Amagen Inc. v. F. Hoffmann-LaRoche LTD et al Doc. 57 Att. 2
Case 1:05-cv-12237-WGY Document 57-3  Filed 04/25/2006 Page 1 of 11

EXHIBIT B

Dockets.Justia.com


http://dockets.justia.com/docket/court-madce/case_no-1:2005cv12237/case_id-100734/
http://docs.justia.com/cases/federal/district-courts/massachusetts/madce/1:2005cv12237/100734/57/2.html
http://dockets.justia.com/

Case 1:05-cv-12237-WGY Document 57-3  Filed 04/25/2006 Page 2 of 11

Page 714

UNITED STATES DISTRICT COURT
DISTRICT OF MASSACHUSETTS
VOLUME VIT

THE TRUSTEES OF COLUMBIA
UNIVERSITY IN THE CITY OF
NEW YORK,'

Plaintiff

V. . Civil No. 93-11512-NG

ROCHE DIAGNOSTICS GmbH,
formerly. known as ) : .
BOEHRINGER MANNHEIM GmbH,
Boston, Massachusetts
Defendant July 16, 2001 '

TRANSCRIPT OF TRIAL, DAY 7
BEFORE HON. NANCY GERTNER,
:UNITED STATES DISTRICT JUDGE

APPEARANCES:

For the Plaintiff: Rodney E. Gould, Esg.
RUBIN HAY & GOULD, P.C.
205 Newbury Street
P.O. Box' 786
Framingham, MA 01701

John P. White, Esg.
Norman H. Zivin, Esq.
COOPER & DUNHAM LLP

1185 Avenue of the Americas
New York, NY 10036

{Continued)

Reissue of 0.5,
5,455,275 Bl

ssued: September 24 200
REISSUE filed June 1’ ;
Exhibit 28

Patent No.

CU 03729

7, 2004



Case 1:05-cv-12237-WGY Document 57-3

Filed 04/25/2006 Page 3 of 11

Pape 7151 T T T e Papc 117}

1 (Continued) 1 PROCEEDINGS 3

2 Forthe Dcfendam:‘ Peter F. Felfe, Esq. 3 SEVENTH DAY OF TRIAL

3 2}1:%’;::; Pé‘sc? Esq. 3 (The following proceedings were hclg in open court )

Rober J. K;ch, Esg. 4 before the Honorable Nancy Gertner, Uniled Stales District
4 < James Zubok, Esqg. 5 Judge, United States District Count, District of Massachusetis,
S taTB?Téﬂ'?;vﬁ%V%SgSKl & a1 the United States Courihouse, 1 Courthousc Way, Bostan,
666 Fifth Avenue 7 Massachusents, on July 16, 2001, a1 9:28 a.m.)

6 New York, NY 10103 8 THE COURT: Good moming, everyone. You can be

7 . Court Reporters:  Harold M. Hagopian, RDR, CRR 9 seated. ’

s g P Bk g ™

1 Courthouse Way, Suile 3204 13 THE COURT Okay, go on.

g Boston, MA 02210 12 EDWARD FRANCIS FRITSCH, RESUMED X
10 13 CROSS-EXAMINATION, CONTINUED :
o 14 BY MR. BAUER: " vk
13 I5 Q. Good moming, Dr. Fritsch. How aré you today? ¢
14 16 A. Fine, thank you. N
:'; , . 17 MR.BAUER: Your Honor, if T may, 1 just want to let
17 ) I8 you know exactly where we're going-this morning. Counsel b s
18 19 read the transcript extremely carefully and would like to
19 20 basically have Dr. Fritsch present an overview of what G1 did, !
2 21 when they did it, when-the cell Tine made, when it was shipped?
22 22 10 BMG, so that - when the stuff was bailed, so that you coulq:
23 23 see everything, and we'll go right through that-in fairly guick a
24 . . 24 fashion.
’s P'°§§ﬁ$ﬂf:,f:fd°£ B peeaorpe it ’ 25 THECOURT: But you'll do it in the namative form so |

¢ °° Page 716 ) Pagc‘]!ls ;’

1 . INDEX | 1 that Mr. Zivin will be able to -- not in narmative form, that ’,

' *VOLUME V1) « «+| 2 istosay,in question and answer form. e g

’ WITNESSES FOR THE PLAINTIFF 3 MR. BAUER: Carrect. o :

3 Page 4 THE COURT: Okay.
EDWARD FRANCIS FRITSCH, CONTINUED 5 MR. BAUER: Butil just wanted to téll your Honor g

4 Cross-examina!ion_resumcd by M‘r. Bauer "7 6 where we were headed this moming. Y «
Redirect Examination by Mr. White 760 :

5 Recross-examination by Mr. Bauer 812 7 THE COURT: Head away. !
6 ROBERT WHITE 8 MR. BAUER: Excuse me? 5

Direct Examination by Mr. White 823 9 THE COURT: Go. Bead away,

g 10 MR. BAUER: Ckay. Thank you, your Honor.

9 11 BY MR. BAUER: - :
EXHIBITS 12 Q. Dr. Fritsch, if you could, could you sland uptothe  k

10 A 4 exhibits were admitted in evidence.) 13 board, because I'd like for you to prepare a flow chart for The ‘E
1 (All agreed upon ) 14 Coun, probably in a somewhat vestical fashion, s:am.ng with [
12 . 15 the isolation of the gene and ending up with the product — }
13 16  with the EPO product being shipped overseas. ;
:'; 17 * So, when did you first isolate the EPO gene, andyou |
16 18 can put that on the board. %
17 19 A. So,in the June to August time frame of 1984, we isolated f‘
18 20 the EPO genc, the genomic clone and the cDNA clone. :
é?} 21 Q. Andthen, with respect to the producllon clone, didyou [
21 |22 then put the EPO gene into 2 plasmld‘? H
22 23 A. Yes. :
gi 24 Q. And could you then draw with a vertical arrow down the
25 25 next step in the process?
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1 the production process efficient enough and that the quality of 1 needed 1o have some of the protein to actually work with to do
% the EPO that is produced is apprapriate. 2 that1echnical work. So,we were shipping them the prolcm,
3 Q. Inlayman's tesms, does it mean if spits out enough EPO 3 “they would do the technical work, and then they ligured out how |
4 per unit of time 10 make it worthwhile? 4 10 formulate it and put it in the vials. And they needed it
5 A. Yesl, cnough good EPQ per unil of fime 10 make it 5 [for that purpese.
6 wonhwhile. That would be the samplest way 10 describe it, & A. The latier pages, ] guess, of this exhibit -- again, it's
7 yes. 7  Exhibit Number 112 - PX-112, referred to our shipment to them
8 Q. Dr. Fritsch,if you would, ] would also like you to ook 8 of vials of the master cell bark and the master working cell
¢ a PlaintifP's Exhibit 152 and Plaintifl's Exhibit 112. 9  bank.
I A. Okay. ' 10 Q. Now,!think in the anscript you said this was
11 Q. What are those rwo documents, Dr. Fritsch? 11 transferred March of *84. s that what you mesnt, Dr. Fritsch?
12 A. Well, the Plaintiff's Exhibit 152 is a1elefax to Chugal 12 A. That the preduction clone -- the production clones, the
13 From Gl indicating that we will be shipping them the master 13 cell bank vials, were sent in March of 19 -- ch, ¥'m sorry, -
14 . cell bank and master working cell bank files from the 14 March of 1986. N L] H
15 DNZ-3alpha3 cell line. 15 Q. Thank you,.Dr. Fritsch.
16 And- 16 Now, did Chugai -~ did G} supply Chugai with bulk EPO
17 Q. And what's the daie on that? ! 17 for commercial sale in Japan? *
18 A. I'msomry? C 18 A. Ibelieve we never supplied them thc bulk EPO for
19 Q. What's the daie on 1hat? 19 commercial sale. We supplied them bulk EPO that they used for ,
20 A. February 24, 1986. 20. clinical deveiopment, for preclinical development. Al of the 3
21 Q. And why did Gl shipto Chugai on February 24, 1986, an EPQ 21 bulk EPO that they actually sold commercially was manufactured Ji
22 production clone D 2-3alpha3, 10 micromelar? 22 by Chugai.’ And our contract with Chugai allowed that they
23 A. Ouragreement with Chugai was that they would be able to 23 could be the sole manufacurer, if necessary:
24 carry out the manufacturing of EPO and thal, in order to 24 Q. So,regardless of the relationship between Gl and
25 accomplish that, we needed to send them the production cell 25 Boehringer, Gl was making bulk EPO -- would make bulk EPO; i 'j
I B Pape 132 .. Page '3'34' H
Wb Tine 1 that correct? i
2 Q. Andthis agreemem was made prior to the initiation o{‘any 2 A. Yes. Weneeded to make the'bulk EPO in order to help :
3 collaboration with Bochringer Mannheim; is that correct? 3 Chugai move the process along of its registration quickly, k .
4 A. That's correct, yes. 4 because they still had to build a production facility before
5 Q. And the next docurnent, Dr. Fritsch? 5 they were able to commercially manufacture it. d
6 A. Well, the next document, the first three pages relate to a 6 Q. Now,if youtakea jook at - [ think it's the foutth page |
7 shipment of -* 7 in,it's bearing Bates number 1007937, :
8 THE COURT: I'm somry, the next document you're 8 A. Yes,lhaveit
9 referring to s -- 9 Q. Whatis that describing, Dr. Fritsch?
10 MR. BAUER: Plaintiff's Exhibit 112, your Honor. 10 A. Thisis atelefax that accompénied the transfer of the EPO
13 THE WITNESS: Plaintiff's Exhibit 112, yes. 11 production clone master cefl bank and mﬁstcr working cell baJk
12 THE COURT: Okay. Thank you. 12 from DN2-3alpha3 to Boehringer Mannhelm 3
13 A. The first three pages refer to a shipment of some non+GMP | 13 Q. Andis these -- the vials which are designated on docurnenj-
14 EPO 10 Bochringer Mannheim, additional shipment of it, and this14 100793, is that the vials from the master cell bank and the
15 isin March of 1984, 15 master working cell bank that you drew this moming on that 3
16 Q. Andwhat was the non-GMP EPO made from? 16 chart? ¢
17 A. Yeah, this is, again, additional EPO from the DN2- 3alpha3 17 A. Yes. 3
18 production line. 18 Q. And could you just make a nolation on the chan saying |t
19 THE COURT: And the reason why you had 1o send the 19 “shipped to Boehringer," "shlpped 1o Chugai,” and the dates? “
20  bulk EPO to both Boehringer Mannheim and to Chugai was for{ 20 A. (Complying.) 1
21 their appl‘icmions for the new drug IND? 21 Q. Andin these vials is just a gazillion of the DN2-3alpha3 ‘
22 THE WITNESS: Right, as part of that process. In 22 cells that are from bax number 7; is that correct? 1
23 order for them to begin to understand how they should formulat 23 A. Yes. Each vial contains approximately a million cells. a
24 the drug and put il into vials for actual injection -- that 24  Not a gazillion, but a million, yes.
25 part of the process was theirs, their responsibility -- they 25

Q. Now, Dr. Fritsch, I'm going to read something to you. Yo‘:
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1 teltmeifit's rue. [ A. No, lhey hadn't been gwen any knowledge of the details.
2 On March 4, 1986, GI sransferred to Roche the EPQO 2 They were, in gencral, aware of the fact that we had cloned the
3 production clone DN2-3alpha3. DN2-3alpha] is the only 3 gene, that we were working on expression; but they had not beeh
4 production clone used by Roche 1o make EPO for sale. -~ 4 given aﬁy details.
5 Do you agree with that? .5 Q. Now, are you aware that in 1387 Gl bailed EPO-produced
6 A. Yes. 6 cells to Boehringer?
7 Q. Now, the next sentence, which refers back to that quote, 7 A. Yes.
8 states, the cited production clone, however, is not the 8 "Q. And could you explain 1o the Court your knowledge?
9  production clone actually used by Roche, but a predecessor cell} 9 A. Prior to the issuance of the Amgen patent in the lgniled
10 line which had not been amplified. ) 10 States, our lepal counsel had —
11 Is that statemnent gue, Dr. Fritsch? 3]

MS. SHANAHAN: Objection. Your Honor, I'd ask and

12 A. No. Could you read it again, please? | 12 instruct Dr. Fritsch not to divulge internal privileged
13 Q. Sure. The cited production clone, namely the clone that 13 communicatiens that he had with GI's legal counsel.
14 was transfered on March 4, 1986, howcvcr is not the production] 14 THE COURT: Can,you ask the question in a way that
15 clone actually used by Roche, buta predecessor cell line which | 15 doesn't require privileged information?
16 had not been amplified. 16 MR. BAUER: Yes. . .
17 A. No, thal's not rruet 1t is the production -- . 17 BY MR. BAUER: 1
18 Q. And why isn't that true? 18 Q. Yes Dr, Fritsch, were you aware that cells were' batled E
19" A. Well, itis the production clone used by Roche, andithad |19 fromGlto Bochn'ngcr n 19877 .
20 been amplified at the time that it was shipped. 20 A. Yes, }was aware.
21 THE COURT: Because lhat staternent is inconsistent 2l Q. And what was Boehringer's role with respect to keeping
22  with your characterization of how number 7 came about? 22 those cells?
23 THE WITNESS: That's correct, because number 7 came | 23 A, Boehringer was 10 store the cells for GI's purposes under
24 about afier the amplification sieps had happened, and itisthe 124 appropniate conditions, and could retum them to Gl at our
25 production clone that's used by Roche. 25 requ_cstl,| or would return thern to Gl at our request. :
Page 736 Page 738
1 MR. BAUER: I'diiké o say that that statement came, 1 Q. Who mmaled the decision 1o bail cells to Boehringer?
2 right out of plaintiff's brief in the motion for support of -- 2+ Was::t Buchrmge-ruor wasit Genetics Institute? . P
3 orin ils opposition motion to Rothe's motion for summary 3 A Gcnettcs Inslitute.
4 judgment, on page 10. 4 Q. And whosc,.demsmn was it to have those bailed cells
5 BY MR.BAUER: 3 rc!urm:d"
6 Q. Now, do you remember your first contact with BMG -~ I'm| 6 A. Genetics Institute's.
7 sorry, Bochringer Mannheim, Dr. Fritsch? 7 Q. And whose property were those cells?
2 A. Yes. 8 . A. Genetics Institute. '
9 Q. When would that be? . 9 Q. AndBochringer never used those celis in Gennany, did
10 A. 1believe it was sometime around November of 1985, maybg 10 they?
11 December. 11, A. No.
12 Q. Well, Izt me show you Plaintiff's Exhibit Number 149. 12 Q. Now, if you could, Dr. Fritsch, I'd like to - if you
13 A. Okay. 13 could, please pull out PlaintifTs Exhibit Number 117.
14 Q. Does that refresh your recoliection as to when you first 14 A, Okay.
15 mei with Bochringer Mannheim? 15 Q. There'sa--the fifth paragraph down on the first page,
16 A. Well, it —the - | mean, whal this refers to is 2 16 1447, thete is a paragraph referring to the QA conditions?
17 telefax to Boehringer from Katherine Smith, wha's our project |17 .A. That's correct, yes. . )
18 director, introducing both myself and Dr. Shoemaker as the 18 Q. What does that mean? :
19° project leaders of the EPO project. This was at the end of 19 A. QA stands {or quality assurance. So that, essentially,
20 October in 1985, and this was prior to the actual first meeting | 20 il's pant of the sort of GMP principles or ways of conducting  |f
21 we had with Boehringer Mannheim in which Dr. Shoemaker and 2 business; that there is an appropriate documentation and -
22 led an EPOQ discussion. That was - 22  evaluation of all the various steps that are involved. In this
23 Q. And prior - and prior to that date had Boehringer been 23 case, it relaies 10 the steps for the storage of cell bank
24 given knowledge of any of the details of G¥'s cioning and 24 files. ;-
25 expression of the EPO gene? 25 Q. Andwhat would the purpose have been for having these Q4:
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1 condilions in place? I number 06387 is the source of cells from cssennalry all of the
7  A. Well, if Gl would want to have the cell bank cells 2 cellsoriginated and which were shipped to Bnchrmgcr”
3 retumned back to Gi and ever use them for manufacturing, theap 3- A. That's correct. "Yes. ]
4 we would need to have all the documentation 1o show that they 4 Q. Youdidn'thave the DNA, and then rcma-k‘c the cells, and
5 had beedi received and stored in the appropriate conditions. 5 then ship those to Boehringer afier box number 7 was made; is
6 Q. Now,if we go to the second page, we see a number of 6 thatcorrect? .,
7 descriptions. And I'd like to contrast that with the documgnt | 7 A. Right. We did not additional DNA modifications.
8 that we looked at earlier which described what was transferved| 8 § should just point out that there was, it eddition
9 . 1o Boehringer in March.of -- March 4, 1986. Thatis 9 1o box number 7 -- )
10 Plaintiff's Exhibit Number 112. » 10 Q. Uh-hub. . .
11 If we take a look at PlaintifT's Exhibit 112, the 11 A. --theright arm of that chart refers to an additional. :
12 page bearing Bates number 100793, there are also descriptiond 12 amplification that had alveady taken place, and eloning of :
13 of vials. 13 cells from that. And some of thase cells are also shown here
14 A. Yes. That's correct. 14 that were shipped to Boehringer Mannheim. " »
15'. Q. Excuse me? 15 Q. Now, in terms of the overview, at Genetics Institute cells
16 A. Thal's correct. Yes. 16 from the master working cell bank were used 1o make bulk EPO;
17 Q. Could you exPlam 1o the Court what the relationship 17  is that correct? :2
18 between these two sBts of vials is? 18 A. That's correct, yes. 5
19 A, Well, the set of vials shown in Exhibit 112 on page 19 Q. And that bulk EPO was shipped to BMG in Germany, where it §:
20 100793, there are two sets shown there. One setis 20 was formulated and then either used for clinical mrials o 5
21 DN2-lalphal, and it goes on, and the date of 12/4/85. These |21 sold; is that correct? |, - ' :;
22 are the master cell bank files. Then, below it, is a similar 22 A. That's correct, yes. ﬁ
23  description with a date of 12/18/85. These are the master 23 Q. The master cell bank that was -- the vials of the master
24  working cell bank files. 24 cell bank that were shipped to Boehringer in March of 1986 were {;
25 Those two sets of vials that are described lhcrc are 25  eventually used by Boehringer to make its own EPO products; is 4
: ™k
" Bage 740 Page 742 I
1 the same as the vials shown in Exhibit 117, on the second pagd, 1  that correct? ' i ¢
"2 where itis Tabéled number | and number 2. Number I refersi¢ 2 A. That's comrect. oo sroa 4
3 the master cell bank files, number 2 to the master working cellf 3 Q. And when Boehrmgcr made it's own EPQ producl Boehringer
4 bank files. ’ 4  formulated that and then sold that; is that correet?
5 1 should point out that the date at the end of number 5 A. Yes
6 1is12/4/87. That's a typographical error. It should have 6 Q. Whatis the relationship, if any, between the bulk EPO y
7 been 12/4/857 7 that Gl shipped 10 Boehringer and BMG's vse of this EPO 4
g THE COURT: It should be 12/4/85. 8 production clone to make its own EPO__?' In other words, does
9 A. Butother than that, those are the same cells. 9 Bochringer need GI's bulk EPO in order to make EPO from its ownlt
10 Q. Now, the cells that are referenced as being bailed 1o 10 production clone? '
11 Roche, do those celis -- are those the same -- are those the 1t A. No. Once Boehringer had the production clone and followed - i
12 same cells as the DN2-3alpha3 clone which is referred to in box12  the same steps that Genetics Institute had used to make bulk B
13 number 7?7 : 13 EPO, it made buik EPO on its own and no longer required Gl o
14 A, Yes. 14 make bulk EPO for Boehringer.
15 Q. And with respect {o category number 3 in the baﬂr.d celis | 315 Q. Now, when the bulk EPO goes over to Boehringer, i's g
I6 on page 1408, is that also the same cell as the EPO production| 16 formulated and then moved to the end of its life span, so to 5
17 clone, DN2-3alpha3? t7  speak?
18 A. Right. These are basically DN2-3alpha3 cells thathdve |18 A. Right k
19 been adapted 1o grow with no fetal bovine serum. 19 Q. Goesinto a human? H
20 Q. So, Lhese are not cells that were made afier the cells 20 A. Its formulated and sent to pharmacies and — §
21 that were made in box number 7; is that correct? 21 Q. The bulk EPO does not replicate itself? 1t's not like the l
22 A. No, they all came from the saime — they all came from box 22 cell line that keeps spitting out the EPO; is that correct? ;.
23 number 7. No additiona) genetic manipulations took place. |23 A. That's correct. The bulk EPQ is the end product of the '
24 They were simply allowed to grow under different conditions. | 24 expression and purification. F'
25 Q. So, would it be fair to say that box number 7 in document j 25 THE COURT: When you said BMG had the produclion i
T T e e L e T R s e N e P gy T e = oo
8 {Pages 739 10 742)
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1 clone in Qciober and in December, when you sent the master celf 1 THE COURT: Thatis 10 say, the arrangement with

2 bank and the master working cel! bank to -- you were actually | 2 Chupai was already in place?

3 sending the produciion clone or the bulk EPO, or bath? 3 THE WITNESS: Yes. That had been in 1984, that

4 THE WITNESS: Well, if you recall, we ended up ~ 4 arrangement.

5 sending 1wo things, 1 believe, in October -- or November. S THE GOURT: Okay. .

6 THE COURT: Yes. . 6 BY MR.BAUER;

7 THE WITNESS: In November we sent them bulk EPO, | 7 Q. Your Honer Dr. Fritsch has a unique characteristic in that

8 non-GMP EPO. 8 “sometimes he says yes, and doesn’t mean yes, in terms of

g THE COURT: Um-hmm. 9 following the question. And we'll have to clean it up 2 linle
10 THE WITNESS: Andin-- ] 10 bit later. But my counsel has 10ld me that he said no, when 1

i1 MR. BAUJER: And what was that made from? 11 don't think he meant no. So, if we conld - )

12 THE WITNESS: That was made from the production 12 « THE COURT: ! have a child ke that, 1don"t know

13 clone, DN2-3alpha3. That was matenial that Genetics Institute {13 what to makeof the information. Do you have to clean it up of
14 made, prepared, purified and sent 1o Boehringer Mannheim. 14 not? .

15 In addition, between October and December of 1985, we | 15 MR. BAUER: This is the court: Al the start, would
16 created the master eeli bank and the master working cell bank, {16 Gl have made bulk EPO in the fall of 1985, were it not for TH E
17 the production clone, itseH, and thal was shipped to. 17 BMG deal? kN
18 Bochringer - 18 Answer: No. t S
19 THE COURT: 1 see. 19 But it's really yes. And then he reads on.
20 THE WITNESS: — in March of 1986. 20 So, let me just ask you again, Doctor
21 THE COURT: So, there are essentially two vectors. 21 THE WITNESS: Okay. -
22 From the production clone, BMG can, itself, create bulk EPO fo 22 ©  THE COURT: He did the same thing in answer to some ]
23 its own production. And then the bulk EPO thal Gl sent, they |23 of -- during the deposition; was thal.a problem?
24 can likewise process for its own production? 24 MR.BAUER: Yes.
25 THE WITNESS: They can process. 11 doesn't 25 B "I"HE_ COURT: Go on. I'msomy, .

Page 744 Pape 746

1 replicate. It doesn't make more. That's al} they have. What | i MR. BAUER: Exactly. .

2 they needed ultimately was the proguction clones, so that then * - I 2™ BY MR BADER: * . “ . v

3 they could make as much of their 6wn EPO as they wanted to. 3 Q. Okay, Dr. Fritsch - well, 1 don't want o repeat your

4 THE COURT: Why did Gl send bulk EPO at all? Why not; 4 Honor's -- maybe you could ask the question?

§  just send the production clone? ) 5 All right.

6 THE WITNESS: Well, because at the time, back of [ At the start, would GI have made butk EPO in the fall

7 1985, Boehringer didn't have any of the technalogy in place to. 7 of 1985, were it not for the BMG deal?

8 make the EPQ from the production clone itself. But Gl had 8 A, Well, I wpn't say yes or no. I will say Gl was making

9 already had access to the production clone, was growing it up, 9 bulk EPO in 1985, independent of the Boehringer Mannheim deal
10 and purified EPO. So that we could get them bulk EPO 1o work | 10 Q. Now, Gl did supply bulk EPO to Bochringer from
11 with - 11 , approximately 1988 through 1991; i$'that correct? g
12 THE COURT: ] see. 12 A, Yes. - :
13 THE WITNESS: -- before they could make it 13 Q. And what was the source of the cells that were used to g
i4  themselves. 14 make this EPO?

15 © THE COURT: Would G] have made bulk EPGin the fall {15 A. It was the same production clone, DN2-3alpha3, 10

16 of 1985, were it not for the BMG deal? 16 micromolar methotrexate, and it was the same master cell bank

17 THE WITNESS: No. 1think, as you'll see - saw in 17 and working cell bank fles. - .
18 some of the other documents, we shipped the same bulk EPO w0 | 18 Q. So, the EPO -~ excuse me, the bulk EPO that GI made and :
19 Chugai. Chugai similarly - we had a contract with them 1o 19 shipped to Boehringer was made using the EPO production elone ||
20 supply bulk EPO, and even GMP EPO, but they also had the right} 20 DN2-3alpha3, 10 micromolar that GI made prior to Oc:tobcr 8, I
21 1o do all the manufacturing themselves if they wanted to. 21 1985; is that correct, Dr. Fritsch? -
22 THE COURT: And that was already in place, then, by 22 A. Yes. i
23 the fall of '85, when the bulk EPO was shipped 10 BMG? s 23 Q. Now, do you know if the bailed cells ever came back into ;

124 that-- 24 the United States, Dr. Fritsch? ;.

25 THE WITNESS: That's correct. That had been -- 25  A. Yes, some of the vials did come back into the United
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I clinical trials and for sts commerctal production and sale, 1 commercial materal. ] think as the ycars wenlt 6n, it was
2 were made by Chugai; correct? 2 clear that Chugai wanied to make their own comrncmal mzlcna i
3 A. Allthe bulk EPO was made by Chugai, yes. Thebulk EPO] 3 Q. Well, you -
4 1hat we supplied them was used for other purposes prior 1o 4 A. Soin order to develop the produc, inilfélly Gl wastobe - |
5 approval. 5 manufacturing it.
6 Q. Waell, do you recall Judge Germer asking you a question 6 Q. Well, yoy have there the contracts with Chugai, the June
7 about whether you weye going to make EPQ for Chugai and 7 '84 and November '85 coritracts; correct?
8 answering, We slready were requived to make it for Chugai, our] 8 A. Yeah. Could you tell me which exhibivagain?
9, other partnes? Do you recall that estimony? 9 Q. Letwejust find the number for you, sir. 142,
10 A. Yeah, that's comect. 10 Cap ybu tefl me where in the June 1984 contract :
11 Q. Isnt that testimony incomedt, sir? 11 there's an obligation for G1 10 manufacture commercial EPO for|?
12 A. Ah,no. It's not incorvect. 1 mean, we were required to }2  Chugai? v
13 make EPO for Chugai. We had made clinical mial material EPQ{ 13 {Pause in proceedings.)
14 for Chugai, but they later decided that they should -- they 14 MR. BAUER: Your Honor, thisiis, | think, over £ ,
15 would prefer to use EPQ from their facility for their clinical 15 hundred-page document. We may need to take a break for s
16 thals. So that the material that we made for them, you know, | 16 Dr. Fritsch to go through the entire document 1o see ifhe can i
17 was part of our obligation to them, they decided not 1o use and | 17  find what he's looking for, p']us it may be an interpretation of 2
18 they decided to US'E". the material they made, 18 alegal clause, I'm not sure. ‘l‘
19 Q. So--soitisn't true that il Bochringer Mannheim had 19 MR. WHITE: Dr. Fritsch has bccn tcsufymg aboutthe [
20 wanled commercial product from Gl, that GI would have been _20 obligations they had under the contracts,. A moment apo he sa:dh?‘.
2t  making it anyway for Chugai; thal isn't true, is 112 21 he thought they were obligated under these contracts te ,.‘. :
22 A. Well, when you say "commercial product,” at the time wher] 22 manufaclm‘e the erythropoietin for Chugai. § am askmg himif ;
23 we, uhm, shipped the vials to Boehringer, al the time we 23 he can point out where in the contracts.
24  manufactured the first clinical material for Boehringer, we 24 THE COURT: 1 know, that's true. You have no _f
25 werealso dbing that for Chugai. That was the material that 25 objection to him having an opportunity to read it? :
-  Page 780 - " pagers2 |
1 they were gomg 10 use in their clinical studies. By the time 1 MR. WHITE: Absoluely not, your Horior. i
" 2. Bochringer was requiring material for commercial sale, uhm, +0f 2 THE COU'RT COkay. Wowilltake a short break'fo give ; "
3 Chugai, 1 belicve, already had their manufactering facilityin | 3 the doctor an opponumty to read the document E
4 place and was manulacturing what would be their material for 4 And also while we're — let me ask about another
5 commercial sale. 5 question. I'm sorvy that my guestions come up in inopportune |
6 But a1 the time we're talking about in late 1985, 6 times, but I befieve in ourfindings on partial summary :
7 early 1986, ufim, that was not yet in place with Chugai. Sowe | 7 judgment, there was a March '88 EPQ, bulk EPO - is that i‘
2 were doing 1t for both parmers. 8 right?-- a March '88 bulk EPO rrans_fér? i
9 Q. Well, isn't it true that in October of 1985 that Gl 9 MR. BAUER: In January 1989 there was a supply i,
10 already had a contract with Boehringer Mannheim to mznufactufel 0 agreement between Boehringer Mannheim and Gl : E
11 EPO which would be commercially sold? 11 THE COURT: And was bulk EPO transfen-ed after that?: ;
12 A. Ah,Ibelieve in the original R & D license agreement 12 MR. BAUER: What happened was in the ‘85 agreement, i
13 we've had with them, we did specify that G] had the right to - {13 as Dr, Fritsch testified, GI was to supply the beginning number
14 or the obligation to manufacture commercial materia for. 14 of years and eventually it phased out. The '88 agreement
15 Bochringer, most of it in material in the beginning, and then 15 supplemented that, flushed it out, and that was where the 1
16 as the years went on, uhm, the proportion of material that was | 16 parties agreed that Gl would supply 130 grams of bulk EPQ, A
17 needed, uhm, reduced at Gl and increased at Boehringer. 17 then that was supplied.
18 Q. Sothere was an obligation for GI to supply Bochringer 18 THE COURT: Thal was supplied in Januéry of '§97
19 Mannheim with cornmerctal meterial; correct? i9 MR, BAUI-;R: ¥'m not exactly sure when the first
20 A. Yes,1believe that's correct. Yes. 20 shipment, ah, it may have been prior to that. There may have 3
21 Q. Now;isn't It true that there was po such obligation o 21 been shipments in late '88. But that's the two agreements. ;
22 supply Chugai with commercial matenal? 2 THE COURT: So did that involve a production process E
23 A. Uhm, I'd have to look in the wording of the -- how the 23 again, in other words, of the taking the master working cell ;
24 original contract was worded. Initially, we were — we had the | 24 bank, taking a vial out and putting it in the beer vat, as we i
25 right or the obligation, possibility of supplying Chugai 25 callit? é
T 18 (Pages 779 to 782)
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I and ume-consuming; correct? 1 MR. WHITE: I'm asking him afhc knows whcther or not .
2 A. Yes, that's correct. 2 DBoshringer Mannheim paid GI. :
3 Q. Andit's dependent upon using a cenain manefaciuring 3 THE COURT: But are you asking him to tell you the }
4 process lo make the product; correct? 4 fgures on the invoice amount of bulk EPO? .
5 A, Yes’ 5 MR. WHITE: The number's been agreed upon. There's .
6 Q. Andit's dependent, in this case, erythropoietin case, on 6 no dispute abput the number, I'm asking him if he knows \_rhmhtli'
7 using these master cells; isn't that correct? 7 this number was paid. .
8 A. For erythropoietin, yes, il's using those master cell bank 8 THE WITNESS: Uhm, well, yes I'nr dware that
9. cells; correct, L ) 9 Boehnringer paid Gl Jor the bulk EPQ sinpmcnls I can’t spcclfy &
10 Q. That's the basis for approvals by the various governments, 10 or testify to any of the specifics, but -- g
1t that one use these master cell bank cells 10 make the Il BY MR.WHITE:
12 commercial product; correct? 12 Q. Right. .
13 A. Ah, well, at least within the current products that are 13 THE COURT: But this is an agreed-upon exhibit with a |
14 approved; yes. 14 total 39,758,3007 o 1
15 Q: Now, erythropoietin's not 2 commodity product, is it? 15 MR. WHITE: Yes, your Honor. - ‘
16 A By a "commodity,” you mean can be made b)r any of a numbef 16 THE COURT: Okay. "
17 of manufacturers? " 17 BY MR. WHITE: .
18 Q. Comect. 18 Q. Now, in addition 10 what's listed on thls exhibit, isn't
19 A. That's corect, it is pot. 19 it true that G supplied Boehringer Mannheim with g
20 Q: It's not a commodity, is it? 20 erythropoietin made by the DN2-3alpha3 10 micromolar :
127 A. Notat this point in time, ho. 21 methotrexate in November of 19857 B
22 Q. Now, several times 2 little while ago you referred 10 the 22 A. Well, 1 think in November 1985 we shlpped them non—GMF%
23 cells in the master cell bank and the master working cell bank 23 material from that cell line; comrect.
24 as being genetically identical to the DN2-3alpha3 [0 micromolar §24 Q. Right. And that was a benchmark,of the October 1985 ',
25 methotrexate cells that were available in 1985, " 25 Beoehringer Mannheim coritract to do sb, wasn't it?
. Page 736 l |. Page 'I?98
I Do you recalt that Lestimony? 1 A. Ah,yes. - ' ¢
"2 AL Yes. - - . . < 'l 2 Q. Andthere was,a payment forthat non- GMP‘CFY[hTOpOIellTI(? v
3 Q. And there's a reason they're genetically identical, is 3 $500,000; correct? E
4 becavse they'se all made using the same cotransformation 4 A. Yes. ;
5 f{ollowed by amplification steps? 5 Q. That's an additional 5500 000 not listed an Exhxb:! 267, L
6 A. Well, 1hey're geneticaliy identical because the cells that 6 correct? i
7 are used for 4ll subsequent uses are derived from the same, 7 A. Ah,]believe that's correct; yes. %
8 uhm, set of cells that had gone through that process. They 8 Q. Right. Now, there's another benchmark in the October i99‘§
9  dont become genetically identical by repeating that process. 9 contract which was to supply 400 grams of erythropoietin 1o 1
10 Itis the ourput of that prosiuct that is what becomes the lerm 10 Boehringer Mannheim; cortect? -s .
11 genetically identical. 11 A. 1cen't testify 10 the number, but 400 grams o 400 g
12 Q. Now, I'd like 10 ask you if you can look at this 12 willigrams, 1 don’t retnember which, but -- g
13 Plaintiff's Exhibit 267. 13 Q. Actually, 1 believe you're correct that it was m:!hgrams E
14 A, Okay. 14 A. Okay. ) :
15 Q. Now, this refers 1o shipments of bulk EPO from GI to 15 Q. And that was for the clinical trials that Boehringer.
16 Bochringer Mannheim; correct? 16 Mannheim was going to conduct; corrcct? i
17 A, Ah, yes 17 A. That's coirect, yes. :
18 Q. So were there continwous shipments made of bulk drug fron) 18 Q. And that 400 milligrams of cryl‘nropmeim was shlpped n B
19 Gl to Boehringer beginning in '87 and continuing through 199179 19 1986; correct?
20 A. Ah, yes. That's what the document indicates; that's 20 Al f'%h, yeah. Ibelieve it was shipped Tate 1986. Yes. :
21 cosrect. - 21 Q. And for that material, Boehringer Mannheim paid Gl ?
22 Q. Well, did Boehringer Mannheim pay G) approximately 22 31 million; correct? i
23 $40 million for that bulk drug? 23 A. Ifthat's what the benchmark called for then, yes. %
24 MR. BAUER: Objection; lack of foundation. 24 Q. And again, that number is not included in this exhibit,
25 THE COURT: Are you simply -- 25 Plaintiff's Exhibit 267; correct? g
s,
22 (Pages 795 10 798)
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1 A. Ah, no. ] have no idea why this exhibit, in particular, 1 sortof pracucal maml'estauuns of tuming that cel! line into
2 what the question was when i was put together, but that is not 2 a commercial reality.
3 included in here; correct. ) 3 But the clear goose is the DN2-3alpha3 10 micromolar
4 Q. Now, in addition to the payments that we just were 4 cell line.
5 discussing, it's e, is it not, that Boehringer Mannheim also 5 Q. That's the one that doesn't grow in suspension; correct? -,
6 paid Generics Institute royalties when it rescld the 6 A. Yeah. It doesnt grow in suspension, it does grow in
7 erythropoietin; isn't that correct? 7 suspension, there are - it is the clear — the clear source of
8 A. Yes, that's correct. 8 "EPO. And the ability or not to grow in suspension are, again,
9 Q. Inanamount of approximately $120 million; correct? 9 sort of practical decisions that one makes as far as how one
10 A. Uhm, i can'ttestify to the specific amount. i0 manufactures it.
it Q. Doyouknow-- 11 Q. Well, isn't that either the riother or the grandmother of
12 A. Total. I mean, if you're looking a1 over thetotal number 12 the cell that was actually used to produce the erythropoietin?
13 of years it's been sold, | don't know what the exacl totaj 13 A. Uhm, no: 1 mean, the cell is the same cell, okay. You
14 numberis. . . 14 haven't changed the cell in.going from DN2-3alpha3 10
15 Q. Do you know whether it was over a hundred million doffars? } 15 micromolar methotrexate. You keep the same -- the cell's the
16 A. 1believe it's over a hundred million dollars. 16 same the whole way through. 1t's'simply; you kmow, under whidh
17 Q. And this is dollars in addition to the dotlars we've just 17 conditions that cell will grow and how you have stored it A
18 been discussing, the 49 million, the 1 million, the 500,000; 18 that's different. . 4 '
19 correci? 19 Se1don't - my terms, okay, 1 would not say that
20 A. That's comect; yes. 20 the 10 rmcrornoiar methotrexate is the mu!hcr or grgndmother of
21 Q. Mow, for all of the EPO for which Boehnnger Mannheim paid 21 whaievcr of the production clone. It is the production clone.
22 Gl except for that first shipment of non-GMP EPQ, all of it 22 Q: Now, the regulatory avthorities that regulate the sale of
23 was made using the master working cell bank; correct? 23 the producl, however, they would nof permit the product to be
24 A. Well, 1--1do believe that the very first shipment that 24 made uséng this cell line, the cne that doesn't grow in
25 occurred in 1986 used the master cell bank. We ended up, the 25 suspension, they require that it be made using the cells that,
1 '
Page 800 Page 802
i initial production campaign that we did, wt used the master I are made in cell suspension; isn't that true? ‘
2 cell bank. ' And then subsequent campalgns wsed the master » | 2% As -Well, they require it 10 be made using-cells from that f
3 working cell bank. 3 master -wc_lrkin‘g cell bank. That is true; And that's becsuse
4 'Q. Qkay. So again, let me restate the question: Except for 4 that master working cell bank was derived from the DN2-3alpha3
5 that first shipment of non-GMP material for which there wasa . 53 and under conditions in which they feel is the appropriate way,
6 payment of 5500,000, all of the erythrapoictin that was 6 and we feel is the appropriate way to -- 1o siore such valuable
7 purchased by Boehringer Mannheim, for which Boehringer Mannhgnf  production clones.
& paid GI, was made by either the master cell bank or the mastes 8 . Q. Now, I'dlike 1o ask, if you wouid, to !ook at Plaintiff's
9  working celi bank; isn't that true? . 9  Exhibit 141,
10 A. Yeah, | believe that's comect. Yes. 10 A. Okay.
11 Q. Soagain, all the -- but in the commercial erythropoietin 11 4 Q. You recall testifying last week that this is a description
12  that was sold by Bochringer Mannheirn, that all came from the 12 of the plan 10 make erythropoietin, and there was a blowup of
13 master working cell bank; comect? 13 page 2 of the plan?
14 A. Ah, yes. ]4 A. That's comrect; yes.
15 Q. Right. Soifthere's a goose that lays a polden egg, it's 15 Q. Right, Do you recall testifying that this plan was given
16  the master working cell bank, isn't it? ‘16 to Chugai and other potential partners?
17 A. Ah, no, notatall. Imean-— 17 A. Ah,yes. . )
18 Q. Well, isn't that the source of all the erythropoietin 18 Q. Isn'liltrue that it was given 1o Boehringer Mannheim? -
19 that's been sold throughout the world by Bochringer Mannheim? 119 A, 1 believe it was given 1o Boehringer Mannheim; yes.
20 A. Right. But that's just sont of Ihe convenient way of 20 Q. Right. This is the plan that you testificd provides al}
2} producing and storing a normal preduction -- a routine 21 the information aboul how to make the cmhropoictiﬁ‘producin#
22 production source as a process. I ncan, the clear -- there's 22 cell line; isn't that true?
23 no question in my mind that the clear goose that laid the 23 A. Yesh. The plan described that we were using — we were |
] 24 golden egg is the 10 micromolar methotrexate cell line. And 24  planning on using a CHO DHFR-negative cell line as the host, [
25 1the master cell bank, the master working cell bank are simply 25 that was transfected with EPO genes, and it would undergo ‘
T 723 (Pages 799 10 802)
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i presumably, says something about afier 1987 But the linlle 1 THE COURT: What's the nature oflh: objecllon"
2 memo refers to the master working cell bank 1 vials. And there} 2 MR. BAUER: Your Honor, I'm entitled o, ] believe,
3 isn't another master working cell bank derived from the same 3 ° have the wimess Jook at something in order to refresh his
4  master cell bank. And [ think that was the question that was 4 recollection-repardless of whether there's an ob_]ccnon.
S5 being addressed, as a second masler working cell bank. 5 MR. WHITE: Notifit's not in evidence.
& Q. What's the secand master working cell bank? Is that one 6 THE COURT: Wall a minute. Whal's the nature of the "
7 that's got a designation like -2 or -3, or something else like = 7 objection?
8 that? g MR. WHITE: 1lt's an affidavit of a party that's not )
9 "A. ]believe it's called -3 1's made as a replica of the 9 here to give direct testimony. It has on i1 total numbers of
10 first master working cell bank and it's pan of the pracess *' 10 vials ostensibly being shipped, which are inconsistent with
11 that | described earlier. 11 testimony -- with other documents and actual testimony of thig’
12 Q. When was that made, sir? 12 witness. o - )
13 A. Uhm, specifically, 1 don't recall when it was made. 13 THE COURT: Well - :
14 . Sometime, you know, well -- sometime well afier the first 14 MR. BAUER: Well, that's not true. " ?
15 warking cell bank was made, yes. i5 THE COURT: The rules permit a witness to refresh his
16 Q: Sosometime well afier December of 1985, there was anothgr 16 recoliection by using anything. In other words, you know, it i
17 master working c:il bank made by Gl; correct? W T]? could be anything. 1t could be, you knaw, a napkin cover. Th 5
18 A. Ah, yeah,] helieve so. 18 document itself does not then come into evidence, the questior",
18 Q. And that was designated -3, because the one that was made | 19 is refresh your recollection. b
20  in December of 1985 was designated -1; comrect? 20 So the question is whether or not Dr. Fntsch when ;
21 A. That's corect; yes. 21 he testified that he didn’t believe any other cells other than 1
22 €. When was masler - the master working cell bank -3 -122 bailed cells came back to GI, whether he has — that is his
23 ansferred to Boehringer Mannheim? 123  entire recollection, ' . J
24 A. Uhm, I don't imow if it was ever transferred. 1 believe 24 Actually, you're right. As I'm spitting this out, i1. 1
25 G)used it ! 25 seems clear that this is not refreshing his recollection.
- " Page 812 ' ' page s |
.1 Q. Seyour; undcrslandmg is that that was vsed by Gl to | That's his recollection. You're trying to impeach him wnh
"2 manufacturé bulk EPQ Far Bochnnger Mannheitn; correct? ' 1 2 another document. o A
3 A. That's-- my understanding is, yes, that we had -- we 3 Objection is sustained, go on. Sory. | i'
4 manufactured some bulk EPO from the second master working cell 4 MR. WHITE: Thank you, your Honor. ¢
5 bank. 5 MR. BAUER: Well, | guess it stands, then, that none :
6 0. Onethat was made well afier December of 19857 6 ofthe cells came back other than the bailed ones? ‘
7 A, Well, "well afier” meaning a year or Two afier. 7 THE COURT: That's right. It stands -- ’
8 Q. Yeah 8 MR_ WHITE: U stands as testified.
9 A. Yeah g THE COURT: Thal's right.
10 Q. Meaning December 1986 or December 1987; correct? 10 BY MR.BAUER: ‘ <
11 A. Itcould have been, yeé. 11 Q. Dr, Fritsch, counsel mentioned a number of $120 million of » -_
12 MR. WHITE: 1have no further questions for this 12 royaities going from Boehringer to Genetics E"nstimu:; do you
13 witness, your Honor. 13 remember that? '
14 RECROSS-EXAMINATION R 14 A. Comect, yes. :
15 BY MR. BAUER: 15 Q. 1s that based on the bulk EPO that G supplied to '
16 Q. Dr. Fritsch, you testified that you did not believe that 16 Boehringer, or 2 combination, or is it based on all the EPO. }
17 any cells other than the bailed cells came back 10 GJ; is that 17 sold by Boehringer in Europe? {
18  your lestimony? 18 A. 1believe it's a combination — i's all the EPO so!d by 3
I9 A. That's correct. I'm not aware that any cells other than 19 Boehringer in Europe, so it's a combination of whatever G1 *ﬂ
20 ihe bailed cells have come back to G1. 20 shipped and what Boehringer Mannhein has manufactured as far as ;
21 Q. Could you tske a look at Exhibit D1 and sce if thay 21 bulk. :
22 refreshes your recollection as to whether or not any cells 22 Q. Soitsnot the sales based on solely the GI bulk data F_
23 other than the bailed cells came back 1o Genetics Instiwte? 23 that was formulaied and then sold in Europe? 4
24 MR. WHITE: Your Honor, there's an objection to this 24 A. That's correct; yeah.
25 document. 25 Q. Now, if we go back to this -- the sets of ligures, there's
3]
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