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UNITED STATES DISTRICT COURT

FOR THE DISTRICT OF NEW JERSEY

_ _ _ _ _ _ _ . _ _ _ _ _ __..._._____._X

SENJU PHARMACEUTICAL CO.,

LTD., BAUSCH & LOMB

INCORPORATED, and BAUSCH

& LOMB PHARMA HOLDINGS CORP.,

Civil Action Nos.:

1:l4—cv—0O667~JBS—KMW

1:14-CV-04149-JBS-KMW

Plaintiffs, l:l4—cv~05l44-JBS—KMW

1:15-cv—0O335—JBS~KMW

_Vs_

LUPIN, LTD., and LUPIN

PHARMACEUTICALS, INC.,

Defendants.

INNOPHARMA LICENSING, INC.,

INNOPHARMA LICENSING, LLC, Civil Action NOs.:

INNOPHARMA, INC., INNOPHARMA,

LLC, MYLAN PHARMACEUTICALS, 1:14-CV-06893-JBS-KMW

INC., and MYLAN INC., 1:15-CV-03240-JBS~KMW

Defendants.

Deposition of:

M. JAYNE LAWRENCE, Ph.D.

September 4, 2015

New York, New York
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V|I)I-IOTAPIZD DEPOSITION oI'M. JAYNE LAWRENCE.

Ph.D.. taken pursuant to Notice, held at the law

0ITIccs OIGOODWIN PROCTER. LLP, 620 Eighth Avenue. ALSTON & BIRD, LLP

2601 Floor. New York. New York. IO0I8-I405. on Attorneys for Defendant Innopharma

I APPERANCES (CONTINUED):
2

3

4

I-'n'day. September 4. 20I5. at 8:00 am. hcfore 5 333 South Hope Street, |6th F100,-
6

7

8

.IF.ANNI7I“I.I‘. MCCURMICK, I] (‘enified Shnrthanil Repnrler, L03 A|1gclgS, California
and «1 NUWY I’Ub“¢- BY: II. JAMES ABE, ESQ.

(2I3) S76-I000 (Telephone)

(213) 576-] I00 (Fax)

james.abe@aIston.com

Also Present:

Thomas Del Vecchio (Videographer)

Page 3

I APPEARANCES: I INDEX

2 FINNEGAN, HENDERSON, FARABOW. GARRETT Z WITNESS EXAMINATION BY

3 & DUNNER, LLP 3 M. JAYNE LAWRENCE, Ph.D.

4 Attorneys for Plaintiffs 4 MR. HASFORD I7

5 90| New York Avenue, NW 5

6 Washington, D.C. 2000I-4413 6 E X H I B I T S

7 BY: JUSTIN J. HASFORD, ESQ. 7 LAWRENCE

8 BRYAN C. DINER, ESQ. 8 NUMBER DESCRIPTION

9 (202) 408-4000 (Telephone) 9

I0 (202) 408-4400 (Fax) IO Exhibit I Declaration of M. Jayne

II justin.hasford@finnegan.com I I Lawrence, Ph.D. and

I2 bryan.diner@finnegan.com I2 Appendices and Exhibits
I3 I3

I4 GODWIN PROCTER. LLP I4 ExhibiI2 "Models for Intestinal Drug

I5 Attorneys for Defendant Lupin I5 Absorption", Wood & Lawrence

I6 The New York Times Building I6 (I99!) .IournaI ofBinpharmaceuticaI

I7 620 Eighth Avenue I7 Sciences (pgs. I47-I72)

I8 New York, New York I001 8-I405 I8 (Publication No. S on CV) 206
I9 BY: DANIEL P. MARGOLIS, ESQ. I9

(2 I2) 8 I3-8800 (Telephone) 20

(212) 355-3333 (Fax) 2I

dmnrgolis@goodwinprocter.com 22

2 (Pages 2 to 5)
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E X H I B I T S

LAWRENCE

NUMBER DESCRIPTION

E X H I B IT S

LAWRENCE

NUMBER DESCRIVFION

Exhibit‘) "Recent Advances in

Microemulsions as Drug

Delivery Vehicles" in

"Nanoparticulates as Drug

Exhibit 3 "Effect ofdiclofenac sodium

and disodium

ethylenediaminetetraacetate on

electrical parameters ofthe (‘arrie-rs," (pgs. I25-l7l)

mucosal membrane and their (Book Chapters No. 14 on CV)

relation to the permeability IO Exhibit I0 "Drug Delivery Systems:

enhancing effects in the rat I I Neutron Scattering Studies" in

jejunum" by Yamashitn, ct nl, I2 "Encyclopedia of Phannaceuticnl

in the J. Pharm. Pharrnacol. 13 Technology," (pgs. I049-I070)

I987, volume 39, pages 621 to 626 208 I4 (Book Chapters No. 15 on CV)
I5 Exhibit I I "New Medicines, Better

Exhibit 4 U.S. Patent No. 8,192,755 B2 232 I6 Medicines, Better Use of

Exhibit 5 U.S. Patent Application 17 Medicines," (I20 pgs.)

Publication No. 2013/0210878 Al 237 18 (Other Outputs No. 12 on CV)
I9

20

2l

22

Fj:5'o3o\io~«ui.t>L..nr~..>— ooo\io~.u~4>wt\)-
E

E X H I B IT S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 6 "Structural Investigations of

the Monolaycrs and Vesicular

Bilayers Formed by a Novel Class
ofNonionic Surfactant" in the

"Chemical Aspects of Drug Condensed Phases," (pgs. I903— I 9 10)

Delivery System," (pgs. 65-76) (Articles in Academic Journals

(Book Chapters No. 6 on CV) No. l on CV) 279

E X H I B IT S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 12 "Association Characteristics

of Synthetic Non—i0nic

Surfactants in Aqueous Solution"

in "Physical Chemistry in

I

2

3

4

5

6

7

8

9

\'700-lO\lJ'i-l>-bJt0'-
Exhibit 7 "Neutron Scattering in Exhibit 13 "Effect of Structural

Pharmaceutical Sciences" in Variations ofNon-ionic

"Applications of Neutron Surfactants on Micellar

Scattering to Soft Condensed Properties and Solubilizationz

Matter," (pgs. 325-356) Surfactants with Semi-Polar

(Book Chapters No. 7 on CV) Hydrophobes" in "Journal of

Exhibit 8 "Molecular Modelling of Pharmacy & Pharmacology."

Surfactant Vesicles" in (pgs. 585-S89) (Articles in

"Synthetic Surfactant Academic Journals No. 2 on CV) 28]

Vesicles," (pgs. 9-23)

(Book Chapters No. 8 on CV)

3 (Pages 6 to 9)
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E X H l 8 IT S

LAWRENCE

NUMBER DESCRIPTION

Exhibit I4 "Analysis and Modelling ofthe

Structures of Beta-Cyclodextrin

Complexes" in "BBA, Biochimica

ct Biophysica Acta, (pgs. 27-36)

(Articles in Academic Journals

No. 8 on CV) 283

Exhibit 15 "Surfactant Systems: Their

Use in Drug Delivery" in

"Chemical Society Reviews,"

(pgs. 417-424) (Articles in

Academic Journals No. 9 on CV)

E X H I B I T S

LAWRENCE

NUMBER DESCRIPTION

Exhibit I6 "Surfactant Systems:
Microemulsions and Vesicles as

Vehicles for Drug Delivery" in

"European Joumal of Dmg

Metabolism & Phannacokinetics,

I994, No. 3, (pgs. 257-269)

(Articles in Academic Journals

No. I2 on CV) 288

Exhibit I7 "The Formation, Characterization

& Stability oI‘Non-Ionic
Surfactant Vesicles" in "STP

Pharma Sciences." (Pgs. 49-60)

(Articles in Academic Journals

No. I6 on CV) 292

Page 5 of 132

285

Ace-Federal Reporters, Inc.

I E X H I B IT S

2 LAWRFINCF.

3 NUMBER DESCRIPTION PAGE ,

4 Exhibit I8 "Microemulsions as Drug Delivery

Vehicles" in "Current Opinion in

Colloid & Interface Science,"

(pgs. 826-832) (Articles in

Academic Joumals No. I8 on CV) 295

Exhibit I9 "Aggregation & Surface Properties

of Synthetic Double—Chain Non-Ionic

Surfactants in Aqueous Solution in

"Joumal of Phanna & Pharmacology,

Volume 49, May 1997 (pgs. 594-600)

(Articles in Academic Journals

No.20 on CV) 297

E X H I B l '1' S

LAWRENCE
NUMBER DESCRIPTION PAGE

Exhibit 20 "Physicochemical & Solubilization

Properties ofN,N-Dimethyl-N-

(3-DodecylcarbonyIoxypropyl)

amincoxide: A Biodegradable
Nonionic Surfactant" in "Joumal

of Pharmaceutical Sciences,"

(pgs. 798-806) (Articles in

Academic Joumals No. 33 on CV) 299

Exltibit 2| "Toxicological Evaluation of
Mixtures ofNonionic Surfactants,
Alone & in Combination with Oil"

in "Joumal of Pharmaceutical

Sciences," (pgs. 859-868 (Articles

in Academic Journals No. 47 on CV) 304

4 (Pages IO to 13)
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B X H 1 B IT S

LAWRENCE

NUMBER DESCRIPTION

Exhibit 22 "Fonnulation of Electrically

Conducting M icroemulsion-Based

Organogels" in “International
Journal of Pharmaceutics"

(pgs. 65-83 (Anicles in Academic

Journals No. 49 on CV) 305

Exhibit 23 "Molecular Dynamics Simulations
of the lnterfacial & Structural

Properties of

Dimethyldodecylaminc-N—Oxidc

Micelles" in "Langmuir, The ACS
Journal of Surfaces & Colloids"

(pgs. 546-553 (Articles 1n Academic

Journals No. 87 on CV) 308
Exhibit 24 "Microemulsion-Based Media as

Novel Drug Delivery Systems" in

"Advanced Drug Delivery Reviews"

(pgs. 175-193 (Articles in

Academic Journals No. 102 on CV) 312

Page 15

P R OC E E D 1 N G S

THE VIDEOGRAPH ER: Good morning. We are
08:10:16

08:10:20

08:10:22

08:10:25

08:10:29

08:10:32

08:10:34

08: 10:1

now going on the record. Please note that

microphones are sensitive nnd may pick up

whispering and private conversations. Please

turn off all telephones or place them away

from the microphones as they can interfere

with the video deposition audio.

Recording will continue until parties

agree to go off the record. 08:10:36

The deponent today is Dr. Jayne Lawrence 08:10:38

in the matter of Senju Phannaceutical 08:10:42

Company, Ltd, et a1, plaintiffs. versus 08:10:48

Lupin, Ltd, et a1, defendants, Civil Action 08: 10:52
Number 1:14-CV-00667, in the United States 08:11:00
District Court for the District of New 08:1 1:13

Jersey. 08:1 1:23

This deposition is being taken at the
oflice of Goodwin Procter, the New York Times 08:1 1:25

Building. 620 Eighth Avenue, New York, New 08:11:30

York. 10018. The time is approximately 8:12 08:11:33

a.m. Today is Friday. September 4. 2015. 08:11:44

0821113

Page 6 of 132
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The coun reporter today is Jeannette 08:1 1:53
McComiick with the 1irrnn1'Acc-Federal 08:1 1157

Reporters. My name is Thomas Del Vecchio. 1 08:12:00

am the legal video specialist representing 08:12:04

Ace-Federal Reponers. 1625 1 Street, 08:12:06

Northwest, Washington, DC.. 201106. 08:12:12

Will counsel identify themselves and who 08:12:17

they represent. 08:12:19

MR. HASFORD: .1ustin llasford of Finnegan 08:12:20

on hcha11'o1'p1ninti1Ts Senjn and Rnusch & 08:12:21
1. omb, 08:12:21

MR. DINER: Bryan Diner oft-‘innegan, 08:12:25

also on behalf of plaintiffs Senju and Bausch 08:12:27
& Lomb. 08:12:31

MR. MARGOLIS: Dan Margolis from Goodwin

Procter for the Lupin defendants. 08.12133
MR. ABE: James Abe o1'A1ston & Bird for 08:12:36

the lnnopharma defendants. 08:12:38 5
THE V1D1-‘.0GRAPH1iI<: ‘thank you. Now.wi11 08:l2:4

08:12:43

08:12:31 -f

the coun reporter please swear in or atlinn
the witness. 08:12:45

M. JAYNE LAWRENCE, Ph.D.,

having been first duly sworn
testified as follows:

EXAMINATION

BY MR. HASFORD:

Q. Good moniing, Dr. Lawrence.

08:12:57

08:12:57

A. Good morning. 08:13:01

Q. Would you please state your name and address
for the record. 08:13:04

A. Yes. Dr. Margaret Jayne Lawrence of 62

Wellington Road, Ashford, Middlesex, UK.

Q. How many times have you been deposed before?

A. This is my lirst time. 08:13:14

Q. Let me tell you how today's deposition will

proceed. I represent the plaintiffs in this case.

Today 1 will ask you a series of questions, and 1

would ask that you answer my questions truth fully

and accurately. 08:13:25

11' you need a break,just let me know, but if 08:13:26

1 have asked a question 1 would ask that you first 08: 13:29

answer the question and then we can take a break. 08:13:31

11' for any mason you do not understand 11 08:13:34

question that 1 ask. please let me know. lfyou 08:13:36

08:13:02

08:13:04

08:13:08

08:13:]

08:13:16

08:13:18

08:13:20

08:13:23

5 (Pages 14 to 17)
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Page 18 Page 20

answer a qttcstion. 1 will assume that you understood 08:13:38 question again? 08:15:44

lltc question. Is that okay? 08:13:40 Q. Certainly. In what areas do you consider 08:15:44

A Yes. 08:13:42 yourscl1':tn expert? 08:15:46

Q. Is there any reason why you cannot testify 08:13:42 MR. MARCOLIS: Same objection. 08:15:-'17

truthfully and accurately today? 08:13:45 THE WITNESS: In terms 01' scientific 08:15:49

A. No. 08:13:46 activities? In terms ofprofcssional 08:15:54

MR. l-IASFORD: l'm handing the court 0821324‘) activitics‘? Could you please clarify it hit 08:15:56

rcporter what We asked to be marked as 08:13:50 nrorc? 08:15:58

Lawrence iixlrihit 1. 08:13:52 Q. In what areas do you hold yourselfout as an 08:15:58 1

For the record, Lawrence Exhibit 1 is 08:13:53 expert‘? 08:16:01 1

the Declaration ofJayne Lawrence, Ph.D., and 08:13:55 MR. MARGOLIS: Objection. Vague. 08:16:01

Appendices and lixhibits. 08:13:59 1111*; WITNESS: It depends what -- l lind 08:16:06

(Whercupon, Plaintiffs Deposition 08:14:30 that a very dillicult question to answer 08:16:10

Exhibit No. Lawrence 1 was marked for 08:14:31 because you could be expert in lots of areas 08:16:12

Identification.) 08:14:33 and that's whyl ask for clarification. 08:16:15

Q. ls Lawrence Exhibit 1 your claim construction 03: 14:33 Q. In what scientific areas do you consider 08:16:17

declaration, appendices and exhibits in this case? 08:14:37 yourselfan expert? 08:16:19

A. Yes. 08:14:45 A. Okay. I -- 08:16:20 «

Q. Please turn to page 25. Does your signature 08:14:46 MR. MA RGOLIS: Objection. Vague. 08:16:20

appear on page 25 of your claim construction 08:14:54 0. You may answer. 08:16:21   
Eoouxroxu-t~.t..:~—
GEES:

declaration for this case? 08:14:57 A. Do you mean an expert in the context 01‘ this 08:16:23

A. It does. 08:14:58 particular case? 08:16:35

Page 19 Page 21

Q. who prepared your claim construction 08:14:58
declaration tor this case? 08: 15:00

A. I did. 08:15:02

Q. Take a look, i1‘ you would, at Appendix A. Is 08:15:03

Appendix A to your claim construction declaration a 08:15:13

copy of your curricultrm vitae‘? 08:15:16
A. It is 08:15:18

Q. Does your curriculum vitae list your relevant 08:15:19

professional experience‘? 08:15:22
A. It does. 08:15:23

0. In what areas do you consider yourself an 08:15:24

expen? 08:15:26

MR. MARGOLIS: Objection. Vague. 08:15:27
BY MR. HASFORD: 08:15:30

Q. You may answer. 08:15:30

MR. ABE: Counsel, will we agree that if 08:15:32

counsel for Lupin objects it will apply for 08:15:35

lnnopharma as well? 08:15:39

MR. HASFORD: Sure. We can agree to 08:15:40

Q. What's your understanding ofan expert, 08:16:36
Doctor’? 08: 16:44

A. An expert is a person who has knowledge in a 08:16:44

particular area. 08:16:48

0. Okay. And l'm asking the question based on 08:16:49

your understanding. So I will ask it again. 1n 08: 16:51

what areas do you consider yourself an expert’? 08:16:53 ‘E

MR. MARGOLIS: Objection. Vague. 08:16:56 3

THE WITNESS: 1 think to answer that 08:17:06 1

question l'm going to have to qualify the 08:17:08

particular areas 1‘rn talking about because 1 08:17:12

have expertise in several areas. 08:17:15

0. What areas? 08:17:17

A. 1 have expertise in respect to professional 08:17:19

activities where l'm chair ol'— l'm son'y -- where 08:17:27

l'm Chiefscientist for Royal Phannaceutical 08:17:30

Society, and so 1 have expertise, and surrounding my 08:17:36

activities as a chief scientist in that context. 1 08:17:43 :

obviously have expertise surrounding my activities 08:17:47
that. 08:15:41 as an academic in King's College, London. 08:17:50 3

MR. ABE: Thank you. Plcasc procccd. 08:15:42 Q. Arc you an cxpcn in any other areas? 08:17:56

'l‘1l1iWlTNESS: Could youjust rcpcat the 08:15:43 MR. MARGOLIS: Objection. Vague. 08:18:00

rgt.J...._._.._-__.——.__.Qcgg\;3.r_n_§g,)|—:)——S\DOO\IO\kIr&L;JlU- -____.._....__..._—oooo\ra~ur4.~.c.rro-—o\'-t°\'-‘\IO"~n-P~‘-'N-
22

6 (Pages 18 to 21)
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Page 22 Page 24 -

Q. What other areas‘? 08:20:04

A. Getting ~— that's incredibly vague and 08:20:06

probably not relevant to this" particular case. For 08:20: 1 2

csatttple, I'm an expefl on neuhnn scattering, but 08:20:15

it's probably irrelevant for this particular case. 08:20:20

Q. Well. I'm asking you the question and, you 08:20:24

know, I'm not asking you to try to determine what's. 08:20:2 3
relevant or not relevant for the case. 08:20:31

Are you an expert in any other areas? 08:20:33

A. I considerl have expertise in a number of 08:20:59

other areas. yes. For example, I'm a recognized 08:21 :02

expert on neutron scattering. 08:21:09

Q. And you just said ‘that. What other areas 08:21:12

besides neutron scattering? 08:21:15 .

A. 1 think I'm expert in promoting of 08:21:18

pharmaceutical science. 08:21 :23

Q. Any other arm? 08:21:25

A. 1'11 qualify that, promoting to the public 08:21:27’

and other scientists. Can 1 look at my CV‘? 08:21 :32

Q. Oh, please. 08:21:40

A. I consider I'm an expert teacher with respect 08:21 :48 _

to pharmaceutical science. I've been given awards 08:21:54 -

Q. You may answer. 08:18:02

A. 1 do find that really, really hard to answer. 08:18:06-

1 can give you an expertise if you tell me what 08:18:09

particular areas you are referring to. 08:18:l 1

Q. I'm asking you for your understanding. In 08: 18:13

what other areas do you hold yourselfout as an 08:18:17

expert’? 08:18:20

MR. MARGOLIS: Objection. Vague. 08: 18:20

THE WITNESS: We1l,1'.rn going to answer 08:18:3

it this way. 1 have expertise in a number of 08:|'8:.'18

scienti fie disciplines. I have expertise in 08:18:42

respect to my professional activities 08:18:47

regarding my work at Pharmaceutical Society- 08:18:54

I think my main —- my main two -areas of 08:18:56

expertise. 08:19:01

Q. Take a look at paragraph 5 ofyour 08:19:02

declaration on page two. 08: 19:05
A. Which is headed? 08:19:11

Q. It's going to he page 2 ofyour declaration. 08:19:13
A. Yes. 08:19:13

Q. "Paragraph 5 under Qualifications. 1 don‘t 08:19:16

think you're on the right page. 08:19:19

:E§~eeu-.:a:nu..t:»r..at-.:— ..,"_j3C,','§ljfi:E~.:.:oo~.:to-t.n.t:.t»t~..a-—-
i3'.3E'~'E§E

1 A. 1'm sorry. 08:19:20 1 for that activity.

2 Q. It's your deo1arah‘on.. 08:19:21 2 1 consider [‘m an expert researcher, which 08:22:02

3 A. Sorry. Paragraph 5‘? 08:19:22 3 includes an expert in the areas you highlighted. 08:22:06

4 Q. So, 1 still don't believe you're on the right 08: 19:26 4 Q. Any other areas? 08:22:10

.5 page. It's your declaration, not your curriculum 08:19:28 5 A. Archaeology. Hobby. 08:22:14

6 vitae. 08:19:31 6 Q. Anything else‘? 08:22:22

7 A. l‘m.so'rry. Five did you say? Page 5‘? 08:I9:3l 7 A. .lt‘s very hard to answer when asked are you 08:22:37‘

8 Q. Page 2, paragraph 5. 08:19:32 8 an expert in, not knowing what the point of the 03:22:40

9 A. Page 2'. Okay. 08:19:39 9 question is. 08:22:44 I

10 Q. It says, "I -am an expert in the field of 08:19:40 10 Q. Well, let me ask it this way. Are you an 08:22:45

It formulation and drug delivery, specifically 08:19:42 expert in the field of phsttnacy? 08:22:47

12 phannacetttical fommlation for oral and parenteral 08:19:44 . Yes. 08:22:48

use (i.e., non-oral, including intravenous 08:19:48 . Have you ever practiced pharmacy? 08:22:49

intramuscular, nasal, respiratoiy and ophthalmic}, 08:19:52 . Yes. 08:22-.51

including aqueous liquid preparations." 08:19:57 . When did you last practice pharmacy? 08:22:51

Do you see that? 08:19:58 _ 1'm a practicing pharmacist. 08:22:53

A. Yes. 08:19:59 Q. When -did you last dispense a medication to :1 08:22:55

Q_. Do you hold yourself out to the public as an 08:19:59 patient? 08:22:58

expert in any other areas? 08:20:01 A. Dispense medication? Probably 20 years ago.

A- 1n other areas? 08:20:02. Q. Are you an expert in phannacology? 08:23:10

Q. Correct. 08:20:03 A. No. 08:23: I 2

A. Yes. Q. Are you an expert in phannacokinetics? 08:23:12

7 (Pages 22 to 25)
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Page 26 Page 28 j

MR. MARGOIIS: Objection Vague. 08:23:18 A. As a pharmacist in the UK, that is not your 08:25: I7

Q. You may answer. 08:23: I9 mic. 08:25:21

A. I have - l have rt good level ofcxpertise in 08:23:23 Q. Is that a "no"? 08:25:22
that. 08:23:28 A. In the UK. that would not he the role ofa 08:25:24

Q. Have you ever held yourself out to the public 08:23:29 phunnucist. 08:25:26

as an expert in pltanrmcokinctics? 08:23:3| Q. Have you ever dispensed uny broml‘cn-ac product 08:25:27 i
A. No. 08:23:33 to n patient? 08:25:30

Q. Have you ever held yourselfuut to the public 08:23:33 A. No. 08:25:32

as an expert in pharmacodynamics? 08:23:36 Q. Have you ever dispensed any product 08:25:33

MR. MARGOLIS: Objection. Vague. 08:23:40 containing tyloxapol to a patient? 08:25:35

Q. You may answer. 08:23:41 A. Yes. 08:25:38

A. I have not. 08:23:44 . Whnt product‘? 08:25:39

Q. Are you an expert in ophthalmology’? 08:23:45 . F.xosurI'. 08:25:40

MR. MARGOLIS: Objection. Vague. 08:23:52 . You may have to spell that for the reporter. 08:25:42

0. You may answer. 082354 . E-X-0-S-U-R-F. 08:25:45

A. I'm an expert in parenteral fonnulations of 08:23:57 . What is Exosurt‘? 08:25:50

which ophthalmology — ophthalmic formulations as 08:24:01 . I t's a product for respiratory distress 08:25:52

well. 08:24:06 syndrome in pre-terrn infants. 08:25:59

Q. Have you ever held yourself out to the pttblic 08:24:06 Q. Is that an ophthalmic product? 08:26:03

as an expert in ophthalmology? 08:24:09 A. It's not an ophthalmic product. I have 08:26:06

MR. MARGOLIS: Objection. Vague. 08:24:ll dispensed many ophthalmic products 08:26:08

THF. WITNESS: No. 08:24:l2 Q. Have you ever dispensed an ophthalmic product 08:26:l I

Page 27 Page 29

Q. Are you an expert in any field of medicine? 08:24:13

MR. MARGOLIS: Objection. Vague. 08:24: I7

THE WITNESS: Medicine is a huge area. 08:24: I 9

And what are you covering? Are you covering 08:24:25

pharmaceutical medicine? 08:24:27

Q. Have you ever held yourself out to the public 08:24:29

as an expert in any field of medicine‘! 08:24:3l

MR. MARGOLIS: Objection. Vague. 08:24:34

THE WITNESS: I am a Registered 08:24:37

Practicing Phannaeist in the UK. 08:24:39

0. Have you ever -- 08:24:42

A. So, I am not a medic. 08:24:43

0 Well, when you say -- 08:24:47

A. So, I would not claim to practice medicine. 08:24:48

Q. Have you ever prescribed medication to :1 08:24:53

patient? 08:24:56 for ethylenediominetetraacetic acid? 08:26:59
A. No. 08:24:58 A. I am. 08:27:02

Q. Have you ever treated on inflammatory disease 08:24:59 Q. Have you ever administered any product 08:27:02 ‘

oflhc cyc? 08:25:02 containing EDTA or any salt or union of EDTA to 1! 08:27:04 I
A. No. 08:25:06 pitticttt? 08:27:l I A

Q. Have you ever administered any brotnfenac 08:25:06 A. Undoubtedly, yes. 08:27.l2

product to a patient? 08:25:! I Q. which product‘? 08:27:14 1

containing tyloxapol to a patient? 08:26:16

A. Undoubtedly. 08:26: I6

Q. Which one? 08:26:l7

A. Many products contain tyloxapol. Asa 08:26: I9

phannacist, I have dispensed most ophthalmic 08:26:28

preparations. 08:26:32

Q. What ophthalmic product containing tyloxapol 08:26:32

have you dispensed to a patient? 08:26:36

A. As a pharmacist, it is not normal you read 08:26:37

the list of excipients. 08:26:40

0. Sitting here today. can you name any 08:26:41

ophthalmic prodttct containing tyloxapol that you 08:26:43

have dispensed to a patient? 08:26:46
A. No. 08:26:52

0. Are you aware that the acronym EDTA stands 08:26:53

EC,;'5:5~aao\ic«u-:>u.:~— E3e3Z.'6»ooo~io~uaz:.4...at~.r—
3. G

3

\)
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A. Bye drops that contain it. 08:27:l5

Q. Which eye drops? 0B:27:I‘l

I Q. Have you ever conducted any research on any 08:29:37
2

3 A. I don't recall. 08:27: I9
4

5

product containing EDTA or any salt or anion of 08:29:40
EDTA? 08:29:45

A. Yes. 08:29:45

Q. What product? 08:29:45

A. It's frequently ~- it's a compound that is 08:29:48

frequently used in academic research for a variety 08:29:53

of purposes. 08:29:58

Q. When did you last use EDTA in your academic 08:29:S .
research? 08:30:02

A. Personally. a while ago. My research group, 08:30:03
all the time. So. I don't know how that answers 08:30:08

your question. 08:30: I4

Q. No. Thank you for clmifying. 08:30:]-4

When personally did you last use EDTA in your 08:30. I0
academic research? 08:30:19

A. Probably about five years ago. 08:30:22

Q. When personally did you last use tyloxapol in U8:3t):37
your academic research’! 08:30:39

A. Very recently. 08:30:42

Q. Do you remember how recently? 08:30:45

A. Probably last year or so. 08:30:47

0. Have you cvcrconductcd any research on any 08:27:2I

bromfenac product? 08:27:25

MR. MARGOLIS: Objection. Vague. 08:27:27

0. You may answer. 08:27:28

A. On a bromfenac product. no. 08:27:38

Q. Have you ever conducted any research on any 08:27:40

E~O30\lO~'JIJ.‘.Lut\I—
product containing tyloxapol? 08:27:42

. Yes. 08:27:45

. What product? 08:27:45

. Exosurf. for example. 08:27:47

. Any others? 08:27:52

. Formulations I have undertaken rcseatcli in my 08:27:55

own laboratory. 08:27:59

Q. Which lonnulations? 08:28:00

A. That I have made up in my own laboratory. 08:28:0l

Q. How did you make a fonnulation in your 08:28:04

laboratory containing tyloxapol? 08:28:07

A. That is a very vague question. I have used 08:28:ll

tyloxapol much in my research. 08:28: I 6

_. 10

B

_.._a Ut-3»
3

\l

I\)l\JI\)--— IU-GREGG
Page 3| Page 33 I

I
(

Q. What did you use it for? 08:28:I8 Q. Is bromfenuc a water—soluble hydrophilic 08:30:52

A. To make a variety of formulations, of types 08:28:20
of fonuulations. 08:28:24

Q. Why did you use tyloxapol in the formulations 08:28:25

that you made in your laboratory? 08:28:28

MR. MARGOLIS: Objection. Vague. 08:28:30 *

Compound. 082283 I

Q. You may answer. 08:28:32

A. I used it for several reasons. For example, 08:28:35

it is accepted pharmaceutically. 08:28:40

Q. What other reasons? 08:28:42
A. It's a non-ionic surfactant. 08:28:45

Q. What other reasons? 08:28:51

A. It is well—known to solubilize drugs. To 08:28:53

solubilize, S-O-L-U-B-I-L-I-S-E, or Z-E. 08:19:05

Q. Any other reasons? 08:29:07

A. It's -— it stabilizes many formulations. 08:29:09

dmg? 08:31:00

MR. MARGOLIS: Objection. Vague. 08:3 I200

THE WITNESS: Can I ask you to clarify 08:31:02

that? Do you mean the free acid or do you 08:3! :02
mean the salt? 08:31:04

Q. Well, let me ask it this way. Is the sodium 08:31:05

salt ot'bromt‘enac a water-soluble hydrophilic drug? 08:3! :07

A. It is. 08:3l:l2

Q. Would a solution containing tyloxapol in 08:3 I : I3
water be considered a water-based surfactant system‘? 08:31 : I6 :

MR. MARGOLIS: Objection. Vague. O8:3l:l9

THE WITNESS: Sorry. Repeat the 08:31 :23

question? 08:31:25

Q. Certainly. I will repeat the question. 08:3 I :25

Would a solution containing tyloxapol in 08:3I:27

water be considered a water-based surfactant system? 08:3 I :30 I

\C0O~lGU-BUN- JZG}Z3'.3S~coc\tosu..t:uro—-
....—— Q0‘

0. What do you mean by "it stabilizes many 08:29:26 I8 MR. MARGOLIS: Objection. Vague. 08:3l:34

fonnulations"? 08:29:29 THE WITNESS: It is vague because you 08:31 :37

A. It depends on the formulation you're looking 08:29:29 don't give enough infomtation as to regards 0823i :43

at, how it acts. but it is used to I'ormuIale many 08:29:31 to how much tyloxapol or what else is in 08:31:45

prepamtinns. 08:29:35 there. So it's very -- it's difficttlt to 08:31 :49

9 (Pages 30 to 33)
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08:31:52

Q. How would you make it water-based surfactant
08:31:56

08:31:57

08:31 :59

. What do you mean by \valcr-based?

flllS\VCI'.

system with tyloxapol?
A. Can I ask for clarification?

. Sure.

08:32:00

08:32:01

08:32:03
. What's your understanding of watcr-based’?

. 1 don't know. I'm asking for clarilicatiou.

. Have you ever used the tcnn watcr~bztscd? 08:32:00

. It's nota frequently used tcnn - a term I 08:32:09

t'requeutly use. no. 08:32:12

Q. Have you ever used it in any of your 08:32:13

publications‘! 08:32:15

A. 1 don't know. 1 (1nn'trcmcmbcr every single

publication I've had. 08:32:24

Q. Would a solution containing tyloxapol in

water be considered an aqueous surfactant system’!

MR. MARGOLIS: Objection. Vague.

’I‘Hl-I WITNESS: Again, you need to tell me 08:32:32

how much water and tyloxapol there are to 08:32:34

answer that question. I'm sorry. 08:32:37

Q. Why does it matter how much water and 08:32:37

08:32:17

08:32:25

08:32:28

08:32:31

Page 35

tyloxapol are there? 08:32:39

A. Because you still haven't answered really 08:32:42

what based is. So. when you say water-based, if you 08:32:45

can clarify that, please? 08:32:49

Q. No. I asked a different question. 1 08:32:51
asked -- 08:32:53

A. I can't answer if you're talking about 08:32:53
water-based and it's not clarified. So I can't 08:32:56

answer. Sony. 08:32:58

0. Okay. How would you make an aqueous

surfactant system using tyloxapol?

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 08:33:09

A. The only way 1 can answer that is to make 08:33:12

some assumptions. 08:33:15

Q. Please do. 08:33:16

A. Assuming you want a predominantly

08:33:00

08:33:03

08:33:06

08:33:17

08:33:25

08:33:23

08:33:31

08:33:42

08:33:45

watcr—bascd — water to be there in the biggest

amount, largest amount, which I assume is what you

are trying to say by bascd. you would add water, a

known amount ofwutcr, to a prc-wcighcd amount of

tyluxapol. and depending upon the particular

Page 11 of 132
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concentration. that would depend on what you would
do next. 08:33:50

Q. Would that be considered :1 watenbased

surt‘actant system? 08:33:53

MR. MARGOLIS: Objection. Vague.

T1113 WITNESS: Again, it depends on wltat
thc definition of based is. 08:34:04

Q. Would that b: considered an aqueous 08:34:06

surfactant system? 08:34:09

MR. MA RGOLIS: Objection. Vague. 08:34:11

THE WI INESS: It would depend on the 08:34:13

relative - depending on the relative 08:34:15

proportions of surfactant and water. 08:34:16

Q. 11‘ the water is in the greater proportion, 08:34:18

would that be an aqueous surfactant system? 08:34:21
A. Yes. 08:34:24

Q. Are you an expert in clinical testing?

A. No. 1 would consider mysclfsomcbody of

ordinary skill in the art. 08:34:35

0. [lave you ever conducted any clinical testing 08:34:36

with a phannaceutical product? 08:34:39
08:34:47

08:33:55

08:34:00

08:34:26

08:34:33

A. When you mean conduct. again. that's very

Page 37

vague because have 1 led a clinical trial. have 1 08:34:54

designed a clinical trial, have I analyzed a 08:34:58
clinical trial? That’s not -- 08:35:00

Q. Have you ever led any clinical testing on :1 08:35:02

pharmaceutical product? 08:35:05
A. No. 08:35:06

Q. Have you ever designed any clinical testing 08:35:06

on a pharmaceutical product? 08:35:09
A. No. 08:35:10

Q. Are you an expert in statistics or 08:35:10
biostatistics? 08:35: 12

MR.MARGOLlS: Objection. Vague

THE. WITNESS: I have a good

understanding of statistics.

08:35:15

08:35:21

08:35:23

Q. Do you hold yourself to the public as an 08:35:24

expert in statistics or biostatistics? 08:35:26

A. No, 1 would not. 08:35:30

Q. Are you an expert in the U.S. Pharmacopeia 08:35:31
08:35:35

08:35:39

criteria for antimicrobial effectiveness‘?

MR. MARGOLIS: Obicction. Vague.

THE WITNESS: I'm very awzuc of what the
criteria arc. 08:35:48

10 (Pages 34 to 37)
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Page 38 Page 40 :

Q. Do you hold yoursclfas an cxpen in the U8. 08:35:49

Pltannacopeia criteria for antimicrobial 08:35:52
elicctiveness? 08:35:56

MR. MARGOLIS: Objection. Vague. 08:35:57
THE WITNESS: I am unclear what an 08:35:58

cxpen would need to do under those -- 08:35:59

somebody would need to do under those 08:36:02

circumstances to be an expert. 08:36:05

question to answer that because l'm still 08:37:54

uncertain -- I believe that expertise falls 08:38:00

under my experience and expcnise in 08:38:06
fomiulation. 08:38:09

Q. Have you ever told anyone that yott were an ()8:38: l0

expert in the stability testing on aqueous liquid 08:38: I2

preparations? ()8.-38: I 5
A. Who would I need to have told’? 08:38:18

Q. Is that a "no"? 08:38:20

A. l don't know who you mean. l'm considered to 08:38:22

be an expert in drug and gene delivery and all that 08:38:26

12 A. Yes. 08:36:15 entails. So that would be an integral pan ofthat. 08:38:32

I3 Q. What test did you conduct’? 08:36: l6 Q. Have you ever told anyone that you're an 08:38:35

I4 A. A long time ago with some products that were 08:36:l9 I4 expert in stability testing on aqueous liquid 08:38:37

I5 being prepared in the laboratory. 08:36:23 preparations‘? 08:38:40

I6 Q. When did you last conduct a test measuring 08:36:25 MR. MARGOLIS: Objection. Asked and 08:38:44 3

I7 antimicrobial effectiveness according to the US. 08:36:28 answered. 08:38:45 '

I8 Pharmacopeia criteria’? 08:36:3l THE Wl'l‘Nl£SS: I repeat again that is an 08:38:50

I9 A. l can‘t recall. 08:36:34 integral part of my expertise in drug 0838253

20 Q. Are you an expert in the European 08:36:38 delivery. 08:39:01

2| Phannacopeia criteria B standards? 08:36:42 Q. Have you ever conducted stability testing on 08:39:06

22 MR. MARGOLIS: Objection. Vague. 08:36:44 22 aqueous liquid preparations? 08:39:! I

OO\lO\Ln.Bb2lJ—- OOO\l€hLII&k-Jt\)—
9 Q. Have you ever conducted any tests measuring 08:36:06

I0 antimicrobial clTcctivcness according to the US. 08:36:09

I l Pharmacopcia criteria’? 08:36: l3

3

:3

C

Page 39 Page 41 .

THE WITNESS: Again, I am obviously 08:36:48 A. l have. 08:39:20

aware of those. being a pharmacist and a 08:36:51 Q. Why did you conduct stability testing on 08:39:22

rC5C2lI’ChCI‘. l'm unclear what would be an 08:36:54 aqueous liquid pl‘Cp't|t‘tlli0llS? 08:39:25

expert in that area. 08:36:58 A. Stability testing is a very large field and 08:39:28

Q. Have you ever held yourself out to the public 08:36:59 it would depend upon -- the tests you pcrfonned 08:39:39

as an expert in the European Pharmacopeia criteria [3 08:37:02 would depend upon fomiulation and its ultimate 08:39:42
standards’! 0837207 intended use. 08:39:47 3

A. No. 08:37:07 Q. How did you conduct stability testing on 08:39:48

MR. MAl{(j()l.lS: Objection. Vague. 08:37:08 aqueous liquid preparations? 08:39:50

Q. Are you an expert in stability testing of 08:37:09 MR. MARGOLlS: Objection. Vague. 08:39:52

aqueous liquid preparations? 08:37:l 2 THE WITNESS: I repeat my answer. 08:39:56

A. I believe I have a - 08:37:l 7 Stability testing is u very large area. The 08:39:58

MR. MARGOLIS: Objection. Vague. 08:37:17 tests you performed and how i perform them 08:40:04 .

Tl-IE WITNESS: I believe i have a very 08:37: l 8 would depend upon the lbrtnttlation I was 08:40:07

good understanding of a large number oi‘ 08:37:2l looking at and the purpose, the intended 08:40: I 0

stability tests that would be appropriate for 083726 purpose. 08:40:13

that. 08:37:28 0. When did you last conduct stability testing 08:40:|3

Q. Have you ever held yourself out to the public 08:37:28 on aqueous liquid preparations? 08:40: I5

as an expert in stability testing ofaqueous liquid 08:37:31 A. It's conducted all the time in my laboratory 08:40:l9

preparations? 08:37:34 Q. When did you last do it? 08:40:23

MR. MARG()l.|S' Objection. Vague. 08:37:38 A. lconductcd tests personally within the last 08:40:33

THE WITNESS: That's a really diflicult 08:37:52 few weeks. 08:40:36

.EC.'I3:S~coc\tatu«b-un- ~coc\to~u-Awto—-
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Page 42

08:40:37

08:40:43

08:40:5l

08:40:54

Q. l|o\v did you conduct thost: tests?

A. This is a really impossible question to

answer. It's like how long is a piece ofstring.

Q. You've told me that you just conducted those
tests and —— 08:40:56

A. I conducted some tests, yes. 08:40:56

Q. How did you conduct them’! 08:40:58

A. Tltose particular tests? Okay. In this 08:40:59

particular case, these tests were looking at 08:4 I :06

stability of drug in micclle tonnulations. 08:4 I :09

Formulations were prepared to standard criteria in 08:4 l:l8

my laboratory, and they were assayed over time using l)8:4| :22

a variety of techniques which were appropriate 08:4 I :26

ranging from spectroscopic through to size stability 0814130

through to neutron scattering. 08:41 :36

Q. Why did you conduct those particular tests? 08:4] :40

A. If you're working in drug delivery, gene 08:41:44

delivery, formulation stability is a prerequisite. 08:41 :48

Q. Why is lbtnrulation stability a prerequisite 08:41:53

for drug delivery? 08:4I:56

A. A patient doesn't want an unstable 08:41:59

fonnulation that's not going to behave in the 08:42:02

Page 43

appropriate way. 08:42:04

Q. Why is it important for a patient to have a
stable formulation that will behave in an 08:42:09

appropriate way‘? 08:42:12

MR. MARGOLIS: Objection. Lacks
foundation. 08:42:16

Q. You may answer. 08:42:|7

A. There are at number of reasons. For example, 08:42:20

to ensure the drug hasn't degraded into toxic 08:42:24

impurities. 08:42:29

0. What other reasons? 08:42:3l

A. To ensure that the formulation hasn't changed 08:42:33
its state. 08:42:39

Q. Any other reasons? 08:42:42

A. To ensure that the fnnnulatinn is likely to 08:42:44

be stable under the condition of use ol'the patient, 08:42:47
08:42:53

08:42:59

08:43:05

08:43:14

08:42:06

08:42:l4

to ensure the container you're putting the

formulation in is appropriate for end use, ensure
thcrc's sufficient shelf-life, to ensure it's not

contaminated with microbial contamination, to ensurc

it's not affected by light. [could go on. 08.-43:20

Q. How does the concept of stability differ from 08:43:30

Page 13. of 132
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Page 44 A

the concept ofsolubility with respect to aqueous 08:43:32

liquid preparations? 08:43:37

MR. MARGOLIS: Objection. Vague.

THE WITNESS: They are not synonymous at
all. 08:43:49

Q. Why are they not synonymous ut all’?

08:43:39

08:43:Ill

08:43:49

08:43:5l

08:43:57

08:44:03

08244: I2

08:44: I7

08:44:24

08:44:34

08:44:37

A. Solubility is assessing the amount ofthe

material ol‘intet\:.st that is molccularly dispersed

in solution. Stubility always has to be defined.

There are diITercnt types of stability, and

that's -- and you wzutt to ensure that your

formulation is unchanged in its use —- in use.

Q. Are you an expert in chemistry?

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 08:44:38

A. I'm going to ask you what you mean by 08:44:4l

chemistry. 08:44:43

Q. Well, what's your understanding of chemistry? 08:44:43

A. Chemistry is a huge subject. That's my 08:44:47

understanding of chemistry. 08:44:50

Q. Have you ever held yourselfout to the public 08:44:52

as an expert in the field ofehcmistry? 08:44:54

Page 45

MR. MARGOLIS: Objection. Vague. 08:44:57

THE WITNESS: I have a known expertise 08:45:00

in physical chemistry. I have a good 08:45:02

understanding of organic chemistry. 08:45:06

0. Have you ever published anything in The 08:45: I 3

Journal ofthe American Chemical Society? 08:45:l5
A. No. 08:45:18

Q. Have you ever been qualified by any court as

an expert in chemistry? 08:45:21

. Having only done two court cases prior, no.

. Are you an expert in patent law?

. No. 08:45:37

. Are you a named inventor on any U.S. patents? 08:45:37 _

. Not U.S.. no. 08:45:42

. Are you a named inventor on any US. patent

applications? 08:45:47
A. No. 08:45:48

0. Prior to this case, have you ever provided

08:45: I 8

08:45:28

08:45:33

08:45:44 ‘

08:45:49

08:45:52

08:45:55 ‘
any opinion regarding the interpretation of the

phrases sodium cdctatc or EDTA sodium salt in a

patent claim? 08:46:00

M R. MARGOLIS; Objection. Vague. 08:46:06

I2 (Pages 42 to 45)

2202-3473700



      
              

 

 

 

  

        

       

          

  

              
           

        

                  

  

 

             

                 

            

        

        

 

 

 
          

        

        

 

  
 
 
 
 

 

 

      

          

        

 

 

 

        

   
         

        

        

     

 

 

 

   

        

            
           

           
             
             
     
            

 
                

                     

               

 
     

          
 

 

 
        

                   

            
           

 

 
      

     
 

 

 

        

     

 

 

 
 

 

 

 

 

 

         

   

   

         

   

        

        

   

  

 

   

    

         

       

           

         

            

   

               

             
 

     
 

         
 

      
 

               
             
                      

    

 

   

   

     

 

Page 14 of 132

M. Jayne Lawrence

:E.'uooo--.ia-tuu.c-.u.ttu—-

866-928-6509

u—l-—lu—l-—l-—l-—-u—tu—t \OX'--IG'N'lJI-D-’uJ§_-.3

September 4, 20l5
Senju Pharmaceutical Co., LTD, et ai. v. Lupin, LTD., and Lupin Pltatrnaccuticnl. lnc.,

Page 46

'Fl:'lE WITNESS: Ican‘t recall. lmay 08:46:19

have, but I can't recall definitely. 08:46:21

0. Prior to this case, have you provided any 08:46:23

opinion regarding the interpretation ofthe term 08:46:28

stable or any phrase concerning the tenn stabilized 08:46:30

in at patent claim? 08:46:34
A. I have. 08:46:35

MR. MARGOIJS: Objection. Vague. 08:46:36

Q. And what case was that? 08:46:36
A. Novnrtis versus lvatt. Novartis versus Dexel. 08:46:44

0. What was your opinion? 08:46:49

A. Very vague. that question. It was related to 08:46:52

the particular fonnttlation in the case. 08:46:55

Q. Did the court accept your opinion? 08:46:58
A. Yes. 08:47:00

Q, Prior to this ‘case, have you ever provided

any opinion regarding the interpretation of any

phrase dealing with preservative efticacy in a

patent claim? 08:47:! 1

MR. MARGOLIS: Objection. Vague.

THE WITNESS: I may have, but I can't

definitely recall. 08:47:24

08:47:02

08:47:05

08:47:08

C55-13':.}u'IEB".33sncc-ao~uu.t=-u.ur~.:-—
08:47:22 2t

22

Q. Back to the Novartis case. you mentioned, for

which party in that case did you provide your

opinion? 08:47:32
A. Novartis. 08:47:33

Q. In what court was that? 08:47:34

A. The UK High Court. 08:47:37

Q. Did you provide public testimony at trial in 08:47:40
that case? 08:47:49

A. Yes. 08:47:49

Q. Did you provide testimony at a deposition in
that case‘? 08:47:53

A. They don't do deposition in the UK.

Q. Have you ever formulated any bromfenac

product? 08:48:02

A. No. but formulated closely related molecules. 08:48:08 I5

Q. Have you ever formulated any product 08:48: I4 [6

containing tyioxapol? 08:48:21

A. I have formulated products in my laboratory,
yes. 08:48:29

Q. Containing tyloxapol? 08:48:29
A. Yes. 08:48:31

Q. Have you ever formulated any products

08:47:25

08:47 :29

\-D09‘-ulD'\LA-h-h-INI-I
08:47:50 [0

no

08:47:54

08:47:57 I3

— b-J

08:48:23 18

19

20

21

08:48:3l 22

containing EDTA or any salt or anion of EDTA? t}8;4S:34

A. I've used formulations in my laboratory with 08:48:39

EDTA and the salts, yes. 08:48:43

Q. Have you ever actually formulated any 08 :-18:45

products containing EDTA? 08:48 :47

A. Can you explain what you mean by linrnulate’? 08:48:48

Q. Well_ what's your understanding of 08:48:Sl
formulation? 08:48:52

A. A fonnulate is make up a preparation.

Q. Okay. Well. I'm asking based on your

understanding. 08 :48:58

Have you ever fonmtlated any product

contztining EDTA or any salt or anion of ED'|‘A?

A. Okay. What do you mean by product?

Q. Well, what's your understanding ofa product? 08:49:06

A. Do you mean something that got on to market? 08:49:09

Q. I'm asking you more generally than that. Any 08:49:14
forrrtulafion? 08:49:17

A. I havernade fonnulotions in my laboratory 03:49:19

using EDTA and its salts. yes. 08:49:23

Q. And you mentioned the market —-. excuse me. 08:49:26

Have you ever formulated any marketed drug product? 08:49:

08:48:52

08:48 :56

08:48:58

08:49:00

08:49:04

A. Not as lead Formulator, no.

Page 14 of 132

Ace-Federal Reporters, Inc.

Q. Have you ever forntulated any product for 08:49:37

treating an inflammatory disease of the eye? 08:49:39‘

A. No, not that's got to market. 08:49:43

0. Have you ever forrnulated any product 08:49:47

containing multiple active ingredients? 08:49:49
A. Yes. 08:49:51

Q. What pmduct? 08:49:52

A. it‘: a combination formulation consisting of 08:49:53

another particle and microemulsion. 08:50:01

Q. How does the-addition of a second active 08:50:03

ingredient to a pharmaceutical forn:tula1ion effect 08:50:06

the physical and chemical properties of the 08:50:10
formttlation? 08:50: I 2

MR. MARGOLIS: Objection. Lacks 08:50:13
foundation. 08:50: 14

THE WITNESS: Again, that very much 03:50:16

depends upon the two drugs and the 08:50:18
formulation. 08:50:22

Q. What etso does it depend on? 08:50:23

A. A huge amount ofthings. It would depend 08:50:25 .

upon the two drugs. It would depend upon how the 08:50:32

I3 (Pages 46 to 49)
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08: 50:38

08:50:46

08:50:55

two drugs were formulated, relative amounts ofthe l

two drugs, the pH, the temperztture of use, the 2

presence ofexeipients. You would have to test to 3
ensure whether or" not it worked. 08:5 l :00 4

Q. is it i'air.to say that that's .a complicated 08:5] :04 5

process‘.-' 08:51 :07 6

MR. MARGOLIS: Objection. Vague. 08:5 l: I l ‘I

THE WITNESS: It would depend upon the 08:5 I: l5 8

products you were interested in. 08:51 -.18 9

Q. How so‘? 08:51:20 I0

A. I gave a potential landscape ofproblems that 08:5 t :32 I i

you would need to consider-- of considerations you 08:5 I :48 12

would need to make when designing your study. 08:5 l :49 13

Depending upon the two systems you're interested in, 0825 l :53 14

you may or may not have to do all of those. and I 08:5 I :58 15

can't say without that knowledge. 08:52:01

Q. Have you authored any papers dealing with the 08:52:04

formulation of aqueous liquid preparations 08:52:07

containing multiple active ingredients? 08:52: 10
A. Yes. 08:52:13

Q. Have you authored" or edited any book chapters 08:52:13 21

dealing with lbrmulation ofaqueous liquid

'a'g':;EEE$fi:E~ooe-.:to~ut.t:.r.ut~J--
19

20

2|

22

"Page 5 I

preparations containing multiple-active ingredients? 08:52:18
A. Have I edited a book or did I -— 08:52:22

Q. Or authored any book chapter, correct. 08:52:30

A. A book chapter, yes. I have, yes. 08:52:33

Q. Have you ever contributed to the content of 08:52:35

any edition ofthe European Pharmacopeia? 08:52:39
A. No. 08:52:42

Q. I-lave you ever contributed to the content of

any -edition of the United States Pharmacopeia?
A. No. 08:52:49

Q. Are you aware that the United States

Phannacopeia is a publication of the National

Formulary‘? 08:52:54
A. I am. 08:52:55

Q. And have you ever consulted for the National 08:52:56 I5

Formnlary? 08:52:59
A. I have not. 08:52:59

Q. Have you ever contributed to the content of

any edition of the Japanese Fhannacopcia?
A. I have not. 08:53 :06-

Q. Have you evercontributed to the content of 08:53:08 2t

any edition of the Merck Index? 08:53:10

08:52:43

08:52:45:E_;Mt$eo~.im!.J1-t5-L.Jt~J>—- :E3\noc-.tmuuarL.-:t--|~—-
08:52:49

08:52:51 I2o—A N

to-nI—|OéFI-|I—l '-JO‘IU\-ht...)
35

08:53:00

08:53:02 19

866«928~6509
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A. No. 08:53:13

0. Aside from your work in this case, have you

ever consulted for any party concerning any 08:53: to

hromtenac product? 08:53:21

MR. MARGOLIS: Objection. Vague. 08:53:24-
THE WITNESS: I would like to state that 08:53:25

I actually have written monographs in The 08:53:27

I-landboolé For Pharmaceutical Excipiertts. 08:53:30

Q. Did you write any monographs regarding 08:53:33
bmmfenac in the Handbook ofPhan't1aceuh'ca| -— 08:53:36

A. No. It was on surfactants. 08:53:36 g
Q. Did you write any monographs in The Handbook 08:53 :4 =

ofPharmaceutical Excipients regarding bromfenac? 08:53:42 '

A. No. The Handbook offixcipients, and 08:53:46

brornfenac is not an excipient. "so I've written them 08:53:52
08:53:56

0. Aside from your work in this case. have you

ever consulted for any party regarding any brtomfenac

product? 08:54:03

MR. MARGOLIS: Objection. Vague.

Q. You may answer. 08:54:06

A. "No. 08:54:10

08 :53:l 4

on surfactants.

08:53:51‘

08:53 :59

08:54:04

Page 53

08:54:tl

t)8:54:t3

Q. Aside from your work in this case, have you

ever consulted for any pony regarding any product

containing tyloxapol‘? 08:54:16
A. Yes. 08:54:20

0. in what context did you do that? 08:54:23

A. I acted as an expert fora pharmaceutical 08:54:26

company. 08:54:23

Q. And what company was that‘? 08:54:28

A. It‘s confidential. 08:54:30

0. Did you serve in that capacity in a court
case‘? ,. 08:54:37

A. No. 08:54:37

Q. Aside from your work in this case, have you

ever consulted forany party regarding any product

containing EDTA or a salt or anion of F.DTA‘?

MR. MAKGOLIS: Objection. Vague.

THE WITNESS: EDTA and its salts are 08:54:55 .

excipients, so may be an integral part of‘ :4 08:54:59 I

large number of formulations. It is unlikely 08:55:04

you would be called upon to advise only on 08:55:08

that particular ingredient. 08:55:l 1

0. Aside tron‘: your work in this case, have you

081$-4:3 1

08:54:40 _

08:54:42 }
08:54:45 '

08:54:50 '

08:55:13
=.|. ‘. _

I4 (Pages 50 to 53.)
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Page 54 Page so

funded by industry. 30 I have —- I could go on. I 08:57:45

have a lot more connections with industry. 08:57:49

Q. When was the last time you actually worked at 08:57:51

a pharmaceutical conrptrny‘? 08:57:53

A. About -- I was working as :r consultant about 08:58:0l

a year ago in the company. 08:58:l I

highly likely EDTA has been a component of 03:55:42 Q. Have you ever been hired for it pennrrncnt 08:58:l4

lhosc. 08:55:46 position at a pltamtaceutical Ct)n1pal1y? 08:58: I 7

Q. Have you ever consulted on the chemistry of 08:55:46 A. I have been offered lots ol'_iohs. 08:58: I9

EDTA? 08:55:49 Q, Were you ever hired forone? 0R:5R:2l

MR. MARGOLIS: Objection. Vague. 08:55:52 A. I never accepted them. 08:58:23

THE WITNESS: Again, I think it would be 08:55:57 Q. When was the last time you were offered a 08:58:24

unlikely anybody would be asked to consult 08:56:0l permanent position at it pharmaceutical company? 08:58:26

only on the chemistry of EDTA. That might be 08:56:05 A. Okay. Gosh. Icun'trcmcrnbcr now. I have 08:58:29

part ofu formulation package. 08:56:08 to think on that one. I'm sunjr. Lcl mcjust look. 03:58:50

Q. Have you ever" consulted for the FDA? 08:56:I I I believe it wasjust prior to me taking up 08:59:l4

A. No. 08:56:13 the role as Chief Scientist, Royal Pharmaceutical 08:59:! 7

Q. Take a look at your curriculum vitae, please. 08:56: I4 Society. I haven't been offered ajob since then. 08:59:22

A. I have consulted for the EMA though. 08:56: I9 Q. What year was that‘! 08:59:26

Q. I'd like to direct your attention to page one 08:56:23 A. 2007. 08:59:28

under Previous Appointments. 08:56:27 Q. Have you ever worked in a full-time position 08:59:30

A. Yes. 08:56:33 ata pharmaceutical company? 08:59:35

cvcr consulted for any party regarding EDTA in 08:55:l5

particrrlztr or rrny salt or anion of EDTA? 08:55: I 9

MR. MARGOLIS: Objection. Vague. 08:55:26

TIIF. WITNESS: I£DTA is a common ertcipicnt 08:55:3
in lots of formulations. I have constrltcd at 08:55:34

lot on formulations for companies. So it's 08:55:38E~s:>c~ta~u-.r:.r...rru— oc~ro\ur.rsv..r-

Page 55 Page 57

Q. And toward the bottom of that entry it says, 08:56:34 A. Explain full-time. 08:59:38

"6 months (total) sabbatical leave." 08:56:38 Q. Well, you currently work in n l'uIl»time 08:59:51

Do you see that‘? 08:56:40 position at King's College. correct? 08:59:54

A. Yes. 08:56;4I A. Okay. No. 'I'hcy’ve always been lixcd 08:59:56

Q. Did you take six months of sabbatical leave 08:56:41 contracts. 08:59:58

from academia in 1993 to work in thc Inhalation 08:56:44 Q. Have you ever founded or co-founded a 09:00:00

Research Group at Glaxo? 08:56:48 phamraceutical services company? 09:00:02
A. Yes. 08:56:51 A. No. 09:00:04

Q. Aside from your six months of sabbatical 08:56:5 I Q. Have you ever formulated an ophthalmic 09:00:05

leave from academia in I993, have you ever worked at 08:56:53 product at a pharmaceutical company? 09:00:09

:1 phamraccutical company? 08:56:57 MR. MARGOLIS: Objection. Vague. 09:00:ll

A. Yes. 08:56:58 THE WITNESS: That is vague. I have -- 09:00:14

Q. When was that? 08:56:58 again, please define product. 09:00:23

A. I've worked -- well. while a student, in my 08:57:01 Q. Well, let me ask it this way. Were you ever 09:00:24

summer vacations I've worked with Richardson and 08:57:06 responsible for fonnulating any ophthalmic product 09:00:27

Vicks. I spent six months working as a 08:57:10 at a pharmaceutical company? 09:00:30

pre-registration phamracist in Richardson and Vicks, 08:57:15 MR. MA RGOLIS: Objection. Vague. 09:00:32 .

which is under my Previous Appointments, and I have 08:57:] .~ THE WITNESS: We worked on, when I was 09:00:35 i
spent time in industry consulting with industrial 08:57:22 in GSK on my sabbatical. we also looked at 09:00:38

colleagues, runningjoint projects in my research 08:57:32 using the same platform for ophthalmic 09:00:44

laboratory, Ph.D. projects. post~doctoral projects. 08:57:36 preparations. 09:00:47

I have several strrdents in my laboratory currently 08:57:42 0. Have you ever formrtlaterl 1| marketed 09:00:47

\'..‘m\IO\\.o\-b£.Jl~J—'
SSGEGS:-5

I 5 (Pages 54 to 57)
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Page 525 Page 60

09:00:49

09'00:49

A. Yes. 09:02:55

Q. Which grant did your receive for that‘?

A. In the last ten years‘? Okay. So, the

question was a non-ionic surfactant in :1 --

ophthalmic product --
A. No.

Q. ~- at a pliannnceuticnl company’)
A. No. 09:00:51

Q. Take a look. ifyou would, at pages 9 through 09:00:52

I0 ofyour CV. Let me direct your attention to the 09:00:57
section entitled Research Grants. 09:01 :0]

09.0l .07

09:02:56

09:02:58

09:03:04

09:03:08

. -— pharmaceutical formulation? 09:03:09

. Conect. 09:03: ll

. Okay. The novel micrucmulsion l'ot'mu|ulious. 09:03:12

. That's the one for 17,000 pounds? 09:03:3l

. Yes The novel colloidal formulations. 09:03:34

that's actually for more money. but we only get 09:03:38

credited with the OSK side of the money. 'l‘hal's for 09:03:42

l00,000. And there's been some other contracts and 09:03:45 .

there's been other projects. Ifyou go to my —- let 09:03:49

me just find it -- current research students. 09:03:56

. What page is that? 09:04:03

. Sony. Page l I, 09:04:04

. Okay. 09:04:04

. And I2 09:04:07

. Um-mm. 09:04:07

. And if you look at that one, two. three. four

of those students that are not on those grants you

09:00:50

. Pharmaceutical formulation'.’~.‘0\lC‘LI\J:-<4-Il\|-'
Do pages 9 through I0 ofyour cuniculum

vitae describe your research grants? 09:0l:l0
A. Not all ofthcm. no. A selection. 09:01 : l I

Q. Okay. Which ones are not described here’! 09:01 : l4

A. Well, if you read the text. I have nothing 09:0l :20
listed before. that staned before 2005. And there 09:0! :24

will be some that are not listed if they are 0910i :30
confidential contracts as well. 0910i :32

Q. Over the past ten years, what has been the 09:0l :33

focus of your scientific research? 09:01 :36

MR. MARGOLIS: Objection. Vague. 0920i :39

Q. You may answer. 09:0l:4l

A. My focus of my scientific research has been

preparation of gene and drug delivery systems

intended for parenteral use in the correct way

0

5

3533E§G3G§
09:0l:49 20

09:0l:53 2|

09:01:58

09:04:08

09:04: I 3

Page 59 Pngeél

09:04: I709:02:02

09:02:04

09:02:07

fonnulations. That's the focus.

Q. Has your scientific research focused on

studying various systems or formulating drugs for
administration‘? 09:02: l0

MR.MARGOLlS: Objection. Vague.

THE WITNESS: Repeat the question?

Q. Sure. Has your scientific research focused

on the studying of various systems or formulating

drugs for administration? 09:02:27

MR. MARGOLIS: Objection. 09:02:29

THE WITNESS: They are all part in the 09:02:30

Mme thing. 09:02:32

Q. Well. which does your research focus more?

A. No. No. No. No. That's part ofthe same

story. 09:02:37

Q. How .50? 09:02:37

A. Because if you're looking at systems, you

just mentioned are using novel or using surfactants
for lbnnulations. 09:04:21

Q. liave you ever received a research grant for

the use of tyloxapol in a pharmaceutical 09:04:25
formulation? 09:04:28

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Tyloxapol -- you receive

grants for looking at non-ionic surfactants,

of which tyloxapol is a standard non-ionic
surfactant to use under these circumstances.

0. Have you ever received a research grant

specifically to use tyloxapol in a pharmaceutical
fonnulation? 09:04:54

A. You would not get a grant in the UK to use

tyloxupol because that’: not how the grant system

works in Ute UK. But have I used tyloxapol in my
09:05:04

09:05:06

09:04:23

09:02: I5

09:02:19

09:02:20

09:02:22

09:04:30

09:04:33

09.04139

09:04:43

09:04:46

09:04:48

09:04:50

09:02:32

09:02:35 09:04:54

09:04:57

09:05:00

09:02:38

09:02:4l I8

09:02:43

09:02:47

reseaiclt grant for the use of a non-ionic surfactant 09:02:50
09:02:54

research? Yes. extensively.

obviously might want to know if they're appropriate

for drugs. So they go together hand-in-hand.

Q. Have you ever received a research grant for

the use ofl-IDTA in a phomtnccutical formulation? 09:05:08

A. The same comment would stand, you don't get 09:05:13

grants in the UK for that type ofthiug. l have 09:05:2l
09:05:26

Q. In the past ten years, have you received a

in a pliarmaccutical l'orrnuIation'.’ used EDTA in a product. So to say no is

I6 (Pages 58 to 6|)
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A. Yes. 09:08:20 .

Q. Have you published 11 book chapter since 2002 09:08:2l ;

dealing with non-ionic stirlitctatrts? 09:08:25 I

MR. M/\RGOl..IS: Objection. Vague. 09:08:28

TI IE WITNESS: It is vague. but I7 09:08:3l
includes non-ionic surfactants. 09:08:34

Q Have you published a book chapter since 2008 09:08:36

dealing with non-ionic strrfnctants? 09:08:40
09:08:43

09:08:45

09:08:48

09:08:50

09:08:52

09:08:59

09:09:00

meaningless. 09:05:31

Q. Have you ever received a research grant for

formulating a stable aqueous liquid preparation?

MR.MARGOLIS: Objection. Vague.
TIIE WITNESS: Yes.

Q. What research grant did you receive for

t'or1-nulating n stnbile aqueous liquid preparation?

09:05:32

09:05:34

09:05:39

09:05:39

09:05:40

Il9:ll5'47.

A. Okay. For example, the novel microemnlsion 09:tlS:5l
09:05:58

09:05:59

09:06:02

09:06:05

colrfidenlial, sometimes not, looking at fonnulating 09:O6:l3

aqueous surfactant solutions. I think it is, 09:06: I8

without doubt. I'm acknowledged as an expert in the 09:06:23

use of surfactants for fomiulation in aqueous 09:06:27

systems. 09:06:} I

Q. Take a look. ifyou would, at pages I9

through 20 of your CV. 09:06:35
A. Yes. 09:06:36

Q. And let me direct your attention to the

section entitled Chapters in Books.

A. I would have to cltcck my records.

Q, Ilave you ever published a book chapter

fonnulations.

O. ‘that is on page IO ofyour CV?

A. That's on page I0 ofthe CV. And I've had a

large number of grants from Phamia, sometimes

dealing with the use oI'tyloxapol in a

plmrmnccutical l'ormulntion'?

MR. MARGOLIS: Objection. Vague.

'I'IlE WITNESS: I would have to go and
check some ofthe references whether it was

mentioned in there. 09:09:02

Q. Have you ever published a book chapter

dealing with the use of EDTA in a pharmaceutical
lomtulation? 09:09:09

MR. MARGOLIS: Objection. Vague.
TH E WITNESS: I would have to look at

the contents to see it‘ there was any mention

09:09:03

09:06:32 09:09:06

09:09: I0

09:09: I2

09:09: I9

09:06:39

09:06:46

Page 65 '3

Do you see that? 09:06:47
A. I do. 09:06:48

Q. Do pages I9 through 20 ofyoui curriculum

vitae list all of your published book chapters?

A. I would say most, not all.

Q. Which one or ones is or are missing‘!

A. II‘! am honest, book chapters are not highly

rated in the British academic system. so my

recordkeeping of that is less good than my

recordkecping of academic journals. I have

certainly got something recently about neutron

scattering. 09:07:49

0. Take a look at item l7 on page 20. That was 09:07:51

published in 2008, correct? 09:07:55
A. Yes. 09:07:57

Q. Have you published a book chapter since 2008? 09:07:57

A. I really can't remember. As I explained, 09:08:05

they're not particularly well-rated in the British 09:08:08

academic system. You don't get credit for those. 09:08: 10

You get credit for full academic papers. So I 09:08:12

really have not kept good records. 09:08: I6
09:08‘ I 7

oI'il. 09:09:2I

Q. Have you ever published a book chapter

dealing with formulating a stable aqueous liquid

preparation? 09:09:26

MR.MARGOl.lS: Objection. Vague.

THE Wl‘INtiSS: It IS very vague. but all

ofthosc chapters I believe contain work on

fonnulating aqueous~bascd, ifthat is the

word, a phrase, aqueous continuous phase

systems. 09:09:56

Q. All I7 ofyour book chapters -- 09:09:57

A. I -- just —- I believe set 15 does include 09:09:59
some -- set 5 doesn't because it's microemulsions. 09:I0:02

But everything else I believe - so, 5 is not -- is 09:10:07

triglycerides. 9 is triglycerides. I0 is 09:I0:I5

stlrfactants. l I is surfactants. But everything 09:10:19

else is formulation of systems that have, at least 09: l0:22

as pan ol'the chapter, aqueous continuous phase. 09:I0:27

0. Take a look at pages 20 through 28 ofyour 09: l0:30 I

curriculum vitae, the section entitled Articles in '09: I035 V
Academic Journals. 09: I 0:110

Do you see that‘? 09: I0:42

09:09:2l

09:06:48 09:09:23

09:06:51

09:07:0l

09:07:06

09:07:27

09:07:31

09:07:34

09:07:36

09:07:40

09:09:27

09:09:29

09:09:39

09:09:46

09:09:52§:5<>oe\xc~t.n.AL.:ro—
Q. Take a look at item number I2, ifyou would.

I7 (Pages 62 to 65)
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Page 66 Page 611

A. Yes. 09:10:43

Q. Do pages 20 through 28 of your curriculum 09:10:43

vitae list all 01' your published articles in 09:10:46

academic jotimals‘? 09:10:48

A. I believe so. yes. 09:10:49

Q. Take a look. ifyou would. at item number 73. 09:10:50

Have you published ajoumal article since 2008 09:10:53

preparation? 09:13:57

MR. MARGOI IS: Objection. Vague 09:13:59

THE WITNESS: lam looking at 09:14:05

formulating l'or phamiaecuticul use, so .1 goal 09:14:07

ot‘nll the work is to try and make something 09:|4:l 1

that is stable. Ilowcvcr. it may not rcport 09:14:14

the whole range ofstuhilily tests that you 09:14:18

dealing with non-ionic surl'at:tauts? 09:1 1:01 would need for pltarnlaccutical lbr'rrttrlaIiot1. 09:14:20

. Yes 09:1 1:04 Q. Take a look, ifyou would, at page 28 ofyour 09:14:26

. Which one? 09:1 1:05 curriculum vitae. 09:14:33

. 108. 09:11:31 A. Yes. 09:14:35

. Any others? 0921 1:33 Q. Does page 28 nl'your cunictilurn vitae list 09:14:40

. I'm just looking. 102 is the -- it's a 09:1 1:35 your only two patent applications? 09:14.42

strange one. That's —- that's almost a citation 09:1 1:43 A. It does. 09:14:44

classic that one. 93, 89. 84, 83. 82 has got 09:11:48 Q. Did either of your two patent applications 09:14:45

something in it. I believe. I would have to check, 09:12:23 issue as a patent‘? 09'14:47

but 1 believe it has. And the vast majority of the 09:12:25 A. The second one. no. The lirst one was taken 09:14:49

other ones are either cationic surfactants or lipids 09:12:30 over by a pharmaceutical company because they funded 09:l4:S

which are lipid molecules which behave in an 09:12:35 the work and 1 don't know. 09:14:57

analogous way to lot of non-ionic surfactants. 09:12:39 0. Do either of your two patent applications 09:14:59

Q. ls it fair to say that publication number 108 09:12:42 deal with non-ionic surfactants -- 09:15:03

on your curriculum vitae which was published in 2013 09:12:45 A. Both do. 09:15:05

€O0\IO‘UtJ‘—LoJr~J--

Page 67 Page 69 E

is your last publication dealing with non-ionic 09:12:48 Q. Okay. Have you ever tiled a patent 09:15:06

surfactants? 09:12:51 application dealing with the use of tyloxapol in a 09:15:07

MR. MARGOLIS: Objection. Vague. 09:12:59 pharmaceutical fonnulation? 09:15:10
THEWITNESS: No. There are others. 09:13:01 A. No. 09:15:14

1 17 deals with non-ionic surfactants. And 09:13:10 Q. Have you ever filed a patent application 09:15:15 g

they are all -- all the papers are related to 09:13:14 dealing with the use of EDTA in a pharmaceutical 09:15:17 Q

each other. They all deal with lipids -— all 09:13:17 fom1ulauon'.' 09:15:20

deal with amphiphilic molecules or polymers. 09:13:20 A. No. 09:15:21

Q. Have you ever published ajoumal article 09:13:23 Q. Have you ever filed a patent application 09:15:22

dealing with the use oftyloxapol in a 09:13:26 dealing with lbnnulating a stable aqueous liquid 09:15:24

pharmaceutical fonnulation? 09:13:28 preparation? 09: 15:28

A. No. because that's normally been confidential 09:13:29 A. Interestingly. no. The second patent 09:15:35

infonnation forlhe company. 09:13:31 . application was to make those particles unstable. 09: 1 5:38

Q. Have you ever published ajoumal article 09:13:33 Q. I understand. 09:15:42

dealing with the use of EDTA in a pharmaceutical 0921323 Take a look, ifyou would, back to your 09: 15:45

formulation‘! 09:13:41 declaration. Let me direct your attention to page 09:15:48

MR. MARGOl.1S: Objection. Vague. 09:13:45 2, paragraph 4. 1t says, "1 have not testified in 09:15:59

THE Wl'l'Nl-ZSS: 1 would have to look at 09:13:47 any case in the previous four years." 09:16:07

the references, but EDTA will be in some of 09:13:48 Do you scc that‘? 09:16:09

those papers dclinitcly. 09:13:51 A. Yes. 09:16:10

Q. Have you ever published ajoumal article 09:13:52 Q. When was tltc cast: in which you teslilied in 09: 16:1 1

dealing with formulating a stable aqueous liquid 09:13:54 22 the UK? 09:16:15

E-,T.5:S~ooc\ra~ut.r:.t...i~—
G

5?

I\JI9——— -OOOOQ
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A. That went to court 2006 and 2009. 09:16:17 Q. Did you provide opinions that the patent1

2 Q. Have you tcstilicd as an expert in any case 09:16:22 should or should not be invalidated? 09:18:36
3 since 2009'! 09:16:26 A. [said it s11ou1dn'the invalidated. 09:18'_19

4 A. I've been consulted as an expert. but none 09:16:29 Q. Should not? Why was it your opinion that the (19: 18:42 _:

5 have gone to court. 09:16:32 patent in that case should not be invalidated‘? 09:18:44

6 Q. Have you ever been qualified by a court as an 09:16:33 M R. MARGOLIS: Objection. Vague. 09:18:47

7 expcn in any previous patent infringement case‘? 09:16:36 11 IE WITNESS: It was a very novel. very 09:18:50

8 A, I don't understand the question. 09:16:40 c1'1'cctivc fonnttlation. 09:18:54

9 Q. What don’t you understand about it’! 09: 16:42 Q. Was it a tonnulation ctmtaining a non-ionic t19:11<:56

10 A. I don't know how you get qualified as an 09:16:45 surl'aetant? 09:19:00 i

ll expert. 09:16:49 A. It was microemulsion fiirmulation containing a 09:l9:0 '

12 Q. So, do you understand that tr court quulilics 09:16:50 notrionic surfnctnnt. 09:19:04

13 a particular - 09:16:53 Q. What was the active pharmaceutical ingredient 09:19:06 '

14 A. I have been an expert in a court case. yes. 09:16:53 in the lbrrnulatiotr? 09:19:08

15 Q. In — 09:16:57 A. Cyclosporin. 09:19:08

16 A. As the main expert in those two -— in two 09:16:57 Q. What other cxcipicnts were in the 09:19:10
17 court cases. 09:16:59 formulation‘? 09:19:12

18 Q. Oktty. In two court cases. 09:17:00 A. I would have to consult my notes. Sony. 09:19:13

19 A. Novartis against Dexel, and Novartis against 09:17:02 Q. What non-ionic surfactant was in the 09: 19: 1 S k
1

20 lvax. 09:17:11 fonnulation? 09:19:20

21 Q. In those cases, in what field did the court 09:17:14 A. I'd have to consult my notes. 09:19:20

qualify you as an expert? 09:17:19 Q. Why was it your opinion in that case that the 09:19:22

Page 71 Page 73

MR. MARGOLIS: Objection. Vague. 09:17:24

THE W11 N1-.SS: 1 was the main expert in 09:17:27
the case that was concerned with a novel 09:17:33

patent at issue was valid? 09:19:30

MR. MARGOLIS: Objection. Vague. 09': 19:33
TI IE WITNESS: 1 was consulted as an 09:19:36

expert in preparing microcmulsions for 09:19:39

pharmaceutical use, and the patent was 09:19:45
concerned with a microcmulsion formulation. 09:19:51

30 I was very expert in the area -1 was 09:19:58

able to make a judgment, and the patent was 09:20:01

upheld. 09:20:04

Q. Why was it your opinion in that case that the 09:20:05

patent dealing with a pharrnaecutical formulation 09:20:08

containing a non-ionic surfactant was valid? 09:20:13

A. It was the lirst lime anybody had prepared 2: 09:20:18 }
microemulsion fonnulation to deliver a drug and it 09:20:25 '
showed distinct improvements over the existing 09:20:31 .
formulation. 09:20:39 I

Q. What type ofdistinct improvementsi’ 09:20:40

infringement case, and the defendccs came 09:18:18 A. Reproducibility ofdosc and total 09:20:45

back and tried to invalidate the patent. So 09:18:24 bioavailability, case of use for the patients. 09:20:51

1 was the expert for that. So. 1 dealt with 09:18:27 Q. Anything else? 09:20:57

the whole of the -- the opinions on the whole 09:18:30 A. Probably. but 1 can't remember. 09:20:58

nfthe patent. 0.9: 18:34 Q. Take 8 look, ifyou wottld, at paragraph 6 of 09:21:04

nun-ionic surfactant-based microcntulsion 09:17:38

formulatiott. 09:17:41

Q. And what were your opinions, generally 09: 17:42

speaking, in that case? 09:17:43

MR. MARGULIS: Objection. Vague. 09:17:49

'l‘H1:' WITNESS: What do you mean opinions‘? (19:l7:5

Q. Well, what opinions did you provide in that 09:17:52
ease to the court? 09: 17:54

MR. MARGOLIS: Objection. Vague. 09:17:56

THE WITNESS: 1 was the main expert 09:17:58

talking about -- it was a patent fonnulation. 09:18:01

a fonnulation -- yes, a patent -- :3 09:18:06

formulation patent, and 1 was the sole expert 09:18:09
in the first case to defend -- well. it's an 09:18:14

.Z'.:3~.ooe‘1o~u.z.~.uaN-- §'_'.'5~ooc\tc«ui4:i.L.»-— 
3o"cZi3«GT.G 3533335
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your declaration 09:21:08
A. Yes. 09:2 I : I0

Q. And in the second sentence you use the phrase 09:2l:l0

"pltysic~c|temical characterization" -— sorry. Are 09:2 I :15

you there‘? 09:2 l:l9
A. Yes. 09:2|:|9

Q. Okay. You use the phrase"physic-chcntical

characterization ofnovel, non-ionic surt'actants."

Do you see that? 0922 l :26
A. Yes. 09:2! :26

Q. What do you mean by "physic-chemical
characteri7.ation"? 09:21 :29

A. Well, there should be an 0 after the C, but

using standard physicochemical techniques, light

scattering. viscosity. surface tension, behavior.

characterization of the surfactants. Yep.

Q. And yott use the tenn novel non—ionic
surfactants. 09:2 l :55

Do you see that? 09:2 1 :56

A. Yes. I synthesis them. 09:21:56

Q. What is a novel non-ionic surfactant? 09:2 l :58

A. I designed and synthesized the surfactant. 09:22:00

09:21 ;t9

09:2I:24

09:2l:27

09:2l:30

09:2! :34

0922i :38

09:2l :44

09:21:51

Page 75

Q. How many different non-ionic surfactants are 09:22:03
known to exist? 09:22:06

A. Sorry. As many as you want in your brain.

Q. You used the tenn "physic" and you meant to

say physicochemical -- 09:22:21
A. Yes. 09:22:21

Q. -- characterization, correct‘! 09:22:2l
A. Yes. 09:22:22

0. What are some of the different physical and 09:22:23

chemical properties that different non-ionic 09:22:25

surfactants possess‘! 09:22:27

A. It would depend in what state you were

looking at them, whether you were looking at, the
surfactant on its own, the surfactant with oil and

09:22:45

Q. Let me -- let me rephrase the question then. 09:22:46

What are some ofthe different physical and chemical 09:22:53
09:22:55

possess in aqueous liquid preparations? 09:22:59

MR. MARGOIJS: Objection. Vuguc. 09:23:05

THE WITNESS: That would depend upon the 09:23:0

structure of the surfactant you were looking 09:23:09

09:22:09

09:22: I 5

09:22:3l

09:22:37

09:22:4l

water, et cetera.

properties that different non-ionic surfactants

Page 21 of 132
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at. 09:23rl2

Q. How would it depend on the structure ofthe
surfactant? 09:23: I 5

A. it would depend upon what the hydrophobic

09:23: I 2

09:23:22 :

09:23:30 3moiety was. It would depend upon what the head
09:23:35

Q. Anything else’? 09:23:37 3

A. the way in which. the concentration in which 0923142 *

it was present and its state ofdispersal. 09:23:46 '

Q. Anything else? 09:2J:5l

A. pH, temperature. presence of cxcipients,

other cxcipicnts, presence of salts.

Q. Anything else? O9:24:l0
A. I can't tltink ofall the ones I've 09:24:l5

listed already. Presence of-- if you're using as a 09:24:l't

formulation, presence ofdrug. 09:24:22

Q. Anything else? 09:24:27

A. l thinkl might have listed excipicnts, pH. 09:24:35

temperature. electrolytes. dntg, concentration —~ 09:24:39

they're the main ones. 09:24:48

Q. Why do different non-ionic surfactants have

different chemical and physical properties?

group was, for example.

09:23:55

09:24:05

09:24:49

09:24:53

09:24:56

09:24:59

09:25:02

09:25:06

09:25: I4

MR.MARGOLlS: Objection. Vague.

Compound. Lack of foundation.

Q. You may answer.
A. Because the structure of the surfactants can

vary. so the balance between the hydrophobic and the

hydrophilic can vary. 092520

Q. Can the physical and chemical properties of a

non-ionic surfactant be predicted from the physical

and chemical properties of a different non-ionic
surfactant with a dilferent chemical structure?

MR. MARGOLIS: Objection. Vague. 09:25:33

THF. WITNESS: That's very vague. The 09:25:34
0925237

09:2S:4l

09:25:44

092520

09:25:22

09:25:26

09:25:30

best answer I can give you is in a

structurally related series or a closely
related series of molecules. You can have at

09:25:52

Q. Have you ever accurately predicted the

good estimate, yes.
09:25:54

09:25:57

09:25:59

propcnics ofa dil'i'ctx:ttt non-ionic surfactant with 09:26:02
a tlifftzrcnt chemical structure? 09:26:05

MR. MARGOLIS: Objection. Vague. 09:26:07

physical and chemical properties ofa non—ionic

surfactant based on the physical and chemical

20 (Pages 74 to 77)
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THE WITNESS: That's vaguc. I'm unclear 09:26:09

when you say accurately what you mean, what 09:26:23

level of accuracy you're talking about’? 09:26:28

Q. Have you ever with any level of accuracy 09:26:32

predicted the physical and chemical properties ofa 09:26:34

non-ionic surfactant based on the physical and 09:26:37

chemical properties ofa different non-ionic 09:26:40
surfactant with a different chemical structure? 09:26:43

MR. MA1'{GOL1S' Objection. Vague. 09:26:47
09:26:48

09:26:48

09:26:51

09:26:53

09:26:59

09:27:04

09:27:07

09:27:09

09:27:09

09:27:13

Compound.
THE WITNESS: A different

chemical structure. I cxplnined that if

then: is, for example. a relationship between

the head group used and -- yes. you can

predict with reasonable accuracy.

Q. Have you ever done that?
A. Yes.

Q. Did you publish your findings‘!

A. I don't know. I would have to -- sorry. 1
would have to look. 1don't know. 09:27:16

No. I have got students in laboratory doing 09:27:58
that at the moment. 09:28:00

Page 79

09:28:01

09:28:05

09.28:0S

properties ofa different non-ionic surfactant with 09:28:10
21 different chemical structure‘? 09:28: I 3

MR. MARGOLIS: Objection. Vague. 09:28:16

Compound. 09:28:18

'lHE WI'1NI:‘.SS: Yes. It depends how

different they were. 09:28:21

Q. How does it depend how different they are?

A. Again, that's very vague. There is quite a

lot ofunderstanding available, for example, in the

literature about the relationship between the 09:28:33

hydrophobic chain and the relationship if it -- the 09:28:38

non-ionic, i1'it‘s a -- yeah, if it's a -- if it's a 09:28:44

straight chain, or a single chain 1 should say, 09:28:49

hydrophobic group — actually, there's quite a lot 09:28:53

of information about the effect of the head group. 09:28:59

and the head group often dominates. So it would 09:29:02

really depend on the structure how differently in ()9:29:07

order to be able to say that. 09:29:09

Q. Would a person ofnrdinary skill in the art 09:29:11

Q. Is it fair to say that the physical and

chemical properties of a non-ionic surfactant cannot

be predicted from the physical and chemical

09:28:18

09:28:22

09:28:26

09:28:30
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09:29:13

09:29: I 8

09:29:21

09:29:24

expect the same amount oftwo different non-ionic

surfactants having different chemical structures to

have the same stabilizing effect or different

stabilizing effects in an aqueous liquid preparation

ofn nonsteroidal anti-inllammatory drug‘? 09:29:27

MR. MA RGOLIS: Objection. Vague. 09:29:31
THE WITNESS: You couldn't -- I couldn't 09:29:32

09:29:34

09:29'38
answer that on the vagueness ofthe question.
You \vottld have to do tests under those

circumstances. 09:29:41

Q. Take a look, ifyou would, at page 3 ofyour

declaration. 09:29:47 ‘
MR. IIASFORD: Oh, you know what‘? That 09:29:49 1

09:29:50

09:29:53

09:29:57

09:29:59

09:30:09

09:30: I 2

09:30:15

09:30:18

09:45:18

09:29:42

might actually be a good time for a break

because we need to do a tape change.
TI-IE VIDEOGRAPHER: The time is

approximately 9:31 a.m., Friday, September 4.

2015. 1 his is the end of tape number one of

the videotaped deposition ofDr. Jayne
Lawrence. We are off the record.

(Recess from 9:31 to 9:46.)
THE VIDEOGRAPHER: The time is

Page8l Q

approximately 9:46 a.m., Friday, September 4, 09:45:33

2015. This is tape number two of the 09:45:45

videotaped deposition of Dr. Jayne Lawrence. 09:45:48
Wt: are back on the record. 09:45:50

BY MR. HASFORD: 09:45:52

Q. Doctor, could you please turn to page 3, 09:45:52

paragraph ID of your declaration, and take a look at 09:45:55

the second sentence, if you would. 09:46:00

And do you see where it says, "Novel, 09:46:05
non-ionic and zwitterionic surfactants"? 09:46:09

A. Oh, yes. 09:46:l 1

Q. What novel non-ionic surfactants have you 09:46:13

synthesized and characterized? 09:46:17

A. Quite a few. Some of them -- do you want me 09:46:27
to describe them or -- 09:46:32

Q. Sure. Please. 09:46:33

A. Some of thorn have different head groups, not

having polyethylene oxide head groups that have

alternative polymers. Some have been used for

production of vesicles. They've got two chains.

Some have been used to soluhili7.c drug in micelles.

Q. How have you characterized the physical and

09:46:35

09:46:39

09:46:44

09:46:49

09:47:00 4

09:47:07 '
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depends in what way you mcan complex. 09:49:56

Q. How do you view it‘? 09:49:59

MR. MARGOLIS: Objection. Vague. 09:50:04
Tllli WITNESS: We have been concemed 09:50:08

09:50:10

09:50:13

09:50:20

rationally design them. So, by understanding 09:50:22

rules, we've managed to design them. 09:50:26

0. Why would a person of ordinary skill in the 09:50:29

an want to synthesize a new non-ionic surfactant’! 09:50:32

A. It didn't say that they would. 09:50:37

MR. MARGOLIS: Objection. Calls for 09:50:37

speculation 09:50:39

THE COURT REPORTER: I didn't get your
answer. 09:50:39

THE WITNESS: No, I don't -- I don't -

I'm unsure why somebody ordinary skilled in

the art would necessarily want to do what I

have been doing, designing new surfactants.

0. Well. let me ask it this way. Under what

circumstances would a person ofordinary skill in

chemical properties oflhc new non-ionic surtactunts 09:47:09

that you've synthesized? 09:47:] 3

MR. MARGOLIS: Objection. Vague. Lacks
foundation. 09:47:21

T1113 WITNESS: Well. the first -— the

first thing to say is how you characterize

09:47: I 6

09:47:25

09:47:29

09:47:32

09:47:36

09:47:42

09:47:46

09:47:50

09:47:54

09:47:58

09:48:04

09:48: I 0

09:48:15

09:48: I 8

with trying to design surfactants with

improved properties for particular uses.

them is partially dependent upon what they It‘s not that complicated because we

are going to be used for. So that would

vary. Miccllc-fonning surfactants we'd

characterize analytically the surfactants,

checking it's the structure we think it is.

We would then typically put it through a

whole battery of studies, looking at surface

tension, viscosity, aggregation using light

and neutron scattering. solubitization

capacity. and then further studies depending

on how they're going to -- how you're going
to use them. 09:48:22

Q. How do the physical and chemical properties

of the new non-ionic surfactants you have

synthesized differ from the physical and chemical

properties of other non-ionic surfactants in the

09:50:39

09:50:43

09:50:50

09:50:56

09:5 I :00

09:51:03

09:5 I :05

09:48:24

09:48:27

09:48:31

09:48:34

Page 83 Page 85 1

09:48:39 09:51:07

MR. MARGOLIS: Objection. Vague. Lack
of foundation. 09:48:42

THE WITNESS: It's quite a complicated

story, if you want me to tell you the story?

Q. Please do. 09:48:48

A. One way to improve drug solubilization would 09:48:51

be to make larger micelles. In brief, the 09:49:01

non-ionic -- the PEG head group is not good at 09:49:09

making huge - I'm talking about very large micelles 09:49:14

here. These are not things that are commercially 09:49:18
available. And that's bccause PEG mixes with at 09:49:21

hydrocarbon chain and destroys the capacity of 09:49:25

micelle to soluhilize the tlntg. We use n different 09:49:29
09:49:33

09:49:35

09:49:38

09:49:41

09:49:43

art? the art want to synthesize a new non-ionic
surfactant? 09:51 :1 I

A. Again v- 09:51:21

MR. MARGOLIS: Objection. Lack of
foundation. 09:51 :22

THE WITNESS: That's vague. A vague
answer would be if there isn't a surfactant 09:51:26

available to do what they want. 09:51 :29

Q. Why would a person of ordinary skill in the 09:51 :31

an want to characterize the physical and chemical 09:51:34

propcrties olia new non-ionic surfactant that he or 09:51:37

she has synthesized? 09:51 :41

MR. MARGOLIS: Objection. Lack of

foundation. Vague. 09:51 :45

THE WITNESS: Anybody receiving a novel

excipient for use in formulation would want

09:48:39

09:48:44

09:48:46

09:51 :2 I

09:51:22;;:S&OO0\IO\Ui.BbJt~J-—-
09:5 I :43

E

Epolymer to overcome that property. 50 we have
3 09:51:58

09:52:02

09:52:06

09:52:08

09:52:] I

09:52: 14

rationally designed. I could go on and give you
:1

other examples, but it's a rationale design of the to understand the propenies. So they would
36surfactant for a particular purpose. do some basic characterization that was

Q. Is it fair to say that this is a complex
field? 09:49:45

MR. MARGOLIS: Objection. Vague.

THE WITNESS: It depends how -- it

3 appropriate for their use.

Q. What characterization would they do?

A. Again, that would be dependent on how they
wanted to use the surfactant.

toO

09:49:46

09:49:51

I9 _.

I») N
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09:52:2l

09:52:24
Q. What it they wanted to use it in a stable

aqueous liquid preparation, what cliaractcrization

would they do‘? 09:52:26

MR.MARGOLlS: Objection. Vague.

THE WITNESS: There's a plethora of
stable -- ofsurfnctants in water. So it

would depend upon the aggregation state. the
fonnulation state. 09:52:42

Q. What else would it depend on? 09:52:44

A. The tests the person would do with any 09:52:49
09:52:56

09:53:00

09:52:28

09:52:29

09:52:32

09:52:38

unfamiliar or novel excipients. or non-ionic

surfactant here, would depend on their ultimate use.
09:53:07

A. ll'you wanted to make a water continuous 09:53:09

semi-solid formulation would be characterized using 09:53:22

rheology, for example. It‘you were using it -- it‘ 09:53:33

you wanted to inject your aqueous formulation. you 09:53:42

would want It to below viscosity. You would use 09:53:46

viscometric techniques. So, it's impossible to say 09:53:50

unless you are much more specific. 09:53:54

Q. What if a person of ordinary skill in the art 09:53:57

wanted to formulate a stable aqueous liquid 09:54:00

Q. How so?

Page 87

09:54:04

09:54:09

properties ofthc fomiulation? 09:54;l l

MR. MARGOLIS: Objection. Vague. Lacks

foundation. Calls for speculation. 09:54:l5

THE WITNESS: It would depend upon the 09:54:21

drug you're using and the drug dose, and that 09:54:24

may determine the fonnulation type you would 09:54:28

prepare. 09:54:32

0. Could a person of ordinary skill in the art 09:54:32

conduct an experiment comparing the stability of two 09:54:54

different aqueous liquid preparations with identical 09:54:58

compositions where only the type of surfactant is 09:55:01
varied? 09:55:04

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Can you repeat the

question? 09:55:l l

O. Certainly. Could a person of ordinary skill

in the art conduct an experiment comparing the

stability oftwo different aqueous liquid

preparations with identical compositions where only
09:55:22

preparation for ophthalmic use, how would that

person characterize the physical and chemical

09:54:14

09:55:09

09:55: l0

09:55:l2

09:55:l3

09:55: I6

09:55: l 9

the type of surfactant is varied‘?
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09:55:25

09:55:29

09:55:31

09:55:34

09:55:44

MR. MARGOLIS: Objection. Vague.
Tl IE WITNESS: There's a lot of

conditions you would have to put on to that

statement. 50, could somebody who is

ordinary skilled in the an with the same

fonnulation but just different amounts of 09:55:46

surfactant be able to form a stability -- an 09:55:49

assessment on stability‘! 09:55:53

Q. A dilTercnt type of surfactant. So let me 09:55:54
ask it -- 09:55:56

. Yes. 09:55:56

. -— oguinjust to be elcor. 09:55:57
09:55:57

09:56:00 —

conduct an experiment comparing the stability of two 09:56:02

dilTerent aqueous liquid preparations with identical 09:56:05 I
compositions where only the amount of surfactant was 09:56:0 ;
varied‘? 09:55:13 ‘

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Hypothetically, yes. 09:S6:l9

Q. Take a look, if you would, at page 4 ofyour 09:56:23

declaration, paragraph 12. 09:56:27

. Yeah. No. In hypothetical, yes, ofcuursc.

. Could a person ofordinary skill in the art

09:56:l5

Page 89 _.

A. Yes. 09:56:3|

Q. And in the first sentence it says, "As listed 09:56:32
09:56:36

09:56:38
in my curriculum vitae, l have also received

numerous awards pertaining to my research and

teaching." 09:56:41

Do you see that? 09:56:41
A. Yes. 09:56:42

Q. Do you cun'ently teach pharmaceutics classes

at King's College‘? 09:56:45

A. I teach some pharmaceutics, yes. 09:56:46

Q. Have you ever taught your students that the 09:56:48 -.

phrases EDTA sodium salt and sodium edetate are 09:56:50 _
limited to the tetrasodium salt of E.D'l'A? 09:56:55 ‘

A. I don't recall. 09:57:02

Q. Have you ever taught your students the term

stable in the context of phannaceutical formulations
is indefinite? 09:57:08

A. l have told them -— l have --l lecture on

stability. so I explain to my students what 09:57:16

stability is and the need to define stability. 09:57:20

0. Have your ever actually taught your students 09:57:22

the term stable in the context ofphamiaeeutical 09:57:25

09:56:42

0925703

09:57:06

09:S7:l I
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09:57:28

09:57:30

09:57:35

09:57:37

09:57:46

09:57:48

09:57:53

l'onnnlations as indelinite?

A. No. l haven‘t used the word indefinite, no.

Q. Take a look, ifyou would, at your

declaration back at page I. paragraph 2. And it

says, "I have been asked to provide my opinion on

the mcaningofscvcrnl claim terms in U.S. f'atcnts,"

and then you list the patents-in-suit.

Do you see that’? 09:57:55
A. Yes. 09:57:55

Q. Let me just go through each of them, if

that's okay with you. Did you review U.S. Patent

No. 8,l29,43l in connection with your declaration in
this case? 09:58:08

A. l did. 09:58:08

Q. lfl refer to US. Patent No. 8,l29.43l as

the ‘43l patent, will you understand what I mean?
A. Yes. 09:58:l6

Q. Did you also review U.S. Patent No. 8,669,290 09:58: I6

in connection with your declaration in this case? 09:58:2l
A. I did. 09:58:23

0. ll‘ l refer to U.S. Patent No. 8.669.290 as

the ‘Z90 patent. will you understand what I mean?

09:57:56

09.58:0l

09:58:04

09:58:09

09:58: l3

09:58:24

09:58:29

Page 9|

A. Yes. 09:58:32

Q. Did you also review U.S. Patent No. 8,754,131

in connection with your declaration in this case?
A. I did. 09:58:40

Q. If] refer to U.S. Patent No. 8,'l54,l3l as

the 'l 3l patent, will you understand what I mean?
A. Yes. 09:58:49

Q. Did you also review U.S. Patent No. 8,87l ,8l3 09:58:50

in connection with your declaration in this case? 09:58:55
A. I did. 09:58:57

0. if] refer to U.S. PatentNo. 8,87l,8l3 as

the '8 l 3 patent. will you understand what I mean?
A. Yes. 09:59:07

Q. And did you also review ll.S. Patent No.

8,927,606 in connection with your declaration in
this case‘) 09:59: l4

A. l did. 09:59:l5

Q. lfl refer to US. Patent No. 8,927,606 as

the ’606 patent, will you understand what l mean‘?
A. Yes. 09:59:24

Q. lfl refer to the '43l,'290, 'l3l, '8l3 and

'606 patents collectively as the patents-in-suit,

09:58:32

09:58:38

09:58:4l

09:58:46

09:58:58

09:59:03

095907

09:59:09

09:59:15

09:S9:2l

09:59:25

09:59:32
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will you understand what I mean‘? 09:59:36
A. Yes. 09:59:37

Q. Did you review the patents-in-suit in 09:59:38

connection with your opinions in this case‘! 00:59:40
A. I did. 09:59:-'12

Q. And you state in paragraph 2 that you have 09:59:43

been asked to provide your opinion on the ntcunitig of 09:59:-45

several claim terms in the patents-in-suit. 09:59:48

Do you see that? 09:59:50
A. Yes. 09:59:51

Q. Did you consider the entirety ofthe claims 09:S9:5|

ofthe patents-in-suit or did you focus on certain 09:59:54
temts? 09:59:57

MR. MARGOLIS: Objection. Vague.
THE WITNESS: I read -- when l was

preparing this document, I read the whole

patents very carefully -- all the patents

vcry carefully, but --

Q. And my question --
A. -- I took itin whole. l0:00:l6

0. Okay. My question is slightly different. l0:00:l8

l0:00:06

l0:00:08

l0:0O: l 2

l0:00: l 5

I 0:00: I 6

09:59:58 i
a

II

Did you consider the entirety of the claims 10:00:20

Page 93

oflhe patents-in-suit or did you focus on certain 10:00:22
terms in those claims? l0:00:24

MR. MARGOLIS: Objection. Asked and
l0:00:28

|0:00:2

answered.

Q. You may answer. l0:00:29

A. Can you repeat the specific wording of the 10:00:33

question you asked me‘! 10:00:36

Q. Certainly. Did you consider the entirety of 10:00:37

the claims of the patents-in-suit or did you focus l0:00:39
on cenain terms in the claims? l0:00:43

A. Okay. l0:00:45

MR. MA RGOLIS: Objection. Vague.

THF. WITNESS: Perhaps you can explain

what you mean by the entirety ofthe claims?

Q. Do you understand what the claims afthe

patents-in-suit are? 10:00:56
A. Yes. l0:00:58

Q. Okay. Did you consider the entirety ofthc

claims ofthc patents-in-suit or did you focus on

 
l0:00:47

l0:(l0:48

l0'00.'52

l0:00: SS

l0:00:58

l0:0l :0I

l0:0l:0-=1

l0:0| :06

I010 l :09

4‘.-__...._._._.?..__.-.__
certain terms in those claims?

MR. MARGOLIS: Objection. Vague.

THE WITNESS: l'rn assuming entirety is
___.____.
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not a legal word in this context‘? No‘? Is 10:01:12
11‘? 10:01 : [6

Q. I'm not using any particular legal meaning.
A. No. So,didl-- 10:01:19

Q. Let mejust -— 10:01:22
A. 1 read the whole -- I considered the whole

patent. all the patents. the whole -— all the

claims, yes. 10:01:29

Q. Okay. Did you focus on certain terms in
those claims‘? 10:01 :31

MR. MARGOLIS: Objection. Vague.

THE WITNESS: My report focuses on 10:01:33

several terms. but they were made in 10:01 :40

relationship to reading the whole entirety of 10:01:44

the patent. 10:01:47

Q. In yonropinion, woulda person with 3 P1't-D._ 10:01:48

and several years of experience in pharmaceutical 10:01:53

sciences be considered an expert in the Field of the 10:01 :55

patents-in-suit? 10:01 :58

A. [believe I have defined that as somebody ~~

10:01:16

10:01:23

10:01:26

10:01 :29

10:01 :33 E3'¢33GE§fi:Ssaoo-.Joxu-.t=i.ut-..:--
10:02:00 20

just let me turn to the —- as somebody of ordinary 10:02:05 21
skill. 10:02:09

Pago9S

Q. Would you consider that person an expert in 10:02:09

the field oi’ the patents—in-suit‘? 10:02:11

MR. MARGULIS: Objection. Vague.

THE WITNESS: Unlikely.

Q. Do the palertts—in-suit relate to gene
delivery? 10:02:28

A. No. 10102130

Q. Do the patents-in-suit relate to gene 10:02:30
formulation? 10:02:33

A. They have learnings that would be usefiil for

gene delivery. 10:02:41’!

Q. Do the patents-in-suit relate to chemical

engineering? 10:02:50

MR. MARGOLIS: Objection. Vague.

THE wrmass: 1 have probably a

different definition of chemical engineering

than you. 10:02:58

Q. What is your definition’? 10:02:59
A. The British definition. 10:03:00

Q. Okay. Please. 10:03:02

A. Which is much more focused on engineering in
a sort of industrial context. I understand chemical 10:03:10

102021 13

10:02:23

10:02:25

1 0:02:42

10:02:47

10:02:52

1 0:02:54

1 0:02:56
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Page 96 _

engineering in this country is more related to what 10:03:16

I would lerrn industrial pharmacy. 10:03:21 '

Is that your tlnderstanding before 1 answer? 10:03:25

Q. Well, so. I'm asking based on your 10:03:28

understanding, but 1 will ask the question both ways 10:03:30

just to be clear. 10:03:32

Do the patents-in~suit relate to chemical

engineering as you use the term’?
A. ND. 10:03:36

MR. MARGOLIS: Objection. Objection.

Vague. 10:03 :39

Q. Do the patents-in~suit relate to gene
formulation? 10:03:43

A. No. 10:03:46

Q. Take a look, ifyou would, at page 8 of your

declaration. Skip ahead 5. bit, and 1 want to direct

your attention to footnote 2. .1ust1'ead that to-

yourself and let me know when you're ready.

A. 01-ray. 10:04:18

Q. is it your understanding that the 10:04:18

patents-in-suit all have essentially the same 1 0:04:20

specification? 1 0:04:22

10:03:33

10:03:35

10:03:47

10:03 :55

10:03:58
1 0:04:04

Page 97

A. They have my similar claims, yes. 10:04:28

Q. And so that -- my question is slightly 10:04:31

different. [want to focus on the specification as '1 0:04:34
10:04:36

10:04:37’

10:04:38
Is it your understanding that the

patents-in-suit all have essentially the same

specification? 10:04:41

A. Broadly, yes. 10:04:45

Q. Tum, ifyou would, to the '606 patent. it's

going to be I believe Exhibit 16 to your 10:04:51

declaration-. 10:04:56 _
A. There are obviously some differences between 10:04:58

the patents, which is what I say there. 10:05:00

Q. Take a look, i 1"you would. at column 1 1, 10:05:06

claim 1 ofthc '606 patent. 10:05:1 1

Did you consider claim 1 of the '606 patent 10:05:22

in connection with your opinions in this case? 10:05:25

MR. MARGOLIS: Objection. Vague. 10:05 :27
THE. WITNESS: As far as I understand 10:05:43

what you mean by consider, yes. 10:05:45
Q. How would a person of ordinary skill in the 10:05:46

1

.1

10:04:47

on carry out the method ofclaim I of the '606 10:05 :48
-44...;-—-..—
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l0:05‘.52

MR. MARGOI IS: Objection. Vague.

THE Wl'l'NF.SS: It's vague. There really
isn't a method. l():05:59

Q. Please tum now to the ‘43l patent. it'you
would? l0:06:24

A. Yes. 10:06:24

Q. And let me direct your ultctttion to column l3

and in particular eluim l8. Did you consider claim

I8 ot‘ the '43] patent in connection with your

opinions in this case? I0:06:38

MR. MARGULIS: Objection. Vague.

THE WITNESS: I will say again. as far

as I understand what you mean by consider, of
course. I 0:06:51

Q. How would a person of ordinary skill in the

an make the aqueous liquid preparation of claim I8

of the '43! patent? l0:06:S7

MR. MARGOLISI Objection. Vague. Calls

for speculation. l0:07:02
THE WITNESS: There isn'ta l0:07:l0

formulation -- there isn't a formulation as l0:07:l4

patent?
l0:05:56

10:05:56

l0:06:0l

l0;06.25

tO:06:29

|0:06:34

l0:U6:42

10:06:45

|0:06:48

I0:l)6:Sl

10:06:54

l0:07:0l

Page 99

l0:07: l 8

l0:07:2 l

10.07224

l0:O7:28

l0:(l7:30

10:07:32

such. lt‘sjust a list of ingredients. It

wouldn’t give anybody who is skilled in the
art based on that list how to make it.

Q. Do you have an understanding as to how a

person ofordinary skill in the art would make the

aqueous liquid preparation ofclaim 18 ofthe '43l

patent? l 0:07:36

A. Please explain to me why it's a preparation
because there is no formulation there.

0. Do you see the words "an aqueous liquid

preparation"? l0:07:Sl
A. Yes. l0:07:52

Q. All right. So. my question is do you

understand how a person oforrlinary skill in the art

would make the aqueous liquid preparation specified

in claim I8 ofthe '43l patent’? l0:08:02

MR. MARGOLIS: Objection. Vague. l0:08:30

THE WITNESS: [don't believe anybody of 10:08:34
l0:08:38

l0:08:'-I4

10:08:47

l0:07:43

10:07:46

l0:07:49

l0:07:S2

|l):07_'S(u

l0:07:58

or the skill could make a liquid -- easily

make or rationally make in liquid preparation

based on that particular formula. They would
need other inlbrrmitioti. l0;08;'-19
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Q. What other inlbnnation do you think they l0:08:S()
|0:0R:53

A. They would necrl to know the range oi’

would need‘?

l0:08:55

l0:09:03

|0:09:09

I 0:09: 14

lt):09:27

|0:09;32 *

l0:09:38

l0109:4l

l0:09:43

materials ofthe ingredients that they could be

used. They ideally should be told whether there's

any specific order ofmixing ofthc materials. This

also includes no water. as far as I can see, but

it's supposed to be an aqueous lbrmulatiou. They

couldn't make it just on that information alone.

Q. How would a person of ordinary skill in the

art use the aqueous liquid preparation ofclaim I8

ol'the'43l patent‘! |0:09:46

MR.MARGOLlS: Objection. Vague.
THE WITNESS: Use under what

circumstances? 10:09:52

Q. Use in an ophthalmic product or use as an

ophthalmic product. Actually, let me rephrase the

question so it's clear. 10: lO:(l4

How would a person of ordinary skill in the

art use the aqueous liquid preparation of claim l8

ofthe '43l patent as an ophthalmic product?

MR. MARGOLIS: Objection. Vague.

l0:09:49
l0:09:50 :

l0:09:52 ‘.

l0: l 0:00 ;

10:10:05

l0:l0:07

l0'.l0:l0

l(l:|0:28 3

l0: l(l:28

l0: l0:30

I0: 10:36

THE WITNESS: I am struggling here to
understand that. That on its own doesn't

give somebody enough information to be able

to formulate the preparation. l0:lO:38

Q. in interpreting claim l8of'thc'43l patent, l0:l0:44

would a person of ordinary skill in the art look to l0:l0:47

the specilication of the patent for guidance‘! lO:l0:50

A. They would, yes. 10:l0:52

Q. Based on the teachings of the '43l patent, 10: l0:53

how would a person of ordinary skill in the art use l0:l0:59

the aqueous liquid preparation of‘ claim iii of the l0:l l:t)l

'43! patent? l0:l I104

A. Sorry. Say that again? I'm sony. l0:l l:07

Q. Based on the teachings ofthe '43l patent, l0:l 1:09

how would a person ofordinary skill in the art use l0:l H?

the aqueous liquid preparation ol'claim 18 ofthe l0:l l:l4

'43] patent? l0:l l:l8

A. Based on this -- based on the teaching in the |0:ll:22 I
l0:ll:30;

l0:|l:3'
potent. they would be able to get some indication of

the amounts ofmatcrial that are needed to make the

preparation. l0:l l :43

Q. Based on the teachings ol'the '43] patent, l0:l I:43
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I0:l I146

l0:| l:S0
how would a person ofordinary skill in the art make

then aqueous liquid preparation ofclaim I8 of the

'43l patent? I0:| |:53
A. Well. as far as I can remember. there's no

spccilic instructions about how you actually make
it. |0:l2:06

0. Based on the general teachings olithe '43]

patent, how would a person ofordinary skill in the

10: I I :55

|():l2:00

|(l:l2:07

l0:l2:l0

l0:l2:l2

€00\l©‘JIJ‘—'.aJl\)-‘
art make the aqueous liquid preparation ofcluim I8

ol'thc'43l patcnt’? l0:l2:l5

A. I assumc they would take an example and try:5 l0:I2:23

I0; l2:3l5 adding the ingredients in the order in which they

are listed on an example. 10:12:34

Q. Docs the plain language ofclainr 18 ofthe l0:l2:36

'4;ll patent restrict the phrase EDTA sodium salt to ID: l2:39
the tctrasodium tonn? I0: l2.:44

MR.MAR(j()LlS: Objection. Vague.

THE WlTN F.SS: But it doesn't say —

sodium cdetate has a strict mcaning,just

like polyvinylpynolidonc has. l0:I3:02

Q. I'm just asking based on the plain language I0:l3:05

ofthe claim. Let me ask it again. l0:l3:05

G

E

EEG I0:I2:46

l0:l2:56

l0:l2:58

r.2r~.a~——- N-C000
Page I03

l0:l3:08

l0:l3:ll
Does the plain language ofclaim 18 of the

'43l patent restrict the phrase EDTA sodium salt to
the tetrasodium fonn? lO:I3:l4

A. I believe it does. lt's telling you only lO:l3:l6

that you're using sodium cdetate. 10: l3:l9

Q. Take a look, ifyou would, at claim 8 ol'thc l0:l3:22

'43l patcnt. l0:l3:26

A. Okay. I0: 13:29

Q. Does the plain language ofclaim 8 ofthc I0:l3:30

'43] patent restrict the phrase sodium edetate to l0:l3:33
the tetrasodium form‘? 10: I313?

MR. MARGOLIS: Objection. Vaguc.

THE WITNESS: I'm struggling here

because sodium edetate has a strict meaning.

So it would be like saying, I don't know,

docs sodium hydroxide -- does this patent

ncstrict sodium hydroxide -- does it include

calcium hydroxide. It's not applicable in my
10:14:08

Q. I'mjust asking about the plain language of lCl:l4:09
lO:l4:I I

I0: I4: I 2

.Z§:5~ooo\ro«u«.r>wN--
l0:l3:40

I0:I3:43

l0:l3:45

l0:l3:49

10:13:57

10:14:02

I0:l4:0533635336
understanding.

the claim for the time being.

Does the plain language ofclaim 8 ofthc

866-928-6509
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'43! patent restrict the phrase sodium cdctatc lo I0: I4: I S
the tctrasodium form‘! It): I 4: I 8

MR. MARGOLIS: Objection. Vague. Asked
and answered. l0:l4:23

0. You may answer. lt):l4:23

A. All I can say -- again. I'm really. really I0: l4:27

sorry -— my understanding of what sodium cdetnte is I0‘ l=l‘29
I0:lz|:33 ‘

l0:lIl:36

I0:l4:2l

is quite clear. So, I don't understand the question

why somebody would consider it might refer to
I0: I 4:42

Q. Do you understand the plain language ofthc

claims ofthc patents-in-suit? I0: I4:44
A. lbclicveldo. I0:l4:5l

Q. Does the plain language ofany claim or‘ the

patcnt-in-suit. or the patents-in-suit rather - I0: 14:54

strike that and try again. ltJ:I4:57

Does the plain language of any claim of the I0: M159

patents-in-suit restrict the phrase sodium edetate l0:l5:0I
to the tetrasodium fonn? l0:l 5:04

A. I believe the way it's written, yes. l0:l 5:06

Q. Did you review the specification of the l0:l5:09

patents-in—suit in connection with your opinions in l0:lS:l I

S<:oc~i:~u~.c.uN—
something else.

l():l4:42

:3

U!

I l0:l4:52

G

3

_..._... \$OO\.l

this case? l0:|5:l3

A. Yes. l0:l5:I4

Q. Does the specification of the patents-in-suit

in any place limit the phrases sodium cdctatc or
EDTA sodium salt to the tcttasodium form?

MR. MARGOLIS: Objection. Vague.

TIIE WITNIESS: I'm really struggling with
this because there was no reason to because

it's a known specific compound. You wouldn't

say, you know. E. coli becomes some other

gram negative bacteria. To me, it's very,

very clear what they're telling you is sodium
cdetate. l 0: l 5:5 I

Q. Does the specification of the patents-in-suit l0:l5:52

in any place refer to odetic acid, tetrasodium salt I0:l5:54
or tctrasodium edetate? I0: l6:00

A. Sorry. Does? I0: I6:02

0. Sure. Does the specification -- l0:l6:04
A. Yes. l0:l6:04

Q. -- ol‘the patents-in-suit in any place refer
to cdctic acid, tetrasodium salt or tctrasodium
edetale? l0:l6:l/1

l0:l5:I5

l0:l5:l8

lU:l5:22 I
tt):t5:2o

l0:l5:3l

l0:l5:35

l0:I5:38

I0:I5:42

I0:l5:45

l0:lS:49

::3:.'S\OO¢\lO\viJ=-so-VN-—
I 0: I 6:06

l0:l 6:09
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l0:l6: l5

l0:l6:l7

lt):l6:20

l0:l6:32

l(.l: l 6:4-Ill

A. I would have to read to check that.

Q. Sitting hen: today. do you know that?

A. ldon‘t know \vhet|ier it says it in my -— t

can look at my declaration or my -- I'm sorry. I

would have to re-read them to answer you

categorically. l0: l6:It6

Q. Please turn ~- actually, please turn back to l0:l6:48

the ‘(:06 patent. I want to direct your attention l0:l6:52
IO: l6:5(>

It): 17:03
again to claim I.

A. ‘G06?

0. Yes, '606. Are you there? |0:l7:04
A. Yes. |0:l7:l0

0. Based on the teachings ofthc '606 patent,

how would a person of ordinary skill in the art

carry out the method ofclaim I of the ’606 patent?

MR. MARGOLIS: Objection. Vague. l0:l7:2l

THE. WITNESS: The same way we discussed l0: l7:52

before. You turn to an example that's taught l0:l7:54

and use that to try and make it up. l0:l8:00

Q. Take a look, ifyou would, now at the '290 l0:l8:05

patent. I believe it's Exhibit I3 in your binder. l0:l8:l0

A. Thank you. lO:l8:l5

l0:l7:|l

|0:l7:l4

l0:l7:l6

Page I07

l0:l8: 15

I0: l8:l8

l0:l8:25

Q. Let me direct your attention to column I2,

claim I. Did you consider claim I ofthc ‘Z90

patent in connection with your opinions in this
case? lO:l8:28

A. I read all the claims, yes. I0:l8:28

Q. Based on the teachings of the '290 patent. ll): I 8:30

how would a person ofordinary skill in the art make |O:l8:33

the aqueous liquid preparation of claim I ofthe 10:18:35

'290 patent? |0:l 8:39

MR. MARGOLIS: Objection. Vague. l0:l8:40

THE WITNESS: They would have to turn to I0: l8:48

the teachings in the patent and use that as it l(l:l8:49

starting point. l0:l 8:53

Q. Based on the teachings of the '290 patent,

how would a person ofordinary skill in the art use

the aqueous liquid preparation of claim I of the

'290 patent‘! l0:J9:02

MR. MARGOLIS: Objection. Vague.
Tl-ll’. WITNESS: Used in what context?

Q. lapologize. Based on the teachings ol'thc

l0:l8:53

l0:l8-.56

l0:l8:S9

l0:l9:05

I0: I 9:13

l0: 1 9:15

'290 patent, how would a person ofordinary skill in

the an use the aqueous liquid preparation ol' claim l0;l9;2l

Page 29 of 132
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I 0: l 9:24

I 0: I 9:30

IO: l9:38

I 0: I 9:42

l0: l9:S4

l oi’ the '290 patent for ophthalmic administration’?

A. In a patient -- they would -- I guess. take

the example which they felt was of interest or more

liltely take a range oi‘ fonnulations. prepare them.

and then have to test them appropriately for

stability. I0:20:0(l

Q. Take a look. if you would, at column I4 of

the '290 patent and let me direct your attention to
claim 26. l0:20:09

Did you consider claim 26 of the '29O patent

in connection with your opinions in this case’!

A. I certainlyditt, yes. I0:20:l7

Q. Okay. Based on the teachings of the '290

patent, how would a person of ordinary skill in the

art make the aqueous liquid preparation ol‘claim 26

ofthe '290 patent‘? l0:20:26
A. I don't know if "make" is the word I would

use. lbelievc that is a test. Once they have made

the preparation, they would have to, according to

this, make a preparation for claim I. We've
discussed that. And then check that that

preparation fultills the El’. criteria B of the

l0:20:0(l

|O:20;05

l0:20:l3

|0:20:I5

10:20:13

10:20:20
10:20:23 2

10:20:32

l0:20:34
10:20:33

l0:2(l:43 E
|0'.20:47

l0:20:50

Page I09 ti

European Pharmacopeia. I02 I :02

Q. Would that be a fairly straightforward test‘! l0:2l :08

MR. MARGOLIS: Objection. Vague. l0:2l :l I

THE WITNESS: 1 don't know what a Fairly l0:2l:lS

straightforward test is. it's a standard l0:2l :l7
test. l0:2l :20

Q. Would it be a fairly straightforward or

standard test based on the teachings of the

patents-in-suit? l0:2l:24

A. Well, somebody ordinary skilled in the art l0:2 l :25

\vuuld obviously go to the European Pharmacopeia and I021 :3t

check the criteria, because that would obviously be l0:2l :36

their responsibility. and follow the protocol that's l0:2l :40

there, the more detailed protocol. This is only an l0:2l:46

abstract ofthe protocol. l0:2l :49

0. Based on the teachings ofthe '290 patent, l0‘2l-SI

how would a person of ordinary skill in the art use l0:2l :54

the aqueous liquid preparation of claim 26 of the l0:2l;56

‘290 patent as an ophthalmic formtilation? l0:22:00 ‘

MR. MARGOLIS: Objection. Vague. Lacks 10:22:06
foundation. 10:22:09

THE WlTNESS: I don't believe anybody

l0:2l:20

l0:2l:22

lO:22;l0

28 (Pages l06 to I09)

202-347-3700



M. Jayne Lawrence

2ooeqa~u=.r>w~—

IQ.)----———-—-—-—--4'-"b\O0OQO\kltbbJlQ—‘©c°°‘Ja“"“h"""’-'
id 10

866-928-6509

September 4, 2015
Scnju Pharmaceutical Co.. LTD.. et at. v. Lupin. LTD.. and Lupin Pharrnaceuticat. Inc..

Page I 10

would use that fomtttltttion in isolation of 10:22:26

just doing that test. They would have to do 10:22:29

a test to satisfy themselves that it is 10:22:33

suitable for ophthalmic use. 10:22:35

0. And what test would they do? 10:22:38

A. We've already discussed a little bit about 10:22:42

the neccssttry range ofstability tests that they 10:22:47

would have to do. This preservative test would 10:22:52

complement the whole ralt ofstability tess that 10:22:58
would be needed. 10:23:01

Q. Take a look, ifyou would, at the ‘I31 patent

now. 11 should be the next exhibit in your binder.

Lcl rm: tlitcct your attention to column 14. claim 25.

A. Okay. 10:23:19

0. How would a person of ordinary skill in the

art make the aqueous liquid preparation of claim 25

o1‘the'13l patent‘! 10:23:26

MR.MA1{GOL1S: Objection. Vague.

THE WITNESS: Well, the answer -— if 10:23:36

somebody was using this patent, they would go 10:23:39 20

to the examples, produce a variety of 10:23:41

fonnulations to their preferred 10:23:46

\ODO\lC7‘Elt~L‘-Lo-t1\)—'
10:23:01

1(1:23:05

10:23:10 13

10:23:20

10:23:23

10:23:30

Pagelll

specification. if they looked promising, 10:23:50

they would then start to test those 10:23:52

forntulations with respect to stability which 10:23:54

would include, but not totally be, 10:23:57

preservative stability. And they would go to 10:24:02

the liuropean -- uh, the U.S. Phannacopeia and 10:24:05

get the full detailed methods for -- because 10:24:10
these are not detailed methods. These are 10:24:16

incomplete And then they would realize 10:24:18

there was some discrepancy here. 10:24:21

0. How would a person of ordinary skill in the 10:24:23

an use the aqueous liquid preparation of claim 25 10:24:25

of the ‘I31 patent as an ophthalmic fonnulation? 10:24:29

MR. MARGOLIS: Objection. Vague. 10:24:34

THE WITNESS: They wouldn't use it 10:24:39

unless they perfonnod a whole rail of other 10:24:44
tests to ensure that it is suitable for 10:24:47

ophthalmic use. 10:24:50

0. Based on the teachings ofthe '1 31 patent.

how would a person of ordinary skill in the art use

the aqueous liquid preparation ofelaim 25 ofthe

‘I31 patent? 10:25:01

Z;'.E§E';:5~coc\ta~u..at.a~—
:no

3;10:24:52

10:24:56

10:24:58 21
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MR. MA RGOLIS: Objection. Vague. 10:25:04 V

T111: WITNESS: I think somebody who is 10:25:21

ordinary skilled in the art would be 10:25:23
concerned that the formulation doesn't have 10:25:29

the full raft ofstahility tests that you 10:25:32

would need to ensure something was suitable 10:25:39
10:25:42

10:25:45 ;

10:25:48 ;
10:25:51 1

for ophthalmic use.

Q. Based on the specification ofthe ‘I31

patent, how would at person ofordinary skill in the

on make the aqueous liquid preparation o1'c1aim 25

ofthc '13l patent‘? 10:25:53

MR.MARGO1.1S: Objection. Vague.

T11[i WITNESS: I thought I answered this.

They would go to claim 1, make some
formulations which falls within the

specification that they were interested in.

Assuming some of those fonnulations locked

promising from the initial screen, they would

do a more detailed screening and do some 10:26:25

stability tests which would include the 10:26:28

preservative tests. 10:26:31

Q. So, could you turn back to the '290 patent

10:25:57

10:26:05 ‘

10:26:07

10:26:] I

10:26: 15

10:26:20 1
10:26:23

10:26:38

please? 10:26:42
A. Yes. 10:26:43

Q. Let me direct your attention to column 7 and 10:26:56
10:27:0

10:27:10
Experimental Example 1. Did you review Experintental

Example I in connection with your opinions in this
case? 10:27:12

A. 1 did. 10:27:12

Q. Under Table 1. the paragraph reads, "The

remaining rate percent in the above Table 1

indicates values obtained by correcting tnoisturc

vaporization from the container. As is apparent

from Table 1, stability test was carried out under

the conditions of pH 7.0 at 60 degrees Celsius for

four weeks, and sodium 2-amino-3-(4-bmmobenzoyl)

phenylacctate in each eye drop was stable in the

order o1'tyloxapo1—containing preparation greater

than polyoxyl 40 stcarate-containing preparation

greater than polysorbate 80-containing preparation."

Do you see that? 10:27:59
A. 1 do. 10:28:00

Q. Does Experimental Example 1 ol‘thc'290

patent teach that fonnulatinn A-03 was stable within

10:27:13

10:27:17

10:27:21

10:27:24

10:27:27

10:27:31

10:27:3 ‘

10:27:45

10:27:47

10:27:51

10:27:56

10:28:01

10:28:04
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the meaning ofthe claims? lll:28:07 0. Well. 1et'stakc a look at Table 2 in 10:32:06

A. It's my understanding from the claims. no. 10:28:12 lixperirnental Example 2 and lbrmulaliun /\-04. 10:32: I I

bcenttse tl1e.y're quite -- it's ditilicult to I'ollo\v. 10:28:18 _ Does lixperintentttl l-Ixantple 2 ol'thc '290 10:32:16 7

Just let me turn to my -- so, as I've said in my 10:28:23 patent teach that furmrilatinn A-04 was stable within 10:32:19

report, it discusses an order ofstability. but it 10:28:40 the meaning ofclaim 8 o1'tlte '290 patent? 10:32:23

doesn't discuss an absolute stability. 1t doesn't 10:28:44 A. I believe it does. 10:32:34

say in the -- in this patent here. it doesn't say 10:28:53 Q. ls the concept ofstubility in the 10:32:36

what remaining rate is required for stability. 10:28:57 patents-in-suit directed to the physical stability 10:32:39

Q. 1.et me direct your attention then to claim 8 10.29.01 or the cltctnicnl stability oI'the claimed aqueous 10:32:41

o1'thc'290 patent. Do you see that claim 8 ofthe 1(l:29:05 liquid preparations’? 10:32:45

‘Z90 patent has a clause that says, "wherein the l0:29:I I A. It's quite vague because it does -- just let 10:32:51

stable aqueous liquid preparation is characterized 10:29:14 me lind something. l'm sony. 10:32:58

in that greater than about 90 percent 01‘ the 10:29:17 Q. Tell me when you're ready. I'll be happy to 10:33:27

original amount o1'the first component remains in 10:29:20 reask the question. 10:33:29

the preparation alter storage at about 60 degrees 10:29:23 A. Sorry. 10:33:30

Celsius for four weeks"? 10:29:27 Q. That's all right. 10:33:31

A. Okay. 10:29:28 A. 1can‘t Find in this patent the bit l'm 10:33:32

Q. Do you see that? 10:29:29 looking for. l'm sorry. 10:33:36

A. Yes. 10:29:31 Q. Take your time. Tell me when you're ready. 10:33:37

Q. Does Experimental Example I of the '290 10:29:31 A. 1 think this patent is vague with respect to 10:34:11

patent teach that fonnttlation A-03 was a stable 10:29:35 21 stability. 1 don't think it's explicit in what it 10:34:15

within the meaning ofclaim 8 of the '290 patent? 10:29:38 22 teaches because part of the goal was to ensure that 10:34:20

\“a®\lG‘lltJ>.oJts.I—-
5

_.

$333335
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MR.M/XRGOLIS. Objection. Vague. 10:29:43

'11 IE WITNESS: l'm really, really Sony. 10:29:46

You were too quick for me then. 10:29:48

Q. Okay. 10:29:48

A. Can you say it again‘? 10:29:50

Q. lean repeat. 10:29:50

A. Thank you. 10:29:51

the preservative kept its —- its intended, or 10:34:26

disclosure was that they found the preservative kept 10:34:31

its elfect. And there was no precipitate, which is 10:34:35 '

possibly chemical, possibly physical stability. 10:34:40

There is some indication of chemical stability here, 10:34:44 i

but it doesn't define properly under what conditions 10:34:48 1

you're looking at it. I think it's vague. 10:34:53

Q. Certainly. Does Experimental Example 1 of 10:29:52 Q. Do Experimental Examples 1 and — sorry -- 10:34:56
the ‘Z90 patent teach that lonnulation A-03 was 10:29.54 let me strike that and try again. 10:34:59

stable within the meaning of claim 8 of the '290 10:29:59 Do Experimental Example 1 and Experimental 10:35:01

patent? 10:30:03 Example 2 in the patents-in-suit deal with physical 10:35:05 I

MR. MARGOLIS: Objection. Vague. 10:30:09 or chemical stability? 10:35:07 1
THE WITNESS: Okay. So. ask me the 10:31:23 A. Sorry. This is Experimental -- this is on 10:35:15 I

question again? Sorry. 10:31 :24 page 7 -~ column 7'? 10:35:18

0. Sure. Does Experimental Example 1 ol‘ the 10:31 :26 0. Correct. Columns 7 and 8. 10:35:20

"290 patent teach that formulation /\-03 was stable 10:31 :29 A. Okay. That deals with chemical stability, 10:35:24

within the meaning ofclaim 8 nfthe '290 patent? 10:31:33 but only as far as it does also indicate there's 10:35:48

MR. MARGOLIS: Objection. Vague. 10:31:38 some physical component to it because it's 10:35:54 I

THE WITNESS: A-O3, you said? Yes. 1 10:31 :43 correcting for moisture vaporization from the 10:36:03 1

thought you said example one before. l'm 10:31:51 container. 10:36:08

SOIT)’. Okay. It is vague, the lower limit. 10:31:52 Q. Aside from the correction for moisture 10:36:09

but 1 would say that probably. 10:31:59 vaporization from the container, do Experimental 10:36:12 .

...._._._...._._.._. \.g\U.;;t_,.;k;_c~DDO\lG\l.It~Ab-IN- ~OO0\10\U\.hL;-AN-
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A. 1 guess so. yes.

patient?5'c>ct\IO~Ln.X‘.-.4-at»:-
question anyway.

...

«Ta

5

I understand. 1'm sorry.
3

3

:1 A. Um-mm.

I\)Y\Jl~J-—-—-M--o~o:>c
Celsius."

€fl\10‘Ln4‘—LdlQ—-
measured."

Do you see those sentences?
A. Yes.

Example 1 and Experimental Example 2 in the

patcnts—in-suit deal with chemical stability’?

Page I 18

10:36:17

10:36:19

10:36:37

0. Do you know how the aqueous liqttid

preparations disclosed and claimed in the

patents-in-suit regulate the dose ofdnig to the
10:36:46

MR lv1ARGOl.lS: Objection. Vague.
TllE WITNESS: 1 don't understand that

10:36:38

10:36:41

10:36:43

10:36:47

10:36:53

10:36:54

10:36:55

10:36:59
Q. What don't you understand about it?
A. How can the lbnnttlation -— how can the

fonnulation that is rcgulatcthc dose. 1 don't 10:37:O

10:37:06

10:37:07

10:37:17

10:37:20

Q. Take a look at the first sentences above

Tables 1 and 2 ol‘ the ‘Z90 patent.

Q. And it says, "Four eye drops of sodium

2-amino-3-(4-bromobenzoyl) phenylacetate comprising

the components as shown in Table 1 were prepared,

filled respectively into it polypropylene container

and subjected to stability test at 60 degrees

10:37:35

And then the sentence above Table 2 says,

"Five eye drops of sodium 2-amino-3-(4-

bromobenzoyl) phenylacetate comprising the

components as shown in Table 2 were prepared, filled

respectively into a polypropylene container and

preserved at 60 degrees Celsius for four weeks, and

then the content of 2-amino—3-(4-bromobenzoyl)

phenylacctic acid and the pH in each eye drop were

3

10:37:21

l0:37:2

10:37:29

10:37:32

10:37:35

10:37:39

10:37:43

10:

10:37:54

10:37:57

10:38:01

10:38:07

10:38:09

10:38:10

10:38:12

Q. Do the -— does —- sony. Let me strike that
10:38:14

Does the spccilication ofthc patents-in-suit

state that Experimental Examples 1 and 2 were

carried out using polypropylene containers?

and try again.

A. Yes. 10:38:24

Q. What are polypropylene containers?

A. They're effectively a plastic container. I

assume -- there are diliferent types of

10:38:

10:38:

10:

Page 1 19

37:46

10:37:50 E:s~DOc~10’\U.kt.ur~.J-—-
I2

14

38:17

10:38:21

10:38 :25

10:38:29

10:38:36

polypropylene, so you would need more information

866-928-6509
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Page 120

10:38:42

10138147

10:38:52

10:38:54

10:38:58

10:38:59

obviously. 11's :1 type ofplastic. It would be

normal for eye drops to be in a -- if thcy're in a

plustic container. normally in one that you could

use to squeeze -- to drop out the eye drops. 1

don't know. It doesn't say what type of

polypropylene. 1 don't know what plasticizers are

there or anything. 10:39:01

1), Would 11 person ofnrdinary skill in the an 10:39:01
10:39:04

10:39:06 ‘
rcrtdily understand how to use a polypropylene

container to carry out Experimental Examples 1 and
2'? l0:39:1 1

MR. MARGOIJS: Objection. Vague.
T11[iWl'1'NESS: These are not standard

tests. T|tL:y'rc not standard stability tests.

A standard 1Cl1 stability test or regulatory

test would have a very prescribed way of

doing a stability test. There was no mention 10:39:36

here about controlling external humidity, how 10:39:40

you hear them up or anything. So, it is 10:39:45

vague. 10:39:49

0. Well, my question is a little simpler --
A. Yeah. 10:39:49

10:39:16

10:39:19

10:39:20

10:39:26

10:39:32

10:39:49

Page 121

Q. «- actually. 10:39:51

Would a person ofordinary skill in the art 10:39:51
10:39:53

1 0:39:56
readily understand how to use a polypropylene

container to carry out Experimental Examples 1 and
2? 10:40:00

MR. MARGOLIS: Objection. Vague. 10:40:00

'l’Hl-LW1'1'Nl£SS: I thought I answered that. 10:40:01

Sorry. There's no specification on the 10:40:05

polypropylene bottle, so that would be 10:40:14
initial concern. There's no discussion when 10:40:20

you make these formulations as to whether you 10:40:28

sterilize them before you put them in thc 10:40:31

bottle or -- so. there are things that are 10:40:33

not available so you could not be a hundred 10:40:40

percent cenain that you were completely 10:40:42

using the same protocol. 10:40:47

Q. Would a person ofordinary skill in the an 10:40:48

with several years of experience know ho\v to find 10:40:50

the infonnation necessary to use a polypropylene 10:40:54

containcrto carry out Experimental Exaniplcs 1 and 10:40:57 ._
2'? 10:41 :01

MR. MARGt')l.1S: Objection. Vague. Lack 10:41:01
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Page 122 Page 124

of foundation. 10:41 :03

T1115 WITNESS: l'rn struggling with your 10:41:06

use ol'the word use. l'm sorry. How would 10:41:09

paragraph under "l)isclosure ofthe lnvcntion" that 1():43‘l‘)

goes from line 16 through line 23? 10:43:22
A. ldo. 10:43:25

Q. Could youjust read that to yourselfaml let 10:43:25

me know when you're ready. 10:43:31

A. Dkay. 10:43:42

0. And you understand that the clrettiical name 10:43:43

2-amino-3-(4-broniobenzoyl) phcnylacetic acid is the 10:43:45
chemical name for hromfenac, correct? 10:43:52

A. Correct. 10:43:55

Q. Okay. I'll refer to it as bromfenac becatrse 10:43:55
that chemical name is a bit ol'a mouthl'u1. 10:43:57

Does the specification ofthc patents-in-sir it 10:43:59 I

state that it is an object of the present invention 10:44:01 3
to provide an aqueous liquid preparation comprising 10:44:04 _

bromfenac or a pharmacologically acceptable salt 10:44:07

they use as in -- would they just put it into 10:41:13

an -- I don't know. Is that what you mean by 10:41 :19
use? 10:4 1 :22

0. Well. let me ask it this way. Would a person 10:41:23

of ordinary skill in the art readily understand how 10:41:25

to obtain a polypropylene container to carry out 10:41:27

Experimental Examples I and 2'? 10:41:31

A. Yes. There are, olcourse, the 10:41:36
manufacturers. 10:41:39

Q. Okay. What size polypropylene container 10:41:40

would a person ofordinary skill in the art want to 10:41:42

select when carrying out Experimental Examples 1 and 10:4 1 :4
2? 10:41 :48

A. It would suggest a hundred mil, but that 10:41:49

would seem ridiculous for an eye drop formulation. 10:41:52

33.;:;;:5\')O0~l¢\t.rrAb.Its.)--
thereof or a hydrate thereof, which is stable within 10:44:] I

a p11 range giving no irritation to eyes and in 10:44:13 4

which. when a preservative such as bcnzalkonium 10:44:17 1

chloride is incorporated therein. preservative 10:44:21

clTect of the preservative does not substantially 10:44:23
deteriorate? 10:44:26

5:?Q. Why would it seem ridiculous for an eye drop 10:41 :58
fonnulation? 10:42:03

A. As you only administer one or two drops into 10:42:03

the eye possibly twice a day, you would not need 21 10:42:06

lxlhl —o
19 N’

Page 123 Page 125

A. Yes. 10:44:27

Q. Take a look, it’ you would, now down at column 10:44:27

6, lines 38 through 40. So, over to column 6, it's 10:44:32

going to be the sententx that starts "The pH"? 10:44:37
A. Yes. 10:44:41

Q. Can you read that to yourself and let me know 10:44:42

when you're ready? 10:44:44
A. Yes. 10:44:47

Q. Does the specification ol‘ the patents-in-suit 10:44:48

state that the pH of the aqueous liquid preparation 10:44:52

of the present invention can be adjusted to about 6 10:44:55

to 9, preferably about 7 to 9. especially about 75 10:44:59
to 8.5? 10:45:04

A. Yes. 10:45:05

Q. Based on the specification ofthe 10:45:06

patents—in-suit, would a person of ordinary skill in 10:45:07

the art expect that the claimed aqueous liquid 10:45:10

hundred mil. You would obviously want to do this on 10:42:09
:1 much smaller scale. 10:-12:1 I

Q. Why do Experimental Examples 1 and 2 suggest 10:42:l

using a one hundred milliliter polypropylene 10:42:17

container to carry out those examples? 10:42:20

MR. MARGOLIS: Objection. 10:42:23

Mischaraetcrizcs her testimony. 10:42:24

Q. You may answer. 10:42:27

A. 11 doesn't say anything else. 1 mean. it 10:42:29

doesn't even say polypropylene dropper bottle, which 10:42:32
is what 1 -- or container. which is what I would 10:42:35

normally expect. 10:42:38

Q. What shape polypropylene container would 9 10:42:39

E;:):EOO0~.lO‘oLlI-BLoJt\J-- 'E:r:a:5~ooc~ta~t.nAwrq—-
person ofordinary skill in the art want to select 10:42:42

5 Gwhen canying out Experimental Examples 1 and 2? 10:42:44

MR. MARGOLIS: Objection. Lacie 10:42:50
foundation. 10:42:51

THE WITNESS: Something that is the same 10:42:52 preparations are stable within the especially 10:45:13 .

shape as a normal eye drop bottle. 10:42.57 preferred pll range of about 7.5 to 85? 10:45:15 i
Q. Take a 1001:, ifyou would, at the '290 10:42:59 MR. MARGOLIS: Objection. Vague. 10:45:20

patent. column 2, line 16. And I want to read to 10:43:03 THE WITNESS: Ask the question again? 10:45:24

you the paragraph" well, actually, do you see the 10:43:18 . 10:45:26

._.__._. xoocqo $335
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10:45:26

10:45:28

10:45:30

Q. Sure. Based on the specification oftltc

patents-in-suit, would a person ol'o1dinaty skill in

the art expect that the claimed aqueous liquid

preparations are stable within the especially 10:45:33

prefencd pH range ofabout 7.5 to 8.5? 10145356

MR. MARGOLIS: Objection. Vague. Calls 10:45:41
l(l:45'4.‘l

10:45:55

10:45:58

10:46:10

10:46:13

for speculation. Compound.

THE WITNESS: Not necessarily. no.

Q. Take a look. if you would, at the Abstract.

And it'you would just read the entirety ol‘t|tc

Abstract to yourself andjust let me know when

you're ready. 10:46:15

A. Okay. 10:46:43

Q. Does the first sentence of the Abstract of

the patents—in-suit state that an aqueous liquid

preparation of the present invention containing

bromtenac and tyloxapol is stable‘? 10:46:52
A. Yes. 10:47:01

Q. Do you have any basis to disagree with that
statement? 10:4705

A. At the moment with an Abstract there's

insufficient information to make that, so no.

10:46:44

10:46:47

10:46:50

10:47:02

10:47:06

10:47: 10

Page I27

10:47:13

10:47; I 9

10:47:31

Q. Take a look, ifyou would, at the '290

patent, column 2, lines 6 through 12. Read that to

yourself and let me know when you're ready.

A. Okay. 10:47:49

Q. Does the specification of the patents-in-suit

state that the prior art references identified in

the patents-in—suit provide no disclosure that alkyl 10:47:58

aryl polycther alcohol type polymers or polyethylene 10:48:02

glycol Fatty acid esters are able to stabilize an 10:48:08

aqueous liquid preparation of bromfenac and inhibit 10:48:] 1

decrease in preservative effect of bcnzalkonium 10:48:15

chloride and other quaternary ammonium compounds‘? 10:48:l

MR. MARGOLIS: Objection. 10:48:21

Mischaracterizing the documents. 10:48:23
THE WITNESS: It does. 10:48:24

0. Do you have any basis to disagree with that 10:48:25
statement? 10:48:28

A. Let mejust have a think. 10:48:29

So, the question was do I have any -- 10:49:07

Q. Basis to disagree with that statement‘? 10:49:09
10:40:16

10:49:20

10:47:50

l0:47:54

A. When you say "basis," based on this
infomtation here or other information?

Page 34 of 132
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Q. Do you have any basis at all to disagree with 10:49:24
that statement’? 10:49:27

A. I don't think this -- thatl have enough 10:49:34

in|‘orntaIion here to say one way or another. 10:49:36

0. Take a look. ifyou would. at lines 63 to 64 10:49:39

in column 2. 1! status with a number 3 and it says, 10:49:44

"The aqueous liquid preparation" -- I apologize. 10:40:52
A. Yeah. 10:49:52

Q. So. it's actually 62 to 64. 10:49:56

A. That's okay. 10:49:58

Q. And read that to yourself, ifyou would, and 10:49:59

lct mt: know when you're ready. 10:50:01
A. Yes. 10:50:10

Q. Is tyloxapol an example ofan alkyl aryl

polyether alcohol typc polymer?

A. Yes. That's one way you can call it, one way

of describing it. 10:50:22

Q. Is tyloxapol a polyoxycthylene sorbitan

n-acyl ester? 10:50:30
A. No. 10:50:30

Q. Take :1 look actually, if you would. at

paragraph 60 ofyour declaration. It's on page 16.

10:50:11

10:50:16 ,
10:50:13

10:50:23

10:50:31

10:50:34 yl

Page 129

A. Okay. We got it. 10:50:47

Q. Okay. Andjust a minute ago we read the 10:50:48

Abstract of the ‘Z90 patent. 10:50:50

Do you remember that’? 10:50:52
A. Yes. 10:50:53

Q. And in paragraph 60 you quote the Abstract in

your "Sec c.g." citation and you say, "An aqueous (I
liquid preparation of the present invention 10:51:02 '

containing 2-amino-3-(4-bromobenzoyl) phenylacetic 10:51 :0
10:51:09

10:51:13 :

10:50:53

10:50:58

acid or its pharmacologically acceptable salt or a

hydrate thereof, an ulkyl aryl polyethcr alcohol

type polymer such as tyloxapol, or a polyethylene 10:51:17

glycol fatty acid ester such as polyethylene glycol 10:51:21 '

monostearate is staple." 10:51:25 '

Do you see that? 10:51:26
A. Yes. 1051227

Q. You provide no basis for disagreement with
that statement. 10:51:29

Do you see that? 10:51:30 :

MR. M/tRG0l.lS: Objection. Vague. 10:51:37
THF-_ WITNFSS: 1 provide no basis -— that 10:51:38 "

10:51:40

10:51:27 1

was not the point of that statement.
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preparations of the patents-in-suit‘? 10:35:09

A. Not specifically, no. 10:55:12

Q. Could an aqueous liquid preparation of 10:55: 17

brom Fenat: have sufficient preservative et'tioac.y as 10:55:22

on eye drop without containing benzalkoniurn 10:55:25
chloride? 10:55:31

MIL MARGOLIS; Objection. Vague. Luck 10:55:31
of Foundation. 10:55:47

THE Wl'1NESS: I'm softy. I'm going to 10:55:48

have to take my time answering this one. 10:55:55

Apologies. Without referenccto what is 10:55:58

written in the patents elsewhere, 1 would say 10:56:37

that without a preservative in the 10:56:42

formulation, it would not he possible to 10:56:46

produce an eyedroo that's preserved 10:56:50
brontfcnac. 1 0:56:55

Q. My question is a little different. Could an 10:56:55

Q. You provide no basis for disagreement with 10:51:42

that, do you‘? 10:51:44

A. 'I'11at's just bizarre because the point of the 10:51:45

-statement was to taik about there's no clarity 10:51:49

around the meaning ofstability. I wasn‘t' dealing 10:51:32
with whether or not that statentent is correct. Fm 10:51 :57

just saying that statement has no -definition of 10:52:00

stability. 10:52 :04

Q. Do youprovide any basis For disagreement 10:52:04

with that statement anywhere in your declaration? 10:52:06
A- 1 would have to have a look. 10:52:l 1

Okay. I was asked to particularly look at 10:53:26
claim construction. ldon't consider that to he 10:53:30

part ofclaim construction. It is in my report 10:53:32

because it's actually demonstrating that it's :1 10:53:35

supporting statement that indicates they don't 10:53:38

define stability clearly. 10:53:41

VO0CI--lG\UtJLLaJt‘J-- .':'5~¢'-‘Do--.|t:'\1...lI-t‘=n|.4.It~..|—
o—-_.._t.—-na-._. '-Jflhlafl-BL:-li'.\.)

Q. You provide no basis for disagreement with 10:53:42 aqueous liquid preparation of hromlenac have 10:56:56

that statement anywhere in your declaration, 10:53:44 su llicient preservative efticacy as an eye drop 10:56:53

correct? 10:53:41’ without containing benzalkonium chloride‘? 10:57:01

A. The statement is onlythere because it's to 10:53:48 MR. MARGOLIS: Objection. Vague. 10:5'.'-‘:05

support the discussion about stability. 10:53:51 TI~IE WITNESS: The simple answer. which 10:57:01‘

Page 131

Q. You provide no basis for disagreement with. 10:53:53
that statement. correct? 10:53:55

A. The point of this declaration was to look at 10:54:00
claim construction. 10:54:04

Q. Doctor. I will ask you again. You provide no 10:54:05

basis for-disagreement with that statement, correct? 10:54:07

A. I provide no basis for agreement with that 10:54:09 _-Z
statement either. 10:54:13 THE WITNESS: There are several answers 10:57:36 i

Q. Okay. Take a look, ifyou would. at tho — 10:54:13 to that question. The most -- ifyou were 10:57:54

back to the ‘290 patent, Experimental Example 3. 10:54:17 going to optimize your fonnulation, you would 10:57:58

You considered Experimental Example 3 in connection 10:54:3 do formttlation optimization and test it with 10:58-:01

with your opinions in this case, correct? 10:54:33 preservative —- against appropriate -- 10:58:04

A. Yes. 10:54:35 sorry -- doing appropriate -- doing 10:58:08

Q. Does Expetirnental Example 3 address 10:54:39 appropriate cornpendial tests to ensure it has 10:58:12

preservative efficacy of the aqueous liquid 10:54:41 appropriate preservative activity. 10:53:17

preparations of the patents-in-suit? 10:54:44 Q. Did you have anything else to provide? 10:53:26

A. Sorry. This is Experimental Example 3'? 10:54:48 A. Well, the bottom line is it is vague and 10:58:23

Q. Correct. 10:54:51 answering, you know, if it's — perhaps ifyou took 10:33:35

A. You're asking me does it address preservative 10:54:52 an example they took the preservative out, 10:58:33

etlicacy? 10:54:55 henzalkonittm chloride out, you would have to do 10:58:41

Q. Correct. Does Experimental Example 3 10:54:50 tests to ensure it had preservative activity. 10:58:44

address preservative efficacy of the aqueous liquid 10:54:59 i ' Q. Take a look back now at your decimation, if 10:58:41?

sounds a bit fiicetious, is ifyou had in 10:57:15

dillerent preservative, of course. 10:57:18

Q. How would a person of ordinary skill in the 10:57:20

art determine whether an aqueous liquid preparation 10:57:22
of bromfenac without benzalltonium chloride have 10:57:25 -

sufficient preservative eflicacy as an eye drop? I0:S')‘:29
MR. MARUOLIS: Objection. Vague. 10:57:32undo-.:a\t.n-th-MM-
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10:53:50

10:59:04

10:59:07

you would, on page 5. paragraph 17, please. If you

would just read that paragraph to yourself.

Actually, I'm sorry, I think you're on the wrong-

page. 10:59:09

A. Oh. sorry. 10:59:09

Q. So, page 5’? 10:59:10

A. Oh. right. Okay. Sorry. What number did

you say‘? 10:59:14

Q. Paragraph 17. It's Section 111. Materials 10:59:14

Reviewed. Just read that to yourself and let me 10:59:17

know when you're ready. 10:59:20

A. Ready. 10:59:34

Q. Okay. Which document or documents do you

consider most important to your opinions in this
case? 10:59:40

MR. MARGOLIS: Objection. Vague.

Compound. 10:59:44

Q. You may answer, 10:59:45
MR. MARGOLIS: And lacks foundation.

THE WITNESS: In terms ot'1hc court,

it's obviously the intrinsic evidence, which

would be the claims themselves and patent

10:59:10

10:59:35

10:59:37

10:59:42

1 0:59:50

1 I :00:01
1 1:00:03

1 1:00:05

3536-EGEJEEGZS-owumuAwM—
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specification and the prosecution history. 11:00:08

Q. Which document or documents do you consider 1 1:00:10

least important to your opinions in this case‘? 1 1 :00:l3

MR. MARGOLIS: Objection. Vague. 1 1:00:16

Compound. Lacks foundation. 1 1:00: 18

Q. You may answer. 1 1 :00:20

A. That would be very difficult because that 11:00:21

would depend what the intrinsic evidence was. 1 1:00:24

Q. Which document did you consider first in 1 1:00:22

connection with your opinions in this case? 1 1:00:30

MR. MARGOLIS: Objection. Vague. 1 1:00:33

Compound. 1 1:00:35
THE WITNESS: "I111: first documents to do 11:00:40

with this case that I read were the patents 1 1:00:43

themselves, the whole specifications. '1 I :00:46

Q. From whom did you obtain the documents that 1 1:00:48

you considered in connection with your opinions in 1 I:00:5 I
this case‘? 1 1:00:53

MR. MARGOLIS: Objection. Compound.

Vague. 1 1:00:56

Q. You may answer. 1 1:00:58

A. The attorneys.

n_nn.—n.nl—II—|I—Il—Il—t|—lw-A \fl@~JG‘\UI-lb-UJl’\J-|$*\DOO*-lC.l‘U‘-5‘-'-‘*’I"-““
1 1:00:54

l\Jt~Jl~J IQ-—-S
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11:01:04 I
11:01:09

0. And in your previous answcr when you said the

patents themselves with the whole specifications

were the documents that you considered first in 1 1:01:13

connection with your opinions in this case, you are 1 1:01 :15

referring to the patents-in-suit, correct? 1 1:01 :17
A.1am. 11:01:19

MR. I-LASFORD: It looks like we're about 11:01:22

ready for another tape change. Is this 11 1 1:01:23

good time for a break? 1 1:01 :26
A. This is an excellent time for a break. 1 1:01 :27

THE VIDEOGRAPHER: The time is 11:01:31

approx hnateiy 11:02 a.m., Friday, September 1 1:01:36

4, 2015. This is the and of tape number two 1 1:01 :45

of the videotaped deposition of Dr. Jayne 1 1:01 :48
Lawrence. We are off the record-. 1 1 :01 :51

(Recess from 11:02 to 11:21.) 11:01 :53
THE VIDEOGRAPI-IER: The time is 1 1:19:13

approximately 11:21 a.m., Friday, September 11:19:58

4, 2015. This is tape number three of the 11:20:05

videotaped deposition of Dr. Jayne Lawrence. 11:20:08
We are back on the record. I 120:! 1

BY MR. HASFORD: 1 1:20:13

Page 137 '

11:20:13 -

1 1:20: 1 6

11:20:21 '.
11:20:23

11:20:25 '
11:20:28 _

1 1:20:11 1

Q. Turn ifyou would, Doctor, to page 5 of your

declaration and look at paragraph 18. It says, "I

understand that for claim construction purposes. the

Court will look to the meaning a person having

ordinary skill in the art at the time of the

invention would have ascribed to disputed claim

terms, in View of the specification and prosecution

history." 1 1:20:34

Do you see that? 1 1:20:34
A. I do. 1 1:20:35

Q. Do you have an understanding of the 1 1:20:35

significance of the plain language of the claims for 1 1:20:37 1'
claim construction purposes? 1 1:20:40 '

A. I do. 11 :20:43

Q. What is your understanding? 11:20:44

A. I thought I put it in there. I'm not an 1 1:20:52 :_

attorney. So I have an understanding, but I - I 1 1:21:14
thought I had written it down, but] don't haveit 11:21 :1‘?
written down. 11:21:21

Q. What is your general ondetstanding of the I 1 :21 :23

sig'nificance ofthe plain language of the claims for 11:21:25

claim constmction purposes? 1 1 :21 :23

35 (Pages 1 34 to 1 3'1)
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MR. MARGOLIS: Objection. Vague.

THE WITNESS: Explain -- to me. it means

the plain and ordinary means what anybody who
is skilled in the art would understand to be

I I :2I:S7correct. Is that okay‘?

0. I‘tnjust asking for your understanding. Take

a look at paragraph I9, ifyou would. And the first

sentence says, "With respect to the level of

ordinary skill in the art at the relevant times I

applicable to the subject patents, I understand that

factors such as the education level of those working

in the field, the sophistication of the technology,

the types of problems encountered in the art, the

prior art solutions to those problems, and the speed

at which innovations are made may help establish the
level of skill in the an."

Do you see that?
A. I do.

0. What is your understanding ofthc

sophistication of the technology of the

patents-in-suit?

A Can Ijust check I've got the correct

understanding? So, you're asking me what I think of

I I 222:3 I

|l:22:33

I I:22:33

I

I I:22:36

lI:22:38

the fonnulations that are contained in the patents

at the time of the patents?

Q. I think that is generally correct. I'm just

looking for your understanding because you umd the

I 1:23:00

I I 23:01

phrase sophistication of technology here. So then

my question is what is your understanding of the

sophistication of the technology of the

patents-in~suit?

I

lI:23:I3

A. They are relatively simple ophthalmic

preparations, nothing particularly sophisticated
about the formulation at all. It contains

ingredients.

standard

I l:23:3I

Q. How complex are the types ofproblems

encountered in the art of the patents-in-suit’!

MR. MARGOLIS: Objection. Vnguc.

THE WITNESS: Could you give me some
l I :23:4lexamples ol'thc problems?

Q. Well, I'm trying to get at your statemmt

here. In paragraph I9 you say the types ofprobletns
encountered in the art.

Do you see that?

866-928-6509
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I l:22:49

Page I 38

lI:2I:3()

lI:2I:39

Il:ZI:50

I I :2l:59

I l:22:0(y

I I:22:l0

l:22:l2

I l:22:l5

I l:22:l7

I l:22:2(l

I l:22:23

1 I 22:25

I l:22:28

I

2

3

4

5

(J

7

8

9

II)

II

I2

I3

I4

I5

16

I7

I8

I9

20

2|

22

I:22:34
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I I :22:52

I l:22:55

l l:23:04

I I :23:06

I I:23.t)9

I:23:I2
‘€O¢\lO\LII&b-lI‘\)--

I I:23:I5

II:23:22

Il'7.3:25 5:5
-I

I l:23:3l

I 1:23:33

lI:23:38

I l:23:40

I

G

I l:23:43

l I 23:46

9
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A. Okay. lI'23:53

Q. So, let me ask the question again just to be
I |:23:56

llow complex me the types of problems

I I:23:53

clear.

I l:23:56

encountered in the art ol‘ the patcnts~in-suit‘? I l:2-I200

MR. MA RG()I.IS: ()bjccliott. Vague. I l:24:04

TIIE WIITIESS: I could list some examples I 1:24:07
of tbnnulations that are encountered. I I :Z4:l0

Q. Please do. I l:24:I5

A. If‘tt's a solution formulation, it's I l:24:I8

important that there are no large particulate I |:24:25
contaminants in the l'ormulation. If it's a I l24:30

suspension formulation. it's important that the l l:24:Il4

particles or the suspension are small enough and not I l:24:37 '

too large. 'Ihat could he a problem due to poor I l:24:42

stability of the formulation. So that's an example I 1:24:47

ofa type ofproblem encountered. I I :24:49

Q. Are there any other examples? I I:24:52

A. One very practical problem is getting the I l:24:56

formulation viscous cnouglt to stay in the eye but I l:25:03

not too viscous to come ottt of the eye drop bottle, I I:25:t)8

for example. I lQS:I 3

Page I41

I I :25: I 3

I I :25:l6

I I :25:24

1I:25:26

I I :25:3I

I I:25:34

Q. Are there any other examples?

A. We spoke about stability in respect to

paniculates, but there might be stability In the

container that you choose to put the fonnulation in,

there might be problems once you -- there's two

types of stability. There's the shell‘-life

stability. and then there's the stability once the l I 125139

formulation is opened, and they may be -- opened and I I:25:4I

in use, and they may be different, and that is I I:25:44

something else that you need to consider. I I:25:47

You need to make sure. you're not introducing I l:25:50

anything damaging that's going to irritate into the l |:2S:53

eye. I I 95:56
I l:2S:57

I I:26:0l

I |:26:03

I 1:26:05

I |:26:09

I I ;26:I3

I I:26: I6

I I :26: I8

I I:26:20

Q. Are there any other examples?

A. I'm sure there are, but they are the ones
that I can think oI'ut the moment.

Q. Take a look at the last sentence in the

paragraph, and it's going to be at the top ofpagc

6. The last sentence in paragraph I9 oliyour

declaration at the top ot‘ page 6, it says, "A person

of ordinary skill in the art Is also a person of

ordinary creativity, not a robot."

36 (Pages I38 to M1)
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Do you see that? I I :26:23
A. ldo. |l:2b:23

Q. Why is it significant that a person oi‘

ordinary skill in the art oI'thc patcnts-in-suit is

a person nfordinary creativity. not :1 robot’!

MR. MARGOLIS: Objection. Luck of
I I.'26'34

I I:26:35

I l:26:37

I I:26:24

I 1:26:26

I I 26:28

I I:26:32

Ihrtndation

Q. You may answer

A. The person who is skilled in the art has to

have some ability to problem—soIve once problems are

encountered with tI1c forrnulntion. They should also

be able to take ideas perhaps from one field and

apply it to another Iield. I l:26:57

Q. And when you say problem-solve, are you

refening to the problems about which you just
testified? I I 227204

A. It could be wider than that, but yes, tltat is
included. I I :27:07

Q. Okay. Take a look at page 6 of your

declaration, paragraph 20. I I:27: I 2
A. Yes. I|:27: I4

Q. Read that to yourselfand let me know when

II:2(»:47

I I:26:52

I l:26:58

I 1:27:01

I l:27:05

I I :27:08

lI:27:I5

Page I -I3

you're ready. I I:27;23
A. Yes. I l;27:24

Q. Do you cite anything in support of your

proposed definition of a person of ordinary skill in

the art of the patents-in-suit? I I:27:30
A. No. I l:27:33

Q. In proposing your definition ofa pcrson ol‘

ordinary skill in the an, did you consider the

definitions that any other experts have provided in
other cases? I 1:27:41

A. I thought very long and hard about this

definition. It comes from having experience of

something like the pharmaceutical industry at that I I :27:56

period and the average qualifications of somebody. I I:27:58

Q. Okay. My question is just a little II:28:0I

different. In proposing your definition o|‘a person I I:28:03

ofordinzuy skill in the an, did you consider the I I :28:05

definitions that any other experts have provided in I I:28:07
other cases? I I :28: I II

A. ldid not. II:28:lI

Q. In proposing your definition ofa person of

ordinary skill in the 1111, did you consider the

I I:27:24

I I:27:27

I I:27:34

Il:27:36

I l:27:38

I I :27:45

I 1:27:50

II'28rI2

Il:28:I4
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tlctinitions that any couns have adopted in other I l:28:l6
cases’! I I :28:I9

A. I did not. I I:28:2I

Q. In proposing your definition ol'a person of

ordinary skill in the art. did you consider the
cdttcation level ofthe inventors ot'the

patents-in-s11it':‘ I I:2R:28

A. Not explicitly. I I:28:38

Q. What an do you consider relevant to the

patents—in-suit’? I I:28:II2

MR. MARGOLIS: Objection. Vague.

TIIE WITNESS: So, "what alts" did you

say? I 1:29:03

Q. Yes. What art do you consider relevant to

the patents-in-suit? I l:29:06

MKMARGOLIS: Objection. Vague.

"I"HE WITNESS: It's important that the

person has a high level of understanding of

pharmaceutical science, has expertise in

formulating products, pharmaceuticals in

general, has experience of conducting a

research. ideally has experience of

I I:251':22

I I:28:24

I I:28:'-.76

lI:28:/«II

I I :29:0l

I l:29:03

I 1:29:08

I I229: I0

I I :29:I3

I I :29: I7

I 1:29:22

I 1:29:29

I I:29:32

Page I45 '3
I I 229236

I l:29:39

I l:29;43

I I'.29:47

I I:29:52

I l:29:55

I I:29:S9 V,

11:30:01

conductinga research program, which is why

we talk about the ordinary creativity because

somebody with a Ph.D. is proven to have those

skills, and somebody who has experience in

parenteral —- ideally parenteral formulation.

Q. As of 2003, would a person of ordinary skill

in the art of the patents—in-suit have been

generally aware of US. Food & Dntg Administration

regulations? I I 230204

A. They would. II:30:05

Q. In your opinion, would the inventors of the

patents-in-suit be considered persons ofordinary
skill in the art‘? I I:30:I I

MR. MARGOLIS: Objection. Lack of
foundation. I I :30: I 4

THE WITNESS: I can't answer that

question. I I:30: I6

Q. In your opinion. would the patent examiner I I:30:l7

who allowed the patents-in-suit he considered a I I:30:|9
I I 30:22

I I'30:24

I l'.30:06

I I :30:08

Il:30:I2

Il:30:|4

person of'ortIina1'y skill in the art?

MR. MAR(‘.(')l.lS: Objection. Lacks
foundation. I I 30:25

37(Pages 142 to 145)
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Page 146

I 130129

1 1:30:32

1 1:30:35

Q. Would u hiomcdical engineer be a person of I 12311237

ordinary skill in the art ofthc patctlts-in-suit‘? 1 1:30:40

MR. MARGOLIS: Objection. Vague. Calls 11:30:43

for speculation. 1 1230.45
T1113 WITNESS: I would have to look at

his CV or her CV to be able to answer that

one. I'm sorry. 11:30:53

Q. Would a medical doctor be a person of 11:30:54

ordinary skill in the art of the patents-in-suit? 1 1:30:55

MR. MARGOLIS: Objection. Vague. Calls 11:30:58

for speculation. 1 1:3 1:00

THE Wl’I'NI:'SS: I really can't answer that

one either. I suspect most medics won't be,

but then some medics could be. So [just 1 1:31:07
can't answer. I don't have the information 1 1:31:10

in front ofme to do that. 11:31:14

Q. Do you know Dr. Robert 0. Williams, III?
A. No. 11:31:19

Q. Take a look, il'ymr would, at again page 6 of

THE WITNESS: I have no experience of

the education level ofthc person working in

the patents office, so I can't answer.

I 1:30:47

I 1:10:50

11:31:01

11:31:04

11:31:15

11:31:19

Page 147

11:31:25

11:31:28

11:31:30

11:31:34

11:31:37

11:31:40

11:31:44

11:31:46

11:31:48

your declaration. at now paragraph 23. In paragraph

23 you state, "I understand that to detcmrinc how

the skilled person would have understood disputed

claim language, courts First look to the 'intrinsic

evidence,‘ the words of the claims themselves, the

patent specification and the prosecution history. I

understand that statements in related patent

applications can also be relevant to claim
construction."

Do you see that? 11:31:49
A. ldo. 11:31:49

Q. Do you have an understanding ofthc plain and 1 1:3 1 :50
1 1:31:53

1 1:31:55
ordinary meaning n1‘the claims ofthc

patents-in-suit?

A. I thought you already asked that --1 11:31 :56
answered that. lbelieve I do. 11:31:59

Q. What is your understanding ofthc plain and I 1:32:01

ordinary mean ofthc claims of the patents-in-suit‘? 1 1:32:04

MR. MARGOLIS: Objection. Compound. 11:32:07

Vague. 1 1:32:09

Q. You may answer. I 1:32:10

A. My understanding ofthat is you take the I 1:32:14

Page 39 of 132
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11:32:19

11:32:23

11:32:26

11:32:33

claims and putt them into context oflhe cm1'ect—-

I'm not going to explain this very well -- in the

con-cct science or understanding at that time.

Q. And what is the correct science or

understanding as of20ll3 in your view with respect

to the patents-irt-suit? 11:32:39

A. That is a very wide question. It would 1 1:32:42

depend, obviously, on the particular aspect of the I 1:32:46

patents you're looking at. 1 1:32:50

Q. What aspects could it touch on? 1 1:32:51

A. Again,lhat is very wide. I don't know what 11:33:04 ,

you mean by what aspects could it touch on? Sony. 11:33:08 0

It's just too vague for me to answer. You need to 1 l:33:l 1

be tnore specific. 11:33:14

0. Well, as of2003, what is -- let me strike
that. 1 133218

What is your understanding 01‘ the state of

the an as 012003 with respect to the 1 1:33:21

patents-in-suit’? 1 1:33:24

MR. MARGOLIS: Objection. Vague.

THF. WITNESS: That is really hard to

answer. I'm not certain what you are asking

11:33:14

11:33:18

1 1:33:27

1 1:33:34

11:33:36

Page 149 0

me. What aspect of the patents you arc 1 1:33:40

asking me about. 11:33:42

Q. Well, I‘m asking you about the patents as a 1 1:33:43

whole now. What is your understanding of the state 1 1:33:46

of the art as of 2003 with respect to the l 1 233248

patents-in-suit’? 1 1:33:50

MR. MARGOLIS: Objection. Vague.

Tl-IE WI'I'NESS2 It scents like you're

asking me about the sophistication and the

technology. -1 1:34:04

Q. Is that your understanding of the state of
the an‘? 1 1:34:08

A. That is part nfthe state nfthe an. It's

not completely the state of the art.

Q. So, what is your understanding of the state

of the art as of 2003 with respect to

I I 133253

11:34:00

I 1:34:02

1 1:34:06

1 1:34:09

I 1:34:16

11:34:18

I 1:34:21

patents-in-suit‘? 1 1:34:24

MR. MARGOLIS: Objection. Vague.

THE WITNESS: I'nr really not too sure to

what you are trying to get me to answer. I

can talk about whether the patents were

particularly ground-breaking or whether they

1 1:34:25

1 1:34:54

1 1:34:58

1 1:35:01

1 1:35:03
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Page 150 Page is: ;

were mote pedestrian. W11i!1h€l"ll1l’.'.y‘ were 11:35:03‘

advancement in the knowledge. I can talk 11:35:10
about that. but 1 don't know it‘ that's what 1 1:35:13

you mean. 11:35: 15

Q. My question is a. little bit more basic. 11:35:15

Do you have an undctstanding of the state of 1 1:35:18

the art as (112003 —— 11:35:] 9

A. What people were doing1'orn1u1ations with 1 1:35:21

ophtlialinic, yeah. 11:35:24

Q. — with respect to the patents-in-Suit? 11:35:24

A. What people -- I understand what people were 11:35:26

doing with ophthalmic preparations, yes. 11:35:28

Q. And what is your understanding? 11:35:30

MR. MARGDLIS: Objection. Vague. 1 1:35:32

THE WITNESS: So, the state oftlte art 11:35:35

at the time, people were really starting to 11:35:37

look at more novel formulations to improve 11:35:41]

delivery to the eye. The formulation we have 1 1:35:44.

here is not particularly exciting in terms of 1 1:35:47

novelty. 1 1:35:52

Q. Do you have any reason to dispute that the 1 1:35:53

forrnularions of the patents-in-suit are novel? 1 1 :35:57

patents-in-suit in light ofthc prosecution '1 1:37:30
histories‘? 1 1:37:32

A. Sorry. You have to ask that question again. 11:37:36

Q. Okay. Well, actually. let me -— you Il:3?:38'

mentioned the prosecution -- 1 1:37:40
A. Yes. 11:37:40

Q. - history in paragraph 23. Do you see that‘? 1 1:37:41

is it proper For a person of ordinary skill in the 11:37:43

art to interpret the claims ofthe patents-in-suit 11:37:45

in light ol' the prosecution histories? '1 1:3 7:48

A. I believe it is, yes. 11:37:50

Q. And then in the last sentence in that 1 1:37:52

paragraph you talk about related patent l I :37:54

applications. 1 1:37:58

Do you see that? 1 I ;3?:59
A. Yes. 1 1:37:59

Q. And do you understand that claims in related 1 1 :3 8:00

patents can also be relevant to claim construction? 1 1:38:02
A. Yes. 11:38:05

Q. Take a look now at paragraph 24. 1 went to 11:38:05 ,

direct your attention to the second sentence in that 1 1:38:11

paragraph, which is the first full sentence at the 11:38:13

\D-DO--1Ct\Ul-h-la-J!<~J—-
15¢-lain.-I-iI—lbu-I-—._~_,¢gg._p,_;_,,;l.,)._g;-;\Goo~.Ia\L.-t.t:.L.-Jt~,J—

ls-‘lh-3'l\-3-‘— l\-3'-‘$\nD®
Page 151 Page 153

MR. MARGOLIS: Objection. Vague. 1 1:36:01
THE WITNESS: I don't know how to answer 11:36:15

that. So the question was specifically do I 1 1:36:17

have any reasons to —- at the time ofthe 11:36:19

patent. there were El large number of aqueous 1 1 :36:22

continuous phase fonnulations that contained 1 1:36:30

surfactant, the ingredients of the patent and 11:36:33

drug. That was not — that was ti fairly 1 1 :36:39

typical ophthalmic preparation at the time. 11:36:43

Q. Let me go back. actually, to page-6 ofyour 1 1:36:54

declaration. paragraph 23. You refer to the 1 1:36:57

specification in that paragraph. 11:37:02

Do you see that? 1 1 237104
A. 23 or22‘? 11:31:05

Q. 23. 1 1 :3?:07

A. 23, yes, 1 do. I do, yes. 11:37:08

top ofpage “I. It says, ‘'1 understand that while 1 1:38:16

courts may rely on extrinsic evidence, it is less 1 1:38:19

significant than the patent and prosecution history 1 1:38:23

in determining the meaning ofclaim language." 1 1:38:26

Why is it your understanding that extrinsic 1 1:38:31

evidence is less significant than the patent and 1 1:38:34

prosecution history in determining the meaning of 11:38:36

claim language? 11:38:39

A. That's what I've been advised by the 11:38:40

attorneys. I 1:38:43

Q. Take a look now at paragraph 25 on page 71. 1 1538244

The first sentence says, "1 understand that a claim 1 1 :38:50

term is indefinite, and therefore the claim is 1 1:33:53

invalid, when the claim read in light of the 1 1 38:56

specification and the prosecution history, fail to 1 1:38:59

infonn. with a reasonable certainty, those skilled 1 1:39:01

Q. Is it proper for :1 person ofordinary skill 1 1:31‘: 1 11 in the art about the scope ofthe claimed 11:39:05

in the art to interpret the claims ofthe 1 1:37: 13 invention." 1 1:39:08

patents—in~suit in light of the specification? 11:37:15 Do you see that? 11:39:08

20 A. 1 think that wouldbe commonly done, yes. 11:37:23 A. I do. 11:39:09

21 Q. Is" it proper for a person of’ordinary skill 1 l:3?':26 Q. Is the standard for definitertess whether 3 1 1139: I0

22 in the art to interpret the claims ofthe 1 1:37:28 claim makes sense to you or whethera claim infonns

an-hn.JI‘a‘\a'-8-11-.'l:I‘§.»:«-31-DGfl'-lO\LJI&-K-n-'l\-3'-'
.__._ . ._,..
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with reasonable certainty those skilled in the art I I :39: I ‘I

about the scope oftlie claimed invention’? I l:39: I 9

MR. MARCOI IS: Objection. Vague. Calls I P3912?
I I :39:25

I l:39:28

I I:39:37

I l;39:39

I I,39:4l

for a legal conclusion.

Q. You may answer.

A. Say it again to make sure I get it correct?

Q. Well, let me ask it more simply. Is the
staridard for dclirriteness wlrctlrer a claim makes

sense to you? I I:39:44

MR. MARGOLIS: Objection. Vague. Calls

for a legal conclusion. I l:39:46

'I IIE WIINESS: To me personally‘!

Q. Correct. I 1:39:49

A. If I am somebody that is —- il‘I know about

the an, it should make sense to me, but it should
also make sense to those skilled in the art.

Q. Are you a person of ordinary skill in the an

or are you a person of something higher than

ordinary skill in the art? I I :40:06

MR. MARGOLIS: Objection. Vague.

THE. WITNESS: I consider myselfto be an

expert, but I have to understand —- I I I:40:l3

I I:39:45

I I:.I9:4lI

I I :39:5I

lI:39:5S

I I:39:59

I I :40:0 I

I I :40:03

I 1:40:08

Page I55

I l:40‘. I S

I I :40: I 9

I I:40:22

I l:40:24

I I :40:26

I l:40:29

obviously still have to understand the terms.

Q. Well, let me go back to the original question
then. is the standard for definiteness whether a

claim makes sense to you personally or whether a

claim informs with reasonable certainty those

skilled in the an about the scope oftlic claimed
invention? I I 240231

A. It has to inform with reasonable certainty to
those skilled in the art about the claimed

invention, Il:40:37

Q. Take a look, if you would, at page 8.

paragraph 32. I 1:40:40
A. Yes. I l:40:42

Q. The first sentence says, "Tire patents-in-suit

are generally directed to anti-inflammatory

I l:40:32

I I:40:35

I I:40:37

I I:40:43

I l:40:46

I I 2:10:49

I l:40:53

I 1:40:59

lI:40:59

I I :41 :07

I I :-"I l ; I0

ophthalmic forrrrulations containing (I)

2-amino-3-(4-hromobenzoyl) phcnylacetic acid (also

known as bromfenac), a non-steroidal

unti~int'lammutory drug (‘NS/\ID'), and (2) tyloxnpol,

a non-ionic surfactant, and methods for treating an

inflanunatory disease by administering such
I'omruIatiorrs." I I :4 I : I2

Page 41 of 132
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Do you see that? I |:4I:I3
A. ldo. ll:4I:l4

Q. What does it mean that hrnmfennc is n

non-steroidal anti—inIlammatory dung or NSAID‘?

lI:llI:l4

ll:4l:l7

|I:4lI:'.Z2

|l:4I:-2.6

Il:=II:30 .

ll:4I:352

A. That's quite a descriptive name. It is an

nnti-inflammatory drug, so it reduces inllummation

in the body. so it's very good for things like

muscle damage, for example. Nur1—stcroidal tne-ans it
I l:4l:39

Q. Do you have an understanding of the physical

and chemical properties ofbromfcnac?

MR. MARUOLIS: Objection. Vaguc.

THE WITNESS: It is vague. I have some

understanding of the physical properties.

yes. I I:42:02

Q. With what physical properties of bromfcnac

are you familiar? I l:42:04
A. I'm Familiar with its structure, I'm familiar

with its aqueous solubility are the main two.

Q. What is your understanding of the aqueous

solubility of bromfenac? I l'.42:I 8

A. I'm just looking at that definition there. II:42:20

is not at steroid. Simple as that.
I I:4I:42

I 1:4 I :44

I I:4l:48

I I :4I:50

I I:4I:58

I I :42:(l2

ll:42:06

I l:42:I I

I I:42: I6

Page 157 ‘

I E42223

I I:42:29

I l:42:35

I l:42:39

I l:42:42

and bmmfenac sodium salt is actually very water
soluble. The free acid is far less so. In the

literature, there's a lot of debate about the

absolute levels of those solubilities, but certainly

the free acid is very insoluble compared to the
salt. I I :42:47

. How many different NS/\IDs are known to exist‘?

. Quite a lot. Il:42:52

. Do you know how many? I l:42:53

. 20, 30, that sort of number. I l:42:55

Q. What are some ofthe different physical and I I:42:58

chemical properties that different NS/\lDs possess? I I:43:0I

MR. MARGOLIS: Objection Vague. Lack I I :43:05
of foundation. I I:43:07

THE WITNESS: That is really difficult
to talk about because there are sub-classes

ol‘NSAIDs anyway, and they have different

structures. So it's slightly open-ended.

I l:42:4

I I‘-43:08

I I:43: I0

I l:43:IS

II:43:2l

I I:43:25

Q. Wcll —- nnd thank you for pointing out that I 1:43:27
I I:-43:30

I I:43:32

You need to be a little bit more specific.

they have different structures.

Cart the physical and chemical properties of

40 (Pages I54 to I57)
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I an NS/\lD be predicted front the physical and chemical I I:43:3

2 properties ofa diITerc11I NSAID with a dillerent I 1:43:38
3 chemical structure? I I:43:4l

4 MR. M/\RG()IJS: Objection. Vague. Calls I I:43:42

5 for speculation. I I :43:43

6 THF. WIINISSS: It is very vague. but

7 somebody \vhn is expefiencerl in lbnntrlnting

8 would be able to look at a drug and the tit-st
9

ll:43:46

II:43:5l'I

II:43:53

II:44:O0

lI:44:03

\O%\lC1"-II.Bl.o-tfx)—
approximation be able to expect its

I() solubility to be insoluble, soluble, very
I I soluble. I I:44:08

I2 Q. Have you ever accurately predicted the

5

._ _.

I l:44:O8

I3 physical and chemical properties ofan NSAID based I I:44:l0

I4 on the physical and chemical propenies of a I I:44: I 3
I5 dillerent NSAID with a different chemical structure’? I l:44:I5

It: A. You would not need to do that. I I244: I7

I7 Q. Why do diITcrcnt NSAIDS have dillerent I I244: I9

I8 physical and chemical properties’? I I:44:23

I9 MR. MARGOLIS: Objection. Lack of I l:44:25
20 foundation. I I :44:27

2l THE WITNESS: Because if the drug, if

22 the NSAID is going to exert its etfect, it's

I 1:44:32

I 1:44:41

Page I 59

I l:44:44

I I:44:48

I I:44:53

II:44:55

I I:44:59

got to work at a particular site in the body.

and some structural properties of the drug

may be important for that interaction. The

rest ofthe molecule might not be important.

Q. How would aperson ofordinary skill in the

art go about fonnulating new aqueous liquid I I :45:0l

preparations ol'NSAIDs'? I l:4S:()5

MR. MARGOLIS: Objection. Vague. Calls

for speculation I I:45:08

TIIE WITNESS: Okay. So the question was

to look at formulating in water’? I I:45:l3

Q. Yes. So, how would a person of ordinary I 1:45:17

skill in the an go about formulating new aqueous I I:45:l9

liquid preparations of NSAI Ds? I I :45:23

MR. MARGOLIS: Objection. Vague. Calls I l:45:26

for speculation. I I:45:28

TI IIE WITNESS: Yeah. I can speculate

vaguely. It's the same as any drug. NSAIDS

are no dillerent than any other drug molecule

you would be looking at. Yotr may have some I I :45:40

physical data such as the rnarsured log P, the I l:AS:46

pl(a, its solubility, for instance, in water. I I :4S:SO

O0\lO‘Ut-D-la-Il\J—
I I:45:06

\OOC\lO\'JrJh'-aJl\J'-
II:45:lI

33.351335
I I:4S:29

I I:45:32

I I:45:37 535).-——.—1 _'$€X\l
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I I :45:54

There are packages for predicting pKa I I:45:56

and log P. not very reliably. but there are I 1:45:59

packages. Based on tI1:1ti11l'ormz1tion, coupled I l:=l6:I)3

with what your dose ofthc: drug is intended. I I :46:07

wanted. desired dose ofthc drug. plus an I I:«Io:l I

intended route oI'administr';ttion. you could I I246: I 6
start to select some solvents and look at I I:46'20

solubility. I I #16124

Q. Why would a person ofordinary skill in the

So iI'it's in water, you may not.

I I :/I6:2II

I |:II6:26

preparations of NSAIDS? I I:-16:29

MR. MARGOLIS: Objectiorr. Lack of I l:46:3l

foutrdatiort. Calls for speculation. I I:4():33 .

THE WITNESS: There may be re-purposing I 1:46:37 1

ofthc drug. They might have decided that I |:46:43

the drug could be used for some other I I:4o:45

purpose. or repositioning. It may be that I I:4o:48

the company wants to extend a product line. I l:46:52

There's sort ofa whole variety of reasons. I l:46:55

Q. And are all ofthosc part oflhe innovative I I :46:59

scientific process ofdrug companies? I I:47:02

art want to fonnulntc new aqueous liquid

Page I6!

I 1:47:04

Q. Is there any limit -- sony. Let me strike I I:47:O3

that and try again. I I :47:l2
Is there a lirnil to the number of different I I :47:I3

possible ways to formulate aqueous liquid I I147: I6

preparations of NSAIDS? I I :47: I9

MR. MARUOLISI Objection. Vague. I I:47:2I

'l'HI:' Wl'I‘Nl£SS: It is vague, but there are I l:47:24

a large number ofways you can try to I 1:47:29
fonnulate, some more successful than others. I 1:47:32

It would depend upon the dose and the route I I :47:42

of administration you needed. I l:47:44

Q. Would it depend on anything else‘? I l:47:46

A. Well, it obviously depends -~ well, it I I 247256

potentially depends upon whether you wanted a salt
or a free acid or base, but there are other I I :48:02
considerations. I 1:48:07

Q. How would a person olordinary skill in the

art go about characterizing the physical and

chemical properties olaqueous liquid preparations
ofNSAlI)s? I l:4R:Ib

MR. MARGOLIS: Objection. Vague.

A. They would like to think so, yes.

lI:48:08

11:43:10

11:43:13

Il:48:I9
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Compound. 1 1:48:22

THE WITNESS: This is —- tv1tatyou're

asking me to describe cllcctively is the

1 1:48:27

1 1:48:29

11:48:31

1 1:18:41

1 1:48:46

prc-formulation process. 11'yott wanted to

forinitlatte your drug in aqueous solution, you

would mix the ingredients that you're

inteiested in and then assay 11 in some way 11:48:48

generally as a function of time to see 1 1:48:54

whether the drug has remained intact, whether 1 1:49:00

the physical state ofthe lonnulation hasn't 1 1:49:08

changed, et cetera. We've discussed some of 1 1:49:1 1

them before, basically. It's no different 1 1:49:16
than the ones we discussed before. 1 1:49:17

Q. Any others? 11:49:20
A. 1 can't remember what I discussed before, to

be honest. 1 1:49:24

0. Okay. Why would a person of ordinary skill

in the art want to characterize the physical and

chemical properties of aqueous liqttid preparations
o1"NSA1Ds? 11:49:35

MR. MARGO1.1S'. Objection. Lacks
foundation. 1 1:49:39

11:49'2|

1 1:49:24

1 1:49:29

1 1 :49:32

11:49:36

Page 163

11:49:42

1 1:49:47

1 1:49:52

1 1:49:55

1 1:49:58

11:50:01

1 1:50:03

THE WITNESS: If you were fonnulating an

NSAID or other drug with a view to getting a

marketing authorization, you would obviously

have to have done the appropriate studies

beforehand to submit to the regulatory

authorities to get it on the market. So, at

the very least. you have to do it from a

regulatory point 01' view. 11:50:05

0. Any other reasons? 1 1:50:07

A. By understanding stability or lack of and 1 1:50:10

what type oflack ofslability, you might be able to 1 1:50:15
1 1:50:20

Q. Any other reasons? 1 1:50:23

A. 1 think it gives you an understanding and 11:50:31

knowledge of the systems you're looking at, and then

that is building up your database to be able to 1 1:50:35

better lbnnulntc. That's what gives somebody skill 1 1:50:38
1 1:50:42

1 1:50:43

1 1:50:47

1 1:50:49

1 1:50:51

improve your 1'on'nu1ntion_

in the art.

Q. Any other reasons?

A. 1 ctui‘t think of any offhand.

Q. Do you have an understanding of the

pharmacokinctic properties ot’btomt‘enac'.’

Page 43 of 132
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1 1:50:56

1 1:50:57

1 1:50:58

1 1:51 :00

1 1:51:01

pltartnaeokinetic properties ofany aqueous‘ liquid 1 1:51:03

preparations of bromfenac? 1 1:51 :06

MR. MARGOLIS: Objection. Vague. 11:51:09
THE W1|'N1iSS: No. 11:51:10

Q. Do you have an tuiderstanding of the 1 1:51:1 I

pltarmacodynaniic properties of any aqueous liquid 1 1:5 I :12

preparations of brom1‘enac') 1 1:51:15

MR. M/tRGO1.1S: Objection. Vague. 11:51:18

T1115 WITNESS: No,1 don't believe -~ no, 11:51:19
1t1on't believe I do. 11:51:20

Q. Do you have an understanding of the

toxicological properties of brom fenac?

MR. MARGOLlS: Objection. Vague.

T1113 WITNESS: Again. that really does

depend upon how you're going to formulate it

and route o1'administmtion, whether -— about
1 1:51:42

MR. MARGOLIS: Objection. Vague.

THF. WITNESS: That is vague. and it

would depend on the formulation route of

administration anyway, so.

Q. Do you have an understanding oi’ the

11:51:21

11:51:22

11:51 :28

11:51:34

11:51:36

11:51:39

the toxicology.

Page 165
11:51:43

11:51:45
Q. Do you have an understanding of the

toxicological properties of any lbnnulation of
brorn fenac? 1 1 :5 I :47

MR. MARGOLIS: Objection. Vague. 11:51:50 I
THE W1'1NESS: No. But I have experience 11:51:53 :

of working offothcr steroids, and it's not a 1 1:51:55

patticularly unusual steroid. I'm sorry. 1 1:52:00

NS/\1D. Sorry. I didn't mean to say steroid, 11:52:03
did 1. 1 1:52:06

0. Do you have an understanding of the

toxicological properties of any oral formtilation of
bromfenac? 1 1:52:12

A. No. 11:52:13

Q. Do you know the oil and water partition

1 1:52:06

1 1:52:08

11:52: 14

11:52:19

11:52:21

11:52:23

coellicient of bromfenac?

A. No. I couldn't find it in the search.

Q. Do you hav -— I'm sorry. Were you linishcd

with your answer? 1 1 :52:26
A. No. No. I searched for it and 1 couldn't 1 1:52:27

Find it. 1 1:52:28

Q. Okay. Do you have an understanding ot' the

properties of any oral formulations of bromfcnac‘?

1 1:52:28

11:52:50 1
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MR. MARGOLIS: Objection. Vague. 11:52:35
THE WITNESS: Such as? 1 1:52:40

Q. Any oI'thc properties? 1 1:52:42

MR. MARGOLIS: Objection. Vague. 1 1:52:53

TIIE WITNESS: 1 have some undctstanding 11:52:54

o1’ some issues around stability and ofthe 1 1:52:55

solubility as :1 function ofpH. that sort of 11:53:02
1 1:53:05

11:53:07

1 1:53:14

1 1:53:20

1 1:53:24

thing. That's fairly obvious.

Q. Take a look, ifyou would, in paragraph 32

again ofyour declaration, page 8. We've talked a

lot about non—ionic surfactants today nnd tyloxnpol,

and you referred to tyloxapol in paragraph 32 as a
nun-ionic surfactant. 1 1:53:27

Do you see that’? 11:53:29
A. Yes. 11:53:30

Q. What does it mean that tyloxapol is a
non-ionic surfactant‘?

1 1:53:30

1 1153134

A. Surfactttnts are amphiphilic molecules that 11:53:36

have a hydrophobic and a hydrophilic head group and

sclf-assembling solution. They are classified on 1 I :53:49

the basis and natures of the head group. Two main 1 1:53:54
classifications are non-ionic and ionic. lonic can 11:54:00

Page 167

11:54:08

1 1:54:12

11:54: 16

11:54:22

be positive and negative charged. Non-ionic has no

clturgc. Sometimes lipids are included as non—ionic
surfactants. These are molecules that have -- are

zwitterionic, they're positive and negative charge

in close proximity. 11:54:24

Q. is tyloxapol a polyethylene oxide surfactant‘?
A. Yes, it is. 11:54:31

Q. 1)oes tyloxapol form micelles in aqueous

liquid preparations? 1 1 :54:36
A. Yes. 11:54:36

MR. MARGOLIS: Objection. Vague. 1 1:54:37

Q. Under what circumstances does tyloxapol form 1 1:54:38

micelles in aqueous liquid preparations? 1 1:54:42

A. At relatively low concentrations it will 1 1:54:45
sell’-assemble into micelles. 11:54:48

Q. At what concentrations will it do that? 1 1:54:50

MR. MARGOLIS: Objection. Vague. 11:54:54
THE WITNESS: 1 don't have that. but 1 1:54:56

certainly it will be -~ 1 don't have the 1 1:54:58

exact figures. but 1 can certainly make an 1 1:55:02

estimate. 11 will be between point (1, 1 1:55:04
1 1:55:09

1 1:54:26

1 1:54:32

perhaps 0 one percent. but I don’t -- that's
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not 1'act,but t1u1t's sort ofup to say 15.20 11:55:12

percent for micelles. 1 1:55: 16

Q. What is the critical micelle concentration of

tyloxapol in aqueous liqttid prcp:1ra1ions'.’
A. I can't remember that. 1 would have to look

that up. 11:55:25

Q. Have: you ever detemiined the solttliilizing

11:55:18

1 1:55:20

1 1:55:23

1 1:55:25

capacity oftyloxnpol based on the liquid nature of 1 1:55:21!
11:55:32

A. On the liquid nature o1’tl1c micellar core‘?

the micellar core?

1 1:55:35

Okay. I have determined the solubility ofdrugs in 1 1:55:38

tyloxapol micelles. 1 1:55:44

Q. What drugs‘? 11:55:44

A. Patticula1'ly steroid:-1. but a range ofdntgs, 1 1:55:46

phenyibutazunc. which is an anti-intlammatory, 11:55:52

aspirin, a whole variety ofdrugs. 1 1:55:55

Q. Have you ever done that for bromfenac? 1 1:55:58
A. No. 11:56:00

Q. Does tyloxapol form vesicles in aqueous

liquid preparations‘? 1 1:56:06

MR.MARGOL1S: Objection. Vague.

T1 IE WITNESS: No, not to my knowledge.

11:56:01 .

11:56:07

1 1:56:12

Page 169

Q. Do you have an understanding ofthe physical 11:56:14

and chemical properties of tyloxapol‘? 1 1:56:15
A. Yes, I do. 11:56:18

Q. With what physical and cltetnical properties 01'

tyloxapol are you familiar? 1 1:56:21
A. I'm familiar witlt its -- I don't have the 1 1:56:25

tigures in 1'rontoi'1nc, but I'm familiar with 1 1:56:29

properties such as 115 ability to fomi micelles, the I 1:56:31

size of the micelles, the viscosity, the behavior of 1 1:56:36

those micelles, the upper limit before it changes 1 1:56:40

phase behavior, its cloud points. 1 1:56:45

Q. How do those properties affect aqueous liquid 11:56:53

preparations oi'NSA1Ds that contain tyloxapol? 1 1:56:58

MR. MARGOLIS: Objection. Lack of 11:57:02

foundation. Vague. 1 1:57:04

THE WITNESS: It would be very tnuch 11:57:04

looking on a case-by-cast: basis. 11:57:08

0. And why would it be very tnttch looking on a 11:57:10

case-by-case basis? 1 1:57:13

A. Because an understanding of interaction

between surfactants and drugs is quite complex. So

11:56:19 -.__--._.-_:_....j:.-.:.___..._..__.._...___..1......-«.._...<.-...1-.........
11:57:16 ,

11:57:20 ‘

you could predict possibly this drug's got low 1 1:57:27

43 (Pages 166 to 169)

202-347-3700



M. Jayne Lawrence

§':Ecau\tosu-.uo.>t~.t—
3

E

G

51

3

F:

866-928-6509

September -'1. 2015

Senju Pharmttcetttical Co, LTD., et :11. v. Lupin, LTD.. and Lupin Pltannaceuticztl. Inc.

Page 1711

11:57:35

11:57:38
solubility. so it may solubilive or it may coat the

drug, but you would have to check to prove it

unambiguously. 1 1:57:41

Q. Can the physical and chemical properties 01' 1 1:57:43
1 1:57:45

11:57:48

11:57:51

tyloxnpol be predicted from the physical and

chemical properties Ufa di1Tct't:ttt non-ionic
surfactant with a dil’l'er::nt eltemical structure?

MR. MARGOLIS: Objection. Vague. 1 1:57:55

|'Ht5 WITNESS: We've already discussed 1 1:57:57

this. There are certain rules you can use, 1 1:58:01

but it would depend upon the structttre you're 1 1:58:06

talking about. In the absence ol'a 11:58:12

structure. it's very hard to say. 1 1:58:14

Q. Have you ever accurately predicted the I 1 :58: 16

physical and chemical properties o1‘ty1oxapo1-- 1 1:58:18

A. Why would? 1 1:58:18

Q. —- based on -- 11:58:20

A. Why would I need to? 11:58:21

0. Sorry. Let me just. Sorry. Let me ask my 11:58:23

question,just so we -- 1 1:58:26

A. Sony. 11:58:26

Q. -- have a clear record. No problem. 1 1:58:27

Page 171

1 1:58:28

1 1:58:30
Have you ever accurately predicted the

physical and chemical properties of tyloxapol based

on the physical and chemical properties ofa 1 1:58:33
di1Tercnt non-ionic surfactant with a ditlercnt 1 1:58:35

chemical structure? 1 1:58:38

MR. MARGOLIS: Objection. Vague.

'1'l-IE WITNESS: 1 have used tyloxapol. 1

have msured its size, its behavior. 1 have

never had the need to do as you suggest.

Q. Have you ever determined the membrane active

effects of tyloxapol? 11:58:56

A. Not tylnxapol, no. 1 1:58:58

Q. Are you familiar with the various equilibrium

1 1:58:39

11:58:42

11:58:44

11:58:48

1 1:58:52

1 1:59:04

phase: oftyloxapol in aqueous liquid preparations? 1 1:59:07
A. Yes. 11:59:10

Q. Take a look, ifyou would, now back to your 1 1:59:12

declaration, page 9, paragraph 35. 1 1:59:16
A. Yes. 11:59:19

Q. And you say, "EDTA, otherwise known as edetic 1 15921 '
11:59:23

11:59:27
acid or etltylenediarninctclraacetic acid, has the

following chemical structure:" And then you provide
a chemical structure. 1 1:59:30

Page 45 of 132
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1 1:59:30

Q. Do you set: that? 11:59:31
A. Yes. 11:59:31

Q. Is EDT/\ also known as edctic acid or

cthylcucdiaminctctrancetic acid‘! 1 1:59:30
A. Yes 11.59:37

Q. Have you accurately depicted the cltcmical

structure of EDTA in paragraph 35 of your
declaration? 1 1:59:45

A. I believe 1 have, yes. 1 1:59:46

Q. Take a look, if you would, now at page I 1 of

your declaration. 1 1:59:52
A. Yes. 11:59:52

Q. And let's look at paragraph 42. In the Iirst

two sentences you say, "When present as a salt form,

EDTA is generally referred to as an edetatc salt.

Thus, there are four different edetatc salts

consisting of EDTA and sodium: A monosodium,

disodium. trisodium, and tetrasodium edetate salt."

Are those we statements? 12:00:15

A. Yes. 12:00:23

Q. Is EDTA :3 well-known chelating agent?

1 1:59:32

1 1:59:39

11:59:42

1 1:59:48

1 1:59:53

11:59:56

12:00:00

12:00:03 .

|2:00:0 ‘,
12:00:10

12:00:24

Page 173

A. It is. 12:00:29

Q. What does it mean that EDTA is a chclaling

agent? 12:00:34

A. It will grab particularly ions and interact

with them. So, in theory. it could, in theory,

interact with an ion with four positive charges on

it, but it typically is -- it's very well-known to

interact or chclate or sequester things like calcium

with two charges. 12:01:00

Q. How does EDTA act as a chelating agent?

A. You've got your ion. you've got the charges.

and the negative head groups interact with the
calcium. 12:01 :14

Q. In EDTA sodium salt, is it the edetate or is

it the sodium that is responsible for chelation?
A. In the what? In the salt? It's the free

acids -- it's the acids, the ionized form.

Q. The cdetatc?

A. The ionized form ofthe cdclatc, yes. 12:01:30

Q. Do both the disodiurn and tetrasodium salts of 12:01:33

EDTA function as chelating agents? t2:0I :37
A. Yes.

12:00:29 M

12:00:36

12:00:42

12:00:48

12:00:53

12:00:56

12:01:01

12:01:08

12:01:10

12:01:15

12:01 :20

12:01:23

12:01 :27

12:01:28

12:01:40
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Q. With both the disodium amt tettasodittm salts 12:01 :41 to the meaning to the term besides the words 12:04:05

of EDTA, does the edetatc functionas rt chelating 12:01 :44 2 themselves." 12:04:07

1

2

3 agent by binding and sequestering certain metttl ions 12:01 :48 3 Do you see that‘? 12:04:08
4 in solution? 12:01:53 ‘ A. I do. 12:04:08

5 A. That's one way itean act as a chclator. 1220155 Q. Is it fair to say that tltc plain language 01‘ 12.114209

6 Q. What other ways can it act‘? 12:01:58 the claims otthe patents-in-sttit does not limit the 12:04:12 -

7 A. 1 don't know. |‘mjust trying to think. It 12:01 :59 phrases sodium cdetate or EDTA sodium salt to edetic 12:04:15 i
51 doesn't have to he in solution. 1 think. l'mjust 12:02:02 acid. tetrasodium salt or tetrasodittm cdetate? 12:04:20

9 trying to think about that one That's why 1 12:02:06 MR. MAR(‘t0l.lS.- Objection. Vague. 12:04:24

10 qualified that. 12:02:08 THE WITNESS: I believe it does because 12:04:26

I 1 Q. What results from the chclation ofmctal ions 12:02:09 the plain and ordinary language is sodium 12:04:29

12 by the disodittnt und tetmsodium salts of13DTA? 12:02:12 odctatc is at particular l‘onn of EDTA. it's :1 12:04:34

13 MR. MARGOLIS: Objection. Vague. 12:02:17 particular salt ot'EDTA. 12:04:36

14 T1113 WITNESS: Sony‘? 12:02:18 Q. Do the terms or the -- let me strike that und 12:04:38

15 Q. What results from the chelation 01' metal ions 12:02:19 try again. 12:04:40

16 by the disodiutn and tetrasodium salts ot’EDTA? 12:02:21 Do the phrases edetic acid, tetrasodium salt 12:04:41

A. That's really vague. 1 2;()2;2| or tettasodium edetate appear anywhere in the claims 12:04:44

MR. MA1{(.iUL1.S: Objection. Vague. 12:02:25 ofthe patents-in-suit? 12:04:47

Compound. 12:02:26 A. Do the words —- 12:04:49

THE WITNESS: That's really vague. 1 12:02:26 Q. Do the phrases edetic acid, tetrasodium salt 12:04:52

don't know how to -— whttt results’? 12:02:27 ’ or tetrasodiutn edetate appear anywhere in the claims 12:04:56

Q. Okay. I'm sorry. 12:02:30 ofthe patents-in-suit? 12:04:59

Page 1 75 Page 177

A. Sony. 12:02:31 A. 1 would have to n:—rend them again. 12:05:03

Q. Yeah. Yeah. I apologize. l'm -- so, let me 12:02:32 Q. Take as much time as you need. 12:05:06

try to rephrase it for you. 12:02:36 A. I'm just —- let me get this right. I'm very 12:05:11

What is the result of the chelation process 12:02:37 sorry to ask you yet again. Apologies. 12:05:14

by the disodium and tetrasodiutn salts of EDTA? 12:02:41 Q. That's okay. 12:05:17

MR. MA RGOLIS: Objection. Vague. 12:02:45 A. You're asking do the words sodium —- 12:05:17

Compound. 12:02:46 Q. Do the phrases edetic acid, tetrusodium salt 12:05:21

THE WITNESS: In what circumstances? 12:02:47 or tetrasodium edetate appear anywhere in the claims 12:05:26

Q. In an aqueous liquid preparation. 12:02:49 of the patents-in~suit? 12:05:29

MR. MARGOLIS: Same objections. 12:02:52 A. 1 already looked at the first two patents, 12:07:01

THE WITNESS: Yeah. lfthere are -- if 12:02:53 and 1 don't believe they do, but I don't see why 12:07:04

there‘s calcium there, it may bind the 12:03:02 they would appear because you don't give the full 12:07:06
calcium. 12:03:04 names of other chenticals in there either. 12:07:09

Q. Okay. I apologize, Doctor. Tttke a look. if 12:03:15 Q. ls it fair to say that the specification of 12:07:12

you would, at page 1 1, paragraph 43 ofyottr 12:03:44 the patents-in-suit does not limit the phrases 12:07:14

declaration. 12:03:47 sodium edetate or EDTA sodium salt to edetic acid, 12:07:17

A. Okay. 12:03:48 tetrasodium salt or tetrasodium edetate? 12:07:23

Q. And you say, ''I have reviewed the 12:03:50 MR. MARGOUS: Objection. Vague. 12:07:26

patents-in—suit, including the specification and the 12:03:54 T|1E WITNESS: 1 believe it does because 12:07:27

claims. and have found the terms 'sodium ct1etate' 12:03:56 it is -- sodium cdetate and edetate sodium 12:07:30

and 'EDTA sodium salt‘ used. but there is no 12:03:59 salt means something specilie. 12-07-35

explanation or tlefioition or any other indication as 12:04:02 Q. Do the patents say that‘? 12:07-37

45 (Pages 17410 177)
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MR. MARGOIJS: Objection. Vague. 12:07:47.

THE WITNFSS: But they don't give the 12:07:45
12:07:48

12:07:49

Page 180

Merck lndcx In connection with your opinions in this 12:09:48
|'_7'(l9'49

A. Yes. 12119:-19

Q. And I believe it's Exhibit 2 to your

declaration. 11‘you could turn there‘? lt'l rclbr

1

2 case‘?

3
full names ofany matcrinl.

12:09:50

12:09:54

1'2: 1 0:00 '

12:10:03 t

Q. The patents-in-suit nowhere use the term
12:07:52

12:07:53

12:07:56

12:07:58

Q. is hit fact that tltc patents-in-suit do not 12:07:59
use ttte tcmi tetrasodium’? 12:08:02

A. But they use the tenn sodium cdetate and 1:'D'1‘A 12:03:07

sodium salt, which is exactly the same material. 12:08: 12

Q. The patents-in-suit don't use the term 12:08:14

tetrasodium. do they, Doctor? 12:08:17

A. There's no need to use the term. though. 12:08:19

Q. Take a look, if you would, at page 1 1, 12:08:23

paragraph 44 ofyour declaration. 12:08:27
A. Yes. 12:08:29

0. The lirst two sentences say, "1 have reviewed

the prosecution histories of the patents-in-suit and

note that during prosecution of US. 1’atcntNo.

8.129513 1. the Applicants stated. '[n]ote that

Ictrasodium, do they?

A. Well. there's no need to uscthc term to 1-Ixhibit 2 to your declaration as cxccrpts lirorn

the 2001 Merck Index. will you undcrstitnd what 1
tneutt? 12:10:06

A. Yes. 12:10:06

0. Okay. Please turn to page 620 01 the 2001 12:10:07 ;

Merck lndcx which bears Bates numbcr LU1’1N0l8905 12: 10:1

Do you see entry number 3544 for edctate 12:10:17
sodium in the 2001 Merck Index? 12:10:24

A. Yes. 12:10:27

0. Do you see the Use designation toward the

bottom of the entry 3544 for edctate sodium in the
2001 Merck index? 12:10:44

Do you see that? 12:10:51
A. I do. 12: lt1:52

Q. It says. "Use: Scqucstcring agent: One gram

complexes 215 milligrams calcium carbonate. Usually

added to pharmaceuticals in the form of the calcium

tctrztsodiurn because 1 thinlt it's very -- it's

explicit what tltcy arc.

12:10:27

12:10:40

12:08:29

12:08:33

12:08:36

12:08:39

12:10:53

12:11:02

12:11:06

Page 179

12:08:4

12:08:47

12:08:51

12:08:54

12:08:56

Page 181

sodium tctraboratc is also known as borax, and EDTA 12:1 110‘)
sodium salt is also known as sodium edctatc.' This

statement suggests that 'EDTA sodium salt‘ is

synonymous with 'sodium edetate,' but provides no

further clarification of the meaning ofthcse
tcmts." 12:08:59

A. Um-mm. 12:08:59

Q. Does the prosecution history of the '431

patent make clear that EDT/\ sodium salt is

synonymous with sodium cdctate?

A. 'l'hat's what 1 take the meaning ol'that
sentence to be. 12:09:14

Q. Did your see anywhere in the prosecution

histories of the patents-in-suit where the phrases
sodium edetatc or EDTA sodium salt were limited to

the tetrasodium forms? 12:09:25

MR. MARGOLIS: Objection. Vogue.
Tl-11-I WITNESS: There was no need to

because it was very clear what they meant.

disodium salt to prevent calcium-depleting action in

the body." 12:1 1:13

Do you see that? 12:11:14
A. ldo. 12:11:14

Q. The edetate sodium entry in the 2001 Merck 12:1 1:15

lndcx states that it is usually added to 12:1 1:20

pharmaceuticals in the form ofa calcium disodium 12:1 1:21

salt, contact? 1221 1:24

MR. MARGOLIS: Objection.
Mischatactcrizes the document.

THE WITNESS: 1t's talking about a
different 1'onn. It doesn't meant it's a

sodium edctatc. its not the same thing. 12:1 1:32

1t's talking about a different material 12:1 1:34

altogether. 12: 1 1:36

Q. But does it say that it's talking about a 12:11:36
dil'1'ercnt material? 12:11:38

A. Well, 1 think it's quite clear that it's 12:1 138

talking about different materials because olthc -- 12:1 1:40

they've got di1't'crcnt cast numbcts. They've all got 12:1 1:43

distinctly different cast numbers. 12:1 1:50

Q. The statement about usually added to 12:1 1:52

2 ¢—
12:09:00

12:09:02

12:09:05

12:09:] 1

\OOC\10\UI-BbJ|\J—
12:11:25

12:11:26

12:11:27

12:11:29

12:09: 1 5

12:09: 1 8

12:09:21

12:09:28

12:09:32

12:09:34

Q. Take a look, ifyou would, at page 12 ofyour 12:09:36
12:09:40

12:09:44
dcclatatiort, paragraph 45.

Are you relying on the 2001 Edition ofthc

46 (Pages 178 to 181)
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12:11:33

1211 1:57"
pharmaceuticals in the I'o1'rn ofa calcium disoditrm

salt is specific to entry 3544 For sodium cdetarc.
corrcc 1‘? 12: 12:00

MR. MARGDLIS: Objection. Vague.

T1-IE WITNESS: But it doesn't say - it

doesn't say that they are synonymous.

Q. But it doesn't say that they are not 12:12:08

synonymous. does it? 12:12:09

A. Well. anybody looking at this would know that 12:1 2:1 I

it was this particular compound that they were 12:12:13

talking about rather than that compound. I'In sorry. 12:12:15

I'm pointing to that thoy would know that they were 12:12:17

talking about the cdctato calcium disorliurrt entry 12: 12:20

3542 rather than 354.4, which is the edetate sodium. 12: 12:24

Q. Let me ask it this way. is the calcium 12:12:29

12:12:01

12: 12:03

12:12:05 :E;iu:>ec-.iaxr.n..1:.r..~.aM—
Gr?
14

disodium salt of EDTA different from the tctrnsodium 12:12:32 to

salt of EDTA? 12:12:36

A. It's the dicalciuin salt -- or the calcium 121258

salt. 12:12:42

Q. Is the calcium disoditun salt of EDTA
different from the tetrasodium salt ot‘E-ZIJTA‘?

A. ‘Yes. ‘They're distinct c1ifi'ercntchernicals.

12:12:42

12:12:45

12:12:48

Page '1 33

Q. Let me direct your attention to the edetate 12:12:50

disodium entry in the 2001 Merck Index which spans 12:1 2:53

the bottom ofthe left-hand" column and the top of 1'2:I2:.5'7

the right-hand column on page 620. it's entry 12:13:00
number 3543. 12:13:04

Do you see that? 12:13:05
A. Yes. 12: 13:06

(2. Let me direct your attention to the last

sentence of the paragraph spanning those two

columns. It says, "For structure, see Edetatc
Calcium Disodium." 12:13:16

Do you see that? 12:13:17

A. Yes. Sorry. This is spanning the two 12:13:19
columns? 12:13:24

Q. Okay. "Well, so, entry 3543 spans the two
columns. It starts at the bottom oftho Iefl-hand

column --

A. That's right. Yeah.

Q. — and goes to the top ofihc right-hand
column.

A. Yeah.

Q. And then it says, "For structure: See

12:13:07

12:13:09

12:13:12

12:13:24

12:13:28

12:13:31
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Edetate Calcium Disodium." 12:13:33

Do you see that? 12:13:35

A. Oh, the bottom let‘: thing, yeah. 12:13:39

Q. Do both the edetate sodium and the edetate 12:13:41

disodium entries in the 2001 Merck Index relief to 12:13:44
the calcittm disodium salt? 12:13:48

A. I think you're confusing what I think is 12:13:51

actually quite clear. Instead of actually 12:13:57

reproducing similar structures, .soJ_ncbody who had 12:14:00

some basic knowledge in the area would know the 12:14:03
difference, the subtle differences between the 12:14:07 '
various salt forms. 12:14:10

Q. My question is a little simpler than that. 12:14:11

Do both the cdctatc sodium and the cdctate disodium 12:14:14 i
entries in the 2001 Merck Index refer to the calcium 12:14.: 1'1‘

disodium salt‘? 12:14:21

MR. MARGOLIS: Objection. Vague. 12:14:23

THE WITNESS: That's putting words into 12:14:24

my mouth because lots of these things are 12: 14:26
cross-referenced to each other. 1tdoesn‘t 12:14:32

mean they're the some material. That's often 12:14:34
the case. 12:14:36

Page 185 "

1 2:14:37
Q. Well, I'm not trying to put words in your __

12:14:39 '-:mouth, Doctor. l'mjnst asking what the reference
teaches. 12:14:41

Do both the cdctate sodium and edema

riisodium entries in the 2001 Merck Index refer to

the calcium disodium salt‘-? 12:14:48

A. 1 don't think that's a teaching. 12:14:49 1
Q. What do you think it is‘? 12:14:51

A. I think it's just saying space that they've 12:14:52

got -- why repeat -- reproduce four very similar 12:14:56
structures? 12:15:00

Q. Take a look back to entry number 3544 for

cdetatc sodium. And [want you to look about

halfway down through that entry, the line that

begins with "Vcrsenc."

Do you see that?
A. lJrn-rnm.

12:14:41

12:14:45

12:15:00
12:15:04

12:15:07

12:15:07

12:15:11

12:15:12

Q- Thc second entry says, “St:qucs1rcne." 12:15:12

Do you see that? 12:15:15
A. Yes. 12:15:15

Q, Does the 2001 Merck Index identify

Seqrrastrcne as a synonym for edctatc sodium?

12:15:15
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A. Yep. 12:15:27

Q. Does the 2001 Merck Index limit Sequeslrene
to the tetrasodium salt‘? 12:15:32

A. I believe it does. 12:15:36

Q. Do the claims of the patents —- let me strike

that and try again. 12: 15:42

Do the claims of the patents-in-suit refer to 12:15:42
the Merck Index’? 12:15:46

A. No. 12:15:42?

Q. Does the specification ofthe patents-in~suit 12:13:47
reform the Merck Index? 12:13:51}

A. No. This is extrinsic evidence. 12:15:52

Q. Do the prosecution histories of the 12:15 :55

pntenls—in-suit refer to the Merck Index? 12:15:56
A. No. 12:15:59

0. Take a look back at your declaration now. and 12:16:00

let me direct your attention to page 12 and 12:16:03

paragraph 47.. 12:16:09

Are you relying on the 2000 Edition ofThe

Handbook of Pharmaceutical Excipients in connection

with your opinions in this case‘? 12:16:26
A. lam. 12:16:27

12:15:27

12:15:39

12:16:20

Q. And in the first sentence you say, "Another 12:16:21

reference commonly used by a person of-skill in the 12:16:29

art to identify eotcipients in phannaceutical 12:16:32
fortnulations was The Handbook ofPharmaceutical 12:16:35

Excipients {'Klbbe",l by Arthur H. Kibbe, Ph.1'). 12:1 6:313

('1{:"hbe')." 12:16:41

Do you see that? 12:16:42
A. I do. 12:16:43

Q. Why is it your opinion that "the 2000 Edition

ofThe Handbook of Pharmaceutical Bxcipients was a

reference commonly used by a person ofordinary

skill in the an to identify excipients in 12:16:52

pharmaceulicel formulations? 12:16:54
A. It's a book that is - this is the third -1 12:16:58

think it's the third edition that we're talking 12:17:03

about -. and that when you're looking at forrnulation 12:17:06

and you want to formulatt-., d'1ere‘s a Few places that 12:17:09

you will go to to ensure that those excipients are l2:l?:I2

suitable for pllarlnaceutical formulation, and the two 12:17:16

most common-places somebody would go to would be the

SGA GRAS List and the handbook. this book.

Q. Have you authored any monographs in the 211130

12:16:43

12:16:47

12:15:51]

12:17:31

12:17:32

366-928-6509
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Edition of"[‘he Handbook of Pharrnztccutical 12:17:37

Excipients? 12:13:39
A. 1 think so. I think that was one ofthc ones

that I did. And it's ajoint American, British

publication between the American Hospital
Association -- or the American Association of

Plnnmacetttical industries and the Royal

Pharmaceutical Society.

Q. In 2003, would a person ofordinary skill in
1118 art have looked to The Handbook of

Phannnoeutical Excipients ¢- 12:18:04
A. Yes. 12:18:04

Q. — when formulating an aqueous liquid

preparation? 12:18:07

A. Definitely. 12:18:07

Q. In 2003, would a person ofordinary skill in 12:13:08
the art have considered The Handbook of 12: 1 8:18

Pharrnaceutical E:-tcipicnts an important reference for 12:18:21

lhnnulatlng an aqueous liquid preparation‘? 12:18:23

MR. MARGOLIS: Objection. Vague. 12:13:27
THE WITNESS: I think most formulators 12:13:29

would have had a copy on their desk, :1 12:18:31

12:17:40

12: [11:43

12:17:48

12:17:52

12:17:55

12:1 17:57

12: 1 7:59

12:18:02

1 2'. 1 8:05

Page 1119 ..

standardreference copy. 12:18:35

Q. In 2003, would a person of ordinary skill in 12:18:37

the art have considered The Handbook of 12:18:39

Pharmaceutical Excipienls an important reference for 12:18:42 i

formulating an aqueous liquid preparation? 12:18:43 i
A-. Yes, it would. 12: 18:45

MR. MARGULIS: Objection. Vague.

Q. Take a look. if you would, now at Exhibit 3

to your declaration. And if 1 refer to Exhibit3 to

your decimation as excerpts from the 2000 Edition

of The Handbook of Pharmaceutical Excipients, will

you understand what I mean’? 12:19:02
A- Yes. 12:19:03

Q. Take a look at page "191. It bears Bates

number LU PINOI 0505. And let me direct your

attention to "part 7. 12: 19:15
A. Yes. 12:19:19

Q. In that first paragraph the first sentence 12:19:21

says, "Edelic acid and edetate salts are used in 12:19:25

pharmaceutical lbrmulations. cosmetics, and foods as 12:19:29 .:

chelating agents; that is, they form stable 12:19:33

water-soluble complexes lcltelalesl with alkaline

12:18:47

12:18:48

12:18:51

12:19:05

12:19:09
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earth and heavy metal ions." 12:19:41

Does this statement apply to both the 12:19:44
disodium salt of EDTA and the tetrasodiuni salt of 12:19:46

EDTA‘? 12:19:51

A. Yes. 12:19:52

0. The second sentence reads. "111: ehelated fonn 12:19:53

has few ofthe properties ofthe free ion, and for 12:19:56

would. Let me direct your attention to page 14. 12:22:03

paragraph 50. 12:22:08

An: yott relying on the Burdock reference in

connection with your opinions in this case’?
A. lam. 12:22:18

Q. I believe it's F.xhibit7 in your tabs. 11'l 12:22:19
refer to Exltihit 7 -- 12"22:29

A. Yes. 12:22:30

Q. — to your declaration as the Burdock 12:22:31

reference, will you understand what 1 mean‘? 12:22:33
A. lwill. 12:22:35

Q. Take a look, ifyou would, at page 916 ofthc 12:22:36

Burdock reference. It bears Bates number 12:22:40 I}
PROLENS/300006182. 12:22:44

this reason chelating agents are nticn cltL<cribcd as 12:20:00
©DO\IO\lJI.Ds14Jl\J—

'rcmoving' ions from solution; this process is also 12:20:04
5 called sequestering." 12:20:08

Does this statement apply to both the 12:20:10
disodium salt ofl3DTA and the tctrasodium salt of 12:20:12

EDTA? 12:20: 17

A. Yes. 12:20:23

Q. And then the next sentence says, "The 12:20:24

stability of the metal-cdetate complex depends on 12:20:26

the metal ion involved and also on the pH." 12:20:29

Does this statement apply to both disodium 12:20:33
edctale and tetrasodium edctatc‘? 12:20:36

A. It applies to all the edetate salts, yes. 12:20:39

Q. Takca look, if you would. at page 192. 1! 12:20:42
bears Bates number l.UP|N0 10506. And take a look at 12:20:41

I):

3:50-3o\ic~t.n.t>.'..2~—
33:: _._.... Maw A. Yes. 12:22:48

Q. Are you relying on the EDTA disodium entry in 12:22:49

the Burdock reterence in connection with your 12:22:55

opinions in this case? 12:22:57

5 3

6353 53:: A. 1 am. 12:22:58

Q. The EDTA disodium entry in the Burdock 12:22:59

reference lists a number of synonyms for EDTA 12:23:03
disodium. 12:23:06Nun.) N--O NNNN-O

Page 191

number 18, Related Substances. 12:20:55
A. Um-min. 12:20:57

Q. Does the 2000 Edition of The Handbook of 12:20:59

Phamiaceutical Exclplents identify the disodium salt 12:21:03
of EDTA and the tetrasodium salt ofED1'A as related 12:21:05

substances to edctic acid and edetate salts‘? 12:21: 1 1

A. Yes. 12:21:16

Q. Does the 2000 Edition of The Handbook of 12:21:17

Phannaeeutical Excipients state that the phrases 12:21:21
sodium edetate or EDTA sodium salt are defined to 12:21:22

exclude the disodium salt of EDTA? 12:21:27

MR. MARGOLIS: Objection. Vague. 12:21:31

THE WITNESS: I'm really very sorry 12:21:33

here. It is very clearly sodium edetatc with 12:21:35

a particular fonnula ofa particular cast 12:21:39
number that's different than another —- than 12:21:41

this disodium edctate. They are clearly 12:21:44

different compounds. 11' they were the same 12:21:47

material or the same name, they would 12:21:54

Do you -- 12:23:06
. Yes. 12:23:06

. -- see that’? Is that at "ya"? 12.23207

. Yes. Son'y. 12:23: 10

Q. Back to paragraph 50 now of your 12:23:11

declaration — you might want to put a finger or a 12:23: 16

tab or something in there. So, paragraph 50 ofyour 12:23: 1 it

declaration, third sentence, it says, "The synonyms 12:23:28

for ‘EDTA, disodium‘ includes edetate disodium." 12:23:34

In your opinion, does the Burdock reference 12:23:37

state that the synonyms for EDTA disodium include 12:23:39
edetate disodium? 12:23:43

A. Ask the question again? I'm sorry. 1 lost 12:23:56

you. 12:23:58

Q. Sure. Okay. ln your opinion, does the 12:23:58 ;.

Burdock reference state that the synonyms for EDTA 12:23:5
disodium include edetatc disodium? 12:24:03

A. Yes. 12:24:23

Q. And so if you go back to the EDTA disodium 12:24:24

actually make that explicit in here so there 12:21:56 entry in the Burdock reference -- 12:24:28
would be no confusion. 12:22:00 A. Yes. 12:24:30

.:C3;:';:5*~OOO\tO~u-.1:-uN— ;L_;:S~ooc\ia~.u-Amw- ...__=.-...n_..-...__.-__,2...-_-......_.._e..-...,...._.—...—.«..,~._~_,,._..,M_w......,_.._7. 
;g._.._.._._._. C~O®~lO‘-U! 353533

n-—vvvvvIAv

ix) _.

Q. Take a look back at your declaration, ifyou 12:22:00 Q. -- turn now to the next page. page 917, which 12:24:30

49 (Pages 190 to 193)
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hours B'.1tes'numbI:r PRQLENSA001106183. 12:24:33 collectively as Edctatcs}." 12:26:27

A. Yes. 12:24:39 Are the salts ot'EDTA, including the disodium 12:26:29

Q. And let me direction your tlttontion to the 12:24:40 salt of EDTA and the totrasottiunt salt o1‘EDTA 12:26:32

11 11h line from the top. 12:24:43 collectively known as cdctatcs’? 12:26:36
A. Yes. 12:24:44 A. Yes. That's been stated earlier. 12:26:39

Q. Do you sow: that’? 12:24:45 Q- And now take a look, if you wou1d,atpage 12:26:41
A. Yes. 12:24:47 96. It bears Bates number LUPINO I 89 14. 12:26:44

Q. It says "EDTA sodium"'? 12:24:47 A- Yes. 12:26:50
A. Yes. 12:24:49 Q- And toward thc bottom itsays, "Tetrasoditnrt 12:26:51

Q. The Burdock reference states that EDTA sodium 12:24:41 " E1’}TA."' 12:26:57

is a synonym for EDTA disodium. 12:24:52 Do you sec-that? 12:26:53
A. Yes. 12:24:52 A. 1 do. 12:26:59

Q. Do you see that? 12:24:55 Q. In utmnoction with your opinions in this 12:27:01

A. I'm aware. of that. 12:24:56 case. are you relying on the entry entitled 12:27:03

0. And thorn down to tho fourtit line from the 12:24:57 "Tctrasoclium EDTA" that spans pages 95 -~ sorry -- 12:27:06

bottom of the top section ofpage 917, the line that 12:24:58 96 to 97 of the Lanigan reference? 12:27:10

begins with "Sequcstrcne sodium." 12:25:02 A. I am. 12:27:13

Do you see that‘? 12:25:05 0. At page 96. the bottom paragraph says, 12:27:14
A. Yes. 12:25:05 "Tctrasodium 1-ZDTA is also known as Edetate Sodium."

Q. And the next entry, the Burdock reference 12:25:06 And then page 97, the second line: says, "EDTA 12:27:25

states that sodium ethylenediaminctetraacetatc is a 12:25:08 21 Disodium." 1212732

synonym for BDTA disodium. 12:25:13 be you see that? 12:27:32

5355255-T-‘E:-1-01.50--I0~'-»«=‘—Lr-r-2*-t
3

is.)Q

l\.) It-J

Page197

Do you see that‘? 12:25:15
A. YES. 12:25:16

Q. Okay. Take a look now back at -- on your 12:25:16

declaration. page 13. paragraph 48. 12:25:19

Are you relying on the Lanigan reference -- 12:25:31
A. I am. 12:25:34

Q. «- in connection with your opinions in this 12:25:34
case? 12:25:36

And I apologize. Doctor, just 1131- the court 12:25:36

reporter, ifwe could wait until I am finished 12:25:38

asking the question. So, I'll try it again. 12:25:42

Are you relying on the Lanigan reference in 12:25:43

connection with your-opinions in this caso? 12:25:45
A. 1 am. 12:25:47

Q. Okay. Thanl-t you. If] refer to Exhibit 4 to 12:25:47

your dcciaration as the, Lsnigan refers-nc_e_, will you 12:25:52

understand what 1 mean? 12:25:53 Q. Do you sec-that‘? 12:28:22
A. Yes. Yas. Sorry. 12:25:55 A. 1 do. 12:28:22 .,

Q. Take a look at page 95 of the Lanigan 12:26:03 Q. Okay. In the cntry entitled Totrasodium BDTA 12:28:22

reference. it bears Bates number LU PIN0l89l3. And 12:26:l ‘- on pages 96 to 97 -- 12:28:40 '3

at the to]: ofthe right-hand column, the firs! fiJI| 12:26:20 A. Yes. 12:28:42

sentence starts, "EDTA and its sa1ts(known 12:26:23 0. — of the Lanigan rtfcrencc, does the Lanigan 12:28:42

A. Yes. 12:27:33

Q. In the entry entitled "Tctrssodium EDTA" on 12:27:33

pages 96 to 97 ofthc Lanigan reference, does the 12:27:37 .

Lanigan rcforuntzo treat cdetate sodium and EDTA 12:27:42 1
disodium as one and the same? 12:27:46 I

MR. MARGOLIS: Objection. Vague. 12:27:49
THE WITNESS: Under the -— under the 12:27:51

heading Trisodium EDTA. you're directing mo 12:27:53
to look at what‘? 12:28:06

Q. No. No. I'm directing you to look at the 12:23:07

second lino at the top ofpage 97. 12:28:09

Do you see that it says, "EDTA Disodium“? 12:23:13
A. 1:10. 12:23:16

Q. And that's within the entry for Tetrasodium 12:28:16
EDTA? 12:28:21

A. Yes. 12:28:21ha-B-J-<:r;‘oo~4'a'\G.t:.;ts3-—S~Doo~.Ja'\1ah-F~lHt~J— EE5'5GEG§:E\.ooo-..|o~t.a.t:..I.ur-.a-—-
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reference treat edetate sodium and EDTA disodium as 12:28:45

one and the same? 12:28:50

MR. MAR(il)1.1S: Objection. Vague. 12:28:52

T1113 WITNESS: 1 agree with you that it's 12:28:53
12:28:56

12:28:58

12:29:01

12:29:03

12:29:06

12:29:10

12:29:13

12:29:15

in there. But. quite clearly. it's a

typographical as it is in the other

refcreiicc, because i1'i1 w;t<n'1zi

typographical mistake, it would be really

explicit and it wou1dn'tjtist he one out ofa

list, in some cases ot'30, it would he ~-

thcrc wouldn't be two separate entries. So,

1 believe that is clearly a typographical
12:29:18

Q. Do you typically rely on docuirients that have

typographic errors? 12:29:20

A. No. It's very unfortunate, and 1 must 12:29:22

apologize. My two primary references were obviously 12:29:29

the Merck, which is an encyclopedia. and the 12:29:35
Phamiaceutieal Handbook. 1 could have chosen from a 12:29:3

whole list of references, and 1. unfortunately, 12:29:43

didn't spot these at the time. 12:29:46

Q. Take a look, ifyou would, at the Disodium

C|'1'Ol'.

12:29:18

12:29:48

12:29:50

12:29:53

Q. From Lannigan. Um-min. I believe it is on

page 96. 12:30:05
A. Yes. Um. Yes. 12:30:13

Q. And do you see the bottom paragraph ofthat

entry says, "Synonyms for Disodium E1)'1‘A inc1udc"'?
A. Yes. 12:30:21

Q. And then toward the bottom of that it

identifies Sequcstrene? 12:30:25
A. Yes. 12:30:28

0. Does the Lanigan reference identify

Sequestrene as a synonym for disodium EDTA?

A. lain going to say that I haven't followed

this one through, but it's been very clear when you

are talking to me in certain cases some references

have Sequestrcne and a number allerwards, so it's

not straightforward and I wouldn't like to comment.

l'm sorry. l2:3(k51

Q. The Lanigan reference uses the term

Sequestrene in the same way that the Merck Index

EDTA entry.

A. For Lannigan or for --
12:29:54

12:30:13

1223011

12:30:22

12:30:28

12:30:30

12:30:35

12:30:38

12:30:41

12:30:44

12:30:47

12:31:00

12:31:02

uses Sequcstrene without a number. correct? 12:3 1 :06

Page 52 of 132
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A. Just let me -- I will have to read that. 12:31:(19

Sorry. 12:31:13

It's really small writing. Ididn’trca1i7.c 12:31:34

my eyes were this bad. The edetatc sodium has 12:31 :37

Scquestrene NA2 after it. 12:31 :41

0. ln Lanigan’? 12:31 :46
A. No. In the Merck Index. 12:31 :48

Q. In the Merck Index the edetatc sodium entry 12:31 :51

has Sequestrene without a number, correct? 12:31:55
A. 1n the Merck index the sodium edctatc has 12:31:57

Sequcstreno without a number. but ISDTA sodium has 12:32:01
12:32:06

12:32:13 .

Soqucstrcne NA2, which is reproduced for -- in The
Pliarinaceutical Handbook under disoditim cdctatc.

12:32:18

12:32:24

12:32:29

12:32:31

It's really confusittg.

Q. Well, let's take another look.

ls it fair to say that this really isn't as

clear as you made out in your earlier testimony‘!
A. No. I think there are -- 12:32:33

MR. MARGOLIS: Objection. 12:32:33

Mischaracterizing testimony. 12:32:35

'l‘HE WITNESS: -- are typographical 12:32:35

errors, unfortunately. 12:32:37

Page 201

12:12:37

12:32:41

1k32:42

12:32:46

12:32:48

I think it is clear. And the reason l'm

going to say -- the reason] believe it is

very clear is because if they were synonyms

for each other, you would not be having

separate cast numbers, you would not be

having separate identifications. 12:32:50

Q. Take a look - 12:32:52

A. And you can buy separate -- and when you buy

the material, you buy them as separate materials as
well. 12:32:58

Q. You've got the documents side-by-side here,
correct? 12:33:00

A. Well, yes. 12:33:02

Q. And you see on page 3541 of the Merck Index

that entry number 3544 for edetate sodium uses the

tenn Sequestrcne with no number, correct?
A. Coneet. 12:33:18

0. And on page 96 of the Lanigan reference. the

disodium EDTA entry also uses Sequestrene in the

same way without a number, correct? 12:33:28

A. Correct. But then ifwc look at both the 12:33:32 ;

Merck and the Phannaceutical Excipients Handbook, 122333

12:32:53

12:32:55

12:32:58

12:33:03

12:33:11

12:33:16

12:33: 1 9

12:33:24
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12:33:39

Page 20:1

A. No. 12:35:46

0. Does the specification of the patents-in-suit 12:35:47
refer to the Lewis reference? 12:35:49

A. No. 12:35:51

Q. Do the prosecution histories ofthe

they both have Scqucstrene NA2 after -- have NA2

after the Sequestrenc. 12:33:46

0. On page 96 ofthc Lanigan reference. disodium 12:33:48

F.D'1'A -- let me strike that and try again. 12:33:52

On page 96 nfthe Lanigan reference, the 12:33:55
12:33:57

12 :34 :02

12:34:04

12:34:07

12:34:10

12:34.13

12:35:51

entry for disodium EDTA identifies as a synonym patents-in-suit refer to the Lewis reference‘? 12:35:53
A. No. 12:35:55

MR. 11/\S1-‘ORD: Actually. I'm going to go
to a new cxltibit, but 1 don't know what time

it is. 15 this a good time for a lunch break

Sequcslrene \vith no number, conect?
12:36:01

12:36:02

123606

12:36:09

A. That is correct.

0. Let's take a look back at --

A. But that is obviously a typogmplticul error

in the basis of both the Merck and the Excipicnt
Handbook. 12:34:17

Q. There's a lot of typographical errors in the

documents on which you're relying, aren't there.
Doctor? 12:34:22

A. Unfortunately, in the secondary exhibits.

yes. 1n the two main exhibits, no.

0. Take a look, ifyou would, at page 13,

paragraph 49 of your declaration.

Are you relying on the Lewis reference in

connection with your opinions in this case?
A. Yes. 12:34:48

5\'JOO\lO\LInJ>Lut~.I—-
.4 or are we still -- do we still have a ways to

go? 123621 1

MR. MARGOLIS: Wcll, it's probably about 12:36:12

time for a break. I guess we can go otfthe 12:36:13
record. 12:36: 13

MR.11ASFORD: Yeah. Why don't we go off 12:36:17

the record and discuss for just a second 12:36:17

because I'm going to start into another line 12:36: 18
here. 12:36:21

T1113 V1DF.0GRAPl1[-IR: The time is

approximately 12:37 p.m., Friday, September

4th, 2015. This is the end oftape number

F5

12:34:17

12:34:20

3

33
12:34:22

12:34:25

12:34:27

12:34:32

12:34:44

12:34:47

__.._.._. vo:>u~1_a~
12:36:21

12:36:24

12:36:32

Page 203

Q. 11'] refer to Exhibit 6 to your declaration 12:36:39

as the Lewis reference, will you understand what 1
mean? 12:34:55

A. Yes. 12:34:55

Q. '1‘urn there, please, and let me direct your

attention to page 438. It bears Bates number
PROLENSA00006191. And at the bottom of the

left-hand column. there's an cdctate entry.

Do you see that‘? 12:35:18
A. Yes. 12:35:19

Q. Does the Lewis reference state that cdctatc

refers to "any salt or ester of edctic acid"?
A. Yes. 12:35:27

0. Does this statement apply to both the
disodium salt of EDTA and the tctrasodium salt of

EDTA? 12:35:53

A. Yes. And I believe that's in my -- that

that's in my report under point 42

Q. Do the patents -- let me strike that and try

again. 12:35:42

Do the claims ofthe patents-in-suit refer to 12:35:42
12:35:45

12:34:49

12:34:52
three of the videotaped deposition of Dr.

Jayne Lawrence. We are off the record. 12:36:42

(Lunch recess from 12:37 to 1:27.) 12:36:44
1111;‘ VIDEOURAPIIER: Good aflcmoon. The

13:25:55

13:26:05

13:26:07

13:26:10

13:26:12

12:34:56

12:35:02

12:35:0

12:35: 14

time is approximately 1:27 p.m., 1-'riday,

September 4, 2015. This is tape number four

of the videotaped deposition of Dr. Jayne
Lawrence. We are back on the record.

BY MR. HASFORD:

Q. Good afternoon, Doctor. 13:26:12
A. Good allemoon. 13:26:13

Q. Would you please turn to page 20 ofyour CV

for me’? Let me direct your attention to item 5
under Articles in Academic Journals.

MS. HASFORD: I'm handing the court 13:26:27

reporter what 1 would ask to be marked as 13:26:29
Lawrence Exhibit 2. 13:26:31

For the record. Lawrence Exhibit? 13:26:32

corresponds to item number 5 under Anicles 13:26:34
13:26:40

5coc~ro~ua4>u-—-
12:35:20

12:35:22 13:26:14

13:26: 17

12:35:28 13:26:22

12:35:32

12:35:34

12:35:36

12:35:39

in Academic Journals on Dr. Lawrence's

13:26:41

13:26:41

curriculum vitae.

the Lewis reference’) (Whereupon, P|nintil‘l's Deposition

52 (Pages 202 to 205)
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Exhibit No. Lawrence 2 was marked For

Identification.)

Q. Is Lawrence Exh1hit2 publication number

your curriculum vitae?‘
A. Yes. 13:27: 12

Q, Are you the NH. Lawrence wlttil co-authored
13:27: 16Lawrence Exhibit 2‘?

A. Yes. 13:27:17

Q. Please turn to page 154 of Lawrence Exhibit

2. Let me direct your attention to the first

sentence of the second paragraph. Would you read

that to yourself, please, and then let me know when
13:27:37you're ready.

A. Okay. 13:27:51

Q. in Lawrence Exhibit 2 you use the term EDTA
13:27:57

13:27:59

13:28:00

and you cite to footnote «:17.

Do you see that‘?

A. Yes. To 1'e1'crent:e 47, yes.

Q, Turn, then, to page 167 t.tf'Lawrcnce Exhibit 2
and take a look at reference 47. Read that to

yourself; ifyou would, and let me know when you're

ready. 13:28:17’

A. Yes. I'm ready.

journal article by Ynmashita, ot a1, entitled
"Effects ofdiclofcnac sodium and disodiurn

Do you see that‘?
A. 1 do. 13:28:49:E\DOO--t:l‘Hl.J\-F-|..n-II-.J--

disodium salt of‘ EDTA?

A. YES. 13:23:57

Q. in Lawrence Exhihit 2 do you use the term

A. I think 1 used it incorrectly.

Q. Okay. Take a look now -- actually, let me
mark a new document.

MR. HASFORD: 1'm handing the court
-—¢.—o.-oo——-—.-—-—r \5%‘--IO\LJ'I-13-Ln-I1‘:-J

Exhibit 3. 13:29:22

For the record. Lawrence Exhibit 3 is a

copy olthc article entitled. "Effects of

of the mucosa! membrane and their relation to the

permeability enhancing effects in the rat jejunum."
13:28:

Q. is disodiurn ethylenediaminctetraacetate the

EDTA broadly to refer to the disodium salt of EDTA?
13:29:05

reporter what 1 ask to be marked as Lawrence

Page 206

13:27:04

13:27:05

S on 13:'2'?:05

13:27:09

13:27:12

13:27:17

13:27:26

13:27:30

13:27:36

13:27:52

13:23:03

13:28:08

13:23:14

Page 201

13:28:17

Q. Reference 47 in Lawrence Exhibit 2 is at 198'? 13:23:19

13:28:26

13:28:31

ethylenediaminetelraacetate on electrical parameters 13:23:34
13:23:39

1 3:28:43

49

13:28:49

.1 3:28:54

13:28:58

13:29:01

13:29:07

13 :29:09

13:29:19

13:29:20

13:29:22

13:29:24

366-928-6509
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diclofcnac st:-ttium and disodiutn 13:29:27

elhyienediaminctetraacclate on electrical 13:29:30

parameters ofthc mucosal membrane and their 13:29:34 .

relation to the permeability enhancing 13:29:37

effects in the rat jejunum" by Yamashita, 13:29:40

et al. in the]. Pharin. Pharmacol. 198?, 13:29:45

volume 39, pages 621 to I526. 13:29:48

twherenpon, Plaintiff's Deposition 13:30:13
Exhibit No. Lawrence 3 was marked 1or 13:30:13

Identification.) 13:30:14

Q. .15 Lawrence Exhibit 3 the 1987 Yamasltita

article that you cite in reference 47 of Lawrence
Exltihit 2? 13:30:21

A. "It looks like it. yes. 13:30:22

Q. Take a look at the titer sentence of the 13:30:23

second paragraph of the body. It starts. "111 an 13:30:30

earlier report"? 13:30:34
A. Yes. 13:30:41

Q. Does Lawrence Exhibit 3 use the broad term

EDTA interchangeably with disodium

ethylenediarninetetrnacetate which is the disodium
salt of EDTA? 13 :30:54

13:30:14 '

13:30:18

13:30:42 _.
13:30:47

13:3o:5 -

Page zoo .

13:30:56

13:31:03

13:31 :05

13:31:08

13:31:12

13:31:12

MR. MARGOLIS: Objection. Vague.

THE WITNESS: It's defining — it's

saying it's going to define disodium -- you

can say it better than me —

ethytenediaminetetraacetnte as EDTA.

Q. You may put this document aside.

A. Okay. 13:31:15

Q. Take a look now, ifyou would, back at your

declaration. and let me direct your attention to

page 15. 13:31:23
A. Yes. 13:31:25

Q. And, in particular, paragraph 58. Are you

relying on the 2000 Edition of Remington's The

Science and Practice of Pharmacy in connection with

your opinions in this case‘? 13:31 :40
A. Yes. 13:31:42

Q. And in the second sentence in paragraph 58 of 13:31:43

your declaration it starts, "For example. the 2000 13:31:47

edition of Ren'nngton's. a reference that would have 13:31:50

been well-known to the person of ordinary skill in 13:31:53

the art, provides the following definition of 13:3 I :56

stability." 13:31:59

13:31:33

53 (Pages 206 to 209)
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13:32:00

13:32:03
Does the 2000 edition n1‘ Remington’; provide

a definition olistability ofn pharmaceutical

product? 13:32:06
A. Yes. 13:32:09

Q. Does the 2000 edition ol'Rt:mingIon's provide

understanding to a person ofordinary skill in the

13:32:09

13:32:13

art oflht: ntcttrting ufslubility ul'a pltarntaccutical 13:32:15

product‘? 13:32:18

A. Let mejust read the -— can you ask me the 13:32:18

question again. please? 13:32:44

Q. Certainly. 13:32:44
A. Yes. 13:32:44

Q. Does the 2000 edition of Remington's provide

understanding to a person 01' ordinary skill in the

art of the meaning of stability ofa phannaceutical

product? 13:32:53

MR.MARGOl.lS: Objection. Vague.

THE WITNESS: It defines — it gives a

good practical definition of stability with

somebody skilled in the an in my opinion.

Q. Okay. And now read the rest of the sentence

to yortrsel 1‘, that sentence in paragraph 58 of your

13:32:44

13:32:47

13:32:50

13:32:55

13:32:59

13:33:04

13:33:08

Page 211

declaration that spans pages 15 and 16, and let me 13:33:16

know when you're ready. 13:33:21

A. l‘m ready. 13:33:31

Q. You mention microbiological specifications.

Do you see that? 13:33:35
A. Yes. 13:33:35

Q. Do microbiological specifications deal with 13:33:36

bacterial and fungal counts? 13:33:41

A. Amongst other things, yes. 13:33:44

0. Does the concept ofstability of an aqueous 13:33:45

liquid preparation encompass microbiological 13:33:48

stability? 13:33:51

MR. MARGOLISI Objection. Vague.

Tl 1F. WITNESS: It depends what type of

liquid fomrulation. 13:33:56

Q. Under what circumstances does the concept of

13:33:32

13:33:52

13:33:54

13:33:58

stability of an aqueous liquid preparation encompass 13:34:00

microbiological stability? 13:34:05
13:34:10

13:34:14

13:34:18

13:34:19

A. It would be of particular importance il'the

formulation was intcndetl for parenteral
administration.

Q. What do you mean by “parenteral

Page 55 of 132
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Pagc2l2

administration'"’ 13:34:21

A, That's administration into the body by arty 13:34:22
13:34:25

13:34:30

13:34:34

13:34:39

13:34:50

13:34:53

other route than enteral. So it includes

ophthalmic, intravenous. intramuscular. ct cetera.

Q. Tum. if you would, to Exhibit 8 to your
claim constntction declaration. llil refer to

Exhibit 8 to your declaration as the Vadas

rcl'ercnct.-, will you urtdetstartd what 1 mean?
A. Yes. 13:34:55

Q. Now, go back, ifyou would, to your

declaratiotr. Please look at paragraphs 53 through 13:35:00

72 ofyour declaration. They span pages 14 through 13:35:04

21. Let me know when you're ready, 13:35:18

A. Okay. 13:38:42

Q. Do paragraphs 53 through 72 of your

declaration set forth your opinions in this case on 13:38:47

the claim term "stable" and the phrase "in an amount 13:38:50 '

strllicient to stabilize said first component"? 13:38:54
A. Yes. 13:38:58

0. In connection with your opinions in this case

on the claim term "stable" and the phrase "in an
amotmt sufficient to stabilize said first

13:34:56

13:38:43

13:38:59

13:39:01

13:39:04

Page 213
13:39:07

13:39:! 1
component," do you cite any item of extrinsic
evidence other than the Vadas reference?

A. No, 1 don't. 13:39:21

Q. Take a look, if you would, back at the Vadas 13:39:25

reference, and let me direct your attention to page 13:39:29
987. That bears Bates number LUP1N018965. 1 know l3'.39:3 . .'

the type is kind ofsmall. 13:39:43

Let me direct your attention to the 13:39:51

right-hand column. 13:39:53

A. Okay. 13:39:54

Q. Does the Vadas reference discuss

pharmaceutical product stability? 13:40:00
A. Yes. 13:40:05

Q. Under that strhheading or that title Product

Stability, could you read that first paragraph

beginning "Many factors," and let me know when

you're ready. 13:40:13

A. Okay. 13:40:27

Q. Does the Vudas reference state that. “Many

factors ttlTect the stability of at pharmaceutical

product, including the stability ufthe active

13:39:55

13:40:05

13:40:09

13:40:11

13:40:28

13:40:31

13:40:34

ingredient or ittgredietrts; the potential irrtcractiorr 13:40:36

54 (Pages 210 to 213)
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13:40:40

13:40:44

13:40:48

13:40:51

13:40:54

13:40:57

between active and inactive ingredients; the

rnanufactttring process; the dosage form: the

container-Iiner-closure system; and the

environtnental conditions encountered during

sl1ipn1ent.stortge. and handling: and length of time

between manufacturing and usage"'!
A. It does.

Q. Do you agree with that’?

I 3'41 :00

I3'4l :01

A. They are potential factors aI'1'ecting 13:41:04

stability. yes. 13:41 :08

Q. Take a look now at the bottom of the

right-hand column on page 987 ol'thc Vadas

13:41 :09

13:4l:l I

rcl'c1'=:1n;e, and let me direct your attention to Table 13:41:16

52-1 entitled Stability Protocols. 13:41:19
A. Yes. 13:41:22

Q. Do you see that? 13:41:22
A. Ido. 13:41:23

Q. Does the Vadas reference provide various

stability protocols for testing the chemical

stability ofa phannaceutical product?
A. It does. 13:41 :32

Q. Are the stability protocols disclosed in the

13:41:24

13:41:27

13:41 :29

13:41:33

Page 215

Vadns reference the only stability protocols that 13:41 :37

can be used for testing the chemical stability 01' 13:41:39
13:41:39

13:41:39

13:41 :50

13:41:50

13:4 I :51

13:41 :54

13:41 ‘.57

13:42:00

13:42:07

13:42:09

13:42:12

13:42:15

13:42:18

13:42:21

the pltarmaceutical product?
A. The chemical?

Q. 1'11 repeat it. Are the stability protocols

disclosed in the Vadas reference the only stability

protocols that can be used for testing the chemical

stability o1'a pharmaceutical product’!

MR.MARGOL1S: Objection. Vague.
THE WITNESS: There are standardized

lntemational -- ICH — lntemational

Conference and Harmonization guidelines,

which tend to be used by most -- a lot of

regulators and a lot of researchers.

So, you are correct that there were the

conditions, but normally people would use the
standardized conditions. 13:42:24

Q. What other conditions besides those disclosed
in Table 52-1 of the Vadas reference can be used for

testing the chemical stability ofa phannaceutical

product’) 1 3:42:38

MR. MARGOLIS: Objection. Vague.

13:42:26

13:42:35

13:42:38

Page 56 of 132
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13:42:40

13:42:45
THE WITNESS: In theory. a researcher

could decide any conditions, but to do that

they must be certain that the degradation 13:42:49
instabilities are the same at the 13:42:54

temperatures they're measuring it at as the 13:42:56

one tltcy predict it to be -- as the ones at 13:43:00
use -- 01' use. 13:43:04

Q. Take a look, if you would, at page 9911 ofthc 13:43:05
13:43:10

13:43:22 V.

13:43:25

13:43:28 {

13:43:32 _f
13:43:35

Vadas reference, and look at the second full

paragraph. The Iirst two sentences read, "Oxidation

may be inhibited by the use ofantioxidnnts called

negative catalysts. They are very effective in

stabiluing pharmaceutical products undergoing a
1'rt:t:-1'adicaI-mediated chain reaction."

Do you see that? 13:43:38

A. It -- sony. I do. 13:43:39

Q. Does the term stabilizing in this context 13:43:41

rcter to chemical stability? 13:43:44

A. It could be physical as well. 13:43:51

Q. Does the tenn stabilizing in that context 13:43:53

encompass chemical stability? 13:43:56
A. It does. 13:43:58

Page 217

13:44:00

13:44:03

13:44:08 :

13:44:| 1

Q. Are antioxidants added to phztrrnacculicnl

products to prevent chemical degradation?

MR. MARGOLIS: Objection. Vague.

THE WITNESS: To some products they may

be, yes. 13:44:12

Q. Take a look, if yott would. at the fourth full

pttmgmph. 13:44:17
A. Yes. 13:44:17

Q. And the lirst sentence says, "The commonly 13:44:18

used antioxidants for aqueous systems include sodium 13:44:21 _'
sulfite. sodium metabisullite, sodium bisullite, 13:44:25

sodium thiosttllitte, and ascorbic acid." 13:44:30

Do you see that’! 13:44:36
A. I do. 13:44:36

Q. Do you agree with the Vadas reference that

sodium sulfite is a commonly used antioxidant for

aqueous systems? 13:44:43

A. That's not actually what the reference is 13:44:48

saying. It's saying what the most frequent used 13:44:51

antioxidants are. It's not saying antioxidants are 13:44:53

commonly used, in my opinion. 13:44:58
13:44:59

13:44:12

13:44:37

13:44:39

Q. Well, it says. "The commonly used

, - M1
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antioxidants for aqueous systems include sodium 13:45 :01
su1fite."' 13:45:01

Do you see that‘? 13:45:05

A-. That it is one of the more Frequently used.

What I'm saying is it doesn't tell you that lots of
Fomiulations have antioxidants in it. That's

dil‘i'e11:nt. 13:45:14‘

Q. When, ital all, would in person oforclinary 13:45:15
skill in the art be motivated to use an antioxidant 13:45:18

in an aqueous liquid preparation? 13:45:23

MR. MARGOLIS: Objection. Vague. 13:45:27

THE WITNESS: lfthey suspected their 13:45:31

formulation was going to be unstable in its 13:45:34‘
absence. 13:45:39

Q. Take a look, if you would, at page 992 of the

Vedas reference. And let me direct your attention

to. the right-hand column and. in particular, the

last full paragrapli and the first three sentences. 13:45:53

It states, "According to the Arrhenius relationship, 13:45:58

faster deg-adation occurs at the higher 13:46:01

ternperatnres; hence, assays for the higlmemperature

data usually are run more often but for a shorter

13:43:05

13:45:08

1314511 1

13:45:40

13:45:46

13:45:50

13 :46:Cl8

Page 219

period of time. The effect ofsimple least-squares 13:46:] 1

analysis of this type. ofdata is to force the 13:46: 17

Arrhenius equation through the low temperature data 13:46:20

and essentially ignore the high temperature 13:46:24

information. Thus, much more credence is placed in 13:46:27

the point estimates of the low temperature than is 13:46:30
warranted.“ 13:46:34

Do you see that? 13:46:34

A. Just let me re-read this. Sony. 13:46:38

Q. Take as much time as you need to read it to 13:46:41

yourself and tell me when you're ready. 13:46:44

A. Okay. 13:46:57

Q. Does the Vadas reference state that in 13:46:58

chemical stability testing much more credence is 13:47:01

placed in the point estimates ofthe low temperature 13:41:04
than is warranted? t3:4?:06

A. No, it doesn't. 13:47:08

Q. Does the Vadas reference teach that chemical l3:4?:l2

stability testing results are more reliable at high 13:47: 14

temperatures or low temperatures? 13:47:18

MR. MARGOLIS; Objection. Lack of 13:47:22
13:47:23
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T1-[E WITNESS: it explains that you can

misinterpret your data by using the Wrong

anaiysis. That's what it's telling you.

0. Based on the teachings of the Vedas

reference, would a person of ordinary skill in the

an understand that chemical stability testing

results are more reliable at higher temperatures or

lower tctnpclaturcs? 1 3:47:45

MR. MARGOLIS: Objection. Laclcof
Foundation. 13:47:49

THE WITNESS: That's not possible to 13:47:50

answer because you're basing that on clearly 13:47:54

incorrect or deficient analysis of the 13:48:00

Arrhenius equation. 13:48:04

It goes on to say that it's better to 13:48:07

have a weighted. least-squares analysis so you 13:48; 10
avoid this effect. 13:48:13

Q. l'mjust asking in general. Based on the 13:48:15

teachings of the Vadas reference, would a person of 1324811’!

ordinary skill in the art understand that chemical 13:48:20

stability testing results are more reliable at 13:48:22

higher temperatures or lower temperatures? 13:48:25

13:41:24

13:47:29

13:47:33

13:47:35

13:47:37
13:47:39

13:47:42

I 3:47:48

A. 1clon't believe it teaches that. I'm sorry.

Q. Okay-. Does the Vadas reference state that
the term stable is an indefinite term?

MKMARGOLIS: Objection. Vague.

THE WITNESS: It doesn't use legal

language to define stability, no.
0. "Does the Vadas refer-encc state that a

particular threshold under —- let me strike that and

try again. 13:48:49
Does the Vedas reference state that :1 13:48:51}

particular threshold under particular measurement 13:48:51

conditions must be specified to permit distinction 13:48:54

between fonnulations that are stable and those that 13:48:58are not? 13:49:00 ~

MR. MARGOLIS: Objection. Vague.

THE WITNESS: Ask the question again?

0. -Sure. Actually, before I ask that question,

let me go back to one ofyour previous answers

because you mentioned legal language.

.Do you remember that? 13:49:33
A. Yes. 13:49:33

Q. Does the Vadas reference state that the term 13:49:34

13:43:27

13:48:29

13:48:32

13:48:36

13:48:40

13:48:41

13:48:43

13:48:45

13:49:02 1-
13:49:22

13:49:23

13:49:25

13 :49:30
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stable is a scientifically indefinite term? 13:49:38

MR. MARGOLIS: Objection. Vague. 13:49:45
"1111? WITNESS: ldon'tttnderstand what -- 13:49:45

scientifically indefinite term is not a 13:49:48

phrase I'm familiar with. 13:49:50

0. Could there be a circumstance under which a

term has no scientifically definite meaning?

A. There are cases where the science perhaps is

in a debate and people might argue about the

definition, yes. 13:50:28

Q. Does the Vadas reference state that the term

stable is an unclear or incomprehensible tenn?

13:49:53

13:49:57

13:50:22

13:50:25

13:50:29

13:50:33

13:50:38

l3:5lk41
A. No. ltdocs clearly state, however, that you

have to define what you mean by stability in the

phannaceulical context. 13:50:44

Q. And in your previous answer you talked about

circumstances under which a tenn might have no

scientifically definite meaning. 13:50:53
Does the Vadas reference state that the term 13:50:55

stable has no scientifically definite meaning? 13:50:57

MR. MARGOLIS: Objection. Asked and 13:51 :02
answered. 13:51:04

13:50:47

Page 223

13:51:05

13:51:07

13:51 :13

13:51:15

13:51:20

13:51:23

13:51:25

13:51:30

THE WITNESS: In as far as ittells yott

that you have to define it yourself, your

particular conditions required. So that

means that stability will have a potentially

different meaning for a different

pharmaceutical context.

Q. Take a look. if you would, at - oh, son'y.

Let me go back to another question that I asked you.
You asked me to reask it. 13:51:33

Does the Vadas reference state that a 13:51 :35

panicular threshold under particular measurement 13:51 :38

conditions must be specified to pennit distinction 13:51:41
between fonnulations that are stable and those that 13:51 :46

are not? 13:51:48

MR. MARGOLIS: Objection. Vague. 13:51:50
THE WITNESS: lbelievethat‘s what that 13:51:53

first definition is telling you, that you 13:51 :55

have to have a capability of a particular 13:51:58

formulation and you define its 13:52:02

stability and -— and 1 think that answers the 1325105

question. 13:52:09

Q. Does the Vadas reference explicitly state 13:52:09

Page 58 of 132
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that a particular threshold under particular 13:52:12 :

measurement conditions must be specified in pennil 13:52:15
distinction between fomiulations that are stable and 13:52:17 _
those that are not? 13:52:20

A. To remain within its physical, chemical. 13:52:20
13:52:23

13:52:26
microbiologic. therapeutic and toxicological

specifications. 1 believe does answer that -- docs
address it. 13:52:28

Q. The Vadas reference doesn't state that

though, does it? 13:52:31

MR.MARGOLlS: Objection. Vague.

THE WITNESS: I'm confused now by your

question because the comments I have in -- in

1352229

13:52:33 .

13:54:00

13:54:04

13:54:10

13:54:14

13:54:18

quotation marks here, which 1 just quoted to

you from about remaining within physical.

chemical, microbiologic, therapeutic and

toxicological specifications is a direct 13:54:21

quote from Vadas. 13:54:25

Q. Does that quote in the Vadas reference state

that a panicular threshold under particular

measurement conditions must be specified to permit
distinction between formulations that are stable and

13:54:29

13:54:32

13:54:34 ‘

13:54:37

Page 225

13:54:40

A. Why would you have —— otherwise, why would

those that are not’)

13:54:43 -

13:54:46

13:54:52
you have specifications? You're defining your

stability and specifying it. And itgucs on to give
13:54:57

Q. Take a look back at your declaration, ifyou

would, page 16, paragraph 59. And let me direct

your attention to the second sentence. Read that to

yourself. ifyou would, and let me know when you're

ready. 13:55:18

A. Okay. 13:55:30

Q. Are chemical stability and physical stability

the same or different types ofstability?

A. They're generally considered as different

types of stability. 13:55:44

Q. Does the concept ofchemical stability deal

with the propensity toward chemical degradation?

A. Yes, but itmay influence the physical 13:55:55

stability as a result. 1 was going to give the 13:56:00

example of liposomes when they're oxidized they may

become unstable. So. it's very hard to totally or

other examples of this.
13:55:01

13:55:04

13:55:10

13:55:15

13:55:30

13:55:33

13:55:40

13:55:44

13:55:46

l3:56:0
13:56:07 ‘

13:56:12to totally divorce them.
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Q. Generally. does the concept ofcltcmical 13:56:12 for a legal conclusion. 13:53:29

stability deal with the propensity toward chemical 13:56:15 T1113 WITNESS: What do you consider the 13:58:33

degradation‘! 13:56:17 closest prior art’? 13:58:35

A. 11 docs. 13:56:18 Q. What do you considor the closest prior art? 13:58:37

Q. Gcucrally. does the concept 01' physical 13:56:19 MR. MARGOLIS: Objection. Vnguc. 13:58:40

stability Jcal with the propensity toward changes in 13:56:21 T11IiWlTN13SS: 1 don't have all that 13.58314

appearance or other physical properties‘? 13:56:25 infonuation to hand, so I cannot attstvct‘. 13:58:46

A. 11 does. 13:56:27 8 Q. Do you know whether Experimental Example 1 t3:58:4

Q. Take a look, if you would, at page 17 of your 13:56:28 tests against the closest prior art for comparison 13:58:51

declaration. paragraph 61. 13:56:32 purposes‘? 13:58:54

A, Yes, 13:56:36 MR. MARGOLIS: Objection. Vague. Calls 13:58:55

Q. The lirst scntcncc states. "The specification 13:56:37 for a legal conclusion. Asked and answered. 13:58:56

docs state that an object ofthe invention is to 13:56:40 THE W1TNESS: 1 don't have that 13:59:00

provide a fonnulation that is ‘stable within a pH 13:56:45 infomiation to hand to make that comparison. 13:59:01

range giving no irritation to the eyes‘ and that thc 13:56:49 Q. Take a look. if you would, at page 18 ofynur 13:59:04

preservative e1‘fect'does not substantially 13:56:52 declaration, paragraph 64. And the first sentence 13:59:09 1
deteriorate.” 13:56:54 says that, "The discussion after Experimental 13:59:13 1

You're ne1'en'ing to the specification of the 13:56:57 Example 1 states that the bromfenac ‘in each eye 13:59:17

patcnts—in—suit, correct? 13:56:58 drop was stable in the order of tyloxanol-containing 13:59:20

A. Yes. 13:56:59 preparation greater than po1yoxy140 13:59:24

Q. Is that a true statement? 13:57:00 stearate-containing preparation greater than 13:59:27

A. From « fmm the patents? Yes 13:57:03 . polysorhate 80-containing preparation.” 13:59:29

your declaration. And the first sentence states, 13:57:12 A. It is. 13:59:34

"Experimental Examples 1 and 2, cntit1cd'Stability 13:57:15 Q. And then in the next sentence you say, 13:59:35

Test of Sodium 2-amino-3-(4-hromobcnzoyl) 13:57:19 "Experimental Example 1 also states that the 13:59:37

p1teny|acctatc,' disclose specific conditions under 13:57:26 composition containing 0.02 percent weight per 13:59:40

which stability may be measured." 13:57:28 volumc tyloxapol is ‘more stable‘ than a composition 13:59:44

Is that a true statement? 13:57:30 containing 0.15 percent weight per volume 13:59:47

A. Yes. 13:57:33 tyloxapol." 1359251

Q. Take a look now at paragraph 63 of your 13:57:34 15 that it true statement? 13:59:52

declaration on page 18. You state. "Experimental 13:57:38 A. It is. 13:59:53

Example 1 tested four formulations with identical 13:57:47 Q. Take a look now at page 19 of your 13:59:54

compositions except for variations in the type and 13:57:49 declaration. paragraph 65. You state, "F,xperimenta1 13:59:57

Example 2 has a similar design where the fnnnulation : :

:E~DDO\lG‘|.Iv.b1aJt~J—- Zssoooxlcstn-ALAN-
1

Page 227

Q. Okay. Take a look now at paragraph 62 in 13:57:06 15 that a true statement‘? 13:59:32
I
1

1
1

1

§

31:3 13:3amount o1‘sur1'actanL Comparison Example 1 used 13:57:53

0.15 grams ofpolysorbate 80. sample A-02 used 0.15 13:57:58

grams ofpolyoxyl 40 stearate, sample /\-02 used 0.15 13:58:03

S 3 remains constant except for the surfactant: Sample 14:00:05 :

A-04 used 0.02 grams oftyloxapol, sample A~05" —- 14:00:08

grams of tyloxapol, and sample A-03 used 0.02 grams 13:58:10 16 in paragraph 65 of your declaration you state, 14:00:21
53

G

3
oftyloxupolf 13:58:14 "Experimental Example 2 has a similar design where 14:O0:2

Is that a true stalctncnt? 13:58: 16 the fonnulation remains constant except for the 14:00:29
A. Yes. 13.5820 surfactant: Sample A-04 used 0.02 grams 01' 14:00:33

Q. Does Eitpcrintcntal Example I test against the 13:58:20 tyloxapol, sample A-05 used 0.05 grams oftyloxapol, 14:00:39 ’_

closest prior art For comparison purposes? 13:58:23 sample A-06 used 0.03 grams of tyloxapol, sample 14:00:47 3

MR. MARGOLIS: Objection. Vague. Calls 13:58:26 A-07 used 0.02 grams ofpo1yoxy140 stearatc, and 14:00:52 ‘

E36

(‘silo —c
kt IU
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sample A-08 used 0.05. grants of polynxyl 40 14:00:59
stcarate." 14:01 :05

is that a true statement? 14:01 :05

1 Q. Contct. 14:05:05
2 A. No. 14:05:07"

3 Q. Did you ever ask anyone whether Lupin has any 14:05:08
A. Yes. 14:01 :0? 4 patents using the 131111111 term stable like the 14:05:12

Q. Take a look now at paragraph 19 -- l'm 14:01:03 5 patcn_ls-in-suit‘? 14:05:14

sorry — page 19, paragraph 66. The first sentence 14:01 :12 6 A. No. Bccausc,.1 didn't feel it was relevant 14:05: 18

states, "Experimental Example 2 states that, with 14:01:16 '1' because I was considering only these patents. 14:05:21

certain formulations, the amount ol"b1'orn1'cnac in the 14:01:20 8 MR. 1-IASFORD: l'm handing the court 14:05:24

formulation is not less than 90 percent after 14:01 :24 9 reponer what 1 would ask to be marked as 14:05:26

storage at 60 degrees Celsius fol‘ four weeks. which 14:01:28 10 Lawrence Exhibit 4. 14:05:29

‘indicates that [the tested] compositions have 14:01 :33 1 For the record. Lawrence Exhibit 4 is at 14:05:31

su 1T1cient stability for eye drops.” 14:01 :35 12 copy of United States Patenthlo. 8.192.755. 14:05:33
15 that a true statement‘? 14:01:33 13 (Whcrcupon, Plaintiffs Deposition 14:05:59

A. It's a reproduction from the - yes. 14:01 :42 14 Exhibit No. Lawrence 4 was marked for 14:05:59

Q. Take a look, if you would, at page 20 of your 14:01:46 15 Identification.) 14:06:01

declaration, paragraph 6'1’. In the first sentence 14:01:50 16 Q. 11’ 1 refer to U.S. Patent No. 8,192,755 as 14:06:01

you write, "That preparations having a less than 90 14:01 :54 17 the ‘"155 patent, will you understand what 1 mean? 14:06:03

percent remaining rate may also quatify as 'stal:t1e' 14:01:57 8 A. Yes. 14:06:! 1

is confirmed by the results ofExperimental Example 14:02:01 19 Q. On the front page of the "155 patent do you 14:06:12

I, discussed above." 14:02:04 20 see that the ‘"155 patent is assigned to Lupin 14:06:15
Is that a true statement? 14:02:06 '2'! Limited? 1410611 9

A. That's the implications c1"'what's said, yes. 14:02:12 22 A. Yes. 14:06:20

Page 231 Page 233 _

I Q. In the ncxt'scntctt.c.e you say. "All of the 14:02:14 1 Q. Are you providing opinions in this case on 14:06:20

2 results ofExpcrirnentai Example 1 were less than 90 14:02:17 2 behalfofLupin Limited? 14:06:23

3 percent, and the applicants pointed to this example 14:02:20 3 A. 1 am. 14:06:24

4 to support their claims to ’stable' preparations 14:02:23 4- Q. Turn to column 21 of”Lupin's ‘755 patent. 14:06:25

.5 during prosecution." 14:02:26 5 Let me direct your attention to claim 16. Claim 16 14:06:31

6 Is that a true statement? 14:02:27 15 reads, "A stable improved pharmaceutical composition l4:06:3
7 A. Yes. 14:02:29 7 for controlled release of Beta-Lactam antibiotic or 14:06:42

3 Q. Now, look at paragraph 69 on page 20. And I 14:02:30 8 its pharrnnccutically acceptable salts, the 14:06:45‘

9 want you to read to yourself paragraphs 69, 70 and 14:02:36 9 cot-nposition comprising a hydrophilic matrix and an 14:06:51
10 71 spanning over to page 21. 14:02:41 10 adjuvant, the adjuvant comprising probenccid, 14:06:56 in
11 A. Okay. 14:02:44 1 I wherein the hydrophilic matrix and the adjuvant are 14:07:02

12 Q. Let me know when you're ready. 14:02:45 12 compressed together into a tablet dosage form or 14:07:07

13 A. Okay. 14:04:33 13 compressed separately into tablets and packed in 3 14:07:10

14 Q. In paragraph 69 through 71 ofyour 14:04:34 14 way to be administered sitnultaneottcly." 14:02:15

15 declaration, do you set forth and respond to 14:04:38 15 Do you see mat‘? 14:07:17

16 plaintiffs‘ proposed constructions ofthc term 14:04:41 16 A. 1 do. 14:07:18
17 "stable" and the phtmc "in an amount sufficicnt to 14:04:45 17 Q. Ciairn 16 ol'Lupin's ‘755 patent is directed 14:07:18

18 stabilize said-first cornpcncnt"‘? 14:04:48 18 to a stable improved pharmaceutical cotnpositiort. 14:07:22

19 A. I do. 14:04:51 19 Do you see that‘? 14:07;Z5

Q. In paragraph 69 through '11 ofyour 14:04:51 20 A. Claim 16, you said? Yes. 14:07:26

declaration. do you cite any docttnient? 14:04:54 21 Q. Correct. 14:0?:29

A. Ifl cite a document to support my claim? 14:04:58 22 A, Yes. 14:07:30

59 (Pages 230 to 233)
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.1 41.07.31]

14:07:33
Q- Does Lupin’: use of the term stable in claim

16 of the '755 patent make that claim invalid for
indefirtiteness? 14 :0?:37

MR. MARG('1LI'S: Objection. Lack of

fouridstioit. Calls for a legal conclusion. 14:07:40
TH E WITNESS: Unless I read the whole 14:07:42

patent and all the claims, I really can’! 14:07:44

comment on just one claim taken from the 14 :07:47

patent. Obviously, that would have to be 14:07:52

examined. but 1 can't comment definitively 14:07:55

one way or another because 1 have not seen it 14:07:57
before. 14:08:00

Q. Well. take as much time as you need to read 14:03:00
it. 14:08:02

A. Okay. Okay. 14:08:03

0. Does Lupin's use of the tenn stable in claim

16 of the '755 patent make that claim invalid for
indetiniteness? 14: 1 3 :58

MR. MARGOLIS: Objection. Lack of

foundation. Calls for a legal conclusion. 14:14:01

Q. You may answer. 14:14:05

A. Well. I've got a couple of general comments

14:07:38

;_‘,;3EfiZE.~ooo-.:o-.us.e.t.ar~.a—
14:13:48

14:13:53 u...-._t— Q0‘-A10‘
14:13.59

fig?-3
14:14:03 22

Page 235

from my quick reading ofthe patent. It normally 14: 14: 13

takes me a lot longer to read the patents. 14:14:18
First of all, 1 don't believe it's a main 14:14:21

claim, is it‘? The main claim ofthe patent. Bul 14:14:27

they do specifically define ICI-I storage conditions. 14:14:31
They do compare before and after. 14: 14:39

So, while I-agree it's not a perfect patent, 14:14:42
it does have a lot more information than the ones 14: 14:46

we're considering today. 14:14:51

Q. Did you see any definition of stable in the 14:14:53

patent‘? 14: 14:56

MR. MARGOLIS: Objection. Vague.

THE WITNESS: "The pharmaceutical

composition of claim 1, further comprising a

matrix stabilizing agent: wherein the
in vitro dissolution characteristics of’ the

composition are essentially maintained upon

storage for one month under accelerated

stah'ility-conditions of 40 degrees and 75

percent relative humidity."

1 agree it's not the most obvious

definition of stability, but there is some

:E§\.coo-.io\:.n4a.:.ar-.>—-
14:15:12

14:15:15

14:15:19

14:15:29

14:15:34

14:15:38

14:15:43

14:15:46

14:15:51

Page 231':

information in there. 14:15:53 I
Q. Take a look again at claim 16. Does Lupin's

"755 patent provide a definition ofstable as that
claim term is used in claim 16'!

MR. MAROOLIS: Objection. Lack of
foundation. Asked and answered.

THE WITNESS: Could you repeat the

question, please? 14:16:13

Q. Sure. Does 1.upin's "155 patentprovide is 14:16:14
definition ol'1he'tertn stable as that term is used 1.4: 16: 1 8

in claim 16? 14:16.21

MR. MARGOLIS: Objection. Asked and

answered. Calls for a legal conclusion. '

THE WITNESS: 1 think to make any more

conclusions, I would need to take some legal

advice as to what takes precedence over what.

So, 1 don't feel qualified at the present 14:17:03

time having read this so quickly to make a 14: 17:06
definitive comment. 14:17:09

Q. And I'm not asking you fora legal 14:17:11
conclusion. 14: 1 7: .13

A. No- No. 14:17:13

14:15:59

14:16:03

14:16:07

14:1 6108

14: 16:11

14:16:53

14:17:00

Q. I'm just asking whether Lupin's "155 patent

provides a definition of the term stable as that
tennis used in claim 16? 14:17:20

MR. MARGOLIS: Objection. Vague. Asked 14:17:2 _:
and answered. 14:] 7:311

THE‘. WITNESS: I believe there is some an

attempt at a definition. 14:17:35

Q. You can put that document aside. 14:17:37

A. Okay. 14:17:39

Q. Did. you ever ask anyone whether lnnopharma

has any patents or patent applications using the

claim term stabiliwol‘ the patents-in—suit‘-.’
A. Idid not‘. 14:17:49

MR. HASFORD: I'm handing the court

reporter what 1 ask to be marked as Lawrence

14:17:31

Page 61 of 132

Ace-Federal Reporrers.1ne.

Exl1ibit5. 14:.18!117

For the record, Lawrence Exhibit 5 is 3. 14:18:08

copy ofU.S. Patent Application Publication 14:18:10
No. 201310210373. 14:18:14

(whereupon. P1aintift‘s Deposition 14:18:45
Exhibit No. Lawrence 5 was marked for 14:18:46

ldenli fieation.) 14: 18:47
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14:18:47

14:18:52

14:19:00

Q. 111 refer to U.S. Patent Application
Publication No. 201310210878 as the ‘878

application, will you understand what 1 mean‘!
A. 1wi1|. 14:19:02

14:19:03

14:19:07
0. On the front page o1'the ‘S78 application. do

you see that it is assigned to lnnoplianna. 1nc.?
A. ldo. 14'19:1(1

Q. Are you providing opinions in this case on 14:19: 10

bcha11'ol'1nnopharma‘? 14:19:13
A. lam. 14:19:14

Q. Turn to page 6, claim 10. Read that to

yourselfand let me know when you‘re ready.
A. Claim 6? 14:19:51

Q. Claim 10. 14:19:51

A. Page 6. Sony. Okay. 14:19:53

Q. Claim 10 of1nnopharma's '878 application

states that, "The precipitating amount of chloride
is effective to stabilize Bendamustine in the

mixture." 14:20:32

Do you see that? 14:20:33
A. 1 do. 14:20:34

Q. Does lnnopharma‘s use of the term stabilize

E-'Om~1OUI.1>LdtQ—
14:19:16

14:19:32 10

C3 
 

2.‘

... U1

14:20:21

14:20:26

14:20:29

E

1:’

§

5

20

NICO —o
22 IV E)14:20:34

Page 239

in claim 10 ofthc ‘878 application make that claim 14:20:38
invalid for indcfinitcncss? 14:20:41

MR. MARGOLIS: Objection. Lack of 14:20:44

foundation. Calls fora legal conclusion. 14:20:45
THE WITNESS: 1 don‘t even know what the 14:20:48

fomtulation is. 1 don't really, if1'm 14:20:50
honest, even understand that claim. 14:20:54

Q. You can put that document aside. 1422055
A. Good. 14:20:57

10 Q. Did you ever tell Lupin's or 1nnopharma‘s

counsel in this case that you have used the term

stable in your peer-reviewed publications? 14:21:08
MR. MARGOLIS: Hold on one second. 1 14:21:12

just want to caution the witness not to 14:21:14

reveal communications between yourself 14:21 :16
and counsel -- 14:21:18

MR. HASFOR1): 1'tn just asking for yes or
no. 14:21 :20

MR. MARGOLIS: Okay. Just take it

\OOC\13\UIJL14-119-' \O0€\1O\Ut-BUJIN-1—
14:21:02

14:21:05

.13:

335331328
14:21:18

5

14:21:20 19

14:21:21 20

14:21:26 21

14:21:49 22

carefully. You can answer it yes or no.
THE WITNESS: I believe I have.

MR. HASFORD: I'm handing the court

866-928-6509
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rcportcr what I would ask to be marked as 14:21 :52
Lawrence Exhibit 6. 14:21:55

For the record, Lawrence Exhibit 6 14:21:56

corresponds to item number 6 in the Book 14:21:57

Chapters identified in Dr. Lawrence's 14:22:01
curriculum vitae. 14:22:03

(Whereupon, P|ninti1'1‘s Deposition 14:22:16
Fxhibit No. Lawrence 6 was marked for 14:22:17

Identification.) 14:22:44

Q. Does Lawrence Exhibit 6 correspond to item 14:22:44

number 6 in the Chapters in Books listed on page 19 14:22:47 g
14:22:52 1

14:22:54

14:22:55 1
14:23:16 5‘

14:24:15 1
14:24:16

of your curriculum vitae?
A. ll docs.

Q. Take a look at page 74 of Lawrence Exhibit 6.

Read that page and let me know when you're ready.
A. Yes.

Q. Let me direct your attention to the first
sentence under Table 3. 14:24:19

A. Yep. 14:24:20

Q. You write, "The vesicles have been shown to 14:24:21

be very stable with respect to time over periods of 14:24:25

several months [Table 3)." 14:24:29

g........_........_.0”...
Do you see that? 14:24:31

A. 1 do. 14:24:32

Q. And then the title of Table 3 is "Stability

of vesicle preparations with respect to size."

[)0 you see that? 14:24:40
A. 1 do. 14:24:41

Q. In 1.awrencc Exhibit 6, do you define a

particular numerical value at which the vesicles are

no longer stable? 14:24:49

A. No. This is interesting because the 14:24:51

technique it's measured -- this is a paper that is 14:24:54

actually — 1'11 start again. Sorry. 14:24:58

These sizes are detcnnincd using PCS, but 1 14:25:14

don't know whether 1 can find that - people who use 14:25:20

PCS would know automatically what this meant, but 1 14:25:24 1

can't see any methodology. I'm assuming you do know 1412513

that these are not peer-reviewed book chapters. 14:25:39

That's why they are not rated as well in the - as 14:25:43
a -- 14:25:48

Q. You authored I.awrencc Exhibit 6, conect?
A. 1 did. 14:25:54

Q. You can put it aside now. 14:25:55

14:24:32

14:24:37

14:24:41

14:24:45

14:25:48
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Let me go to page 22 ol'ym1r declamtiott. 14:25:57
A. Yes. 14:26:01

Q. And paragraph 74, it says, "The phrase

'sn1ist'1cd the preservative cfficncy standard...’

14:26:01

14:26:10

14:26:13

14:Z6: 1
appears i11 claims 25 to 29 01' the ‘I31 putcnt.

Claim 25 is copied below." And then you copy claim
25. 14:26:21

Do you see that? 14:26:22
A. 1:10. 14:26:23

Q. And then in the first sentence of paragraph

75 you write_."Whi1e the claim states that the

preparation tnust satisfy the U.S. Pharrnacopeia

standards ('USP‘) ’as follows,‘ the standards that

follow actually appear to rellect the European

Phamtacopeia ('E1") criteria~B standards."

Do you see that? 14:26:43
A. 1 do. 14:26:44

Q. Earlier today you talked about typographical
14:26:47

Do you remember that? 14:26:43
A. 1 did. 14:26:49

Q. And you relied on certain documents that had

14:26:24

14:26:27

14:26:29

14:26:33

14:26:36

14:26:39

14:26:45
errors.

14:26:49

Page 243

typographical errors in them. 14:26:52

Do you remember that? 14:26:54
A. 1 did. 14:26:55

Q. Would this suggest to a person of ordinary

skill in the art that the words U.S. Phartuacopeia in 14:26:58

claims 25 to 29 of the '13! patent are typographical 14:27:01
errors that should read EP criteria B of the 14:27:05

European Phannacopeia? 14:27:10

MR. MARGOLIS: Objection. Vague. 14:27:13
T1113 WITNESS: One moment. it was made 14:27:22

six consecutive times, though. 14:28:03

Q. You relied on multiple typographic errors in 14:28:05

documents that you reviewed today. 14:28:09
14:28:11

l4:28:1 1

14:28:14

14:28:17

14:28:21

declaration. You reviewed claims 26 through 30 ul' 14:28:24
14:28:38

14:26:55

Do you remember that?

A. A slight difference. It wasn't aconsislcnt

error. They were spasmodic.

Q. Let's go to the '290 patent, shall we? It's

going to be Exhibit 13,1 believe, to your

the '290 patent in connection with your opinions in
this case, correct? 14:28:41

A. Yes. 14:23:49

Page 63 of 132

1

2

3

4

5

6

7

8

9

10

ll

12

13

14

I5

16

17

18

19

20

21

22

\OOO\lG\LIt-hob-l1\J-—

Ace~Federal Reporters, lnc.

Page 244

14:28:50

14:28:53

14:28:57

Q. Do clnims 26 through 30 oflhc '290 patent

refer to the preservative ctlieacy standard of lil’

criteria 8 o1'the European Phztmtacopeia?

A. They do. 14:29:01

0. Why do you believe that claims 29 through 36 14:29:01
14:29:05

14:29:08
o1't11e '290 patent refer to the preservative

ctticacy standard ot’ E1’ criteria 11 of the European

Pltannacopeia? 14:29: 12

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 14:29:16 ,

Q. You may answer. 14:29:17 1|
A. Because I checked them. 14:29:22 ‘

Q. How did you check them? 14:29:29 1

1

14:29:14 1

A. By going and getting the Pltannacopeia 14:29:31
standards. 14:29:34

Q. Does the plain language ofclaims 26 through

30 ofthe ‘Z90 patent refer to the preservative

ellicacy standard of E1’ criteria B of the European

Pltarmacopeia? 14:29:48

A. Could you repeat the question. please?

Q. Sure. Does the plain language of claims 26

through 30 oftlte '290 patent refer to the

14:29:35
14:29:39 3

14:29:42 1

14:29:51

14:29:52

14:29:57

Page 245 ‘preservative efficacy standard of EP criteria B of 14:30:00

the European Pharrnacopeia? 14:30:04

A. ln terms of what it says, yes. 14:30:08

Q. ls the language of claims 26 through 30 of l4:30:1 1

the '290 patent that refers to the preservative 14:30: 14

eflicacy standard ofEP criteria B of the European 14:30:18 1

Phamtacopeia consistent with the specification of 14:30:22

the '290 patent? 14:30:24 1MR. MARGOLIS: Objection. Vague. 14:30:27

THE WITNESS: I'm very sony. I'm not 14:30:30 1
too certain what you're asking me. 14:30:37 :

Q. Take :1 look at Experimental Example 3. You 14:30:39 i

reviewed Experimental Example 3 in connection with |4:30:4__‘i
14:30:46

14:30:48
l/-1:30:49

your opinions in this case, correct‘?
A. Yes.

Q. Take :1 look at it and tell me when you're
14:30:53

14:30:56

Q. 13 the language ofclaims 26 through 30 of

the '290 patent that refers to the preservative

eflicacy standard ol‘F.P criteria B of the European

Phamtacopeia consistent with the specification of

ready.

A. l‘mrcndy. _

14:30.-57
14:31:01

14:31:03

14:31:08

_,,_, .. _V. _..,.,—1
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Page 2-11:

the '290 patent‘? 14:3 1:1 1

MR. MARGOLIS: Objection. Vague. 14:31 :13

TI IE WHNESS: Why did you ask me to read 14:31 :27

Example 3? I'm sorry. I'm confused. 14:31:31

MR. MARGOLIS: 1 think sl1e's looking at 14:31:39

Example 3 instead 01' Experimental Exaniple 3. 14:31:41

Q. You need to look :11 lixpcrimcntal F.xnmp|e 3 14:3 1 :44
14:31:47

14:31:50

14:31 :51

14:31:51

14:31 :53

14:31:56

14:32:00

14:32:04

which spans column 8 through 10.
OOO~IU\Ut-I:-b-I1-J—

A. Sorry.

Q. No problem.

A. Now ask the question?

Q. Certainly. Certainly. is the language 01'

claims 26 through 30 oftl1e'290 patent that refers

to the preservative efficacy standard of El’ criteria

B of the European Phannacopeia consistent with the

specification of1he'290 patent‘? 14:32:08

MR. MARUOLIS: Objection. Vague. 14:32:! I

Q. You may answer. 14:32:13
A. Yes. 14:32:17

Q. Does the specification o1'the'290 patent

inform a person of ordinary skill in the art that

claims 26 through 30 of the '290 patent that refer

14:32:18

14:32:20

14:32:24

Page 247

to the prcscrvativc efficacy -- sorry. Let me 14:32:28
14:32:32

14:32:32

14:32:37

strike that and try again.

Does the specilication 01111: '290 patent

inlbrm a person ofordinary skill in the art that

claims 26 through 30 ofthe '290 patent refer to the 14:32:41

preservative efficacy standard of 131’ criteria 13 01‘ 14:32:44

the European Phannacopeia‘! 14:32:49

MR. MARGOLIS: Objection. Vague. 14:32:54
THE WITNESS: Yes. On the condition 14:32:57

that they got it correct in the 14:32:59

specifications, obviously. 14:33:03

Q. And earlier today you confirmed that the 14:33:04

specification of the '290 patent is essentially the 14:33:07

same as that of the other patents-in—suit, including 14:33: 10

that of the ‘I31 patent, correct? 14:33:13

A. 11 is essentially the same, yes. 14:33:16

Q. Would a person ofordinaiy skill in the art 14:33:18

consider the specification of the patents-in-suit 14:33:20

with interpreting the claims? 14:33:23

A. Yes, but the confusion would mean that 1 have

¢.;._._._.._.._.._.._..._.._._.o~ooo\ia~u-.1s1..Ji».1——o\D0€~I=\U-¢-UN-
14:33:27

14:33:33M) _. to search the primary sources to try and understand

definitively what's the situation. 14:33:37
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0. Well, my question is a little dilTercnL 14:33:39

Would a person olordinary skill in the art consider 14:33:41

the specification of the patcnts—in-suit when 14:33:43

iutciprcting the claims? 14:33:46

A. They would consult. did you say? 14:33:56

Q. Consider. 14:33:59

A. I guess so, yes. Yeah 14:34:08

Q. When you reached your conclusion that the 14:34:10
14:34:12

14:34:16

preservative eflicacy claims oftlie 'l31 patent were

indefinite, you did not indicate that you had looked

at the specification, correct? ‘ 14:34:19

MR. MARGOLIS: Objection. 14:34:20
Miscltatacterizes her declaration. 14:34:21

T1113 WITNESS: The specification would 14:34:29 ~

not have made it any clearer. 14:34:34

Q. So, when you reached your conclusion that the

preservative cfticacy claims ofthc ‘I31 patent were

indctinitc, you did not look at the specification,
correct‘? 14:34:48

MR. MARGOLIS: Objection.

Mischaracterizes her testimony.

THE WITNESS: 1 didn't say that, no.

14:34:39
14:34:41

14:34:45

14:34:48

14:34:49

14:34:53

Page 249 i

14:34:56

14:34:59

14:35:03

14:35:06

14:35:07

14:35:08

14:35:09

14:35:14

Q. Your conclusions regarding the preservative

etlitnicy claims of the ‘I31 patent are based on less
than all 01' the intrinsic evidence, correct?

MR. MARGOLIS: Objection.
Mischaracterizes the document.

THE W1'1'N13SS: No, not correct.

Q. You just testified that the specification 01'

this patent informs a skilled anisun that the

claims refer to the preservative efficacy standard 14:35:18

of El’ criteria 13 ofthe European Phannacopeia. 14:35:21

Do you remember that? 14:35:24

MR. MARGOLIS: Objection. 14:35:25

Mischamcterizcs the testimony. 14:35:26

THE WITNESS: Anybody who is skilled in 14:35:28

the art would be irresponsible not to go and 14:35:29 '

check out with the Phanmtcopcia which ones 14:35:35

were correct. 1 wouldn‘1rc|y on the -- just 14:35:39

on the patent. 14:35:53

Q. Take a look again at claims -- at the claims

olthe '1 31 patent, claims 25 through 29. The test

conditions set forth in claims 29 through 29 -— let
14:36:24

14:35:56

14:35:59

14:36:24

me try again.
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14:36:31

14:36:35

14:36:42

14 :36:46

14:36:49

14:36:53

The test conditions set forth in claims 25

through 29 ofthe 'l31 patent correspond to the

preservative efticacy standard 01' EP criteria B 01’

the European Phamiacopcia, correvst?

MR. MARGOLIS: Objection. Vague.
'l'11F. WITNESS: Well. I checked them out.

Yes, that was correct. 14:36.55

Q. Take a look now, if you would, at page 23 of

your declaration, paragraph 76. In the first

sentence you write, "Whi1e similar. the USP

standards differ in some respects from the lit’
standards." 14:37 :21

is that a mic statement? 14:37:21

A. Yes. 14:37:22

Q. In the second sentence you write, "The USP
standards likewise differ from the standards recited

in these claims in several ways, including the

organisms tested, the times at which data are

collected, and the permissible 1imits."
ls that a true statement? 14:37:37

A. it is 14:37:38

0. 1n the next sentence you write. "For example.

14:36:56

14:37:01

14:37:16

14:37:19

14:37:23

14:37:25

14:37:28

14:37:32

14:37:35

Page 251

14:37:40

14:37:43

14:37:48

the claim-recited standards require that the

bacteria count decrease to 1/1000 at day 7. while

the USP standard requires only a 1/10 reduction by

day 7." 14:37:52
ls that a true statement? 14:37:53

A. 11 is. 14:37:54

Q. In the next sentence you write, "As another

example, the USP requires that E. coli be among the

bacteria tested, while the claim-recited standards
do not." 14:38:04

ls that a true statement? 14:38:05

A. It is. 14:38:06

0. 1n the next sentence you write, "Yet

another -- the USP requires no increase in fungi

counts at days 7, 14 and 28, while the

claims-recited standards require a 1/ 10 reduction in

fungi counts at day 14, but do not require any
14:38:25

14:37:55

14:37:57

14:38:01

14:38:07

14:38:09

14:38: 13

14:38:18

14:38:21

earlier testing."
15 that a true statement? 14:38:26

A. 11 is. 14:38:27

Q. Did you consider how claims 25 t1noug|i29 of 14:38:30

the ‘I31 patent were added during prosecution? 14:38:34

Page 65 of 132
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MR MARGOl_1S' Objection. Vague. 14:38:40

T111? WITNESS: 1 read the prosecution 14:38:49
histories. but I didn't discuss that 14:38:52

obviously in my report. 14:38:56

Q. Take a look, il’you would, at F,x|1ihit5 to 1-1:38:57

your declaration. 11'1 refer to Exhibit 5 to your 14:39:06

declaration as the Muscr rc1‘cn:nu:. will you 14:39:39
understand what 1 mean’? 14:39:42

A. Yes. 14:39:43

Q. Are you relying on the Moser reference in

connection with your opinions in this case‘!
A. lam. 14:39:47

Q. Does the Moser reference prior art to the

patents-in-suit? 14:39:50

14:39:43

14:39:46

14:39:48

14:39:54MR.MARGO1.lS: Objection. Calls fora
14:39:56

14:39:58

14:39:59

14:40:05

legal conclusion.

THE WITNESS: No, it's not.

Q. Take a look at page 226 of the Moser
reference. It bears Bates number LUPINO|8800.

A. Yes. 14:40:11

Q. And take a look at the Conclusion and read

tltc first sentence of thc Conclusion to ynurselfand

14:40:13

14:40:17

Page 253 ‘

let me know when you're ready. 14:40:20
A. Yes 14:40:55

Q. Does the Moser reference teach that

preservative efficacy testing for pharmaceutical

products measures antimicrobial effectiveness?

A. Well, preservative clfcctiveness, yes.

Q. Does the Moser reference state that the

antimicrobial effectiveness or preservative etlicacy

test is described in the U.S. Pharrnacopeia, the

European Pharmacopcia, and the Japanese

Phannacopeia? 14:41 :23
A. It does. 14:41 :24

Q. Are the 11.9.. Pharmacopeia, the European

Pharmacopeia, and the Japanese Pharmacopein the

14:40:56

14:40:59

14:41:02

14:41:07

14:41:10

14:41:12

14:41:16

14:41:20

14:41:24

14:41:27 '

three compendia identified in the Moser reference? 14:41:31

A. They are. 14:41:36

Q. Take a look at the last sentence of the

Conclusion and let me know when you're rcudy.
A. Yes. 14:41:44

Q. In the last sentence of the Conclusion, thc

Moser reference states that one preservative

14:41:36

14:41:39

14:41:45

14:41:47

efficacy test can be performed that satisfies all of 14:41:50
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Page 25-I

14:41:54

Page 156

15:00:37

15:00:42
the compendia and their acceptance criteria.

Do you see that? 14:41 :57
A. 1 do. 14:41:57

Q. Take a look now. if you would, at the ’ 131

p11tcnt-- actually, I apologize. ‘fake a look. if

you would. at page 24 ofyour declaration. paragraph
78. 14:42:24

In paragraph 78 of your declaration. do you

set forth and respond to plaintiffs‘ position

regarding claims 25 through 29 ofthe '13l patent?
A. 1 do. 14:42:40

Q. In paragraph 78 ofyour declaration do you

cite any document? 14:42:43
A. No. 14:42:52

MS. IIASFORD: Let's go o11' the record.

We need to do a tape change. And I think

we're fairly close to being wrapped up.
'|'H|iV1DliO(jRA1’H1iR: the lime is

approximately 2:44 p.m., Friday, September 4,

2015. This is the end of tape number four of

the videotaped deposition of Dr. Jayne
Lawrence. We are 011‘ the record.

enhancement, sometimes by up to tenfold, over that

achieved using the more conventional polyethylene
oxide surfactants." 15:00:45

Does the an teach that amine-N-oxide 15:00:49

surfactants are preferable to polyethylene oxide 15:00:52

surfactants for drug solubilization? 15:00:55

MR. MARGOLIS: Objection. Vague. 15:00:59
THE WITNESS: On the basis ofthat 15:01:03

statement, it's not possible to say. You 15:01:06
15:01:09

14:41:58

14:42:03

14:42: 12

14:42:30

14:42:33

14:42:36

sODO~1G‘Lh.bL.Jt‘J—
would want more infomiation. 1 would like to

15:01 :12

Q. What more infonnution would you want?

explain why.
14:42:41 15:01:12

15:01 :15

15:01 :19
A. For example, are they sensitive to

clcctrolytes? What is their CMC? So, there is

other extraneous information there - there‘: other 15:01:24 .

extraneous information required to make that 15:01 :28
judgment. 15:01 :31 1

Q. Is there any other infonnation you would 15:01:32
want‘! 15:01:35

14:42:53

14:42:54

14:42:57

14:43:00

14:43:02

14:43: I 1

14:43:15

14:43:18

15:01:38
15:01.42 3

15:01:45

A. Effect oftcmperaturc on these systems.

Q. How about pl-1?

A. Yes, pH as well.

Page 255 Page 257 1

14:43:20 Q. Anything else?

A. pll, temperature, dilutubility would be

related to the CMC, electrolyte —- have 1 said that,

the presence of electrolyte? That may affect --

15:01:48

15:01 :50

15:01 :57

15:02:04

15:02:07

(Recess from 2:44 to 3:00.) t1
1

1'

15:02:10 :
i
1

51

THE VIDEOGRAPIIER: The time is 14:58:44

approximately 3:00 p.m., Friday. September 4, 14:59:22

2015. This is tape number livc oftltc 14:59:28

videotaped deposition of Dr. Jayne Lawrence. 14:59:32
We are back on the record. 14:59:35

BY MR. HASFORD: 14:59:36

Q. I want to direct your attention back to 14:59:36
Lawrence Exhibit 6. which was item number 6 in the 14:59:}

Book Chapters on your CV. Turn, if you would, to 14:59:43

page 66 and let me direct your attention to the 14:59:47

second paragraph under heading 2.1 Previous Work. 14:59:51
A. Yes. 14:59:58

Q. Okay. It says. "At about the same time as

the studies perfomied by Elworthy and co-workers,

other researchers were investigating an alternative

approach to increasing niicellar solubilization. 15:00:09

which involved replacement of the usual 15:00:13

polyoxyethylene hydrophile present in most non-ionic 15:00:16

surfactants with a heterncyclic amine-N-oxide group. 15:00:22

Drug solubilization in the micelles produced by 15:00:28

these amine-N-oxide sttrlactants showed a significant

they would be the main infonnation.

Q. You can put that document aside.

MR. HASFORD: I'm handing the court 15:02:21

reporter what 1 would ask to be marked as 15:02:23
Lawrence lixhibil 7. 15:02:24

For the record, Lawrence Exhibit 7 15:02:26

corresponds to item number 7 in Chapters in 15:02:28
Books on Dr. Lawrence's CV. 15:02:31

(Whereupon, Plaintiffs Deposition 15:02:51
Exhibit No. Lawrence 7 was marked for 15:02:52

Identification.) 15:02:53

Q. Are you the M1. Lawrence who co-authored 15:02:53

Lawrence Exhibit 7'? 15:03:00
A. lam. 15:03:01 1

0. Does Lawrence Exhibit 7 correspond to item

number 7 in the Chapters in Books on your curriculum
vitae? 15:03:09

15:03:09 '

§:Esz:-oc~1o~u1AwtxJ—-
is

14:59:59

15:00:02

15:00:06

15:03:02

15:03:0 I

1
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curriculum vitae’? 15:05:42

A. It does. 15:05:43

Q. Did Lawrctice Exhibit 8 publish in 2000‘) 15:05:44
A. Yes. 15:05:48

Q. Take it look, ifyou would, at page 10 of 15:05:49

Lawrence Exhibit 8. Let me direct your attention to 15:05:53 ;

the ftist fttll paiiigrapli. And the first scntciicc 15:05:58 1
says, "Sadly, our understanding is not yet 15:06:01

stifticiently advanced that we are able simply to 15:06:04
take the covalent structure ofa surfactant and from 15:06:07

this then to predict the 3D structure and properties 1510611 1
olthe vesicles it will fon'n." 15:06:15

1n 2000, was the state ofthe art not 15:06:17

sufficiently advanced to simply take the chemical 15:06:19

structure ofa surfactant and from this then predict 15:06:22

the three-dimensional structure and properties of at 15:06:26
sttrfactaiit? 15:06:28

MR. MARGOLIS: Objection. 15:06:29
Mischarttcterizes the document. 15:06:30

THE WITNESS: 1 think it was trivial at 15:06:32

that time to predict it would form vesicles. 15:06:35

That was fairly routine. What this is 15:06:40

Q. Tum, ifyoit would, to page 325 in [.&]Wl‘C1\L‘C l5'(l3:l0

Exhibit 7. Let me direct youratlcntion to Section 15:03:13

1 1.1. And in the second paragraph it begins. 15:03:18

"Pharmaceutics is an extremely broadly based 15:03:26

discipline which takes input from areas as diverse 15:03:30

as tnolccular biology. thcrmodynaiiiics, and materials 15:03:34

engineering, in order to convert pliaiinrtcolttgically 15:03:39

active chemicals to medicines. Increasingly, these 15:03:43

medicines are not simple tablets or syrups, but 15:03:40

consist of highly sophisticated systems designed to 15:03:49

deliver dnigs to specific sites and to regulate the 15:03:53

dose of drug to the patient." 15:03:57

Arc ophthalmic formulations highly 15:04:00

sophisticated systems designed to deliver drugs to 15:04:03

specific sites and to regulate the dose ofdrug to 15:04:07

the patient? 15:04:10

MR. MARGOLIS: Objection. Vague. l5:04:1 1

THE WITNESS: l‘fwe're talking about the 15:04:13

ophthalmic preparations we're discussing 15:04:15

today. they're not highly sophisticated. 15:04:19

0. And I'm asking you generally, are ophthalmic 15:04:22

formulations highly sophisticated systems designed 1 5:04:26

\OOO\lO'\‘sIIJ:~1.ul~I~'

,Q,ggg—.___.__—.__._ l\J-‘©\DO0\lC"J1-hbJhJ'—$
Page 259 Page 261

specifically talking about is the 3-D 15:06:44

structure and rcstilting properties. That was 15:06:47 .3

harder. And it's particularly dealing with it 15:06:49
particular system that demonstrated some 1 5:06:53 I

quite unusual properties. 15:06:57

Q. When. ifever. did the state oflhe art 15:06:58

to deliver drugs to specific sites and to regulate 15:04:29

the dose of drug to the patient? 15:04:32

MR. MARGOLIS: Objection. Vague. 15:04:34

THE WITNESS: it's really not possible 15:04:36

to answer that. There are seine sophisticated 15:04:38

fonnulations. There are some very pedestrian 15:04:42 .

type fonnulations. 15:04:46 become sufficiently advanced to simply take the 15:07:01 I

Q. You can put that document aside. 15:04:48 chemical structure of a surfactant and from this 15:07:04

MR. HASFORD: I'm handing the court 15:05:01 then predict the three-dimensional structure of the 15:07:07 I
5\"aOQ\|O\Ut-D-Laird-* OO\l©Ut-Bh-ll\l—-

rcporter what 1 would ask to be marked as 15:05:02 properties of the surfactant? l5:07:1 1

Lawrence 8. 15:05:03 MR. MARGOLIS: Objection. Vague. And 15:07:13

For the record. Lawrence F-Ixliihit 8 15:05:04 miscliaractcrizcs ltcr testimony. 15:07:25

corresponds to item number R in Chapters in l5'05:06 Q. You may answer. 15:07:27 I
Books on Dr. Lawrence's curriculum vitae. 15:05:09 A. I think great leaps forward have been made 15:07:30 ~

(Whereupon, Plaintifl‘s Deposition 15:05:31 with the combination ofcxpcrimental work coupled 15:07:35 I
Exhibit No. Lawrence 8 was marked for 15:05:32 with molecular dynamic simulations, which have 15:07:40 i
Identification.) 15:05:32 probably been increasingly available from I guess 15:07:45 I

Q. Are you the M..l. Lawrence who co-aiitliorcd 15:05:32 around the time of this abstract -- this report. 15:07:53

LflWl’c11CC Exhibit 8'? 15:05:35 Q. When did the great leaps forward take place? 15:07:58

A. 1 am. 15:05:36 A. When computing power got sulliciently 15:08:04 '

Q. Does Lawrence Exhibit 8 corrcspoiid to item 15:05:36 21 advanced to be able to perform the difficult 15:08:08

number 8 in the Chapters in Books section of your 15:05:39 22 calculations that are required.d1t11cu1t and 15:08:10 '

J13: 
E

53513
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lbttttdalion. 15:10:52

TH1EW1TNliSS: Ycah,1aking all 15:10:53

fonnulations. including intravenous 15:10:55
fonnulations for which these surfactants are 15:10:59

particulztrly suitable. 1 believe that to be 15:1 1:02
true. 15:11:05

Q. You can put that document aside. 15:1 105

MR. HASFORD: l‘m handing the cotu1 15:11:31

reporter what 1 would ask to be marked as 15:11:33
Lawrence Exltibit 10. 15:11:34

Tl IE WlTNESS: I'm impressed you got 15:1 1:36
that. 15:1 139 1.

Q. rm glad you are. 15:11:39 ‘
MR. HASFORD: For the record. Lawrence 15:11:40

Exhibit 10 corresponds to item number 15 in 15:1 1:42

Chapters in Books on Dr. Lawrence's CV. 15:1 1:48 1

A. No, it doesn't. 15:1 1:51 ‘

Q. Oh. sorry. Did 1 get that wrong? 15:11:52

A. Yes, you did. It's not 15 at all. 15:1 1:54

Q. Oops. Which one is it? Well. let me- let 15:1 1:57

time-consuming calculations required to do the 3-D 15:08:15

modeling. 15:08:19

0. Do you remember what year that was? 15:08:19

A. No. And to be honest with you. it probably 15:08:23

varied depending whether somebody had access to a 15:08:28

Super Computer anti was doing the calculations on 1 5:08:31

that or doing them on a little lap—based computer 15:08:33
OO\!$\‘JI4hl..oJ1\J--

Q. You can put that aside. 15:08:36

MR. HASFORD: 1'm handing the court 15:09:00

reporter what 1 would ask to be marked as 15:09:01
Lawrence Exhibit 9. 15:09:02

For the record, Lawrence Exhibit 9 15.09103

corresponds to item number 14 in Chapters in 15:09:05
Books on Dr. Lawrence's curriculum vitae. 15:09:09

15:09:32

(Whereupon. 1’1aintitt‘s Deposition 15:09:32
Exhibit No. Lawrence 9 was marked for 15:09:33

Identification.) 15:09:34

Q. Are you the M. Jayne Lawrence who co-authored 15:09:34
Lawrence Exhibit 9? 15:09:37

A. 1 am. 15:09:38

Q. Does Lawrence Exhibit 9 correspond to item 15:09:39

\DO0~lU‘UI€-l.4-119-’
‘O

I35:-ES ..._...__ AUJN-O
G G

:23

,g;\).\;_.._._— IQ‘-GCDOQO‘
A Okay. 15:12:02

Page 263 Page 265

1 number 14 in the Chapters in Books section of your 15:09:41 1 Q. Oh, I apologize. So, we're on -- we're on 15:12:02 1
2 curriculum vitae? 15:09:45 2 item -- we're on Lawrence 10. Okay. I know what 1 15:12:12 1

3 A. It does. 15:09:46 3 did. Iskippcd one. I pulled the wrong thing out 15:12:17

4 Q. Did Lawrence Exhibit 9 publish in 2006'? 15:09:47 4 of my folder. 15:12:27 I

5 A. It did. 15:09:50 5 MR.MA1(GOL1S: It happens. 15:12:28 1

6 Q. Take a look, if you would, at page 137. Let 15:09:52 6 MR. HASFORD: I'm handing the court 15:12:30 I

7 me direct your attention to the third full 15:09:59 7 reporter what I'd ask to be marked as 15:12:31 1
8 paragraph. It states, "Perhaps the most widely used 15:10:05 8 Lawrence Exhibit 10. 15:12:33 1
9 non-ionic surfactants in pharmaceutical formulations 15:10:08 9 (Whoreupon, P1ainti1’t‘s Deposition 15:12:33 1

10 are the potyoxyethylene sorbitan n-acyl esters, 15:10:12 10 Exhibit No. Lawrence 10 was marked for 15:12:42 1
I 1 L6,, the Twoens and in particular, Tween 20 and 15:10:18 1 1 Identification.) 15:12:42 1

I2 Tween 80, both of which are used parenterally and 15: 10:23 12 Q. Does Lawrence Exhibit 10 conespond to item 15:12:42 1

13 orally." 15:10:28 13 number 15 in Chapters in Books on your curriculum 15:12:41
14 Was that a true statement as ot'2006'? 15:10:29 14 vitae? 15:12:49
15 A. I believe so, yes. 15:10:34 15 A. 11 does. 15:12:49

16 Q. As ot‘2003. was it also true that the most 15:10:35 16 Q. And you are - you are the M. Jayne Lawrence 15:12:50
17 widely used non~ionic surfactants in pharmaceutical 15:10:38 17 who co-authored Lawrence Exhibit 10, correct? 15:13:00 i

18 tbrntulations were the polyoxyethylcne sorhitan 15:10:43 18 A. 1 am. 15:13:02
19 n-acyl esters, i.e., the Tweens. and in particular 15:10:47 19 Q. Tum, i1'you would, to page 1054, and look. 15:13:05

20 Tween 20 and Tween 80? 15:10:50 21') ifyou would, at the section entitled 15:13:18

21 A. Taking -- 15:10:51 21 Surfactant/Water Mixtures. 15:13:23

MR. MARGOLIS: Objection. Lack of 15:10:51 In the first sentence you write. "Surfactants 1 5:13:28 :1
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l are antphiphilic molecules which. wlten dispersed in :1 15:13:30 paragraph you write, "Taking a drug molecule From 15:15:38

2 solvent. spontaneously sell‘-assemble to form a wide 15:13:34 concept through formulation, clinical trials, 15:15:43

3 vnricty otistructures, including spherical and 15:13:38 mnnu1'acture und the strict regulatory process to its 15:15:47

4 asymmetric n1ice11cs,hc-xugonul, lamcllur. and :1 15:13:41 ultimate use as a medicine by the patient is an 15:15:50

5 plethora ofcubii: phases." 15:13:46 expensive, complex and lengthy process with a great 15:15:54

6 1s that a true statcrnent? 15:13:48 many hurdles at which a potential drug may fall." 15:15:58

7 A. Yes. in the absence ufadditivcs. As I 15:13:51 is that a true statement‘? 15:16:01

8 demonstrate, that will change things. 15:13:54 MR. MARGOLIS: Objection. Vague. 15:16:03

9 Q. In the next sentence you write, "With the 15:13:56 Q. You may answer. 15:16:04

10 exception oftlie lamellar phase, each ofthcse phase 15:13:58 A. I believe so. 15:16:05

1 1 structures can exist in both normal and reverse 15:14:02 Q. Tum, please, to page 14, and let me direct 15:16:06

12 orientations with the hydrophobic chains on the 15:14:05 your attention to Selection ofDrug Molecules. ln 15:16:12

13 exterior of the aggregate, in contact with solvent 15:14:08 the first sentence you state, "The range of 15:16:15

14 or vice vcrsa orientation." 15:14:13 potential drug molecules is cnomious." 1 5:16:18
15 15 that it true statement? 15:14:15 Is that :1 true statement? 15:16:20

16 A. Yes. 15:14:16 A. Yes. 15:16:22

17 Q. 1n the next sentence you write, "'l'he range of 15:14:17 Q. And then let me direct your attention to the 15:16:23

18 structures a particular surfactant tbnns and the 15:14:19 section entitled Medicines Development and 15:16:26

19 concentration range over which they form. depends 15:14:21 Preclinical Testing. You state. "Once a lead 15:16:28

20 upon the molecular architecture 01' the surfactant, 15:14:25 compound has been identified. a decision has to be 15:16:33

21 its concentration, and the solvent in which it is 15:14:28 made as to whether it is possible to develop the 15:16:36

dispersed." 15:14:31 molecule into a safe. effective medicine" 15:16:38

Page 267 Page 269

Is that a true statement? 15:16:41

MR. MARGOLIS: Objection. Vague. 15:16:44

Q. You may answer. 15:16:45
A. I believe so. 15:16:47

Q. In the next sentence you state, ‘To do this 15:16:48 5

the compounds physiochemical properties as well as 15:16:50

its fate and behaviour in the body all have to be 15:16:55 1
assessed." 1 5:16:58

ls thatva true statement? 15:16:58

A. Yes. 15:16:59

Q. In the next sentence you state, ‘Particular 15:17:00

attention is given to the efficacy and toxicity of 15:17:02

15 that a true statement? 15:14:32

A. Yes. 15: 14:32

Q. You may put this document aside. 15:14:33

MR. HASFORD: Now, I'm handing the court 15:14:41

reporter what 1 askto be marked as Lawrence 15:14:43
Exhibit 11. 15:14:45

For the record, Lawrence Exhibit 1 1 15:14:46

corresponds to item number 12 in Other 15:14:48

Outputs on Dr. Lawrence's CV. 15:14:51

(Whereupon. Plaintiffs Deposition 15:15:08
Exhibit No. Lawrence 1 1 was marked for 15:15:09

ldentilicatitin.) 15:15:10

Q. Did I get it right this time. Doctor’? 15:15:10
A. That's correct. 15:15:10

Q. Does this correspond to item number 12 in 15:15:12

your Outputs? 15:15:13
./L Yes, it does. 15:15:14

Q. Very good. Thank you. And you are the Jayne 15:15:15

S:Sceo\ro~t.n4>o.s~—- §:S~ooo~io~v-J>ut~.:-—
Ca _. tn the lead compound as these are the main reasons for 15:17:05 -1.

2 failure ofa compound to progress beyond this 15:17:09

stage." 15:17:12
Is that a true statement? 15:17:12

A. Yes. 15:17:14

MR. MARGOLIS: Objection. Vague. 15:17:14

0. 11a compound were demonstrated to have liver 15:17:15

toxicity, would that compound be an attractive 15:17:18

candidate for use in a new ophthalmic fonnulation or 15:17:21

would it be better to select a dit't‘crent compound? 15:17:24

5

3

I’:

E

5Lawrence who authored Lawrence Exhibit 11, euncct? 15;l5.'l

A. Well, 1 was one ofthc team. 15:15:20

Q. Okay. Let me direct your attention to page 15:15:23

13, and in particular section 1.2. In the second 15:15:28

NO

[V

IN!N
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MR. MARCSOLIS: Objection. Vague. Calls 15:17:27

for speculation. 15: I 'i':28

Q. You may answer. 15:1 21:30
A. You'd need a lot more information to decide

l1‘t£tl'1 just that statement. 15:12:36

Q. What more information would you need‘?

A. A variety ofinfonnation. For example, it

might be a particularly nasty eye condition that

there are no drugs for, and it might be worth the

risk of some liver toxicity it’you were going to 15:17:54

perhaps save some1:Iody's sight or something. So it 15:] ?:58

really isn't a comment 1 can answer. 15:18:01

Q. What other information would you need‘? 15:18:03

A. The frequency of use, the dose ofuse. how 15:18:07

much is going to be absorbed into the body. how long 15:18: 14

it's going to be used, if I have not said that, if 15:18:21

there are any other ways in negating the toxicity. 15: 18:26

. Are there any other — 15:18:31

. Probably. but -- 15:18:33

. -— items ofintbrrnation you would need‘?

. Probably, but -- 15:18:35

. Sitting here today ~- 15:18:38

15:17:32

15:17:31

15: 17:39

15:17:45

15:17:49

15:13:33

Page 2’.-'1

15:18:33‘

15:13:41

15:18:44

15:13:48

15:18:49

15:18:52

15:13:55

15:13:53-

A. 1 summarized a reasonable amount.

Q. Take a look at the section on page 14

entitled Formulation Challenges. in the first

sentence you state, "There can be considerable

challenges encountered in the preparation oI'an

appropriate formulation or delivery form ofa drug.

with the formulation being used for pro-clinical

studies unlikely to he the formulation used in man."

What are some ofthc considerable challenges 15:19:02

encountered in the preparation of an appropriate 15:19:05

ophthalmic Fonnulation? 15:19:03

MR. MARGOLJS: Objection. Vague. Lack
of foundation. 15:19:12

Q. You may answer. 15:19:14

.4. I be1icve'1‘ve already answered this question 15:19: 15
earlier. 15:19:17

Q. Could you summarize them, please?

MR. MARGOLIS: Same objections.

THE WITNESS: There would he —- what you
would need to understand what the dose was.

the dosing frequency, physicochemical

properties of the drug, how those properties

15:19:10

15:19:13

15:19:22

15:19:27

15:19:31

15:19:32.

15:19:41

'1-D00--lO'1-U‘:-Ii‘;-I-nit‘-1-J-F

¢.._]|\_;g.._;._.._..._..—u.....—......»_.-_.._..t,_;_.3\Dgg.__[a§(g\,¢:,Lg1\_}—.$\DO9‘nJO\'1JIJ§-l.!JI\JF'

Page 2:2 =

15:19:44

15: 1 9:48

15:19:50

15:19:53

15:19:58

are atfccted by the likely cxcipients that

you're going to add to the tonttulalion. the

effect of temperature on that Formulation. 1

think p11 is obviously included in there as

well because that may he - may ntleet the

stability of the drug, how it's likely to be 15:20:02

degraded, what's the best formulation. what's 15:20:04

the best solvent you're going to add. 15:20:07

Q. Anything else? 15:20:10

A. I thinh1've given a reasonable start. 15:20:12

Q. Take a|oo1<.it'you would, at page 31 of 15:20:15

Lawrence Exhibit 11. And let me direct your 15:20:18

‘attention to the section entitled Physicochemical 15:20:27

Properties and their influence on Formulation. 15:20:30

In the first sentence you write, "In order to 13:20:34

determine whether it is possible to successfully 15:20:36

Formulate a drug as a medicine, it is essential to 15:20:38

determine the drug's basic physicochemical 15:20:41

properties, including its water solubility, its 15:20:46 I
partitioning between oil and water and its behaviour 15:20:48

in I:li£1‘erentpI~1 environments." 15:20:51
is this a true statement‘? 15:20:53-

Page 213 '

15:20:55

15:20:57

15:20:59

MR..MARG01..IS: Objection. Vague.
Mischaracterizges the document.

Q. You may answer.

A. I believe I've told you this infonnution is

important in fonnulatiog a drug.

Q. Take a look, ifyou would, at page 32, and 15:21 -. 15

let me direct your attention to the third sentence. 15:21:22

It starts, "A successful clmg_" 15:21 :24

Do you see that? 15 :21 :26
A. Yes. 15:21 :30

Q. .1t says, "A successful drug requires at 15:21:31

balance to be struck between potencylselectivity-and 15:2 1 :33 5‘

its pharmacoldnetic properties." 15:21:37
is that a true statement? 1511310

A. 11 is. 15:21:41

Take a look now at the fifth sentence. It
says, "To achieve successful delivery and tlierefore

optirnal exposure oft‘ the drug to the body, however,

requires an appropriate balance o1'oi1 and water

solubility." 15:21 :55
ls that a true statement? 15:21 :56

MR. MARGOLIS: Objection. Vague.

15:21 :02
15:21:09

15:21 :42

15:21:45

15:21 :52

Page 70 of 132
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15:22 :00

15:22:03

THE WITNESS: That is taken out of

context. 11 needs to be read with the

previous sentence. 15:22:04

Q. Is it a true statement’? 15:22:05

MR. MARGOLIS: Objection. Vague. 15:22:07
THIZ WITNIESS: In the context Uflllc 15:22:08

15:22:10

15:22: 15

15:22:20

15:22:22

l5:22:25

previous staterueut, yes.

Q. And the previous statement says, "In

particular, there is oltcu a lack of appreciation
that a molecule will not become a successful

medicine if it is not adequately distributed within

the body." |S:22:Z8
Is that a true statement? 15:22:29

A. l'm confirscd. You asked me, "To achieve

successful delivery and therefore optimal exposure

ofthe drug to the body." The previous statement
is -- 15:22:39

0. I apologize. Go ahead. You can read it. l5:22:39

A. Okay. "The focus of the hit-to-lead 15:22:41

optimization programmes is to drive for potcncy at 15:22:44 20
the in vitro level. which often translates to 15:22:48

increased lipophilicity." 15:22:52

15:22:30

15:22:33

15:22:57

Page 275

So, this is all talking about a story. 1 15:22:54
don't think it can be taken - some statements are 15:22:57

obviously independently comact, but other 15:23:00

statements relate to the previous sentence, so you 15:23:04

have to be very carcfiil how you read it. 15:23:06

Q. Ccnainly. Let me direct your attention to 15:23:08

the very bottom sentence ofthc Ictt-hand column. 15:23:] 1

It says, "The search therefore goes on for 15:23:14

technologies to overcome the solubility/permeability 15:23:17

problems encountered with the formulation of drugs 15:23:21
as medicines" 15:23:23

Is that a true statement? 15:23:24

A. Yes. 15:23:25

Q. Was it true as of 2003 that the search was

still ongoing for technologies to overcome the

solubility and permeability problems encountered

with the formulation 01' drugs as medicines‘?

MR. MARGOLIS: Objection. Vaguc.

Q. You may answer. 15:23:40
MR. MARGOLISI Lack oflbundatiotr. 15:23:41

THE WITNESS; Ouc ofthe limitations of 15:23:44

drug delivery is getting the optimal 15:23:47

©OO\l®tJI-BL:-DIN.)-—
13:23:25

15:23:29

15:23:32

15:23:36

15:23:39
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l5:23t52

15:23:55

15.23259

15:24 :02

15:24:03

15.24.07

solubility and therefore permeability of the

drug across the membrane, and unless it's

being —- that's been the case for a while and
will continue to he the case.

Q. Was that true as of 2003'?

MR.MI\RGOL|S: Objection. Vague.

Tilt-I WITNESS: My Focus 01' l"t.'SCit1‘L‘l1 since 15:24:09

I started as an academic was looking at ways 15:24:13

of increasing the. solubility of poorly 15:24: to

water-soluble drugs to improve their 15:24:29

delivery. So, this is something that's been 15:24:32

a problem for a long time. 15:24:40

. in your opinion as of 2003 -- 15:24:41

. Yes. 15:24:44

. -- was the »- 15L'Z4t44

. Sorry. 15:24:44

. — search still ongoing? 15:24:45

MR. MARGOLIS: Objection. 15:24:47
THE WITNESS: The search was in 15:24:47

progress. yes. 15:24:48

Q. Okay. Take a look, if you would, at the top

ofthe right-hand column on page 32. And 1 direct

l5:24:49

15:24:53

Page 277

15:25:00

15:25:04

15:25:09

I 5:25: 1 1

15:25:14

15:25:17

l5:25: l 8

15:25:20

your attention to the last sentence in the first

paragraph. It says, "For example, it‘a drug is

intended for the treatment of a simple headache,

then the expense associated with the preparation of

an injection would not bcjustified." I apologize.
That was the second to last sentence.

The last sentence is, '‘In order to formulate

a drug for delivery, other than by the oral route,

significant advantage needs to be demonstrated over 15:25:24

the oral route of administration or else the drug 15:25:26 ‘
needs to be the lirst in its class." 15:25:29

Is that a true statement? 15:25:32

A. l believe it to be,ycs_ 15:25:35

Q. Take a look, ifyou would, at page 35. The

first statement says. "The phamraceutical scientist

is always searching for new and safe materials that

can be used to improve the formulation ofa

15:25:36

l5:25:5l

15:25:53

15:25:56

mcdicinu These are known as cxcipicnts." 15:25:59
Are those truc statcmcnts? 15:26:02

A. Yes. 15:26:04

Q. Take a look. ifyou would, at page 39. 1

direct your attention to Section 2.4

15:26:04

15:26:10
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1 Plnirnracokirrclics and Phunnacodynamics. It says. 15:26: 1 3 A. 1 ant. 15:23:20

2 "Once a potential drug carrdidrite has been 15:26:17 Q. Does lawrcnce lixhtbit 12 concspond to item 15:28:20 -

3 identilied. its late and behaviour in the body have 15:26:19 number 1 in Articles in Academic Jonnmls on your 15:28:22
4 to be assessed before a decision can be made whether 15:26:22 curriculum vitae? 15:28:26

5 it is possible to develop the molecule into a safe, 15:26:25 A. 11 docs. 15:28:27

6 effective medicine." 15:26:28 0 Take it look at page 1903. The lirst sentence 15:28:28

7 15 that a true statement’? 15:26:30 oftlie body of the document states, "1’revious 15:28:32

8 MR. MARGOLIS: Objection. Vague. 15:26:31 studies otithc cl1'ccts ofstructural variation of 15:28:35

9 T1113 WITNESS: I believe it is. 15:26:35 non—ionic surfactants on micellar properties and 15:28:38 .

10 Q. In the next sentence you write, “In 15:26:36 solubilization have emphasized the importance ofthe 15:28:42
1 I particular, the drug's plrysicouhenricnl. 15:26:38 liquid nature of the micellar com: in determining 15:28:46 "

12 plrarwrracokirrclic, phannacodynarnic and toxicological 15:26:~1 solubilizing capacity." 15:28:49

13 properties all have to be established." 15:26:46 15 that a true statement 15:28:51
14 lstltat a true statement? 15:26:47 A. lbelieve it is. 15:28:52

15 MR.MARGO1..1S: Objection. 15:26:49 Q. You can put that document aside. 15:28:53

16 THE WITNESS: Can ljust -- sorry. 15:26:49 MR. HASFORD: 1'm handing the court 15:29:05

17 Sony. Can 1 just clarify‘? This document 15:26:52 reporter what 1 would ask to be marked as 15:29:07

18 was written as a team, and the various 15:26:54 Lawrence Exhibit 13. 15:29:09

19 sections of these documents were written by 15:26:58 For the record, Lawrence Exhibit 13 15:29:09

20 experts in their particular fields. Just to 15:27:01 corresponds to item number 2 in Articles in 15:29:] 1

21 clari 1'y. 15:27:04 Academic Journals on Dr. Lawrence's 15:29:14

Q. And this document went out under your name. 15:27:05 curriculum vitae. 15:29: 16

Page 279 Page 281

(Wlicrcupon, P1uintil‘1‘s Deposition 15:29:35
Exhibit No. Lawrence 13 was marked for 15:29:35

Identification.) 15:29:36

Q. Are you the M.J. Lawrence who co-authored 15:29:36
Lawrence Exhibit 1.1? 15:29.39

A. I am. 15:29:40

Q. Does Lawrence Exhibit 13 correspond to item 15:29:40

number 2 in Articles in Academic Journals on your 15:29:42
curriculum vitae? 15:29:46

A. It does. 15:29:47

Q. Take a look at the first page and the first 15:29:48

sentence. It says. "Previous studies“ -— and then 15:29:51

there's a citation - "have reported that the 15:29:53

lengthening" - lapologizc -- "that lengthening the 15:29:59

alkyl chain of a series of n-alkylpolyoxyethylenc 15:30:00

glycol mono ether surfactants [general lbrmrrla 15:30:06 A

Crnlil-25m] above m equals 16. although causing an 1523021
increase in micellar size did not result in the 15:30:17

enhanced snluhilimtion ofa range o1‘drugs_" 15:30:20

BY MR. HASFORD: 15:28:16 Do you see that‘? 15:30:23

Q. Are you the M. Jayne Lawrence who co-authored 15:28:16 A. 1 do. 15:30:24

Lawrence Exhibit 12'.’ 15:28:19 Q. ls it fair to say that different non-ionic 15:30:24

correct? 15:27:08

A. No. It went out under the name ofthc 15:27:08

pharmaceutical sciences advisory panel, of which 1 15:27:14

was part ofthe team 15:27:16

Q. You're identitied as a co~author on this 15:27:17

document, correct’? 15:27: I 9

A. lam, yes. 15:27:19

Q. You can put this document aside. 15:27:20

MR. HASFORD: I'm handing the court 15:27:46

reporter what 1 would ask to be marked as 15:27:47
Lawrence Exhibit 12. 15:27:49

For the record, Lawrence Exhibit 12 15:27:51

corresponds to item number I in Articles in 15:27:55
Academic Journals on Dr. Lawrence's 15:27:59

curriculum vitae. 15:28:01

15:28:14

(Whereupon. Plaintiffs Deposition 15:28:14
Exhibit No. Lawrence 12 was marked for 15:28:15

Identification.) 15:28:15

3t7.Et,-,:i§:5\DOO\lO‘t.IIJ>Lul\J—- :,;U.;_~_;:;:E\O00\JOsUJ>wN—
35

9.1 C
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1 surfactants having dilletent chemical structures 15:30:27 ls it fairto say that cyclodextrins 15:32:44

2 exhibit different solubilizing abilities‘! 15:30:31 materially impact the solubility ofdrug molecules 15:32:47

3 MR. MARGOLIS: Objection. Vague, 15:30:34 in aqueous liquid preparations? 15:32:49

4 'l'1lF. W1'1T~113SS: Not from that statement 15:30:36 MR. MARGOLIS: Objection. Vague. 15:32:53

5 it's not. no. 15:30:37 T1 [E WITNESS: 1t so much depends upon 15:32:55

6 Q. ts it fair to say tltat in general‘? 15:30:39 the drug and which cyclodextrin you're 15:32:58

7 MR. MARGOLIS: Objection. Vague. 15:30:41 looking at. They're not necessarily very 15:33:02

8 1111-.‘ WITNESS: No. I think you're taking 15:30:45 efficient for fonnulation or used as 15:33:06

that statement out ofcontcxt. 15:30:48 fonnulation cxcipients. 15:33: I 1

Q. Well. then pretend 1 didn't show you that 15:30:50 Q. is it fair to say that cyclodextrins can 15:33:13

statement. Is it fair to say that different 15:30:53 materially impact the solubility of drug molecules 15:33: 16

non-ionic surfactants having different chemical 15:30:57 in aqueous liquid preparations’? 15:33:20 ,

structures exhibit different solubilizing abilities? 15:30:58 MR. MARGOLIS: Objection. Vague. Calls 15:33:22

MR. MARGOLIS: Objection. Vague. 15:31:02 fora legal conclusion. 15:33:23

THF. WITNESS: It is vague. Andl will 15:31:03 THE WITNESS: Fora limited number of 15:33:26

reiterate what I believe 1 said earlier in 15:31:06 drugs that may be the case, yes. 15:33:29

the proceedings, that would depend very much 15:31:08 0. You can put that document aside. 15:33:32

on the similarity or the difference in 15:31:13 MR. HAS1-‘ORD: I'm handing the court 15:33:42

structure. 15:31:15 reporter what 1 would ask to be marked as 15:33:43

Q. Okay. You can put this document aside. 15:31:16 lawrcnce Exhibit 15. 15:33:45

MR. HASFORD: I'm handing the court 15:31:32 21 For the record, Lawrence Exhibit 15 15:33:46

reporter what 1 would ask to be marked as 15:31 :33 corresponds to item number‘) in Articles in 15:33:48

Page 283 Page 285 5

Lawrence Exhibit 14. 15:31:34

For the record, Lawrence Exhibit 14 15:31:35

corresponds to item number 8 in Articles in 15:31:37
Academic Journals on Dr. Lawrence's 15:31:41

curriculum vitae. 15:31:44

(Whereupon, Plaintiffs Deposition 15:32:09
Exhibit No. Lawrence 14 was marked for 15:32:09

Identification.) 15:32:10 (Discussion off the record) 15:34:32

0. Are you the M. Jayne Lawrence who co-authored 15:32:10 0. Are you the M. Jayne Lawrence who authored 15:34:32 =
Lawrence Exhibit 14? 15:32:13 Lawrence Exhibit 15? 15:34:40

A. lam. 15:32:15 A. lam. 15:34:41 _

Q Does Lawrence Exhibit 14 correspond to item 1523215 Q, Does Lawrence Exhibit 15 cnmzspond to item 15:34:41

Academic Journals on Dr. Lawrence's 15:33:53

curriculum vitae. 15:33:54

(Whereupon, Plaintiff's Deposition 15:34:31
Exhibit No. Lawrence 15 was marked for 15:34:31

Identification.) 15:34:31
THE WITNESS: lcan't believe that 15:34:31

picture. 15:34:31COO\]G\LlI&L~ll~J-- VOOO\lO\‘Jt-b‘.»Jf~J-

 
5

number 8 in Articles in Academic Journals on your 15:32:18 number 9 in Articles in Academic Journals on your 15:34:44

curriculum vitae? 15:32:22 curriculum vitae? 15:34:47 2

A. lt does. 15:32:23 A. 1t does. 15:34:48

Q. Take a look at lirst page, page 27. 15:32:24 Q. Turn, ifyou would, to page 423, and let me 15:34:49

A. Yes. 15:32:26 direct your attention to the conclusion. About 15:34:52 1
Q. The bottom of the left-hand column, second to 15:32:27 halfway through the first paragraph of the 15:34:58

last sentence reads, "Fur cxantp1e,cyc1odextrin 15:32:29 conclusion you write. "Before attempting 10 15:35:00 i
complexes have been used for increasing the apparent 15:32:33 formulate a drug the limitations of each type of 15:35:03 ,

aqueous solubility of drug molecules and also for 15:32:37 system need to be thoroughly understood." 15:35:07 1

reducing their surface activity." 15:32:40 Is that a true statement‘! 15:35:09 i
1
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15:35:10

15:35:13
MR.MARGOLlS: Objection. Vague.

THE WITNESS: In the context 01' using

surfactant systems to solubilizc drugs. yes. 15:35:15

Q. In the next sentence you write. "For example. 15:35: 19
15:35:21

solubility ofa water-soluble hydrophilic drug in an I5-35:24!

aqueous-based surfactant system." 15:35:29
15 that a true statement’? 15:35:31

MR. MARGOLIS: Objection. Vague.

T1113 WITNESS: Yeah, it's vague. lt

isn't the best written. There are some drugs

that are quite water soluble and will

actually form mixed aggregates with
surfactants, which I didn't know about at the
time. 15:35:45

Q. Did you qualify your statement in any way in
Lawrence Exhibit 15'? 15:35:48

A. in Lawrence Exhibit 15’? 15:35:50

Q. The document we're looking at. 15:35:53
A. Oh. No. No. No. This is the document -- 15:35:55

when 1 wrote this, I believed that to be true. I've 15:35:57

subsequently realized that's not true because 15:36:01

it is no use trying to increase the aqueous

15:35:33

15:35:34

15:35:37

15:35:39

15:35:40

15:35:43

15:35:45

Page 287

certain drugs can be quite soluble, but have some 15:36:04

amphiphillc nature. 15:36:09

0. when did you realize that? 15:36: 10

A. Probably --just let me --I have to look at 15:36:12

that. When were the Olympic Games in Barcelona‘? 15:36:19

Q. You're asking the wrong guy. 15:36:38

A. I remember 1 had it student who was Spanish 15:36:41

and brought me back a mug and she was doing the work 15:36:4

on it at the time. So 1 realized probably just 15:36:48
after I'd mitten this review when I realized that 15:36:51

you could form with some quite hydroplttlic 15:36:55

compounds. and sodium diclofenac is one of them, you 15:36:59

can form mix with micelles, and I didn't know at the 15:37:02
15:37:05

Q. Do you remember about what time that was when

you came to that realization? 15:37:07
A. 11 would have been not much di1Tcrcnce from

this. 1 can't remember the exact time, though.

Q. You can put Exhibit 15 aside.

MR. HASFORD: l'm handing the court 15:37:29

reporter what 1 would ask to be marked as 15:37:30
Lawrence Exhibit 16. 15:37:32

:s\DOC\lO5UI.AuJt\l—
time.

15:37:06

15:37:09

15:37:11

15:37:13

866-928-6509
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15:37:33

15:37:36

15:37:41

15:37:42

15:38:14

15:38:14

For the record, Lawrence Exhibit 16

corresponds to item number 12 in Articles in
/\cadcmicJouma1s on Dr. Lawrence's

curriculum vitae.

(Whereupon. P|aintil1‘s Deposition
Exhibit No. Lntvrcncc 16 was marked for

Identification.) 15:38:15

Q. Are you the M. Jayne 1.awrcnce who authored
15:38:31

15:38:31

Q. Does that conespond to item nutnber 12 in

15:38:15 ,
Lawrence 16'?

A. Ium.

15:38:32 _
15:38:35Articles in Academic Journals on your curticulum

vitae’! 15:38:37

A. It does. 15:38:38

Q. lake a look at page 258, please, and let me

direct your attention to the Introduction, the last

full sentence in the left-hand column. It says,

15:38:38

15:38:43

15:38:46

15:38:49

15:38:52

phase structures in which the hydrophobic chains are 15:38:57 1
removed from contact with water." 15:39:00

ls that a true statement? 15:39:02

Page 289

A. Yes. 15:39:03

Q. ls It fair to say that the aggregate that

would be fonncd by tyloxapol in an aqueous liquid

preparation is different from the aggregate that

would be t'on'ned in the same aqueous liquid 15:39:12

preparation by a di11'crent non-ionic surfactant with 15:39:15
a different clrenrical structure? 15:39:18

MR. MARGOLIS: Objection. Vague. 15:39:21

THE WITNESS: Yes, 1 don't understand 15:39:22

how you mean is different. 15:39:23

Q. Would there be any ditlercnce? 15:39:24

MR. MARGOLIS: Objection. Vague 15:39:28

THE WITNESS: Polymeric surfactants 15:39:31

sell‘-assemble into micelles. 'l1iat's very 15:39:33
well-established with surfactants such as 15:39:37

Pluronic. They. as far as 1 know. lomr into 15:39:39

traditional micelles with the hydrophobic 15:39:47

cone and with the polyoxyl chains on the 15:39:51
15:39:54

15:39:04

15:39:06
15:39:10

outside '1'here'd be no thermodynamic reason
15:39:56

Q. Would the aggregate that would be fonncd by

tyloxapol in an aqueous liquid preparation be any

for them not to.

15:39:57

15:39:59
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t1i1'1'erent in any way from the aggregate that would 15:40:03

be formed in the same aqueous liquid preparation by
a di1'1'ercnt non-ionic su1‘1'ac1:1nt with a different 15:40: 10

chemical structure? 15:40:13

MR. MA RGOLIS: Objection. Vague.

T1113 WITNESS: Potentially. Potentially

not. It depends how different the structures
are. 15:40:21

Q. Why does 11 depend on how ditferent the
structures are‘? 15:40:24

A. A number of parameters a11ect the

sell‘-assembly of the micelles. The hydrophobic

chain, the ratio, the balance of the hydrophobic 15:40:39

chain in the head group. and concentration they're 15:40:44

at, salt concentration. pll, all of those will 15:40:50

affect -~ 1 don't think I'm answering the question. 15:40:53

What was your question again? 1 think I've got 011‘ 15:40:54

the point. I'm sorry. 15:40:57

0. Well. 1 might need the court reporter to read
it back because now 1 can't see it on the screen.

A. Sorry. 15:41 :00

(Question read back as followsz)

15:40:14

15:40:16

15:40:18

15:40:22

15:40:25

15:40:31

15:40:58

15:41:00

15:41:00

Page 291

"QUESTION: Why does it depend on how 15:40:22
different the structures are?" 15:4(l:24

MR. HASFORD: The previous question.

A. 11 predominantly depends on the ratio between

the hydrophobic chain and the hydrophobic head

group. The relative driving force is — the driving

force for aggregation 1'rom the hydrophobic chain and

the head groups providing the repulsive force to

stop the aggregation. 15:41 :40

Q. Would the resulting solutions need to be
tested to determine the diflerenccs between them?

A. They would. 15:41:49

Q. Take a look, ifyou would -- actually, take a

look, if you would, at Table 2 on page 258 of

Lawrence Exhibit 16. Tell me when you're ready.
A. Yes. 15:42:10

Q. is it fair to say that there are a wide

variety of equilibrium surfactant systems that can

15:40:24

15:41 :16

15:41:19

15:41:24

15:41:28

15:41:31

15:41:43

15:41 :46

15:41 :50

15:41 :55

15:42:01

15:42:1 1

15:42:14

15:42:18

15:42:22

15:42:26

be used in aqueous drug formulations‘?

MR. MARGOLIS: Objection. Vague.

T1113 WITNESS: Potentially there are,

yes. 15:42:27

Page 75 of 132

15:40:06 2 fair to say that there are :1 wide variety of
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15:42:27

15:42:31

15:42:34

15:42:37

15:42:41

15:42:43

15:42:44

0. 'l'a1<e :1 look. ilyou would. at Table 3. Is it

non-equilibrium surfactant systems that can be used

in aqueous drug fortmtlations?

MR. MARGOLIS: Objection Vugue.

T111’. WITNESS: Tltcrc arc, yes.

Q. You can put this ducumtznt aside.

MR. HASFORD: 1'111 handing the cottn 15:42:57

reporter what I would ask to be marked as 15:42:58
Lawrence 1’-'..~1|1ibit 17. 15:43:00

For the record. Lawrence Exhibit 17 15:43:01

corresponds to item number 16 in Articles in 15:43:04
Academic Journals on Dr. Lawrence's 15:43:08

curriculum vitae.

(Whereupon. 1’1ainti1'1‘s Deposition
Exhibit No. Lawrence 17 was marked for

Identification.) 15:43:37

Q. Are you the M. Jayne Lawrence who co—a11thored
Lawrence Exhibit 17'.’ 15:43:41

A. 1 am. 15:43:43

Q. Does Lawrence Exhibit 17 correspond to item

number 16 in Articles in Academic Journals on your

15:43: 10

15:43:35

15:43:36

15:43:44

15:43:47 L

curriculum vitae? 15:43:51

A. 11 docs. 15:43:52

Q. Take a look, if you would. at page 58, and in

the section entitled Discussion, the lirst full --

the first sentence, rather. states. "The non-ionic

surfactants used in the present study have
structural features in common with

phosphatidylcholines. but the vesicles they fonn

have physicochemical properties that differ

signilicantly from those of the phospholipid

liposomes." 15:44:34
ls that a true shttcmcnt? 15:44:34

A. Yes. 15:44:36

Q. is it also fair to say that different 15:44:40

non-ionic surfactants may have structural 15:44:43
15:44:46

15:43:53

15:44:02

15:44:06

15:44:17

15:44:20

15:44:22 i

15:44:26

15:44:30

similarities, yet have physicochemical properties

that differ significantly? 15:44:49

MR. MARGOLIS: Objection. Vague.

T1-IE WITNESS: It's - this is part - I
lltink th1:rc's a -- to understand that

statement you need to appreciate the

difference between having a zwitterionic

15:44:51 ‘
15:44:54 1

15:45:14

15:45:18

15:45:19
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15:45:24

15:45:27
pltospholipid head group and the polymeric

non-ionic head group. And 1 think I've

stated earlier that very dift'crcn1 Sl1'1JCll1t'(.‘S 15:45:30

would have very different effects. 80. the 15:45:35
15:45:38

l5'45:42

15:45:45

15:45:51

15:45:55

15:45:57

15:45:59

15:46.03

15:46:07

similarity in this case is its two

hydrophobic chains and what we call a

backbone. a semi-polar backbone. The head

groups are very different‘. So, those are
some structural similarities. There's also

some quite big diffcrcnccs.

Q. In general. is it also fair to say that

dilferent non-ionic surfactants may have structural

similarities, yet have phystcochemical propenies

that differ significantly? 15:46: 1 ti

MR. MARGOLIS: ()bjection. Vague. 15:46:12

'1‘11l-I W1‘l‘N1:‘SS: You would really have to 15:46:14

look at that on a case-by-case basis. 15:46:18

Q. Would you have to test the tliffcrent 15:46:20
surfactants to determine that? 15:46:22

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 15:46:25

THE WITNESS: No, not necessarily.

15:46:24

15:46:27

Page 295

Q. You can put this document aside. 15:46:28

MR. HASFORD: 1'm handing the court 15:46:44

reporter what 1 would ask to be marked as 15:46:46
Lawrence tixliibit 18. 15:46:47

For the record, Lawrence Exhibit 18 15:46:48

corresponds to item number 18 in Articles in 15:46:50
Academic Journals on Dr. l-awn:nce's 15:46:54

curriculum vitae. 15:46:55

(whereupon, Plaintiffs Deposition 15:47:18
Exhibit No. Lawrence 18 was marked for 15:47:19

identification.) 15:47:20

Q. Are you the M. Jayne Lawrence who authored
Lawrence Exhibit 18? 15:47:42

A. 1 am. 15:47:43

0. Does Lawrence Exhibit 18 correspond to item

number 18 in Articles in Academic Journals on your
curriculum vitae? 15:47:50

A. It does. 15:47:51

Q. Take a look, ifyou would, at page 827. Let

me direct your attention to the right-hand column.

15:47:20

1 5:47:44

15:47:47

15:47:52

15:47:58

15:48:02

15:48:04
About halfway down it says, ‘Therefore, the addition
ofone extra unit causes a considerable increase in

Page 76 of 132
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15:48:08

15:48:12

15:48: 15

15:48:20

15:48:22

15:48:26

15:48:30

15:48:33

15:48:37 '

the hydrophilic nature of the surfactant and. as a

consequence, it is made harder to achieve the

conecl balance of the hydrophobic and hydrophilic

portions of the surfactant required for production
ofa tnicrocrnttlsion; instead this balance has to he

achieved hy the use ofa cosurl'nctanl."

Is it fair to say that small structural
differences in non-ionic surfactants can cause

considerable changes in their physical and chemical

properties? 15 :4 8:40

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 15:48:42

Q. You may answer. 15:48:44

A. You need to read the previous statement which 15:48:44 -‘

is talking specifically about sucrose esters and 15:48:47

polyglyccrol fatty acid esters. They are very 15:48:58

different molecules than the non-sttrfactanls we're 15:49:04

tnlking about here. A sugar has a much more - one 15:49:09
sugar is much more hydrophilic than several 15:49:14 :

polyoxycthylene chains. So, in this case, it makes 15:49:18

a huge difference in the properties. 15:49:20

Q. In general. is it fair to say that small 15:49:23

15:48:41 .__

Page 297

15:49:27

15:49:30

structural dilferences in non-ionic surfactants cart

cause considerable changes in their physical and

chemical propenies? 15:49:33

MR. MARGOLIS: Objection. Vague.
'1'1l1-I W11‘NESS: For normal common

polyoxyethylene ester surfactants and

15:49:34

15:49:35

15:49:37

15:49:42

15:49:45

15:49:48

unrelated molecules, no, it doesn't make is

huge dilference. There's a very gradual

difference, and 1 state that in a number of

papers. 15:49:50

0. You may put Exhibit 18 aside.

MR. HASFORD: I'm handing the court

reporter what I'd ask to be marked as
Lawrence Exhibit 19.

For the record, Lawrence Exhibit 19

corrtsponds to item number 20 in Articles in
Academic Journals on Dr. Lawrence's

curriculum vitae.

15:49:52

15:50:16

15:50:18

15:50:20

15:50:21

15:50:23

15:50:27

15:50:28

15:50:53

15:50:53
(Whereupon, Plaintiff‘: Deposition
Exhibit No. Lawrence 19 was marked for

Identification.) 15:50:54

Q. Are you the M. Jayne Lawrence who co—authored 1525025! .

-\ ..;____— 2 ,7: - -..~. 2-r ~— —.;4..~_—_-~_.-;_.; - . .. —._»_ _;_- ~ .' ’ 
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15:50:57

15:50:59

Q. Does Lawrence Exhibit 19 correspond to item

Lawrence [Exhibit 19'?
A. I am.

15:50:59

number 20 in the Articles in Academic Journals on 15:51 :02

your curriculum vitae? 15:51:06
A. It does. 15:51 :07

Q. Take it look at the first sentence in the body 15:51 :08
oftlie docunieirt. You state, "1t is ivell-establislied 15:51 :1 I

that the molecular geometry of a surfactant 15:5 I : 14

in fluenccs the nature ot‘the aggregate it fonns when 15:5 I: I7

dispersed in aqueous solution at low 15:51:20
concentrations." 15:51 :24

is that a true statement? 15:51 :25

A. Yes 15:51:26

Q. You can put this document aside.

MR. HASFORD: l'm handing the court

reporter what I would ask to be marked
Lawrence Exhibit 20.

For the record, Lawrence Exhibit 20

corresponds to item 33 in Articles in
Academic Journals on Dr. Lawrence's CV.

(whereupon, Plaintiffs Deposition

15:51:26

15:51 :33

155134

15:51:37

15:51 :38

15:51 :39

15:51:42

15:52:08

Page 299

Exhibit No. Lawrence 20 was marked for 15:52:08

ldentilication.) 15:52:09

Q. Are you the M. Jayne Lawrence who co-authored
Lawrence Exhibit 20? 15:52:13

A. lam. 15:52:14

Q. Does Lawrence Exhibit 20 correspond to item

number 33 in Articles in Academic Journals on your
curriculum vitae? 15:52:20

A. It does. 15:52:21

Q. Was Lawrence Exhibit 20 published in 2000'.’
A. It was. 15:52:26

Q. Take a look, if you would. at the 15:52:27
Introduction? 15:52:30

A. Yes. 15:52:30

Q And the First two sentences read, 15:52-31
15:52:35

15:52:37

15:52:40

15:52:43

15:52:09

15:52:14

15:52:17

15:52:22

"Surfactants have been investigated as agents to

solubilize poorly water soluble drugs in

pbannaceutical formulations for many years.

Unfortunately, however. the drug-solubilizing

capacity 01‘ most of the commonly used surfactants is
15:52:50

15:52:53
too low to be ofividcspread practical use."

As of 2000, was it rirrderstoud in the art that

Page 77 of 132
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15:52:56

155259

15:53:02

MR. MARGOLIS; Objection. Vague.

THE WITNESS: I believe so, yes. 15:53:10

Q. Take El look, iliyou would, til the next page. 15:53:13

It's going to he page 799. 1n the lirst full 15:53:18
15:53:27

the drug-solubilizing capacity 01’ most of the

commonly used surfactants is too low to be of

i.vir_tcspre-rid practical use‘?
15:53:05

paragraph it says, "'1 he physicuclreiiiical
cliaractcrization and solubilization behavior of 15:53:30

DDCPNO are reported here. The properties ot‘ this 15:53:34

surfactant are compared with those ot'a 15:53:38

nonbiodegradable N-oxide derivative ot‘ comparable 15:53:43

hydrophobic chain length (namely, N. 15:53:47 3

N-dimethyldodecylamine-N-oxide (DDNO) to investigate 15:53:-
15:53:58 '

15:54:02
the consequences ofinserting a propoxy linker

moiety between the hydrophobe and head group."

Do you see that? 15:54:05
A. Yes. 15:54:07

Q. In Lawrence Exhibit 20. did you report the

results ofadding a propoxy linker to a non-ionic
surfactant’? 15:54: 14

A. Yes. 1 did. 15:54:16

15:54:07

15:54:10

Page 301

Q. Does a propoxy linker have three carbon atoms 15:54:18 .

and an oxygen atom? 15:54:21
A. Yes. 15:54:27

Q. Would you characterize adding a propoxy

linker to a non-ionic surfactant as a major chemical 15:54:30

change or a minor chemical change? 15:54:34 .»

MR. MARGOIJS: Objection. Vague. Lack 15:54:37
of foundation. 15:54:42 '

THE WITNESS: 1 think you shorild look at 15:54:42

the results here bccatise it's actually very 15:54:44

interesting. You highlighted before in one 15:54:46

01' my papers about adding a unit making a big 15:54:52

change, and 1 stated that's because it was a 15:54:56

sugar moiety. You have to remember with 15:55:00
15:55:03

15:55:11

15:55:13

15:55:15

15:55:18

15:55:21

15:55:26

15:54:27

non-ionic -- non -- N-oxide surfactants, that

is an all-or-nothing change. You have a head

group. an oxide head group, or you don't have

an oxide head group. So you find any changes

making with this type ol‘non-ionic surfactant

greater than the polyoxyethylene surlhctunt,

and I've stated that in 1] number ofnty

papers. 15:55:27

 1
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15:55:27

15:55:29
So. there are changes. but actually

they're not as much as you might expect.

There were less than 1 expected. ln some 15'S5:33

cases it behaved very similarly. bttt 11 was 15:55:35

what we expected. 15:55:39

Q. And would you characterize adding a propoxy
linker In 11 non-ionic sttrfacmnt as :1 minor chemicttl

change’? 15:55:47

MR. MARGOLIS: Objection. Asked and

answered. Vague. 15:55:49

THE WITNESS: 11 would depend on what
15:55:51

15:55:53

15:55:58

15:56:01

15:56:04

15:56:07

15:55:41)

|5:55'43O0O\lU\1JI-bUJl\I'-
15:55:47

5

15:55:49

5 type of non-ionic surfactant.
U»

Q. Take a look at the Conclusion ufyour paper.

In the first sentence you state, "The introduction

of a linker moiety ittto a surfactant containing a

small head group has been shown to greatly alter the

physicochemical and solubilivntion behavior of a low

molecular weight surfactant." 15:56:10

Is it fair to say that a structural change in 15:56:13

a non-ionic surfactant am greatly alter the 15:56: 16

physicochemical and solubilization behavior of the 15:56:19
surfactant? 15:56:22

32

.- U1

5

f\)|\JQ\).—.—.— NJ--O~OOO\l
Pagc 303

15:56:23

15:56:25

15:56:27

15:56:31

15:56:33

15:56:37

15:56:42

15:56:44

15:56:47

15:56:49

15:56:51

15:56:53

15:56:55

15:56:58

MR. MARGOLIS; Objection. Vague.

THE WITNESS: I've said all the way

through this by looking at the stmcture and

understanding the behavior it's possible to

predict these changes. With this type of

moiety, sorry, this type of head group, it's

a very small head group. 1 would expect the

linker to have a big change. 11" 1 then

transferred that to a polyoxyethylenc

surfactant or some other polymer head group,

1 would expect the change to be minimal.

Q. 1n general, is it fair to say thata

structural change in a non-ionic surfactant can

greatly alter the physicochcmical and solttbilization
behavior of the surfactant? 15:57:02

A. It would depend on -- 15:57:03

MR. MARGOLIS: Objection. Asked and 15:57:03 17
answered. 15:57:04 18

Q. You may answer. 15:57:04 19

A. It depends on the surfactant you're looking 15:57:05 7.0
ul. 15:57:08 21

15:57:08 22

fi:.‘5~oao\tau.Au~—- 3CE$5:S~ooc~ta~u~.:~.L.a~—
Q. You can put this document aside.

866-928-6509
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MR. HASFORD: l'm hattding the court 15:57:33

reporter what 1 would ask to be marked as 15:57:34
Lawrence Exhibit 21. 15:57:36

For the record, Lawrence Exhibit 21 15:57:37

corresponds to item number 47 iii Articles itt 15:57:40
Academic Journals on Dr. Lawrence's 15:57:43

curricttlum vitae. 15:57:45

15:58:09

15:58: 10
(whereupon, Plaintiff‘: Deposition

12.~:1ii11itNo. Lawrence 21 was marked for

Identification.) 15:58:11

Q. You are the M. Jnync Lnwrcncc who co—uttt1torc(1
Exhibit 21? 15:58:14

A. lam. 15:53:15

Q. Does Lawrence Exhibit 21 corrcspotttl to item

number 47 in Articles in Academic Joumals on your
curriculum vitae? 15:58:21

A. 11 docs. 15:58:22

Q. Turn, if you would. to page 866, and look at

the first full paragraph. The first sentence reads,

"From the discussion just presented, it is chair
that the membrane-active effects of a surfactant are

a complex imcrplay ofseveral competing effects."

15:58:11‘

15:58:15

15:58:18

15:58:23

15:58:30

15:58:35
15:58:38

15:58:41

Page 305

is that a true statement? 15:58:44

MR. MARGOLIS: Objection. Vague. Calls

for speculation. 15:58:47

THE WITNESS: Ihaven‘t read this paper 15:58:50

fora long time,so 1 hope it's correct. But 15:58:52

without re-reading it -- 15:58:57

Q. Do you have any reason to believe that it's
not a true statement? / 15:59:01

A. 1 would hope it would be correct. 15:59:02

Q. You can put that document aside. 15:59:03

MR. HASFORD: 1'm handing the court 15:59:15

reporter what 1 would ask to be marked as 15:59:17
Lawrence Exhibit 22. 15:59:19

For the record, Lawrence Exhibit 22 15:59:20

corrsponds to item number 49 in Articles in 15:59:22
Academic Journals on Dr. Lawrence's 15:59:27

curriculum vitae.

(Whereupon, Plaintiffs Deposition
Exhibit No. Lawrence 22 was marked for

Identification.) 15:59:54

Q. Are you the M. Jayne Lawrence who co-authored
Lawrence Exhibit 22'? 15:59:57

15:58:46

15:58:58

15:59:28

15:59:52

15:59:53

155925
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15:59:58 sttrfactattts predictable or unpredictable’? 16:02:06

Q. And does Lawrence 17.xhibit22 correspond to l5:S‘):5‘) MR. MARGOLIS: Objection. Vague. Calls 16:02:09

item number 49 in Articles in Academic Journals on 16:00:04 for speculation. 16:02:10

your curriculum vitae? 16:00:08 T111-I Wl'l'Nl';SS: It is vague because the |6:0Z:l 1

A. 11 docs. l6.00:10 suitability properties ofsuntc drttgs will 16:02:14

Q. Tum to page 82, please, in Conclusions. and I (1:00: 10 increase and decrease. some will become polar 16:02:15

look at the right-hand column. About halfway down 16:00: 19 and non-polar as a tttnction oftcmperature. 16:02:18

it says, "The dit1'crcnccs arise because the 16:00:23 Q. fake a look — l'n1 sony. Let me mark a new 16:02:21

solubility ol' ionic surfactants increases as in 16:00:25 document. 16:02:36

function of temperature. whereas the solubility of 16:00:30 MR. IIASFORD: l'm handing the court 16:02:41

non-ionic surfactants decreases." 16:00:32 reponer what 1 would ask to be marked as 16:02:43
15 this a true statement? 16:00:35 Lawrence Exhibit 23. 16:02:45

MR. MARGOLIS: Objection. Vague. 16:00:37 For the record, Lawrence Exhibit 23 16:02:46

T1-1E WITNESS: [can't even see it. 16:00:39 corresponds to item number 87 in Articles in 16:02:50

Sorry. 16:00:41 Academic Journals on Dr. Lawrence's CV. 16:02:55

Q. It's about halfway down, right below the 16:00:41 (whereupon, Plaintil1‘s Deposition 16:03:22

acronym LTPB. 16:00:45 Exhibit No. Lawrence 23 was marked for 16:03:22

A. Okay. 16:00:47 Identification.) 16:03:23

Q. Let me know if you need me to read it again. 16:00:48 Q. Are you the M. Jayne Lawrence who co-authored 16:03:2 '
A. 1f1'm honest, I'm not too sure about the 16:01:02 . Lawrence Exhibit 23'? 16:03:30

first part, but certainly the second part is right. 16:01 :04 A. 1 am. 16:03:32

Q. Which part is the second part that you're 16:01 :07 Q. Does Lawrence Exhibit 23 correspond to item 16:03:33

Page 307 Page 309

1 referring to? 16:01 :09 1 number 87 in Articles in Academic Journals on your 16:03:37

2 A. The solubility of non-ionic surfactants 16:01:09 2 curriculum vitae? 16:03:41)

3 decreases, correct. 16:01: 12 3 A. It docs. 16:03:42

4 Q. Would you expect non-ionic surfactants to 16:01 :14 4 Q. Take a look, i 1' you would, at the second 16:03:42

5 have greater solubilizing capabilities at higher or 16:01 :17 5 sentence. It says, "This wide usage is due to the 16:03:45

6 lower temperatures? 16:01 :20 6 fact that surfactants display diverse structures in 16:03:49

7 A. Higher. 16:01 :21 7 aqueous environments depending on their 16:03:53

8 Q. You may put this document aside. 16.01 :23 8 concentration. the temperature, pH, and the presence 16:03:56

9 A. That would be -- you have to be very careful 16:01 :26 9 ofother species in the system (i.e.. ions and 16:03:58

which non-ionic surfactants because some non-ionic 16:01 :30 10 oi 1s)." 16:04:02

1 1 surfactants don't exhibit that behavior in their 16.0135 1 1 15 it true that surfactants display diverse 16:04:02

phat-maceutically accessible temperature regime. 16:01 :36 12 structures in aqueous environments depending on 16:04:06

Q. ls the temperature dependency of the 16:01 :46 13 their concentration, the temperature, pH, and the 16:04:09

solubilizing et‘t’ect of non-ionic surfactants 16:01 :50 14 presence of other species in tlte system? l6:04:1 I

prcdiclnblc or unpredictable? 16:01:54 15 MR. MARGOLIS: Objection. Vague. 16:04:14

MR. MARGOLIS: Objection. Vague. Calls 16:01:57 16 THE WITNESS: Can you repeat that 16:04:16

for speculation. l6:O l :58 I7 question? 16:04:18

THE WITNESS: What was the question? 15 16:02:00 18 Q. Certainly. 15 it true tltatsurfactants 16:04:13

the solubility - 16:02:01 19 display diverse structures in aqueous environments 16:04:21

Q. Is the temperature dependency -— 16:02:02 20 depending on their concentration, the temperature, 16:04:24

A. Ah. Yeah. 16:02:02 21 pH, and the presence of other species in the system? 16:04:27

Q. -- ofthe solubilizing effects of non-ionic 16:02:04 MR. MARGOLIS: Objection. Vague. 16.04:}!
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THE WITNESS: It is vague. You lttwc to 16:04:33 joumol. So. it's actually dating From 2000 and —- 16:06:55
remember the number ofsurfactantrstntctur-es 16:04:37" from 2000. 16:06:55

possible is absolutely huge. So-. ifyou take 16:04:41 0- 0ki1y- 'I'ht1nk you for that clarification. 16:07:33

surfactants as a whole, ionic. cationic, 16:04:46 (whereupon, P1aintitl‘s. Deposition 16:07:33

anionic. zwitterionic, non-ionic. that 16:04:54 Exhibit No. Lawrence 24 was marked for 16:07:34

statement will be true. 16:05: 12 Identification.) 16:07:34

Q. Is it true that stlrlitclants display diverse 16:05:14 Q. Are you the M. Jayne Lawrence who r:o-atrthored 16:0'.?:3 - '

properties in aqueous environments depending on 16:05:19 Lawrence Exhibit 24? 16:01‘ :3?

their concentration, the temperature, the pfl. and 16:05:22 A. 1 am. 16:07:38

the presence of other species in the system? 16:05:25 Q. Does Lawrence Exhibit 24 corrcsporul to item 16:07:38

A. How are you defining -- 16:05:27 number 102 in Articles in Academic Journals on your 16:07:41

MR. MARGOLIS: Objection. Vague. 16:05:21’ curriculum vitae? 16:07:45

THE WITNESS: Yeah. How are you 16:05:29 A. Yes‘, but I do want to stress that this is a l6:0'?:46

defining properties? 16:05 :30 re~puhIicat1on, an exact copy of the paper that is 16:07:49

Q. Well, let me say it this way. Is it true 16:05:31 39 on this reference, and 1 think should be viewed 16:07:54

that surfactants display diverse physical and 16:05:33 in that context. This is a special issue of the 16:07:59

chemical properties in aqueous environments 16:05:36 journal, which is why It's a supplement just for at 16:08:03

depending on their concentration. the temperature, 16:05:39 few papers that were very highly cited. 16:08:06

the pH, and the presence ofother species in the 16:05:42 Q. Is there anything else you would like to 16:08:] 1

system? 16:05:46 explain about that paper’? 16:08: 13

MR. MARGOLIS: Objection. Vague. Calls 16:05:47 A. No. That's fine. 16:08:14

for speculation. 16:05:48 Q. Please, ifyou would like to. 16:08:15

.§U5.':E\acc-.ta~L-rr-t=sL.ut\..I--
Pagt-.3|| Page313_

THE WITNESS: Yes. Remember, we're 16:05:49 Take. a look, ifyou would, on page 176. and 16:08:17!

talking here in this context from anything 16:05:51 let me direct your attention to the left-hand 16:08:20

from naught to :1 hundred percent of 16:05:55 column. The last full sentence says, "On dispersal 16:08:22

surfactants. So, we're not talking about 16:05:58 in water, surfactants self-associate into a variety 16:08:27

concentrations of surfactants that will he 16:06:00 of equilibrium phases, the nature ofwhich stems 16:08:31

routinely used in pharmaceutical 16:06:03 directly from the interplay of the various inter and 16:03:34

formulations. So-, 1 think that's slightly 16:06:06 intermolecular forces as well as entropy 16:08:38
16:06:07 considerations." 16:08:42

16:06:09 Is that a true staterncnt? 16:08:43

16:06: 1 8 MR. MARGOLIS: Objection. Vague.
16:06:20 THE WITNESS: In the context of that

Lawrence Exhibit 24. 16:06:22 paragraph, yes. 16:08:53

For the record. Lawrence Exhibit 24 16:06:23 Q. You can put that document aside. 16:08:54

corresponds to item number 102 in Articles in 16:06:25 What did you do to prepare for your 16:08:59
Academic Journals on Dr. Lawrence's 16:06:31 deposition today‘? 16:09:00

curriculum vitae. 16:06:32 MR. MARGOIJS: I just ask you not to

A. Can [just point something out about that reveal the cornmunicrttions between yourself

reference? 16:06:31 and the attorneys. but you can otherwise 16:09:09

Q. Oh, you certainly may. Ofcottrsc. 16:06:38 answer his question generally. 16:09:11

A. That reference was first published in 2002 16:06:39 THE WITNESS: I did re-reading ofthe 16:09:13

relevant material that I used to prepare the 16:09:17

declaration in the tirst place. 16:09:22

out of context.

Q. You can put this document aside.

MR. HASFORD: l'rn handing the court

reporter what I would ask to be marked as

E~.ecc-.1o~.r.n.r:-.Lor~o—
16:08:45

16:08:52

-—.—-.-rn—:>— LII-PAL.-'.|l~..._}I—I
1 6:09:05

16:06:33 16:09:07
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I Q. Which material was that? 16:09:24 A. Just the day. 16:1 1:36

2 A. Well. it was obviously the patents. the 16:09:26 0. Do you remember how many hours it was? 16:1 1:37

3 patent histories. I looked at the references that 1 |6:09:30 A. I didn't count. 16:1 1:39

4 had cited and tried to, you know. basically remember 16:09:33 MR. IIASFORD: We have nothing litrthcr at 16:1 1:46

5 what Iliad written and why I'd written it. 16:09:41 this point. 16:1 1:47

6 Q. Did you review any documents other than those 16:09:43 MR. MARGOLIS: |l'\ve could just go off 16:11:50

7 that you cite in your declaration in preparation for 16:09:45 the record for a couple of minutes and we 16:1 1:52

8 today's deposition‘! 16:()9:49 could talk. 16:1 1:53

9 A. ldid read some related infonnation that 1 16:09:51 11113 VlD1i()(}RA1’l11iR: We only have about 16:1 1:5 ‘I

thought might be useful. For example, I remember 1 16:09:57 live minutes left on the tape. 16:11:53

refresltcd my memory of the last patent case I did 16:10:02 MR. MARGOLIS: That should probably be 16:1 1:53

and information like that. 16:10:07 line. You know what, let's just go off the 16:1 1:53

Q. What other materials did you review? 16:10:08 record. 16:1 1:55

A. Other patents that I'd read at the same time 16:10:] 1 T1112 VIDEOGRAPIIER: The time is 16:1 1:55

that aren't in here for various reasons, papers that 16:10:24 approximately 4:13 p.m. We are off the 16:12:03

I'd read that supported the work. ljust did quite 16:10:29 record. 16:12:09

:1 bit of reading, general reading around looking 16:10:33 (Recess from 4: I 3 to 4:18.) 16:16:59

back to what I was reading at the time that I made 16:10:35 THE VIDEOGRAPHER: The time is 16:16:59

the statements. 16:10:38 approximately 4:18 p.m. We are back on the 16:17:37

Q. When you reviewed the opinions you provided 16:10:39 rocortl. 16:17:41

in those other cases, did it refresh your 16:10:41 MR. MARGOLIS: Lupin doesn't have any 16:17:42

recollection as to what those opinions were? 16:10:43 questions. I'm just going to designate the 16:17:45

Page 315 Page 317

A. Oh, no, I didn‘t read all the opinions. 1 16:10:45 transcript confidential. 16:17:48

just read some of the infonnation around it. 16:10:48 MR. HASFORD: On what basis? Because we l6:I7:5

Q. Did any ofthat -- 16:10:50 didn't go into any confidential information, 16:17:51

A. -— so. Sorry. 16:10:51 1 don't think. 16:17:53

Q. Go ahead. Did any of that refresh your 16:10:52 MR. MARGOLIS: Yeah, I'm sorry. 1 16:17:54

recollection as to the opinions you provided in 16:10:55 haven't had a chance to look back to make 16:17:55
those other cases? 16:10:57 sure that there wasn't. I don't recall 16:17:57

A. No. ldidn't go that far into it. 16:10:59 anything specifically right now. 16:18:00

Q. Okay. Did you review any documents that 16:11:02 MR. IIASFORD: Okay. Well, why don't 16:18:02

contradicted any of your opinions set forth in your 16:1 1:05 you — why don't you look at it alter we're 16:18:02
declaration? 16:1 1:08 off the record and e-mail it because I'd 16:18:04

A. To be honest, no. 16:1 1:14 prefer that we don't designate it 16:18:07

Q. With whom did you meet in preparation for 16:11:16 confidential ab initio. Look back at it once 16:13:10

your deposition today? 16:1 1:18 itcomes out. l1'you see anything in there, 16:18:13

:5~OOO\IO\UI-bbJt\J—-
In

G

3'.

G A. [met with the nttomcys yesterday. 16:11:20 give me u call or shoot me an c-mail and we 16:18:14

Q. Which attorneys? 16:1 1:22 can talk about it or we can do portions. 1 16:18:16

A. The two people sitting here. 16:1 1:25 just dun‘t want us to blanket designate the 16:18:18

Q.
A.

8

._— OD\l These two gentlemen? 16:1 1 :27 whole thing -- 16:18:20

Yes. 16:11:29 MR. MARGOLIS: Okay. 16:18:20

Q. Okay. How long did you meet with l.upin's and 16:11:29 MR. HASFORD: -- because that's kind 01' 16:18:21

1nnopharma's counsel in preparation for your 16:1 1:34 contrary to the protective order, you know. 16:18:21

deposition today? 16:11:36 MR. MARGOLIS: '1‘hat's fair. As long as 16:18:23

._ 0

N!C

Ix.)

kl PG
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the ~~ 16:18:23

MR. HASFORD: I won‘: argue that you

waived anything. [62] 8:27

MR. MARGOLIS: Okay, As long as that's

fine. I can't recall tight now_ 16:18:30

MR. HASFDRD: I won't argue that you

waived anything. 16:13:33

MR. MARGOLIS: Okay. l6:I8:34

MR. HAS!-‘ORB: lnnopharrna, you got 16:18:34

anything? 16:18:36

MR. ABE: I have nothing further.

MR. HASFORD: Okay. All right. 16: l8:39

Q. Well, thank. you, Doctor. I6:l8:39

A. Thank you. Some ofthose papers I've not 16:18:40

seen for years. I6: I 8:45
THE VIDEOG RAPHER: The time is

approximately 4:19 p.m., Friday, September 4,

2015. This is the end of tape number five

and completes the videotaped deposition of

Dr. Jayne Lawrence. We are ot‘f'the record.

(whereupon. the deposition was

concluded at 4:19 pm.)

16:18:25

16:18:27

l6:IS'.3I%---JIO\lJI-h-L-Jl\.l-—-
l 6:! 8:36

l6:l8:47

16:18:52

16:19:00

t6:l9:03

16:19:06

Page-.3l9

I HEREBY CERTIFY that I have read this transcript o

my deposition and that this transcript accurately

states the testimony given by ‘me, with the changes
of corrections, if an, as noted.

X

Subscribed and sworn to be before this
2014

day ofMa-:;E:'ou33mGKw:u:°E$\ooo~.:axLn-e-wm—-
866-928-6509 Ace-Federal Reporters, Inc.
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PLEASE ATTACH TO THE DEPOSITION OF DR. JAYNE LAWRENCE

DATE TAKEN: September 4, 2015

CASE CAPTION: Scnju Phannaccutical Co., Ltd. v. Lupin Ltd. And Lupin Pharmaceuticals,
Inc.

ERRATA SHl5,l:"l'

PAGE LINE CHANGE REASON

6| I ”or using” should be “non-ionic” transcrigtion error

84 12 ”it” should be “I" transcription error

167 l "positive and negative” should be “positively or negatively” transcrigtion en'oi'

167 4 "thcy’re” should be “their" transcrigtion error

I87 2] “SGA” should be “FDA” transcription error

217 I9 frgiuent” should be “freguently” transcription error

30l I5 “non” should be “amine” transcription error

I have read the foregoing transcript of my deposition and except for any corrections or

changes noted above, I hereby subscribe to the transcript as an accurate record of the statements

made by me.

Executed this _8th__ day of iOctober, 2015.

® agar»;
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319

1 I HEREBY CERTIFY that I have read this transcript of

2 my deposition and that this transcript accurately

3 states the testimony given by me, with the changes

4 ot corrections. it an, as noted.

5

6

& auorusa

9 Subscribed and sworn to be before this _8th_ day of

10 October, 2015

1 1

12

1 3

1 4

1 5

1 6

17

1 8

1 9

20

21

22
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