind of like your television, you don't need to know
18 exactly how it worksto watch TV, but it allows very
19 preciseimaging of layers within the retina that we
20 can't see with our naked eye or looking at it.

21 In other words, it'salmost like a CT scan

22 without any radiation or -- and acquired in several
23 seconds. So OCT allowed usto really see changesin
24 theretinaand revolutionized our treatment of

25 retinaamost as much as these anti-VEGF drugs. It
Page 90

1 frequent dosing or do they have a problem that |

2 didn't recognize.

3 Q. Anddoyou agreethat OCT isthe best tool
4 for tailoring treatment for a patient?

5 MR. COBB: Objection. Asked and answered.
6 A. OCTisagreattool. I'd hateto live
7 without it.

8 Q. Areyou uncomfortable with the statement

9 that it's the best treatment or best tool to help
10 patientstailor treatment?
11 A. Youknow, | hesitate to say that our
12 clinical exams aren't super important because they
13 sureare. You know, we can see hemorrhage on a
14 clinical exam where we can't see on an OCT. You
15 know, it'slike picking your favorite kid. | don't
16 know that | could say that OCT is my absolute
17 favorite. It's certainly the one that's used the
18 most frequently and probably the workhorse of our
19 clinic.
20 Visual acuity is certainly what patients
21 care about, and that's what the -- the FDA doesn't
22 approve anything on OCT. They only approve based on
23 visual acuity gains or losses. So the Food and Drug
24 Administration has not -- does not fedl that it's

25 the best.
Page 92

1 really changed the way we can see what's going on
2 and monitor activity.
3 Q. Gotit. And OCT was something that was
4 used in the PIER study?
5 A. Soyou asked earlier how many sites were
6 in PIER, and I'm not exactly sure, but only about a
7 third of the siteshad OCT. It wasthat early in
8 technology. So about athird of the patients had
9 OCT imaging and data, and the best of my
10 recollection, two-thirds did not just because it
11 wasn't -- it wasn't available at those sites.
12 Q. Okay. OCT issomething that you consider
13 to be the best tool to help patients tailor
14 treatment. Isthat right?
15 MR. COBB: Objection, form.
16 A. | would say it'sthe most clinically
17 available and useful tool. There are alot of other
18 things. Theclinical examis still important. The
19 visua acuity is still important. How the patient's
20 doing's still important, you know, is grandma still
21 ableto see her TV and recognize her grandkids.
22 So all of that's useful, but the OCT is
23 what's used probably the most day-to-day in clinical
24 patients by retinadocsto say, is-- you know, is
25 the patient need more frequent dosing or less
Page 91

1 Q. Allright. Andin paragraph 26 of your
2 declaration, you reference some of the OCT data from
3 Exhibit 1021. Isthat right?

4 A. Correct.

5 Q. Okay. Andthat's--if wego back to that
6 exhibit, Exhibit 1021, that's Figure 4?

7 A. That'sFigure4, yes.

8 Q. Yeah. Andinthe-- there'stwo different
9 chartsin Figure 4? Isthat right?

10 A. That'scorrect.

11 Q. Andthetop chart isthe mean changein
12 fovea center point retinal thickness? |sthat
13 right?

14  A. Correct.

15 Q. Thebottom chart isthe mean changein

16 central subfield retinal thickness? Isthat right?
17  A. That'scorrect.

18 Q. Inyour declaration you only reference the
19 top chart, right?

20 A. That'scorrect.

21 Q. Okay. Isthereareason you didn't

22 reference the bottom chart in your declaration?
23  A. Not necessarily.

24 Q. Okay. Andin the bottom chart, first with
25 respect to the 0.3 milligrams, at the -- at the

Page 93
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1 one-month point there was a change in the central
2 subfield retinal thickness. It dropped to negative
3 60? Isthat right?
4 MR. COBB: Objection. Document spesaks for
5 itself. Form.
6 A. Sowe'relooking at the bottom graph here,
7 the .3 and the .5-milligram ranibizumab that
8 dropped, yes, 60 microns or so, yeah.
9 Q. Okay. Andthenitlookslike at month 2
10 it dropped to about, | don't know, about 75? Is
11 that --
12 A. I'll giveyou that, yeah.
13 Q. Okay. Andthenat month 3, it dropped to
14 looks like about 80?
15 A. Yeah
16 Q. And then for the 3 milligrams at month 5,
17 it -- that would have been at two months. It was
18 back closer to about 75?
19 A. Yeah, and that's because there wasn't a
20 datarecording at month 4. Right? You don't -- you
21 don't have -- you only have the data at the -- there
22 was not OCTs done at the -- at every month. Like,
23 the data -- the data points are the only data points
24 wehad. In other words, OCT wasn't either read or

25 wasn't doneat 4,6,7,9--9, 10-- 9 or 10.
Page 94

1 after your first loading dose, yeah.
2 Q. Sofor purposesof OCT, you would have
3 felt pretty good about the treatment at that point,
4 right?
5 MR. COBB: Objection, form.
6 A. Yes, solet'sdescribe what we're looking
7 at and then -- center point thicknessis the very
8 center point in an OCT, and that's where your visual
9 acuity is. Center subfieldisan areaof -- it'sa
10 circle with a-- basically a millimeter circle of
11 the entire center.
12 With macular degeneration, wet macular
13 degeneration, if you have alesion that'sright in
14 the center like abull's eye, the center point
15 thickness correlates pretty good with the center
16 subfield thickness.
17 If, however, you have alesion that's
18 eccentric, like most of them, it's off to the side,
19 you can have aton of swelling that's affecting the
20 center, but it -- the center subfield's not that
21 high because three quadrants are relatively normal.
22 So that'swhat | attribute the difference
23 along with avery small sample size. Y ou only have
24 20 patients. It'skind of weird if you look at this
25 that we only have -- it must have been two different
Page 96

1 Right? So--

2 Q. Okay. Andif welook at the

3 .5 milligrams, so at .3 it was -- it was at around
4 80, reduction to I'll call it negative 80. Isthat
5 fair?

6 A. What-- wherearewe at? Three months?
7 Yeah.
8 Q. Yeah, three months.

9 A. Yesh
10 Q. Andthenitlookslikeit even -- at five
11 months, for the .5 milligrams, it looks like it's
12 even alittle lower, maybe around 81 or 82, negative
13 81 or 827 Isthat right?
14  A. Looksalittle lower, yeah.
15 Q. Okay. Sothat would have been at the
16 three-month point after the injection at month 2,
17 right?
18 A. Yeah, that would have been one month after
19 your third loading dose.

20 Q. Three months after the third loading dose,
21 right?

22  A. I'msorry. Arewe taking about month 5
23 now?

24 Q. Yeah, month 5.

25 A. Yeah. Sofive months, you're three months

Page 95

1 types of OCT because why we have 41 patientsin the
2 5amin thetop graph and only 20 in the bottom
3 graph meansthat, you know, it's only about half the
4 samplesize.
5 So I'm just trying to imagine why those
6 numbers are different. Maybe the reading center
7 couldn't read 20 of them or -- thisis -- anyway,
8 you're correct that 20 patients on .5 have alittle
9 hit lower subfield thickness. But | would take -- |
10 would feel alot better looking at the center point
11 thicknessin 41 patients than the center subfield
12 which is aless accurate measurement of the center
13 point problems with visual acuity in age-related
14 macular degeneration.
15 Q. Interestingly, if welook at the center
16 point, we do the comparison at month 8 versus month
17 12, there's a decrease from about minus 90 to about
18 minus 120. Isthat fair?
19 A. Yeah, you-- one of the -- wouldn't call
20 it gamesmanship, but one of the things you do when
21 youdesign aclinical tria, if you'retrying to get
22 your best outcome at month 12, you give a dose the
23 month before. So in PIER, they all got adose at
24 month 11. And so that really helps you a month

25 later compared to looking at something three months
Page 97
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1 before.
2 And so since there wasn't an OCT at month
3 11, which we probably should have done, you don't
4 really know what the benefit of that one dose was.
5 So, sure, on average, after given that dose at 11,
6 it helped, but | would have loved to have seen it at
7 10 or 11, but we don't have that data.
8 Q. Okay. Yeah, becauseit sure looks pretty
9 good at month 12 with respect to the OCT datain
10 both charts for purposes of continuing this
11 quarterly treatment, right?
12 MR. COBB: Objection, form.
13 A. Theeffects of the dose at month 11 give
14 you that. | would tell you from doing other trials
15 that if the -- if you took a dose -- you know, if
16 you got more pointsin there, you would see more of
17 aseesaw whereit's going up and down with some
18 benefit from each shot anatomically.
19 The longer you allow disease activity and
20 edemain theretina, the lesslikely you areto be
21 ableto resurrect visual acuity. So chronic
22 undertreatment over time, you lose potential for
23 vision gain, and that's exactly what we show in
24 Figure 1 where on average they lost all the gains
25 and were heading in the wrong direction.
Page 98

10 manner. That was called the rollover amendment.
11 Q. Allright. And so the second protocol

12 amendment, the one you reference in paragraph 28,
13 that's -- that was called arollover amendment?

14 A. That wascaled arollover anendment,

15 correct.

16 Q. Okay. All right. And sothefirst

17 amendment, did that have a name or was that just
18 the-- just aname?

19 A. Yeah, it wascaled the crossover

20 amendment. So you crossed over sham to active
21 therapy.

22 Q. Okay. And that crossover, that was a

23 change for the sham patients to instead receive
24 .5 milligrams of ranibizumab quarterly?

25 A. Correct.

1 These are major protocol amendments where

2 we changed the course of the randomization or the

3 eventua outcome. And there were only two major

4 protocol amendments. The crossover, which once we

5 found out that ANCHOR and MARINA worked, it wasn't
6 ethical to give sham anymore. And then the

7 rollover, once we figured out that underdosing with

8 three doses and then quarterly didn't work, it

9 wasn't ethical to continue to treat patientsin that

Page 100

1 Q. Okay. Buttorepeat for Figure 1, were

2 seeing only aletter loss of .2 for the

3 .5 milligrams at 12 months, right?

4  A. You'reseeinglossof al their mean

5 visua acuity gain. Andin Figure 2, you're seeing

6 that more patients were legally blind at the end of

7 12 months than were at the beginning of 12 months,

8 whichiscertainly not our goal in our fight against

9 blindness.
10 Q. Okay. Now, in paragraph 27 of your
11 declaration, you -- thisiswhere you start talking
12 about the two key protocol amendmentsto the PIER
13 study, right?
14  A. That'scorrect.
15 Q. Werethere other protocol amendments
16 besides the two that you described in paragraphs 27
17 and 28?
18 A. Notthat | recal. Therearetypicaly
19 protocol amendments all along. For example, they'll
20 change the reimbursement for travel per mile from
21 something to another, and that requires a different
22 informed consent. Y ou know, there are often little
23 tweaks to the protocol throughout -- throughout a
24 tria design. How many protocol amendments there
25 werein PIER, | don't know.

Page 99
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24 Q. Okay. But the MARINA/ANCHOR trials were
25 monthly, correct?

Q. That wasin February 2006.

A. February 2006, correct.

Q. So at that time was the expectation that
quarterly was effective as opposed to monthly?

A. Wedidn't know the results. We hadn't ran
thetrial yet, so --

Q. Soin February you didn't have --

February 2006 you didn't have the results?

A. No.

Q. Thenwhy did you implement the crossover
amendment?

A. We had the results of MARINA and ANCHOR
demonstrating that sham therapy was -- sham therapy
was not efficacious and not ethical. You didn't
have the results of the one-year datafrom PIER
until all the patients finished one year after
recruitment. That's when the data was looked at and
said this quarterly dosing isn't working, we need to
put everybody on monthly. That's the rollover
amendment.

So you did -- the new data, you had
insti- -- you know, which initiated the crossover
amendment was the MARINA/ANCHOR data.
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1 A. Correct.

2 Q. Butthecrossover amendment was changing

3 from sham to quarterly, correct?

4  A. That'scorrect.

5 Q. Okay. Andwhen did you get the one-year

6 resultsfrom the PIER trial?

7  A. Theone-year results from the PIER

8 trial -- and let mejust -- let me just iterate one

9 thing. Interms of the -- the reason quarterly was
10 given to the sham armisthat if you would have gone
11 to monthly therapy in that arm, you would have
12 unmasked thetrial. In other words, those patients
13 were coming in and they were getting -- no patients
14 were getting testing and injection or fake injection
15 except at months 5, 8, and 11.
16 So if you would have started treating them
17 a month 6, month 7, month 8, then there would have
18 been unmasking, and so the whole trial would have
19 been -- it was thought that that would impair the
20 scientific validity of thetrial. It kept them on
21 their dosing schedule. They just went from sham
22 injection to real injection.
23 We got the results of the PIER trial. The
24 first results were presented by me, asit states, in

25 | think it was June 1st or June 2nd, 2006. And that
Page 102

1 have the SEC, you know, raise eyebrows.
2 So that -- the data would have been
3 between ARV O, which is always the first week of May,
4 and this meeting which was the first week of June.
5 So that's when we found out for sure what the data
6 was. It then took, you know, a month or so, by
7 August 21st, to get new informed consents, present
8 tothe IRB, and ingtitute the rollover amendment.
9 Q. Isee Andisthereany -- any indication
10 inany of the documents you cited about the exact
11 date you received the results from the first year?
12 A. No, only the exact timeit was presented
13 for the first time, which was at that Retinal
14 Physician Symposium.
15 Q. Okay. Soweknow it was some point --
16  A. Andthat was me presenting -- that was me
17 presenting the data. That was my personal
18 presentation of the data.

19 Q. Isee. And apologize for interrupting
20 you.
21 So we know you got the data at some point

22 hefore May 31st. Wejust don't know how much
23 earlier before May 31st that was.
24 MR. COBB: Objection. Asked and answered.

25 A. Likel said, would have been between ARVO
Page 104

1 dataliterally was hot off the presses. That was --
2 from Genentech | got that data probably aweek or
3 two before that. And that's the reason it was
4 presented at this relatively obscure meeting instead
5 of ARVO, which would have been the first week of
6 May, because we didn't have the data then.
7 Q. Andapologies. Where do you indicate that
8 you got that data? |Isthat somewhere elsein your
9 declaration?
10 A. It'snot. Itjust says| received
11 thefirst -- page -- paragraph 25, page 11, "Asone
12 of thelead investigators on the PIER tridl, |
13 received thefirst readout of the one-year data from
14 the study in early 2006." And that -- it was --
15 actually should say mid-2006, | guess, if you want
16 to be specifically correct. "And | was thefirst to
17 present the data at the Retinal Physician Symposium
18 May 31st to June 30th" (sic).
19 I'm just telling you, when you are a --
20 either ascientist or acompany, you present as soon
21 asyou can at abig meeting because it's material or
22 relevant to the stock price. Right? You either
23 issue apressrelease or you try to present as best
24 you can because you don't want somebody who has

25 accessto the datato start trading the stock and
Page 103

1 and that date. | don't recollect exactly when it

2 was between then, but sometime in that three- or

3 four-week period of timeiswhen the statistical

4 analysis and datawas available that | looked over

5 and helped make the presentation for that June 1st

6 through June 2nd presentation.

7 Q. Andsol think you said that when the --

8 you did the rollover amendment that you stayed with

9 quarterly because if you had treated them monthly,
10 then that would have been unmasking and that would
11 impair the scientific validity of the wholetrial.

12 Isthat right?
13 MR. COBB: Objection, form.
14  A. So Genentech isthe one that did that, but

15 | would -- my opinion based on trial designis

16 that's why that decision was made, to keep patients
17 on the same masking schedule.

18 Q. Okay. But the second protocol amendment,
19 they didn't care about that when they changed it to
20 monthly?

21  A. Itwasadeadtria at that point.

22 Q. Andwhat doyou mean by "dead trial"?

23 A. Itwasatria whereit had failed its--

24 it had failed -- we can -- the second year PIER

25 trial was functionally designed to be confirmatory
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1 of fixed quarterly dosing efficacy. And given the
2 disappointing lack of efficacy observed in the PIER
3 quarterly treatment regimen, the study sponsor
4 initiated rollover at this point to mitigate against
5 future vision losses, which would be expected on
6 continued quarterly dosing.
7 Q. Andwith the second protocol amendment,
8 wasthat achangethat -- | understand that the sham
9 patients changed with the second protocol amendment
10 or were given the option to change. Were the
11 quarterly patients also given the option to change?
12 A. Yeah. Sothe--inthefirst amendment,
13 the sham patients went to quarterly dosing. Inthe
14 second amendment, every arm went to monthly because
15 wedidn't feel it was effective or ethical to
16 continue to dose patients quarterly in either arm.
17 Sodl of them rolled to monthly therapy.
18 Q. Andwhenyou say "arm," what do you mean
19 by "arm"?
20 A. Sowetaked about randomization earlier.
21 If you get randomized to one of three groups, we --
22 they're scientifically called a cohort because
23 they're acohort of subjects that get the same
24 treatment. But weaso call it an arm of the -- of

25 the design which got that treatment. So that cohort
Page 106

1 dosing." Nobody wantsthat. Or, "l want to stick
2 to adosing regimen that's less effective."
3 And did anybody do that? | doubt it, but
4 | don't know. Not at my site.
5 Q. Soatyour site, what if you had a patient
who did not suffer visual acuity losses with
quarterly? Would you still have recommended they go
to monthly?

A. Absolutely.

Q. Even though it would have been more
injections versus less, correct?
12 A. Youknow, we saw from the first-year data
13 that the average patient or on average patients
14 didn't do well with quarterly. If somebody was
15 doing well with quarterly, how do | know they
16 wouldn't have done better with monthly?
17 Like, you know, you don't know -- an
18 individual patient, you can't -- you can't tell how
19 they would have done, and you have to stick with the
20 best scientific evidence of, "I'm going to recommend
21 monthly therapy. It looks like you've done well,
22 Mrs. Jones, but, you know, on average, people didn't
23 and maybe you'll do better if | giveit to you more
24 frequently."
25 Q. Butisn't oneof the goals of treatment to

© 00N O
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1 isinthat arm of the treatment. So | apologize for

2 using those synonymously.

3 Q. Noworries. Thank you for that

4 explanation.

5 And with the rollover amendment or the

6 second protocol amendment, was this an option to

7 patients or did they have to change?

8 A. Yeah. Soinaclinical tria, apatient

9 isvoluntary. And when you have a protocol
10 amendment that changes the way atrial happens, you
11 present that as a new informed consent. And | don't
12 exactly remember my exact conversations, but | can
13 tell you what | would have doneis | would have met
14 with each individual patient and | would have said,
15 you know, you've been in thistrial and you've
16 really helped out. Turns out you werein agroup
17 that we think now you would do better with more
18 frequent dosing. | would recommend you sign this
19 new informed consent and we start giving you new
20 dosing.
21 And in my experience, the great majority
22 will say, "Yes, let'sdo that," or they say, "Forget
23 it. I'mout of thetrial, Doc. | tried." Right?
24 Soit'svery unusual to have any patientslike this

25 that would have said, "l want to stick to sham
Page 107

1 givelessinjections rather than more?

2 MR. COBB: Objection, scope.

3 A. Soanytimein medicine when you offer a

4 treatment, you look at risk-benefit ratio. In other

5 words, what's the risk of me giving a treatment

6 versus benefit. It turns out that the risk-benefit

7 ratio from theseintravitreal injections of

8 ranibizumab are incredibly in favor of the benefit

9 versustherisk. The chance of hurting someoneis
10 literally the risk of endophthalmitis or infection
11 from the needle in the eye, about onein 4,000 to
12 onein 7,000. The chance of helping somebody is
13 redly, redly good.
14 And so while, yes, the more injections you
15 have, the higher risk you have of these rare
16 complications, it's not guidance to decrease
17 injections at the expense of efficacy.
18 Q. Gotit. And | think you said at your site
19 you're not aware of any patients who were quarterly
20 that didn't transition to monthly? Isthat right?
21 A. Yeah, wewould not -- | would not have
22 recommended that. | would have said, Look, you need
23 togoto monthly. Unfortunately, like we discussed
24 before, it'sarelatively small number of patients.

25 Like, the mgjority of them unfortunately had
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1 finished thetrial and had two years of quarterly
2 dosing, and those didn't do well, on average.
3 Q. Okay. Butif wewereto look at the OCT
4 datathat we looked at in Figure 4, that suggests
5 they were doing just fine, right?
6 MR. COBB: Objection. Mischaracterizes
7 histestimony. Form.
8 A. Mean thickness or mean center point
9 thicknessisanumber. You realy don't know if
10 they have disease activity unless you look at the
11 individual scans, and that's what | do on every
12 patient at every visit. | never ook at these
13 numbers. Right? | tell residents, fellows, the
14 numbers are there to help make you want to commit
15 malpractice to not look at the actual scans.
16 So just looking at a mean thickness
17 doesn't mean that they don't have fluid and they
18 don't need more active treatment. So, no, |
19 disagree that that number in itself saysthey're
20 doing fine.
21 Q. Butisn'tthebest tool to help tailor
22 treatment OCT?
23 MR. COBB: Objection. Asked and answered.
24 A. AnOCT qualitative analysis, which is

25 where you look at the scans and look for subretinal
Page 110

1 putitin apublication that goes freeto virtually
2 every ophthalmologist in the world to try to sell
3 ads. Not intheworld, in the United States, people
4 who would actually buy the products that they
5 advertisein Ocular Surgery News.
6 Q. Allright. And this-- this came out
7 September 1st, 20067 Isthat right?
8 A. Whatit says, yes.
9 Q. Allright. And this-- so that would have
10 been after the rollover amendment, the second
11 protocol amendment, correct?
12 A. That would have been amost immediately
13 after the protocol amendment. In other words,
14 August 21st, 2006, is when it was launched out. In
15 all likelihood, the interview for thiswould not
16 havebeeninreal time. It would have been before
17 the protocol amendment. But it doesn't matter.
18 Go ahead.
19 Q. Allright. Andthisisadocument that --
20 that you citein your declaration, correct? And the
21 placethat | think it said it isin paragraph 32, if
22 you want to check, on page 16.
23 A. 2087, that's correct.
24 Q. Yeah. Andinthat -- | think you quote

25 fromthisarticle, right? You say, "Asaresult, my
Page 112

1 fluid, intraretinal fluid, sub-RPE fluid is what we
2 doinclinic. Wedo not look at the automated

3 segmentation humbers asis shown in this graph.

4 Q. Allright. Let metakeyou to another

5 exhibit, Dr. Brown. Thisis Exhibit 2087, 2087.

6 AndI'll mark it. And I'm -- | suspect you probably
7 have ahard copy of it.

8 MR. COBB: You said 2087, correct?
9 MR. ERWINE: Yeah.
10 A. Ilthink| haveit. "PIER data suggest a

11 need"? Isthat it?

12 Q. Thatis. Just-- I'm not sure why these
13 are-- for some reason these are not seem to be
14 transferring over, but I'll try it anyway with this
15 one, introduce it. All right. Should be added to
16 the Exhibit Share.

17 And so, Dr. Brown, do you recognize this
18 document?

19 A. |do.

20 Q. Andwhatisit?

21 A. Thisis-- pretty sureit camein Ocular

22 Surgery News, which is a trade publication where
23 after meetings or once data's known, a reporter

24 calsyou, and | guessit was Daniele Cruz, it says,

25 for more information. And then they summarize and
Page 111

1 conclusion from the PIER study results was that ‘we
2 cannot just mandatorily treat on a quarterly basis
3 and maintain the visual gains seen with the first
4 three monthly injections."
5 Isthat right?
6 A. Thatiscorrect.
7 Q. Okay. Andsointhisparticular article,
8 publication, if you turn to page 2. And do you see
9 where there's a subheading, "An Effective Tool"?
10 A. Correct.
11 Q. Anddoyou seethat -- | think you're
12 quoted. You say, "You can't just do mandatory
13 quarterly injections. We are going to haveto
14 follow the patients, | think, every four to six
15 weeks by OCT, optical coherence tomography, and if
16 thereis evidence of fluid, then reinject."

17 Did | quote you correctly there?
18 A. | seethat, yeah.
19 Q. Okay. Sothat -- you're not saying we

20 haveto go to monthly there. You're saying, "We're
21 going to have to follow the patients' -- and just to
22 quote, "We're going to have to follow the patients,
23 | think, every four to six weeks by OCT, and if

24 thereisevidence of fluid, then reinject.”

25 That's what you state, right?
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1 MR. COBB: Objection. Document speaks for
2 itself. Form.

3 A. That'swhat it says.

4 Q. Allright. And thenyou say, "The best

5 tool to help tailor treatment is OCT," right?

6 A. That'scorrect.

7 Q. That'syour statement, correct?

8 A. | --it'shereinprint. | seeit.

9 Q. Okay. Andinthe"Patient Response"

10 section, do you see that?

11 A. Yeah. But beforewego on, look at this

12 right below that. So we talk about an OCT, "a

13 high-resolution optical biopsy can demonstrate the
14 presence of subretinal fluid, intraretinal fluid, or
15 sub-RPE fluid indicating active CNV damage.”

16 And | reiterate what | told you earlier.

17 Amazingly, 20 years later | use the macular

18 thickness map on -- which has six high-resolution
19 cross-sectional views. | look at every scan just

20 like aradiologist looks at every image. The

21 automated foveal thickness measurements, which you
22 addressin the manuscript, figure whatever it was,
23 Figure -- Figure 4, are actually almost always

24 inaccurate in wet AMD.

25 Just as a cardiologist doesn't rely on EKG
Page 114

1 A. Yeah, let meput that in context. At that
2 point in time, ranibizumab was not approved. My
3 experience and treatment were based on patients that
4 werein MARINA and ANCHOR who had had at this point
5 threeto five years of anti-VEGF therapy. A third
6 of those had had sham or PDT treatment and basically
7 their eyes were scarred down. Two-thirds of those
8 had had really intensive treatment for two to four
9 years and then the PIER study.
10 In other words, | had no experience
11 treating any patientsin the real world that camein
12 brand-new. And we really thought if we treated
13 patients with that many shots, people really
14 wouldn't need many more shots. And it wasn't until
15 we got access to these drugs outside of clinical
16 triasthat we realized most patients, 80 percent of
17 patients need ongoing therapy for along, long time,
18 including their wholelife. So here I'm very
19 optimistic that we'd need less, and in retrospect |
20 was probably over -- overly optimistic.
21 Q. Andthat was at the sametimethat -- or |
22 should say after this rollover amendment was
23 implemented by Regeneron (sic), right?
24 MR. COBB: Objection. Mischaracterizes

25 the document and the company.
Page 116

1 automatic diagnosis, | rely more on my

2 interpretation of theindividual images than the

3 retinal thickness measurements generated by the

4 machine. And that isthe best tool to help tailor

5 treatmentsisthe actual qualitative examination of

6 every image.

7 Q. Okay. Andagain, at thistime you said

8 that your recommendation to every patient in the

9 PIER study after the rollover amendment was that
10 they go from quarterly to monthly, correct?
11 A. Correct.
12 Q. Butinthisarticle under "Patient
13 Response,” you said that, "In practice, outside the
14 clinical trial setting, patients with AMD who are
15 candidates for Lucentiswill likely be given three
16 monthly injections and then be monitored regularly
17 with OCT after the three-month treatment.” Right?
18 MR. COBB: Objection. Document speaks for
19 itself. Form.
20 A. Yes, that'swhat | said.
21 Q. Andyou even go on to state that --
22 further down you say -- it says, "Dr. Brown
23 estimated that the average patient might need six or
24 seven treatmentsin the first year and hopefully

25 fewer treatments in subsequent years." Right?
Page 115

1 A. Yesah likel said, thisinterview is
2 probably contemporaneous with that rollover
3 amendment. | mean, if it -- thisisaprint
4 journa. In other words, it came out like from
5 printing presses and stuff and got mailed. And so
6 for one dated September 1, it probably was before
7 August. Butit's semantics. It's about the same
8 time.
9 Q. Okay.
10 MR. COBB: Counsd, I'll just state for
11 therecord, | think you misspoke. This PIER is not
12 aRegeneron trial.
13 MR. ERWINE: I'm sorry?
14 MR. COBB: | believe you mis- -- I'm just
15 going to clarify the record because | believe you
16 misspoke. The PIER study, ANCHOR, and MARINA are
17 Genentech trials, not Regeneron.
18 MR. ERWINE: Apologies. Thank you for
19 that clarification, Counsel. Andif | said
20 Regeneron, | apologize.

21 Q. Andin paragraph 29, Dr. Brown --

22 A. Paragraph 29 of the declaration? Yes,

23 dir.

24 Q. Yeah, thedeclaration. You seethat? Are

25 you there?
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1 A. ldo

2 Q. Andthereyoureference an article. It's

3 Exhibit 2051, Abraham, 2010. Do you see that?

4 A. ldo.

5 Q. Andif you have-- if you have aprint --

6 have acopy of that, take alook. I'll --

7 A. Hespullingit for me.

8 Q. Great.

9 A. He'sanincredibly organized guy. He's
10 got this box with all these file folders.
11 Q. Yeah, I'msuper impressed. We could use
12 people like that in my firm.
13  A. No, | mean, he's-- he'smore -- all
14 right. | seethe article. Yeah.
15 Q. Okay. Great. And I'vetried to introduce
16 it on Exhibit Share. There must be some flaw in the
17 system because I'm not sure it's coming up.

18 But in any event, do you recognize this
19 document?

20 A. ldo.

21 Q. Allright. Andwhat isit?

22 A. Thisisthetwo-year study results of PIER
23 with Prema Abraham, aretina physician from
24 South Dakota, being the first author, and a

25 statistician, Huibin Y ue, from Genentech. Second
Page 118

1 Q. Justatthebottom of 316, it says,
2 "Subsequently, after careful review of the 12-month
3 PIER data, the protocol was amended again on
4 August 21st, 2006, to provide all patients remaining
5 inthe study the opportunity to roll over to receive
6 0.5 milligrams ranibizumab monthly for the remainder
7 of the two-year study. No patients were unmasked to
8 their original treatment assignment as a result of
9 the crossover and rollover amendments.”
10 So | guess| -- my understanding from what
11 you had testified earlier was that there was
12 unmasking as aresult of the rollover amendment.
13 Isthat not true?
14 A. No, so the rollover amendment, you unmask
15 if you do something different to one patient at a
16 visit versus another. Okay? So when you went and
17 did the crossover visits, you still had -- you still
18 had patients get a procedure, whether that be a sham
19 procedure or an injection procedure, and then they
20 rolled over to where al of them were getting
21 procedures. Soyou still had that. And then you
22 had two visits where we didn't do that, and then we
23 did avisit where we did that.
24 Once you went to the -- and you'll seein

25 Figure 1, it'sa pretty good kind of little -- shows
Page 120

1 author, Laura Wilson, is a physician at Genentech
2 who was, kind of like Naveed Shams, a medical

3 director that did ophthalmology.

Q. Allright. And do you know Dr. Abraham?
5 A. ldo.

6 Q. Andwassheaclinica practitioner for
7 the PIER trial?
8

9

N

A. Yes. Shewould have been a principal
investigator for her site, and | think it's
Rapid City, South Dakota. |'ve never been there,
but --

Q. Okay. And did you speak to her in
connection with this declaration or the '601
14 declaration?
15 A. No. | haven't seen Premain severa
16 years, sO --
17 Q. | have some more questions about that but
18 maybe just set that aside for now.
19 A. Okay.
20 Q. Letmejust -- give meonesecond. So
21 one que- -- actualy, | did have a question about
22 thisdocument. And if | could turn your attention,
23 it's pages 2 and 3 of the document, pages 316 and
24 317 of the article.
25 A. Yeah.

10
11
12
13
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1 you crossover, rollover, al that stuff. So once
2 you got to rollover amendment, every patient got
3 that procedure every month.
4 So unmasking would mean you knew what you
5 got before, right? In other words, the sham -- the
6 previous shams, you would tell them your previous
7 shams. And your other injection patients, you say,
8 "You were lucky you got the drug but unlucky we
9 didn't giveit to you enough," but then we gave it
10 to everybody monthly. So that didn't officially
11 unmask the study.
12 In other words, everybody got something
13 monthly, and so that didn't change whether you were
14 sham injection or whether you were active injection
15 initialy.
16 Q. Gotit. By theway, in the exhibits that
17 we've looked at concerning the PIER1 study, none of
18 those exhibits refer to the PIER trial as afailure,
19 correct?
20 MR. COBB: Objection, form, vague.
21 A. Conclusion of the PIER paper by Carl
22 Regillo, just point you to the last "Conclusion"
23 sentence, next to last. "Observations from MARINA
24 and ANCHOR suggest that PIER regimen of dosing every

25 three months provided less benefit in VA on average
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than monthly dosing," so --
Q. I'msorry. That was the Exhibit --
A. 1021.
Q. 1021? What page are you on?
A. 1021, basically repeat of testimony from

Right? Sort of the conclusion. Itisthe
conclusion. "In conclusion," it starts.

Q. Okay. And that word doesn't -- or that
paragraph doesn't use the word "failure," right?
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itself.

A. That's correct.

Q. Andit saysat the end, "Monthly dosing
may be necessary in some patients to achieve maxi
treatment benefit from ranibizumab."

A. That'swhat it says.

Q. Okay. I think we were talking about
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A. I'mthere.
Q. Okay. And thefirst sentence talks about
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that we talked about. And then in paragraph -- I'm
sorry. Same paragraph --

N
)]

page 247, page 9 of your pagination, last paragraph.

MR. COBB: Objection. Document speaks for

mal

paragraph 29. And then in paragraph 32, let's jump
to paragraph 32. And let me know when you're there.

that exhibit which was the September 1 pressrelease
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1 Q. Andwhatisit?

2 A. Thisisaarticleout of agroupin

3 New York that we do alot of -- you know, that's

4 similar to our group in terms of does alot of

5 research, published in the journal Retinain 2009.

6 Q. Okay. Andthelead author is--

7  A. Firstauthor isaJonathan Levine. |

8 don't know him. It's either a med student or

9 fellow. Rick Spaide, Mike Cooney, Bailey Freund are
10 al colleagues and friends, so -- the senior authors
11 are-- yeah, it'savery good, respected retina
12 group in New Y ork that does alot of research like
13 wedo.
14 Q. Okay. Andyou mentioned that other than
15 Dr. Levinethat | think you know the other authors?
16 Isthat right?
17 A. | don't know InnaMarcus either. That was
18 probably another resident or fellow. Sorenson, sort
19 of know. | know the other three very well. They're
20 both very active in academic retina circles.
21 Q. Okay. That'sDr. Spaide, Dr. Cooney, and
22 Dr. --
23 A. Yeah
24 Q. -- Freund?
25 A. Dr. Freund, yeah, correct.

D

Page 124

A. Just acorrection. It wasn't apress
release. It wasalay -- lay publication article
based on a-- probably atelephone interview.

Q. Gotit. Andthenin -- sticking with

Exhibit 2085. Do you seethat, Levine 2009? Looks

like Dani€ele Cruz was the author?

1

2

3

4

5 paragraph 32, thereis also areferenceto an

6

7

8 A. DanideCruz. Yeah, | seethat. She'san
9

author. Why doesit say Levine? I'm not sure those

10 arethe same.

11 Q. Yeah

12 A. DaniedeCruzisthe-- isthelay press

13 thing we saw from Ocular Surgery News. | think
14 Levineisseparate. You can pull it up.

15 Q. Gotit. Yeah, let'sdothat. And --

16 THE WITNESS: Get 2085 for me?

17 Q. | think that was my mistake. | think |

18 referenced it and it is-- Daniele Cruz is the 2087.
19 But 2085 isthe onethat | wanted to look at.

20 A. Perfect. Werepullingitup. | gotit.

21 Q. Great, great. And I'll mark that, seeif

22 itworks. Okay. | think you have ahard copy of

23 that document. And Dr. Brown, do you recognize this

24 document?
25 A. | do.

Page 123

Q. And fair to say that you didn't speak to
any of those three individuals in connection with
preparation of this declaration?

A. Spoketo Bailey yesterday about another
project we're doing, but we haven't talked about
thisat dl, no.

Q. Okay. Andinterms of this particular
article, you rely on thisarticle in your
declaration to set forth views that were shared
across the retina community at the time, correct?

A. Yeah, you saw in paragraph 32 | say, "My
expressed concerns with fixed quarterly injections
were shared across the retinal community. Levine
demonstrated that monthly intravitreal ranibizumab
dosing significantly" -- I'm sorry.

"A recent analysis of ANCHOR, MARINA, and
PIER demonstrated that monthly intravitreal
18 ranibizumab dosing significantly reduced the
19 fregquency of macular hemorrhages compared with sham
20 controls or photodynamic therapy regardless of

© 00N UL WDN PR
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21 lesiontype."

22 Q. Okay. And--

23 A. SowhatI'm--

24 Q. Andagan -- sorry.

25 A. What I'mshowingin Levineisjust the
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1 risk of hemorrhaging without adequate control of the
2 disease process.
3 Q. Andlet medirect your attention to --
4 there's a paragraph | wanted to look at on -- it
5 starts on page 4 of the document, the lower right 4.
6 It'sactually 1077 on the top right and rollsinto
7 the next page, 1078 or page 5 of the document on the
8 bottom.
9 A. Okay. I'msorry. What page? 10- --
10 Q. 1077.
11 A. Seventy --
12 Q. That'sonthetop, and on the bottom it's
13 page 4 of the exhibit.
14 A. Okay. Therewego. Page4 and 10- -- |
15 got it. Sorry about that.
16 Q. Okay. Anddo you seethelast -- the
17 beginning -- it's really the last two lines of page

18 4 whereit starts"A recent analysis'?
19 A. Okay. Yeah.
20 Q. Anditsays, "A recent analysis of the

21 ANCHOR, MARINA, and PIER data demonstrated that
22 monthly intravitreal ranibizumab dosing

23 significantly reduced the frequency of macular

24 hemorrhages compared with the sham controls or

25 photodynamic therapy-treated patients regardless of
Page 126

1 further down, the next paragraph on page 5 or 1078
near the bottom, they state, "For some patients a
monthly examination schedule, similar to the PrONTO
strategy, may be sufficient to detect early
recurrence and to allow for timely treatment as
needed with fewer treatments than a monthly
regimen." Correct?

MR. COBB: Objection. Document speaks for
itself. Form.

A. That'swhat it says.

Q. Okay. So some patients, based on this
PIER study, the "something less than monthly" isan
effective dosing regimen, right?

MR. COBB: Objection, scope.

A. Sol'mawarethat "effective therapy" has
specific legal meanings in this proceedings, which |
don't know if I'm qualified to address. But | do
know that an effective therapy in my handsis one
where | get the most maximal gain of visual acuity |
can and maintain those gains.

So were there patientsin PrONTO that
gained as much as they can? You'll never know
because you didn't ever treat any of them by adding
more doses monthly until way late in the game.

Q. Solet meask you if you agree with this

© 00N UL WDN

NNNNNRE R R RR R P P B
EWONRPOO®O®MNOOUOD™WRNIERERO

25
Page 128

1 lesion type. The effect waslost when patients were
2 switched from monthly to quarterly dosing in the
3 PIER Study."
4 Do you see that?
5 A. Yeah
6 Q. AndlI don't think you included this quote
7 inyour paragraph 32, but the last sentence of that
8 paragraph states, "Reducing the frequency of
9 injections should therefore be done with caution."
10 A. |--yes, | seethat.
11 Q. Anddo you agree with that -- that last
12 sentence?

13 A. Absolutely.
14 Q. Okay. Sofor some agents --
15 A. Justtogiveyou alittle color, so the

16 quoteisin this paper and it's out of the same

17 group. If you look at the reference, it'san ARVO

18 presentation -- no, Retina Society presentation by

19 Irene Barbazetto. Sheisin that same group with

20 Dr. Spaide and Dr. Cooney and Dr. Freund. So that's
21 why they quote that asif they know it, because

22 they're part of that same -- that same -- that

23 presentation by Irene was what they quote in this

24 paper.

25 Q. Okay. Andin this paper alittle bit
Page 127

1 statement from that article that you rely on. On

2 page 1079, it's -- and thisis the next to last

3 par- -- or the paragraph before the "Key Words"

4 section. It says, "Asthe PrONTO study has

5 demonstrated, an as-needed treatment regimen based
6 ontheclinical status of theindividual patient can

7 be an effective strategy with fewer patients --

8 fewer treatments than a monthly dosing regimen.”

9 Do you see that?
10 A. |seethat.
11 Q. Doyou agree with that statement?

12 A. Youknow, | think at the time that this

13 paper was written, the authors believed that. The

14 PIER -- the PrONTO study, which | said was asmall,
15 non-randomized, very intensive tria by Phil

16 Rosenfeld, another colleague of ours, actually

17 redlized that the PRN was increasing

18 sight-threatening hemorrhages and changed the

19 protocol to where -- you know, to modify for that.

20 So, you know, | think as we learn more and

21 more from treating with new agents, we perhaps -- we
22 often learn more. And while at the time this paper
23 cameout | think alot of usthought that you might
24 be ableto do areadlly tight PRN, | have been on the

25 podium and in publications, such as the ones you've
Page 129
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1 referenced, calling PRN "progressive retinal 1 THE WITNESS: They're not showing up.
2 neglect," because | think over time, allowing fluid 2 THE VIDEOGRAPHER: Ms. Shelton, did we
3 torecur and allowing disease activity can recur can 3 drop out?
4 really harm the patient. 4 THE REPORTER: He'sgone, yes.
5 So | don't do any PRN therapy routinely, 5 THE VIDEOGRAPHER: Okay. Let'sgo off the
6 and most retinal physiciansinthe U.S. have steered | 6 record. I'msorry. Timeis 1:06 p.m. We're off
7 away from that over the last decade or so. 7 the record.
8 Q. It'sinteresting you mention that about 8 (Off record from 1:06 to 1:08)
9 Dr. Rosenfeld. Let'stake alook at another exhibit 9 THE VIDEOGRAPHER: Timeis1:08 p.m.
10 and another onethat | think you citein your 10 We're on the record.
11 declaration. Thisis Exhibit 2050. 11 BY MR. ERWINE:
12 MR. COBB: Richard, we're at an hour and 12 Q. And Dr. Brown, we were talking about
13 ten and we're after 1:00, so maybe thisisagood 13 Exhibit 2050, and | think the question was | asked
14 time for lunch before you change -- 14 you if this was dated September of 2006.
15 MR. ERWINE: Yeah, let me-- let mejust 15 A. Yesh, it'sdated September 1, 2006. It
16 finish this exhibit and then we can take a break. 16 would have been areview issue of Retinal Physician
17 MR. COBB: Liketen minutes? 17 which sponsored the symposium | gave the PIER
18 MR. ERWINE: Won't take long. 18 resultsat. But the mgjority of all this data, and
19 MR. COBB: Isthat what we're talking? 19 it says at the beginning, "Many of the country's
20 Arewetalking like ten minutes or 30 minutes? | 20 leading retina speciaists ... from May 31st to
21 hate this game where we're one more exhibit and then 21 June 3rd,” and then, " The following are condensed
22 we question forever. Soif it'slike ten minutes, 22 recaps of key presentations.”
23 that'sfine. 23 So | don't know if there were any
24 MR. ERWINE: Yeah, | don't foreseeit 24 secondary interviews after that. | think it'sjust
25 being more than -- certainly no more than ten 25 they looked at the tapes and created some summaries,
Page 130 Page 132
1 minutes. 1 but -- but yeah, the date of the issue would be
2 MR. COBB: All right. What number? 2 September 1st. Again, it'san article-- it'sa
3 MR. ERWINE: It's 2050. 3 journal that gets sent to alot of retina doctors.
4 A. l'vegotit. 4 And so it was probably printed, you know, August or
5 Q. Great. And do you recognizethis 5 so. Butit'sall from datafrom that symposium
6 document, Dr. Brown? 6 May 31st to June 3rd.
7 A. ldo. 7 Q. Okay. Great. Andif | can direct your
8 Q. Whatisit? 8 attention to page 4 of the article and in particular
9 A. Thisisareview of thetalks that were at 9 the section that talks about the PrONTO study.
10 the Retinal Physician Symposium where incidentally | 10 A. Yeah
11 first presented the PIER data. 11 Q. Andyou seethe -- that's -- Dr. Rosenthal
12 Q. Allright. And thiswas-- thislooks 12 that's referenced there, that's the same
13 likethisis also dated September -- 13 Dr. Rosenfeld that you mentioned in your --
14 (Mr. Erwine's Zoom disconnected) 14 A. Yeah
15 A. Yeah, it would have been. | mean, that -- 15 Q. --testimony earlier?
16 thisisareview article from the talks that were 16 A. Yeah, that's Philip Rosenfeld. He wasthe
17 giveninthat May 31st to June symposium. Whether 17 first author of MARINA and | was second author, and
18 there were additional interviews afterwards, there 18 wetraded on the ANCHOR. | wasfirst author, he was
19 probably weren't. | think they maybe did this from 19 second author. So, yes, same guy.
20 the-- from those talks. But yes, it probably came 20 Q. Okay. Gotit. Anditlookslike OCT was
21 out several months later because they had to print 21 one of the primary tools that was used for
22 it and mail it to everybody's house and stuff. 22 measurement in the PrONTO study?
23 THE VIDEOGRAPHER: Dr. Brown, I'm sorry to 23 MR. COBB: Objection, scope.
24 interrupt, folks. It looks like we lost counsel. 24 A. Yeah. It says, you know, in the
25 Hang on one second. 25 paragraph, "Dr. Rosenfeld reasoned that vision loss
Page 131 Page 133
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1 was gradual as the fluid accumulated and that 1 A. That'swhat it says.
2 optical coherence tomography wasreliablein 2 MR. ERWINE: All right. Sowhy don't we
3 detecting the fluid before it became symptomatic. 3 take our lunch break and we'll go off the record and
4 Initially, all patients received three monthly 4 talk about time.
5 injections. They received additional injections 5 THE VIDEOGRAPHER: Okay. Timeis
6 only if the OCT needed a need for treatment.” 6 1:13 p.m. Weare off the record.
7 Q. Andthat's need for retreatment, right? 7 (Recess from 1:13 to 1:59)
8 A. That'scorrect. 8 THE VIDEOGRAPHER: Thetimeis 1:59 p.m.
9 Q. Okay. And thentowardsthe end of that, 9 We are on the record.
10 it says, "Using these criteria, the mean number of 10 BY MR. ERWINE:
11 injections per patient in year 1 of atwo-year, 11 Q. Allright. Welcome back, Dr. Brown.
12 40-patient study was 5.5, though at least one 12 A. Yesdir.
13 patient received 13 injections." And it said, 13 Q. If you could, I'm going to go back to your
14 "Clearly, the need for reinjection is unpredictable 14 '572 declaration which is Exhibit 2066.
15 and variesfrom individual to individual." 15 A. Yeah, I'mthere.
16 A. |see-- 16 Q. And continuing where we left off, I'm
17 Q. Isthat consigt- -- isthat consistent 17 going to go to paragraph 34 on page 17.
18 with your understanding of the PrONTO study? 18 A. Okay.
19 MR. COBB: Objection, form. 19 Q. Andin paragraph 34, you provide some
20 A. ThePrONTO study was avery unique study. 20 information about the FDA's labeling of Lucentis.
21 It was non-randomized. In other words, every 21 Isthat correct?
22 patient got treatment. It was avery particular 22  A. That'scorrect.
23 group that got examined more than every month. They 23 Q. And oneof thethingsthat you reference
24 got examined something like 17 or 20 timesin the 24 isthe -- what the labdl itself says, whichiis,
25 first year. 25 "athough less effective treatment may be reduced to
Page 134 Page 136
1 The protocol changed over time. 1 oneinjection every three months after the first
2 Originadly they had to have a certain amount of 2 four injectionsif monthly injections are not
3 fluid and then they had to have any fluid and then 3 feasible."
4 they changed it after hemorrhaging. So thisisone 4 Isthat part of what'sin the label ?
5 of the -- you know, thisis after -- thiswas 5 A. That'scorrect.
6 presented year 1 of the two-year study. 6 Q. Okay. Sofairto say that the FDA label
7 And then at year -- by year 2 there was 7 did not restrict quarterly injections, correct?
8 certainly alot of -- lot of feeling amongst retina 8 A. That'scorrect.
9 investigators, including Phil, that PRN therapy 9 Q. Andisthat --isit fair to say that
10 wasn't enough to prevent severevision lossin some | 10 based on that, it's fair that quarterly injections
11 patients. And asbest | know, he doesn't do PRN 11 work with some patients but perhaps not others?
12 therapy now. 12 MR. COBB: Objection, form.
13 Q. Gotit. Andinthe--inthis-- this 13 A. | don't think that's what the label means.
14 particular exhibit, couple pages earlier, there's -- 14 There's labeled indications for Macugen, whichisa
15 it lookslike there's some -- areference to you, is 15 drug we don't use because it's ineffective, and a
16 that right, on page 2 of the document? 16 label for PDT which basically became irrelevant
17  A. Page?2of thedocument. Yeah. Likel 17 after the ANCHOR trial. Just because adrug has a
18 said, thisiswhere | first presented the one-year 18 label, an indication, doesn't mean that the
19 datafrom PIER. 19 treatment's efficacious.
20 Q. Okay. And thisstates at the end of that 20 Q. Okay. Isit your understanding that --
21 discussion, "The PIER data have led Genentechto | 21 that at the time that the Lucentis drug could be
22 recommend that patients receive either monthly 22 used on aquarterly basis for some patients?
23 injections of ranibizumab or have -- or have their 23 MR. COBB: Objection, form.
24 retreatment schedul es determined through 24 A. Onceadrug becomes available from the
25 individualized testing." Isthat right? 25 FDA, you can useit any way you want, including
Page 135 Page 137
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1 inefficiently and underdosed. So, yes, it can be

2 used.

3 Q. Okay. Had aquestion for you about

4 something you had included in your '681 declaration
5 inthe same context as this paragraph 34 but you

6 didn't include here.

7 And what you -- the sentence you included

8 stated the following. It said, "Indeed, | am not

9 aware of any retina doctor who, after the results of
PIER were published, would treat awAMD patient on a
Q12 maintenance dosing regimen of ranibizumab or
would view such a dosing regimen as acceptable
treatment for an angiogenic eye disorder."

1 statement today that you're not aware of any retina
2 doctor who, after the results of PIER were
3 published, would treat awAMD patient on a Q12
4 maintenance dosing regimen of ranibizumab or woulg
5 use such adosing regimen as acceptabl e treatment
6 for an angiogenic eye disorder?
7  A. Youknow, after PIER was presented and
8 became publicly available, | don't think anyone who
9 cared about their patients said, "Thisishow I'm
10 going to start treating you, Mrs. Jones. 1'm going
11 to give you three doses and then go quarterly,
12 because, you know, we get alittle vision and we
13 lose most of it, but it's way better than not

14 Do you recall that language from your '681 14 treating you, and you only have to comein four
15 declaration? 15 times the second year instead of 12," or whatever.
16  A. Vaguely. It'sbeen six months or so. 16 So we don't -- the data does not support
17 Q. Allright. 17 treating a population based on quarterly dosing
18  A. | agreewith the statement though. | 18 after three doses.
19 don't think anyone would -- | don't agree -- | don't 19 Q. Yeah, | wasn't asking about the
20 think anyone, after seeing the PIER data, walked out 20 population. | was just asking about any specific
21 of theroom or heard the dataand said, "Thisisa 21 individual, because that's what the statement says.
22 great way to treat patients; thisis my new 22  A. Soastatement in adeclaration six months
23 paradigm.” 23 ago that we're not being deposed on today? That's
24 Q. | understand that. | guessthe question 24 what we're talking about?
25 is, are you aware of any retina doctor who actually 25 Q. Yeah
Page 138 Page 140
treated a patient with the quarterly dosingregimen? | 1 A. | think you misconstrue what I'm saying

1
2 MR. COBB: Objection, form.
3 A. Sohuman patients are very variable. Some
4 need incredibly intensive therapy. Some get lucky
5 and don't need much therapy. Everything's based on
6 individual patients and their individual
7 circumstances, how often, isit abig challengeto
8 comein, do they have -- do they have one eye and
9 they'reliving alone. All these factors sort of go
10 into our thought process on how aggressively to
11 treat their disease. | personally am very
12 aggressive and prefer the best visual acuity gains|
13 can get and maintenance of those gains.
14 Q. Allright. Well, thank you. | appreciate
15 that. And again, | wasjust trying to understand if
16 there was areason that you took out this statement
17 andif in fact you were aware of aretina doctor who
18 had treated awAMD patient on a quarterly dosing
19 regimen, because you had included this language in
20 an earlier declaration in the same context as what's
21 in paragraph 34, but it doesn't appear in the '572
22 or '601 declarations.

23 MR. COBB: Objection, form.
24  A. Therewas no reason | left that out, no.
25 Q. Andsodoyou--doyou stand by the

Page 139

2 there. I'm not saying that any -- if you look at --
3 if you look at pure PRN treatment trials, theresa
4 portion of the population that three doses and
5 they're done, likeliterally. They are the luckiest
6 peopleintheworld. They get three doses of an
7 effective anti-VEGF and they don't seem to need more
8 treatment.
9 So, sure, there are patients that three
10 dosesand you don't have to treat very often. If
11 you don't ever have to be treated, you can be
12 treated at three months or six months or 12 months
13 or none, you don't need it. So certainly there'sa
14 bell curve of a population on average in atreatment
15 population that's a small number, 15 percent or so.
16 Vast mgjority of the patients need consistent and
17 frequent anti-VEGF therapy to maintain their
18 disease.
19 Q. Waell, I'll tell you what. Let's makethis
20 simple. | have marked as an exhibit the -- your
21 declaration from the '681 patent. | believe that
22 counsel should have acopy. It'salsointhe
23 Exhibit Share, Exhibit 2055 from the 442 IPR. Let
24 meknow if you are able to take alook at a copy of

25 that.
Page 141
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1 A. Hespullingit up. 1 treated less than monthly who do fine. It'sa--

2 Q. Okay. Thank you, Dr. Brown. 2 it'sa--it'sabell curve.

3 MR. COBB: Are you taking about 3 Q. Allright. Thank you, Dr. Brown.

4 Exhibit -- give me the number again. 1'm sorry. 4 And that was paragraph 34. Let'sgo to

5 MR. ERWINE: Yeah, no problem. It's2055 | 5 the next section of your declaration. Thisis

6 isthe exhibit from the 2023-442 | PR petition. 6 the -- what is Section 5, the DA VINCI trial, 2010

7 MR. COBB: 1PR2023-00442, Expert 7 ARVO abstract. Do you seethat? It's--

8 Declaration of Dr. David Brown? Isthat right? 8 A. | do. I'mthere.

9 MR. ERWINE: That'sright. 9 Q. Yeah. Okay. Great.
10 MR. COBB: Okay. I'm just going to note 10 And in paragraph 35, you provide some
11 for the record you guys have aready taken his 11 insight into the DA VINCI trial, correct?
12 deposition on this declaration. He's not prepared 12 A. Yeah, | state, "Patients were enrolled
13 to testify asto the contents. Go ahead and pose 13 between December 2008 and June of 2009. Primary
14 your question. 14 endpoint was best-corrected visual acuity at 24
15 Q. Allright. Doyou havea-- doyou have a 15 weeks."
16 copy, Dr. Brown? 16 Y eah, that's -- that's sort of -- that
17 A. | do,yeah. 17 was-- that's -- it'sa DME tria with
18 Q. Okay. And I would turn your attention 18 best-corrected visual acuity at 24 weeks with, |
19 to -- it's paragraph 60 which is-- it rolls onto -- 19 believe, four different dosing arms compared to
20 the sentence | read you was from page 26. 20 focal laser.
21 A, Yes 21 Q. Thank you, Dr. Brown. First of all, what
22 Q. Allright. And the sentence, I'll read 22 isaphasell trial?
23 it. "Indeed, | am not aware of any retina doctor 23 A. I'msorry?

24 who, after the results of PIER were published, would | 24 Q. Whatisaphasell trial --
25 treat awAMD patient on a Q12 maintenancedosing |25  A. Sure.

Page 142 Page 144
1 regimen of ranibizumab or would view such a dosing 1 Q. --whichl believeyou said DA VINCI tria
2 regimen as acceptable treatment for an angiogenic 2 was.
3 eyedisorder.” 3 A. Right. A phasel tria, justto putitin
4 And | think you see that statement in 4 reference, isavery small tria of typically five
5 paragraph 60? 5 toten patients per dose, just to seeif adrugis
6 A. |seethat. 6 reasonably safe, or not -- you know, there's no
7 Q. Allright. And that statement doesn't 7 dose-limiting side effects and can you dose-escalate
8 appear in your '572 or '601 declarations, correct? 8 to apoint to where the pharmacology people and
9 MR. COBB: Objection. Asked and answered. 9 othersthink that there should be a benefit. It's
10 A. That'scorrect. 10 usualy too small to really show if adrug works

[EEY
[N

11 Q. Andmy questionis, do you agree with that
12 statement?

13  A. | certanly agree with that statement asa
14 general population. | know of no physician who
15 apriori treats three doses and then quarterly,

16 because we showed in PIER it didn't work and

17 compared to ANCHOR, MARINA, and previous treatments
18 that are more effective given on effective dosing
19 regimens.

20 Q. That'sfinewith respect to the

unless it's something that nothing works and it
works. Right?
But phase Il istypically alarger trial.
So that first trial's normally 30 to 50 patients.
Can be smaller. Can beassmall as15. Phasell
trials, generally more 50 to a couple hundred
patients. There are some -- some exceptions. Some
people run great big phase lls.
But you run a phase 1 to sort of see
what -- what dose regimens or what -- how should you

N N Nl
O ©Wm~NO U~ WRN

21 population. I'mjust curiousif you're aware of any 21 design your phaselll. You do it to be informative
22 retinadoctor who's -- who's used that particular 22 of how to runaphaselll. In other words, do we
23 dosing regimen. 23 think the drug will last thislong or that long and
24 A. Soanindividua patient, again, based on 24 doesit work in thisindication enough to put the
25 OCT, visua acuity, there are patients that get 25 money forth for avery large, expensive phase I11
Page 143 Page 145
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1 trid. So--

2 Q. Andwhat was the name of the phase 111

3 trial that followed the DA VINCI trial?

4 A. Thephaselll tria for VEGF Trap-Eye and
5 diabetes would be two parallel trids, VISTA and
6 VIVID.

7 Q. VISTAandVIVID. Okay. And did you work
8 on those?

9 A. ldid.
10 Q. What wasyour roleon VISTA?
11  A. Roleon VISTA was| would have been on the

12 steering committee of the VISTA/VIVID, you know,
13 trials. VISTA was predominantly inthe U.S. VIVID
14 was predominantly in Europe. And | was a principal
15 investigator in VISTA at the Houston site, and then
16 | was co-lead author of -- | guess | was second --

17 corresponding author on the first manuscript one

18 year, VISTA/VIVID, together with my friend

19 Jean-Francois Korobelnik who had the European

20 section and then first author of the second year.

21 Weflip-flopped.

22 Q. Gotit. And for the phaselll, you were

23 the-- for VISTA, you were the principal

24 investigator in Houston?

1 attachesto it and doesn't let go. So it doesthe
2 same thing as an anti-VEGF antibody but doesitin a
3 different mechanism.
4 Q. Andisthat Aflibercept? Arethey the
5 samething?
6 MR. COBB: Objection, scope.
7  A. Yeah. Sothe Aflibercept, they started
8 cadlling it Aflibercept quite abit later. And
9 whether there were actual changesin our initial
10 VEGF Trap-Eye and what became Aflibercept, | don't
11 know.
12 Q. SoVEGF Trap-Eye was some precursor to
13 Aflibercept?
14 MR. COBB: Objection, scope.
15 Mischaracterizes histestimony. Form.
16  A. It could beaprecursor. It could bethe
17 same molecule. In other words, whenever | -- | do
18 clinical trial work. | don't do the development of
19 the actual drugs themselves. And so often the drug
20 changes throughout thetrial for a couple reasons.
21 One, it may be more stable. Sometimesthey change
22 it to make it where they can manufactureit in large
23 quantities because if it startslooking like it's
24 working, you want to make sure that you can scale up

25 A. | wastheprincipa investigator in 25 once you get to production.
Page 146 Page 148
1 Houston, correct. 1 The VEGF trap, my -- | mean, that idea
2 Q. Andl apologizeif I asked you this 2 might have been thought to be too commercial.
3 aready, Dr. Brown, but who was the principal 3 Right? You got amolecule that's trapping VEGF.

4 investigator in Houston for the DA VINCI phase 11
5 triad?

6 A. Yeah, pretty sure it was Matt Benz,

7 Matthew Benz.

8 Q. Thankyou. Likel said, | think | may

9 have asked you that. | apologize for the

10 repetition.

11 A. No, that's okay.

12 Q. AndtheDA VINCI trial wasfor VEGF

13 Trap-Eye. What is VEGF Trap-Eye?

14 MR. COBB: Objection, form.

15 A. VEGF Trap-Eye was what the drug or agent
16 or experimental drug that was used or that's what it

17 wascalled in the DA VINCI tria and then the

18 beginnings of the VIEW trial and VISTA/VIVID, |

19 think. Soit'sadrug manufactured by Regeneron,

20 developed. It'safusion protein of two different

21 VEGF receptors that's human -- human components that
22 ends up combining with VEGF.

23 So it's not an anti-VEGF antibody like

24 ranibizumab. It's actually afusion protein

25 receptor. So it'sadummy receptor. So the VEGF
Page 147

4 And that's sort of why it was named that way from
5 Regeneron. But once you got closer to
6 commercialization, they had to have a generic term
7 that ended up being Aflibercept. And whether that's
8 the same drug or nat, | really don't know, the exact
9 same, you know, test agent that we got. So --
10 Q. Inparagraph 35, Dr. Brown, you state that
11 the primary endpoint was change in best-corrected
12 visua acuity at 24 weeks.
13 What did you mean by "primary endpoint"?
14  A. Yeah. Sowhenyou haveatrial, you pick
15 what you -- what you pick as your primary endpoint,
16 whichisfor aphase 1l trial what the FDA agrees
17 that if you meet a certain success rate on that, you
18 get approval, you know, based on everything else,
19 side effects and that kind of thing.
20 Inaphasell tria -- and then you have a
21 bunch of secondary endpoints. Inaphasell trial,
22 it really doesn't matter what your primary endpoint
23 is. You do multiple endpoints, but you generally
24 pick aprimary endpoint that you know isa

25 acceptable phase |11 primary endpoint because you
Page 149
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1 want to keep -- change as little as possible going
2 from phase |1 to phase 111, because if your phase |1
3 shows you something and you change it alot, then
4 you could -- you know, you wouldn't bein -- you
5 could -- you could make mistakes and you could -- it
6 could not be effective because you changed too many
7 things.
8 Q. Andtheprimary endpoint for DA VINCI
9 trial was-- it was 24 weeks? |Isthat right?
10 A. That'scorrect.
11 Q. Andwhat did you mean by "best-corrected
12 visual acuity"?
13 A. Sointhetestimony earlier today, |
14 talked about when you go to your doctor, they go,
15 "Thisor this," "Thisor this," and, you know, a
16 minute or so later they give you your prescription
17 and that'sit. And that's corrected visual acuity
18 isavery rigorous, precise mechanism of going -- of
19 trying different lensesin a set pattern with every
20 patient to make sure that you're getting the exact
21 same visual acuity measurement or the best possible
22 correction you can get it every time.
23 It's something that's never done
24 clinicaly. It'sonly donein clinical trials, best

25 | know. Part of it isthe average patient wouldn't
Page 150

1 subjects?

2 A. That'scorrect.

3 Q. Isthatright?

4  A. That'scorrect.

5 Q. How did you go about -- how did you go

6 about recruiting subjects?

7 A. Soasabusy retina clinician,

8 particularly in South Texas, we have avery large

9 portion of the population that has diabetes and
10 diabetic macular edema. When a patient comesin
11 with diabetic macular edema, and between 2008 and
12 20009, | seethem and | say we've been treating
13 people with focal laser for years and it doesn't
14 improve vision, it merely slows down vision loss.
15 There's some very promising shots in the
16 eyesthat we're using in macular degeneration that
17 very likely may improve your vision, but the only
18 way todothatistobeinaclinica trial. Andin
19 aclinical trial, you may get access to these drugs.
20 Again, they're shots in the eyes, and that scares
21 probably haf of them off right away. But ones
22 especially that will listen to the potential
23 benefits, that maybe | can make you better and keep
24 you driving and keep your job, you go through the

25 risk and benefits of beingin atrial. And for this
Page 152

put up with it, but it's a very rigorous way of
testing visual acuity. And they're tested on
individual eye charts from -- that were part of the
diabetic studies years ago, the ETDRS. They're made
by one specific company and you have to buy the
exact light bulbs that light them up and it's very
precise.

Q. Gotit. Andin paragraph 35, you also
mention Bayer. What was Bayer'srolein the
10 DA VINCI trid?

0O ~NO O WDN PR

©

11 MR. COBB: Objection, scope.
12 A. Il actualy don't know how much input Bayer
13 had onthe DA VINCI trial. | know that Regeneron

14 partnered with Bayer to get more funding. They
15 didn't have the funding to run the phase I1l AMD
16 trials. And | think as part of that, it was a

17 collaboration across al the VEGF Trap-Eyetrials.
18 Whether Bayer had input on the design or
19 not, | don't know. It certainly helped with the

20 funding.

21 Q. Okay. Dr. Brown, turning to paragraph 36

22 of your declaration. And here | think you give some
23 of the -- some of the information about the DA VINCI
24 ftrial. 1 think you said that you and other clinical

25 investigators were responsible for recruiting
Page 151

1 trial, one of therisksisyou got aone out of five
2 chance of just getting that laser that | told you
3 wasn't very effective.
4 The other risk isthisisadrug that
5 redly hasn't been given much. You know, there'sa
6 chanceit won't work. Y ou know, there's another
7 drug coming out, but right now it's $2,000 a dose
8 from macular degeneration and, you know, | doubt you
9 can afford that. But there's achance thisdrug's
10 just as good or will be effective, and you want to
11 think about beingin atrial?
12 Y ou tell them how many times they have to
13 come and how often and that unlike my usua retina
14 visit, which is probably two or three times longer
15 than your eye doctor's visit, it's an hour and a
16 half, two hours, just because we're always running
17 behind. Clinical trial visitsarelonger. They
18 haveto do this big refraction, more testing.
19 And then after all of that, some patients
20 say, yeah, I'm interested in that, let's -- why
21 don't you sign me up. And then you test their
22 visual acuity, and it might be too good or too bad
23 togetin atrial after an informed consent which
24 they sign and -- and then there's lab work and they

25 may get kicked out for lab work, their diabetesisa
Page 153
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1 blood sugar that's too high to get in the trial and

2 other different things.

3 And then if they pass that, then they're

4 randomized to one of those five doses like we talked

5 about before and they enter aclinical trial based

6 on the protocol that's set up.

7 Q. Okay. And what wastheclinical trial

8 protocol for DA VINCI?

9 MR. COBB: Objection, scope.
10 A. Thetria protocol of DA VINCI, just from
11 40,000 feet, is essentially summarized in my draft
12 abstract paragraphs on page 21 of the declaration.
13 It's-- it'sfive different cohorts or arms, and
14 there'sfour different doses and dose intervals of
15 VEGF Trap-Eye that were tested: 0.5 milligrams
16 every four weeks, 2 milligrams every four weeks,
17 2 milligrams every eight weeks, or 2 milligrams PRN.
18 And that was compared to focal laser which was based
19 on some studies we'd done with the National Eye
20 Institute in the 1990s.
21 Q. Andin paragraph 36, you reference or
22 state that DA VINCI was a double-masked trial.
23 Does that mean that what you say after
24 that, that each side had both masked and unmasked

25 clinical investigators, is that the definition of
Page 154

1 A Il-
2 MR. COBB: Objection, vague.
3 A. Yeah, | know | didn't. | don't know about
4 other investigators. | was not that involved with
5 DA VINCI clinical trias.
6 Q. Okay. Andlet meask it thisway.
7 Did you have any input whatsoever into the
8 dosing regimen for DA VINCI?
9 A. None-- none whatsoever.
10 Q. Andareyou aware of any other clinical
11 investigators who had input --
12 A |-
13 Q. --intothe dosing regimen?
14  A. Idont. | mean, we participated in this
15 tria, but | was not -- to be fair, | was
16 essentially the lead investigator of RISE/RIDE,
17 Genentech's competitor diabetestrias, and was
18 publishing and presenting those trials.
19 And thisis a competitor's diabetes drug,
20 and | -- it'sone of the reasons Dr. Benz was the
21 principa investigator. | not only had enough food
22 on my plate with all the diabetes trials for
23 Genentech, it made sense to have a different
24 principa investigator for a-- sort of an upstart

25 company with another diabetes drug.
Page 156

1 double-masked?

2 A. That'scorrect.

3 Q. Okay. Inparagraph 37 of your

4 declaration, you say that you did not play arolein

5 developing the DA VINCI clinical tria protocol.

6 Isthat right?

7 A. That'scorrect.

8 Q. Andyou follow that neither you, to your

9 knowledge, or to your knowledge the other clinical
10 investigators chose to test VEGF Trap-Eye and DME
11 Isthat right?
12 A. Yeah, that would have been a Regeneron --
13 aRegeneron decision.
14 Q. Okay. And aso that neither you nor the
15 other clinical investigators chose the dosing
16 regimen? Isthat right?
17  A. That'scorrect. Therewasa protocol and
18 we stuck toit.
19 Q. Orthevisua acuity endpoints? You guys
20 didn't chose -- choose those?
21 A. Correct. That was a Regeneron call.
22 Q. Soisitfair to say that you -- neither
23 you nor any of the clinical investigators had any
24 input whatsoever into the choice of testing VEGF
25 Trap-Eye?

Page 155

1 Q. Andagain, apologizeif | asked you this
2 question in -- previous in the deposition, but did
3 you speak to Dr. Benz at all in preparation for this
4 declaration?
5 A. ldidnot.
6 Q. Okay. And]I think you said that Regeneron
7 developed the DA VINCI clinical trial protocol?
8 A. | --truthfully, | wasn't part of it. But
9 based on historical practices from industry, the
10 industry company would have developed this protoco
11 and then presented it to probably some
12 investigators.
13 Again, | wasn't abig part of the -- this
14 company or thistrial until really quite a bit
15 later, until, you know, until this -- | was on the
16 DA VINCI tria, and yes, I'm on the one-year
17 manuscript, but | wasn't there at the beginning
18 parts of who actually -- who actually designed the
19 trial. | would bet that that was Regeneron.

20 Q. Okay. But soundslike you don't know.
21 A. Idon'tknow. Correct.
22 Q. Allright. Anddo you know who chose the

23 dosing regimens for the VEGF Trap-Eye arms?
24 A. Idon'tknow. I canonly -- you know, |

25 can only speculate that it was the Regeneron medical
Page 157
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1 team. 1 thefirst draft of the abstract because they're the

2 Q. Okay. But at this stage, you don't know? 2 onesthat actually havethe data. And | -- | make
3 A. |don'tknow. 3 some comments and corrections and shorten it to fit
4 Q. Butyou do know that you had no input 4 theterm.
5 whatsoever into the dosing regimens? 5 And then we get the actual ARV O rules.
6  A. | know | had no input whatsoever, correct. 6 Maybe they were out already and maybe -- you know
7 Q. Anddo you know who chose the visual 7 thisis sort of before the time when you had online
8 acuity endpoints for the DA VINCI trial ? 8 accessto everything. And it turns out the wording
9 A. Again, it would have been the Regeneron 9 said you can only submit alate-breaking abstract if
10 medical term -- team. That's not a, you know, 10 you had not previously submitted an abstract.
11 shocking thing to choose because it's basically our 11 And | technically had submitted an
12 endpoint for RISE/RIDE and you knew that eventually 12 abstract but been rejected. So | said, I'm not sure
13 you might have to go against it. Right? 13 | should do it. What | don't want to do is get you
14 So 24 weeks is an endpoint really to just 14 guys rejected because I'm, you know, technically
15 seewherethedrugis. In other words, the FDA 15 not -- | technically did submit an abstract.
16 wouldn't give you a 24-week endpoint. That was 16 And so at this point, I've already
17 their endpoint because they really wanted to see can 17 modified the abstract, it's all ready to go, but
18 this drug work in diabetes, you know, with different 18 they need an author probably within aweek or so.
19 dosing regimens. 19 James Magjor isfrom south Florida. The meeting'sin
20 Q. Soitsoundslike for that particular 20 Florida. | know he's going to the meeting anyway,
21 concept, the visual acuity endpoint, you're pretty 21 and | ask James, Hey, can you mind presenting an
22 surethat was Regeneron? 22 abstract at ARVO? Areyou presenting anything el se?
23 A. Yeah. | mean, it could have been -- yes, 23 And hewould have said, No, I'd be happy to. He'sa
24 that should have been Regeneron, probably with input 24 former professor. He'sagreat speaker. And then
25 from other doctors, but it wouldn't have been me. 25 we put him on the abstract and he gave the talk.
Page 158 Page 160
1 Q. Justgoing down afew paragraphs, 1 So thereason | didn't ask Benz, | have no

2 Dr. Brown. Paragraph 45, | know you had givenus | 2 idea. He probably wasn't goingto ARVO. Hewasa
3 someinsight into the ARV O late-breaking abstracts, | 3 pretty new employee of mine at thetime. He came

4 and | think you talk about that in paragraph 457 4 from Baylor, and which is another institution in

5 A. Correct. 5 town. But Matt Benz would have been a great choice

6 Q. Andagain, apologiesif | asked you this 6 and would have done agreat job. And hewasa

7 aready. You referenced that you reached out to 7 principa investigator, so it would have been fine.

8 Dr. Mgjor about submitting the abstract? Isthat 8 But that's how it came about that James

9 right? 9 Major and | are on an abstract even though we were
10 A. Yes. Sotheinitia -- let mejust go 10 sort of only tangentialy involved with the
11 over what | said earlier. So | had submitted an 11 beginnings of the study. What that means, | guess,

12 abstract which should have been one of the biggest | 12 isthat everybody else that was really involved in
13 papersat ARVO, but it was rejected due to they 13 this study had already submitted an abstract for
14 decided they wanted only papersthat had actual data | 14 ARV O and they were off the table.

15 inthe abstract, which we didn't have because we 15 Q. Isee. AndlI think you said that in

16 hadn't completed thetrial. We would have doneby | 16 preparation of your declaration you spoke to

17 thetime ARVO was presented. 17 Dr. Mgors about what he recalled from thistime
18 So Regeneron knew that | didn't have a 18 period?
19 presentation at ARV O, and they wanted to -- they got| 19  A. | did. | wastrying to find the abstract
20 this data and they said, We want to present it at 20 itself. And since my computer system'’s changed and
21 ARVO. Areyou available? We know that your other 21 my email system's changed, it was a bit of a
22 abstract, you know, was not accepted. And | go, | 22 treasure hunt, but we found the emails to kind of
23 think I'm available, sure. 23 sort out what had happened 14 years earlier and
24 So they send me a draft of the abstract. 24 refresh our memory.
25 Asisthe custom, the pharmaceutical company does | 25 Because | literally would not have had
Page 159 Page 161
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1 this much recollection of the event if we wouldn't
2 have found those old emails and our old -- it's --
3 they'redl put into -- they're all referenced here,
4 but they're -- you know, the actual dialogue between
5 Alyson Berliner, who was the physician
6 ophthalmologist at Regeneron that was responsible
7 for drafting this abstract and myself and then the
8 story about, Oh, my gosh, | better not do it because
9 | actually submitted an abstract, maybe that'sa --
10 you know, maybe that'swrong. We found all that in
11 email which helped refresh all this recollection.
12 Q. Isee Andjust, Dr. Brown, segueing back
13 just amoment to the PIER trial. At the time that
14 you were working on PIER, that was atrial that was
15 for Genentech, right?
16 A. That'scorrect.
17 Q. Atthat timedid you speak to anyone at
18 Regeneron about the PIER results?

19  A. Ididn't know anybody at Regeneron at that
20 time.
21 Q. Wasthereany pointintime up till now,

22 other than your communications with counsel, of
23 course, that you spoke to someone at Regeneron about
24 the PIER results?

25  A. Not-- not that | recollect. Basicaly
Page 162

1 exactly the same comments if you asked me the
2 questionsin the '601.
3 Q. That wasexactly what | was getting at.
4 So | didn't want to waste your time by asking you
5 the same questions.
6 A. |thought you weretaking about the six
7 monthsago. Oh, my God, | don't know if | said the
8 samething word for word. | doubt it, but --
9 MR. COBB: You don't get to stay on the
10 record four more hours.

11 MR. ERWINE: Well, thank you very much,
12 Dr. Brown. | have no further questions.

13 THE WITNESS: Thank you very much.

14 MR. COBB: And | too, Dr. Brown, have no

15 questions, so thank you for your time today and we

16 can go off the record.

17 THE VIDEOGRAPHER: Okay. Ms. Shelton, do
18 you have anything for the record?

19 THE REPORTER: | can get it when we go

20 off. Thank you.

21 THE VIDEOGRAPHER: Okay. If there's

22 nothing further, this concludes today's deposition.

23 Timeis2:41 p.m. We are off the record.

24 (Off the video record)

25 MR. COBB: On thetranscript, can | get a
Page 164

1 PIER would have been a study two or three years
2 before Regeneron had an eye molecule. Right? And
3 there's no real reason we would have talked about
4 it, so -- that | can imagine.
5 Q. Okay. SoDr. Brown, | raised this before,
6 but | have what would essentially be the same
7 questions about the '601 declaration. Isit fair to
8 say that your answers for the identical paragraphs
9 from '601 would match up with what | asked you for
10 the '572 patent?
11 A. | --1 guesswed needto look at them.
12 I'm avery truthful guy and afifth generation
13 cattle producer. Wetry to tell thetruth. But |
14 guess| better look at it before | tell you that |
15 said the same thing six months ago as | said now.
16 Q. No, sorry. I'm actualy talking about the
17 two that are -- that are the subject of today's
18 deposition.
19  A. No, ho, no, they're the same, yeah.
20 They'rethe same. They're-- the -- | apologize.
21 | thought you meant the one from six months ago.
22 Q. Yeah.
23 A. The'601 and the '572, best | can tell,
24 are synonymous word for word until you get to the

25 parts about DA VINCI. So, yeah, | would have
Page 163

1 rough? And then maybe like two days, is that what
2 everybody's ordering?
3 THE REPORTER: | have aone-day
4 turnaround, so tomorrow by end of business for the
5 final. But would you like arough as well and then
6 same turnaround on your copy?
7 MR. COBB: Sure, yeah.
8
9 (Deposition concluded at 2:41 p.m. CDT)
10 -000-
11
12
13
14
15
16
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19
20
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22
23
24
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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, 1if 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 collogquies, gquestions 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
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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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