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1 APPEARANCES: 1 Exhibit 9 - Article entitled Ranibizumab versus
2 RAYMOND NIMROD, ESQUIRE Verteprofin Photodynamic Therapy
Of: Quinn, Emanuel, Urquart & Sullivan, LLP 2 For Neovascular Age-Related
3 g;n'\g ?:‘Ijg’r” Avenue Macular Degeneration: Two-Y ear
4 New York, New York 10010 3 N Results Qf the A_NCHOR Stuqu .......... 153
(212) 849-7000 4 Exhibit 10 - Article entitled Randomized,
5  Raynimrod@quinnemanuel.com Double-Masked, Sham-Controlled Trial
6 Counsal for the PETITIONER 5 of Ranibizumab for Neovascular
7 ADAM BRAUSA, ESQUIRE Age-related Macular Degeneration:
REBECCA WEIRES, ESQUIRE 6 PIER Study Year 1 ........ccceunee. 163
8 Of: Morrison & Foerster, LLP 7
425Mark§tStreet 8 STIPULATIONS
9 SanFrancisco, CA 94105 9 It is hereby stipulated and agreed by and
0 I(A“és) 268'60i3 between counsel present for the respective parties, and
ngtj:@@r?gfg'gg? 10 the deponent, that the reading and signing of the
1 ' deposition are hereby RESERVED.
Counsel for the PATENT OWNER 1
13 ALSO PRESENT: 13
14 JOSEPH MACKIN 14
Videographer 15
15 16
16 17
17 18
18 19
19
20 20
21 21
22 22
23 23
24 24
25 25
Page 2 Page 4
1 INDEX
1 PROCEEDINGS
2 TESTIMONY OF MICHAEL STEWART, MD
3 DIRECT EXAMINATION BY MR. NIMROD ......... 6 2 THE VIDEOGRAPHER: Good morning. My nameis  08:49:25
4 CERTIFICATEOF OATH ......cooovnvivinnninnnn. 187 3 Joseph Mackin, the videographer, and we arenow on  08:49:40
5 REPORTER'S DEPOSITION CERTIFICATE .............. 188 o o
6 NOTIFICATION LETTER ..oocccooocrrrrrrrreee 189 4 livevideo record. 08:49:44
7 ERRATA SHEET ....ccooviveeeeveeeeene 190 5 Please be aware that microphones are sensitive
8 EXHIBITS 6 and can pick up whispering, private conversationsand 08:49:45
9 7 cellular interference. Please silenceall cell phones 08:49:49
10 Exhibit 1 - 572 Patent ..........ccoccceenee. 6 8 or place them away from the microphones, asthey can  08:49:51
Exhibit 2 - Declaration of Michagl Stewart MD . 6 9 interfere with the deposition'saudio. Audioand  08:49:54
11 10 video recording will continue to take place unless all 08:49:56
12 Exhi bltSe-suAlg ((;IfegftllzﬂAeg T?gl%ire 2 11 parties agree to go off the record. 08:50:00
Study of Vascular Endoihel ial 12 We are here recording live at 1220 Marsh 08:50:02
13 Growth Factor Trap-Eye Dosed 13 Landing Parkway in Jacksonville Beach, Florida 32250, 08:50:05
As-needed After 12-week Fixed ) » )
14 DOSING creereeeererreeeeesesse 36 14 for the video deposition of Michael W. Stewart. The 08:50:08
15 Exhibit 4 - Article entitled VEGF-Trap-Eye for 15 timeis8:50. Thedateis Thursday, May 30, 2024.  08:50:12
16 rg;—:?eg;e?}\ﬂo;ﬁgvl?;cgﬂna;an on ... 63 16 Would all counsel please state their appearance 08:50:18
17 Exhibit 5 - Article entitled VEGF-Trap-Eyeli.n 17  for therecord and the witness will be sworn in. 08:50:21
Wet AMD CLEAR-IT 2: Summary of 18 MR. NIMROD: Ray Nimrod from Quinn Emanuel for 08:50:22
18 One-Year Key Resllts................ 68 " s
19 Exhibit 6 - Patent Owner's Preliminary Response. 68 19 petitioner. 08:50:25
20 Exhibit 7 - Article entitled Ranibizumab for 20 MR. BRAUSA: Adam Brausa from Morrison & 08:50:25
o1 Bg\e/na?:tllalo’nAge-Related M af:(l)ar 21  Foerster on behalf of patent owner and joined by my  08:50:30
22 Exhibit 8 - Article entitled Predicted 22 colleague, Rebecca Weires. And | believeonthe  08:50:33
Biological Activity of Intravitreal 23 remote redltimeis Eileen Woo from Regeneron. 08:50:38
23 VEGF-Trap ...cccooveenererenne 144 ; .
24 24 THE COURT REPORTER: Canyou raiseyour right 08:50:47
25 25  hand, please.
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1 Do you solemnly swear or affirm that the
2 testimony you are about to givein this cause will be
3 thetruth, the whole truth, and nothing but the truth?
4 THE WITNESS: | do. 08:50:48
5 MICHAEL STEWART, MD, 08:50:48
6 awitness herein, having been first duly sworn, was
7 examined, and testified as follows: 08:50:49
8 DIRECT EXAMINATION 08:50:49
9 BY MR. NIMROD: 08:50:49
10 Q. Good morning, Dr. Stewart. 08:50:50
11 A. Good morning, Mr. Nimrod. 08:50:51

12 MR. NIMROD: I'd liketo mark as Stewart 08:50:55
13  Exhibit 1 acopy of the 572 patent. 08:50:56
14 (Exhibit No. 1 was marked for identification.) 08:51:08

1 in the dependent claim only two secondary doses are 08:53:24
2 administered to the patient. 08:53:28

3 Do you see that? 08:53:29

4 A. Yes, | do. 08:53:29

5 Q. Sowhat isthe predetermined fixed dosing regimen 08:53:31
6 required by claim 27? 08:53:35

7 MR. BRAUSA: Objection; form. 08:53:39

8 THE WITNESS: So since 27 dependson 26, my  08:53:41
9 understanding isthat thisisamethod of treating  08:53:48

10 age-related macular degeneration and the patient need 08:53:53
08:53:56

08:54:00

13 And then 27 says: Wherein, only two secondary  08:54:03

14  doses are administered to the patient and then 08:54:07

11  thereof, comprising sequential administration of a
12 single dose of 2 milligrams of Aflibercept.

7 A. Yes | do. 08:52:17
8 Q. And then on paragraph 74, you state -- seemsmore 08:52:18

15 MR. NIMROD: I'daso liketo mark as Stewart 08:51:22 | 15 followed by one or more tertiary doses of 2 milligrams 08:54:14
16 Exhibit 2 acopy of Dr. Stewart's declaration. 08:51:23 16 of Aflibercept. 08:54:19
17 (Exhibit No. 2 was marked for identification.) 08:51:34 17 And then you have the qualifier: Andthose  08:54:20
18 BY MR. NIMROD: 08:51:34 18 doses, thetertiary doses, are given at eight weeks  08:54:24
19 Q. Hereyougo. 08:51:36 19 intervals. Each secondary doseis four weeks 08:54:27
20 A. Thank you. 08:51:37 20 following immediate preceding dose. 08:54:30
21 MR. BRAUSA: Thank you. 08:51:37 21 And then you have aqudifier for avisual 08:54:32
22 BY MR. NIMROD: 22 result at the end. 08:54:35
23 Q. Dr. Stewart, if you could turn in your 08:51:42 23 BY MR. NIMROD: 08:54:36
24 declaration to paragraph 65, please -- 64. 08:51:44 24 Q. Okay. Sofor claim 27, the fixed regimen 08:54:36
25 A. Okay. 08:51:56 25 requiresthreeinitial doses that are amonth apart and  08:54:42
Page 6 Page 8
1 Q. Youstatein paragraph 64: Itismy opinion 08:51:56 1 then followed by dosing every eight weekstill theend  08:54:44
2 based on the claims and specification of the 572 patent  08:52:00 | 2 of treatment; isthat right? 08:54:48
3 that a POSA would understand that challenged claims,  08:52:04| 3 MR. BRAUSA: Objection; form. 08:54:50
4 specificaly claim 15 and thereby claim 25, belimited  08:52:08 4 THE WITNESS: So 27 when combined with 26 08:54:51
5 to apredetermined fixed dosing schedules. 08:52:14 5 requiresthreeinitial doses, aprimary, two 08:54:56
6 Do you see that? 08:52:16 6 secondaries, and then followed by tertiary dosesat  08:54:59
7
8
9

9 broadly, in the last sentence of paragraph 74. Areyou 08:52:26
10 with me? 08:52:29
11 A | seeit. 08:52:30
12 Q. Itsays: Inmy opinion --itismy opinionthat 08:52:30
13 aPOSA would see this as further evidence that the 572  08:52:33
14 patent claims are drawn to predetermined fixed interval  08:52:37

08:55:03
BY MR. NIMROD: 08:55:04
Q. And to be within the scope of claim 27, | think  08:55:05
10 we talked about thislast time, it's your opinionthat  08:55:13

eight-week intervals.

11 if by happenstance or by treatment by PRN, aphysician  08:55:16

12 does not have a predetermined regimen but simply through 08:55:21
08:55:26

08:55:30

13 observation of the patient decides on an ongoing basis

14 to do first dose, two secondary doses and then have

15 dosing regimens. 08:52:41 15 eight-week dosing after that, that would not fall within 08:55:35
16 Do you see that? 08:52:42 16 the scope of the claims; is that right? 08:55:37
17 A. | seeit. 08:52:42 17 MR. BRAUSA: Objection; form. 08:55:39
18 Q. Isityour opinion that al the claims of the 572 08:52:43 18 THE WITNESS: Would you repeat the question, ~ 08:55:40
19 patent are directed to predetermined fixed interval 08:52:47 19 please? You combined acouple of different factors  08:55:43
20 dosing regimens? 08:52:52 20 there. 08:55:46
21 A. Yes,itis, it'smy opinion. 08:52:56 21 BY MR. NIMROD: 08:55:46
22 Q. Soif wecould turn to Exhibit 1, whichisthe = 08:52:58 22 Q. Right. Soif aphysician does not have a 08:55:47
23 patent, the 572 patent. And go to claim 27, claimsnear 08:53:02 | 23 predetermined dosing regimen, does that mean that the  08:55:48
24 theend. You're aready there. Good. 08:53:13 24 treatment does not fall within the scope of claim 27? ~ 08:55:52
25 Claim 27 depends from claim 26. And it requires 08:53:16 | 25 MR. BRAUSA: Objection; form. 08:55:56
Page 7 Page 9
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1 THE WITNESS: So my opinion, 27 requires a 08:55:57
2 predetermined dosing regimen. 08:56:03
3 BY MR. NIMROD: 08:56:08

4 Q. If you could then turn to page 30 and 31 and just 08:56:08
5 read paragraph 65 to yourself, please -- I'm sorry -- of 08:56:12

6 your declaration. 08:56:16

7 A. Okay. Paragraph 65? 08:56:17
8 Q. Yes, please. 08:56:21

9 A. Okay. 08:57:17

10 Q. Allright. On page 31, you -- sorry, go back to  08:57:18
11 30. Yousay: Fixed regimens are those where dosesare 08:57:23

1 follows 26, my answer is no, in advance, you cannot 08:59:16
2 predict the outcome of a given patient. 08:59:20
3 Q. Sodoesthat mean that for claim 27, whereyou  08:59:24

4 have a predetermined fixed schedule, that isnot based  08:59:28
08:59:34
6 treatment, one would simply measure the outcome at 08:59:37
7 52 weeksto seeif apatient achieved therequired gain  08:59:42
8 or not; isthat right? 08:59:47
9 MR. BRAUSA: Objection; form. 08:59:48
10 THE WITNESS: In order to meet -- inorderto  08:59:51
11  meet claim 26, then you would measure the outcome at  08:59:56

5 on patient outcomes, as you're going along with the

12 administered on a predetermined schedule regardiessof  08:57:28| 12 week 52 to see if the claim were followed. In 09:00:02
13 observed outcomes at any given visit. 08:57:31 13 clinica practice, obviously that's not something you 09:00:06
14 Do you see that? 08:57:33 14  would consider. 09:00:09
15 A. Yes | seethat. 08:57:34 15 BY MR. NIMROD: 09:00:11
16 Q. Okay. And then you go on and say that fixed 08:57:36 |16 Q. Youwouldn't consider whether or not -- what the 09:00:11
17 regimensinclude monthly doses, as well as regimens 08:57:39 | 17 outcome was at 52 weeksin particular? Isthat what you 09:00:13
18 involving a set number of loading doses all by dosing at 08:57:42 | 18 mean? 09:00:16
19 longer fixed interval asdescribed inthe EYLEA label. 08:57:46 | 19 A. Youwouldn't -- 09:00:17
20 Do you see that aswell? 08:57:50 20 MR. BRAUSA: Objection; form. 09:00:17
21 A. Yes | do. 08:57:51 21 THE WITNESS: You would not compareittothe 09:00:17
22 Q. Andthenyou go on the next sentenceand you say 08:57:52 | 22 claim. 09:00:22
23 that: Sometimes adherence to the predetermined 08:57:55 | 23 BY MR. NIMROD:
24 schedulesin perfect regimens are still considered fixed 08:58:00 | 24 Q. You would not compareit to -- how do you 09:00:24
25 when the intended dosing interval is based on a schedule 08:58:01 | 25 pronounce that again -- Ranibizumab? 09:00:28
Page 10 Page 12
1 rather than patient outcomes. 08:58:05 1 A. Ranibizumab. 09:00:30
2 Do you see that? 08:58:06 2 Q. Gotit. Okay. Soinactua clinical practice, 09:00:31
3 A. Yes | do. 08:58:07 3 you would not compare your patient's results to what the 09:00:36
4 Q. What do you mean by rather than patient outcomes? 08:58:09 4 patient would have achieved with Ranibizumab -- 09:00:40
5 MR. BRAUSA: Objection; form. 08:58:13 5 MR. BRAUSA: Objection. 09:00:43
6 THE WITNESS: By that, we mean that we adhere  08:58:14 6 BY MR. NIMROD: 09:00:43
7  tothe predetermined schedule and whether the patient 08:58:19 | 7 Q. -- for anindividua patient? 09:00:44
8 hassignificant success, marginal success, we stick to 08:58:23 8 MR. BRAUSA: Objection; form. 09:00:45
9 the schedule, regardless of that and wedo not use  08:58:30 9 THEWITNESS: Soinclinical practice, we have 09:00:46
10 patient-determined data at the visit to modify the  08:58:34 10 noway to know what that patient would have achieved 09:00:50
11 dosing. 08:58:38 11  had they received Ranibizumab instead of Aflibercept. 09:00:54
12 BY MR. NIMROD: 08:58:40 12 BY MR. NIMROD:
13 Q. Sothendoesthat mean that if -- strikethat.  08:58:41 13 Q. Sofor claim 26, how would a physician know 09:01:01
14 When you -- strike that again. 08:58:45 14 whether or not the -- let me strike that again. 09:01:09
15 If aphysician decidesto use apredetermined  08:58:49 15 How would a-- for claim 26, how would askilled 09:01:14
16 dosing regimen, ascalled for by claim 27inthe572  08:58:51 | 16 artisan know whether they were practicing claim 26 and  09:01:18
17 patent, doesthe physician know -- can the physician ~ 08:58:55 | 17 specifically know whether or not they had achieveda  09:01:24
18 predict in advance whether an individua patient will ~ 08:59:00 | 18 gainin visual acuity as compared to Ranibizumab? 09:01:26
19 have a specific outcome? 08:59:02 19 MR. BRAUSA: Objection; form. 09:01:32
20 MR. BRAUSA: Objection; form. 08:59:05 20 THE WITNESS: Well, if you look at the writing 09:01:33

21 THE WITNESS: You're speaking of treating with  08:59:07

22 Aflibercept? 08:59:10
23 BY MR. NIMROD: 08:59:10
24 Q. Yes | am. 08:59:10

08:59:11
Page 11

25 A. And according to claim 27, which, of course,

21 of 26, and you are concerned about meeting the claim, 09:01:38
22 then you would compareit to the comparator, which is 09:01:43

23 Ranibizumab, if you were worried about meeting the ~ 09:01:47
24 clam. 09:01:51
25 BY MR. NIMROD: 09:01:52

Page 13

4 (Pages 10 - 13)

Veritext Lega Solutions

Caendar-CA @veritext.com 866-299-5127

Samsung Bioepis Exhibit 1076

Page 4



1 Q. Buttheclaim 26 and, therefore, claim 27 refer  09:01:52

2 totreating a patient. Do you see that? 09:01:58

3 A. Yes 09:02:00

4 Q. Sofor apatient, how would you determine, asa  09:02:00
09:02:04

6 method -- let me start over again, okay? 09:02:08

7 All right. So let's say aphysician decidesto  09:02:10

8 practice the dosing regimen that's required by claim 27, 09:02:15

5 skilled artisan, whether you were practicing the

9 which isaninitial dose, two secondary doses and then  09:02:20
10 one month apart, and then tertiary doses that are eight  09:02:24
11 weeks apart, do you follow me? 09:02:28
12 A. Yes 09:02:31
13 Q. Okay. Soaskilled personisthentreatinga  09:02:31
14 patient following that regimen, that's required by claim 09:02:35
15 27, how does the skilled person know whether the patient 09:02:39
16 that they're treating meets the limitation -- limitation 09:02:44
17 of wherein is as effective in achieving againin visual 09:02:49
18 acuity as monthly administration of 0.5 milligramsof ~ 09:02:53
19 Ranibizumab by intravitreal injection in human subjects  09:02:58

1 BY MR. NIMROD: 09:05:14
2 Q. Soinorder to meet the method of claim 27, the  09:05:14
3 patient would have to achieve at least 8.1 intermsof ~ 09:05:17
09:05:23
09:05:25
09:05:25

09:05:26

4 improved visua acuity?

5 MR. BRAUSA: Objection.

6 BY MR. NIMROD:

7 Q. Isthat right?

8 MR. BRAUSA: Objection; form. 09:05:26

9 THE WITNESS: So treated, accordingto 26 and  09:05:28
27, with Aflibercept, patient would -- at 52 weeks,  09:05:30
would have to meet eight letters. We don't measure at 09:05:35
point 1. 09:05:41

BY MR. NIMROD: 09:05:43

14 Q. Youalsosaidinyour answer, you get theresults 09:05:44

15 that you get. What -- let me start over again. 09:05:53

16 In your answer, you said you get the resultsthat  09:05:57

17 you get at 52 weeks. What did you mean by that? 09:05:59

18 A. Sort of acolloquia way of sayingit. Youtreat 09:06:03

19 according to your regimen. And theresultsyouendup 09:06:08

20 with age-related macular degeneration at 52 weeks 09:03:03 | 20 with are what you end -- are what you have for that 09:06:11

21 following theinitial dose? 09:03:09 21 patient. You have no way of comparing to adifferent  09:06:14

22 MR. BRAUSA: Objection; form. 09:03:11 22 regimen that could have been used or adifferent drug  09:06:19

23 THE WITNESS: So let me answer that two ways.  09:03:12 23 that could have been used. 09:06:21

24 So one, the physician would not know what might have 09:03:1924 Q. And when you say you get what you get, if you're 09:06:24

25  happened if Ranibizumab had been used instead of 09:03:22 | 25 practicing the method of claim 27, that means that you  09:06:26
Page 14 Page 16

Aflibercept. Soyou get the resultsthat you get.  09:03:27 1 don't have away of predicting whether or not you're ~ 09:06:29

1
2 Secondly, if you're looking to know, doesit  09:03:33
3 meet the claim, then you look at the data -- you look 09:03:35
4 at the monthly -- the expected visua acuity results 09:03:42
5 at 52 weeks with monthly Ranibizumab. 09:03:46
6 BY MR. NIMROD:
Q. And what isthe expected visua acuity resultsat  09:03:50
8 52 weeks for monthly Ranibizumab? 09:03:56
9 A. Somy understanding is that comes from the 09:03:59
10 specifications. And that comes -- and that comesfrom  09:04:03
11 table 1inthe specifications. Andintablel, there  09:04:09
12 aretwo numbers. Column 15. 09:04:16
13 Q. I'mthere. Yeah. 09:04:22
14 A. Yeash. So8.1and9.4. Thosearederived from  09:04:24
15 two parallel similarly structured studies. 09:04:28
16 Q. Soisityour opinionthat in order for amethod 09:04:31
17 to fall within the scope of claim 27, therehastobea 09:04:38
09:04:44

~

18 mean improvement in visual acuity of 8.1 or 9.4?
19 MR. BRAUSA: Objection; form. 09:04:51

20 THE WITNESS: Soiif treating with Aflibercept  09:04:51
21  according to the specificationsin 26 and 27, then my 09:04:55
22
23
24
25

understanding is it has to meet those numbers. Now, 09:04:59
wecan argueisit 8.1, isit 9.4, but that'sthe  09:05:03
comparator for Ranibizumab that's specified inthe  09:05:09

claim. 09:05:13

2 going to be above or below the baseline for Ranibizumab  09:06:31
09:06:34
09:06:36

3 of eight letter gains; isthat right?
4 A. Soyou'resaying --

5 MR. BRAUSA: Objection; form. 09:06:39

6 THE WITNESS: That if you treat accordingto  09:06:43
7 the specificationsin claims 26 and 27, that there's  09:06:44

8 09:06:47
9 09:06:52
09:06:54

no way in advance to know if your 52-week visual
acuity result is going to be above or below the
10
11
12

comparator, which is Ranibizumab result.
BY MR. NIMROD: 09:06:58

Q. And you agree with that? 09:06:58
13 A. Asl stated it, yeah. Well, as| stated it, yes. 09:07:00
14 Q. You stated it better. Let mejust repeat that, 09:07:05
15 then. 09:07:12
16 A. Okay.
17 Q. It'syour opinion that if you treat accordingto 09:07:12
09:07:16
19 way to know in advanceif you're going to meet the 09:07:18
20 52-week visual acuity result that is going to be above  09:07:22
21 or below the comparator, which is Ranibizumab; isthat  09:07:27
22 right? 09:07:30
23 A. Treating with Aflibercept, yes. That'scorrect. 09:07:30
24 Q. Andwhen| say claim 27, that -- of course, that 09:07:34
09:07:38

18 the dosing regimen of claims 27, I'll say, there'sno

25 aways requires Aflibercept, just --

Page 15
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1 A. I know. | understand. Becauseit'sincludedin 09:07:40

2 26. 09:07:43

3 Q. Right. Okay. And soif you'repracticingthe  09:07:43

4 method of claim 27, there's no discretion with respect  09:07:49
09:07:56

6 regimensin terms of the number of secondary dosesand  09:08:00
7 the spacing between the weeks of administration; isthat 09:08:04
8 right? 09:08:09

9 MR. BRAUSA: Objection; form. 09:08:09

10 THE WITNESS: If you're practicing accordingto 09:08:11

5 to practicing that claim as to modifying the dosing

11 theclaim, then the doseisfixed, and you don't 09:08:14

12 modify or you don't change from the fixed dosing.  09:08:18
13 BY MR. NIMROD:

14 Q. Thank you. All right. So now, let'sturnto  09:08:22

15 claim 1 of the 572 patent. Claim 1isamethod of 09:08:26

16 treating an angiogenic eye disorder in apatient in need 09:08:42

17 thereof. 09:08:46
18 Do you see that? 09:08:47
19 A. ldo. 09:08:47

20 Q. Anditrequiresasequential administration of an 09:08:48
21 1V injection of asingle dose of 2 mg of Aflibercept; is 09:08:56

1 BY MR. NIMROD:
2 Q. Soif askilled personispracticing claim 1, is 09:10:29

3 the regimen fixed in advance such that there's no 09:10:33

4 discretion as to how many secondary and how many 09:10:38
5 tertiary doses are administered? 09:10:42

6 MR. BRAUSA: Objection; form. 09:10:46

7 THE WITNESS: So the predeterminationisthe  09:10:47
8 number of doses given. If thereisno 09:10:52

9 predetermination or if the treatment regimen is 09:10:55

10 changed because of an observation of the patient, then 09:11:00
11 thephysicianisnow practicing an individualized and 09:11:05
12 not apredetermined fixed regimen. 09:11:09

13 BY MR. NIMROD:

14 Q. So could you describe how a physician would 09:11:13

15 practice claim 1, be within the scope that it'snot PRN? 09:11:15

16 MR. BRAUSA: Objection. 09:11:21
17 BY MR. NIMROD: 09:11:21

18 Q. Givemean example. 09:11:22

19 MR. BRAUSA: Objection; form. 09:11:22

20 THE WITNESS: SoI'm-- by you're--youre  09:11:23
21 sayingis, isnot PRN, so I'minterpreting that as how 09:11:29

22 that right? 09:09:02 22 would aphysician practice that as afixed regimen. 09:11:34
23 A. Intravitreal and intravenous, yes. 09:09:03 23 Sothefixed regimen, an example, would be aphysician 09:11:38
24 Q. Oh, intravitreal, thank you. 09:09:05 24 would say, I'm going to start by givingaprimary ~ 09:11:43
25 And then it says: Followed by one or more 09:09:07 25 dose, I'm going to then give two secondary doses, and 09:11:46
Page 18 Page 20
1 secondary doses and one or more tertiary doses. 09:09:10 then I'm going to switch after that to tertiary doses, 09:11:50
2 Do you see that? 09:09:13 which we're going to continue. 09:11:55
3 A. Yes | do. 09:09:13 BY MR. NIMROD:
4 Q. Okay. Andthenitgoesonand saysthat each  09:09:14 Q. Okay. And once the physician has made that 09:11:59

5 secondary dose is administered approximately four weeks 09:09:19
09:09:21
09:09:24

6 apart and that each tertiary is administered
7 approximately every eight weeks apart. |Isthat right?
8 A. Yes 09:09:28

9 Q. Now, inwhat senseisclaim 1 a predetermined 09:09:28
09:09:34

11 In what senseisclaim 1 apredetermined fixed ~ 09:09:38

12 dosing regimen? 09:09:42

13 MR. BRAUSA: Objection; form. 09:09:43

14 THE WITNESS: Theclaim-- claim 1 saysyou're 09:09:49

10 dosing regimen -- or let me strike that.

15 going to give your primary dose, then you're going to  09:09:51
16 give anumber of secondary doses and then followed by 09:09:53
17 tertiary doses at set intervals. 09:09:57
18 BY MR. NIMROD:

19 Q. Butif askilled artisanispracticingclam 1, 09:10:01

20 how isthe number of secondary doses predetermined and  09:10:11

21 fixed, if at all? 09:10:15
22 MR. BRAUSA: Objection; form. 09:10:18
23 THE WITNESS: So my read of claim 1 isthat 09:10:19

24 this number of secondary dosesis predetermined, and 09:10:23
25 therefore, isfixed. 09:10:27

Page 19

was for claim 27 going forward with no discretion based  09:12:06
09:12:12
MR. BRAUSA: Objection; form. 09:12:15

THE WITNESS: The -- if you meet the number of  09:12:16

1

2

3

4

5 decision, then the regimen isfixed in the sense that it 09:12:02
6

7 on the patient outcomes along the way; is that right?

8

9

10 doses, you eventually get to the point where you might 09:12:22

11 elect to stop therapy or reassess. But aslong asyou 09:12:29

12 meet the number of doses here and in apredetermined 09:12:34

13 fashion, then that's the fixed regimen. 09:12:38

14 THE VIDEOGRAPHER: Excuse me, can we go off the 09:12:42

15 record? 09:12:45

16 MR. NIMROD: Sure. 09:12:46

17 THE VIDEOGRAPHER: Stand by. We are going off  09:12:46
18 therecord at 9:12. 09:12:48

19 (A brief recess was taken.) 09:12:50

20 THE VIDEOGRAPHER: We are back on therecord at  09:14:45
09:14:56
09:14:57

21 914
22 BY MR. NIMROD:

23 Q. Soif weturn now to -- on claims 24 and 25. 09:15:01
24 A. Yes 09:15:08
25 Q. Claim 24 depends from claim 15 and says: Wherein 09:15:08
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1 only two secondary doses are administered to the 09:15:12 1 patient will meet the gain required by claim 2 in 09:18:05
2 patient. 09:15:18 2 advance -- know that in advance of start of the 09:18:09
3 Do you see that? 09:15:18 3 treatment? 09:18:11
4 A. Yes 09:15:19 4 MR. BRAUSA: Objection; form. 09:18:12
5 Q. Andthen claim 25 says: Wherein, four secondary 09:15:19 | 5 THE WITNESS: No. Hewould not know in advance 09:18:12
6 doses are administered to the patient. 09:15:23 6 if the visual acuity requirement were going to be met. 09:18:16
7 Do you see that? 09:15:25 7 BY MR. NIMROD:
8 A. Yes. 09:15:25 8 Q. Sothe physician would simply measure at week 52 09:18:20
9 Q. Arethose methodsfixed inthe sensethat --in  09:15:26 9 whether there was a gain and whether the gain wasagain  09:18:24
10 the same sensethat claim 27 is, with the difference 09:15:32 10 inthe BCVA; isthat right? 09:18:29
11 being that claim 15 -- 25 requires four secondary doses 09:15:36 | 11 MR. BRAUSA: Objection; form. 09:18:32
12 but otherwiseisfixed in the same type of way? 09:15:39 12 THEWITNESS: No. Theclaim 1taksabouta 09:18:33
13 MR. BRAUSA: Objection; form. 09:15:42 13 visua acuity gain within 52 weeks and so hewould ~ 09:18:37
14 THE WITNESS: Sothosedosesfollow from15  09:15:43| 14 measure periodically along theway. Typically wed 09:18:42
15 and, again, thisis predetermined dosing with 09:15:48 15 measureit every visit. Could be measured monthly but 09:18:45
16 Aflibercept, so asingle dose and then followed by ~ 09:15:53 16  hewould measure on aregular basis and look at each  09:18:48
17  exactly two secondary dosesto meet claim 24 or four 09:15:59 | 17  of those results up through week 52. 09:18:51
18 secondary dosesto meet claim 25 and then regarding  09:16:04 | 18 BY MR. NIMROD: 09:18:55
19 whichever predetermined decision the physician made, 09:16:12 19 Q. Isthegainin visual acuity required by clam 1 09:18:55
20 hewould then follow with the tertiary doses. 09:16:15 20 thesame asthe BCVA gainor isthat different--a  09:19:00
21 BY MR. NIMROD: 09:16:19 21 different measurement? 09:19:05
22 Q. Okay. Soit would be fixed then in the same 09:16:20 22 MR. BRAUSA: Objection; form. 09:19:07
23 sensethat claim 27 was fixed, that therewouldbeno  09:16:23 | 23 THE WITNESS: Sothegaininvisual acuity in  09:19:09
24 discretion asto how you change the -- to changethe  09:16:26 | 24 claim 1, my interpretation isthat is again relative 09:19:14
25 dosing, timing, throughout the treatment? 09:16:29 25  to baseline, not relative to the Ranibizumab 09:19:19
Page 22 Page 24
1 MR. BRAUSA: Objection; form. 09:16:33 1 comparator. 09:19:24
2 THE WITNESS: So predetermined, fixed andthe 09:16:33| 2 BY MR. NIMROD: 09:19:24
3 physician would not exercise discretion. 09:16:41 3 Q. Okay. Butwhat -- strike that. 09:19:25
4 BY MR. NIMROD: 09:16:45 4 You haveaclam 2, thereésaBCVA score, when  09:19:28

5 Q. Okay. Couldyoulook at claim 2, please. Just 09:16:46

6 read that to yourself. 09:16:52
7 A. Okay. 09:16:59
8 Q. Soclam 2relatesto achievingagainin BCVA  09:17:00
9 according to ETDRS letter score. 09:17:06
10 Do you see that? 09:17:10
11 A. Yes 09:17:14
12 Q. Andisit your understanding that the -- that ~ 09:17:15
13 that'sreferring to -- well, strike that. 09:17:18
14 Again, would you have -- would aphysicianthat  09:17:21
15 ispracticing the dosing regimen of claim 1 with 09:17:27
16 Aflibercept know whether or not an individual patient  09:17:30

17 will meet the gain required by claim 2 in advance at the 09:17:33

18 start of the treatment? 09:17:40

19 MR. BRAUSA: Objection; form. 09:17:45
20 THE WITNESS: So -- repeat the question, 09:17:48
21 please. 09:17:52

22 BY MR. NIMROD:
23 Q. Would aphysician that is practicing thedosing  09:17:54

24 regimen of claim 2, which depends on claim 1, with 09:17:56
25 Aflibercept, know in advance whether an individual 09:18:02
Page 23

5 you'relooking at claim 1, is-- areyou looking fora  09:19:35
6 BCVA gainwhen it says: Wherein, the patient achievesa 09:19:38
7 gaininvisua acuity within 52 weeks following the 09:19:42

8 initial dose? 09:19:44

9 A. Soclamlsaysaganinvisua acuity. Claim2 09:19:48
10 tells usthat you measure the visual acuity by an ETDRS  09:19:53
09:19:59

12 Q. For claim 1, isthere some other way of measuring 09:20:00

11 letter score.

13 visua acuity to seeif there'sagain, other thanthe  09:20:02
14 ETDRS letter score? 09:20:06

15 A. Sothe ETDRSisaspecific chart that'sused.  09:20:09
16 There are other charts that can be used as well. 09:20:14
17 Q. What are some of the other charts? 09:20:20

18 A. The Snellen chart, they're commonly used. 09:20:23
19 Q. Do theresultsfrom the Snellen chart correlate  09:20:29

20 well with the ETDRS letter score? 09:20:34

21 MR. BRAUSA: Objection; form. 09:20:37

22 THE WITNESS: They correlate closely but not ~ 09:20:40

23  exactly. 09:20:44

24 BY MR. NIMROD:

25 Q. Allright. Couldyouturntoclam30onthe  09:20:51
Page 25
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1 next page of the 572 patent. 09:20:56

2 09:21:04

3 Wherein, maintenance of visual acuity meansloss of less 09:21:07
4 than 15 letters, BCVA, as measured by the ETDRS letter  09:21:1

Claim 30 depends from claim 29 and states:

5 score. 09:21:19
6 Do you see that? 09:21:19
7 A. Yes. 09:21:20
8 Q. Anddoesaphysician know, if they're 09:21:20
9 practicing -- strike that. 09:21:29
10 Why don't you look at claim 29 so we havethe  09:21:30
11 context here since it's dependent from it. 09:21:34
12 Areyou there? 09:21:35
13  A. I'mreading. 09:21:36
14 Okay. 09:21:59
15 Q. Okay. Soclaim 29, like claim 26, has a: 09:22:00
16 Wherein, the method is effective -- isas effectivein  09:22:04

17 maintaining visual acuity as monthly administration of ~ 09:22:08
18 0.5 milligrams of Ranibizumab by intravitreal injection 09:22:13
19 in human subjects with age-related macular degeneration  09:22:17
20 at 52 weeksfollowing the initial dose. 09:22:21

21 Do you see that? 09:22:23

22 A. Yes. 09:22:24

23 Q. Andtheclaim 30 hasthat limitation regarding ~ 09:22:24

24 loss of lessthan 15 lettersin the ETDRS letter score.  09:22:37

1 Q. | meanttosay -- 09:23:49
2 A. No. That'snot correct. 29 says. Theclause 09:23:51
3 for vision is as effective as maintaining visual acuity 09:23:56

D 4 asmonthly administration of 0.5-milligram Ranibizumab  09:24:0
5 at 52 weeks. 09:24:05
6 Q. What'sthe difference? 09:24:18

7 A. 26 says. Aseffectiveasachievingagainin  09:24:19

8 vision as monthly Ranibizumab at 52 weeks. 09:24:24

9 Q. Okay. Sothank you for pointing that out. 09:24:29
10 So what isthe standard, then, go throughthe  09:24:33
11 sameexercise, skilled artisan istreating apatient,  09:24:35

09:24:40
13 and wants to know whether or not they are practicing the 09:24:44
14 method of claim 29, what standard they use, sincethey  09:24:48

12 according to the regimen of claim 29, with Aflibercept,

15 can't redose the same patient in some hypothetical 09:24:51
16 world? 09:24:56

17 MR. BRAUSA: Objection; form. 09:24:57

18 THE WITNESS: | -- by standard, do you mean, is 09:24:58
19 thevisua acuity result meeting theclaim? Isthat 09:25:02

20 what you're asking me by standard? 09:25:06

21 BY MR. NIMROD: 09:25:07

22 Q. Yes. 09:25:07

23 A. Yes. Sostated there, as effective as 09:25:07

24 maintaining visual acuity and then claim 30 tellsusthe 09:25:12

25 Do you see that? 09:22:42 25 definition of maintenance, which is aless than 15 09:25:17
Page 26 Page 28
1 A Yes 09:22:43 1 letter loss. 09:25:20
2 Q. Soif aPOSA or the skilled person meetsthe 09:22:44 2 Q. Soclaim 29, if you just ook at that. 09:25:22
3 limitation of the wherein clausein claim 29, won't they 09:22:51 3 A. Yes 09:25:28
4 always meet the wherein -- the limitation of clam 30  09:22:55 4 Q. Isif askilled person practices the regimen 09:25:29
5 because you told me that the limitation at the bottom of 09:22:59 | 5 called for by claim 29. 09:25:33
6 claim 26 and therefore, 29, requires at least an 09:23:03 6 A. Yes 09:25:35
7 eight-letter gain; is that right? 09:23:07 7 Q. And the patient does not have aloss of morethan 09:25:35
8 MR. BRAUSA: Objection; form. 09:23:10 8 15 letters, then the physician is practicing the method  09:25:45
9 THE WITNESS: Repeat the question, please. | 09:23:11 9 of claim 29; isthat right? 09:25:51
10 think there are two questionsin there. 09:23:15 10 MR. BRAUSA: Objection; form. 09:25:53
11 BY MR. NIMROD: 11 THE WITNESS: So assuming he's practicing the  09:25:54
12 Q. Okay. Justto go back, | believeyoutold me  09:23:16 12 treatment, the injections, per the schedule up above (09:25:58
13 that the wherein clause at the bottom of 26 requirea  09:23:19 13 and his-- heis-- one second -- and then the patient 09:26:01
14 gaininvisua acuity of at least eight letter scores.  09:23:23 14 hasalessthan 15-letter vision loss, then heis  09:26:16
15 Isthat right? 09:23:30 15 practicing the claim. 09:26:22
16 A. Yes 09:23:31 16 BY MR. NIMROD: 09:26:24
17 Q. Okay. Andsoclaim 29, likewise, requires a 09:23:32 17 Q. And| wasasking about claim 29. You understand 09:26:24
18 visual acuity gainin letter score of at least eight.  09:23:37 18 that, right? 09:26:26
19 Correct? 09:23:41 19 A. Yes. 09:26:27
20 MR. BRAUSA: Objection; form. 09:23:42 20 Q. Justtobeclear. 09:26:27
21 THEWITNESS: I'm sorry. 29 requiresthat? Is 09:23:44 |21 A. Yes. Yes. 09:26:28
22 that what you're asking me? 09:23:46 22 Q. Okay. Soit'syour opinion that the wherein 09:26:28
23 BY MR. NIMROD: 09:23:47 23 clause at the bottom of claim 29, which requiresthe  09:26:31
24 Q. Did| say that? 09:23:47 24 comparison to Ranibizumab, has the same standard or is  09:26:38
25 A. That'swhat you said, yes. 09:23:48 25 the same standard as the wherein clause of claim 30. Is 09:26:41
Page 27 Page 29
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1 that right?
2 MR. BRAUSA: Objection; form. 09:26:49

3 THE WITNESS: So maintaining visual acuity at  09:26:51
09:26:56

09:26:48

4 thetime, and to this day, on macular degeneration
patients, is defined as aless than 15-letter vision 09:26:59
loss. That's been standard. 09:27:05

BY MR. NIMROD: 09:27:05
Q. Sothe answer to my question isyes? 09:27:06

09:27:07

09:27:08

09:27:09

9 A. Isyes.
10 Q. Thanks.
11 Turning, again, to claim 29, does the
12 specification provide guidance as to how many secondary  09:27:38
13 doses should be administered to an individual patient? 09:27:45

14 A. Theguidance hereis one or more secondary doses. 09:27:52

09:29:41
09:29:41

1 MR. BRAUSA: Objection; form.

2 THE WITNESS: Soyes. That would also fall
3 within the scope of 29. 09:29:45

4 BY MR. NIMROD:

5 Q. Andjust asanother example, if | only -- if the 09:29:46

6 physician only gave two secondary doses, that likewise 09:29:48

7 would fall within the scope of claim 29, assuming it was 09:29:52

8 fixed and predetermined at the start? 09:29:55
9 A. Soassuming -- 09:29:57
10 MR. BRAUSA: Objection; form. 09:29:57

11 THE WITNESS: So assuming it'stwo secondary ~ 09:29:58
12 doses, given four weeks apart after the primary, and  09:30:01
13 then followed by tertiary doses, one or more tertiary, 09:30:05
14 at eight-week intervals, and then meeting thevisual  09:30:09

15 Q. That'sthe only guidance? 09:27:57 15 gpecifications, then that would meet the claim. 09:30:14
16 MR. BRAUSA: Objection; form. 09:27:58 16 BY MR. NIMROD: 09:30:17
17 BY MR. NIMROD: 09:27:59 17 Q. Okay. So my three examples had two secondary ~ 09:30:17
18 Q. | meant -- let me start over again. 09:27:59 18 doses, | think 8and 11. So my questionis, doesa  09:30:21
19 Does the patent specification provide guidance as  09:28:01 19 specification teach a skilled person, specification of  09:30:28
20 to how many secondary doses should be administeredto ~ 09:28:05 20 the 572 patent, not just the claim, how to select the  09:30:31
21 a-- actually, let me strike that and start over again. 09:28:10 21 number of secondary dosesto give to an individual 09:30:34
22 All right? 09:28:13 22 patient? 09:30:37
23 Soclaim 29, if | look at that, it saysthat ~ 09:28:13 23 MR. BRAUSA: Objection; form. 09:30:38
24 there is some number of secondary dosesand it simply ~ 09:28:17 24 THE WITNESS: So that'sabroad question. Are 09:30:39
25 saysone or more, asyou just said. Right? 09:28:21 25 you asking the entire patent, the specificationsof ~ 09:30:44
Page 30 Page 32
1 A. That'scorrect. 09:28:24 1 the patent, does that teach the patient -- teach the 09:30:49
2 Q. Andthenit says: Oneor moretertiary doses.  09:28:25 2 physician -- 09:30:53
3 Right? 09:28:28 3 BY MR. NIMROD: 09:30:53
4 A. Yes, it saysthat. 09:28:29 4 Q. Yesh, how many -- 09:30:54
5 Q. Soif aphysician decided to give oneinitial 09:28:30 5 A. -- orareyou asking for 29 specifically? 09:30:54
6 dose, 11 secondary doses, followed by tertiary doses, at 09:28:36 | 6 Q. No, the specification. Doesit teach the 09:30:57
7 eight weeks apart, that physician would be practicing  09:28:43 7 physician how to select the number of secondary doses? 09:31:01
8 claim 29 assuming that the effectivenesswas achieved;, 09:28:46 | 8 If you don't know right now, that's fine. 09:31:04
9 isthat right? 09:28:52 9 A. Yeah
10 MR. BRAUSA: Objection; form. 09:28:52 10 Q. If you'd haveto read the whole spec, | don't ~ 09:31:05
11 THE WITNESS: So given the scheduling that 09:28:54 | 11 want to wait for that. 09:31:08
12 we'vetaked about, assuming that is predetermined, 09:28:58 | 12 A. Okay. 09:31:08
13  and assuming when we say effectiveness, weremeeting 09:29:0213 Q. Do you have -- I'll strikeit.
14 thefinal clause with respect to maintaining visual  09:29:05 14 Do you have a current opinion asto whether or ~ 09:31:09
15 acuity, then yes. That would be meeting theclaim.  09:29:07 | 15 not the specification of the 572 patent providesany =~ 09:31:10
16 BY MR. NIMROD: 16 guidanceto askilled person asto how to select the  09:31:13
17 Q. Sothen my question would be -- let me ask 09:29:12 17 number of secondary dosesto administer to an individual 09:31:16

18 another one. 09:29:14

19 If aphysician decided, predetermined, to givea 09:29:15
20 singleinitial dose of Aflibercept asrequiredinclaim 09:29:20
21 29 and then gave eight secondary doses four weeks apart, 09:29:23
22 followed by the tertiary doses, and they achieved -- the 09:29:29

23 patient achieved the visual acuity requirement, that ~ 09:29:33
24 method would fall within the scope of claim 29 aswell, 09:29:36
25 right? 09:29:39

Page 31

18 patient in a predetermined fashion? 09:31:20

19 MR. BRAUSA: Objection; form. 09:31:23

20 THE WITNESS: So I'm not completely familiar  09:31:24
21 with what the specifications say off thetop of my  09:31:30
22 head. But other than, we would look to probably 09:31:32
23 change, based on disease. And then past that, it does 09:31:40
24 not tell usthat -- strike that. 09:31:44

25 So I'm not aware of anything in the 09:31:49

Page 33
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1 specificationsto guide the physician asto how many 09:31:58
2 secondary doses to give. 09:32:01
3 BY MR. NIMROD:

4 Q. Soadquestion, inyour -- in one's individual 09:32:04

1 Q. Soif I wereto follow the method of -- strike  09:35:12
2 that. | think that's fine. 09:35:17
3 MR. NIMROD: I'd like to mark as Stewart 09:35:18

4 Exhibit 3 acopy of Exhibit 1039 in the record, whichis 09:35:44

5 practice, how does one determine the number of secondary 09:32:10 5 an article by Jeffrey Heier, H-E-I-E-R, and it looks ~ 09:35:55
6 dosesto give apatient if the patient isgoing to beon  09:32:14 6 likeit was published in 2011. 09:36:02
7 afixed predetermined dosing schedule? 09:32:17 7 (Exhibit No. 3 was marked for identification.) 09:36:07
8 MR. BRAUSA: Objection; form. 09:32:20 8 THE WITNESS: Okay. 09:36:07
9 THE WITNESS: Soin our practice now, wewould 09:32:24 9 BY MR. NIMROD: 09:36:22
10 base predetermined dosing regimens with Aflibercept, 09:32:30 10 Q. Dr. Stewart, haveyou seen thisarticleinthe  09:36:22
11  based upon phase 3 trials, which prespecify the dosing 09:32:35 11 past? 09:36:24
12 regimens. 09:32:42 12 A. | have. 09:36:24
13 BY MR. NIMROD: 09:32:42 13 Q. When do you recal reading this article? 09:36:26
14 Q. Okay. Sofor AMD, what would be the number of ~ 09:32:43 14 A. Probably years ago. 09:36:35
15 secondary doses, according to the clinical trial, phase 09:32:47 15 Q. Probably when it was published, about then? 09:36:36
16 3trials? 09:32:51 16 A. Probably. 09:36:39
17 A. That would be two secondary doses. 09:32:51 17 Q. Would you turn to -- strike that. 09:36:40
18 Q. Andthen for DME, what would it be? 09:32:54 18 Y ou understand that the Trap-Eyeisareference  09:36:46
19 MR. BRAUSA: Objection; form. 09:32:59 19 to Aflibercept in this article? 09:36:50
20 THE WITNESS: For DME, from the secondary 09:32:59 20 MR. BRAUSA: Objection. 09:36:53
21 trial, from the phase 3 trials, on apredetermined  09:33:03 21 THE WITNESS: It'svascular endothelial growth 09:36:53
22 regimen, we would give four secondary doses. 09:33:09 22 factor, Trap-Eyeis-- isareference to Aflibercept. 09:36:59
23 BY MR. NIMROD: 23 BY MR. NIMROD: 09:37:.01
24 Q. Doesthe 572 patent, in your view, provideany  09:33:14 24 Q. Andyou understand that this articleis providing 09:37:09
25 guidance asto -- I'll strikethat. You've answered — 09:33:24 25 the one-year results of the CLEAR-IT, that's CLEAR 09:37:12
Page 34 Page 36
1 that already. 09:33:31 1 Hyphen I-T 2, phase 2 study for Aflibercept; isthat ~ 09:37:19
2 Would you agree that the -- that for the method ~ 09:33:31 2 right? 09:37:24
3 of claim 29, if given to a patient population, the 09:33:48 3 A. Yes 09:37:24
4 regimen of the practice, it would beinherentinthe  09:33:54 4 Q. Areyou familiar with the dosing regimen of 09:37:26
5 resultsthat at least some patients would meet the 09:34:00 5 the -- dosing regimens of the 2-milligram armsfor the  09:37:35

6 effectiveness of the visual acuity required by claim 29? 09:34:02
7 MR. BRAUSA: Objection; form. 09:34:10
8 THE WITNESS: Y ou would have to take 29 and you 09:34:12
9 would haveto be sure that the patients were treated  09:34:18
10 adequately for one year, meaning a sufficient number  09:34:23
11  of secondary and/or tertiary doses to extend out 09:34:26

12  through one year before you could make a determination 09:34:30

13 onwhether or not you're going to meet thevisual ~ 09:34:36
14 acuity requirement. 09:34:40

15 BY MR. NIMROD:

16 Q. Sojust -- you wouldn't know? 09:34:41

17 A. What I'm saying is, you would have to make sure  09:34:43
18 you're adequately treating the patient for an extended  09:34:47
19 period of time. Thereason for that isthat thevisual  09:34:49

20 acuity result here ends at 52 weeks. So if you wereto  09:34:53
21 treat apatient with one primary, one secondary, one  09:34:59

22 tertiary, that might not be sufficient to give you the  09:35:01

23 52-week result you're looking for. 09:35:08
24 Q. Under just three doses? 09:35:09
25 A. That'scorrect. 09:35:12

Page 35

6 CLEAR-IT 2, phase 2 clinical tria? 09:37:41

7 A. Let meread it again to refresh my memory. 09:37:43

8 Q. If you could turn to page 5, which is 1102 in the 09:37:48

09:37:54
09:38:03

9 article, and thereis a chart that refersto some
10 designations such as 2Q12 and 2Q4, if that helps.
11 A. | seethat. 09:38:25
12 Q. Okay. 09:38:27
13 A. Okay. 09:38:28
14 Q. Allright. Sowhat isthe arm of 2Q12 mean?
15 MR. BRAUSA: Objection; form. 09:38:33
16 THE WITNESS: So you haveto go into the 09:38:33
17 methods section to actually see what that means. And 09:38:37
18 inthe methods section -- I'm sorry, did you say 2Q12, 09:38:41
19 isthat what you're asking? 09:38:46
20 BY MR. NIMROD: 09:38:48
21 Q. Yes, and I'm going to ask about 2Q4 next if you 09:38:48
22 want to just tell me about both. 09:38:51
23 A. Allright. Solet me start off with2Q4 since  09:38:53
24 it'sinthat order. So 2Q4 is 2 milligrams of 09:38:58
25 Aflibercept dosed at four-week intervals, atotal of ~ 09:39:03

09:38:28
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1 four injections. And then after that, patientswere ~ 09:39:08 1 In contrast, are you talking to the 2Q4 armin  09:42:25
2 dosed PRN through the course of one year. 09:39:15 2 the CLEAR-IT -- 09:42:31
3 2Q12 means that they were dosed at baseline. 09:39:21 3 BY MR. NIMROD: 09:42:33
4 They had a second dose 12 weeks later and then were 09:39:26| 4 Q. No. 09:42:33
5 treated PRN through one year. 09:39:30 5 A. --or what areyou talking -- which arms areyou  09:42:33
6 Q. Allright. If we could go, then, to that chart | 09:39:36 6 talking about in CLEAR-IT? 09:42:35
7 mentioned. 09:39:38 7 Q. Waell, it would be both. So based on the 09:42:37
8 A. Okay. I'msorry. Areyou--isit Figure5,is 09:39:39 8 teachings -- 09:42:38
9 that -- 09:39:43 9 A. Okay.
10 Q. Figure5. Yes, please. 09:39:43 10 Q. -- of theresultsof anine-letter gain of 2Q4  09:42:38
11 So for the 2Q4, those are the light gray boxes ~ 09:39:49 11 and a5.2 mean gain for 2Q12, would you agreethat a ~ 09:42:43
12 that go along and at the end have a 9.0 next to them; is 09:40:00 | 12 POSA looking at those results from the CLEAR-IT 2 09:42:48
13 that right? 09:40:07 13 one-year study, would expect, based on thoseresults,  09:42:53
14 A. Yes. | seethat. 09:40:07 14 that following the regimen of claim 29 would, in fact, 09:42:57
15 Q. Andthat meansthat at the end of 52 weeks, the  09:40:08 15 achieve the effectiveness that's required by that claim? 09:43:00
16 patients who are on the 2Q4 arm on average achieveda  09:40:12 16 MR. BRAUSA: Objection; form. 09:43:06
17 letter gain, according to the ETDRS letter score, of ~ 09:40:18 17 THE WITNESS: So for several reasons| would ~ 09:43:07
18 nineletters; isthat right? 09:40:23 18 say no, aPOSA could not expect that. Oneisthe  09:43:10
19 A. That'sthe mean, yes. 09:40:24 19 regimensthemselves are going to be vastly different. 09:43:14
20 Q. Andfor the 2Q12, the mean letter gain for the  09:40:27 20 Predetermined in 29 without specifying withinthe ~ 09:43:18
21 arm of 2Q12 was 5.2; isthat right? 09:40:36 21 claim the number of injections through one year, but  09:43:22
22 A. At 52weeks, that'sthe mean gain. Yes. 09:40:42 22 predetermined, whereasin the CLEAR-IT 2, it is 09:43:26
23 Q. Andthat'sfor agroup wherethe first regimenis 09:40:45 23  basicaly aPRN regimen after either four loading ~ 09:43:32
24 given and then the second oneis given 12 weekslater?  09:40:50 | 24  doses monthly or two loading doses separated by 09:43:35
25 MR. BRAUSA: Objection; form. 09:40:55 25 12 weeksfollowed by PRN. So CLEAR-IT 2isbasicaly 09:43:39
Page 38 Page 40
1 THE WITNESS: That'sfor the cohort wherethe 09:40:55 | 1 anindividualized therapy regimen, whereastheclaim 09:43:44
2 first dose of 2 milligrams was given at baselineand  09:40:59 2 isfixed dosing regimen. 09:43:49
3 then the second dose was given 12 weeks |ater. 09:41:02 3 Secondly, the effectivenessin claim 29 talks  09:43:53
4 BY MR. NIMROD: 09:41:06 4 about -- it talks about maintenance of visual acuity, 09:43:58
5 Q. Socould you leave that openin front of youand 09:41:06 5 whichisalessthan 15-letter loss. 09:44:04
6 just turn back to the patent for amoment. 09:41:10 6 Now, from the datain Figure 5, we don't know  09:44:07
7 A. Okay. 09:41:12 7 thedatafor every patient. Theremight havebeena 09:44:13
8 Q. Andgotoclaim 29, please. 09:41:12 8 patientin ayear that lost 15 letters. We don't know 09:44:15
9 A. Okay. 09:41:23 9 that. All weknow isthe mean. 09:44:20
10 Q. Sobased ontheteachingsin -- sorry. Strike  09:41:24 10 So for those reasons, | can't say that -- | 09:44:22
11 that. 09:41:30 11 can't say that thisteaches, according to 29, that  09:44:25
12 Based on the results of the CLEAR-IT 2, phase2 09:41:30 | 12 that would work. 09:44:29
13 clinical results at one year, would you agreethata ~ 09:41:35 13 BY MR. NIMROD: 09:44:30
14 POSA reading that would find it to be -- or would 09:41:39 | 14 Q. But by the same token, you don't know whenyou  09:44:31
15 expect, | should say, that treating a patient in 09:41:46 15 start the method of claim 29 whether any individual 09:44:34

16 accordance with the regimen of claim 29 would achieve  09:41:48

17 thevisua acuity required by that claim whichisthe  09:41:53
18 comparison to the Ranibizumab at 52 weeks? 09:41:57
19 MR. BRAUSA: Objection; form. 09:42:01
20 THE WITNESS: These are very different 09:42:02
21 treatment protocols. Claim 29 requires single, 09:42:06
22 followed by at least one secondary dose four weeks ~ 09:42:12
23 later and then one or more secondary doses and then  09:42:16
24 tertiary doses given eight weeks later on a 09:42:19
25 predetermined schedule. 09:42:23

Page 39

16 patient isgoing to meetit. You told methat acouple 09:44:36

17 times, right? You never know that, you just haveto  09:44:39
18 measureit at week 52, right? 09:44:42

19 A. That'scorrect. We never know. 09:44:44

20 Q. Okay. And let'stalk about the patient 09:44:46

21 populations, then, because you don't know with claim 29  09:44:51
22 what's taught in the 572 patent, and you're sayingyou  09:44:54
23 don't know for individual patients with respect to what 09:44:58
24 happened with the CLEAR-IT 2 study, right? 09:45:01

25 MR. BRAUSA: Objection. 09:45:03
Page 41
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09:45:04
09:45:04

1 BY MR. NIMROD:
Q. You don't know for individuals; you've just got
the mean? 09:45:07

MR. BRAUSA: Objection; form. 09:45:08

1 decided to practice claim 29 by giving oneinitial dose, 09:47:50
2 11 secondary doses four weeks apart, followed by 09:47:55
3 eight-week dosing for tertiary doses, would you agree  09:48:01

4 that based on the teachings of the CLEAR-IT 2 study, a  09:48:05

2
3
4
5 THE WITNESS: So from the CLEAR-IT 2, depending 09:45:09 5 skilled person would expect that asignificant portion  09:48:08
6 onwhich dosing regimens you do, but followingthe ~ 09:45:11 6 of the patient population would achieve the acuity 09:48:12
7 dosing regimens as pointed out inthe CLEAR-IT 2,  09:45:14 7 limitation of claim 29? 09:48:16
8 which areindividuaized dosing regimens, we know what 09:45:17 8 MR. BRAUSA: Objection; form. 09:48:18
9 the meanswere. Wedon't know individual patient ~ 09:45:21 9 BY MR. NIMROD: 09:48:20
10 data 09:45:24 10 Q. Justto be clear, that means you're giving 09:48:21
11 BY MR. NIMROD: 11 monthly dosing for the full year. 09:48:22
12 Q. Okay. So based on theresults of the CLEAR-IT 2 09:45:25 12 A. Foroneyear. | understand. 09:48:24
13 study, for example, shown at Figure 5, would you agree  09:45:29 13 MR. BRAUSA: Same objection. 09:48:25
14 that based on the teachings of those results, aPOSA ~ 09:45:35 14 THE WITNESS: So | don't know we've established 09:48:27
15 would expect that asignificant portion of apatient ~ 09:45:39 15 expectation. | think thereisahope, and based on  09:48:30
16 population being treated according to the method of ~ 09:45:43 16 significant treatment numbers, that there'sachance 09:48:35
17 claim 29, would achieve the acuity limitation of claim  09:45:47 17  that the patient will achieve that 9.0 |etters that we 09:48:43
18 29, and that isaloss of lessthan 15 letters? 09:45:54 18 get there. But | don't think we have the datato say 09:48:46
19 MR. BRAUSA: Objection; form. 09:46:02 19 that we can expect that. 09:48:49
20 THE WITNESS: No. Once again, claim 29 doesn't 09:46:02 20 BY MR. NIMROD:
21 actually require, according to the way it's written, 09:46:10 21 Q. Okay. Sol think | need to ask you again about  09:48:51
22 it doesn't require treatment through the course of one 09:46:14 22 patient populations. Becausethat cameupinourlast 09:48:54
23 year. And soif he'sfollowing 29, the physician on a 09:46:16 23 deposition, and it's come up today. 09:48:57
24 predetermined basis could stop in advance. 29 doesn't 09:46:21 24 A. Okay. 09:48:59
25  require one year'sworth of treatment. So you can't 09:46:26 25 Q. Solooking at Figure 5 in the Heier reference,  09:49:00
Page 42 Page 44
1 extrapolate. 09:46:29 1 whichistheresult of the one-year CLEAR-IT 2 study, we 09:49:04
2 BY MR. NIMROD: 09:46:29 2 seethat the mean for 2Q4, which isfour doses by week  09:49:07
3 Q. Would you expect that if askilled person 09:46:30 3 12, amonth apart, and then PRN, the average or mean,  09:49:15
4 practiced claim 29 by doing an initia dose, one 09:46:35 4 sorry, letter gainis 9.0, right? 09:49:19
5 secondary dose and one tertiary dose, that the patient  09:46:39 5 A. Yes 09:49:21
6 would achieve the acuity limitation of claim 29? 09:46:42 6 Q. Andsomy questionfor claim 29 was, if askilled 09:49:23
7 MR. BRAUSA: Objection; form. 09:46:49 7 person decided to dose a patient population with a 09:49:27
8 THE WITNESS: I'm sorry, repeat the question.  09:46:49 8 regimen predetermined to be asingleinitial dose, 11 ~ 09:49:33
9 BY MR. NIMROD: 09:46:52 9 secondary doses one month apart, and then tertiary doses 09:49:37
10 Q. | sadif aphysician decided to do a 09:46:52 10 eight weeks apart, you would agree that a skilled person 09:49:41

11 predetermined regimen that was simply one singleinitial  09:46:57
12 dose, one secondary dose and onetertiary doseand no  09:47:02
13 other doses to week 52, would you expect that apatient 09:47:06
14 would meet the acuity limitation of claim 29? 09:47:10

15 MR. BRAUSA: Objection; form. 09:47:14

16 THE WITNESS: | don't know becausethere'sa  09:47:16
17  lot of time between the final dose and week 52. And  09:47:19
18 weknow that under treatment, over time with macular  09:47:24
19
20 know what to expect at the end of one year.
21 BY MR. NIMROD:

22 Q. Andthat's even based on the teachings of the 572 09:47:37
23 patent, right? 09:47:40
24 A. Correct. 09:47:41
25 Q. Okay. All right. So let's say aphysician

degeneration tends to cause vision loss. And | don't 09:47:31
09:47:35

09:47:47
Page 43

11 would expect, based on the nine-letter gain for 2Q4, as  09:49:46
12 provided by the CLEAR-IT 2 study, that asignificant ~ 09:49:51
13 portion of the patient population would, in fact, 09:49:54

14 achieve the visual acuity limitation of claim 29? 09:49:57

15 MR. BRAUSA: Objection; form. 09:50:02

16 THE WITNESS: Wedon't havethedatatosay  09:50:03
17  what would happen at the end of oneyear. | think the 09:50:06
18 physician would have reasonable grounds to hope that, 09:50:11
19 indeed, they would meet the specifications but | don't 09:50:17
20 think there can be an expectation. 09:50:22

21 BY MR. NIMROD: 09:50:23

22 Q. I'mnot asking you about whether anindividual ~ 09:50:23
23 patient would achieveit. Do you understand that? 09:50:25
24 A. Okay. 09:50:27

25 Q. Youfollow me? 09:50:28
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1 A. Okay. | gotcha 09:50:28 1 2 study of one-year results for the 2Q4 amwhereyou ~ 09:52:12
2 Q. Youknow, of course, that the -- for 2Q4, none of 09:50:30 2 have four monthly doses by week 12, then you have PRN.  09:52:17
3 the patients achieved more than monthly dosinginthe  09:50:35 | 3 Would you agree that a significant portion of that 09:52:21
4 CLEAR-IT 2 study, right? 09:50:40 4 patient population achieved more than five-letter gains? 09:52:23
5 MR. BRAUSA: Objection; form. 09:50:42 5 MR. BRAUSA: Objection; form. 09:52:28
6 THE WITNESS: I'm sorry, repeat that again.  09:50:43 6 BY MR. NIMROD: 09:52:29
7 BY MR. NIMROD: 09:50:45 7 Q. A significant portion. | didn't ask whether it's 09:52:29
8 Q. Soforthe CLEAR-IT 2 study -- 09:50:46 8 50 percent or not. 09:52:32
9 A. Yes 09:50:47 9 MR. BRAUSA: Objection; form. 09:52:33
10 Q. -- the patientswho wereinthe 2Q4 aamdid not  09:50:47 | 10 THEWITNESS: | -- | don't know if youand | 09:52:34
11 get monthly dosing of Aflibercept. Do you understand  09:50:51| 11  have the same definition of significant. If you give 09:52:37
12 that? 09:50:56 12 meyour definition of significant, thenwecando  09:52:39
13 MR. BRAUSA: Objection; form. 09:50:56 13 this. 09:52:41
14 THE WITNESS: Past thefirst four doses, unless 09:50:57 | 14 BY MR. NIMROD: 09:52:41
15 the PRN armsrequired it, | understand. 09:51:00 15 Q. You can give meyour definition. What does 09:52:42
16 BY MR. NIMROD: 16 significant mean to you? 09:52:44
17 Q. Okay. Soif we understand that 2Q4 did not 09:51:02 17 A. Okay. Soif more than -- more than athird. 09:52:44
18 provide even monthly dosing of Aflibercept, and a 09:51:07 | 18 Q. Okay. I'll go with that. 09:52:49
19 significant portion of that arm achieved nine-letter ~ 09:51:10 19 A. Okay. 09:52:50
20 gain, right, do you agree? 09:51:15 20 Q. Would you agree that more than athird of the ~ 09:52:51
21 MR. BRAUSA: Objection; form. 09:51:19 21 patientsin the 2Q arm achieved again of more than five 09:52:53
22 BY MR. NIMROD: 09:51:20 22 letters? 09:52:57
23 Q. Well, if the mean -- 09:51:20 23 A. Wedon't have the data but | think that's likely. 09:52:57
24 A. The mean was nineletters. 09:51:21 24 Q. Okay. Andwould you agree that a POSA looking at  09:53:00
25 Q. Let meask you this-- 09:51:23 25 this data, where there's anine-letter mean gain, would  09:53:04
Page 46 Page 48
1 A. Yeah. Themean wasnineletters. Wedon't have 09:51:24 1 assume that there is asignificant portion of apatient 09:53:07
2 it broken apart. 09:51:27 2 population, or would understand that that had achieved a 09:53:11
3 Q. Okay. If themeanisnineletters, youwould  09:51:27 3 nine-letter gain in order to have anine-letter mean?  09:53:15
4 agreethat the arm of 2Q4 of CLEAR-IT 2, asignificant  09:51:31 4 MR. BRAUSA: Objection; form. 09:53:18
5 portion of the patient population achieved nine letters  09:51:35 5 THE WITNESS: Again, we can debate significant  09:53:20
6 or more; isthat right? 09:51:38 6 but, yes, quite afew patientswould have exceeded  09:53:23
7 MR. BRAUSA: Objection; form. 09:51:39 7 nineletters. 09:53:26
8 THE WITNESS: | don't have anumber astowhat  09:51:41 8 BY MR. NIMROD:
9 itwas. 09:51:43 9 Q. Okay. Sothenif the2Q4 arm didn't givethe =~ 09:53:27
10 BY MR. NIMROD: 10 patients 12 monthly doses, then wouldn't you agree that  09:53:31
11 Q. What does a mean mean? 09:51:45 11 aPOSA who decided to practice claim 29 with one single  09:53:37
12 A. Yeah, amean means -- amean means the 09:51:48 12 initial dose followed by 11 monthly doses and thereafter 09:53:41
13 mathematical average, so, you know, could it be 09:51:51 13 tertiary doses, would expect, based onthe CLEAR-IT 2 09:53:49
14 50 percent? Possibly. 09:51:52 14 studies, that asignificant portion of the patient 09:53:51
15 Q. All | asked wasasignificant portionandyou  09:51:53 15 population would obtain the acuity limitation of claim  09:53:54
16 won't give me that? 09:51:55 16 29? 09:54:00
17 A. A significant portion. Okay. Well -- 09:51:57 17 MR. BRAUSA: Objection; form. 09:54:01
18 Q. Will you give methat? 09:51:58 18 BY MR. NIMROD: 09:54:02
19 MR. BRAUSA: Objection. Asked and answered.  09:51:59 19 Q. Which only requiresno morethan alossof 15 09:54:02
20 MR. NIMROD: I'll ask it again. 20 letters? 09:54:04
21 MR. BRAUSA: Now badgering the witness. 09:57:23 21 MR. BRAUSA: Objection; form. 09:54:06
22 BY MR. NIMROD: 09:52:04 22 THEWITNESS: Sothetroubleis, we don't know 09:54:09
23 Q. I'll askit again. 09:52:06 23 what happens with one-year worth of therapy. We know 09:54:11
24 A. Okay. 09:52:06 24 what happens with four weeks worth of therapy ina  09:54:15
25 Q. Okay. Soyou have adisclosure from the CLEAR-IT 09:52:06 25 PRN, whichisasmaller number. We don't know what 09:54:17
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1 happenswith one year, we don't know if that becomes 09:54:20 1 2 studiesfor 2Q4 would be that a significant portion of 09:56:39
2 toxic. That'swhy phase 3 trias are done. 09:54:22 2 the patient population practicing claim 29, just based  09:56:43
3 BY MR. NIMROD: 09:54:25 3 on the knowledge of the CLEAR-IT 2 study, whereyou had  09:56:47
4 Q. | didn't ask you that. | said -- 09:54:25 4 oneinitial dose and 11 secondary doses and then 09:56:50
5 A. | understand. 09:54:26 5 followed by tertiary doses at eight weeks, would assume  09:56:54
6 Q. | said based on the fact that you have --you ~ 09:54:27 6 that asignificant portion of the patient population ~ 09:56:57
7 have 12-month datafrom CLEAR-IT 2, don't you? 09:54:29 7 would not have toxicity and would, in fact, achievethe  09:57:00
8 A. Wehave-- but we don't have 12-month datafor a 09:54:31 8 acuity limitation of claim 29? 09:57:03
9 cohort of patients without monthly therapy. And -- 09:54:34 9 MR. BRAUSA: Objection; form. 09:57:06
10 Q. No, we have 12-month data. Hold on. We havefor 09:54:35 10 THE WITNESS: I'm sorry. Repeat the question  09:57:08
11 acohort that got less than monthly therapy, right? 09:54:37 11 becausel -- 09:57:09
12 A. Right. 09:54:41 12 BY MR. NIMROD: 09:57:10
13 Q. And so you won't agree to me as a matter of 09:54:42 13 Q. | sad-- 09:57:10
14 teachingsthat a POSA that saw that there wasacohort  09:54:45 14 A. Yes 09:57:11
15 that got 2Q12 where they got less than -- sorry. Let me 09:54:47 15 Q. -- soyou'relooking at the results of the 09:57:11
16 start over again. 09:54:53 16 CLEAR-IT 2 study -- 09:57:13
17 Y ou would not agree with me, then, that acohort 09:54:54 17 A. Yes. 09:57:14
18 that was a 2Q4 that got less than monthly dosingand at  09:54:57 18 Q. -- which show the gains at the end of 52 weeks-- 09:57:14
19 week 52 achieved nine-letter gain on average, you would  09:55:01 19 A. Yes 09:57:17
20 not agree with me, then, that a POSA looking at that ~ 09:55:03 20 Q. --for 2Q4 and 2Q12. And thenyou, the POSA,  09:57:17
21 datawould say, gosh, | expect that a significant 09:55:06 21 decideto practicearegimen asin claim 29, whereyou  09:57:22
22 portion of apopulation giving -- given oneinitial dose 09:55:11 22 haveoneinitial dose at 2 mg, then you have 11 09:57:27
23 followed by 11 secondary doses at one month followed by  09:55:15 23 secondary doses four weeks apart, and then you have 09:57:31
24 eight weeks would achieve at 52 weeks, that's at theend 09:55:19 24 eight weeks apart for tertiary doses, would you agree  09:57:33
25 of the 12 months, where they get monthly, asignificant 09:55:23 25 that a POSA would expect that asignificant portion of  09:57:36
Page 50 Page 52
1 portion would get -- would meet the limitation of claim  09:55:27 1 the patient popul ation getting that regimen would 09:57:41
2 29, whichisno morethan alossof 15. Youwon't agree 09:55:31 2 achieve the acuity limitation of claim 29 without this  09:57:44
3 with that? 09:55:35 3 toxicity that you are worried about? 09:57:49
4 MR. BRAUSA: Objection; form. 09:55:38 4 MR. BRAUSA: Objection. 09:57:51
5 THE WITNESS: | would say that a POSA looking  09:55:38 5 BY MR. NIMROD: 09:57:51
6 atthiswould say, | want to look a 12-month data. ~ 09:55:42 6 Q. That asignificant portion would, not everybody? 09:57:52
7 BY MR. NIMROD: 09:55:45 7 MR. BRAUSA: Objection; form. 09:57:54
8 Q. Gotthat. 09:55:46 8 THE WITNESS: Once again, until youdo 12--  09:57:55
9 A. Well, | want to look at monthly for 12 months. ~ 09:55:46 9 until you do 12 monthly injections, until you have  09:57:58
10 Until you do thetrials, you just can't get the 09:55:52 10 that data, you don't -- you don't have an expectation. 09:58:01
11 expectation. And | want to know what the numbersare  09:55:56 11 BY MR. NIMROD:
12 with 12-month data. 09:56:00 12 Q. You'resaying you don't have expectation for the 09:58:05
13 Now, would | look at this dataand say, that'sa  09:56:01 13 patient population that a significant portion will not  09:58:07
14 good result? 1 would. | would say it'sworthdoinga  09:56:05 14 have the toxicity; isthat what you're saying? 09:58:09
15 monthly trial for 12 months. But | don't have an 09:56:11 15 A. You can project and you can say, | think there's  09:58:12
16 expectation. | have a hope. 09:56:14 16 agood likelihood. | think it'sworth doing aphase3  09:58:14
17 Q. Andyour reason for saying that isthat even ~ 09:56:19 17 trial. But | don't have an expectation yet until | have 09:58:18
18 though I'm giving more monthly doses, thereasonis ~ 09:56:22 18 data. 09:58:21
19 because you're worried that it might betoxictothe ~ 09:56:25 19 Q. For any portion of the patient population? 09:58:21
20 eye? 09:56:28 20 A. Waéll, onceagain, you don't know. | mean, | -- 09:58:24
21 A. There'sawaysthat possibility until you 09:56:28 21 that'swhat phase 3 trialsare all about isyou don't  09:58:27
22 actualy doiit. 09:56:31 22 know. You'vegot to look at resultsand you look at ~ 09:58:29
23 Q. Okay. Andyou'resayingalso-- | angoingto  09:56:32 23 toxicity. Youdon't know yet. 09:58:33
24 ask you this. Would you agree with me that the 09:56:35 24 Q. Okay. And so setting aside the toxicity, doyou 09:58:35
25 reasonable expectation of a POSA looking at the CLEAR-IT  09:56:36 25 have any reason to give an opinion that based onthe ~ 09:58:38
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1 CLEAR-IT 2 results for the 2Q4 that the monthly dosing  09:58:41
2 regimen that | have mentioned for claim 29 for the first 09:58:46
3 year would not have a significant portion of the patient 09:58:48
4 population meeting the acuity limitation of claim 29?7  09:58:52
MR. BRAUSA: Objection; form. 09:58:55
THE WITNESS: | think that the datacoming out 09:58:58

of CLEAR-IT 2 saysto me, thisis good-looking data  09:59:01
and it isreasonable to create a phase 3 trial based 09:59:07
on monthly therapy. But | have not yet put together  09:59:11
an expectation. | simply think thisis-- | hope this 09:59:14
is going to work and | think it's worth trying. 09:59:17
BY MR. NIMROD: 09:59:19

Q. A lot of hope? 09:59:19
14 A. Alotof hope. That'swhat phase 3trialsare
15 all about. 09:59:27
16 Q. | don't think you answered my question, though.
17 | didn't ask you about phase 3. 09:59:28
18 A. Okay. Well, that'sasclose as| can get. 09:59:30
19 Q. Well, we-- | didn't ask you about phase 3. You 09:59:32
20 understand that?

09:59:22

09:59:27

1 BY MR. NIMROD:

2 Q. Okay. Soexplainto mewhy itisthat youre  10:00:37
10:00:40
4 patients are getting less than 12 monthly doses, and ~ 10:00:45

5 then | decide to increase the doses, that setting aside  10:00:49

3 giving an opinion now that when | see a2Q4 where the

6 toxicity, that | would expect that a-- that | wouldn't  10:00:53
7 expect asignificant portion of the patient population  10:00:57
8 would achieve the gain of nine letters or more? 10:01:00
9 MR. BRAUSA: Objection. Mischaracterizes. 10:01:04
10 THE WITNESS: We simply haven't done astudy to 10:01:0!
11  show that. 10:01:08
12 BY MR. NIMROD:
13 Q. | understand that. | said expect. Do you 10:01:09
14 understand I'm saying the word expect? 10:01:11
15 A. No, | understand you're saying expect. 10:01:12
16 Q. Atyour last deposition, you were perfectly 10:01:13

17 understandable -- you understood what expect meant, 10:01:16
18 right? 10:01:18
19 A. So, again, | think there's good reason to hope  10:01:18

20 that thisis going to happen. But | can't say that he  10:01:22

21 A. | understand. 21 can expect it to happen. 10:01:29
22 Q. Solet mestart over. 22 Q. Soyour testimony before the board isthat given 10:01:31
23 A. Okay. 23 the data that the 2Q4 arms shows that the meanresult ~ 10:01:35
24 Q. If you set aside your -- your toxicity issue.  09:59:33 24 for patientsis anine-letter gain getting lessthan 12 10:01:40
25 A. Yes. 09:59:35 25 monthly doses, that a POSA would not expect that giving 10:01:44
Page 54 Page 56
1 Q. Justsetitaside. 09:59:36 1 another patient population 12 monthly doses of the2mg  10:01:48
2 A. Yes 09:59:36 2 of Aflibercept, that asignificant portion would not get  10:01:52

3 Q. Assumefor me-- you'rean expert, | canask you 09:59:37

4 to make assumptions; you understand that? 09:59:39
5 A. Yes 09:59:40
6 Q. Okay. Somy assumptionis, | wantyoutoset  09:59:41

7 aside a POSA says|'m not worried about toxicity. Okay? 09:59:48

8 A. Okay. 09:59:46

9 Q. Sothat POSA who looks at the CLEAR-IT 2 results  09:59:50
10 at 52 weeks and sees that a significant portion of the  09:59:54
11 patient population for the 2Q4 achieved anine-letter ~ 09:59:57
12 gain -- 10:00:01
13 A. Yes
14 Q. -- and then decided to practice for apatient ~ 10:00:01
15 population, the regimen of claim 29, which would havea 10:00:03
16 singleinitial dose of 2 mg followed by 11 secondary ~ 10:00:07
17 doses four weeks apart, followed by tertiary doses, 10:00:12
18 would expect that a significant portion of the patient ~ 10:00:16
19 population would achieve anine-letter gain or more?  10:00:20
20 MR. BRAUSA: Objection; form. 10:00:24
21 THE WITNESS: Ray, | don't know how to answer ~ 10:00:26
22 any differently than | have already. | think that he 10:00:27
23 would look and say there's a good chance; | don't have 10:00:29
24 datato support that yet; and that may happenbut | 10:00:32
25 can't besure. 10:00:36

Page 55

3 at least nine-letter gains. That's your testimony? 10:01:55
4 MR. BRAUSA: Objection. Asked -- 10:01:58
5 BY MR. NIMROD: 10:01:59

6 Q. Setting aside toxicity as| asked you to do. 10:01:59

7 MR. BRAUSA: Objection. Asked and answered now 10:02:03
8 several times. 10:02:04
9 THE WITNESS: Again, | haveto stand by what |  10:02:05
10 said. Good reason for hope. | can't set an 10:02:07
11  expectation yet. 10:02:09
12 MR. NIMROD: Do you want to take abreak now?  10:02:10
13 MR. BRAUSA: Sure. 10:02:11
14 THE VIDEOGRAPHER: We are going off therecord 10:02:14
15 at 10:02. 10:02:15
16 (A brief recess was taken.) 10:02:17
17 THE VIDEOGRAPHER: We are back ontherecord at 10:18:02
18 10:18. 10:18:22
19 BY MR. NIMROD: 10:18:24
20 Q. Dr. Stewart, could you look back at Exhibit 3? | 10:18:28
21 think you'rein it right now. 10:18:33
22 A. TheCLEAR-IT 2? 10:18:34
23 Q. Yes, please. Soif wecould turnto -- well, let 10:18:35
24 me ask you a question. 10:18:38
25 A. Yes. 10:18:39

!
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1 Q. Would you agree that mathematical models 10:18:39 1 column, about one-third of theway down, inthefirst ~ 10:21:17
2 predicted that based on the affinity and estimated 10:18:47 2 full paragraph near the end. 10:21:19
3 intravitreal half-life in humans, Aflibercept would 10:18:53 3 A Yes 10:21:21
4 maintain biological activity for 10 to 12 weeks, whereas 10:18:57 | 4 Q. Itsays, quote: Based onitsbinding affinity an 10:21:22
5 Ranibizumab would maintain such activity for 30 days?  10:19:01 5 estimated intravitreal half-lifein humans, a 10:21:26
6 MR. BRAUSA: Objection; form. 10:19:04 6 mathematical model has predicted that after intravitreal 10:21:28
7 BY MR. NIMROD: 10:19:04 7 injection, VEGF Trap-Eye would maintain biological 10:21:33
8 Q. I'mjust asking, would you agree with that? 10:19:04 8 activity for 10 to 12 weeks, whereas Ranibizumab would ~ 10:21:37
9 A. Sothat soundslike my article. 10:19:06 9 maintain such activity for 30 days, supporting the 10:21:40
10 Q. Soyouwould agree with me? 10:19:08 10 concept of less frequent dosing with VEGF Trap-Eye. 10:21:44
11 A. Sothat'sthe number we came up with. Andthat  10:19:11 | 11 Do you see that? 10:21:49
12 wasbased on alot of assumptions. Anditwasnotas 10:19:14 | 12 A. | seeit. 10:21:49
13 accurate as we would have wanted because of theinputs.  10:19:20 13 Q. And the citation again isto your article, yes? ~ 10:21:50
14 But that's what we came up withintermsof our final ~ 10:19:23 | 14 A. Yes,itis. 10:21:52
15 analysisthat obviously had to be then, you know, 10:19:26 15 Q. Okay. Now, inthe next paragraph, it states: By 10:21:52
16 correlated with outcomes from clinical trials. 10:19:29 16 the end of the fixed dosing phase at week 12, VEGF 10:21:57
17 Q. Okay. Your articleisreference 3 on page 8, 10:19:33 17 Trap-Eye showed significant improvement in visua acuity 10:22:02
18 which isthe Stewart article: Predicted Biological 10:19:42 18 from baseline and this efficacy was maintained at week ~ 10:22:08
19 Activity of Intravitreal VEGF Trap. 10:19:47 19 52. 10:22:11
20 Correct? 10:19:52 20 Do you see that? 10:22:11
21 A. Correct. 10:19:52 21 A. ldo. 10:22:11
22 Q. Andthat'san 2008 article; is that right? 10:19:53 22 Q. And the next sentence saysthat: However, 10:22:12
23 A. Yes 10:19:56 23 patients randomized to monthly injectionsduringthe  10:22:14
24 Q. And VEGF Trap, again that's Aflibercept, right? 10:19:56 | 24 fixed dosing regimen had atrend toward improved visual  10:22:18
25 A. That's correct. 10:19:59 25 outcomes at 52 weeks, compared to those randomizedto  10:22:22
Page 58 Page 60
1 Q. Okay. And at thetime, in 2008, you predicted ~ 10:20:00 1 quarterly injections. 10:22:25
2 based on amathematical model, that given the binding ~ 10:20:06 2 Do you see that as well? 10:22:26
3 affinity and estimated intravitreal haf-lifein humans, 10:20:10 3 A.ldo. 10:22:28
4 Aflibercept would maintain biological activity for 10to 10:20:15 4 Q. Okay. Andthequarterly injectionswould bea  10:22:28
5 12 weeks; isthat right? That'swhat you predictedat  10:20:21 5 reference to 2Q12 of the CLEAR-IT 2 study, which just ~ 10:22:30
6 thetime? 10:20:23 6 had one quarterly injection and then if there's PRN; is  10:22:36
7 A. That'swhat we predicted from the model, yes. ~ 10:20:23 7 that right? 10:22:39
8 Q. Andyou published that to the world, correct? ~ 10:20:25 8 A. Thebaseline and then quarterly and then PRN, 10:22:40
9 A. Correct. 10:20:27 9 yes-- 10:22:43
10 Q. Okay. Andyou also stated that Ranibizumab would 10:20:29 10 Q. Okay.
11 maintain such activity for only 30 daysin comparison, 10:20:33 11 A. --correct. 10:22:43
12 right? 10:20:36 12 Q. Andthenit says: Thisdifference was apparent 10:22:43
13 MR. BRAUSA: Objection; form. 10:20:37 13 at 12 weeks and was maintained through the 40-week PRN  10:22:46
14 THE WITNESS: That's correct. 10:20:37 14 phase, despite the fact that all patientsweretreated  10:22:49
15 BY MR. NIMROD: 15 asoften as necessary during the PRN phase. 10:22:53
16 Q. Andyou aso predicted in 2008 that the longer ~ 10:20:39 16 Right? 10:22:55
17 haf-life and binding activity of Aflibercept, as 10:20:43 17 A. Yes. 10:22:56
18 compared to Ranibizumab, would support the concept of ~ 10:20:49 18 Q. Okay. All right. Inthe next paragraph, there's 10:22:56
19 lessfrequent dosing with VEGF Trap-Eyeinyour 2008  10:20:52 19 areference to ongoing phase 3 studies for VEGF 10:23:03
20 article, correct? 10:20:58 20 Trap-Eye. Do you seethat? 10:23:.08
21 MR. BRAUSA: Objection; form. 10:20:59 21 A. ldo. 10:23:08
22 THE WITNESS: Correct. 10:20:59 22 Q. Andthey say that they were evaluating VEGF 10:23:09
23 BY MR. NIMROD: 23 Trap-Eye, Aflibercept, at doses of .5 and 2 milligrams  10:23:13
24 Q. Okay. Now, if you could turn to page 7 of 10:21:02 24 every four weeks and 2 milligrams of Aflibercept every  10:23:21
25 Exhibit 3, please. Andonpage7,intheright-hand  10:21:04 25 eight weeks after three initial monthly doses compared  10:23:25
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1 to Ranibizumab at .5 milligrams every four weeks. 10:23:30
2 Do you see that? 10:23:33

3 A.ldo. 10:23:34

4 Q. Okay. And it saysthat the quote: Therationale 10:23:34

5 for the 2 milligrams Q84 -- Q8-week -- whatisa2 mg Q8 10:23:37

6 WK mean in this instance? 10:23:48
7 A. So2milligramsisthe size of thedose. And Q8 10:23:49
8 weeks means every eight weeks, it'sthe dosing interval. 10:23:54
9 Q. Butthat's after three monthly doses; is that 10:23:58
10 right? 10:24:01
11 A. Inthiscase, yes. 10:24:01
12 Q. Okay. Andsoitsays. Therationaleforthe  10:24:03
13 arm, that isthe 2 milligrams to Q8-week dose wasbased  10:24:07
14 on an observation from the fixed dosing phase of 10:24:13

15 CLEAR-IT 2. At eight weeks, theimprovement in BCVA 10:24:16

16 after asingle 2-milligram dose was similar to that 10:24:20
17 obtained with the 2-milligram dose monthly to eight 10:24:24
18 weeks and that the effect in visual acuity gain for the 10:24:28

19 single dose groups began to wane by week 12. 10:24:32
20 Do you see that? 10:24:35
21 A. ldo. 10:24:36

22 Q. Okay. Sotherationale, then, for going to three 10:24:37
23 initial doses, three monthly doses, followed by Q8 10:24:43
24 dosing, the eight-week dosing, was from theresultsof ~ 10:24:47
25 the CLEAR-IT 2 study; isthat right? 10:24:50

Page 62

1 Y ou see that? 10:26:14

2 A. Yes | do. 10:26:14

3 Q. Andthentheresareferencetothe PIER study  10:26:16
4 which you referencein your expert report as well? 10:26:18

5 A. Yes. 10:26:20
6 Q. Okay. All right. Anditsaysintherethat,in 10:26:23
7 the next sentence: In the PIER study, patients 10:26:26
8 initialy received monthly injections of Ranibizumab for 10:26:29
9 three months, followed by quarterly injections. 10:26:33
10 You seethat? 10:26:35
11 A. ldo. 10:26:36

12 Q. Okay. And it statesthat: Although patient 10:26:36
13 visua acuities actually improved at three months, 10:26:40
14 during the quarterly dosing segment, visua acuity 10:26:44

15 returned to basdline. 10:26:46
16 And would that be at the end of the 12 months,  10:26:50
17 when it says: Returned to baseline? 10:26:53

18 A. That'smy understanding of the clear results, was 10:26:58
19 by one year after 52 weeks, that the resultswerevery  10:27:01
20 closeto baseline. 10:27:05

21 Q. Butthisisthe-- you said PIER, right? 10:27:06

22 A. PIER, yes. 10:27:07

23 Q. Okay. So baseline would be what? 10:27:07
24 A. Well, it'sthe visual acuity that was measured ~ 10:27:09

25 right before the patient entered the trial. 10:27:13
Page 64

1 MR. BRAUSA: Objection; form. 10:24:53

2 THE WITNESS: Certainly, it's stated here. 10:24:54

3 There may have been other considerations. But thisis 10:24:56
4 consistent with that. Yes. 10:24:58

5 MR. NIMROD: Okay. All right. Let memark,  10:24:59
6 then, as Exhibit 4 a copy of Exhibit 1009 inthis ~ 10:25:06

7
8

proceeding. 10:25:13
(Exhibit No. 4 was marked for identification.) 10:25:13
9 BY MR. NIMROD: 10:25:25
10 Q. Do you recognize Exhibit 4 asthe Dixon article? 10:25:26
11 A. ldo. 10:25:29
12 Q. Okay. And Dixon discloses results from the 10:25:29
13 MARINA and ANCHOR -- strike that. 10:25:38

14 Dixon discloses results from -- well, it mentions  10:25:42
15 the MARINA and ANCHOR trials, correct? 10:25:46
16 A. Yes, it does. 10:25:48

17 Q. Okay. Soif weturnto page 2 thereis, onthe 10:25:49

18 right-hand column, it talks about the MARINA and ANCHOR  10:25:56

19 trials examine the efficacy of Ranibizumab when 10:25:59
20 administered monthly. 10:26:02

21 Y ou see that? 10:26:03

22 A. Yes 10:26:03

23 Q. Andit saysthat the time and financial burden of 10:26:04
24 monthly injections has led to the initiation of studies 10:26:07
25 to examine the efficacy of aternative dosing schedules. 10:26:09

Page 63

1 Q. Sothen for the Ranibizumab study where, for 10:27:15
2 PIER, where you have three initial monthly injections,  10:27:19
3 which | guessisoneinitia and two secondaries; is ~ 10:27:23

4 that right? 10:27:25

5 A. Yes. Okay. 10:27:25

6 Q. Sofor the PIER study where you have three 10:27:29
7 initial injections one month apart, followed by 10:27:32

8 quarterly injections, the patients at least achieved, as 10:27:34
9 amean, aloss of less than 15 letters by the ETDRS 10:27:42

10 letter score. 10:27:52

11 A. Yes. Patientsthat were treated, yes. 10:27:54

12 Q. Okay. Sowould you agree with me, then, that  10:27:56
13 based on that data, a POSA would expect that 10:27:59

14 Aflibercept, if it were dosed in the same manner, that  10:28:04
15 is, threeinitial monthly injections, followed by 10:28:08
16 quarterly injections, at week 52 would likewise obtaina 10:28:11

17 acuity score of less than 15 letters lost? 10:28:19
18 MR. BRAUSA: Objection; form. 10:28:24
19 BY MR. NIMROD: 10:28:29

20 Q. Do you understand my question? 10:28:29
21 A. |think | do. Repest it, but | believe 10:28:30
22 understand it. 10:28:34

23 Q. SoaPOSA islooking at the PIER study and saying 10:28:34
24 | seethat for the patients that received three monthly ~ 10:28:37
25 doses of Ranibizumab and then quarterly doses of 10:28:39
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1 Ranibizumab, that they basically returned to the 10:28:43

2 baseline, which means that the mean had no lossin 10:28:49

3 letter score, they returned to a zero, in effect, right? 10:28:54

4 A. Minusoneletter, yes. 10:28:57

5 Q. Okay. Sowould you agree, then, that a POSA 10:28:58

6 looking at those results would then expect that if one  10:29:01

7 dosed, instead, Aflibercept, three monthly injections,  10:29:07

8 2mg, followed by quarterly injections, that they would 10:29:12

9 aso achieve at least no loss -- would achieve at least  10:29:14
10 an acuity scoreloss of lessthan 15 lettersasamean? 10:29:21

11 MR. BRAUSA: Objection; form. 10:29:25

12 THE WITNESS: | think that a POSA would look at  10:29:26
13 that and think that if | dosed the patient the same  10:29:30

14 way in PIER, that the mean islikely to be 10:29:34

15 significantly better than 15-letter loss. 10:29:40

16 BY MR. NIMROD:

17 Q. Dosed it with Aflibercept? 10:29:46

18 A. With Aflibercept. 10:29:46

19 Q. Okay. Okay. Let'sgoonin Exhibit -- whatis  10:29:50

20 this-- 4. If youturnto page 4. Okay. On page 4, we 10:29:54
21 have asummary of the -- or adiscussion of thephase2 10:30:11

10:31:42
10:31:43
10:31:46
Yes. 10:31:46
Q. Would you agree that as of 2009, the Aflibercept
was the most promising anti-V EGF investigational drug
10:31:55
A. Inmy opinion, it was, yes. 10:31:57
Q. Okay. 10:32:08
MR.NIMROD: Okay. Andthenletmemarkas  10:32:09
Exhibit 5, Exhibit 2047 from this proceeding. And ~ 10:32:12
then mark as Exhibit 6 the patent owner's preliminary  10:32:25
10:32:30
10:32:34

. -~ first full paragraph.
. First paragraph, | seeit.
. You seeit? Yes?

>0 >0

10:31:47
10:31:4¢
that was in aphase 3 clinical trial?

© 0 N O oA~ W NP

10
11
12
13
14
15

responsein this PR proceeding.
(Exhibit Nos. 5 and 6 were marked for
identification.) 10:32:43
16 BY MR. NIMROD: 10:32:43
17 Q. We'rejust going to look at Exhibit 6 very 10:32:53
18 briefly. 10:32:55
19 A. Okay. 10:32:55
20 Q. You'l notice that the -- on Exhibit 5is 10:32:57
21 Exhibit 2047 at the very bottom. You can see Exhibit5 10:33:02

22 CLEAR-IT 2 trialsthat we were discussing earlier, 10:30:17 | 22 here. 10:33:05
23 right? 10:30:20 23 A. Oh, | see, yes. 10:33:06
24 A. Yes. 10:30:20 24 Q. Yeah. Sol just want you to turnto -- the 10:33:08
25 Q. Okay. And at the end of that section, the 10:30:22 25 patent owner in this proceeding, asyou know, isthe  10:33:10
Page 66 Page 68
1 conclusion that's on the right-hand column near thetop  10:30:24 1 other side. Correct, Regeneron? 10:33:14
2 of the page was, quote: Patientsin the three quarterly 10:30:28 2 A. Regeneron, yes. 10:33:16
3 dosing groups also showed mean improvementsin BCVA in - 10:30:32 3 Q. Okay. Sothisis-- Exhibit 6 istheir paper.  10:33:17
4 retinal thickness. However, they were not generally --  10:30:37 4 A. Yes 10:33:20
5 they were generally not as profound as the monthly 10:30:40 5 Q. Okay. Andin their paper, if you turn to 10:33:20
6 injection group. 10:30:42 6 romanette vi -- or vii, excuse me. 10:33:25
7 Do you see that? 10:30:43 7 A. Yes. 10:33:27
8 A. ldo. 10:30:45 8 Q. You'll seethat one of the exhibitsthat they ~ 10:33:28
9 Q. Andso for the CLEAR-IT 2 study, wheretherewas 10:30:45 9 submitted was Exhibit 2147, which is entitled VEGF 10:33:30
10 the three quarterly dosing groups -- strike that. 10:30:52 10 Trap-Eyein wet AMD, CLEAR-IT 2 summary of one-year key 10:33:37
11 Let me move on. | asked you that already. 10:30:55 11 results presented at the 2008 Retina Society meeting, ~ 10:33:42
12 Actualy, let me ask you this: Would you agree, then,  10:31:03 12 Scottsdale, Arizona. 10:33:48
13 based on the -- no, I'm going to strike that and move ~ 10:31:06 13 A. I'msorry.
14 on. 10:31:12 14 Q. It'sright here. 10:33:50
15 Let'sgo to page 5, please. On page 5, there'sa 10:31:13 15 A. I'mstruggling to find it but, yes. 10:33:50
16 section called expert opinion. Do you see that? 10:31:19 16 Q. It'sromanette vii. 10:33:54
17 A. | seethat. 10:31:24 17 A. Thank you. Okay. Gotit. And -- 10:33:56
18 Q. Okay. Andintheright-hand column, it states  10:31:24 18 Q. Doyou want to take alook, 2047 is about halfway 10:33:56
19 that: VEGF Trap-Eye, which is Aflibercept, represents  10:31:27 19 down. 10:33:59
20 the most promising anti-VEGF investigational drug that  10:31:31 20 A. Thank you. | seeit. 10:33:59
21 iscurrently in aphase 3 trial. 10:31:36 21 Q. Youseethetitle? 10:33:59
22 Do you see that? 10:31:38 22 A. Um-hmm. 10:34:00
23 A. I'mnot seeing it. 10:31:39 23 Q. Okay. By theway, wereyou at the meetingin ~ 10:34:01
24 Q. It'sat thetop of theright-hand column -- 10:31:40 24 2008 in Scottsdale, Arizona? 10:34:03
25 A. Oh, | see, yes. 25 A. | remember being in a meeting in Scottsdale 10:34:05
Page 67 Page 69
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1 around that time. | might have been. | can'trecall  10:34:08 1 page, the header or thetitleisthe VEGF Trap-Eyeand 10:37:04
2 for sure. 10:34:12 2 theWet AMD CLEAR-IT 2 -- 10:37:10
3 Q. Okay. Okay. Sonow if weturn, then -- youcan 10:34:12 3 A. Yes
4 setthat aside. | don't think I'll be going back toit. 10:34:16 4 Q. Summary of One-Year Key Results. 10:37:13
5 A. Okay. 10:34:18 5 You see that? 10:37:14
6 Q. If wecan turnthen to this 2008 presentation,  10:34:19 6 A.|see 10:37:15
7 which is Exhibit 5 here and that's Exhibit 2047 inthe  10:34:24 7 Q. And those are the same results, the one-year 10:37:15
8 IPR proceeding. 10:34:33 8 resultsthat were discussed in Heier Exhibit 3, and 10:37:18
9 A. Yes 10:34:34 9 aso, Dixon, Exhibit 4, correct? 10:37:22
10 Q. | needed astapler. 10:34:35 10 MR. BRAUSA: Objection; form. 10:37:25
11 All right. If you could please turn to the 10:34:58 11 THE WITNESS: I'msorry. Start that again,  10:37:27
12 second page that's entitled CLEAR-IT 2 Rationale. 10:35:05 | 12 please. 10:37:33
13 A. Okay. 10:35:10 13 BY MR. NIMROD:
14 Q. Doyou seethat thereisafirst bullet that 10:35:10 14 Q. Yougo tothetitle page. 10:37:34
15 says. Anti-VEGEF therapy has dramatically changed the  10:35:17 15 A. Oh, yes. Okay. Thank you. 10:37:35
16 treatment paradigm for wet AMD. 10:35:26 16 Q. ltreferencestoa-- 10:37:36
17 Do you see that? 10:35:29 17 A. Thank you. 10:37:37
18 A. Yes. 10:35:29 18 Q. My mistake. 10:37:38
19 Q. Okay. Andit statesthat: Improvementinvisua 10:35:30 |19 A. Okay. 10:37:39
20 acuity is now an achievable goal of treatment. 10:35:31 20 Q. Itsreferenceto one-year -- 10:37:40
21 Do you see that as well? 10:35:34 21 A. Yes 10:37:41
22 A. Yes | do. 10:35:35 22 Q. -- key resultsof CLEAR-IT 2. Do you seethat? 10:37:42
23 Q. What does that mean in your understandingasto  10:35:36 | 23 A. Yesh. 10:37:44
24 improvement of visual acuity isnow an achievablegoal 10:35:39| 24 Q. And there'sthe Heier articlewe'relookingat ~ 10:37:45
25 ascompared to what? 10:35:41 25 was also referencing the one-year results of the 10:37:50
Page 70 Page 72
1 MR. BRAUSA: Objection; form. 10:35:42 1 CLEAR-IT 2. That's Exhibit 3. Correct? 10:37:53
2 THE WITNESS: So generally when we read thiswe 10:35:47 2 A. That'scorrect. 10:37:54
3 say improvement is an achievable goal and if you ask  10:35:49 3 Q. Okay. And then Dixon was aso discussing those  10:37:56
4 the question of compared to what, it's prior 10:35:52 4 sameresults, that is, the one-year key results of the  10:37:59
5 therapies. 10:35:55 5 CLEAR-IT 2 study, correct? 10:38:03
6 BY MR. NIMROD: 10:35:55 6 MR. BRAUSA: Objection; form. 10:38:04
7 Q. Likelaser? 10:35:55 7 THE WITNESS: Dixon, of course, talksabout ~ 10:38:05
8 A. Laser or photodynamic therapy. Thosewerethe  10:35:56 8 lotsof things but, yes, that wasin there. 10:38:07
9 two available to us at that time. 10:35:59 9 BY MR. NIMROD: 10:38:08
10 Q. Okay. Thenext bullet says: A potential 10:36:08 10 Q. That was one of them? We looked -- 10:38:09
11 limitation of anti-VEGF therapy isthe unpredictable  10:36:10 11 A. Okay. Yes. Okay. 10:38:11
12 durability of vision gaininitially achieved with 10:36:16 12 Q. Great. You, as part of your opinions given here, 10:38:13
13 monthly dosing when the treatment interval is prolonged. 10:36:18 13 you were reviewing Dixon's disclosures of theresults ~ 10:38:17
14 You seethat? 10:36:23 14 from the phase 2 clinical CLEAR-IT 2, correct, inyour  10:38:23
15 A. Yes 10:36:24 15 expert report? 10:38:29
16 Q. What doesthat mean to your understanding asto  10:36:24 16 A. Correct. 10:38:30
17 unpredictable durability? 10:36:27 17 Q. Okay. So going back to the second page of 10:38:35
18 A. It'sunpredictable durability of vision gain, 10:36:30 18 Exhibit 5, the third bullet on that page statesthat: ~ 10:38:37

19 meaning once you have switched from your initial phase, 10:36:34
20 which thisisusually referring to monthly therapy, and  10:36:38
21 you'vetried to extend the interval between injections, 10:36:42

22 that it's unpredictable asit cannot be predicted if a  10:36:47

23 patient's vision gain achieved during the monthly 10:36:52
24 therapy is going to continue with the extended interval. 10:36:56

25 Q. Andjust to be clear, if we go back to thetitle 10:37:02

Page 71

19 VEGF Trap-Eye, Aflibercept, isanovel anti-VEGF therapy 10:38:48

20 with ahigh binding affinity for VEGF-A and placental ~ 10:38:52
21 growth factor, PIGF. 10:39:00
22 Do you see that?
23 A. PLGF. 10:39:02
24 MR. BRAUSA: Objection; form. 10:39:02
25 BY MR. NIMROD: 10:39:05
Page 73
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1 Q. Didl not say it right? 1 MR. NIMROD: Somehow when it got copied last ~ 10:41:0€

2 MR. BRAUSA: Y ou added the word Aflibercept. 2 night, apparently -- 10:41:08

3 BY MR. NIMROD: 3 THE WITNESS: The colors went away. 10:41:08

4 Q. Oh. You understand that the word VEGF Trap-Eye  10:39:05 4 MR. NIMROD: -- the colorswent away for that. 10:41:11

5 isareference to Aflibercept, correct? 10:39:08 5 MR. BRAUSA: Okay. Gotit. Again, no 10:41:11

6 MR. BRAUSA: Objection; form. 10:39:10 6 objection provided that that is, in fact, an accurate 10:41:12

7 THE WITNESS: | do. 10:39:12 7 representation of -- 10:41:15

8 BY MR. NIMROD: 10:39:12 8 MR. NIMROD: | believeitis.

9 Q. Okay. Sothethird bullet is saying that 10:39:14 9 MR. BRAUSA: -- what we see on the exhibit. 09:57:23
10 Aflibercept isanovel anti-VEGF therapy with high 10:39:15 10 MR. NIMROD: | don't think | would be capable  10:41:17
11 binding affinity for VEGF-A and placental growth factor, 10:39:20 11 of anything else on that particular one. 10:41:19
12 PG -- PIGF; isthat correct? 10:39:25 12 BY MR. NIMROD: 10:41:21
13 MR. BRAUSA: Objection; form. 10:39:27 13 Q. Okay. Good. All right. Sowhatisthe2mg  10:41:22
14 THE WITNESS: PLGF. It says VEGF Trap-Eyebut 10:39:28 14 Q212 weeksis areference where we talked about before  10:41:26
15 | understand it to mean Aflibercept, and otherwise, ~ 10:39:33 15 where you give oneinitial dose, then you giveasecond 10:41:29
16  vyes. 10:39:34 16 dose 12 weeks later and then you do PRN; isthat right? 10:41:31
17 BY MR. NIMROD: 17 A. That'scorrect. 10:41:34
18 Q. Oh,it'sPL. 10:39:38 18 Q. Out to 52 weeks? 10:41:35
19 A. PL. 10:39:39 19 A. That'scorrect. 10:41:37
20 Q. Oh, for -- thank you. Got it. It'spla. 10:39:40 20 Q. And thenthe 2 mg Q4 weeksis four doses four 10:41:38
21 MR. BRAUSA: It'snot a piacenta. 10:39:45 21 weeks apart, followed by PRN; is that right? 10:41:45
22 BY MR. NIMROD: 10:39:49 22 A. Yes. That'scorrect. 10:41:49
23 Q. Allright. Thenitsays: CLEAR-IT 2isdesigned 10:39:50 23 Q. Okay. Hopefully thiscopy'salittle better. ~ 10:41:57
24 to assess response at 12 weeks to arange of doses 10:39:52 24 Okay. If we could turn to the next page. All  10:41:57
25 administered monthly and quarterly and also durability ~ 10:39:56 25 right. What is shown on this page here? 10:41:59

Page 74 Page 76

1 of response with PRN as-needed dosing out to oneyear.  10:39:59) 1 A. Sothisisentitled The Study Schedule and this  10:42:17

2 Do you see that? 10:40:03 2 thentells usfor each of the five treatment cohorts ~ 10:42:22

3 A.ldo. 10:40:03 3 when the first injections are given through week 12. 10:42:28

4 Q. Andyou were familiar with these resultsin 2008, 10:40:04
5 correct? 10:40:08

6 A. | don't remember if it was 2008 or subsequent to  10:40:10
7 that. | think it probably was. 10:40:14
8 Q. Okay. Andthenif welook onthenext page3, 10:40:18
9 there'sareference to the various arms that are being  10:40:25
10 studied; isthat right? 10:40:30

11 A. Which aredifficult to read. But yes. 10:40:31

12 Q. Okay. Yes, they are. 10:40:36
13 A. Butyes. Okay. 10:40:37
14 Q. There'snot much here. | can show you, if you

15 want a better photocopy. 10:40:42
16 A. | caninterpolate. Thank you. Yeah. 10:40:45

17 | mean, this should be a4-milligram quarterly -- 10:40:49

18 oh, 2 milligrams, Q4, and that's the 4-milligram 10:40:51

19 quarterly. Okay. I'mfine. 10:40:55

20 MR. BRAUSA: I'm going to lodge an objection.  10:40:57
21 | don't know what you just showed him. 10:40:58

22 MR. NIMROD: | just showed him a better 10:41:00
23 photograph of the same page. 10:41:02
24 THE WITNESS: Y eah, better photograph of the
25 10:41:05

10:40:41

10:41:03
same page.

Page 75

4 Q. Okay. And so thetwo that are 2 milligrams have 10:42:33
5 the Q12, which isat oneinitial and thenoneat 12 and 10:42:43
6 then one at week zero, the initial dose, week 4, week 8  10:42:47
7 and week 12, right? 10:42:52

8 A. That's correct. 10:42:54

9 Q. Okay. Let'sturntothe next page. What isthis 10:42:55

10 page showing? 10:43:05

11 A. Oh, | assumewe'e talking about this page here.  10:43:09
12 Q. Yes

13 A. Isthat correct? 10:43:12

14 Q. Yes. It'spage5 of Exhibit 2047 whichisour — 10:43:12
15 Exhibit 5 in this proceeding -- this deposition. 10:43:19

16 A. Thank you. 10:43:19

17 So this aduplication of the previous but onthe 10:43:20

18 right-hand side, it enumerates the number of mandatory ~ 10:43:27

10:43:30

10:43:36
10:43:38

19 doses through week 12 of each treatment arm.

20 Q. What does it mean by mandatory doses?

21 A. Meaning they were predetermined. The protocol

22 said thisis when you get the doses. 10:43:42

23 Q. Okay. Sothe phrase mandatory, | can think of as 10:43:44
10:43:48

10:43:49

24 being the same as predetermined?
25 A. Yes

Page 77
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1 Q. Fixed? Right? 10:43:50
2 A. Predetermined. Yes. 10:43:52
3 Q. Okay. But not fixed? 10:43:55

4 A. Well, thisis not afixed dosing schedule because 10:43:55
5 we go to PRN afterwards. 10:43:58
6 Q. Right. Just for the first 12 weeks, theregimen  10:44:00
7 isfixed and mandatory but after that, it's PRN and 10:44:03
8 therefore, individualized? 10:44:06
9 MR. BRAUSA: Objection; form. 10:44:09
10 BY MR. NIMROD: 10:44:09
11 Q. Would you not refer to thisasafixed dosing ~ 10:44:10
12 regimen? 10:44:13
13 MR. BRAUSA: Objection; form. 10:44:14
14 THEWITNESS: | wouldn't refertothisasa ~ 10:44:14
15 fixed dosing regimen. These are theinitial dosesof 10:44:16
16 aPRN study. 10:44:19
17 BY MR. NIMROD: 10:44:20

18 Q. Okay. Butyou would agreethat it's afixed 10:44:21
19 dosing phase as in the title on the top? 10:44:24

20 A. Yes. 10:44:26

21 Q. Okay. Just not an overall regimen? 10:44:27
22 A. Correct. 10:44:28

23 Q. Let'sturnto page 9. Soin 2008, Regeneron 10:44:36

24 published these conclusions, that at 12 weeks, the VEGF  10:44:49

1 Q. Okay. Andthethird bullet saysthat: The 10:45:59

2 groups dosed at basdlinein week 12 showed improved 10:46:01
3 visua acuity and retinal thickness. 10:46:05

4 Do you see that? 10:46:08

5 A. |do. 10:46:08

6 Q. Okay. What doesit mean that they showed 10:46:09

7 improved visual acuity and retinal thicknessfor the  10:46:11

8 dosing that had one baseline treatment and then another  10:46:15
9 one at week 12? 10:46:19
10 MR. BRAUSA: Objection; form. 10:46:21
11 THE WITNESS: So what thissaysisthat at week 10:46:22
12 12, 12 weeks after baseline, the patients showed 10:46:28
13  better visual acuity compared to baseline and improved 10:46:36
14  retina thickness, which means decreased swelling of  10:46:41
15 theretinaas measured on OCT. 10:46:43
16 BY MR. NIMROD: 10:46:47
17 Q. Okay. Andisthat theresult at theend of the  10:46:49
18 52 weeks? 10:46:53
19 A. No. Thisisjust the 12-week data, or report on  10:46:55
20 12 weeks. 10:47:01
21 Q. Okay. Thebullet -- the next round bullet, it ~ 10:47:04
22 says. Maintained effect on visual acuity with asingle 10:47:09
23 dose to eight weeks. 10:47:13
24 What do you understand that to mean? 10:47:14

25 Trap-Eye, which is Aflibercept, had significantly 10:44:58 25 A. What | understand that to mean is that the visual 10:47:15
Page 78 Page 80
1 improved mean visual acuity. 10:45:02 1 acuity that was achieved at week 4 was roughly the same  10:47:24
2 Do you see that? 10:45:05 2 asthat at week 8, maintenance through eight weeks after 10:47:28
3 A. Thisisreported at 2007 Retina Society. 10:45:05 3 asingle dose. 10:47:32

4 Q. Oh, okay. Butthenitwasre, | guess, reported 10:45:11

5 in 2008 in Scottsdale -- 10:45:14

6 A.l--

7 Q. -- because that's what thetitle of this-- 10:45:15

8 A. Right. | assume there was something different  10:45:16
9 about this but don't know what they reported 10:45:19
10 differently. 10:45:21

11 Q. Okay. So, butin 2007, actualy, thereport of  10:45:21

12 the primary end points were given at the Retina Society  10:45:25
13 for the CLEAR-IT 2 study? 10:45:29

14 MR. BRAUSA: Objection; form. 10:45:32

15 THE WITNESS: | would haveto look at the 10:45:32
16 primary end point first to be sure. They certainly  10:45:35

17 reported -- | mean, they referenced it. I'm assuming 10:45:39
18 they reported it because they talked about significant 10:45:46
19 meanvision at 12 weeks. 10:45:49
20 BY MR. NIMROD:
21 Q. Well, at least they reported this, again, by 10:45:50
22 2008, these -- 10:45:54
23 A. Yes 10:45:54
24 Q. -- conclusions, correct? 10:45:54
25 A. 2008, yes. They did aswell. 10:45:55
Page 79

4 Q. Meaning that the regimen where you get an initial  10:47:32
5 dose and then a quarterly dose, meaning you don't get a 10:47:40
6 dose at weeks 4, week 8, maintained the effect up till  10:47:46
7 week 8 but not week 12; isthat right? 10:47:52
8 MR. BRAUSA: Objection; form. 10:47:54
9 THEWITNESS: So | think you havethe groups  10:47:56
10 correct. It wasthe 0.5-milligram and the 2-milligram 10:47:59
11  whogot initial dose and then adose at week 12. And 10:48:03
12 theway | interpret thisisthat they were followed at 10:48:08
13 10:48:10
14 nodose. Visua acuity was then remeasured at week 8. 10:48:14
15 And that the effect -- effectively, the visual acuity 10:48:18
16 at week 8 wassimilar to that at week 4. 10:48:26
17 BY MR. NIMROD: 10:48:28
18 Q. Okay. Andthen aso statestherewas-- itwas  10:48:29
19 generaly well tolerated with no drug-related serious  10:48:31
20 adverse effects. Strike that. 10:48:35
21 10:48:38
22 10:48:42
23
24
25

week 4, visual acuity was measured. Then at week --

| see you're looking in Exhibit 3 now?
A. I'mlooking back at CLEAR-IT, yes.
Q. That'sfine. 10:48:44
A. Yes. 10:48:45

Q. And were you looking at Figure 5? 10:48:45
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1 A Yeslwas 10:48:47

Q. Okay. Do you recall that you had that concernin 10:50:51

1
2 Q. Okay. Does-- well, | think we'regoingto get  10:48:49 2 2008? 10:50:53
3 to the same chart on the next -- 10:48:51 3 A. Yes. I'vehad that concern about every drug.  10:50:53
4 A. Okay. 10:48:53 4 Q. For every drug, so nothing different there? 10:50:56
5 Q. Or soon anyway. 10:48:54 5 A. No. 10:50:58
6 A. Okay. 6 Q. Didyou havethat same concern with Ranibizumab  10:50:59
7 Q. Becauseit'sin Exhibit -- 10:48:57 7 in 2008, that monthly dosing would potentially causea  10:51:00
8 A. Okay. 8 toxicity adverse event? 10:51:03
9 Q. --5aso. 10:48:59 9 A. By 2008, there was minimum concern about that ~ 10:51:07
10 All right. Thelast bullet, then, wecangoto 10:48:59 10 with Ranibizumab because we had good phase 3 trialswith 10:51:13
11 that chart, was on page 9, that is, of Exhibit 5is: 10:49:01 11 monthly therapy. 10:51:18
12 Was generally well tolerated with no drug-related 10:49:05 12 Q. Okay. All right. Let'sturn to page 17 of 10:51:19
13 serious adverse effects. 10:49:08 13 Exhibit 5, which is Exhibit 2047 in the proceeding. And 10:51:24
14 What does that mean, drug-related serious adverse 10:49:09 | 14 | think thisisthe same chart that appearsin Heier ~ 10:51:33
15 effects? 10:49:13 15 Exhibit 3, Figure 5 of that. Isthat correct? 10:51:39
16 A. There'salong list of drug-related adverse 10:49:13 16 A. I'mlooking at both and it certainly looksthe — 10:51:43
17 events, and apparently none of them were found inthese  10:49:16| 17 same. 10:51:46
18 patients. 10:49:18 18 Q. And to be specific, It's exhibit -- Figure 5B of  10:51:46
19 Q. Andwould that include toxicity? Would toxicity 10:49:18 | 19 Heier, right? 10:51:51
20 be adrug-related serious adverse effect -- event, 10:49:24 20 A. 5B. Correct. 10:51:51
21 excuse me? 10:49:30 21 Q. Okay. Sothenlooking at the page 17, andwe  10:51:53
22 A. Sotoxicity itself isnot, not by word. There  10:49:30 22 havejust saw on the page 9 that the statement wasthat  10:51:59
23 are other ways of looking at toxicity. Butthat would 10:49:33 | 23 maintain effect on visual acuity with asingledoseto  10:52:06
24 not be aword that we used as an adverse event. 10:49:36 24 eight weeksin that bullet. 10:52:08
25 Q. Okay. Sowhen someone -- what'stheresult of  10:49:39 | 25 Looking at the figure on page 17 of Exhibit5,  10:52:12
Page 82 Page 84
1 toxicity? Because you had mentioned earlier that there  10:49:43 | 1 what line or what -- which points show that effect 10:52:17
2 would be a concern about toxicity. 10:49:46 2 that's mentioned on dlide 9? 10:52:24
3 A. Vitreousinflammation, retinal vasculitis, RPE ~ 10:49:47 3 MR. BRAUSA: Objection; form. 10:52:28
4 damage. Those would be thingsthat would beincluded. 10:49:57 4 THE WITNESS: Soyourereferringto side9in 10:52:30
5 Q. Andthosewould be -- if there were toxicity and 10:49:57 5 the statement of maintained visual acuity -- 10:52:32
6 those things happened, those thingswould be adverse  10:49:59 | 6 BY MR. NIMROD: 10:52:35
7 events; isthat right? 10:50:01 7 Q. Right. 10:52:36
8 A. Yes 10:50:02 8 A. --withasingle dose at -- to eight weeks. 10:52:36
9 Q. Andthat'swhat you werereferringto earlier  10:50:05 9 Q. Right.
10 when you said that you wouldn't know if you gave 12 10:50:07| 10 A. Soif youlook at page 17, itis-- you'vegot  10:52:40
11 monthly doses of Aflibercept as of, let's say, 2008, 10:50:10 11 fivedifferent graph lines. Anditistheonewiththe 10:52:44
12 whether or not there would be toxicity because it might 10:50:14 | 12 triangle, as well as the one with the X. 10:52:50
13 betoo much? 10:50:16 13 Q. Looking at the one with the -- isit the X that's 10:52:55
14 MR. BRAUSA: Objection; form. 10:50:18 14 the2Q12? 10:53:02
15 THE WITNESS: That'swhat | said previously was 10:50:19| 15 MR. BRAUSA: Objection. 10:53:04
16 my concern, yes. 10:50:23 16 BY MR. NIMROD: 10:53:04
17 BY MR. NIMROD: 10:50:24 17 Q. No, what isthat? 10:53:05
18 Q. Right. Andin 2008, whenyouwerelikeinthe 10:50:24 |18 A. It's4Q12. The X is4Q12. 10:53:07
19 field here, which you were, obviously, did you have 10:50:26 | 19 Q. Okay. And what's -- the other one'sa 10:53:14
20 concerns that monthly dosing of Aflibercept would cause 10:50:30 20 triangle -- excuse me -- 10:53:16
21 toxicity, if you did 12 doses for, you know, onemonth  10:50:34 | 21 A. Thetriangleis-- 10:53:19
22 each? 10:50:38 22 Q. Whereisthe 2Q12? 10:53:19
23 A. Weaways have concernswith every drug. This  10:50:40 | 23 A. Thereisno 2Q12 here. 10:53:21
24 one was no different than any other and safety isalways 10:50:44 | 24 Q. Doesn't it show it on yours? It'sright here.  10:53:25
25 aprimary concern. 10:50:49 25 Doesyours not -- yeah, it'shere. Figure7, page 17. 10:53:32
Page 83 Page 85

22 (Pages 82 - 85)

Veritext Lega Solutions

Caendar-CA @veritext.com 866-299-5127

Samsung Bioepis Exhibit 1076

Page 22



A. Yes. I'msorry. I'm sorry. 10:53:37

Q. Thereésa2Q12. 10:53:38

A. Right. They'rethe 3Q12 dosing arms, yes. 10:53:40

Q. What isthe -- where should | belooking for the 10:53:44

5 2Q12 figure on page 17 of Exhibit 2047? 10:53:52

6 A. Thepurple diamond. 10:53:57

7 Q. Purplediamond. Okay. And so referringtothe  10:53:58
8 purple diamonds, what data shows that the -- therewasa 10:54:03
10:54:11

A W N P

9 maintenance of effect on visual acuity with asingle
10 doseto 8 weeks? 10:54:14
11 MR. BRAUSA: Objection; form. 10:54:16
12 THE WITNESS: Soif welook at for the2Q arm  10:54:20
13 andlook at the visua acuity, first of all, at four 10:54:22
14 weeks, it's approximately six letters. 10:54:26
15 BY MR. NIMROD:

16 Q. Okay. 10:54:28

17 A. Andthenwelook at eight weeks, once again, it's 10:54:29
18 approximately six letters. Hence, the characterization 10:54:31
19 of maintenance. 10:54:36

20 Q. Okay. And then what happens at week 12 with 10:54:38

1 Q. Okay. Andthe2Q4 got about a seven-letter 10:56:16
2 score; isthat right? 10:56:22

3 A. Yes. A letter lessthan that but close, yes. 10:56:26

4 Q. About what? 10:56:30
5 A. | would characterize that as 6.6, somewherein
6 there. 10:56:34

7 Q. Okay. Sowouldyou say that based onthedata  10:56:34
8 for 2Q4, versus 2Q12, they performed similarly with 10:56:38
10:56:45

10:56:30

9 respect to letter scores for weeks 4 and 8?
10 A. Yes. | would characterize it that way. 10:56:49
11 Q. Okay. All right. And would you agree, then, 10:56:53
12 that the -- that looking at this data published in 2008, 10:56:57
10:57:03
14 which had 2 milligrams for the first three doses four ~ 10:57:08
15 weeks apart, and then a Q8-week dosing regimen for the  10:57:14
16 tertiary doses? 10:57:19

13 that would provide arationale for a dosing regimen

17 MR. BRAUSA: Objection; form. 10:57:20
18 THE WITNESS: | would look to this and say 10:57:21
19 after asingle dose, that the effect at eight weeks  10:57:25

20 appeared to be about as good as four weeksand that  10:57:28

21 respect to -- strike that. 10:54:43 21  that wasworth investigating at phase 3 trial. 10:57:33

22 Isit your understanding that when Regeneron said 10:54:43 | 22 BY MR. NIMROD: 10:57:35

23 in 2008 that it would maintain effect with asingledose 10:54:48 |23 Q. Phase3tria? 10:57:36

24 to eight weeks, that it did not maintain it at week 12? 10:54:51 24 A. Yes. 10:57:36

25 MR. BRAUSA: Objection; form. 10:54:56 25 Q. Becausethiswas phase 2, right? 10:57:37

Page 86 Page 88

1 THE WITNESS: Well, they didn't say - they ~ 10:54:58 1 A. Thiswas phase2 -- thiswas phase 1. 10:57:40
2 didn't characterize it that way. 10:55:01 2 Q. ThisisCLEAR-IT 2? 10:57:45
3 BY MR. NIMROD: 10:55:02 3 A. I'msorry. Phase2. My mistake. I'msorry. My 10:57:46
4 Q. How would you understand it? Well, let meask ~ 10:55:03 4 mistake. Thisisphase?2, so| would say it'sworth  10:57:51
5 you the question. 10:55:05 5 investigating at phase 3 trial. 10:57:53
6 A. Okay. 10:55:05 6 Q. But would you agree that this data herein 10:57:55

7 Q. Inyour view, did the 2Q12 regimen maintain the  10:55:05
8 effectiveness up to week 127 10:55:14
9 A. Sowhen| look at week 12, | see agood 10:55:17
10 improvement but there isatrend line that goesdown,  10:55:21
10:55:26
10:55:30

11 and it accelerates dlightly after eight weeks.

12 Q. Okay. Soyour -- in your opinion, the 2Q12
13 treatment, which isasingle dose, initial dose followed 10:55:38

14 by asecond dose at week 12, showed agood improvement ~ 10:55:42
15 through week 12, but then there was atrend line down;  10:55:47
16 isthat right? 10:55:52

17 A. So there was a good improvement through week 12.  10:55:52
18 Thetrend line had already started to move down by that  10:55:56
19 time. 10:55:58

20 Q. Okay. Allright. Soif welook at six weeks --
10:56:04

10:55:59
21 excuseme. Strikethat.
22 If welook at the eight weeks, you said that the  10:56:04
23 2Q12, whichisjust asingle dose at month zero, got ~ 10:56:09
10:56:12

10:56:16

24 about a six-letter score, right?

25 A. Yes
Page 87

7 figure -- the figure on page 17 of Exhibit 2047 provided 10:57:59
10:58:03
10:58:08

8 therationale for the 2 mg, threeinitial doses one
9 month apart, followed by tertiary doses that were eight
10 weeks apart? 10:58:11
11 MR. BRAUSA: Objection; form. 10:58:14
12 THE WITNESS: | think thisis one piece of data 10:58:16
13 withthat. | don't know what the discussionswere  10:58:18
14 behind the scenes and what other data they would have 10:58:21
15 looked at. For example, drying of thereting, other 10:58:24
16 things could have been there as well. 10:58:28
17 BY MR. NIMROD: 10:58:29
18 Q. Okay. If you look at the Heier Exhibit 3, it's  10:58:29
19 going back to that. If you look at Exhibit 3, thetitle 10:58:37

20 page, there's areference to a person like George 10:58:45

21 Yanco -- how do you pronounce that? 10:58:52

22 A. Yancopoulos. 10:58:53

23 Q. Yancopoulos. 10:58:55

24 A. Yancopoulos. 10:58:58

25 Q. Yancopoulos. Yancopoulos. You understand that  10:58:58
Page 89
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1 hewasthetop guy at Regeneron in this-- scienceguy? 10:59:00 | 1 apart, that you would reasonably expect that a 11:01:46
2 MR. BRAUSA: Objection; form. 10:59:06 2 significant portion of the patient population would gain  11:01:49
3 THE WITNESS: Heisasenior officer. He'snot 10:59:06 3 lettersin the visual acuity score? 11:01:53
4 the CEO, nor do | believe he was at the time. 10:59:13 4 MR. BRAUSA: Objection; form. 11:01:56
5 BY MR. NIMROD: 10:59:15 5 THE WITNESS: | don't believe you can 11:01:57
6 Q. Butyou understand Regeneron approved this 10:59:15 6 extrapolate out beyond where we see here because there 11:02:00
7 article, correct? 10:59:17 7 wasnoQ8am. Therewasdatato suggest thatina 11:02:03
8 A. George hasahigh position at Regeneron. | --  10:59:18 8 very small number of patients, the vision was stable  11:02:10
9 yes. 10:59:22 9  between four and eight weeks. But to extrapolate that 11:02:13
10 Q. Okay. Soif wego tothe pagethat welooked at 10:59:22 | 10 asan extension arm through the course of 52 weeks  11:02:15
11 before, page 7 of Exhibit 1039, which isour Exhibit3 10:59:25 | 11 after aloading phase, | don't think youcangeta 11:02:21
12 in the deposition, let me know when you'rethere. Page 10:59:33 | 12  reasonable expectation from that. You have datathat 11:02:23
13 7. 10:59:36 13 issuggestive, but you don't have an expectation from 11:02:26
14 A. Page7. Yes. Go ahead. 10:59:37 14 it 11:02:29
15 Q. Right-hand column. 10:59:38 15 BY MR. NIMROD:
16 A. Um-hmm. 10:59:40 16 Q. Okay. Soif | dothreeinitial dose-- let's  11:02:30
17 Q. Near the bottom, it says, quote: Therationale  10:59:40 17 say, you know, oneinitial dose and three secondary 11:02:38
18 for the 2 mg Q8-week dose was based on an observation ~ 10:59:4418 doses, that would be like the Q -- 2Q4 arm, right? 11:02:40
19 from the fixed dosing phase of CLEAR-IT 2: -- 10:59:49 |19 A. That would bethe start. Yes. 11:02:47
20 A. Yes. 20 Q. Okay. Andif | looked at thisdataon slide17, 11:02:48
21 Q. -- at eight weeks the improvement in BCVA after a 10:59:57| 21 | would see anice jump by week 4, stability at week 8  11:02:51
22 single 2-milligram dose was similar to that obtained ~ 10:59:59 | 22 and another jump at week 12, right? 11:02:55
23 with a 2-milligram dose monthly to eight weeksand the  11:00:02| 23 A. Between 12 and 16 -- 8to 12 and 12to 16, yes.  11:02:57
24 effect to the visual acuity gain for thesingledose  11:00:06 24 Q. Okay. 11:03:03
25 groups began to wane by week 12. 11:00:09 25 A. For the 2Q4 arm, there are improvements of visual 11:03:03
Page 90 Page 92
1 Do you see that? 11:00:11 1 acuity at the 12- and 16-week time points. 11:03:07
2 A |seethat. 11:00:12 2 Q. Okay. And then that is between 0 and 12 -- 11:03:09
3 Q. Soaccording to Regeneron, therationale for the  11:00:12 3 that's afixed dosing that's monthly for the 2Q4, 11:03:12
4 2 milligram with three initial doses monthly, followed  11:00:14 4 correct? 11:03:15
5 by tertiary doses of eight weeks apart came fromthe ~ 11:00:18 5 MR. BRAUSA: Objection; form. 11:03:16
6 observation we see on slide 17 of Exhibit 2047, correct? 11:00:23 6 THE WITNESS: The 2Q4 includesinjectionsat  11:03:17
7 A. Certainly theway | read it, yes. 11:00:29 7 every four-week interval from zero through 12 weeks, 11:03:25
8 Q. Okay. Would you agree with me that based onthe 11:00:31 8 yes 11:03:28
9 results shown in Exhibit 2047, slide 17, that it would ~ 11:00:44 9 BY MR. NIMROD: 11:03:28
10 have been obvious to somebody that you could do monthly ~ 11:00:51 10 Q. Sothat'sthe fixed dosing phase? 11:03:28
11 dosing of 2 milligrams of Aflibercept for aninitial and 11:00:57 11 A. Phase. 11:03:30
12 two secondary doses followed by Q8 dosing and get 11:01:02 12 Q. Right. Okay. And then after that, it was PRN,  11:03:31
13 improved visua acuity for the patient populationasa  11:01:07 13 right? 11:03:33
14 whole? 11:01:11 14 A. That'scorrect. 11:03:34
15 MR. BRAUSA: Objection; form. 11:01:12 15 Q. Okay. Andyou're saying, though, that the -- you 11:03:35
16 THE WITNESS: No. | don't think it'sobvious. 11:01:12 16 couldn't draw any conclusions asto whether or nota  11:03:40
17 | think the datais compelling enough to do aphase 3 11:01:16 17 POSA looking at this datawould expect that if | did ~ 11:03:44
18 tria. But | don't think it's obvious what your 11:01:22 18 monthly dosing through week 12 and then | did eight-week 11:03:46
19 resultisgoing to be. 11:01:25 19 dosing through week 52 that | would get asignificant ~ 11:03:50
20 BY MR. NIMROD: 20 portion of my patient population getting improvement in - 11:03:53
21 Q. Okay. Would you agree with me that the 11:01:26 21 letter score by week -- at week 52; is that right? 11:03:57
22 reasonable expectation of a skilled artisan in 2008 11:01:28 22 MR. BRAUSA: Objection; form. 11:04:01
23 based on the data shown in slide 17 of Exhibit 2047 11:01:32 23 THE WITNESS: The problem again becomesyou  11:04:01
24 would be that if they dosed with three monthly dosesto  11:01:36 24 don't know what happens after week 12. We havethe 11:04:05
25 start, followed by Q8 tertiary doses, that's eight weeks 11:01:41 25 PRNarm. That, we have. But you don't have an 11:04:09
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1 expectation asto what the 2Q8 aamisgoingtodo. ~ 11:04:13 1 isthat right? 11:06:47
2 And up until thistime, nobody had ever shownthat ~ 11:04:18 2 A. Themean number was 1.55. Yes. 11:06:47
3 injectionswith intervals past Q4 weekson aregular  11:04:23 3 Q. And then the median would mean that half of the 11:06:50
4 basis had ever maintained vision. 11:04:28 4 people -- half of the patients received, | guess, oneor 11:06:53
5 BY MR. NIMROD: 5 more and half received one or less? Isthat what it ~ 11:06:57
6 Q. Okay. Sothe2Q4 mean letter scorewasnine,  11:04:29 6 means? 11:07:00
7 correct? 11:04:35 7 A. Wedon't know where the numbersfell here. So  11:07:00
8 A. Atweek 52, yes. 11:04:35 8 | -- again, | know what median means. But we don't know 11:07:0
9 Q. Atweek 52. Okay. Do you know how many PRN 11:04:37 9 herewhereit fell on this. 11:07:10
10 injections were given asamean during that period? ~ 11:04:43 10 Q. Okay. They indicated one, whatever that means.  11:07:13
11 A. I dont. Butl couldfinditin CLEAR-IT2.  11:04:51 11 A. Yesh 11:07:16
12 Q. Okay. Why don't welook in slide 12, 11:04:54 12 Q. Okay. Thenit hastheword range. Zeroto four. 11:07:17
13 Exhibit 2047. 11:04:58 13 What do you understand that to mean? 11:.07:21
14 A. Okay. Were good. 11:04:59 14 A. Somost injections on any given patient and least 11:07:22
15 Q. Whichisour Depo Exhibit 3. 11:05:00 15 injections on any given patient. So the least 11:07:27
16 So we have retreatment outcome, number of 11:05:05 16 injections on any given patient wasfour. The most 11:07:31
17 injections over PRN phase. 11:05:08 17 injection on any given patient -- I'm sorry, least was  11:07:35
18 MR. BRAUSA: Sorry, just - | think yousaid ~ 11:05:10 18 zero and the most was four. 11:07:38
19 Exhibit 3. You want to stay in Exhibit 5, right? ~ 11:05:11 19 Q. Okay. That meansthat the -- some patients 11:07:43
20 MR. NIMROD: | do. Thank you for clarifying ~ 11:05:14 20 received no injectionsin the PRN phase, right? 11:07:45
21 that. 11:05:15 21 A. Well, it meansthat at least one but wedon't  11:07:47
22 MR. BRAUSA: Okay. 11:05:15 22 know how many. 11:07:51
23 MR. NIMROD: | do that alot. 11:05:18 23 Q. Wéll, it saysrange, zero to four. 11:07:51
24 BY MR. NIMROD: 24 A. Atleast one patient received no injections. 11:07:54
25 Q. Okay. We have retreatment outcome and it says ~ 11:05:23 25 Q. Oh,right, right. 11:07:56
Page 94 Page 96
1 number of injections over PRN phase and thereisa--  11:05:27 1 A. Butwedon't know how many of them did. 11:07:57
2 first column that says VEGF Trap-Eye, which is 11:05:32 2 Q. Gotcha. And then some patients, one or more 11:08:00
3 Aflibercept, right? 11:05:36 3 received one? 11:08:02
4 A. Yes. 11:05:36 4 A. Wedon't know that. 11:08:03
5 Q. Andthenit tellsyou the different amsand the 11:05:36 5 Q. Okay. 11:08:05
6 milligrams of Aflibercept in each arm, right? 11:05:40 6 A. Themedian doesn't tell ushow it fitsinthe  11:08:06
7 A. Yes 11:05:42 7 middle. 11:08:09
8 Q. Okay. Andthennextithasameanandthena  11:05:43 8 Q. Okay. 11:08:09
9 median and arange. What do you understand meanto ~ 11:05:48 9 A. ltonly tellsusthe end points. 11:08:10
10 indicate in the figure -- slide 12? 11:05:51 10 Q. Themaximum number of injections that anyonegot 11:08:1
11 A. Sofor each arm, itisthe numerical average,  11:05:56 11 inthe arm during the PRN phase, which is 40 weeks, was 11:08:16
12 pull it up, divide by the number of injections for each  11:06:03 12 four, correct? 11.08:19
13 arm given after week 12. 11:06:06 13 A. Inthe 2Q4 arm, the most was four. 11:08:20
14 Q. Okay. 14 Q. Okay. And that would come out if you averaged it 11:08:22
15 A. That'sthe PRN phase. 11:06:11 15 to about ten weeks apart; is that right? 11:08:24
16 Q. Okay. Sothat meansthat -- okay. 11:06:12 16 MR. BRAUSA: Objection; form. 11:08:27
17 What's the difference there between meanand ~ 11:06:15 17 THE WITNESS: If -- on that patient, again, you 11:08:27
18 median? 11:06:17 18 don't know exactly when they weregiven but if you  11:08:34
19 A. Medianissimply you have half of your patients  11:06:17 19 takean overal average, it's about -- that actually 11:08:38
20 had more, half had less. But when you're dealing with  11:06:21 20 isprobably alittle less because it would not include 11:08:47
21 integers, it doesn't always work out exactly half and ~ 11:06:26 21  week 52 data. 11:08:50
22 half but that's the mid number. 11:06:30 22 BY MR. NIMROD: 11:08:51
23 Q. Okay. Then that would indicate that for the ~ 11:06:31 23 Q. Okay. Soit'd be morelike eight weeks apart?  11:08:51
24 2-milligram Q4 arm, the average number of PRN injections 11:06:35 24 MR. BRAUSA: Objection; form. 11:08:53
25 between -- or after week 12 up through week 52 was 1.55; 11:06:41 25 THE WITNESS: | don't know the number. Would  11:08:5;
Page 95 Page 97
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1 be probably lessthan ten. 11:08:55 1 Q. 447 11:11:17
2 BY MR. NIMROD: 11:08:56 2 A 4 11:11:18
3 Q. Lessthanten. Okay. 11:08:56 3 Q. And52? 11:11:19
4 So the maximum number of injectionsduringthe  11:08:57 | 4 A. Well, 52 doesn't count. 11:11:20
5 PRN phase for the patientsin the 2Q4 arm waslikely ~ 11:09:01 | 5 Q. Becauseyoure measuring it at that week andthe  11:11:22
6 lessthanten? Sorry. | did that wrong, didn't I? Let 11:09:08 6 injection, if you gaveit that day, isnot goingto ~ 11:11:24
7 me start over again. 11:09:15 7 impact your score? 11:11:26
8 A. Okay. 11:09:16 8 A. Right. 11:11:26
9 Q. Sofor the maximum number of injectionsduring  11:09:16 | 9 Q. Because you would take the score before you 11:11:27
10 the PRN phase for the patients in the 2Q4 arm was 11:09:20 | 10 inject and wouldn't have the impact anyway? 11:11:29
11 probably less than ten weeks apart on average? Isthat 11:09:28 | 11  A. Right. 11:11:32
12 right? 11:09:34 12 Q. Okay. Soitwould befour. Andsogiventhat  11:11:32
13 A. Ifyou-- 11:09:34 13 there were no adverse effects for any of the arms, 11:11:37
14 MR. BRAUSA: Objection; form. 11:09:35 14 including 2-mg Q4, would you agree that aPOSA looking  11:11:41
15 THEWITNESS: The--if youdothemathand  11:09:35 | 15 at the dataon slide 12 in 17 of Exhibit 2047, would ~ 11:11:45
16 spread it out over that time frame, it's probably less 11:09:41 16 conclude that there were no toxicity issuesif you gave 11:11:54
17  than ten weeks apart. 11:09:44 17 four monthly doses followed by four further injections  11:11:59
18 BY MR. NIMROD: 11:09:46 18 between weeks 12, after week 12, through before week 52? 11:12:03
19 Q. Okay. 19 MR. BRAUSA: Objection; form. 11:12:10
20 A. Correct. 20 THE WITNESS: I'm sorry, repeat the question,  11:12:10
21 Q. And then for the other patients that were 11:09:46 21 plesse. 11:12:13
22 either -- if there were any at zero, that wouldbeno  11:09:49 22 BY MR. NIMROD: 11:12:13
23 injections at one, two or three, then it would be more  11:09:52 23 Q. Okay. Given theresultsthat are reported, both  11:12:13
24 than ten weeks apart on average, right? 11:09:56 24 ondide 12 and 17 of Exhibit 2047, would you agreethat 11:12:16
25 MR. BRAUSA: Objection; form. 11:09:59 25 aPOSA would conclude that since there were no adverse  11:12:23
Page 98 Page 100
1 THE WITNESS: We don't know when they were 11:09:59 1 events reported, then it would be safe at least to give  11:12:27
2 given but that would be an average. 11:10:02 2 four initial monthly doses of 2 mg of Aflibercept 11:12:31
3 BY MR. NIMROD: 3 followed by four injections of 2 mg in the period after 11:12:36
4 Q. Allright. So based onthisdatathat wesee  11:10:06 4 12 weeks but before 52 weeks? 11:12:43
5 here for the 2Q4 arm, that was published in 2008, would  11:10:09 5 MR. BRAUSA: Objection; form. 11:12:45
6 you agree that a POSA -- well, let me strike that. 11:10:14 6 THE WITNESS: Wedon't know how many patients  11:12:46
7 How many injections would be given between weeks 11:10:17 7 received four injectionsin the PRN phase. But | 11:12:49
8 12 and 52 if one were practicing afixed dosing regimen  11:10:20 8 think the conclusion would be that's encouraging, the 11:12:53
9 with aninitial dose and then three monthly doses 11:10:27 9 fact that no -- well, let me also say onething. |  11:12:57
10 followed by tertiary doses that are eight weeks apart, 11:10:32 10 don't think we've shown that there were no -- there  11:13:00
11 how many tertiary doses would there be between -- after  11:10:36 11  wereno adverse eventsin the PRN phase. 11:13:03
12 week 12 through week 527 11:10:40 12 BY MR. NIMROD:
13 MR. BRAUSA: Objection; form. 11:10:42 13 Q. wdl -- 11:13:07
14 THE WITNESS: Soyou'relooking at if after ~ 11:10:44 14 A. Did| misssomething? 11:13:07
15 four monthly doses, the patients then received Q8-week 11:10:47 15 Q. | thought we had aslide that said therewereno  11:13:09
16 injectionsthrough week 52. You're asking how many  11:10:53 16 adverse effects. 11:13:12
17 injections would that be in that Q8-week phaseif you 11:10:57 17  A. | think we found that through week 12 but did |~ 11:13:13
18 wereto structureit. | count four. 11:11:02 18 missit and it was week 52? 11:13:17
19 BY MR. NIMROD: 19 Q. Waell, thestudy isthe-- of astudy that goes  11:13:20
20 Q. Soitwould be at week 207 11:11:12 20 through 52 weeks, correct? 11:13:23
21 A. 20. 11:11:14 21 A. Correct. 11:13:24
22 Q. 28? 11:11:15 22 Q. And when they report they were generally well 11:13:27
23 A. 28 11:11:15 23 tolerated -- thisison dlide 9 -- with no drug-related  11:13:29
24 Q. 367 11:11:16 24 serious adverse events, do you not read that to mean 11:13:33
25 A. 36. 11:11:16 25 through week 52 since that was the study? 11:13:37
Page 99 Page 101
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1 MR. BRAUSA: Objection; form. 11:13:39

2 BY MR. NIMROD: (Indicating) 11:13:40

3 Q. | mean, did they stop looking to see their 11:13:40

4 adverse events? 11:13:43

5 A. Thisisdlide9. 11:13:43

6 Q. Yes 11:13:45

7 A. Yes. Andyou're saying was generally well 11:13:45
8 tolerated with no drug-related serious adverse events.  11:13:48
9 That's the report through 12 weeks. 11:13:52

10 Q. Soyou'resaying they did not find the same thing 11:13:53
11 through week 52? 11:13:56

12 A. I'msaying | don't know. I'm saying thisis--  11:13:57

13 they reported through week 12. | don't know what they ~ 11:14:01
14 found through the maintenance -- through the PRN phase. 11:14:04
15 Q. Okay. Let'sassume, sinceyou're an expert, I'm  11:14:06

16 going to ask you to assume this -- that Regeneron 11:14:08
17 reported that there was no drug-related serious adverse  11:14:11
18 eventsthrough the end of the 52 weeks. If that were, 11:14:19

19 infact, what was reported, would you agree, then, that  11:14:22

1 A. All groups combined, correct. 11:15:57

2 Q. Okay. Istheredatafor adverse eventsfor Q247 11:15:59
3 A. I would haveto go into the paper to look. This 11:16:04
4 table does not tell usthat. 11:16:08

5 Q. Anddo you consider any of those eventstherein 11:16:09
11:16:13

11:16:16

6 Table 6 to be serious adverse events?
7 A. Beforel answer that, above that, it says that
8 the number of patients with systemic adverse eventswas 11:16:21

9 similar among treatment groups. So -- okay. Now your  11:16:24
10 question is, are any of these serious adverse events?  11:16:30
11 Yeah. A couple of them, yes, acouple of them are. 11:16:34
12 Q. Which ones? 11:16:37
13 A. Detachment of the retinal pigment epithelium. 11:16:38
14 (Court reporter clarification.)

15 THE WITNESS: Sorry. Detachment of retinal 11:16:55
16 pigment epithelium, retinal edema, subretinal 11:16:55
17 fibrosis, retinal hemorrhage. 11:16:59

18 BY MR. NIMROD:

19 Q. Okay. So those are happening with the fixed 11:17:10

20 aPOSA looking at the dataon slides 12 and 17 would ~ 11:14:25 20 dosing phase, followed by PRN in this CLEAR-IT 2 study, 11:17:14
21 concludethat if you gave four monthly dosesof 2 mg,  11:14:29 21 those events? 11:17:19
22 followed by four doses eight weeks apart, after week 12 11:14:32 22 A. Yes. 11:17:20
23 through before week 52, would believe that that would be 11:14:39 23 Q. And those events were not so seriousthat the ~ 11:17:20
24 well tolerated with no adverse events? 11:14:43 24 study, the phase 3 study did not proceed, correct? In  11:17:24
25 MR. BRAUSA: Objection; form. 11:14:48 25 other words, those adverse events were acceptableto 11:17:28
Page 102 Page 104
1 THE WITNESS: Rather than assuming that, I'd ~ 11:14:49 | 1 proceed to a phase 3 study, were they not? 11:17:30
2 rather go back to thispaper. Andif youlook at ~ 11:14:56 2 MR. BRAUSA: Objection; form. 11:17:33
3 Tableb, it doestalk about -- 11:14:59 3 THE WITNESS: | would assumeso. They went  11:17:33
4 BY MR. NIMROD: 11:15:.02 4 through phase 3. 11:17:38
5 Q. Wait. Let mego-- 11:15:02 5 BY MR. NIMROD: 11:17:39
6 A. Go ahead. 6 Q. Sothen| guessif | ask the question adifferent 11:17:39
7 Q. When you say this paper you mean -- 11:15:04 7 way, given the data on slides 12 and 17 of 11:17:41
8 A. I'msorry. The CLEAR-IT. Exhibit 3. 11:15:05 8 Exhibit 2047 -- 11:17:51
9 Q. Doyou mean Exhibit 2039? 11:15:06 9 MR. BRAUSA: Just to be clear, that's 11:17:51
10 A. Exhibit 3. 11:15:09 10 Exhibit 5? 11:17:53
11 Q. Sothat's Exhibit 1039 and preceding exhibit,  11:15:10 11 BY MR. NIMROD: 11:17:54
12 deposition Exhibit 3? 11:15:13 12 Q. WhichisExhibit 5in the deposition. I'll start 11:17:54
13  A. Yes. 1039. 11:15:14 13 that over again. 11:17:56
14 Q. Whereareyou at now? 11:15:16 14 Given the data on deposition Exhibit 5, whichis  11:17:56
15 A. Page 1103, Table 6. 11:15:17 15 the Exhibit 2047 in the IPR proceeding -- 11:18:00
16 Q. Okay. Go ahead. 11:15:24 16 A. Yes 11:18:06
17 A. Soif you look at that, that gives us ocular 11:15:24 17 Q. --looking at slides 12 and 17, would a POSA 11:18:07
18 adverse eventsin the study eye over the course of the  11:15:31 | 18 conclude that a 2-milligram dosing regimen for four 11:18:11
19 entiretrial. And you seethat there are some adverse  11:15:35 19 monthly doses followed by eight-week dosing between 11:18:1
20 events. 11:15:42 20 weeks 12 and 52, which would be four, would not have ~ 11:18:22
21 Q. With-- 11:15:43 21 serious adverse effects that would preclude one from  11:18:27
22 A. Sol don't think you can assume that therewere  11:15:43 | 22 going forward with a phase 3 clinical trial? 11:18:31
23 no adverse events. 11:15:45 23 MR. BRAUSA: Objection; form. 11:18:34
24 Q. Sothere'sadverse eventsfor the combination of 11:15:46 | 24 THE WITNESS: Repeat the question, please. 11:18:37
25 dll the groups combined? 11:15:51 25 BY MR. NIMROD: 11:18:39
Page 103 Page 105
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1 Q. Okay. Looking at slides 12 and 17, of depo 11:18:39 1 BY MR. NIMROD: 11:21:09
2 Exhibit 5, which isalso IPR preceding Exhibit 2047,  11:18:44 2 Q. Right. And so beforeyou go into the big patient 11:21:09
3 would aPOSA conclude that based on the datainthose  11:18:52 3 population in phase 3, you want to make sureit'ssafe  11:21:13
4 didesthat a2-milligram dose for five monthsfollowed 11:18:54 4 what you're going to give them in phase 3, right? 11:21:16
5 by 2-milligram doses of Aflibercept every eight weeks ~ 11:18:59 5 A. Youwant to make sure there are no safety 11:21:18
6 would be tolerated enough that you could proceed witha  11:19:03 6 signals, correct. 11:21:21
7 phase 3 clinical study? 11:19:11 7 Q. Right. Andsoyoulook at theresults-- by the 11:21:22
8 MR. BRAUSA: Objection; form. 11:19:13 8 way, isphase 1 or 2 safety versus one or the other, or  11:21:24
9 BY MR. NIMROD: 11:19:13 9 arethey both safety, which onelooks at safety? 11:21:28
10 Q. Which, infact, iswhat they did? 11:19:14 10 MR. BRAUSA: Objection; form. 11:21:31
11 A. Right. 11:19:16 11 THE WITNESS: Sdfety -- safety isusually the  11:21:32
12 MR. BRAUSA: Same objection. 11:19:17 12 primary end point of a phase 1. 11:21:37
13 THE WITNESS: But, no, you can't -- you 11:19:18 13 BY MR. NIMROD: 11:21:42
14 couldn't make the conclusion based ontheway you ~ 11:19:20 14 Q. Okay. And what isthe primary end point of phase 11:21:42
15  asked the question. Two things, oneis, it wasfour 11:19:23 15 2, efficacy? 11:21:45
16 monthly dosing at the beginning, not five. Secondly, 11:19:28 16 A. Doseexploration with efficacy. 11:21:47
17 itwasaPRN arm -- excuse me-- nota2Q8 arm. And 11:19:31 17 Q. Okay. Soin order to proceed on phase 3, with ~ 11:21:48
18  certainly the -- excuse me -- the number of 11:19:39 18 the armsthat you're proposing, you haveto havedata  11:21:53
19 injections, the medium number of injections during the 11:19:43 19 showing that the expectation isthat they'll beasafe  11:21:56
20  PRN phase was much less than what you would expect ~ 11:19:47 20 dose for the patient population and efficacious, 11:22:00
21 witha2Q8 phase. So you can't make that 11:19:49 21 correct? 11:22:03
22 extrapolation. 11:19:53 22 MR. BRAUSA: Objection; form. 11:22:03
23 BY MR. NIMROD: 23 THE WITNESS: You haveto show that there's  11:22:04
24 Q. Sothen how did Regeneron justify goinginto ~ 11:19:53 24 good safety data out of your phase 2, which suggests  11:22:07
25 phase 3 with adifferent regimen than phase 2 that 11:19:57 25 minimal tolerablerisk to patients. 11:22:12
Page 106 Page 108
1 required, | believe, monthly dosing, wasit, in phase 3; 11:20:01 1 BY MR. NIMROD:
2 what were the different arms for 2 milligrams? 11:20:06 2 Q. Okay. Soyouhavetoshow --inordertogoto 11:22:15
3 MR. BRAUSA: Objection; form. 11:20:09 3 the phase 3, you have to show that there's an 11:22:17
4 THE WITNESS: So you'retalking about phase 3, 11:20:09 | 4 expectation of safety based on your phase 1 and phase2 11:22:20
5 macular degeneration, AMD. 11:20:12 5 data, correct? 11:22:24
6 BY MR. NIMROD: 11:20:13 6 A. You haveto show -- 11:22:27
7 Q. Yes|am. 11:20:13 7 MR. BRAUSA: Objection; form. 11:22:27
8 A. Yes. Onewasthe doses were monthly 2-milligram, 11:20:13 8 THE WITNESS: You haveto show that thereare  11:22:27
9 2-milligram Q4 weekstimesthree, afterwards, two--  11:20:19 | 9 no safety signasout of your phase 1 and phase2.  11:22:29
10 afterwards, Q8 weeks. 11:20:26 10 BY MR. NIMROD: 11:22:34
11 Q. Justto clarify, when you say -- 11:20:27 11 Q. Okay. Would you agree with me that meansyou  11:22:34
12 A. I'msorry. 11:20:29 12 have to show there's an expectation of safety, not just  11:22:35
13 Q. Theonethat haseight weeks, isit aninitiadl ~ 11:20:30 13 amere hope? 11:22:37
14 andtwo orisit initial and three? 11:20:32 14 MR. BRAUSA: Objection; form. 11:22:38
15 A. Initial and two. 11:20:34 15 THE WITNESS: Y ou want datato back it up. 11:22:38
16 Q. Okay. Go ahead. 11:20:35 16 BY MR. NIMROD: 11:22:41
17 A. Okay. Yeah. Then 0.5 milligrams, Q4, and 11:20:36 17 Q. Right. So-- 11:22:41
18 Ranibizumab, Q4. 11:20:44 18 A. But! don't know that you can have an expectation 11:22:42
19 Q. Okay. Sol assume that when the FDA authorizesa 11:20:45| 19 of it. 11:22:44
20 phase 3 clinical or Regeneron proposes one, they haveto 11:20:53| 20 Q. Soyou'retelling methat you can't even agree  11:22:44
21 believe that there's safety in a phase 3, because don't  11:20:55 21 with me that when you go to phase 3 of astudy, that you 11:22:46
22 theother trials, like phase 1 or 2, gointo safety?  11:21:00 22 have to have an expectation of safety based on your 11:22:52
23 MR. BRAUSA: Objection; form. 11:21:05 23 phase 1 and phase 2 clinical studies? 11:22:56
24 THE WITNESS: Theother trialslook at safety  11:21:07 | 24 MR. BRAUSA: Objection. 11:22:58
25 insmall numbers. 11:21:08 25 BY MR. NIMROD: 11:22:58
Page 107 Page 109
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1 Q. Youdon't agreewith that? 11:22:58

2 MR. BRAUSA: Objection; form, asked and 11:23:00
3 answered. 11:23:02

4 BY MR. NIMROD: 11:23:02

5 Q. Just expectation. Not guarantee, not certainty. 11:23:02

6 Expectation. 11:23:04

7 MR. BRAUSA: Same objection to al of the 11:23:05
8 questions. 11:23:07

9 THE WITNESS: You haveto beableto project  11:23:09

1 FDA to accept the phase 3 arm that was monthly dosing at  11:24:56

2 2 milligrams, there had to be an expectation that it was 11:25:05
3 probable that that would be a safe dosage for patients  11:25:09

4 in the phase 3 study? 11:25:13

5 MR. BRAUSA: Objection; form. 11:25:15

6 THE WITNESS: So would you restate the 11:25:16
7 question, please? 11:25:19

8 BY MR. NIMROD: 11:25:19

9 Q. | saidinorder for Regeneron to propose and the  11:25:19

10 forward that your safety datais acceptable. And both 11:23:12 | 10 FDA to accept a phase 3 arm that was monthly dosing of ~ 11:25:2%
11 internaly, aswell asto the FDA. 11:23:18 11 Aflibercept at 2 milligrams, there had to be an 11:25:26
12 BY MR. NIMROD: 11:23:20 12 expectation that it was probable that it would be asafe 11:25:39
13 Q. Which meansthat you would have to have an 11:23:20 | 13 dosage regimen for patientsin the phase 3 study; is ~ 11:25:33
14 expectation that you're going to have safety inyour  11:23:21 14 that right? 11:25:38
15 phase 3 studies, right? 11:23:25 15 MR. BRAUSA: Objection; form. 11:25:41
16 MR. BRAUSA: Objection; form. 11:23:26 16 THE WITNESS: No, | think abetter way to 11:25:41
17 THE WITNESS: | don't know that wecangetto 11:23:26 | 17 characterize it would be that to proceed with aphase 11:25:43
18 the point of expectation. We can get to the point of 11:23:28 18 3, there had to be, based on the phase 2 data, 11:25:45
19 history provides uswith good data. Theresthehope 11:23:32 | 19 probability that you're not going to have asevere  11:25:48
20 that were going to go forward and meet that again.  11:23:35 | 20 number of adverse events. 11:25:50
21 Butl don't know that we have an expectation. Not  11:23:38 | 21 BY MR. NIMROD: 11:25:53
22 without data being achieved -- being actually 11:23:41 22 Q. Okay. Sothe probability in order to proceed in  11:25:53
23 acquired. Dataat the phase 3 level being acquired. 11:23:45 23 the phase 3 study, if we take out the word expect, would 11:25:56
24 BY MR. NIMROD: 11:23:47 24 be -- let me start over again. 11:26:00
25 Q. Soyou can't really use the word expectation 11:23:48 25 For the phase 3 study to proceed, and for 11:26:02
Page 110 Page 112
1 today in this deposition, | assume? 11:23:51 1 Regeneron to propose it and the FDA to accept it, there  11:26:05
2 MR. BRAUSA: Objection; mischaracterizing. 11:23:54 | 2 had to be data showing that it was probable that there  11:26:08
3 THE WITNESS: Well, I'm not about touseit ~ 11:23:55 3 wouldn't be any adverse events for whatever the arm was? 11:26:1
4 with respect to the question you asked. 11:23:57 4 MR. BRAUSA: Objection; form. 11:26:14
5 BY MR. NIMROD: 5 BY MR. NIMROD: 11:26:16
6 Q. What would be your criteriafor an expectation of 11:23:59 6 Q. Any significant adverse events, | guessyou'd  11:26:16
7 safety, as opposed to a hope? 11:24:03 7 say? 11:26:18
8 A. My criteriawould bethat I'm treating according  11:24:06 8 A. No. | don't think that's correct. The--you  11:26:18
9 to an established protocol and I'm probably goingto get 11:24:16 | 9 can never show or predict you're not going to haveany  11:26:22
10 theresults already established previously from that ~ 11:24:17 10 adverse events. 11:26:28
11 protocol inafull study. 11:24:21 11 Q. Oh, right. Let meread your answer back. | 11:26:28
12 Q. Okay. 11:24:23 12 misspoke. 11:26:30
13 A. That's not been established here. 11:24:24 13 A. Allright. Then -- go ahead. 11:26:31
14 Q. Okay. Soyou'resaying that -- how about this ~ 11:24:25 14 Q. Yousad: | think abetter way to characterize  11:26:32

15 question, would you say that in order to have aphase 3 11:24:29

16 study, it hasto be probable that theregimenyou're  11:24:33
17 giving isgoing to be safe? 11:24:39

18 MR. BRAUSA: Objection; form. 11:24:40

19 BY MR. NIMROD: 11:24:40

20 Q. Would you give me that? 11:24:41

21 MR. BRAUSA: Same objection. 11:24:43

22 THE WITNESS: Yeah. | would give you that. 11:24:43
23 Probable. 11:24:49

24 BY MR. NIMROD:

25 Q. Okay. Andin order for Regeneron to proposeand 11:24:50
Page 111

15 it would be that to proceed with the phase 3, therehad  11:26:34
16 to be, based on the phase 2 data, probability that 11:26:37
17 you're not going to have a severe number of adverse 11:26:40
11:26:43
11:26:44
11:26:46
11:26:48

18 events.

19 A. Correct. Sol didn't say zero.
20 Q. Right. | misspoke. | didn't intend to.

21 All right. So then what datain the phase 1 or
22 phase 2 study of Aflibercept at 2 milligrams gave 11:26:55

23 Regeneron, the FDA, the ahility to believe that there  11:27:01
24 was a probability that monthly dosing of Aflibercept was 11:27:05

25 not going to have a severe number of adverse events?  11:27:09
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MR. BRAUSA: Objection; form. 11:27:12
THE WITNESS: So | don't know what the -- that  11:27:13
the discussions were within -- internally Regeneron or 11:27:18

withthe FDA. But as| look at the data, | think it's 11:27:22

at week 12. | think that's the data that speaksthe 11:27:32
loudest. 11:27:35

1

2

3

4

5 that there were no serious drug-related adverse events 11:27:28
6

7

8 BY MR. NIMROD:

9

1 wasavailable or would comeinto play there so | don't 11:30:05

2 know. 11:30:09

3 BY MR. NIMROD: 11:30:09

4 Q. Couldyou explain to me why would the 12-week ~ 11:30:09
5 datafor the 2Q4 in the phase 2 CLEAR-IT 2 study be 11:30:15

6 informative asto potential adverse eventsfor ongoing  11:30:21
7 12-month monthly doses of 2 mg of Aflibercept? 11:30:30
8 A. Itrepresentsthe cohort that had the most drug  11:30:34

Q. Okay. And why doesthe -- explaintomehow is  11:27:36 9 injected. And then atime frame over which adverse 11:30:41
10 the dataat week 12 informative -- let me start over ~ 11:27:42 10 events could appear. 11:30:47
11 again. 11:27:47 11 Q. Do adverse events normally appear within the 11:30:49
12 The datayou're referring to at week 12 would be  11:27:47 12 first coupleinjectionsif apatient'sgoing to havea  11:30:52
13 the CLEAR-IT 2 and, aso, phase 1 studies of monthly ~ 11:27:50 13 problem, the adverse events? 11:30:55
14 dosing at weeks zero, 4, 8, and 12? Isthat right?  11:27:54 14 MR. BRAUSA: Objection; form. 11:30:58
15 MR. BRAUSA: Objection; form. 11:27:59 15 THE WITNESS: So with anti-VEGF therapy, | 11:30:58
16 THE WITNESS: There was safety datafromthe  11:28:00 16 don't have data on the top of my head to know if 11:31:06
17 phase 1 but no monthly dosing. For phase 2, the 2Q4 11:28:04 17 it's-- usudly it'sat the beginning, but | can't  11:31:09
18 armwould bethe CLEAR-IT 2, the 2Q4 arm had monthly  11:28:11 18 giveyou datato -- in terms of numbers. 11:31:14
19 dosing timesfour. Sothrough 12 weeks. Andthat  11:28:15 19 BY MR. NIMROD: 11:31:17
20 probably would have been the most important data. ~ 11:28:20 20 Q. Okay. Would that -- was that known in 2008, that 11:31:17
21 BY MR. NIMROD: 11:28:24 21 adverse events would usually be at the beginning of 11:31:21
22 Q. Most important datafor -- 11:28:24 22 anti-VEGF-Trap treatment? 11:31:29
23 A. I'msorry. Toshow that there wereno serious  11:28:27 23 MR. BRAUSA: Objection; form. 11:31:30
24 adverse events through week 12 in patients, particularly 11:28:29 24 THE WITNESS: That, | can'trecall. | don't  11:31:30
25 those that were receiving monthly injections. 11:28:33 25 know if it was available at that time. 11:31:32
Page 114 Page 116

1 Q. Okay. Sothe phase 1 study did not have monthly  11:28:36 1 MR. NIMROD: Okay. All right. 11:31:39

2 inany of the arms; isthat right? 11:28:41 2 MR. BRAUSA: And Ray, when you get -- I'm 11:31:39

3 A. No. 11:28:42 3 sorry, | didn't mean to interrupt -- when we gettoa 11:31:41

4 Q. What | said was correct, it did not? 11:28:43 4 stopping point, if we can take a break. 11:31:45

5 A. Itdidnot. Sorry. 11:28:46 5 MR. NIMROD: Now'sfine. 11:31:46

6 Q. My fault. 11:28:47 6 MR. BRAUSA: Okay. 09:57:23

7 Okay. Sotheninyour view, the data that speaks 11:28:48 7 THE VIDEOGRAPHER: Stand by. We are going off  11:31:49

8 theloudest as to the probable safety for monthly dosing 11:28:52 8 therecord at 11:31. 11:31:51

9 of Aflibercept 2 mg for 12 -- excuse me -- for 12 months 11:29:00 9 (A brief recess was taken.) 11:31:52

10 wasthe 12-week data of the 2Q4 aam inthe CLEAR-IT 2 11:29:05

11 phase 2 study; isthat right? 11:29:11

12 A. You confused methere by talking about 12 months, 11:29:12
11:29:16

14 Q. Yeah. I'll say it again. Let me go back. 11:29:18

15 Okay. The datathat speaksthe loudest asto the 11:29:21

11:29:24

13 throwing in there. So repest the question, please.

16 probable safety for the 12 months monthly dosing of
17 Aflibercept in the phase 3 study, 2 mg, was the datafor 11:29:31

18 12 weeksin the 2Q4 arm in the CLEAR-IT 2 phase 2 study; 11:29:36
19 isthat right? 11:29:41

20 A. Yes. | believethat to be the case. 11:29:41

21 Q. Okay. Wasthere other datathat contributedto  11:29:44

22 that conclusion, that the 12 months of monthly dosing of 11:29:49

23 Aflibercept would be acceptable in terms of safety? 11:29:54
24 MR. BRAUSA: Objection; form. 11:29:59
25 THE WITNESS: I'm not aware of what other data  11:30:02

Page 115

10 THE VIDEOGRAPHER: We are back ontherecordat 11:46:51
11 11:47. 11:47:01

12 BY MR. NIMROD: 11:47:03

13 Q. Dr. Stewart, we weretalking about the criteria  11:47:07

14 for, you know, safety to go to aphase 3trial andwe ~ 11:47:11
15 also discussed that one of the purposes of the phase2  11:47:15
16 trial, | think you mentioned, was dosing -- it was 11:47:20
17 dosing regimen and efficacy? 11:47:25

18 A. Yes 11:47:27

19 Q. Okay. Isit dosing or dosing regimen and 11:47:28
20 efficacy? Isthat the same thing? 11:47:32

21 A. Oh, so dosing and dosing regimen. 11:47:33

22 Q. Okay. Soisit the case, then, in order to 11:47:36

23 propose and have accepted an arm for your phase 3 trial, 11:47:41
24 in addition to having a probability of safety, that you 11:47:46
25 have to have a probability of efficacy for thedoseand 11:47:49
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1 dosing regimen that you're proposing for an arm? 11:47:55 1 29 percent is not simply aroll of thedicein each 11:50:43
2 MR. BRAUSA: Objection; form. 11:47:58 2 case, | assume. If youroll aten-sided dice, if you — 11:50:48
3 THE WITNESS: Would you repeat the question,  11:47:59| 3 get aone, two, or three, you're good; if yourolla  11:50:52
4 please? 11:48:02 4 four out of ten, you're out of luck. It'snot quite  11:50:58
5 BY MR. NIMROD: 11:48:02 5 that simple, isit? 11:51:01
6 Q. Inorder to have -- to propose and haveanarm  11:48:03 6 MR. BRAUSA: Objection. Characterization of a 11:51:02
7 accepted for your phase 3 trial, other than maybe 11:48:09 7 ten-sided dice. 11:51:04
8 control, you have to have a probability of efficacy for 11:48:14 8 THE WITNESS: Pretty much everybody goinginto 11:51:0f
9 the dose and dosing regimen that you're proposing for ~ 11:48:19 | 9 phase 3 thinks that they have the next big thing. And 11:51:08
10 thearm? 11:48:22 10 whenyou look at the history of macular degeneration, 11:51:10
11 MR. BRAUSA: Objection; form. 11:48:23 11 it'slittered with drugs that were extreme to 11:51:13
12 THE WITNESS: When you're doing a new drug, 11:48:25 12  promising, great drugs, and failed miserably. 11:51:16
13 whichisessentialy what thisis. And Aflibercept  11:48:30 13 BY MR. NIMROD:
14 moving into phase 3, and thisworked for any of the  11:48:33 | 14 Q. Okay.
15 indications. Did you have anindication in mind? Are 11:48:40 | 15 A. Soyou can't predict. 11:51:20
16 wetalking about macular degeneration? 11:48:42 16 Q. Right. All right. Solet'sgo back to Exhibit5 11:51:22
17 BY MR. NIMROD: 11:48:44 17 of the deposition which is Exhibit 2047 inthe IPRand  11:51:25
18 Q. Yeah. AMD. 11:48:44 18 goto dlide 19, please. 11:51:32
19 A. Yeah. For AMD, then what you're goingto needto 11:48:45/ 19 A. Okay. 11:51:33
20 dointhe phase 3 is have acontrol that is FDA 11:48:48 20 Q. What do you understand slide 19 is showing? 11:51:46
21 approved. And so what you haveto -- what you haveto 11:48:54 21 A. So--thereésalotindide19. Itrealyis 11:51:51
22 imagineisthat your drug with your dose and your 11:48:58 | 22 threedifferent dides, if you will, al at thesame  11:51:58
23 regimen and your safety profileis going to be 11:49:02 23 time. All of them are pertaining to avisual outcome.  11:52:01
24 comparable, currently it's not inferior, to the control ~ 11:49:07 24 On theleft, you have each of the five treatment arms.  11:52:09
25 that you put it up against. 11:49:11 25 Ontheleft-hand side, you have the percentage or the  11:52:12
Page 118 Page 120
1 Q. Okay. You used theword imagine. Doesthat mean 11:49:12 1 proportion of patientsin each treatment arm that lost ~ 11:52:17
2 that you have data to show it's probable? 11:49:15 2 fewer than 15 letters. Inthe center, you havethe — 11:52:21
3 A. No. You have datato say that you -- you have  11:49:18 3 proportion of patientsin each treatment arm that had ~ 11:52:25

4 data accrued from your phase 1 and phase 2 to think that 11:49:22

5 if | put together this dosing and this protocol with ~ 11:49:26
6 thissafety, that | think I'm going to get aresult 11:49:30
7 that's going to be comparable to the control. 11:49:33
8 Q. Allright. Whenyou say, | think I'mgoingto  11:49:36
9 get aresult, isthat probable, more likely than not?  11:49:39
10 A. | think that if you're ending up with a-- 11:49:43
11 when -- let me back up for a second. 11:49:50
12 | think in the minds of the people doing the 11:49:52

13 studies, that's what they're thinking. But thereality 11:49:55

14 is, only about 25 to 30 percent of drugs going to phase 11:50:00
15 3trialsactually end up meeting their end points. So  11:50:05
16 the probability isthey won't meet their end points. 11:50:09

17 Thethought in the minds of the people designingthe  11:50:13
18 studiesisthat we think we have a good chance. So, you 11:50:15
19 know, isit probable? It's-- it's probable enough that 11:50:19

20 we'rewilling to put up the effort and the money. 11:50:24
21 Q. Okay. 11:50:28
22 A. Knowing that your odds are not very good. 11:50:28

23 Q. | takeit the odds, though, would vary fromdrug  11:50:32
24 todrugin asense, because you might have morerobust  11:50:36
25 datain phase 1 and 2 for one drug than another, so the  11:50:40

Page 119

4 zero -- zero change in visual acuity or apositivegain  11:52:30

5 invisual acuity and then on theright side, you havea 11:52:34

6 proportion of patientsin each treatment arm that gained 11:52:37

7 15 or more letters of visual acuity and thiswas at week 11:52:40

8 52. 11:52:44

9 Q. Okay. Allright. Sothenif I'mlooking at the 11:52:45
10 first set of bars, that's for less than 15 letterslost, 11:52:48
11 right? 11:52:55
12 A. That'scorrect. Lessthan 15 letterslost. 11:52:57
13 Q. Okay. Sofor the patients that wereinthearm  11:53:00
14 that was four monthly doses, followed by PRN with amean 11:53:02
15 number of injections during the PRN of 1.55, 100 percent 11:53:11
16 of the patients had the acuity score of aloss of less  11:53:16
17 than 15 letters; is that right? 11:53:23
18 A. So based on your mean, | assume you mean the 2Q4 11:53:26
11:53:29

11:53:29

19 arm?
20 Q. Yes. Did | not say 2Q4?
21 A. Youdidn't say that.

22 Q. Let mestart -- I've got to start over again. 11:53:33
23 A. Sojugt, asyou say that, thisiswhat were 11:53:35
24 seeing. And | think itis-- 11:53:37

25 Q. Okay. I'mgoing to give you abetter one, then.  11:53:40
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1 A. Okay. 11:53:42
2 Q. | don't think there's anything on here.

3 A. Wecan verify left to right from the bottom
4 across-- 11:53:47
5 Q. | cangivethistoyou?

6 A. --then that would make sense.

11:53:42
11:53:44

11:53:47

1 Q. Okay.

2 A. Werezero or gained letters. 11:55:27

3 Q. Andfor the 2Q12 arm, which would be oneiinitial  11:55:29

11:55:33
11:55:40

4 injection, asecond injection after 12 weeks, followed
5 by amean number of injections over the PRN period of

6 2.48, what percentage of the patients achieved an acuity 11:55:45

7 Q. I'll just give you the better color version. I'm 11:53:48 7 score of less than 15 letters lost? 11:55:52

8 not sure why this printer didn't do aswell, but it 8 A. And for that 2Q12 arm, 90 percent of them lost ~ 11:55:56

9 didn't. 11:53:53 9 fewer than 15 letters. 11:56:00
10 MR. BRAUSA: Just to confirm, Ray, do you have 11:53:53| 10 Q. Okay. Would you agree, then, that giventhat ~ 11:56:01
11 aBatesnumbered version of that? Becausethis 11:53:54 11 data, aPOSA looking at the datain exhibit depo 11:56:04
12  appearsto be acopy of what was produced. Doyou  11:53:58 | 12 Exhibit 5, Exhibit 2047, would conclude that it was ~ 11:56:13
13 have-- okay. Soitisacopy. That'sfine. 11:54:01 13 probable that dosing four monthly dosesat one month ~ 11:56:16
14 MR. NIMROD: | think it's an exhibit you 11:54:04 14 each, followed by eight-week dosing astertiary dosing  11:56:26
15 produced, as|'mtold, but -- 11:54.05 15 would meet the limitation of claim 29, whichissimply ~ 11:56:32
16 MR. BRAUSA: | just wanted to make surethat as 11:54:08 | 16 that it is as effective as .5 milligrams of Ranibizumab, 11:56:35
17 produced -- 11:54:09 17 which you told me meansthat it's lessthan a 15-letter  11:56:42
18 MR. NIMROD: Yesah. 18 loss? 11:56:45
19 MR. BRAUSA: --it'sthe same asthat. 09:57:23 19 MR. BRAUSA: Objection; form. 11:56:46
20 MR.NIMROD: Yesh. Itlookslikethisexcept 11:54:10 | 20 THE WITNESS: Sol think what aPOSA could say  11:56:46
21 for there are some red circles on this that my 11:54:11 21 isthat four monthly doses, one plusthree, followed 11:56:50
22 colleagues gave me for simplicity. But thisiswhat 11:54:13 22 by PRN through the course of one year, hasavery high 11:56:55
23  theoriginal looked like. 11:54:16 23 likelihood of losing fewer than 15 letters. | think  11:56:59
24 THE WITNESS: Thank you. 11:54:17 24 what a POSA would take from thisis moving to Q8 weeks 11:57:03
25 MR. NIMROD: I'll hand that to the witness. 11:54:17 25 isthestretch and that's the part we don't know.  11:57:08

Page 122 Page 124

1 THEWITNESS: Yeah. And for simplicity'ssake, 11:54:20| 1 BY MR. NIMROD:

2 it'sthe bottom left to right across. 11:54:23 2 Q. Stretchinterms of safety or efficacy? 11:57:12

3 BY MR. NIMROD: 11:54:26 3 A. Efficacy. Weretaking efficacy now because ~ 11:57:14

4 Q. Yeah. 11:54:26 4 you'retalking -- because you're talking letterslost.  11:57:16

5 A. Okay. 11:54:28 5 Q. Right. 11:57:20

6 Q. Let'sgo over that again. So the copy we havein 11:54:28 6 A. Yesh. And because whenyoudo aPRN, youtreat 11:57:20

7 front of us, the rest of usisnot so good but theone  11:54:30 7 patients when they needto. WhenyoudoaQ8,youmay 11:57:25

8 that you've got -- 11:54:33 8 overtreat alot of patients. Y ou may undertreat abunch 11:57:30

9 A. Okay. 11:54:34 9 of patients. And you don't know which iswhich. 11:57:32
10 Q. -- hasthe bars shown -- 11:54:34 10 Q. Well, you could be undertreating patientsif you 11:57:35
11  A. Thank you. 11 look at the patient population because nobody got more  11:57:41
12 Q. -- more accurately than simply all purple, except 11:54:36 12 than fivein the -- excuse me -- nobody got morethan ~ 11:57:43
13 for one. 11:54:40 13 fivein the 2Q4 regimen; in fact, the highest was four.  11:57:46
14 So for the less than 15 letters lost, the 11:54:41 14 A. Um-hmm. 11:57:51
15 patients who were in the 2Q4 arm, meaning they got four 11:54:43 15 MR. BRAUSA: Objection; form. 11:57:51
16 initial monthly doses and then amean of 1.55 dosesin  11:54:49 | 16 BY MR. NIMROD: 11:57:51
17 the PRN period up to week 52, 100 percent of them 11:54:56 | 17 Q. And 100 percent of the people got the -- less ~ 11:57:51
18 achieved the acuity score of lessthan 15 letterslost; 11:55:00 18 than 15 letterslost. 11:57:57
19 isthat right? 11:55:05 19 A. Sothenumbers-- the numbers are comparable.  11:57:59
20 A. That'scorrect. 11:55:05 20 But you don't know when the doses were done. Andit's  11:58:05
21 Q. Okay. Then for those same patients, what 11:55:07 21 when the doses were done could be aclinical feature--  11:58:07
22 percentage of them achieved -- thisisthe 2Q4 arm with  11:55:11 | 22 critical feature because if you're giving aQ8, then ~ 11:58:11

23 the PRN that | mentioned -- of zero or greater letter ~ 11:55:15

24 gain? 11:55:20

25 A. And for the 2Q4, that was 81 percent of those.  11:55:21
Page 123

23 you'regiving it at eight weekly intervals. If youre 11:58:14
24 giving it PRN, those that got four, they might havehad 11:58:18

25 one, two, three, four right at the beginning, wedon't  11:58:23
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1 know that.
Okay.
. Soyou can't extrapolate -- 11:58:25
. And you wouldn't extrapolate anything on that?
11:58:28
. You wouldn't? 11:58:30
No. 11:58:30

8 Q. Okay. Andyouwouldn't even say that it's

9 probablethat if | did -- | saw the data on the 2Q4,
10 four monthly doses followed by an average or mean of
11 1.55 PRN injections through week 52, that it was
12 probable that four monthly doses of 2 mg of Aflibercept
13 followed by eight-week dosing through week 52 was 11:58:54
14 probable to have asignificant portion of the patient  11:59:00
15 population meet the less than 15 letterslost criteria.  11:59:02

11:58:26
. | wouldn't hazard a guess.

N oo o0 WN
>0 >0 >0

11:58:31

11:58:34
11:58:40

11:58:44
11:58:49

16 Isthat right? 11:59:06
17 A. I thinkit's-- | think it'svery encouraging.  11:59:07
18 That would be aregimen that | think isworth 11:59:11

19 investigating. And | think that there'sagood chance  11:59:17
20 that you would not end up with that vision loss, that ~ 11:59:21
21 degree of vision loss, but we don't know that until you 11:59:25
22 doit. 11:59:29

23 Q. | just said probable. | didn'tsay no. I've  11:59:29

12:00:45
12:00:47

data doesn't give it to you.
BY MR. NIMROD:
12:00:47
12:00:49
phrase. Probable, | think it was more likely than not, 12:00:50
12:00:53
12:00:54

Q. Okay. Sowhen you say good chance, you don't

mean more likely than not? Because that's another

that's what you understood?
A. Yesah, | can't say. | can't say.

Q. You can't say whether or not the good chancein  12:00:57

© 00 N o o~ W N PP

this case would be probable in the sense of morelikely 12:01:00
10 12:01:06
11
12
13

14

than not that a significant portion of the patient
population you would expect to have meet the criteriaof 12:01:07
lessthan 15 letterslost if you did four monthly 2mg  12:01:11
of Aflibercept followed by eight-week dosing of 2 12:01:16
milligrams through week 52? 12:01:21
MR. BRAUSA: Objection; form. 12:01:22
THE WITNESS: Soif you use the probability as  12:01:22

more likely than not, then | think yes, that is 12:01:26

probably the case. 12:01:29
BY MR. NIMROD:

Q. Okay. Soyouwould agree, then, it's-- aPOSA  12:01:31
would conclude, based on the data from the CLEAR-IT 2
study shown in Exhibit 2047 for the 2Q4 arm, that it was 12:01:38
12:01:44

12:01:34

more likely than not that four monthly doses of 2 mg of

24 been saying that because you gave me the word probable.  11:59:38 24 Aflibercept followed by eight-week dosing would meet the 12:01:50
25 A. | gaveyou theword probable. | understand. 11:59:33 25 15 |etterslost criteriafor asignificant portion of ~ 12:01:55
Page 126 Page 128
1 Q. Sol'mtryingto--I'll ask it again. 11:59:34 1 the patient population; is that right? 12:01:58
2 A. | understand. 2 MR. BRAUSA: Objection; form. 12:02:00
3 Q. Becauseyou know how you're saying encouraging,  11:59:35 3 THE WITNESS: Repeat the question, please. 12:02:01
4 we don't know that. So certainty, I'm not asking for,  11:59:37 4 BY MR. NIMROD: 12:02:03
5 and you understand that. 11:59:41 5 Q. Okay. Youwould agree that a POSA would 12:02:05
6 A. Okay. 11:59:41 6 conclude, based on the datafrom the CLEAR-IT 2study ~ 12:02:06
7 Q. Okay. And my word is probable, whichyou gave ~ 11:59:41 7 shown in Exhibit 2047 for the 2Q4 arm, that it wasmore  12:02:10
8 me. 11:59:43 8 likely than not that four monthly doses of 2 milligrams  12:02:17
9 A. | gaveyou. 11:59:44 9 of Aflibercept followed by eight-week dosing at 2 12:02:21
10 Q. Okay. Would you agree that if a POSA saw the 2Q4 11:59:44 10 milligrams would result in a significant portion of the 12:02:26
11 datafrom Exhibit 2047, deposition Exhibit 5, which has  11:59:49 11 patient population meeting the five letters lost 12:02:28
12 four monthly doses followed by an average of 1.55 PRN  11:59:55 12 criteria; isthat right? 12:02:31
13 injections through week 52, that the POSA would conclude 12:00:01 13 MR. BRAUSA: Objection; form. 12:02:32
14 is probable that four monthly doses of 2 milligramsof ~ 12:00:07 14 THE WITNESS: | think the -- you have acouple 12:02:34
15 Aflibercept followed by eight-week dosing through week  12:00:10 15 of what ifsinthere. Oneisthe more likely than not 12:02:37
16 52 was probable to have asignificant portion of the ~ 12:00:13 16 and the other is significant. 12:02:44
17 patient population meet the lessthan 15 letterslost ~ 12:00:16 17 BY MR. NIMROD: 12:02:45
18 criteria; isthat right? 12:00:20 18 Q. Well, we aready talked about significant. 12:02:45
19 MR. BRAUSA: Objection; form. 12:00:20 19 That'sathird. That wasyour word. 12:02:47
20 THEWITNESS: So| think when you get into the  12:00:21 20 A. Yeah. | would put those two together and say ~ 12:02:52
21 2Q8 phase, you have good reason to believe that 12:00:28 21 yes. 12:02:54
22 patientsare not going to lose alot of vision. But| 12:00:32 22 Q. Okay. Would you agree that a POSA looking at the 12:02:59
23 don't think you can project what the probability would 12:00:38 23 datafor the CLEAR-IT 2 study in Exhibit 2047 for the ~ 12:03:01
24  be. Youjust -- because you don't have the 12:00:39 24 20Q4 arm would conclude that it was more likely than not  12:03:08
25 comparator. That, you don't have. Andthephase2 12:00:42 25 that four monthly doses of 2 mg of Aflibercept followed 12:03:11
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by eight-week dosing of 2 mg of Aflibercept through week 12:03:16
52 would result in asignificant portion of the patient  12:03:19
population meeting the criteria of zero or more letters  12:03:24
gained as shown in the middle column here? 12:03:29
MR. BRAUSA: Objection; form. 12:03:33
THE WITNESS: So under that regimen, now the

12:03:37

12:03:33
bar ishigher. And now | can't say.
BY MR. NIMROD:
Q. Okay. So even -- what percent met the 2Q4, was  12:03:41
12:03:45
12:03:47
12:03:51
12:03:54

© 00 N o g~ W N P

10 it 81 percent? Y ou have the color copy.

11 A. Oh,I'msorry. 2Q4 PRN is 81 percent.

12 Q. Okay. Soyou can't say whether or not your
13 expectation would be -- oh, by the way, so the
14 hypothetical I'm giving isthat there's moreinjections 12:03:57

12:05:52
12:05:55

1 15-letter gain, what percentage of that patient
2 population that had the 2Q12 arm -- in the 2Q12 arm
3 achieved agreater than 15 letter gain? 12:06:03
4 A. Sofor those treated with 2Q12 and then, of 12:06:08
5 course, PRN, at 52 weeks, 29 percent of them had a15or 12:06:12
6 moreletter gain. 12:06:16
7 12:06:17
8 12:06:21
9 the CLEAR-IT 2 study as shown in Exhibit 20477 12:06:24
10 A. Andagain, the 2Q4 isfour doses monthly followed 12:06:30
12:06:33

Q. Okay. And what percentage of the 2Q4 patient
population achieved the greater than 15-letter gain for

11 by PRN through week 52, there was 29 percent was zero
12 letter -- or 15 or more |etters. 12:06:38
13 Q. Sothat meansthat both the 2Q4 and the 2Q12 arms  12:06:40
14 had 29 percent of the patients achieve a greater than 15 12:06:47

15 overal being given in the 52 weeks than the 2Q4 arm  12:04:00 15 letter gain at week 52; isthat right? 12:06:53

16 gave, correct? 12:04:04 16 A. Under thisregimen, yes. 12:06:55

17 A. The hypothetical that you gave me of four 12:04:05 17 Q. Okay. And on average, the personsinthe2Q12  12:07:02

18 followed by Q8 would give more injections than was given 12:04:09 18 regimen received 4.48 doses or injections and the 12:07:07

19 inthe 2Q4 followed by PRN in the CLEAR-IT 2. 12:04:15 19 personsin the 2Q4 arm were given an average of 5.55; is 12:07:16

20 Q. Right. And so even though that would be the 12:04:18 20 that right? 12:07:26

21 case, you can't agree with me that a POSA would conclude 12:04:21 21 A. If you could remind me what page that's on, 12:07:26

22 that it was more likely than not that the four monthly ~ 12:04:24 22 please? 12:07:31

23 doses of 2 mg of Aflibercept followed by eight-week 12:04:27 23 Q. That'son Exhibit 12 -- dlide 12 in -- 12:07:31

24 dosing of the 2 mg would result in asignificant portion 12:04:34 24 A. Thank you. So repeat the question, please. 12:07:34

25 of the patient population obtaining aletter gainof ~ 12:04:37 25 Q. | said on average, the personsin the 2Q12 12:07:40

Page 130 Page 132

1 zero or more; isthat right? 12:04:40 1 regimen received 4.48 injections at 2 mg and the 12:07:47
2 MR. BRAUSA: Objection; form. 12:04:44 2 person -- with the 52 weeks, and the personsin the 2Q4  12:07:56
3 THE WITNESS: That'scorrect. Atthispoint| 12:04:45 3 arm were given an average of 5.55 injections over the  12:08:00
4 can't because your bar is higher. 12:04:48 4 52 weeks. Isthat right? 12:08:05
5 BY MR. NIMROD: 12:04:49 5 A. That'scorrect. 12:08:06
6 Q. Okay. And then let'slook at the last set of 12:04:50 6 Q. Andas-- again, if we do, instead, a POSA would  12:08:09
7 bars. It says greater than 15-letter gain -- 12:04:58 7 think of doing a2 -- four monthly injectionsat 2 mg, 12:08:13
8 A. Um-hmm. 8 followed by eight-week dosing, how many milligranswould 12:08:18
9 Q. --ontheright. What does that indicate? 12:05:00 9 that be -- I'm sorry, how many injections would that be? 12:08:20

10 A. Wéll, the proportion of patientsin each of the  12:05:01

11 treatment arms that gained 15 or more lettersat week  12:05:04
12 52. 12:05:08
13 Q. Sothen-- by theway, | don't know if | asked  12:05:08

14 you this. What was the result for zero or more letter  12:05:11

15 gainsfor the 2Q12 arm? 12:05:16

16 A. That was 71 percent. 12:05:18

17 Q. Okay. 12:05:20

18 A. Zeroor more. 12:05:20

19 Q. Sothe71 percent of the patients who were given 12:05:22
20 initial dose, a second dose at week 12 and thenamean  12:05:27
21 of 2.48 between -- after week 12 and before week 52,  12:05:32
22 71 percent of them did the zero or better letter gain, 12:05:42
23 right? 12:05:46

24 A. That'scorrect. 12:05:47

25 Q. Okay. Andthenif youlook at the greater than  12:05:48
Page 131

10 Yousaid it wasat ten? 12:08:22

11 A. Wesad-- 12:08:23

12 Q. Ornine? 12:08:24

13 A. --eighttotal. 12:08:26

14 Q. Soitwould be four, because it's monthly? 12:08:27
15 A. Right. 12:08:30

16 Q. And then it would be four more, eight? 12:08:31
17 A. Eight. 12:08:32

18 Q. Okay. Gotit. All right. Sowiththatin mind, 12:08:32
19 would you agree that a POSA looking at the datain 12:08:35
20 Exhibit 2047, which is our depo Exhibit 5, would 12:08:39
21 concludethat it was likely that about 29 percentor ~ 12:08:42

22 more of patients that were to be given a-- four monthly 12:08:49

23 doses of 2 mg of Aflibercept followed by eight-week 12:08:55
24 dosing through week 52 would get a 15-letter or more  12:08:58
25 gain at the end -- at the 52-week mark? 12:09:03
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MR. BRAUSA: Objection; form. 12:09:08

THE WITNESS: Again, the time of theinjections 12:09:08
may well matter. And in what we seein CLEAR-IT 2was 12:09:11
these were given when they were needed. When they're 12:09:17
needed. And when we look at our only other major ~ 12:09:23
12:09:28

extended dosing resulted in vision loss. So the POSA  12:09:31

1

2

3

4

5 given 2Q8, we don't know if they're given when they're 12:09:20
6

7 comparators, for example, the PIER trial, when

8

9

12:09:35
12:09:38

doesn't have the data to say that thisislikely to
10 giveyou that 29 percent.
11 BY MR. NIMROD:
12 Q. Okay. But don't we have that data? | thought
13 that the reason that eight weeks was chosen is because  12:09:42

12:09:40

14 the data showed that when you give an injection of 2mg, 12:09:46
12:09:50
12:09:52

15 it maintains the gain for eight weeks.
16 A. Only at one-- only one data point.
17 Q. Wall, that was the data point that justified the 12:09:54

1 said, three different treatment cohorts, comparedto  12:11:26

2 Ranibizumab. 12:11:30

3 BY MR. NIMROD:

4 Q. Right. 12:11:30

5 A. Andthe FDA was not going to be making adecision 12:11:30
6 simply based on one cohort -- 12:11:34
7 Q. No, | mean, the decision --

8 A. --likethe 2Q8. 12:11:36
9 Q. --toproceed with a phase 3 study. 12:11:36

10 A. 12:11:41
1 Q.
12 datafrom the phase 2 study which had 31 patients per
13 cohort, right? 12:11:51

14 MR. BRAUSA: Objection; form. 12:11:51

15 THE WITNESS: That wasthe -- that was -- the  12:11:51

Yes.
12:11:42
12:11:46

The phase 3 study was embarked on based on the

16 primary number of patients was from phase 2. Soyes, 12:11:52

17 31 per cohort. 12:11:56

18 two -- the four monthly injections followed by 12:09:57 18 BY MR. NIMROD:
19 eight-week dosing, right? 12:09:59 19 Q. And Regeneron'srationale for going to four 12:11:57
20 A. Right. 12:10:00 20 monthly doses followed by eight-week dosing was based on  12:12:03
21 MR. BRAUSA: Objection; form. 12:10:01 21 acohort of 31 patientsin phase 2, correct? 12:12:08
22 THE WITNESS: So what they said wasiit 12:10:06 22 MR. BRAUSA: Objection; form. 12:12:11
23 judtifiesfurther examination. And | don't remember 12:10:08 23 THE WITNESS: So Regeneron didn't do that. 12:12:12
24 thewords. 12:10:09 24 That was not the structure of the phase 3. 12:12:16
25 BY MR. NIMROD: 12:10:10 25 BY MR. NIMROD:
Page 134 Page 136
1 Q. Saidtherationae. 12:10:11 1 Q. Waell, | guess| must have misspoke because I'm ~ 12:12:19
2 A. Therationde. 12:10:11 2 referring to the statement in Exhibit 3 that saysthat ~ 12:12:22
3 Q. Right. 12:10:13 3 therationale for the 2-milligram Q8-week dose, that, — 12:12:26
4 A. Sotherationaleto gointo phase 3, but that's  12:10:14 4 again, isthat's four monthly injectionsfollowed by~ 12:12:33
5 not the same as saying that we think there's going to be 12:10:17 5 eight-week dosing, right? 12:12:36
6 a29 percent of patients getting 15 letters or greater.  12:10:20 6 A. No. 12:12:37
7 That'sadifferent -- that's a different stand. 12:10:24 7 Q. What isthat, then? 12:12:38
8 Q. No, | guesswhat my point was -- isthat if you 12:10:25 8 A. Phase 3 was three monthly doses -- 12:12:39
9 had datathat showed that when you give aninjectionat  12:10:29 | 9 Q. Okay.
10 2 mg, it maintainsthe gain for eight weeks, thenyou  12:10:32 | 10 A. --followed by Q8. 12:12:42
11 would certainly expect that giving the monthly dosesup 12:10:36| 11 Q. Okay. | apologize. Okay. Sotherationalefor 12:12:43

12 to week 12 followed by eight-week dosing isgoingto  12:10:40
12:10:44
12:10:47

13 maintain the gain that you've had, right?
14 MR. BRAUSA: Objection; form.
15 THE WITNESS: Sothat wasin, | believe, 31 12:10:47
16 patients. And | don't think you can draw an 12:10:51
17 expectation from 31 patients. You can say that this 12:10:54
18 isareasonable set of data based on avery small 12:10:58
19 cohort that isworth examining in aphase 3. But 31 12:11:01
20 patients does not provide an expectation for you. 12:11:06
21 BY MR. NIMROD: 12:11:09

22 Q. Eventhough the FDA and Regeneron based their ~ 12:11:09

23 phase 3 studies on the 31 patients; is that right? 12:11:14

24 MR. BRAUSA: Objection; form. 12:11:18

25 THE WITNESS: So the phase 3included, as| 12:11:19
Page 135

12 having three monthly doses followed by eight-week dosing 12:12:46
13 was based on the fixed dosing phase of the CLEAR-IT 2 12:12:51
14 and it says at eight weeks, the improvement in the BCVA  12:12:57

15 after asingle 2-milligram dose was similar to that 12:13.01
16 obtained with 2-milligram dose monthly to eight weeks.  12:13:05
17 Do you see that? Or do you understand that? 12:13:08
18 Yeah. 12:13:10
19 A. Yes 12:13:10
20 Q. Thosecohortsthat are being referred to there 12:13:11
21 are about 31 patients each, correct? 12:13:13
22 A. That'scorrect. 12:13:15
23 Q. And so Regeneron drew conclusionson what they — 12:13:16
24 thought would be an appropriate phase 3arm basedon ~ 12:13:19
25 cohorts of 31 patients, right? 12:13:23
Page 137
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1 MR. BRAUSA: Objection; form. 12:13:24 1 MR. NIMROD: All right. All right. I'mgoing 12:16:44
2 THE WITNESS: Unlessthere was other datathat 12:13:24 | 2 to mark as Exhibit 7 acopy of IPR Exhibit 1052. 12:16:45
3 I'mnot aware of, that's correct. 12:13:27 3 (Exhibit No. 7 was marked for identification.) 12:16:50
4 BY MR. NIMROD: 12:13:28 4 BY MR. NIMROD: 12:16:52
5 Q. Well, they say right here, thisiswhat itwas ~ 12:13:29 5 Q. Do you recognizethisarticle asapublication ~ 12:17:25
6 based on? 12:13:31 6 related to the Ranibizumab ANCHOR study? 12:17:28
7 A. Right. That'swhat I'm saying. | believethat's 12:13:31 7 A. Thisisthe Marina study. 12:17:32
8 correct. 12:13:33 8 Q. Oh, Marina. Okay. 12:17:34
9 Q. Okay. Butagain, just to beclear, wouldyou  12:13:33 9 All right. What's the difference betweenthe ~ 12:17:36
10 agree with me that at least one patient, you'd -- let me  12:13:45 10 Marinaand the ANCHOR study for Ranibizumab? 12:17:43
11 start over again. 12:13:49 11 MR. BRAUSA: Objection; form. 12:17:48
12 Based on the datain Exhibit 2047, which isfrom 12:13:50 12 THE WITNESS: So both the Marinaand ANCHOR ~ 12:17:48
13 the CLEAR-IT 2 study, including the dataon slides 12,  12:13:55| 13  were studies of neovascular age-related macular 12:17:53
14 17 and 19, that you would expect that if you had a 12:14:01 14  degeneration treated with Ranibizumab. The difference 12:18:02
15 cohort of patients being given four initial monthly 12:14:06 15 wasinthe Marina study, the lesions were 12:18:05
16 dosesfollowed by eight-week dosing, that at least one  12:14:11 | 16 characterized by fluorescein angiography. They're  12:18:09
17 patient in acohort would get agreater than 15-letter  12:14:15 17  characterized as what we call occult. 12:18:14
18 gain? 12:14:19 18 In the ANCHOR study, they were characterized as 12:18:18
19 MR. BRAUSA: Objection; form. 12:14:20 19 classic. Andsointhe ANCHOR, photodynamic therapy 12:18:21
20 BY MR. NIMROD: 12:14:22 20 wasthe comparator. In Marina, observation was-- or 12:18:26
21 Q. That would be the expectation or | would say more 12:14:22 | 21 sham injections were the comparator. 12:18:30
22 likely than not? 12:14:25 22 BY MR. NIMROD: 12:18:32
23 A. You'reprojecting out too far. We'venothad — 12:14:25 23 Q. Which one came first? 12:18:33
24 extended dosing that prior to thistime had ever been  12:14:28 | 24 A. They came a the same time. 12:18:34
25 showntowork. And so | don't think you can makethat 12:14:32| 25 Q. Okay. All right. In the 2009 time frame, wasit 12:18:36
Page 138 Page 140
1 conclusion. 12:14:35 believed that Aflibercept was superior to Ranibizumabin 12:18:45
2 Q. Okay. Soyou haveacohort of patientsthat are  12:14:35 terms of its efficaciousness, the binding affinity and, 12:18:53
3 all getting eight doses over 52 weeks. 12:14:37 aso, half-life? 12:18:56
4 A. Yes 12:14:40 MR. BRAUSA: Objection; form. 12:18:58

5 Q. Andyou're saying that you couldn't even conclude 12:14:41
6 from thisdatathat it's more likely than not that one  12:14:43
7 patient in acohort of let's say 30 would get at least a  12:14:45
8 15-letter gain? 12:14:48
9 A. | can't conclude that. 12:14:48
10 Q. Okay. Would you agree that -- oh, no, we aready 12:14:51

11 went over that. Never mind. That'sgood. Letmego  12:15:25
12 back here.

13 Could you look at claim 1 of the 572in 12:15:39

14 Exhibit 1, please. 12:15:44

15 A. I'msorry, clam 1? 12:15:48

16 Q. Yes 12:15:50

17 A. Okay. 12:15:50

18 Q. Okay. Do you have an opinion asto whether or ~ 12:15:55
19 not claim 1 requires an intent to treat the recited 12:15:59

20 diseases -- disease, in claim 1? If you have an opinion 12:16:08
21 oneway or another isall I'm asking. 12:16:13

22 A. It'samethod of treatment. So | think onceyou 12:16:16

23 start down that road, you're intending to treat the 12:16:20
24 patient. 12:16:23
25 Q. Okay.
Page 139

stronger binding affinity. We also had somedatato 12:19:03
show longer half-life. But when you say efficacious, 12:19:06
then you're talking about clinical efficacy. Andwe 12:19:10
12:19:12

1
2
3
4
5 THE WITNESS: So we had datato show ithada 12:18:58
6
7
8

9 did not have data on that.
10 BY MR. NIMROD:

11 Q. Okay. All right. Okay. Couldyoulook tothe 12:19:16

12 first page, the results section for Exhibit 7. 12:19:23

13 A. Isthat page 1421? 12:19:28

14 Q. 1419. Thefirst page. 12:19:30

15 A. Oh, there. 12:19:34

16 Q. Cover page. 12:19:34

17 A. Sorry. 12:19:37

18 Q. It'sinthe summary, the abstract. 12:19:40

19 A. Yes. 12:19:42

20 Q. Okay. All right. In the results, there'snot -- 12:19:42

21 they mention there's 716 patients and that they are 12:19:46

22 looking at 12 months; is that right? 12:19:50

23 A. Correct. 12:19:53

24 Q. Allright. Andthenthefourthlinedown,it  12:19:55

25 says: Visud acuity improved by 15 or morelettersin  12:19:57
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1 24.8 percent of the .3-milligram group and 33.8 percent  12:20:03
2 of the 0.5-milligram group as compared with 5 percent of 12:20:07

3 the sham injection group. 12:20:14
4 Do you see that? 12:20:15
5 A. Yes. 12:20:16

6 Q. Now, when it says 5 percent of the sham 12:20:17
7 injection, what does that mean? 12:20:20
8 A. IntheMarinastudy, the sham injection were 12:20:21
9 patients who had a fake injection, no active treatment.  12:20:27
10 Q. Okay. And 5 percent of those patients 12:20:40
11 nevertheless achieved again of 15 letters or more? 12:20:35
12 A. That'scorrect. 12:20:40
13 Q. Okay. And from that data, can you conclude, 12:20:43

14 then, that it would be more likely than not that if you 12:20:46
12:20:49
12:20:54

12:20:57

12:21:00

12:21:07

15 gave a patient three or four monthly doses of 2 mg of
16 Aflibercept followed by eight-week dosing, that you
17 would get some portion of the patients, whether it's
18 one, two, three, or four, that would get a gain of

19 15-plusletters given that sham injection can give you
20 that result? 12:21:11

21 MR. BRAUSA: Objection; form. 12:21:12

22 THE WITNESS: SoI've seen patientswho lose  12:21:13
23 significant vision immediately after treatment with  12:21:20
24 dl of our drugs, including Aflibercept, and so though 12:21:23

25 | think there'sagood chance that somebody would gain 12:21:29
Page 142

1 me. Thatl didn't have acopy of before. 12:23:07
2 (Exhibit No. 8 was marked for identification.) 12:23:09
3 THE WITNESS: Okay. 12:23:10
4 BY MR. NIMROD: 12:23:10
5 Q. Sojusttohaveitintherecord. 12:23:11
A. Okay. 12:23:12

MR. BRAUSA: Just asan FYI, Ray, I'm told

12:23:17

6
7 12:23:14
8 lunchishere.
9 MR. NIMROD: Okay.
MR. BRAUSA: There'sno hurry, but just -- 09:57:23
MR. NIMROD: Well take a break soon. 12:23:19
| don't have astapler. | guess| could have 12:23:21
asked the front desk. 12:23:23
14 BY MR. NIMROD:
Q. All right. Okay. Exhibit 8 isan article by
Dr. Stewart and Dr. Rosenfeld, | assume, doctor?
A. Correct. 12:23:38
Q. That isentitled Predicted biological activity of 12:23:39
intravitreal VEGF-Trap, and it looks like it was 12:23:46
20 published in 2007. Isthat right? Oh, no. 2008. 12:23:49
21 Excuse me. 12:23:52
22 A. 2008, yes. 12:23:52
23 Q. Andisthisthe article that we referred to 12:23:54
24 earlier in connection with Exhibit 3, the Heier article  12:23:58

25 that was cited as reference 30? 12:24:03
Page 144

12:23:27
12:23:34

15 letters, the sham, though, isnot the sameasan  12:21:32
active treatment. They're different. And until you 12:21:35
prove the active treatment as on aregimen that you've 12:21:39
12:21:43
can't predict. 12:21:47
BY MR. NIMROD:
Q. Sotheshamisnot giving any treating active
8 drug, right? 12:21:57
9 A. That'scorrect. 12:21:57
10 Q. Okay. Somy question, | guess, was, if no active 12:21:59
11 drug resultsin the gain of 15-plus lettersfor the sham 12:22:03
12 injections, then wouldn't you expect that it's more 12:22:13
13 likely than not that at least one patient in an arm that  12:22:16
14 had the dosing | mentioned, which is, you know, four ~ 12:22:19
15 monthly doses of 2 mg of Aflibercept followed by 12:22:22
16 eight-week dosing that at least one patient would get ~ 12:22:27
17 the gain of a 15-pluslettersthat it would be more 12:22:30
18 likely than not that that would happen? 12:22:34
19 MR. BRAUSA: Objection; form. 12:22:34
20 THE WITNESS: | think it would bemorelikely — 12:22:35
21 than not that that would happen to at least one 12:22:39
22 patient. 12:22:40
23 MR. NIMROD: Okay. All right. Okay. Letme 12:22:53
24 goto-- I'm going to mark as Exhibit 8 acopy of your 12:22:53
25 articlethat wereferred to later -- earlier. Excuse 12:23:04

1
2
3
4 never tried, is going to give you those results you
5
6
7

12:21:52

Page 143

A. Yes. That'stheone.
Q. Okay. If you wanted to break for lunch, wecan 12:24:07

12:24:05

do that now. | wasjust going to run through some stuff 12:24:16
inhere. I'm fine either way. If you're hungry. 12:24:18
MR. BRAUSA: What would you prefer? 12:24:25
THE WITNESS: 12:24. If weregoingtodoit, 12:24:26
this would probably be a good time. 12:24:36
MR. NIMROD: Okay. That'sfine. 12:24:37
THE VIDEOGRAPHER: We're going off therecord  12:24:37
at 12:24. 12:24:38
(Luncheon recess was taken.) 12:24:41
THE VIDEOGRAPHER: We are back ontherecordat 12:57:02
12:57. 12:57:33
BY MR. NIMROD: 12:57:36

© 00 N o o~ W N PP

e N T
a A W N B O

Q. Okay. Wewerelooking at your article, whichis 12:57:36
Exhibit 8.
A. Um-hmm.

=
[«2]

12:57:38
12:57:39

= e
©

12:57:39

12:57:44
12:57:51
12:57:56

Q. And the aim of the article was to compare the

intravitreal binding activity of VEGF-Trap with that of

=
©

20
21
2
23
24
25

Ranibizumab against vascular endothelial growth factor
using atime-dependent dose-dependent mathematical
model. 12:57:59
Can you explain what you were doing in this 12:57:59
study? 12:58:02

A. Sothiswas, asyou said, amathematical model ~ 12:58:02
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1 based on any inputs to the mathematical modeling were  12:58:10
12:58:17
3 comparator to -- was to Ranibizumab, which clinically ~ 12:58:20

4 was about 30 days durability. And so wewould then make 12:58:24

2 intravitreal half-lives and binding affinity and the

1 Isthat areference to efficacy? 13:00:38

2 A. Soweentitled thisbiological activity, binding 13:00:40
13:00:46
13:00:47

3 capacity would have been a better title.
4 Q. Okay. But did you mean by predicted biological

5 comparisons of different doses of the VEGF-Trapwith ~ 12:58:31 5 activity? 13:00:52
6 Ranibizumab and see how long it would effectively bind ~ 12:58:34 6 A. Soitreally meant predicted binding of VEGF over 13:00:52
7 VEGF at the same level as Ranibizumab did. 12:58:39 7 time and until we got to a point where it was comparable 13:00:56
8 Q. Wheredid you get the data that showed that 12:58:44 8 to Ranibizumab in 30 days. 13:01:02
9 Ranibizumab was good for 30 days? 12:58:47 9 Q. Okay. Okay. And -- but based on your modeling  13:01:04
10 A. Sowetook that -- we took that from the 12:58:50 10 of the predicted biological activity, then you drew 13:01:07
11 literature saying it's monthly dosed. 12:58:54 11 conclusions regarding the dosing possibilities for 13:01:12
12 Q. Okay. 12 Aflibercept as compared to Ranibizumab, right? 13:01:19
13 A. And usethat as acomparator. 12:58:58 13 MR. BRAUSA: Objection; form. 13:01:21
14 Q. Okay. And then how did you get the datafor the 12:59:00 14 THE WITNESS: We used doses that were being 13:01:24
15 Aflibercept for your model? 12:59:03 15 looked at for Aflibercept and those were inputs. 13:01:25
16 A. Variousplacesinthe literature. Peoplewho — 12:59:04 16 BY MR. NIMROD: 13:01:28
17 have done studies on intravitreal half-lives, binding ~ 12:59:07 17 Q. But you drew conclusions based on your 13:01:29
18 affinity various papers. 12:59:12 18 mathematical modeling relating to binding affinity and  13:01:30
19 Q. Okay. So papersthat were-- you gotthedata  12:59:14 19 half-life, you drew conclusionsbased on -- using that  13:01:35
20 for Aflibercept based on papers that came beforeyour  12:59:17 20 datato predict the efficacy in terms of dosing 13:01:38
21 articlein 2008 regarding the binding affinity for 12:59:19 21 regimens, right? 13:01:45
22 Aflibercept? 12:59:25 22 MR. BRAUSA: Objection; form. 13:01:46
23 A. Binding affinity. 12:59:25 23 THE WITNESS: Well, werealy didn't -- we 13:01:46
24 Q. Anything else? 12:59:27 24 really didn't predict efficacy. We predicted binding 13:01:49
25 A. Intravitreal half-life. 12:59:27 25  over time and when -- when would we get to the point  13:01:54
Page 146 Page 148
1 Q. Okay. 1 wherethe binding, total binding capacity of 13:01:59
2 A. And then we had comparable numbers for 12:59:29 2 Aflibercept at its various doses would equal that of 13:02:05
3 Ranibizumab. 12:59:33 3 Ranibizumab at 30 days. 13:02:07
4 Q. Okay. And so your study wasbased onthedata 12:59:34 | 4 BY MR. NIMROD: 13:02:09
5 for intravitreal half-life and binding affinity and not, 12:59:37 5 Q. Okay. And then -- but that mathematical model ~ 13:02:09

6 for example, efficacy? 12:59:42

7 A. Correct. 12:59:43

8 Q. Okay. Gotit. Andwhat was the reason for 12:59:46
9 studying theintravitreal half-life and binding 12:59:48
10 affinity? 12:59:52

11 A. Do you mean the reason for the model or the 12:59:54
12 reason for those things? 12:59:59

13 Q. Weéll, why did you do the study based on 13:00:01

14 intravitreal half-life and binding affinity, asopposed 13:00:04
15 to some other data? 13:00:05
16 A. Because my belief at the time was those would be  13:00:07

17 the strongest predictors or determinants of binding --  13:00:10
18 of binding capacity inside the eye and biological 13:00:16
19 activity, those would be the strongest determinants of ~ 13:00:19
20 that. 13:00:22
21 Q. When you say binding capacity inside the eye, 13:00:22
22 what do you mean? 13:00:26
23 A. Istheability to bind VEGF in total over time.  13:00:26
24 Q. Okay. Andyou also said an indicator or 13:00:33
25 determinant of biological activity. 13:00:36

Page 147

6 based on half-life and binding affinity or binding time  13:02:13
13:02:18
13:02:25

7 would give you atheoretical -- a greater theoretical

8 duration of biological activity in the eye, right?

9 A. That'scorrect. 13:02:27
10 Q. Okay. All right. So thenif wego to the second 13:02:28

11 page under discussion. 13:02:32
12 A. Um-hmm.
13 Q. Itstatesinthetop: At ten weeks after 13:02:33

14 injection, theintraocular biological activity of 13:02:42

15 VEGF-Trap istheoretically comparable to the activity of 13:02:46
16 Ranibizumab at 30 days. 13:02:49

17 Do you see that? 13:02:50

18 A. Yes. 13:02:50

19 Q. And biologica activity would be the activity in  13:02:50
20 the eye, the theoretical prediction, right? 13:02:53

21 A. It'sthetheoretical prediction of thebinding at 13:02:57
22 that time. 13:03:00

23 Q. Well, it sayshbiological activity. 13:03:.01

24 A. Well, yeah. Again, | think that was an imprecise 13:03:02
25 useof words. It'sreally binding capacity. It'sthe 13:03:05
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1 ability to bind to VEGF over time. It's not the sameas 13:03:08 1 think it is datathat's worth exploring and it'sworth 13:05:31
2 clinical efficacy. That'stotally different. 13:03:14 2 exploring in some sort of extended manner. 13:05:36
3 Q. Waéll, not totally different completely because  13:03:15 3 BY MR. NIMROD: 13:05:37
4 you drew conclusions about the possibility of less 13:03:17 4 Q. Right. | didn't say therewould be one. | said  13:05:38
5 frequent dosing based on your numbers, right? 13:03:20 5 would you agree -- | probably spoke too fast. 13:05:41
6 A. Andthat'swhat we said, isthat perhapsthiscan 13:03:21 6 A. Okay. 13:05:43
7 lead to less frequent dosing. 13:03:25 7 Q. Let mestart over, okay? 13:05:44
8 Q. Okay. Your paper supported theideathat based  13:03:28 8 A. Okay. 13:05:45
9 on your mathematical modeling for bonding affinity and 9 Q. Would you agree with methat thisdatainyour ~ 13:05:46
10 half-life, that less frequent dosing with Aflibercept  13:03:33 10 conclusions -- and your conclusions -- excuseme--  13:05:49
11 wasapossibility as compared to Ranibizumab, right?  13:03:35 | 11 reported to the public in 2008 would at least be adata 13:05:52
12 A. Correct. 13:03:38 12 point that a POSA could consider when deciding whether  13:05:55
13 Q. Okay. All right. Soyou say inthediscussion 13:03:43 13 or not there was a reasonable expectation of successof ~ 13:05:59
14 section, second sentence: This prolonged biological 13:03:47 | 14 using longer dosing intervals; that is, longer than ~ 13:06:01
15 activity could be explained by the higher VEGF binding  13:03:50 15 30 days for Aflibercept? 13:06:05
16 affinity of VEGF-Trap and its presumed longer 13:03:54 | 16 MR. BRAUSA: Objection; form. 13:06:07
17 intravitreal half-life when compared with Ranibizumab,  13:03:58| 17 THE WITNESS: So again, it'sastepping off ~ 13:06:07
18 right? 13:04:00 18 point for looking at extended dosing. But to 13:06:13
19 A. Correct. 13:04:01 19 extrapolate from that and suggest that there is better 13:06:15
20 Q. Andyousay: If thistheoretical model is 13:04:01 20 efficacy or longer durability, that requires clinical  13:06:19
21 correct, then the advantages of Aflibercept will include 13:04:04 | 21  studiesand | don't think we can extrapolate 13:06:25
22 less frequent drug administration resulting in fewer 13:04:08 22 completely. It'sagood starting point but it'snot  13:06:27
23 physician appointments and ancillary tests, lower 13:04:11 23 something that one can rely on. 13:06:30
24 overal costs, less cumulative risks from intravitreal  13:04:15 24 BY MR. NIMROD:
25 injections and the potential for improved patient 13:04:18 25 Q. Not even asadatapoint for considering theidea 13:06:32
Page 150 Page 152
1 compliance. 13:04:21 1 of like| haven't exercised, to determine whether it's  13:06:34
2 Do you see that? 13:04:21 2 an expectation of success, your article wouldn't even be 13:06:38
3 A. ldo 13:04:21 3 adata point to consider when going through that 13:06:41
4 Q. Would you agree with me that askilled artisan ~ 13:04:22 4 exercise? 13:06:44
5 reading this paper would have a strong motivation to use 13:04:27| 5 MR. BRAUSA: Objection; form. 13:06:45
6 Aflibercept with dosing regimens that exceeded four 13:04:34 | 6 THE WITNESS: One can consider thisand say, ~ 13:06:48
7 weeks? 13:04:37 7 maybe this has alonger duration of action and maybe 13:06:49
8 MR. BRAUSA: Objection; form. 13:04:41 8 we should try extended durability. 13:06:52
9 THE WITNESS: Sol think a POSA reading this  13:04:42| 9 MR. NIMROD: All right. Let memark as--1  13:06:56
10 would take from thisthe message that Aflibercept  13:04:46 | 10 believeit's Exhibit 9 acopy of an articlethatis  13:06:58
11  might be effective at alonger interval than 13:04:50 11  Exhibit 1049 in the IPR proceeding. 13:07:11
12 Ranibizumab. 13:04:54 12 (Exhibit No. 9 was marked for identification.) 13:07:14
13 BY MR. NIMROD: 13 THE WITNESS: Thank you. 13:07:15
14 Q. Okay. And Ranibizumab, to be clear, thatwas ~ 13:04:55 | 14 BY MR. NIMROD:
15 every 30 days or once amonth? 13:04:59 15 Q. Doyou-- I'll wait until you're cleaned up 13:07:39
16 A. That wasthe standard. 13:05:00 16 there. 13:07:41
17 Q. Okay. Andsowould you also agree with methat  13:05:01 | 17 A. Okay. Great. Thank you. 13:07:41
18 thisdatain your conclusions reported to the publicin  13:05:03 18 Q. Allright. You'rewith me? 13:07:42
19 2008 would at least be adata point that a POSA could  13:05:08 | 19 A. Yes. 13:07:43
20 consider when deciding whether or not there was a 13:05:13 | 20 Q. Okay. Exhibit 9isan article entitled: 13:07:44
21 reasonable expectation of success at using longer dosing 13:05:16 | 21 Ranibizumab versus Verteporfin Photodynamic Therapy for  13:07:51
22 intervals, longer than 30 days for Aflibercept? 13:05:20 22 Neovascular Age-Related Macular Degeneration: Two-year  13:08:00
23 MR. BRAUSA: Objection; form. 13:05:23 23 results of the ANCHOR study, close quote. 13:08:01
24 THE WITNESS: So | don't think there'sa 13:05:24 24 Do you see that? 13:08:02
25  reasonable expectation of successin here. But| do 13:05:29 25 A. Yes 13:08:05
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1 Q. Andyou are familiar with this article? 13:08:05 1 know from what we've read so far but that hasn't been  13:10:41
2 A. Yes 13:08:07 2 defined yet -- 13:10:44
3 Q. Okay. The ANCHOR study was on Ranibizumab, 13:08:08 3 Q. Okay.
4 right? 13:08:15 4 A. --inthearticle. 13:10:44
5 A. That'scorrect. 13:08:15 5 Q. Okay. Gotit. 13:10:45
6 Q. Okay. Herewego here. If welook inthe--on 13:08:26 6 All right. Soif wegoon, itsays. And 13:10:47
7 thefirst page, the summary of theresults, | guessthis 13:08:28 7 clinicaly -- 13:10:51
8 would be, it refersto the idea that there was 423 13:08:33 8 PDT, isthat alaser treatment? What isPDT?  13:10:51
9 patients; isthat correct? 13:08:35 9 A. PDT isacombination of an intravenous dye 13:10:54
10 A. Intotal, yes. 13:08:37 10 infusion, followed by avery low intensity laser. 13:10:58
11 Q. And therewas 140 in each of the two Ranibizumab  13:08:38 11 Q. Okay. All right. The sentence goeson and says: 13:11:01
12 arms; isthat right? 13:08:42 12 And clinically meaningful: 89.9 to 90.0 percent of the 13:11:05
13 A. Correct. 13:08:42 13 Ranibizumab patients had lost less than 15 lettersfrom  13:11:12
14 Q. Okay. It saysthe majority, that is greater than 13:08:43 14 baseline, versus 65.7 percent of PDT patients. 13:11:15
15 77 percent in each Ranibizumab arm was statistically --  13:08:48 15 See that? 13:11:20
16 sorry -- completed the two-year study. 13:08:52 16 A. Yes. 13:11:20
17 You see that? 13:08:56 17 Q. Okay. And then 34 to 41 percent had gained 13:11:21
18 A. Yes. 13:08:57 18 greater than 15 letters-- 15 or -- 15 or more letters, 13:11:28
19 Q. Okay. Isthat pretty common that not al orin  13:08:57 19 versus 6.3 for PDT. 13:11:31
20 this case, three-quarters of the personswho started ~ 13:09:01 20 See that? 13:11:34
21 completed the study or isthat usual in someway, it's  13:09:04 21 A. Yes 13:11:34
22 not-- 13:09:08 22 Q. Andonaverage, the VA -- | guessthat'svisual  13:11:35
23 A. No. 13:09:09 23 acuity? 13:11:39
24 MR. BRAUSA: Objection; form. 13:09:09 24  A. Yes 13:11:39
25 THE WITNESS: There'sawaysadropoff over ~ 13:09:10 25 Q. -- wasimproved from a baseline -- from the 13:11:40
Page 154 Page 156
1 time 13:09:12 1 baseline by 8.1to 10.7 letters, versusamean decline  13:11:43
2 BY MR. NIMROD: 2 of 9.8 lettersin the PDT group. 13:11:51
3 Q. Okay. 3 You see that? 13:11:55
4 A. And that number dropoff increases with time. 13:09:13 4 A. Yes. 13:11:55
5 Q. Okay. Allright. It says: Consistent withthe 13:09:17 5 Q. Soif we consider the number of patientsthat had 13:11:56
6 result at month 12, at month 24, the VA benefit from  13:09:20 | 6 again of 15 letters or more using Ranibizumab -- strike 13:12:06
7 Ranibizumab was dtatistically significant. Andthenit 13:09:26 7 that. 13:12:10
8 says: (Plessthan 0.0001 versus PTD). 13:09:30 8 These are monthly injections of Ranibizumabat ~ 13:12:10
9 What is the reference to (P less than that amount  13:09:39 9 either .3 or .5 milligrams; isthat right? 13:12:14
10 versus PDT)? 13:09:43 10 A. That'scorrect. 13:12:17
11 A. It-- | believeit'sthe data that follows. 13:09:47 11 Q. Okay. And so that meansthat 34 to 41 percent of 13:12:18
12 Q. IsP-- 13:09:54 12 the Ranibizumab patients who receive monthly injections  13:12:23
13 A. SoPisthe probability. The probability of the 13:09:55 13 had again of 15 or more |etters, right? 13:12:28
14 armsreceiving Ranibizumab, versusthe arm with -- that  13:09:58| 14  A. That's correct. 13:12:30
15 wastreated with PDT. And then what theintravitreal  13:10:06 | 15 Q. Okay. And that's at month 24? 13:12:32
16 acuity benefit is, we don't know yet because that's to 16 MR. BRAUSA: Objection; form. 13:12:37
17 follow. 13:10:17 17 THEWITNESS: | can't tell fromthis. | think 13:12:37
18 (Reporter request for clarification.) 13:10:17 18 that's month 24. 13:12:48
19 THE WITNESS: I'm sorry. Where were you? 13:10:17 | 19 BY MR. NIMROD:
20 THE COURT REPORTER: Thelast sentence. 13:10:24 20 Q. Okay.
21 BY MR. NIMROD: 13:10:26 21 A. Can't be sure the way it's written. 13:12:50
22 Q. Something about what the benefit was but you 13:10:26 | 22 Q. Why don't we go to the end of the table -- 13:12:52
23 don't know. | think you said something likethat but |  13:10:27 | 23 A. Oh, I'msorry, | takeit back. | takeitback. 13:12:55
24 can't -- I'm not quoting you, of course. 13:10:29 24 Itismonth 24. 13:12:57
25 A. No, it'sthat the visual acuity benefit, wedon't 13:10:31 25 Q. Okay. 13:12:59
Page 155 Page 157
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1 A. Yes 13:12:59

2 Q. Soif aPOSA werelooking at this dataand seeing 13:13:00
3 that Ranibizumab monthly at .3 or .5, either one, 13:13:03

4 milligrams, for 24 months resulted in 34 to 41 percent  13:13:12
5 of the patients having again of 15-plusletters, would 13:13:19
6 that POSA then believe it wasreasonably likely, that  13:13:22
7 is, more probable than not that if the POSA dosed 13:13:28

1 determination. 13:16:03

2 Q. Okay. But we do havethe, by 2008, we have both  13:16:05
3 your predicted biological activity showing that you 13:16:11

4 expected or predicted, | should say, biological activity 13:16:16

5 of perhaps up to ten weeks for Aflibercept and wealso  13:16:19
6 havethe CLEAR-IT 2 results that show that adosing of 2 13:16:22
7 milligrams lasted -- its effect lasted for eight weeks. 13:16:29

8 Aflibercept at 2 milligrams for three monthly injections 13:13:33 | 8 So with that in mind, looking at what happens for 13:16:32

9 followed by eight-week injections through 52 weeks, that 13:13:37 9 Ranibizumab -- 13:16:36
10 asignificant portion of the patients would gain at 13:13:44 10 A. Ranibizumab. 13:16:37
11 least 15 letters? 13:13:47 11 Q. -- Ranibizumab, wouldn't a POSA be able to 13:16:38
12 MR. BRAUSA: Objection; form. 13:13:50 12 conclude that, you know, given the superiority inthe  13:16:42
13 THE WITNESS: Thetreatment groupshereare  13:13:51 | 13 hinding, as you've shown, and the superiority inthe ~ 13:16:45
14 completely different or at least significantly 13:13:57 14 half-life, that you would expect that at least a 13:16:48
15 different. Thetreatment groups herein ANCHOR are  13:13:59 15 significant portion of the patient population getting ~ 13:16:50
16 what are called classic neovascularization, whereas  13:14:02 | 16 three monthly doses of Aflibercept followed by 13:16:55
17 oncewe got to Aflibercept trials, it was al versions 13:14:10 17 eight-week interval dosing through 52 weekswould geta 13:16:57
18 of macular degeneration. And soyou'retreatinga  13:14:12 18 15-plusletter gain? 13:17:02
19 little bit apples and orangeswhen you'retryingto  13:14:14 19 MR. BRAUSA: Objection; form. 13:17:04
20 compare, and therefore, it's harder to comparethe  13:14:16 20 THE WITNESS: That's why we do the phase 3 13:17:04
21 resultsdirectly. 13:14:19 21 trids, istotry to determinethat. Anduntil you 13:17:07
22 BY MR. NIMROD: 22 havethe phase 3 trias, you don't have areasonable 13:17:11
23 Q. Okay. Well, maybeit'shard -- my questionis, 13:14:22 23  expectation. You have datathat supportsdoing the  13:17:12
24 given the fact that 34 to 41 percent of thearmsin this 13:14:26 24  trials. We have plenty of other drugsthat have gone 13:17:16
25 Ranibizumab study at .3 and .5 milligrams monthly had ~ 13:14:32 25  through phase 2 and looked really good and they got to 13:17:21

Page 158 Page 160

1 that 15-plusletter gain, would a POSA conclude that it 13:14:38 1 phase 3 and they failed spectacularly. 13:17:24

2 was more likely than not that asignificant portion of ~ 13:14:42 2 And as| said earlier on, 25 percent to 13:17:27

3 patientsto be treated with 2 milligrams of Aflibercept 13:14:45 3 30 percent of patients -- only 25 percent to 13:17:30

4 for three months followed by eight-week intervalsof ~ 13:14:48 4 35 percent of drugs will actually passphase 3. So  13:17:34

5 treatment of 2 milligramswould resultina15-plus ~ 13:14:52 5 you can't make that leap of faith when you've never  13:17:36

6 letter gain for that significant portion at 52 weeks? ~ 13:14:57 6 tested the Q8-week arm. 13:17:39

7 MR. BRAUSA: Objection; form. 13:15:01 7 BY MR. NIMROD: 13:17:41

8 THE WITNESS: Sothese are excellent results.  13:15:04 8 Q. Andwhen you say they fail, or only 25 to 13:17:41

9 Butwe're changing drugs. We're changing protocols -- 13:15:06 9 35 percent pass, that means that the patient population  13:17:48
10 regimens. And weve -- once you're at that point of  13:15:10 10 asawhole meets whatever the, you know, end pointis, 13:17:50
11 thinking, can | do extended therapy, there's not been 13:15:15 11 right? 13:17:53
12 any datato show that extending beyond four weeksis 13:15:20 12 MR. BRAUSA: Objection; form. 13:17:54
13 going to result in maintenance of visual acuity 13:15:24 13 THE WITNESS: Well, failurefor al of these  13:17:55
14  becausethe only extended datawe had prior towhen  13:15:28 14  drugs has dways meant avisual end point. Andit  13:17:59
15 Aflibercept was eligible for that, resulted in loss of 13:15:32 15 differsaswe've gone over time. But what it meansis 13:18:06
16 vision. That wasaPIER trial. 13:15:35 16 adrug hasfailed, meansit's failed to meet its 13:18:12
17 BY MR. NIMROD: 17  primary end point. 13:18:15
18 Q. | wastaking about Aflibercept, not -- 13:15:39 18 BY MR. NIMROD: 13:18:15
19 A. | understand. But I'mjust sayingwhenyoure 13:15:41 19 Q. Whichisanend point that'sbased onameanor 13:18:16
20 making comparisons, you haveto keep in mind that the ~ 13:15:43 20 median for an arm of a patient population, not 13:18:19
21 drugs are different and that the regimens are different  13:15:45 21 individual results; isthat correct? 13:18:22
22 and so you've got to try to make as close acomparison  13:15:49 22 MR. BRAUSA: Objection; form. 13:18:24
23 aspossible. And thisis monthly therapy. And 13:15:53 23 THE WITNESS: Soit's not necessarily meanor  13:18:24
24 Aflibercept is monthly and then Q8 weeks, which we don't 13:15:56 24 median, athough we've gravitated in that direction.  13:18:27
25 have any dataon at this point to make that 13:16:00 25 Butitisthe population cohort of patients that are  13:18:31
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1

3 BY MR. NIMROD:

treated and -- yes, it is the cohort of patient 13:18:34
2 population who are treated, not individual patients. 13:18:39

13:18:40

4 Q. Okay. Andyou don't have any percentagesto give 13:18:41

5 usasto for phase 3 trials, how many of them areones  13:18:43

6 where no one in the cohort of interest would meet the,

7 you know, efficaciousness that you were looking for,
8 that any individual patient, it's simply the statistics 13:18:58
9 you're citing is for the patient population asawhole, 13:19:00

13:18:47
13:18:53

10 right? 13:19:02

11 MR. BRAUSA: Objection; form. 13:19:02

12 THE WITNESS: So that's what the end pointsare 13:19:03
13  based on isthe population as awhole, not the 13:19:07

14 individuals. And | don't have those numbersto give 13:19:11
15 you. 13:19:13

16 BY MR. NIMROD: 13:19:13

17 Q. Okay. Sothenif | asked you adlightly 13:19:13

18 different question I've kind of goneto acoupletimes 13:19:16

19 today -- maybe we'll have some agreement -- if aPOSA  13:19:2(
20 looked at the data from this ANCHOR study -- and let's  13:19:22

21 say aso the Marina study, and saw that therewas a

22 significant portion -- by that | mean, you know, 20 to

13:19:28
13:19:36

23 41 percent -- of the patients in those randomization of  13:19:39
24 arms got a 15-plus letter gain, then would that POSA
25 conclude that it was more likely than not that at least  13:19:49

13:19:43

1 Well, just for the record, Exhibit 10 is 13:21:21
2 Exhibit 1021 in the IPR proceeding. I'm not sureif | 13:21:24
3 have another copy of that, Adam. 13:21:30
4 MR. BRAUSA: If you can stand by, | think we  13:21:32
5 canpullitup. 13:21:34
6 MR. NIMROD: Okay. 13:21:36
7 MR. BRAUSA: We'rejust navigating through. | 13:22:06
8 think we'vegot it. 13:22:09
9 MR. NIMROD: Any luck? 13:22:23
10 MR. BRAUSA: Wegot it. | gotit. Goahead. 13:22:24
11 BY MR. NIMROD: 13:22:25

12 Q. Okay. So Exhibit 10isan article entitled: 13:22:25
13 Randomized, Double-Masked, Sham-Controlled Trial of 13:22:29

14 Ranibizumab for Neovascular Age-Related Macular 13:22:34
15 Degeneration: PIER 1 Study, Year 1-- PIER Study, Year 13:22:40
16 1. Excuseme. 13:22:42

17 Do you see that? 13:22:46

18 A. Ido. 13:22:46

19 Q. Andsothisisthe PIER study that you refer to  13:22:47

20 your expert report? 13:22:49

21 A. Yes itis. 13:22:50

22 Q. Okay. What were the regimens of Ranibizumab --  13:22:51
23 well, first of all, in this study are there threearms?  13:23:09

24 A. Yes 13:23:13

25 Q. Okay. Oneisasham injection, meaning there's  13:23:14

Page 162 Page 164

1 one patient in a cohort being given three monthly doses 13:19:51 | 1 no active; is that right? 13:23:16

2 of 2 milligrams of Aflibercept followed by eight-week  13:19:56 | 2 A. That's correct. 13:23:18

3 interval dosing of 2 milligrams, at least one patient,  13:20:00 3 Q. Okay. And then the next is Ranibizumab at 13:23:18

4 it'smore likely than not would get the 15-plusletter  13:20:03 4 3 milligrams? 13:23:22

5 gain? 13:20:06 5 A. Correct. 13:23:23

6 MR. BRAUSA: Objection; form. 13:20:08 6 Q. And how isthat dosed? 13:23:24

7 THE WITNESS: | think it's difficult to 13:20:08 7 A. Sothat isdosed monthly times three and then 13:23:25

8 predict. We certainly can't do numbers. It'sahigh 13:20:14 8 quarterly until the end of one year. 13:23:31

9 bar. Would more likely than not that one patient ~ 13:20:17 9 Q. Okay. And then when you say monthly timesthree, 13:23:36
10 would, yes. | think it would. 13:20:20 10 that's zero, one and two months? 13:23:38
11 MR. NIMROD: Okay. All right. Letmegonow 13:20:25| 11 A. Correct. 13:23:40
12 tothePIER study, the PIER study. I'm goingto mark 13:20:27 | 12 Q. Okay. And then how was the arm that says 13:23:40
13 asl think it's-- are we on 10? 13:20:34 13 .5 milligrams dosed? 13:23:44
14 THE COURT REPORTER: Yes. 13:20:49 14 A. Thesameasthe .3 milligrams. 13:23:45
15 (Exhibit No. 10 was marked for identification.) 13:20:51 15 Q. Okay. Allright. Andif you couldturnto--  13:23:49
16 MR. NIMROD: Oops. That's my copy. 13:20:58 16 one second. | lost my spot here. 13:24:10
17 THE WITNESS: I'm sorry? 13:20:59 17 Isthere adatain herethat you're aware of --  13:24:16
18 MR. NIMROD: | just marked my copy. 13:21:00 18 but | will ook through it also -- but datain here 13:24:19
19 MR. BRAUSA: Well take the one with the 13:21:02 19 somewhere that talks about patient populations that 13:24:23
20 circlesonit, if you want. 13:21:03 20 achieve 15-plusletter gain? Oh, thereitis. Okay. 13:24:25
21 MR. NIMROD: Doesn't redlly give much away, 13:21:06| 21 If we go to page 244, which isexhibit page6inthe  13:24:41
22 other than | have alot of scribbles. 13:21:08 22 |eft-hand column under Table 2. 13:24:49
23 THE WITNESS: I'll takeit. 13:21:11 23 A. Okay. 13:24:53
24 MR. NIMROD: Exhibit 10 -- whereisit? Must 13:21:13 | 24 Q. Third line, fourth line says: However, thethree 13:24:53
25  be another one somewhere. 13:21:14 25 treatment groups did not differ significantly inthe  13:24:57
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1 proportions gaining at least 15 letters, 9.5 in the sham 13:25:00

2 group, 11.7 in the .3-milligram group, and then 13:25:03
3 13.1 percent in the .5-milligram group. 13:25:09
4 A. I'msorry. I'mjust not there yet. 13:25:12
5 Q. Right here. 13:25:14
6 A. Oh, thank you. Okay. Startingwith however?  13:25:16
7 Q. Yes. 13:25:19
8 A. Yes 13:25:19
9 Q. Doyou want to read that to yourself? 13:25:20
10 A. Okay. Yes. 13:25:21
11 Q. Soyou have 10 percent -- well, 9.5 percent of ~ 13:25:28
12 the patients achieving 15-plus letter gainswiththe — 13:25:37
13 sham injections, right? 13:25:44
14 A. Yes 13:25:46
15 Q. And that's after 12 months, right, or at 13:25:46
16 12 months? 13:25:50
17 A. At 12 months. 13:25:51

1 active treatment groups for effective regimens do better 13:27:29

2 than sham treatment. But we don't know the mechanism of 13:27:35
3 why and we don't know what contribution is spontaneous,  13:27:41
4 versus what's drug induced. We just know the outcome.  13:27:44
5 Q. Okay. Allright. If wealsolook at thedatain 13:27:57

6 this, for example, the -- strike that. 13:28:03
7 You've characterized thisas afailure PIER 13:28:07
8 study; isthat your view? 13:28:14
9 A. Yes, | believe |l used that word. 13:28:16
10 Q. And thereason was why? 13:28:17

11 A. Becauseat 12 months, you ended up on average  13:28:19

12 treating patients, lost vision. And when you compareto 13:28:23

13 what was available at the time, which was Ranibizumab,  13:28:28
14 when patients on average gained significant letters, 13:28:33

15 thenthisisafailure. 13:28:40

16 Q. Andthen wherewould bethe datain herethat ~ 13:28:40

17 showsthat they lost, on average, letters? What arethe 13:28:43

18 Q. Right. Sointhelast study or oneof thelast 13:25:52 18 numbers that we have? 13:28:48

19 ones-- prior ones we looked at we saw 5 percent of the 13:25:57 | 19 A. If youlook at the front page. 13:28:49

20 sham group achieved gains of at least 15 letters, at ~ 13:26:00 20 Q. Okay. 13:28:52

21 52 weeks, right? 13:26:03 21 A. Andthe very first sentence under results. 13:28:53

22 A. Yes 13:26:04 22 Q. Yes. 13:28:57

23 Q. Okay. And do you know why it would be that 13:26:05 | 23 A. Mean changes from basdline, visual acuity at 12 13:28:57

24 participants who received the sham injection withno ~ 13:26:12 | 24 months were minus 16.3, that's the sham group, minus 1.6  13:29:01

25 active would be ableto achieve 15 -- at least 15 letter 13:26:15 25 letters, that's the 0.3-milligram and minus 13:29:06

Page 166 Page 168

1 gains at the 12-month point? 13:26:21 1 0.2 milligrams, that's the 0.5-milligram. 13:29:09
2 MR. BRAUSA: Objection; form. 13:26:24 2 Q. Okay. Sothe groupsthat were given the 13:29:14
3 THE WITNESS: We know that for patientswith ~ 13:26:24 3 Ranibizumab with three monthly injections followed by ~ 13:29:19
4 neovascular MB there's significant interpatient 13:26:28 4 quarterly injections did better statisticaly, 13:29:24
5 variability. Some do surprisingly well, most do not. 13:26:34 5 significantly better than the sham group? 13:29:29
6 So-- and we can't predict who does which. 13:26:38 6 A. When measured with visual acuity, from baseline  13:29:32
7 BY MR. NIMROD: 13:26:44 7 to 12 months, yes, they did. 13:29:35
8 Q. When you say some do surprisingly well, that 13:26:45 8 Q. Okay. And those groups would meet the limitation 13:29:36
9 means that some will regain letters just based on 13:26:47 9 of claim 29 and claim 30 of the 572 patent which smply  13:29:41

10 whatever the natural processis, as opposed to an active 13:26:50

11 ingredient? 13:26:53

12 A. For patientsin sham groups, yes. 13:26:54

13 Q. Would that also be true for patientsin the 13:26:57
14 active ingredient groups? 13:27:.03

15 MR. BRAUSA: Objection; form. 13:27:06
16 BY MR. NIMROD: 13:27:06

17 Q. You havetwo armswhere there's active 13:27.07
18 ingredient. 13:27:09

19 A. Right. 13:27:09

20 Q. | said-- so would you also expect then that 13:27:.09

21 persons who were in those groups could have, you know,  13:27:14
22 natural processes going on that will cause arecovery of 13:27:16

23 letters, as opposed to simply the active ingredient?  13:27:19
24 A. | think you're asking abiological questionthat  13:27:23

13:27:27
Page 167

25 nobody knows the answer to. | mean, we know that the

10 requirethat you have aloss of lessthan 15 letters,  13:29:48

11 right? 13:29:51

12 MR. BRAUSA: Objection; form. 13:29:52

13 THE WITNESS: I'm not sure how to apply that.  13:29:52
14 That'sthe Aflibercept claim and you're talking 13:29:56

15 about -- 13:29:59

16 BY MR. NIMROD: 13:29:59

17 Q. Wdll, if you -- let'sjust look at -- 13:30:00

18 A. Maybe clarify, please. 13:30:02

19 Q. Sorry. Let'slook at the 572 patent, go to claim 13:30:04

20 30. 13:30:07

21 A. Yes. Okay. Go ahead. 13:30:08

22 Q. Soclaim 30 of the 572 patent says: Themethod 13:30:16
23 of claim 29 wherein the maintenance of visual acuity ~ 13:30:20

24 meansloss of lessthan 15 lettersin the ETDRS letter  13:30:24

25 score. 13:30:30
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1
2

3 Q. And both of the Ranibizumab trialsinthe PIER ~ 13:30:31 3 Q. --I'mjust going to ask you, would you agree ~ 13:32:25
4 study that had three monthly doses followed by quarterly 13:30:36

5 dosing met that standard of acuity test, right? 13:30:41 5 successful in maintenance of the visual acuity score of 13:32:30
6 MR. BRAUSA: Objection; form. 13:30:46 6 losslessthan 15 letters under the ETDRS letter score? 13:32:34
7 THE WITNESS: Well, I'm puzzled by this. This 13:30:46 | 7 A. I'mlooking for the data here. I'm not yet able 13:32:41
8 dependson claim 29. 29 has atreatment regimen. 13:30:51 8 tofindit. 13:32:45
9 It'staking about Aflibercept. Sotheway you're  13:30:58 9 Q. | thought you pointed me to the first page. 13:32:46

10 phrasing the question, I'm not quite sure | understand 13:31:01 | 10 A. Yes. But that'sthe average visua acuity. 13:32:48

11  what you're asking. 13:31:03 11 That's not the percentage of patients who lost 15 13:32:50

Right?
A. Yes.

12 BY MR. NIMROD:

13:30:30 1 directed to Aflibercept compound --

13:30:31 2 A. Okay.

14 asking about the acuity test. Claim 30's acuity test  13:31:08 14 more.
15 is, quote, where maintenance of visual acuity meansloss 13:31:12| 15 Q. The percentage?

16 of lessthan 15 letters BCVA as measured by usingthe  13:31:15| 16 A. Well, that'swhat it means. Maintenance of 13:33:04

4 that the PIER 1 groups that have Ranibizumab were 13:32:26

12 lettersor more. And claim 30, the verbiage of claim 30 13:32:54
13 Q. I'maskingyou, looking at claim 30, I'mjust ~ 13:31:04 13 isthe percentage of patientswho lost 15 lettersor ~ 13:33:00

13:32:24

13:33:03
13:33:03

17 ETDRS |etter score. 13:31:20 17 vision that's defined -- we defineit in clinical 13:33:06
18 Do you see that? 13:31:22 18 practice as the percentage of patients who lost 15 13:33:08
19 A. No, | seewhat you're saying -- 13:31:23 19 letters or more. 13:33:11
20 Q. I'mjust asking you about -- 13:31:24 20 Q. | thought that you took meto atableinhere  13:33:12
21 A. Right. 13:31:26 21 that just had average letters. Isit Table2, wasn't  13:33:16
22 Q. --thetest. That'sit. 13:31:26 22 it? It wasn't patient by patient. 13:33:22
23 A. Okay. 13:31:27 23 A. That wasn't -- | don't believe that wasclaim 30  13:33:27
24 Q. I'm not asking about whether it meetsclaim 29.  13:31:27 | 24 that we did that. 13:33:32
25 A. Okay. So-- 13:31:30 25 Q. Well, any claim. 13:33:33
Page 170 Page 172
1 Q. Well separate those. 13:31:31 1 A. Weéll, but they're al different. Buttheclams 13:33:34
2 A. If wetakethat verbiage -- 13:31:32 2 aredifferent in terms of what their visual requirements 13:33:36
3 Q. Right. 3 are. 13:33:39
4 A. --pull it out of theclaim. 13:31:34 4 Q. You'resaying that given that the averageloss --  13:33:39
5 Q. Yeah 13:31:34 5 A. Yes.
6 A. Okay. So-- 13:31:36 6 Q. -- of thetwo armswereinthe PIER 1 -- the PIER 13:33:44
7 Q. Let meask the question. 13:31:37 7 studies were -- what were the numbers again? 13:33:48
8 A. Yes 13:31:38 8 A. That'swhat I'm looking for.
9 Q. Isitnot true that both of the Ranibizumab arms  13:31:38 9 Q. Negative 1.6 and negative .2. 13:33:54
10 that were tested in the PIER study met the -- met a 13:31:41 10 A. Yes 13:33:58
11 maintenance -- strike that. 13:31:47 11 Q. That you can't conclude that those resultswould  13:33:59

12

15 using the ETDRS letter score? 13:32:03 15 | think the calculations would show isthat thereisa  13:34:17
16 MR. BRAUSA: Outside the context of claim 30.  13:32:07 | 16 likely significant difference. Meaning -- 13:34:22
17 MR. NIMROD: It'sthe samething. It's 13:32:09 17 Q. Inwhat? 13:34:24
18 outside-- 13:32:14 18 A. Inmaintenance of visua acuity. That the 13:34:25
19 MR. BRAUSA: Objection; form. 13:32:14 19 Ranibizumab arms maintain visual acuity better than 13:34:30
20 MR. NIMROD: -- the concept of Aflibercept. 13:32:15 | 20 sham. | think that's likely based on these numbers. 13:34:34
21 Yes Yes 13:32:19 21 Q. I'mnot asking that. 13:34:35
22 MR. BRAUSA: Objection; form. 13:32:19 22 A. Then| don't understand. 13:34:36
23 BY MR. NIMROD: 13:32:20 23 Q. I'mjust asking you whether -- it saysthere'sa 13:34:37
24 Q. Actualy, that will befine. I'll say that. 13:32:20 24 measurement here, right? 13:34:40
25 Outside the context of claim 30, whichis 13:32:21 25 A. Right. 13:34:41
Page 171 Page 173

Isit not true that both of the arms, Ranibizumab 13:31:49
13 in the PIER study, succeeded in achieving amaintenance 13:31:53
14 of avisual acuity score of loss of lessthan 15 letters  13:31:58

12 show successin a criteriawhere you require maintenance 13:34:04
13 of visual acuity, loss of lessthan 15 ETDRS letters? ~ 13:34:09
14 A. | cansay I'dloveto seethecalculations. What 13:34:14
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1 Q. What you told me before was what this test 13:34:41 1 Q. --onaverage-- 13:36:32
2 required isthat you start off with some determination  13:34:44 2 A. Yes 13:36:33
3 asto somebody's score. 13:34:46 3 Q. --thepatients-- and | think therewere -- how 13:36:33
4 A. Yes. 13:34:48 4 many were there? -- 61 patients, on average, they lost  13:36:36
5 Q. Andthen -- and for the whole population, and ~ 13:34:49 5 .2 letters, correct? 13:36:42
6 then you, at the very end you look to see what their ~ 13:34:52 6 A. That'scorrect. 13:36:45
7 scoreis. That'swhat they did here, right? Maybeit's 13:34:54 7 Q. Okay. So on average, will you not agree that the 13:36:45
8 getting later in the day or I'm missing something. 13:34:58 8 .5-milligram arm in the PIER study that had three 13:36:50
9 Could be. 13:35:02 9 monthly doses followed by quarterly doses met a criteria 13:36:53
10 A. Okay. So--so| think -- let metry to clarify  13:35:02 10 which required aloss of lessthan 15 ETDRS letters? ~ 13:37:00
11 and seeif this makes sense. When we talked about claim 13:35:11 11 MR. BRAUSA: Objection; form. 13:37:03
12 9 and then subsequently claim 30, we were talking about  13:35:15 12 THE WITNESS: | -- okay. Let memake another 13:37:04
13 apatient. When we'retalking about -- if you'retaking 13:35:18 | 13  statement, seeif this answersyour question. Okay. 13:37:07
14 claim 30 and just taking the verbiage out -- 13:35:24 14 The average patient in atreatment arm met the 13:37:13
15 Q. That'swhat we did. 13:35:27 15 criteriaof losing lessthan 15 letters. Isthat -- 13:37:18
16 A. --theway weusualy look at thatisbasedon  13:35:28 16 BY MR. NIMROD: 13:37:23
17 percent proportions. Sotheway I'm interpreting this  13:35:34 | 17 Q. Yes. 13:37:23
18 is, did the proportion of patientslosing 15 lettersin  13:35:37 18 A. Isthat thekind of answer you'relooking for? ~ 13:37:23
19 the sham group differ significantly from the 13:35:42 19 Q. Yes. That'swhat I've been asking. 13:37:25
20 proportions -- 13:35:46 20 A. Well, I'msorry. Butl -- weremissing -- you  13:37:27
21 Q. No. 13:35:46 21 and | were thinking different ways about a patient, 13:37:29
22 A. Butl can't tell you individual patients. 13:35:47 22 versus percentages proportions. That'sall. 13:37:32
23 Q. I'm not talking about sham groups. I'm just 13:35:49 23 Q. Okay. Andyou would agree, | guess, if the-- if 13:37:34
24 talking about the patient population -- just look at one 13:35:51 24 the meanis .2 letters, wouldn't they bevery likely ~— 13:37:37
25 arm, the .5-milligram Ranibizumab arm. Okay? 13:35:53 | 25 that most of the patients didn't lose more than 15? 13:37:43
Page 174 Page 176
1 A. Right. So-- 13:35:57 1 MR. BRAUSA: Objection; form. 13:37:49
2 Q. Okay. So on average, what would happenisall of 13:35:57 | 2 THEWITNESS: I'd loveto seetheindividual ~ 13:37:50
3 those patients would have been scored -- 13:36:00 3 data Butl think it'slikely that most did not. 13:37:52
4 A. Yes 13:36:01 4 BY MR. NIMROD:
5 Q. --onday zero? 13:36:01 5 Q. Okay. All right. Soif you havethisdatafor 13:38:01
6 A. Yes 13:36:02 6 Ranibizumab showing that it could achieve using 13:38:04
7 Q. Andthenthey were all scored onweek 52, right? 13:36:03 | 7 quarterly dosing, followed -- let me start over. 13:38:08
8 A. Right. 13:36:08 8 Y ou have the data from the PIER study showing  13:38:15
9 Q. Andto determine whether they lost more or less  13:36:09 9 that after three monthly injections of .5 Ranibizumab,  13:38:17
10 than 15 letters, you simply take the score at the 13:36:12 10 followed by quarterly dosing of Ranibizumab, and you --  13:38:20
11 beginning versus score at the end, or am | missing 13:36:16 11 that group asawhole achieves aloss of .2 letters, 13:38:26
12 something? 13:36:18 12 would you agree that a POSA looking at that datawould  13:38:32
13 A. Okay. So-- 13:36:19 13 believe that it was more likely than not that treatment  13:38:34
14 Q. Isthat wrong? 13:36:19 14 with 2 milligrams of Aflibercept for three months 13:38:38
15 A. Waéll, if you're asking me for individual 13:36:19 15 followed by eight weeks of dosing of 2 milligramswould  13:38:42
16 patients-- 13:36:21 16 likely lead to the result of asignificant portion of ~ 13:38:47
17 Q. No, I'mjust asking how each -- yeah, each 13:36:21 17 patients meeting the criteria of lessthan 15 letters ~ 13:38:50
18 patient isjust scored that way, right? 13:36:22 18 lost at 52 weeks? 13:38:55
19 A. Each patient is scored that way and -- 13:36:24 19 MR. BRAUSA: Objection; form. 13:38:59
20 Q. Andthen at the end, you average them all 13:36:26 20 THE WITNESS: Sol would say | can't answer ~ 13:38:59
21 together to get an average for that arm, right? 13:36:28 21 that. The-- clearly, quarterly dosing with 13:39:02
22 A. Right. 13:36:28 22 Ranibizumab is not very effective. 13:39:11
23 Q. Okay. And soif welook at the .5-milligram 13:36:29 23 BY MR. NIMROD:
24 arm -- 13:36:31 24 Q. Well, it'sas effective as what claim 30 13:39:14
25 A. Yes. 13:36:32 25 requires. 13:39:16
Page 175 Page 177
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1 MR. BRAUSA: Object -- objection to form. 13:39:18

2 BY MR. NIMROD: 13:39:20

3 Q. Isthat right? 13:39:20

4 A. Inmy worldit's not very effective. 13:39:20

5 Q. Butit'saseffective as claim 30 requires? 13:39:23

6 MR. BRAUSA: Objection; form. 13:39:25

7 THEWITNESS: | -- for anindividua patient, 13:39:25

8 themajority of individual patients, yes. 13:39:28
9 BY MR. NIMROD:

10 Q. Okay.

11 A. So Ql12-week therapy isnot very effective. Is

12 Q8-week with Aflibercept going to be effective or isit

13 six weeksor isit five weeks or isit seven weeksis

13:39:31
13:39:41
13:39:46
14 the magic number? And we don't have the datato show — 13:39:4¢
15 that. 13:39:51
16 Q. Okay. Let'sgo back to Exhibit 2047, whichis  13:40:02

17 our deposition Exhibit 5. | believe you may have some  13:40:09

1 Q. Okay. And that in contrast, if the POSA was 13:42:20
2 thinking about aregimen that had four monthly doses, ~ 13:42:23

3 followed by eight-week intervals, there would be atotal 13:42:29

4 of eight injections, right? 13:42:32
5 A. (Nods head.) 13:42:34
6 Q. Yes? 13:42:35

7 A. Yes 13:42:36

8 Q. Okay. Andsomy questionwas, and | guessthe  13:42:36

9 gist of it was, well, then wouldn't a POSA concludethat 13:42:39
10 getting eight injectionsin that regimen would giveas  13:42:42
11 good as or better results than the 2Q4, the 2Q12 of the 13:42:46
12 CLEAR-IT 2? And | think you disagreed with me. 13:42:53
13 A. | did. 13:42:55
14 Q. Or do -- do you disagree with me?
15
16 Q. And | thought the reason was because you said,

17 well, it's possible that it has to do with timing, that  13:43:03

13:42:56
A. Right, | disagree with you. 13:42:58

13:43:00

18 of thoselittle pictures. Do you still havethosein  13:40:25 18 maybe the timing was done earlier than the eight weeks ~ 13:43:05

19 case we have visual issues? 13:40:27 19 would have been; isthat right? 13:43:08

20 A. Yeah, thisone here? Yes. 13:40:29 20 A. | don't remember the exact testimony but, yes,  13:43:09

21 Q. Yeah. Okay. Justincase. | don't know if we 13:40:32 21 that'sthe gist of what | said. 13:43:12

22 needthat. But | was asking you questions about, before 13:40:33 | 22 Q. And isthere some other factor that would play ~ 13:43:13

23 thelast -- the lunch break, | was asking you questions  13:40:36 | 23 into whether a POSA would expect or, you know, predict  13:43:16

24 about, well, if you look at -- what isthis-- yeah. If 13:40:38 24 that the two four monthly doses followed by four 13:43:19

25 you look at slide 13, there is the retreatment outcome  13:40:46 | 25 eight-week doseswould not perform aswell or better ~ 13:43:28

Page 178 Page 180

1 for the 2Q4 and the 2Q12. And | also noted that that ~ 13:40:55 1 than the 2Q4 or the 2Q12 of the CLEAR-IT 2 study? 13:43:30
2 meant that the mean number of injections for the2Q4 was 13:41:02 2 A. Sotiming, | think, isthebig thing. Wedont 13:43:34
3 4.5 -- 5.55 and the mean number of the 2Q12 was4.48, 13:41:10, 3 have the knowledge that if timing is a significant 13:43:37
4 right? 13:41:16 4 factor or not. The other thingis, thisisbasedona  13:43:42
5 A. Yes 13:41:16 5 phase 2 study of 31 patients. And if yougotophase3 13:43:45
6 Q. Andthen| asked you, well, wouldn't you agree, 13:41:17 6 and you now have 300 patients, you can get very 13:43:49
7 then, looking at this data from 2008 that a POSA would  13:41:21| 7 different results based on different cohorts and 13:43:53
8 conclude that giving four monthly injections of 2 13:41:24 8 variation, especialy when you're having small cohorts  13:43:55
9 milligrams followed by another four injections at 13:41:30 9 inyour phase 2. So that can be another factor. 13:43:58

10 eight-week intervalswould likely achieveresultsthat  13:41:33 | 10 Q. Now, of course, the claims here require a 13:44:02

11 were asgood or better than the 2Q4 results? 13:41:38

12 And | think you said that you couldn't say that  13:41:43

13 it would be as good because of the timing of the 1.55 on 13:41:46
14 average made a difference? 13:41:52

15 MR. BRAUSA: Objection; form. 13:41:54

16 THE WITNESS: | think you repeated 2Q4. Were  13:41:54
17 youintending to do 2Q12? 13:41:57

18 BY MR. NIMROD: 13:42:00

19 Q. No. What I'msayingisif you-- | askedyoua 13:42:00

20 question about a POSA looking at this data. 13:42:04

21 A. Yes. 13:42:06

22 Q. Andthe POSA seesthat for the 2Q4 and the 2Q12, 13:42:06

23 there'satotal of somewhere between 4.55-- 448 and  13:42:11
24 5.55 total injections in those two cohorts, right? 13:42:16
25 A. Right. 13:42:19

Page 179

11 patient. You understand that, claims of the 572 patent? 13:44:05

12 A. Yes, they do. 13:44:08

13 Q. They'redirected to apatient? 13:44:09

14 A. Toapatient. 13:44:10

15 Q. Okay. Canyou turnto slide 13, please. 13:44:10

16 A. Yes 13:44:15

17 Q. Okay. Sodlide 13 -- are you there already? 13:44:15
18 A. 13? 13:44:21

19 Q. Okay. 13. Okay. For dlide 13, it saysthemean 13:44:22
20 number of daysto first injection over PRN phase. 13:44:26

21 Do you see that? 13:44:29

22 A. | do. 13:44:29

23 Q. Okay. Sofor the 2Q4, the mean number of daysto 13:44:30
24 the first injection over the PRN phase was 160 days. Do 13:44:36
25 you see that? 13:44:41

Page 181

46 (Pages 178 - 181)

Veritext Lega Solutions

Caendar-CA @veritext.com 866-299-5127

Samsung Bioepis Exhibit 1076

Page 46



1 A. 100-- I'msorry. Mean number of firstinjection 13:44:41
2 over PRN phase. Yes. 13:44:46

3 Q. Okay. Do you understand that to be 160 days, by 13:44:47
4 the way, from the time zero or from time 12 weeks? 13:44:50
5 A. | would -- | would read that asfrom 12 weeks.  13:44:53
6 Q. Okay. So, infact, the average number -- or the 13:44:58

7 averagetiming, | should say, for the fifth injection on 13:45:06

8 the 20Q4 patients was actually five months, fiveanda  13:45:12
9 third months from the 12 injection; is that right? 13:45:16
10 A. Yes 13:45:20
11 Q. Okay. Soactudly it'smuch longer on average  13:45:21

12 than you would be doing with eight-week intervals after  13:45:25

13 the fourth week, right? 13:45:28
14 A. Yes,itis. 13:45:29
15 Q. Okay. 13:45:31
16 A. Ontheaverage, yes. 13:45:32

17 Q. Sowouldn't that then tell you a POSA looking now 13:45:33
18 at slide 13, which | did not add to the mix before, now 13:45:36
19 I'vegot it mixed in there. 13:45:40

20 A. Okay. 13:45:41

21 Q. SoaPOSA looks at that data and says, all right, 13:45:42

22 204, there'satotal of 5.55 injections, 2Q12, 4.48, the 13:45:45
23 2Q4 ismonthly for the first four doses and on average, 13:45:55
24 the next doseis not given until 160 days after 12, so| 13:45:59

25 can be pretty confident that if | do four monthly doses 13:46:03
Page 182

13:47:23
13:47:24

1 BY MR. NIMROD:
Q. Just one patient.
MR. BRAUSA: Same objection.
THE WITNESS: | don't know the -- s0 50 -- |

2

3 13:47:25
4

5 don't know variability, the standard deviation. |

6

7

8

9

13:47:26
13:47:31
13:47:34
13:47:40

think there is a good chance, but | can't say that
thereisahigh likelihood. | think there's agood
chance. 13:47:42

BY MR. NIMROD:
10 Q. Okay. I think | messed up there, too, because |
11 didn't use my phrase more likely than not or probable.
12 A. Morelikely than not. 13:47:48
13 Q. I'mgoingtotry it again. 13:47:49
14 A. Yesh, okay. All right. 13:47:50
15 Q. Sowould you agreethat a POSA looking at the  13:47:51
16 datafrom 2047 with the CLEAR-IT 2, one-year results ~ 13:47:54
17 from phase 2, including the mean number of daystothe 13:47:59
18 first injection of the -- after the PRN phase starts, ~ 13:48:02

13:47:43
13:47:45

19 for the 2Q4 and 2Q12 cohorts would conclude that it's ~ 13:48:07
20 more likely than not if they dosed Aflibercept 2 mg for 13:48:12
21 four monthly doses followed by eight-week injections,  13:48:17

22 intervals, 2 mg, that at least one patient, itismore  13:48:22

23 likely than not, would get results of a15-plusletter  13:48:26

24 gain? 13:48:29

25 MR. BRAUSA: Objection; form. 13:48:29
Page 184

1 followed by eight-week dosing through week 52, I'm going 13:46:09
2 to get resultsthat are at least asgood as if better ~ 13:46:13

3 thaninterms of efficacy, visual acuity than either the 13:46:18

4 2Q4 or the 2Q12. And | said at least asgood asif not  13:46:21
5 better, so equal isokay too. Would you agreewithme  13:46:26
6 that? 13:46:30

7 MR. BRAUSA: Objection; form. 13:46:30

8 THE WITNESS: So | would disagree because once  13:46:31

9 again, you need to get into phase 3 trial and phase 3 13:46:32

10 isawholedifferent game. What | would say isa POSA 13:46:35
11  would look at that and say that's very encouraging ~ 13:46:38

12 data 13:46:41

13 BY MR. NIMROD:

14 Q. Okay.

15 A. And that should be investigated in phase 3. 13:46:41

16 Q. Okay. Now go to the one patient question again. 13:46:44

13:46:47
13:46:49

17 Would you agree that a POSA looking at the data from
18 2047, including the data on the mean number of daysto
19 the first injection over the PRN phase for the 2Q4 and  13:46:54
20 2Q12, would conclude that if | dosed at four monthly ~ 13:46:58
21 injections followed by four eight-week injectionsupto 13:47:05
13:47:10
23 would get theresults of a 15-plusletter gaininthe VA 13:47:14
13:47:22

22 week 52 of Aflibercept 2 mg, that at |east one patient

24 score?

25 MR. BRAUSA: Objection; form. 13:47:23

Page 183

1 THE WITNESS: Based on the dosing that you've  13:48:30
2 said, thefour times and then 2Q8, given theresults  13:48:34

3 weseeinthe PRN arm, | think it's more likely than  13:48:41

4 not you get one patient. 13:48:44

5 MR. NIMROD: All right. Okay. Can| getlike 13:48:55
6 five minutesto go through my notes? 13:48:55
7 MR. BRAUSA: Sure. 13:48:58

8 MR. NIMROD: Maybe call... 13:48:58
9 THE VIDEOGRAPHER: Stand by. We're going off
13:49:02

13:49:04

13:49:01

the record at 1:49.

11 (A brief recess was taken.)

12 THE VIDEOGRAPHER: We are back ontherecord at 14:01:38

13 2:.01. 14:01:53

BY MR. NIMROD: 14:01:55

15 Q. Dr. Stewart, on Exhibit 2047, we saw that 14:01:56

16 29 percent of the patients in the 2Q4 and 2Q12 armsfor

17 the CLEAR-IT 2 phase 2 study achieved a 15 or more
14:02:14

14:02:17

14:02:02
14:02:07

18 letter gain. That wason slide 19.

19 A. Yes

14:02:17

the phase 3, which had the arm that was -- was it three  14:02:20

14:02:26

Q. Okay. My question is, do you know, in terms of

monthly doses followed by eight-week dosing?
A. Correct. 14:02:30
14:02:30

14:02:32

Q. Okay. Do you know what percentage of the
25 patients or ballpark achieved a 15-plus |etter gain?

Page 185

47 (Pages 182 - 185)

Veritext Lega Solutions

Caendar-CA @veritext.com 866-299-5127

Samsung Bioepis Exhibit 1076

Page 47



1 Wasit about the same or do you know? 14:02:38

2 A. Sowithout looking at the data, | can't giveyou 14:02:39

3 an exact number. | know it was approximately 29 to 14:02:42
4 30 percent. 14:02:46
5 MR. NIMROD: Okay. | have no more questions.  14:02:48

1 TRANSCRIPT CERTIFICATE
2 STATE OF FLORIDA)
COUNTY OF ORANGE)

4 I, MAE FISHER, Registered Merit Reporter,
Certified Realtime Reporter and Notary Public, State of
5 Forida, certify that | was authorized to and did

6 MR. BRAUSA: Signature. We're off therecord.  14:02:50 stenographically report the deposition of Michael
7 THE WITNESS. Great, Thank you. 14:02:54 6 Stewart, MD; that areview of the transcript was
THE VIDEOGRAPHER: For th 4 d 14:02: requested; and the foregoing transcript, pages 5 through
8 06 + For therecord, does anyone  14:02:54 7 186, isatruerecord of my stenographic notes.
9 want to order the video? 14:02:57 8 | FURTHER CERTIFY that | am not arelative,
10 MR. BRAUSA: Canwe go off the record, please? 14:02:58 employee, attorney, or counsel of any of the parties,
11 THE VIDEOGRAPHER: | haveto get that onthe ~ 14:03:01 9 noram | arelative or employee of any of the parties
- havetog onthe e attorney or counsel connected with the action, nor am |
12 record. 14:03:02 10 financialy interested in the action.
13 MR. NIMROD: Well, | don't know, so I'll have ~ 14:03:02 1
o DATED this 3rd day of June, 2024, at Orlando,
14 to get back to you. 14:03:04 12 Orange County, Florida.
15 MR. BRAUSA: Same. 14:03:04 13
16 MR. NIMROD: I'm not in charge of that. 14:03:05 14
17 THE VIDEOGRAPHER: Stand by. We are going off  14:03:07 12
18 therecord at 2:03. 14:03:08 17 ﬂ/‘] CQ JWUZ/\
19 THE COURT REPORTER: Isarough or expedite  14:03:49 VIAC FIomCr, ulay Fubdlic
20 needed? 14:04:24 ig State of Florida
21 MR. BRAUSA: Well take arough. 14:04:28 20
22 MR. NIMROD: Yeszh, well take arough. 14:04:29 21
23 (The deposition was concluded at 2:03 p.m.) gg
24 24
25 25
Page 186 Page 188
1 CERTIFICATE OF OATH 1 Adam Brausa, Esquire June 3, 2024
2 Abrausa@mofo.com
STATE OF FLORIDA) 2
3 COUNTY OF ORANGE) RE: Samsung Bioepis Co. Ltd. v. Regeneron
4 3 Pharmaceuticals, Inc.
5 I, MAE FISHER, Registered Merit Reporter, Deposition of: Michael Stewart, MD

6 Certified Realtime Reporter and Notary Public, State of
7 Florida, certify that MICHAEL STEWART, MD personally
8 appeared before me on May 30, 2024, and was duly
9 sworn/affirmed.
10
11 WITNESS my hand and official seal this 3rd day of
12 June, 2024.

13

14

15 ) A

AQIAR NV

16 IVIAE FISHER, KIVIK, LKR
Notary Public - State of Florida

17 Commission HH 443649
Expires. January 8, 2028

18

19

20 Personally known

21 OR Produced Identification X

22 Type of Identification Produced Driver's license

23

24

25

Page 187

4  Date: 5/30/24
Job No. 6728352

review.
The witness should read the testimony to verify its

9 accuracy. If there are any changes, the witness should
10 note those with the reason on the attached Errata Sheet.
11  Thewitness should, please, date and sign the Errata
12 Sheet and email to the deposing attorney as well asto
13 Veritext at Transcripts-fl @veritext.com and copies will
14 beemailed to all ordering parties.
15 Itissuggested that the completed errata be
16 returned 30 days from receipt of testimony, as
17 considered reasonable under Federal rules*, however,
18 thereisno Florida statute to this regard.
19  If the witnessfailsto do so, the transcript may be
20 used asif signed.
21 Yours,
22 Veritext Lega Solutions
23 *Federal Civil Procedure Rule 30(e)/Florida Civil
24 Procedure Rule 1.310(e).
25 Cc: Raymond Nimrod, Esquire

5
6  The above-referenced transcript is available for
7
8
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10
11
12
13
14
15
16
17
18
19
20
21

22
23
24

25

RE: Samsung Bioepis Co. Ltd. v. Regeneron
Pharmaceuticals, Inc.
Deposition of: Michael Stewart, MD
Date: 5/30/24

ERRATA SHEET
PAGE LINE CHANGE

REASON

PAGE LINE CHANGE

REASON

PAGE LINE CHANGE

REASON

PAGE LINE CHANGE

REASON

PAGE LINE CHANGE

REASON

Under penalties of perjury, | declare that | have
read the foregoing document and that the facts
stated in it are true.

Michael Stewart, MD DATE

cc: Raymond Nimrod, Esguire
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today 44.23 83:1,2,5,12,21 143:7 158:18 trials 34:11,16
111:1 162:19 84:8 100:16 168:12 34.21 50:2
together 54.9 trademark 1.1 | treatment 3:15 51:1053:21
119:5 129:20 transcript 9:2,11,24 12:6 54:14 58:16
175:21 188:1,6,6 20:9 22:25 63:15,19 66:22
token 41:14 189:6,19 23:18 24:3 84:10 107:22
told 27:5,12 transcripts 29:12 39:21 107:24 119:15
41:16 122:15 189:13 42:22,25 43:18 158:17 160:21
124:17 144:7 trap 3:13,15,17 44:16 70:16,20 160:22,24
174:1 3:23 36:18,22 71:1377:2,19 162:5 170:3
tolerable 58:19,24 59:19 80:8 87:13 triangle 85:12
108:25 60:7,10,17 104:9 116:22 85:20,21
tolerated 81:19 61:20,23 67:19 120:24 121:1,3 | tried 71:21
82:12 101:23 69:10 72:1 121:6 131:11 143:4
102:8,24 106:6 73:19 74:4,14 136:1 139:22 trouble 49:22
took 146:10,10 78:25 952 142:9,23 143:2 | true 167:13
172:20 116:22 144:19 143:3 156:8 171:9,12 188:7
top 33:2167:1 145:19 146:5 158:13,15 190:22
67:24 78:19 149:15 150:16 159:5 165:25 truth 6:3,3,3
90:1116:16 treat 16:18 168:1,2170:8 | try 153.8
149:13 17:6,17 35:21 176:14 177:13 159:22 160:21
total 37:25 125:6 139:19 trend 60:24 174:10 184:13
133:13 147:23 139:23 87:10,15,18 trying 54:11
149:1 154:10 treated 16:9 trial 1:14:4 127:1 158:19
179:23,24 35.9 385 34:15,2137.6 | turn 6:237.22
180:3 182:22 42:16 61:14 51:1553:17 10:4 18:14
totally 150:2,3 65:11 132:4 54.8 64:25 21:23 25:25
toward 60:24 140:14 155:15 67.21 68.7 36:17 378
toxic 50:2 159:3 162:1,2 88:21,23 89:5 39:6 57:23
51:19 treating 8:9 91:18 103:19 59:24 63:17
toxicity 52:7 11:21 14:2,13 105:22 117:14 66:20 68:24
53:3,14,23,24 14:16 15:20 117:16,23 69:5 70:3,6,11
54:24 55:7 17:23 18:16 118:7 134:7 7624 77:9
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[turn - verteporfin]

78:23 84:12 understand 7:3 | use 11:9,15 vedra 1:16
165:15 181:15 18:1 29:17 28:14 110:25 vegf 3:15,17,23
turning 30:11 36:18,24 44:12 111:3 128:16 58:19,24 59:19
two 4:28:1,13 45:23 46:11,15 146:13 149:25 60:7,10,16
9:5,14 14:9,23 46:17 49:2 151:5 184:11 61:19,22 67:19
15:12,15 20:25 50:554:20,21 | used 14:25 67:20 68:6
22:1,17 27:10 55:4 56:13,14 16:22,23 25:15 69:9 70:15
32:6,11,17 56:15 65:20,22 25:16,18 82:24 71:1172:1
34:17 40:24 74:4,15 80:24 119:1 148:14 73:19,19,20
65:371:977:4 80:25 87:4 168:9 189:20 74:4,10,11,14
91:12 98:23 89:25 90:6 using 145:21 78:24 95:2
106:15 107:9 95:9 96:13 148:19 151:21 116:15,22
107:14,15 120:20 126:25 152:14 157:6 144:19 145:19
120:3 125:25 127:2,5 137:17 170:16 171:15 146:5,7 147:23
129:20 134:18 159:19 170:10 177:6 148:6 149:15
142:18 153:22 173:22 181:11 | usual 154:21 150:1,15,16
154:11,16 182:3 usually 71:20 verbiage 171:2
165:10 167:17 | understandable 108:11 116:17 172:12 174:14
173.:6 179:24 56:17 116:21 174:16 | verify 122:3
180:24 under standing v 189:8
type 22:12 8:915:9,22 . . veritext 189:13
187:22 23126418 | 1?252:6190'1 189:22
typically 24:14 70:23 71:16 156:22 183:23 veritext.com
u 86:22 variability 189:13
u 48 under stood 167'5 1845 version 122:7
us 1.9 56:17128:6 variation 181:8 12_2:11 _
um 69:22 90:16 undertreat various 75:9 versions 158:17
12514 131:8 | 18 146:16,18 versus 4:188:8
145:17 149:12 undertreating 149:2 108:8 153:21
under 35:24 12510 vary 119:23 155:8,10,14
4318130:;6  united 11 vascular 312 | 1961419
132:16 149:11 | Unpredictable 36:21 14520 | 107:11684
165:22 168:21 | (FALITIB22 o itis 833 | 1791117622
172:6189:17 | urauart 22 1.y 4019 | Verteporfin
190:21 153:21
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[verteprofin - week]

verteprofin 4.1 31:14,23 32:14 109:15 163:20 44:3 45:2 48:2
vi 69:6 35.6,13,19 166:9 186:9 50:19 60:16,18
video 1:115:4 39:17 41:4 wanted 58:13 61:13 62:5,13
5:10,14 186:9 45:14 60:17,24 122:16 145:2 62:19,24 65:16
videographer 62:18 64:13,14 | wants 28:13 77:3,6,6,6,7,19
2:145:2,3 64:24 70:19,24 | way 13:10 80:2,9,11,19
21:14,17,20 79:1 80:3,7,13 16:18,21 17:1 81:1,2,6,7,7,11
57:14,17 117:7 80:22,25 81:13 17:8,19 21:7 81:13,13,14,16
117:10 145:9 81:14,15 84:23 22:12 24:14 81:16 86:20,24
145:12 185:9 85.5 86:9,13 25:12 42:21 87:8,9,14,15,17
185:12 186:8 90:24 91:13 60:1 66:14 88:15 90:18,25
186:11,17 92:3,25 120:23 69:23 81:12 92:21,21,22
view 34:24 87:7 121:4,5,7 87:2 88:10 93:1,7,18,18,19
115:7 168:8 141:25 155:25 91:7 105:7 093:21,21,24
vii 69:6,16 156:22 159:13 106:14 108:8 94:8,9 95:13
vison 28:3,8 161:14 168:23 112:16 113:14 05:25,25 97:21
29:14 30:5 169:6,23 130:13 131:13 99:12,12,15,16
43:19 71:12,18 170:15 171:14 139:21 145:4 99:17,20 100:5
71:23 79:19 172:5,10 173:2 154:21 157:21 100:18,18
92:8 94:4 173:13,18,19 170:9 174:16 101:17,18,25
126:20,21 178:19 183:3 174:17 175:18 102:11,13,22
127:22 134:8 vitreous 83:3 175:19 182:4 102:23 105:19
142:23 159:16 | vs 1.5 ways 14:23 114:6,10,12,24
168:12 172:17 W 82:23176:21 115:10 116:4
visit 10:13 W 514 we've 31:12 121:7 123:17
11:10 24:15 wait 3311 44:14 101:10 124:14 126:11
visual 8:21 1035 153:15 138:23 156:1 126:13,13
13:18 14:17 wane 62:19 159:10 161:15 127:13,15,15
15:4,7,18 16:4 90:25 161:24 164:8 128:13,14,24
17:8,20 24:6 want 3311 week 3:139:7 129:9 130:1,1
24:13,19,23 37-92 51°6.9 9:1512:12 130:23 131:11
25.7,9,10,13 51:11 55 6’ 17:8,20 24:8 131:20,21,21
26:3,17 27:14 5712 68:24 24:17 32:14 132:11,15
27:18 28:3,19 69:18 75:15 35:23 37:25 133:8,23,24,25
28:24 30:3 94:19 108:3.5 41:18 43:13,17 134:19 135:12
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[week - witness]

135:12 136:20 79:19 80:12,18 | wet 3:17 69:10 74:7,14 75:24
137:3,5,12 80:20,23 81:2 70:16 72:2 76:378:14
138:16 142:16 81:6 84:24 whichever 79:15 80:11
143:16 158:9 85:8 86:10,14 22:19 81:9 83:15
159:4 160:17 86:17,24 87:11 | whispering 5:6 85:4 86:12
161:6 163:2 87:20,2288:9 | willing 119:20 87:188:18
175:7 178:11 88:15,19,20 witness 5:17 89:12 90:3
178:12 179:10 89:10 90:21,23 6:4,6 8:89:4 91:16 92:5
180:3,25 91:5,25 92:9 9:1810:1 11:6 93:6,23 97:17
182:12,13 92:10 93:7 11:21 12:10,21 97:25 98:15
183:1,1,21,22 94:397:11,15 13:9,20 14:23 99:1,14 100:20
184:21 185:22 97.2398:11,17 15:20 16:9 101:6 103:1
weekly 125:23 98:24 99:7,10 17:6 18:10 104:15 105:3
weeks 8:18,19 100:18 101:4,4 19:14,23 20:7 105:24 106:13
9:112:7,17 101:20 102:9 20:20 21:9 107:4,24
14:11,20 15:5 102:18,22 22:14 23:2,20 108:11,23
15:8 16:10,17 105:20 106:5 24:5,12,23 109:8,15 110:9
18:7 19:5,7 107:9,10,13 25:22 279,21 110:17 111:3
24:13 25:7 114:14,19 28:18 29:11 111:22 112:6
26:20 28:5,8 115:18 124:4 30:331:11 112:16 114:2
31:7,21 32:12 124:24 130:15 32:2,11,24 114:16 115:25
35:20 38:4,15 132:5 133:2,4 33:20 34:9,20 116:15,24
38:22,24 39:3 134:13,15 35.8 36:8,21 118:3,12 120:8
39:18,22,24 135:10 137:14 37:16 39:1,20 122:24,25
40:25 44:2 137:16 139:3 40:17 42:5,20 123:1 124:20
45:10 49:24 149:13 151:7 43:8,16 44:14 127:20 128:16
50:24,24 52:5 158:9 159:6,12 45:16 46:6,14 129:3,14 130:6
52:18,23,24 159:24 160:5,7 47:8,21 48:10 131:3 134:2,22
55:10,17 58:4 160:17 166:21 49:5,22 51.5 135:15,25
59:5 60:8,25 177:15,18 52:10 53:8 136:15,23
61:13,24,25 178:13,13,13 54:6 55:21 138:2 140:12
62:1,8,8,15,18 180:18 182:4,5 56:1057:9 141:5 142:22
64:19 74:24 weires 2:75:22 59:14,22 63:2 143:20 144:3
76:14,16,18,20 | went 76:3,4 66:12 71:2 145:6 148:14
76:21 78:6,24 105:3 139:11 72:11 73:7 148:23 151:9
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151:24 152:17
153:6,13
154:25 155:19
157:17 158:13
159:8 160:20
161:13,23
162:12 163:7
163:17,23
167:3 169:13
170:7 176:12
177:2,20 178:7
179:16 183:8
184:4 185:1
186:7 187:11
189:8,9,11,19
wk 62:6
woo 5:23
word 56:14
74:2,4 82:22
82:24 96:12
110:25 112:23
119:1 126:24
126:25 127:7
129:19 168:9
words 104:25
134:24 149:25
work 41:12
54:11 95:21
138:25
worked 118:14
world 28:16
59:8 178:4
worried 13:23
51:19 53:3
557

worth 42:25 184:14 186:22
49:23,2451:14 year 3:11,18
53:16 54:11 4:2,6 35:10,12
88:21 89:4 36:25 38:2,5
126:18 135:19 39:13 40:13,21
152:1,1 41:8 42:23

writing 13:20 43:20 44:11,12

written 42:21 45:1,17 48:1
157:21 49:23 50:1

wrong 98:.6 54:364:19
175:14 69:10 72:4,7

X 72:20,25 73:4
. . 75:1 124:22

X 82;1518; 12 153:22 154:16

187-21 164:15,15
165:8 184:16
y year's 42:25

yanco 89:21 years 36:14

yancopoulos york 2:4,4
89:22,23,24,25 .

yei%zi& 13.14 Zero 66:377:6
17:13 33:4,9 87.2593:7
a71126824 | 96:1218.23
7223751624 98:22113:19
g5:05 96:11’ 114:14 121:4,4
104:11 107:17 | 123231242
111:22 115:14 130:3 131:1,14
118:18.19 131:18,22
122:18:20 132:11 165:10
123141256 | 1701824
128:7 129:20
137:18 149:24
171:5 175:17
178:20,21,24

Veritext Lega Solutions
Caendar-CA @veritext.com 866-299-5127

Page 53

Samsung Bioepis Exhibit 1076
Page 102



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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