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HOESCHY v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2
1 | BORUN - WATSON ’
2 MR WATSON: May !all Mz Borun, 2 he SDS-PAGE comparisens ruflicicnt to have passed fon fo
3 MR MICHAEL FRANCIS BORUN, AFFIRMED 3 Mr Botun, Would you ke to comment on that?
4 EXAMINED BY MR, WATSON 4 A Whonlread the skeleton, T was taken aback significantly, my
5 Q. Wyou can find, or more Hikely 1t will be given 1o you, core 5 Lond, becauss they scem W imply that Dr. Lin way less than
6  bundici. Il you would go to tab 7, there is a witness 6  skilled in the review of technology that must have been pant
7 statement sigaed by you. Do you see thar? ¥ of bislifetime insciense. He bad had a PHD for twelve
8 A Ye,ldo 8 yeuss st this poivd in time. He had mught ie Taivan. The
9 Q. funderstand you have two corrections and they are 9 PhD was frow: the Unversity of [ndiana in the Unitad States.
10  ooncontroversial, so [ am polog to lead. Vou would Eketo | 10 It Tvable that would sugeest that O, Lin
3 chaxge the name of your firm in parzgraphk 1. Isthst [} was nol compeizal 1o analyze SDS-PAGE gels.
12 cormeat? t2 Q. Finally, elsewbere in the shelcion, therois a suggestion
13 A, Yes, that is correct. 13 that Dr. Lin ohvisusly had aet checked the dralts very
14 Q. Whath the change"? 4 carefully. You caspok speak Tor hiay, bul cau you help my
15 A. Thedeletion of "OToale aad Murmey™, 5o that the composite 15 Lovrd 23 to what your Impremion wax a3 10 the eare with whick
16 firm name now is “Marshatl, Gersicin & Bomm™, 16 he trexted the dealts that you submitted w blm.
17 Q. Andls prragraph 29 there by an crronecus date. i?7 A [ aapakfor mysell in relating directly that each and
18 A, That i eoereet. 18 evorydnfl, and thoar wore foar itcrations of this patent
12 MR.JUSTICE NEUBERGER: Parugraph? 19 spplication, was the subject of very thomagh joint smlyzis
1 20 MR.WATSON: 25, : 2¢  tovolving Dr. Linend me. In each instance, any new maieral
21 A. Inthe second line, the dsic of the second EPQ sppad hearing | 21 added, 2oy changes that wers made is onginal materia), weore
22 ipsetot 1996 and that is clenrly 1998, 22 pont over very carefully persocally with D Lin. 1gog the
23 Q. With those correcticns, and now you are on oath, do you 23 improion et Dr, Lin spprociated that oy the sole invenlor
24 coufirm the accuracy of that statemest? 24 end then ag the laxder of ths resexrch and development
25 A Yes 25 projectat Amgen, having to do with erythropeictin, be bore =
37 . N ' 239
1 BORUN - WATEON H BORUN - WATSON
2 Q. With my Lort's teave, I have three very short repplemeniary 2 sigmificent responsibility for the sccuracy of ruaterial in
1 toples 1 the patent application. That may not have been the same view
4 MR JUSTICE NEUBERUER: Goabaad, 4 e had with respect o publications whoe overyone was
5 MR WATSON: {am obliged tomy friend. Fimt of ail, and this §  anxious o piteh his name in 3t the end ar at the beginning.
6 it very formal, il you would mice bundie E10, tab 10, and & Itcertainly was my experience with it with regard o the
7 again | think 1 can Jead, is this te doclanativn signed by 7 patent applications. He was aware of the significaes of
3 D Lin in relation 10 the applicztioas that wee axe ualldng ] patents. That is my position in response W the nuggestion
¢ sboutin thiscase. 5 that he was loss thar carcful in reviewing the xpplication,
{0 A Yo, lbdieveitis 10 MR, WATSON: Thank yoc
11 Q. From ywur experience, what It the pracies! significance of ]
12 baving made » misstntement e & US patent appilcation? 12
13 A, 1think it wat formshadowed by Mr. Winrgh's ecmmenty thal an i3
14 fnacmmale satmment could prejudicg the validicy of the 14
11 pstent and an H § by counse! 15
16 could prejudice the right of comsel 1o coatinue 10 practise 16
17 not only before the US Patent Ofice but b practise law in 17
18 the Unied Sounes. 13
1% Q. Iamsbiiged. That can go sway. Ln the skefeton put fornacd 1%
0 by TKT, 11 you Xuow, they are challvaging your sccoent of dow | 20
il te wording la exsmple 16 was derived. With redatios te 2l
n [nfermailon that you may have recelred from Dr. Lla sbout the ol
23 SDSTAGE experiment, they say — and Lam queting; you donot | 23
24 peed to get 1t oat but it 1 in paragraph 48 of their 24
15 shettton « that it Is wnlikety that Dr. Lie hed & grosp of 25
ne 240
- :'.— T %_—ﬁ .
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HOESCHT v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2
i BORUN - KITCHIN H BORUN - KITCHIN "
2 A. Thepurpose for my cailing {or something would be thar, yes. 2 confsrmation sulficiently duplicative — (Reads to the
3 Q. And it voudd be very surprising [f ln the casc of any . 3 . words) . whick differs frem that of paturslly eccerring
+ fnvection, again parficolarly In the cortext of this 4 homan erythropoictin,'
3 invention an Imporiant inventica, you did not foflow that 5 A That 5 2 oomeet reading, sir.
[ course? 6 Q. Soyoua were specifically dirextlag your attention in this
7 A I the materisls were what ] had called for, that woald be 7 doczesenc, this foarth filing, B8 plycoprteine, polypeptides;
g the case. More often than not thase masila files were 8 that l5 right, s It not?
% actyally bils and pieces thet Dr. Lis or someone clss ? A Yo
10 provided me that woae invelvod in the process of wctually 10 Q. tathe nest paragraph you have wriiten that vertebrate e.p.
1t drfing o De Link p orin the p of 3otk 11 COS xad CHO exit provided by the preseat lavention semmprised
12°  person what was to puin. | remember thes i be the cae 12 thefirstcelts ever avatiable which can be proprgated nad
13 with respect o Dr. Browne and Dr. Smaiting, and bis 13 featirs o (Reads ta the wonds) .. per millica cells {n
14 asgigtamt 4 43 bowrnas determined by radlel y.” Consequently
15 Q. Again, it wosld e appropriste for Yoo fo conalder the 15 W Eright lo sy 1Bt yox yoursell were conscloxs when you
16  docomexh in the file daring the tourse of that procens? 16 drefied this document that you wery tesching tire reader that
17 A, Yes. Ifthere were documents in the file st that ime, I 17 bath COS and CIFO el would produce substzotist queatities
18 would contider them 18 of eryihropoletin 1o meet that commercial goul which vwe bave
1% Q. Ixmypratefcl Conld I please consider with yoo the rmaterial | 19 soon described In the 505 patent?
23 which wxs added inta the fourth priority decuntent fa this 10 A. Theie numbers are numbernt that are Iarpe cnough o
21 CALE. 2 diningulsh aver xny fype of priof &N suggection af rates of
2z A. Cernainly.  production of erythropoictin. The twe orlls that had
23 Q. For that purpose, wa have s merked-op document which B ruccendad in overcoming tase peioe et sugpostions of
24 cerialnly Amges’s representatives bave toex and T hope you 4 mamsmban ol production, of erythropoietn, were bath the
25 kave, [a hundie E10 at tab 5. This docwmant ks a US patent, 15 COS pzlle and the CRO ceily,
249 C 5
I BORUN - KITCHIN 1 BORUN - KITCHIN
b4 number 5547933 and 1t it one ol the patents which wer 2 Q- You werz drewing aticntion to the bmportyncr of both COS sad
3 suerted apatnal TKT im Amcrics; ia that right? 3 CHO clis, were you not?
4 A, Thetis my reollection, yes. & A 5ot 005 and CHO oells did o this, Those were the only
3 Q. What hat been done here B8 1o ek it 90 6o show the material s verebrais celis that bad been tertcd o thal date. Thee
€ - wdded by the successive priority docameats, apd that bas bren 6w bactorial exils that mads this sasny units when mexsured
1 done In tolours which you will see (0 the fefi-hand merpin on 7 by ndicimvnuncaytay. They sere yeast cells bix the oaly
£ the firat page. Do you have that? B venchrate cetls that nade this amount of material were the
9 A Yex 9  COSsnd CHOcolly, Of course no bacteria or yemt eolf in
10 ). Have you seen this document before, maried-ap as it ls? 19 the prior an necded 1o be compared away. It wat ocly
11 A | may well havs done. H voricheste aolls ¥t peeded o be conpared away.
12 Q. Yoo think you bxve? 12 MR KITCHDM: 11 chat a conveniond moment, my Lord?
1) A | think I bave, yes. 1} MR JUSTICENEUBEROER: Yer. Tooght to expliin o you ~ i i
i4 Q. What [ wonld Uke to conxider with you Iy the material added 14 probably the same in the United States o because you mre
3] le: the fourth priority docuroent, Chat 1t te suy the Mih 15 updker oossctamination yoo must not ik abost the Qsc to
16 November 1954 which Iy [n the eslour yeliaw. Cozld yea 15 1nybody over the adfournment,
17 please go to column 10 and I would fike to draw your 7 A Iwilloo,
18 attention, please, to the prezgraph under the heading "Brief 12 MR.JUSTICE HEURERGER: Fivepastows. [have torise al fivedo
19 Summary™ beginabng at fine 4. 19 four as {indicated. Tomocow b anm soid § have » judpment
0 A QK 20 wohand down. 1will give you s time estimats bofors we rise
21 Q. Tharough to Hae 1. It is eight o say, s It not, tkatin 2i  thizx zfiemoon.
L2 this docomeni you were now spetifically describlag what you 2 {Adjeamcd for a shoa time)
23 wrote as beiog novel ghycspeolels producis ef the Invention? 23 MR.JUSTICE NEUBERGER: Two poirts befoee we st First, te
24 A That iy certainly what § wiote, yes. 34 poodnews for me, but possitpty met for you: my destiut
5 Q. And youdescribe them as baving » privary structursd 25 = ot beeny fled 40 T oy it & Yithe faber
250 152
. = - e
' 30 {Pages 249 to 252)
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HOESCHT v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2
i BORUN « KITCHIN : i BORUN « KITCHRN ’
2 thand o'clock, but if miyonc tis made srvangoments, of 2 aBieged o beerytbropoietin, 1tix that piece tut fits
3 course {will ot sit biter, 1 da not think we should go 3 together with the piece in the sumemary thet indicatas thog
4 beyond4.30. 4 dwough Dr. Lin's invventions we 10 had cclis that produced
5 Secondly, | have had an application, which [ have jut, 5 hrgequantides of EPO und, is fact, mch larger quantities
6 faxed tnme asking (L ihink ot Evertheds) asking o tee the & than were producible in mamimalian bostz, “The pieces go
7 sheleton sguments in the case, 7 opeiher, :
§ MR WATSON: My Lord, we have writien to say that we will hepe ts 8 Q. Thmt spplhicd {0 COS and CHO?
9 pe2them W Fversheds iomorrow morming. 2 A MyWﬂhhmwdutCOGMCHDmbuﬂnH:m
0 MR JUSTICE NEUBERGER: § had urdaatood thers wis an chyection, 10 ETOW ¢ fy in cultore xnd producs in exeess of $00
I MR WATSON: Weare going Lo give Them rexiacled copics within 48 11 units of exythropeietin per 10 1o the § calls in 48 hours 53
12 Tours. That is what we have offered to them. 12 determined by rdinimmunonssy, The Supmota reference was a
13 MR JUSTICE NEUBERGER: Right 13 principud refarence in the US prosecution. | &aned out
4 MR WATSON: Obhmlywwﬂldowf‘mmmmm 14 that it arpeart $o have been lictitious sud ooe, witha
15 MR JUSTICE NEUBERGES: Do ndutad copies, if they ask for 15 sumba of other Sugimodo refomea, which proposed o ke
16 something else, then [ muy have to decide something. Tam 16 GCSFand TPA and cvery other high quality proten known to
17 not surc what the rights and wroags ane. | do not wast o 17 mua bylymphoblasioid fusion It wes jurt geanke
18 take up unnecessary time with this, but Ttheaght — 18 Q. I da pot think we necd werTy tod mach b that for this
19 MR. WAYSON; My Lord, we have writien back saying tt §s \muwc 19 hearing Ceuld you plesse turn to colemn 25 where you wilt
M are going 1o do and there it no spplication. Thero is 20 aecexemple 10, It goes through to colemn 29, The prasape
21 robody here 10 Rddress tay Lok 2 to witdeh T woudd likz to draw your aftestlon appears in
2 MR KITCHIN: My Baxd, | weould simgly indicate trough yoo, if { B colomn 28 where You have inserted the paroige which has been
23 may, lomy leamed friend that in 50 far 3¢ they are 233 thesubjoct of submizdons from Mr Waugh which you can 5ot
24 proposicg to rodact owr skelcton, we would certainly welcome 24 atline X3 runnisg through to tine 50, fire of uli?
35 the opprtumity B sen whal Sicy are peng o e, % A Y
253 : . 5%
1 BORUN - KITCHIN 1 BORUN - KITCHIN
2 ME.WAUGH: The title! 2 Q. Theaiherels nsecond passage beglaning at Hoe 51 runcing
3 MR- JUSTICE NEUBERGER: That arnt be right. k| through to the bolton of the page. Do vou save that?
4 MR- KITCHIN: It it their documents, that is whee the wory A A Thatead the yellow that was added in colamn 29,
5 COMES. 1 5 Q. You deafted this passage?
& MR.WATSON: Thatis obvious sense. They will see D Kitchie, & A Ye,ldid
T ME-JUSTICE NEUBERGER: Thank you very much. 7 Q. Thepactage beginnlug at Hlue 51 details the carbobydeste
& THE WITNESS: Mightcomplels the reponse to tha question that 8 snadysla?
$  youposed o me immediztely befire the break concersing the ¢ A Thatis comeet,
M pasgaph about invertchrate cetl 10 Q Asd you dmited that proxagpe, ton?
1l MR KITCHIM: Ithought you bad, bot if there iz sometbing ele A Ya, [did
12 you would Hke 1 add — 2 Q. Ou the baals of the two parwgraphs, the et one 1 am
I} A Twould Tnm:ngh:kwwﬁﬂmElO ub 5. 13 referring to begloning at liaw 3 xnd the secand one
14 Q. Which pageT 14 beginnlog atlne 51, b [t falr to say you were able 1o
15 A. Paps 60 at the botiom, the provious page. 13 intreduce the paragraph Ia column 29 begisning “Giycopretein
16 MR, JUSTICE NEUBERGER: Colummos 7 254 8. 16 produets” xad euctialng *provided by the preseat faveation
17 MR KITCHIN: I de oot have page sembers at the bottom. 17 srethus comprebensive of producty . (Reads to the words)
18 MR, JUSTICE NEUDERGER: Colurony 7 and 8, 18 e dHTers Trom that of Raturally ecourring eythrapaletio?
12 A, Yes. Yoo will see aisa in the yelow seetion in calumn 7 it 19 A, Thogs were pot the sol2 basis, but they certainty were the
20 u referencs o pioce of wt that T had determined the 30 basis for that renwek and sgain Thslz o be sounding like
21 existence of during D Sine perind between the September 34 Pl £m My, Law Student or vice versa, thers are other proteing
2@ itcraton asd the Novernber B4 iteration af this application. 22 ikt were first mentioned here ia this application sush ax
2} This referred to celis that were proposed o be sblz io grow 23 analogs that abve would fit that determination.
b2 in culture, sithouph not continnousty, without the tssixance 24 Q. Tuese pauxpes would beof impartance to you, would they not,
2% . of a mamrnadizn host and produced fargs quamtiticss of what was 25 and also to areader beenust they pravided a potential basis
54 56
e . d T L
' ' 31 (Pages 253 to 256)
MARTEN WALSH CHERER LTD  27/29 CURSITOR STREET LONDON EC4A LT
TELEPHONE: 020 7405 5010 E-MAIL: martenwe{@aohcom FAX: 020 7405 5026

AM670280411 AM~TTC 01075027



HOESCHT v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2

1 BORUN - KITCHIN 1 BORUN - KITCHIN )
2 o firodace clabms to ihe recombinant polypeplide and s to 2 ey undestanding, anakogoss provision in Buropan Bw oc in
Y disdnguish such = polypeptide from tbe aaturat arinary . 3 -Britih aw. .- -
4 erytheopsictin of ihe prior art? 4 Q. Did you perceive there to be an kmportanee in having a
5 A | think thart is x fair staternent, that and odher things in 5 textwaldescription of how such recarubinant protelns might be
[ the specifeation. §  distlaguiched from the prior ant?
7 Q. Could I please vak you 1o foak 3¢ your statement st paragraph T A )ikt wat avaflable, yo.
-1 5(¢) and [t refeesh your memery sboutl what you wrote there? & Q. [ would Hketo explore with yeu where the [nfarmmdian we
§  (Psuze) Yaupoiat out, [a it fair to suy, that st the ime 9 have beea looking st in column 28 of the $47933 patent came
10 sfehie eartics! events in this case the application of ¢ fromm Thatds the tople I would ik ta foakat with yug?
TE existing {aws to Inventions and meleculur biology wxa far 1 A: Thatis fine
¥4 from setibed in the Undtod States knd indeed worldwide? That 12 Q. First ol all, T wonld ke te explore with yoz who it waz yout
13 by Lair, B 3t pot* ) 13 underttoed way dobng the werk xt Amgen. My guestion for you
T4 A Mot in all regpects, but cortainly with respect iz {4 {1 this. The anly person that we know wha wa dolag werk on
15 pecombinu protoing. i5 SDS gels in 1984 st Amgen was Dr, Egrie; Is that not 302
16 Q. That rematned so in 1994 did, it mot? 16 A Tumnot e that shatis the case. Sbe corainly was doing
I7 A No. T 17 work oa SD5-PAGE gels, There were other perwacs af Amgen
18 Q. [n 1994, Is K net falr fo sy that you were concerned abayt I8 sharing hborswory space with her doing SDS-PAGE geby,
FTU 0% theriskthat the Europesn Patent DiTice would ool grant 19 imswmolopists deing SDS-PAGE gebs on othar protsing that were
} 20 clalms based a3 DNAT 0 the subject 6f rescarch md devekopment by Amgen.
21 A, In 19947 A Pr. Nicholson comes 10 mind 2ad — [ spadogize - fi is
% Q. Ye 22 either Dy, Cheric Line or Ms. Cherie Linewho was definitely
1 A, Claimr based on DNAY 23 working with Ix, Egricat that time.
M Q. Yer 24 Q. Se Dr. Eprie bad an assistant whe was Pr, Cherle Laae?
25 A, [tave noreolicction of having any concem about that in 25 A, {belicveso, yer
257 CL 259
I BORUN « KITCHIN ! BORUN - KITCHIN
2 1994, i 2 Q. 1 was Br. Exric, with the assisiance of Cherle Lane, wha way
3 Q. Wewllitome back 1o it then, At sny iz, backat this time 3 to your knowledge working ¢n SDS pebs ax erylkropoletio; is
4 Howas dearly Important that you try and secure datos to 4 thatact right?
§  srcomblnasd proteing if you conld? That waz important te 5 A Jioew shewas, |do not know if tal exhacris the list
6 you,wasitnot? & MR JUSTICE NEUBERGER: But Dr. Nicholion you mentionsd.
7 A Sy chims 1o the DNA o Dr, Lin's coatribution in DHAz T A Yer,Mag Nicholson.
§  that encoded busan aytropoicia was my job. T Q. You know skie wis working on SDS gels?
9 Q. Beeause of the vacertalaty in the law, you spprociated it wat 9 A Yeu
- 10 alsa kmporiant that yeu try and secure cialivg to recomblnant 10 MR KITCHIN: But on smother protein.
11 protcdns? I A 1didnot knew that the wat nat working sn exythropoietin,
12 A, Theuncertrinty wis with respect to the recombinant peoteins. 12 butlhad gpotion SDS-PAGE relative tobillty aformation from
13 The uncertaiaty wits ool with respect to clalms 1o DNAL 13 herin prior instenees,
14 Q. Very well. Whatever the uncertainty, you percelved thst lt | I4 Q. Letzs putitthe sther way mund, The aaly person that you
15 waslmportsstis try and serure clafnm to the recombinunt 15 laew ol ut Amgen who was working on SDS gelsta relation to
16 prodeing, ifyou conid? H ecythropolciio was Dr. Eprie anisted by Dr. Lane?
17 A, And as well © every other aspect of Br. Lin's inventions, 17 A. Thatis what Diovew for coriain ot the lime.
18 including host cells, phermaceutice] compatigons, & wide 18 Q. Theskysw. You ixy fn your slatcecnt s paragraph ¥ that you
1% variefy of entibodics, 8 wide varisty of things that fowed 1% recllbeing reflorred to Dr, Egoie by Dr Lin?
20wty from the contribation Dr. Lin had made. 20 AL Thatis my recollection. 1 kad enquired of Dr, Lin, a5 )
21 Q. You were aware, werr yoo ool thal yuch clalme wanld vequive | 21 saally did every time the application was to be rovized
22 suppertin the tpecification? 72 basically what iz new, what new inforration yoo have and sre
2 A, They would require writion deseriptive suppery, that iy an 23 you sure you sie providing the best mode known for practising
4 dication under 15 law that the inventor parceived the 24 theinvention. Thatis alss very Importint under US how and
25 subject-maticr to be his inveation. Thore itne direcl, in 25 hasrocountorpant, as [ undorstand i, in Earope.
5 2160
- _w : ) - . R,
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HOESCHT v K{IRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2
1 BORIIN - KITCHRY i BORUN - KITCHIN
2 dmethere were s gumber of exrymes with multiple activites. 1 document The suggeition s that the ENDO F porticn of (he
3 This is & speciiic identifie for exdoglyeosidace and 3 rert i exarmple 10 i %o be fourd somewhers in ikis
4 endoghycosnidese at specific endoglycosidase enizyme of tome 4 documenl » 3nd i is oL There it nodhing i here that
5 soerce or another, Tam notsarc, cven as § it hare today, 5 correspondds to it There is a referencz ob this hspage o
&  wha catilogue you would go inw to find that enzyme listed [ CHO and stardard EPQ digested with ENDO F, zame sixe
7 under that number, 9 digestion prodncts, but then the cross-reference it to datzy
B Q. You have referred {a your statement fo the act that this i aed Wesrens on soction 3, pepe 9. It docs not it
9 paralial in resulls of experiments bebween what we see in the ¢ Q. Could you ga back, please, to page 17 orf the Epris fnput
10 Egrielnput le and what weseein the 45 Bl 0 {lle, locking agzin st the batiom.
11 specdflcation — 11 A 12, stthe bottoen?
12 A Thereisa paralie] e 12 MR FUSTICE NERLBERGER: Batthe top, 12 atthe bottom.
13 Q. #t was deavm (o your aitentlon by THT's coussd fu the Unlted | 13 MR KITCHIN: 1t s sseticn J, 2% you will see from page 9 at
14 States. 14 thebotton
15 A Yer They drew b ooy 1tiention i an aftmmpt & suggest that 15 A Iwil accept that
1§ it was more Hkely thas not that 1 Had socn all of the Egric 16 Q. Papey st the bottom, it indicates that thiz ks from section
17 input filn, the fact that thene wist covtain peraliels in the 17 X Onpage 12 atthe top, bt written: "ENDO F digestion
— I8 lamgusgs ou page 25 st the bottors and of course LE] patterns — (Reads 19 the words) o Chinese Hamster ovary
: 19 comospoadingly with the graphiz rgrecatatnes on page 27, 1w EFO." Do yousee that?
t 20 whichizaloin bundle KI, b 5, 274, 20 A isecthat yes.
‘21 Q. Sceing what you have sugpested in your statement, In fact 2t Q. twould supggest to you thatthere Is Indeed 2 paralted
22 your firm drew the parailed [self, did It not, 23 we can 1ee 2 between whal we ree in the Eprie inpot Mle and what you have
3 from bundte IO at 4ab {. Would you have n ook at thal. 23 written is the specificatian which became 605, bundic A2, fab
24 A, think | undasiand what yoo ore reformng to, Thiz wias s 24 2, pape 146
25 document it did st draft, {twes drafied by my fiom, 25 A lecansee that there is a parallel with the 2xion page 28
7 ; ' 275
i BORUN - KITCHIN 1 BORUN - XIYCHIN
2 exreuted by Edwand OToole. fam noture what date it was 2 inthe bottom and page 24 at the tog, where it mid CHO and
3 pbmiged 1 stasdard EPO digesied with ENDO F oume size digestion
4 . The document we have here It o Jocument submitted by yeor 4 products. This doss ool cormspond to the experiment
5  finn s that right? 5 described on page 12 al the bottomn, now the gel, and
5§ A, Iwould say it was execuied by Edward O¥tocls, submisd by & copclusions at page 13 ot e bottom, I that gel and those
T the three different finns, 7 comthuxions, there it an indication that the results of
B Q. Indudiag your firm? T endoghycosidase F digertion, and indoed heteogencous, and
s 7 A lInchufing mine, yes. §  they give a mumber of bands, so that thees s 2 statement
' 10 Q. Atpage of the document, cduld I draw your attenthon lo the 10 0w CHO and Lot 32 and ENDXQ F gives ooly eoe band xed ¢
11 seoud parsgraph? - ii faict lower moleculzs weight band on ENDO F Lot B2, whereas
12 A Right 12 CHO gives three bands with onc higher intensity than another,
13 Q. Your flrmas have collectively written: “Oo page 21 of the 13 darker.. This iz simphy not what sppears in the patent
14 Egric Input document, resuits of SDSPAGE gels aresummarized | 14 Q. T would sugpest to you that b2 ot ihe conclusion that
15 o nway that paralicls the deseripiion fn the 937 paleat, 15 Dr.Egrie kas expressed, sad that the conclusion Dr. Egrie
16 enlums 28, Kae 1250 16 Basexpresed it izdeed what eceurs and we see reprodueed fn
17 A, That s the page we hive been reloering 0 55 page 26, which 17 the patent.
12 Ty 222 3¢ the top right. 18 A. No. The palent doss not 13y eaything about multiple binds.
1% MR JUSTICE NEUDERGER: That i right 1% The patent nados pecific note of the fact datthe
20 Q. Yoo conthwe thervby (mparting the reaulis of the experiments 20 helerogeneity of the product is resobed by ENDO F
2 aod, s particutar, the resalts of the digestion with. 2l glycocosviation, which means that the bands pet mrower and
2 meuraminidase sad ENDO FY 1 they amco-lingar, oot that thee are muaikiple bands. Yeu
23 A Yo, no. Tho ENDO F ... You sez, this is whene there {52 23 do oot ... Heteogeneity is the result of tis zort of
24 bitefslippage. R4 explained by the fact that [ was not 24 spredonwgs T1.0b 5, 27, Itwaspage 27 in the Egrie
25 around to have sny inpet on the ponstruction of thiy 25 inpulalthe bottum You see, e bands are very wide. Fam
i %
\* - e
36 {Pages 273 to 276)
MARTEN WALSH CHERER L'TD  27/20 CURSITOR STREET LONDON EC4A ILT
TELEPHONE: 020 7405 5010 E-MAIL: martenwc@aol.com FAX: 020 7405 5026

AME70290416

AM-ITC 01075032




HOESCHT v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2

' BORUM - KITCHIN 1 BORUN - KITCEON ’
2 sgrcthis was the subject of discussion quits frequendy 2 A. [ think the mos! important infomation concerning recombimant
3 dusing tridd and the subject of discussion about teading edge 3 EPO wa U inflonmation ¢onceroing the immense amotnyt of
4 xnd trailing edpe zod scross the middie and all thiy 4 Biologically setive human exylwopeictin that was coming oot
5 busingss. Wit this zays is that things get resolved very 5 of CHO cefls. This wis a raarved 1o behold,
& much like the case here where Gene's standard, sfter & Q. Malso Incinded [uporizat Information relating (o the
i rrestment with peuraminidase, the esmmption i the foasding 7 distinction of recombinant EPO ever crinary EPO, old it aot,
B is the same¢ and you have 2 narmower band than a namower band ] X% e cax e¢ on page 146 ot bandle ALY
9 andawider band Yoo have lost cxrbobydnts snd things tond 9 A. lconmined the informarion that'was available to us at the
1] o tighicn up. - 1 G, yer_
11 Q. Mr. Barug, do you accept that In thls busdle of materlals In 11 Q. You were sent experipients] data by the scicentist you knew
13 this Egrie lnpat e, there b dalx from page B throsgh to 12 conducted the experiments with the masistsnce of Or. Lase.
13 page 28 relating to the hehavlowr of wrizsry asd recomblaant § J3 A, Thatis oot true. Let me not 53y & & nol true, 1 cannot
4 EPQonSDS? {4 confirm thet. My recollection it not .. [ do ot remember
15 A. Page appears to relalc \o urinary eryduopoietin Page 10 15 when I firstsaw the material in the Eprie inpot fife, except
6 would sppear @ relaic to arinary arythropoickn. | cinzot 16 [for the in the interference, 1 think, ov in the Stigation in
17 il you whatpage 1] mister 10, Page 12 reiates to arinary 17 Boston, Chapai lidgaton in Boston.
| 18 erythropoictin and s prowia from Chinge Hamste ovary 18 Q. Itis overwhelmingly Hkely, is §t not, Mr. Borua, that you
' 19 ceils, ot J am not sure for human protein. B migh bethe 19 kmew that thly material hed been produced by Dr. Egrie, wha
120 monkey protein, Page 13 refates io recombinent and urizary 20 was the selewtfst condacting the experbments with the
A protrin. Page 14 appears to relais to two urinary protein. 2y aasdytance of Or. Lane?
22 FPage 15 relxies 1o twa urinary proteia, w bexst How far 22 A leannotaccept that. You have not qualified that a2 to
23 didyouwant- 187 3 whenlkoew, inew, in the coakxt of the inerference,
4 Q. They all reinte, do they nod, to the bekaviour of arfaary xud 24 that this wxx muterial put together by Dr. Epric or Dr. Lane. N
25 - recorsblauat prodeins on SDS Iy wiy qestion to you? 25 AsTzaid repeatadly, T have oo rocolloction of secing the
n c,os
1 BORUN - KITCHIN 1 BORUN - KITCHIN
2 A They all rebate to urinkry andfor recombinant protrins and i Egricinput filz before drafting the spesifiqtion, {have
3 iovolved SDS-PAGE it Western blor? 3 parecolleeton of sesing it ever agsin, or ever, until the
4 Q. That bz right, Ir It sor? 4 Chugi Nitigation. The materinl that we just went over beads
5 A ldsnotikoow. ldonotthinkso. 1¥0— 5 me tobetiove tat it bs unlikely thatl ;mwit Ttix
6§ Q. Areyou sbie— & valikely that T xaw it becanse the retolts of the
7 A Autorndiograns on 177 Thas would not pecersarily iavolve s 7 peosminklse digation an: atodds with whes is writton
H Western biod teehoelogy. I there iy 2 peforonze to 1 beve, ko $o0 i jeavest unexplained what wit being referad
=l 9  antibody, I would give you thatooe. Mast of the ime she ¢ o, what [ had been told and what 1 had put into the
' W defines what antibody was being used, cither o polysionat or - p 10 application. There are litde things, like the seuraminiduse
il arsonocional i nryTee nursber. 1 pot that somewhere. | did not make it
12 Q. Do you aceept that the averwhelming majority of them, with 2 op — Excuzs me, the endoglycosidars FT That doss not
13 the possible exception of page 177 13 appexr smywhere in these musterisls, There are aho other
14 A cotinly sccept that they srcin bae, et { da tot koow 4 things in here that certainly bad | seen them woold have
15 il would charucterize it as aa overwhelming majority. 15 givesmea beadsup. Hod Dseon the page 24t the bonom,
16 Q. Now, Mr. Barur, let me yummarize sur positian for you. Fine 16 which purports w indickte that the COS material vibraes
i1 ol sy, you accept, 4o yau not, that this war s very 17 entically with Dr. Gokdwasser, this in fact s what isn
I Emportant specificztion to Amgen, thy fourth Oling? 18 that 1984 poster inthe 1985 Epric epplication. Had | 3om
19 A, No more than the firgt scooad or Tard, b | aceept that it 15 st [almost certainly wonld have saked what is the
20 wasimportaet o huve it ight, 15 wag the cace with alt 20 difference between ... It waold not put me off. What is the
21 putentapplications fifed by Asapen. Every pieceof 3 difference between COS colf saseial brhaviour whe, you
22 intclloctual property at the Bme was as valuable s ovay 22 lmow, before snd after nesraminidase and COS cedl behaviour
21 otherplete 23 in this other expariment that did not involve neorminidaze
24 Q. And it coatmined cruclat Information refating to the 24 digwion?
pL11 characteristior of recombinznt EPQ, did i nat* N 25 . Youhave acl point indeed your withas staternent or indeed in -
m 280
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3 said anythlap {0 you which was incoxsistent with the ¥ Do youses th?
3 experiments which we see In the Egriz laput Gle. Wonld you 3 A Y
4 ke to corament mpan that sappestion? 4+ Q. Whatyou have writtes {o the pateatis that CHO-prodoeed £p0
5 A, Letme sccif I have gol the queston. You are suggesting lo 3wy at higher molecutar weight than the COS.1
& me that Dr, Lin did not say anything incomsistent with thoe 6§ expresslem prosinct which Is turn woyslgh Uy Larper thag the
7 EXpeTimeTity. T pookd source Numan srinary edract
I Q. Letmwe palltia yon agala. | wonld sugyest to you that it 1 A Moch
9 is extremely anlikely that Pr. Epric exid to you — ? Q. May lsuggest to you that you Griast scoount for the wordi in
10 A. Br. Egrie? 10 the pabent ou the batlc of yoar luinidia?
1 Q. Startwlth Dy, Lin, tis moat exlikely that Dr. Lin ssid FE A, Teenainly cw; but there i bt of information missing.
11 anything ts you that way incondstent with the conlents of 12 Youwil recall | just sald that CHO ool material bhadn
13 the Egrie Input file sud the syperiments indnded I H? - §3 hipher specific activity, that & activity in ned blood ceit
4 A Dwould crtsinly embrace that statement with respect o the W foeration per il of proteia, whakewer thad i, £ tbaocbaat
15 subject-matter in the spocificstion, but I cannol embrace it 15 unit or enicroprem, thas COS eslis. It ix sienge you thould
16 with respest to all of e subjoct-mattar i the Epric input 16wk AsIjmt mentioned, the wrinsry EPO kad the fosxt
17 file 17 biclogioak activity per weit of prolein. ‘This seggevisd
: 18 Q. Lwould abo ragpest to you that 1€ s moost anlikely that 1% these would differ i terma of the shlie avid nd apa.
ﬁ 19 Dr. Egrie sxld aaytking 1o you which was tesnsistent with 19 B wosknown to me a1 & ressl of reading up Dr. Goldwasscr’s
. 4] the exper{ments in conclusiony e had expressed In the Eprde | 20 papera and convoradions with Dy, Lin that biclogical
A inpat@e? 21 sevivy of erythropoietis was & & of sialic scid sd
22 A, Agzin, | would xcept thar if the foces was wha it in the 22 that the in vivo biological sctivity could be diminished by
23 specification. 1 certairly would nat have put in anything B comeving sialic acid with, for sxemple, an enzyme ike
24 that Joan Egric did not tell me, bul ks for alf of the M sewsmiibixze, | am sooy there i o Jinhe exga bitol
25 material in the Egrie fopmt file { cannot endorse that she 25 information bere mitzing, bt it § i page 26 a1 the botom
285 .- B 287
1 BORUN - KITCHIN 1 BORUN - KITCHIM
2 vouched for every bit of information in the context of 2 e CHO marerial was mo biologically active than the COS
3 descaibing thiz one experiment that hed significince in temms 3 material which was more bisloneally scipve thae the urinary.
4 ofthings that Amgeo was imlerested in, how quch sialic 4 Maybs I was secing things, but if  looked at that pel with
5 differense was there between the winazy and pecombinant 5 tas kind of sdestanding in oand —
6 products, what expheizs the difforence in biokogicl astivity § Q. Whkich gel?
?  ofthe CHO edll products and the COS coll products. It the 7 A 27 arthe bocom and I7A- 17 bad soen that g, ax you
§ riatic neid content? Things Ble thet wers answered by this B supgested that [ did in the course ol distussions wilhy
i 9 exporiment 1do not know what is being enswered by the % Dy Egrie, pyy intuiton that is based on information on page
; 10 ofber exparimentt in the Egris inpart file, 10 26zt tha botwom that CHO was mors biologically sative than
11 Q. Conld you plesse jest have a jook at paragraph 10 of yoer 1} COS tunurisary would mke me believe or conclude that CHD
12 stxtemeat, st the top of page 6 of the sixlement? 12 had the most gialic acid, COS the intormediate xmoumt and
13 MR JUSTICE NEUBERGER: I E 10 £til wanied? [ arinary the least, aod that these difTerences would be
4 MR KITCHEN: No. Itis K that we want B 10can go away. I4  refleciod in the molecular veight agproximations of
15 MR JUSTICE NEUBERGER: Iwm sowy. il ixjost that v 15 (insudible) mnd v gel and that once you treat it with
16 MR KFFCHIN: Absolutcly rght, nyy Lond, 1¢  newsrinidase these would disappear,
{7 MR JUSTICE NEUBERGER: You aec ooking at what parsprapht 17 Q. Ateyon saying you did leok at the go?
18 MR, KITCHIN: Famgrph 10 of the witheoe's statement, I8 A No You suggested ta methat Idid. Tam saying that this
19 MR JUSTICE NEUBERGER: Psges §and 6, yes. {9 isconsistent with thiz. 1 bave o specific recefiection of
20 MR, KITCHRN: Af the top of page 6 yos write "It scemed intuitive 20 lookag stthatgel
21 0 1o Ut urizary Epo would have & fower molocufar weight by 21 MR, JUSTICE NEUBERGER: As{anderstand it, you are saying (a)
22 SDS-PAGE than glycosylated reeombinant Epomade in CHOsnd | 22 you bave no recollection of Tooking a1 that gef and (b} you
23 COS cells, since Fibought aBpo Jost sialic acid erd-caps and 23 think if you had foolced at that gel you would ot have
24 might be frgmented during it paenge duough the body, i 24 sancBoned what went into Ibepﬁmtinﬁzpmgwwcm
25 retention in the urine, and then lts purification therefrom.” 25 ulidngabout It that Aght?
225 288
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A, The teeond paseage, the endoghrondase F T woald aot have 2 way ligkly larger than the pesled sworce homaa wrinary
oo, 3 extract.”

Q. Thatbatseaqoace. 4 A Yes

A, Moreover, T would certainly have enquired with respect o 5 Q. That i not a dipestios experiment, 312
that TS, the two Geoe's enxde EPO, which i she publication & A Yer itis [tis the (st pant of s Deominiface
of Egric in 1923, Had [ scen thar ~ Joan Egric wia not back ? digesiion,
from Japan in Movetnber ~ [ eertainly would Bave called her 8 Q. That part of Il iv not 2 digestion experiment, s 1t?
and said what is the deat, Toan? 9 A ltisall cut ol ooe cloth.

B R B R ST ORI 5w e o n oo b o

Q. Letux have » ok at page 21 of the Exrie inpwt ile and the
conchuclom which Dr. Egrie boi there expressed abeui COS?

MR- JUSTICE NEUBERGER: 21 &t the botom?

ME KITCHDN: 21 af the bottam

Q. Webwre god Dr. Egrie’s concinbon there os pagr 1. Harx
yur resd HY

A Yz, ot the botiom.

Q. frcomblanst moskey sad human EFO praduced by COS celly have
the same molesuler weighi sx xaifve nnasry EFO Goldwiiser's
EPO.* The retutt [ndl thit the 1 bixaut EPO's o
(Reads do vt words} .. same exten ! 18 Ube gative proteln.

Yen soe ber concfurion there aboat the molecalzr weighi?

A Free dut, yex

Q. Yoo wnderstand that Yosu also hare evidenity bn talag the
patizge ok 26 wherre lu the Hght of one of Ber experiments

[
;ut:ﬁ*é"é‘;:a;‘:m;:'a

Q. 2t ia mot stxted to be a dipestion experiment, I §t?

A Yo, itis. The 10p of page 26 says 7008, CHO and sabive
e (Reads 10 the words} ., differ in size of
neurnviridase digestion products®.

. ALany rate, 31 this point the products have ot been
digertzd. Thiz eompariton refstes to undigeded product,
does It wot?

A This comparison refates 1o digestsd and undigesied prodoct.
The way you do this, a5 | am nas you tre aware, i that you
ks up yoarr products with and without acuransmidase, Then
you turz on the currest and s thern, 30 i is adll o one
cloth There it no such thing o5 only & digestion stady
becauss yo do not learn asything oaly from digestion,

0. May I supgest 1o you, Mr. Barun, lsoking st thiz patent as we
arcat page 146 of bundic AL, the reader is taught that as a

shie wrole a8 & mote "Slze of Ceae's atandand bs approxiuatety 15 pesalt of expertrenis carrled cut, there $ an fxdication
b1 L ’ 291
i BORUN - }ITCRIN 1 BORUN - KITCHIN
i el w the tire o COS.” 2 %30 e CHO-prad eced EPO materis] kad & somewhat kigher
1 A Thatls in relaticn to the experimeng that iy shown In the 3} molecular welght thas x COS expresdon product whick in ke
4 puent These experiments are oot shawn in the petend. The 4 was siightly aigher than the posind bomas wrinary extruct,
s mockey i the same 3 ke B the some ks Genc’s zre not 5 and that that & relerring to materfal which bas mot been
[] in the patest. & digested. Thut particalar part Is referring {0 material
T Q. Do you recall seeiag a0y molctalar welpht SDS geleY ? which kar got heew dipesied?
$ A ldanast 1 A Yousermnot referic ouly one pert of the experinent. Itz
9 Q. T yoo sccept that the conclarlons which Dr. Egrie day ¥ in the conleat of & neurminidase digestive Eudy.
10 wreived st aad wre relocted ko ker tapat e are 10 1} Yeu can res the axperinent withont enzyma digeation at all,
i Ixevasisienl witk the stat tix the patent that the 1 20 your 2017
17 piwdies ladlcated that the CHO-proctecnd PO malerial bad a 12 A, Yes, you could, and J am rot svars of eny othsy pel I sny
13 samewhat Migher motrenlar weight thas the CQS-1 exprenion 13 other book o rom by dmpen where ey iin Genes stardied
i4  prodect whick fx turn wat siightly farger thin the pasked t4  EPO tgaing CHO and COS. This is the oaly one that I am
1% source kumas erlsary exteact. Do yeu devepl that the two ars 15 avewreof nciwithatanding 18 years of fiy spec bunging,
16 {ncontiatent? 16 Q. Mr. Barxn, hay Dr, Ferie eepresssd & cooclusion anywhere that
7T A No,ldonot Iaccept that B fafocraation on 26 st the 17 CHO-prodeced EPO has » somewhal bigher malrcular weight thaa
13 bottors and 27 iy convizteat with what it in the petort it COS expression prodec which lo tnrm way slightly higher than
19 specificaticn. §do not acoopt that the oibor mterials are - 19 che pacind sonrce uman ariatry extract. Has Dr. Egrie
1} costistent. Ettenilally, anything that you bave peinted me 20 expressed Geat concusion noywhire?
1 to was sonsirtens with what It in che specification, 30 A I she wers aaked aboat this experiment, | think the would
22 & Leavesalde the dipesifon expertments for 2 momeat. 1xm 2 agmowitiie
23 n3uing you abou( the etwiement In the patewt which you 13 Q. Hasuhe doae bt {o ber Luput file?
k1 drafied that "CHO prodoced-EMD mateelal hnd & somewhat Blgher | 346 A 1beliove that s what the inpt Gle 2 s 26 and 27,
25 molecular welght .. (Resds to the words) - which in by 25 Q. Dot it axy heatpage 2t
%0 92
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i BORUN - KITCHIN t BORUN - RITCHIN
2 Q. Onibecontrary, Mr. Borun, T am suggesting to yeu that the 2 Q. Youwould xizo have seen, would yeu oof, that Alpha
3 Egric inpat e reffects Dr. Egries coacluslons that ihere 3 Therapesties had approximately the same size oa SDS a1 CHO
4 wasnedillerence between the behaviour of COS aed urfasry 4 andLet52?
5 EPO ox EDS-PAGE, but that was her conduslon and that it s 5 A, Had 1recognized that 10 be an sipha, T would kave soen Aipha
6 most unlliely she would have xaid anything different 16 you. §  Therspeutics - an approxinule gign nuying the same size ax
7 A D Epricquite honestly reported the results of experients 7 CHOand Lot £2. T see that in the fourth Jine from the
8 o meand [ incorporated thom in this application, s 8 botom
% calier instances where tere were the RIA, things where she 9 Q. Had you seen that, may { suggest to you that waakd you have
10 actuaify handed me iad, in the context of repors of the 10 appreciated that it was potentlatly refevant?
11 biclopical activity proteins, I cbivirad informution from 1t A Yes, | think | might
12 her L hed po eason 1o beliove that she was thading it, | 12 Q. Tothe fileg you were aboal te produce.
13 camnst believe that if rhe spoke 0 me about this experiment i3 A, [hink I would bve appreciated cocugh, becauss we were
14 she would have failed W actunalcly capross bor opinion tat, 1] bilking shoot size in oample 10, © have ixhed ahoal o bave
13 ax & result of thiz newramiaidaee dipeston shady whene three 15 aboutit
16 products were companed, there was & difference in molecober E6 Q. My I supzrest to you Chat the stafemunt thut we see i the
17 weight tobegin with, 5o to spaak, withoat reuramiidase 17 patentibat CHO had a somewhat bigher molecglar weight than
£ meanwent and the reparted difTerences sfter noxmmicidase 18 COS, which o turd was slighify higher than the posled source
.’,--w 1% erearment {have 0o nason to beicve, notwityanding that 19 burms vrinary extrsct, would have bees regarded by yoo as an
20 thereis no experinent i the Egrie inpet that supports i, 20 Incomplele sxiement?
21 taal il you took CHO EFO and Gene's EPO side by side and 2{ A. No.
21 suhjected them to endsglyeesidase ENDO F digestion you would 12 . Having repard to the faet that Dr. Exric had found that 3
23 gethasopseous moieials movicg down iuto idomtically 21 conwnercial product Alpha Therapeuties sppeared to migratle
24 cqualmoving bands. Never did Amgen pull the punch, 50 8o 24 with xppraalmatcly the same dze 31 CHO?
25 spak, end refused to say thst CHO mateniz] was different 25 A, Idonot zcoeps that suppacrion.
247 . C 199
1 BORUN « KITCHIN 1 BORUN - XITCHIN
T fom the urimry siandand materfal of O, Goldwasser, Not - 2 Q. Whynot?
3 only, wtake your point it, it would have been inconsistent 3 A, Thisisadifforont cxperiment. This isnet that experiment,
4 forbor 1o say that COS was different: it veould alio Bave 4 OK. This iz not the experimont that ix o page —
5 boen baconsistent for her to say that CHO wis different. 5 . Why does that matier?
§  You have o daubt that she tolé me that CHO moved 6 A, Itis because things ere different in difTerent cxpaiments.
7 differentdy, do you!, or someone did? 1 am sory, my Land, | 7 This it ot 2 nevruminidase digestion experiment Thitiss
8§ mustbe very angumentative and T apologizs. My, Kitchin, 1 8  different cxperimnent; ths i3 2 diflerent erperiment; and
-~ ?  apologim. 9 thisis s differont experiment and e experimental resulic
10 Q. Therels absotutely wo seed 1o apologlee to o, but L am 10 vary from experiment to experiment. Thaveno ides whether
11 geateful. Thank youw, Could 1 abse plense fust Invite you o H the gel parameders are the same. T have no ides whether the
12 lookatthe Egrielnput file at page 13 at the bottem. Asl 12 loadings arc the same, what wes dooe Lo jsotale the rmakerial.
13 sgpotbhaverwhe mingly Hkety, you bad road the Sgele 13 [have no ides if the ENDOF i5 the e ENDOF that was
t4 {nput tike before the foarth priority Ming. Yoo woeld knve 14 eforred to in the specification, 1o ool know where | got
S scen, would you not, ox page 13 of thls decument the 15 thai murber freme 13 must have been fom seroecne - Dr, Lin
6 concluskons expressed by Dr. Egrie at{he batiom of the pege? 16 or Dr. Egrie or Mics Lane  Af that tirne T would aof ave
1T A, 171 had seen {t, T would have see I, yee, 17 knowa what Alpha Therapeutics is or was. [ was not aware of
18 Q. Andyou would have seen, would you aet, thatahereported her | I8 the existence of any commencial erythropoictin available,
{¢  conclasion that CIIO and Lot B2 appearcd to bave the sane alze 19 Q. ‘What justified you purrivg in the results of one experizent
20 by which you would understand the same molecular weight, 20 only?
21 would you sot, apparent molecular weight? 21 A. Boeawsc it was the proliminary information that they had.
21 A The same mobility, aithough she notes that the CHO & vay b 'Q. This was slso prefiminary boformatlon they bad?
23 heicropentous. Again, [ have seea this in other forms 3 A 1did oot ask for all the other preliminary informmtion, and
4 before. Thitis setually & peste-in of page 69 of oge of her u il L had Tam e U would have been 01d this is the only
15 notbooks. 33 nesruminidese digestion study wa have tit compares 2
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HOESCHT v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2
] BORUN - KITCHIN ; BORUN - KITCHIN ’
2 the basis that its averape carbobydrate composition differs 2 Q. M weharealook at page 17, over the page, you will seea
3 {rom tast of the urinary EPO. I thatright? - - 3 parapraph beginning: "The work described {n the Stricktand
4 A Yo, 4 dedaradon and that of the publication died by Strickland,
5 Q. Andig the paragraph underneath the Indent, you may: 5 aswell asthe resulis set cut In the Sasaki et al
[ “Conlirmation of these axsertivas of novelty s f'ound in the & publication sofed by the examiner, stands as tectimory to the
7 attached declarztion of Thomss Strfekiand which provides 7 differeices between applicant’s prodocts and those of Miyake
H detalled deyeription 2nd analyvis of the differences b [ etal Insum, appiicant’s products are iucesd novel™ That
9 carbehydeate sirecture between FDA clinfcal Tot preparations 9 was your submiuien ta the USFTO, was it aot?
10 ofrecombinant eryibropoietin azeording o the present 10 A. Tint was past of the submistion. Yix: bave read {1
] Invention and human urlanry erythropeictin Lolates as - il acturately. There wasa reference © Miyake, Takeravws, Chiba
17 represented by samples actually obtalaed by Miyake 12 and Sugimotn and Papayumopouks. That is mferred 1 ca page
i3 et al. 1s the work (orming the baxly of the pubiication, as 13 t66. This distinguiches therm a8 slso,
i well a3 wrinary erythropoletin sample: sbtalaed by means of a 14 Q. The Stricktand dectaratfen ls 3t K3, tab & That waz made ln
3] speei [Ted modiTication of the Miysice ¢f 1) procedure,™ 15 Navember 1988, 2nd it had two prinedpal variations fram the
15 A Thatisright. Justto sdd to 3 note ooy Lond had thox 16 Mlkyake pracedure, did it not, fimg of all the bufler and,
7 momiag, in tems of explimbon of thy seetion, the 17 secondly, the use of wheatperm apglotinin?
18 madcrisl that Dr. Strickiand oxod was sctsally isolted in 18 AL I will accept that if you represent that is e case.
A1 19 1975 by De. Miyske end Goldwassar. It was the subjectof the 19 Q. Benst aceept it from me. I yor cansot sccepd It —
+ 20 Miyake ctal poblication, 3o we ase talking righs back to 20 ME_JUSTICE NEUBERGER: You wan! him to check?
2 fimt principles, a sapic from kis freamy of the pateril b MR KITCHIN: Twould Kke him to confims that those wre the
] that formed the batis of the 1976/77 pubication. That was n diffaences,
23 oy uodenmading. 13 A Those are two differences or that those arc twa major
#4 Q. That ls part of the qory, ls it not, Mr, Borun, beoxsse the A diffecences?
25 otlier part is that you are alio rdylng upon urizsry 25 Q. 1o 3o far aathere are dlferences, those xre they. Do you
308 L ’ 307
1 BORUN« MITCHIN 1 BORUN » KITCHIN
2 wrythropulelin samplcs obiained by mexos of & specifiad 2 waat to bave a look at X3, tab 67 I is eisois D, which we
3 modilication of the Miyake procedure. 3 will give your Londship the eefeceaces for,
4 A Thatizright & A, Atpage 2 thoe iz s difforace —
5 Q. It fell Into two parts, did i aot? 5 Q. Letme Just take you through i, IF [ may, My, Borwn. Flrst
6 A Thatiswhat it gy [ of &li, at paragraph 4 we see the clalm In issue. Is that
T Q- Azd you refled on both of them ta extablish nevelty. 7 right?
E A They were boti niturally occurving wrinary EPO. If you are 8 A Ye
L~ §  saying tat onc shoaid imply tat they both refer 10 priae 9 Q. Atparsgraph 5, s 3 fair to say that Dr. Sircldand
; 0 antEPQ— I apprecisted xad you were putting this ferward Lo establish
11 Q. What we knsw b this, is { not, Mr, Berun, 2nd wecan ek u novelty over Mlyake?
12 xtthe Strickand dederation and perhaps we should In s 12 A Yea.
13 manmwent, that the Strickisnd procedure which favolved the 13 Q. Inparxgraph 6, comparison B belng made with r-HoEPQ
4 modlied Miyake proces remlted [ what we have been 14 obtalned from CHO cells. Is that right?
15 deseribiag as Lot 317 15 A. Letmeback upon parapraph 5.
t6 A Yes 16 Q. Of couric,
17 Q. You here are putting forward {o the USPTO n submisxlon that § 17 A. Thissays that prodnets of the 178 2nd natunlly eceurring
12 waderial ebialned by the modificaten of that Mlyske [} human EPO iselated or naturally ocowrring EPL) isolaied fom
15 procedure [n material which can properly be conzldered In o urine, 56 that iy not Emited to Miyake,
20 comparisen to the recornbloant preduct In order o esiablsh 20 ¢ Butirinciodes Miyake.
21 novelty, 1 A Thatwoald include Mivake, but it is not Miyake exclugively.
22 A. Orinorder o respond to nat orly Miyake but the ather 22 Q. Inparagraph 7 he explsing: "The uEPO employed In the
23 primary and socondaty refionses cited which were alleged o 23 procedure for psragraphs 8 and 9 ... (Reads to the
25 anticipie or render the tubject-enatier obvious. 1am 24 words) ... s modifieation of the procedure of Miyake He
25 unaally prety, pood at Listing whatal) was involved. 25 {s potag 1o s Miyake with modifications.
306 01
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HOESCHT v KIRIN 5 FEBRUARY 2002 PROCEEDINGS DAY 2
i BORUN « KITCHIN | BORUM - KITCHIN )
2 A TheuEPO from parzgraphs 8 and 9 arc going o be used 1o 2 danmawitable to us k3 patent atomeys who are, what
3 miblish  distinclion between CHUEPQ, with respect Lo 3 Weare prior ari zensitive. 1 am not going to cot and paste
4  recombintnt human EPQ, For these procalurs in 8 and §, be 4 ancestire study ol isockecwicfocusing based on two iferent
5 wili we the modificd material of parpph 7, which A, B, €, 5 mwiczials, one prior artand onc not and fiil to pitt in, now
6 D,EFadG. That7, {think, chenges. 6 that oun prior art seaitive, the ooe that is not priee kg
7 . Whatdo you nadersiand ta be the differeaces fram Miyake? 7 and then beacoused st some biter day of sxying, “Ha, you put
8 A Inthat listin there? B in Jess than 2l the experimenss on isocketricfocusing ™
9 ¢ losubstenee $ Q. Soyou aporedate you had & duty of candoar at this point.
10 A Inali? B isthe same, cthane! prcipitation, the same. 16 A. Tapprocizied | kad & duly of candoor, 1did oot appresisic
11 C it eaentinfly 21 described. D, sppareoily & distinction: 113 ks was Low 82,
12 is made between some procedurcs thal are esentially o= 12 Q, Never mind about the wards “Laot 317,
13 desorbed and others that are nol cazentialiy as deseribed, 13 A OK
14 E, T cxnngt figure it put without the Miyske in froaof me 1% Q. Iam ialkisg about the procedure. Be kind eacugh now togo
15 Tsectharthere ks an appiication to the wheatgerm 15 backto E9,tab 336,
16 aggiutinia on the fraztion eluting from the sulfoprpyiyl 18 A. fxpp duty of tandaur, and [ 2lso apprecizted that you
17 Sephadex colamn, Thom is sormcthing being refemed to, 17 can be charged with ditreganding your duly of cxndour the
] 1B sppercnily s further extomtion on the wheaigerm agpiutinis I8 minute you do notput tomething in. You make a conscious
i 19 progodure 19 attampt lo kave somcthing out. That i why I gencrally pu
20 Q. Anythizg ehe cateh yoor eye? 10 everything in, although I did net in fact work with
21 A, The muterial duting from the hydroxy] apasite eolumn. 0.75 21 Dr. Strickland oo this. ! am aware of what it includes,
22 mM potasshis: phosphats does not sound Tike tie final steps of 72 Q. Would you turk back to busdle ES, 1ab 138 You have
23 Mipke 2} explaloed you had 2 daty of candour. Loak please with me a
24 Q. Ino the ight of those points, you nevertheles 1 sy yor, Fal page 170, al the paragragh which we examined a moment spo,
25 your firm —~ (tvought It proper to presenl thhyma s 25 Just bedow the Indent, which sxts ont 1he glycoprotdn In
k1 . . m
i BORUN - KITCHIN H BORUN - KITCHIN
2 represeatation of what the prios urt Miyake woald prodoce? 2 fuwe
3 A Wo. This ix an attespt io show differences in carbolydnate 3 A Ye
4 with saturally-accurring erythropaietin, of urinry 4 Q. You write: "Coufirmation of these auserthons of zovelty b
5 aythrpoictic. as is the procedore shown in paragrephs 10 $  found fn the attached declarnilon of Theroas Strickdend.™
6§ where Dr, Strickland weed the — 6 A, Abschatddy,
7 Q. The Goldwaner materiai? 7 Q. 5o forithe parposey of dealiog with & povelty objection, you
B A, The Goldwasser materiat, setuslly abiainad right out of 8 are redyisg upoas Dr, Strickisnd's wark both with the actual
ol G Dr. Goldwaszar's reftigentor. 9 Miyake methad and with the modiBeation of the Miyake mechod,
) 16 Q. fam ol dlsputing that with you for one moment. 1am 10 areyox eel?
1 cotcentruting on the front hatf of thle declaration. 11 A [ am uging Dr. Strickiand’s daty in support of the face phar
12 A. The front ol this declurstion says wo have two Lhings to Gy 12 we have sovel glypooproteing. That i sertainly supplicd, you
13 about uritary EPO. We ere gotng i say those Sings with 13 will agree with me, by the cross-c ference to
4 respoct 10 oae common meombinint EFQ, end we wili say them 14 laschecinicloasing with D, GoMwaser’s, Ifinan
15 wout thosw two difforent wrinary EPQs. One is prioran 15 ahendaner ol cxvtion we put in sdditional material which went
18 winwy EPD; oas is ot 16 w0 the FDA . That is another thing. Send somcthing to
17 . You werezeeklag to estabiish movelty, were yoo por? 17 the FDA thal you da net sond 10 the Fadent (ffice, you are
18 A. We were secking to put in information eonceming differences 18 charged with fraud. That iz someihing thad the Paters Office
13 berwoen recombioant producis and nrinary-detived EPO products | 15 - said, *You o oot sond & the FDA, you are churged with.
20 imespextive You sex, Dr. Shiskdind is prior art gevtral. M fracd* Ve, {um sware of the duty of codour and [an
21 Hedoes spetiments. He does expariments, and wis doing 3 aware how casily ivis abused.
2 cxperimeals, 10 got into the Patont Offee ... Excute me, 1 T2 Q. Your pesition belure the USFTO was the! the differences which
23 et things through, spart from seientific curiosity, [ have 23 Dr.Sinckdsnd had istrodrced ata the Miyzke procedure made
A to atoibute to him, because is ho hore, but to get things 34 no differvnce with regard (o the finsf praduct hecause it
25 through the FDA. He docs exporiments. There i experimentsl 23 was, despite thase differences in procedore, nevertbeien
3 2
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HOECHST v KIRIN 6 FEBRUARY 2002 DAY 3
i DOGRUN - KITCHIN 1 BORUN - RITCHEN
2 A Ya. 2 very hard w tell fom the page of the Egrie input Gl }
3 Q. Youdid knaw sbout the Eprie peblicativat; you cid kpaw shoul 3 kot sireolating, bot you @ sos that we
4 Ibe Egrie declarstlons In coanection with the Interference % Q. Tam fustSookbng xtyoor stale of mind now; { 2m oot 3idog
5 procecdings; and you did kavw aboul the brlef which you had : yom i8 faterprel the dara. am acking what your ttate of
@ wbmitted in conaection with those Isterference proceedings. §  mind wasis 1992, and a3 T uaderstand you, you say you had
7 Sobythat stape you unguestionnhly knew that there wasa T motformed the view A 1hat polat in 1992 that page Z7 showed
5 large body of experimentation upan which Ihe Ampen selentitts & that COS was grester than wriaary EFO.
% had expressed the view that €05 and urleary EPO efgrated (o 9 A Youeould not deborine i from thal page.
10 e same exiend o0 SDS, That we know. Is that pot right? 10 Q. Accscdlagly, yeu snst kave knowa thai this starement fu the
tH 1t

A, That i oot rigat. There was nok 1 lrge body o
experinientation. As far 33 |have ever beem able to e,

. bere wat & ginple experimient when the COS materist, which
was the Girst aignificant smount of cocombizine mseral, was

pakaat b connectiec with COS sad urfaary EPO, ro Iar ay

I2 their pelative migration aa SBS was coscersed, wis Inenrract?
[} A Thatkwronp Weses(bis pags 27A thut & wax comrect,

14 and Br. Masnadaina thaapht 3o and that Prof Curenings

15 prouced where the crude material from the COS eelf 5 satenso
16 zupernatunt way compared to Dr. Geldt 5 BPQ and 16 . Waatk morr, In councetion with the CHO comparison with SDS,
I7  Dr. Bgric joyously observed that thiy materis!, which was 17 you kmew thalwork had beew carried ont comparicy CHO with
18 hivlegkaily active. also sppearod o migrmae in the same 18 Lot ¥ en 5DST
19 mresag Genels EPQL That was wonderfil toher, Tam surc it 19 A By §994 - yoo ae aiking about te date of the berrizg?
23 swek in her menory foreve. That xame gl wig ot wp and M Q. Ne; by 1991 yoa knew that CHO 2ud wrinary EPO bad becs
P21 republished again and again ind again, sad tat same gel was 2 compared ou SDS?
21 the subject of Prof. Cumimings's opision that, inderd, they A Y
2 did sl necesarn ly migrate demticelty, 5 Q- And ysu inew o connection witk that CHO 16d wrisary EFO work
24 1. By 1932 yoo Leew of the Egrie declarations filed a 24 ot SDS that 1t bwd beew potilished by Dr. Ercie In the 1585
2% conaection with the interfereses? 25 pablicstien 1nd by Dr. Browne asd ofberwise In 1986, did J’“
409 N 41
t BORUN « KITCION H BORUN - KITCHIN
2 A Yo, cotalnly, 2 .14 d
3 Q. Theieisdleated thai asa resalt of those experimeats 3 A Ya
4 Dr. Egria x5d come to ibe condusion that COS snd wrlaary 4 Q. And you knew ths! both of them had descrfbed theie product as
5 migrated fr the sa0e exital e SDS; oorrecr? 5 haviog beem prodaced by the Miyake procew?
§ A lnooin eaperiments, yes, | cestainly knew that, & A Tdisagree wich that, but { understand how yoo exn find that
7 Q. Yom kaew that dets kad becn prbllibhed by Amages 65 the 3ame 7 SUEpTEton. There was onc SoCument that you fhowed e wherg
B xfect bn the papers and g Poutdng?) io which we bave £ Twrat not permiitted o bk, an FDA document whire { wiss not
% referred, $  pennined 1o look, o ser i there was an explinstion of any
=4 10 A. Basad on thoce pune experiments 10 powible differencer in the parification of the EPQ. Thee
11 Q. You bave lso sabmiited that based upon those experiments COS 1 warone publication that you ehowed me Bt just had Miyake
12 recombinast EPO and pesied human ursery EPD migrated 12 etalaaa st for the winary B8O, bk the questions you
13 identicaily on SOS-PAGE? 13 posed o me were 21 1 Dy, Egrie’s st of mind in making
14 A, That point was rasce i the brichs in the interfiercnce asa 14 thatsaement. {specifically asied il you wanied my
I3 poitiof distinetion with repec t the CHO cel? material 15 opimion aboul whether 3 porsea who was skified i the asg
16 which ¢id not, ad as { submitied 1o you catics, bud § bem [6  would mnderstand that and you id not want my opinion.
17 involved in the drafting of L. Egrie's dechiation ! would 17 Q. You alsa ke al thls siage, becausy yoo had read the Egrie
18 haveinsicied oo finding the arlerlying experiments that go 18 Ieput file, about work carvied val by Dr. Egrie on Alpha
19 o the facrdhar OO celt sddicionully b larger, moves 19 Therspentics 3nd thet the Alpha Therspeatles produet migrated
20 slowarthan the wrinary EPO. 23 to the tame extentas CHO on SDS. Un that not rightt
21 Q. Yow ssy that you did sl of thix stage Jn 1957 know about It A, [ knowol that conclution. T was wawaze a1 th time that
1 page ¥ of the Egric Input fik oy pupgestiog & concluaisn n Lhere were other geis that showed 1 differencs in tigration
2} whick you may have camc to st sarmc pelal dater that COS vas 23 and leoatinued to be unaware 13 8 exaaly what thar Alpha
24 grester than arinary EPOY 24 Thenpeatics matoriad v 1 is cortainly not pripe at
25 A Ui very baed, | bave been saked about shis before. [1is 25 materialia any conteat that 1 am awzee of.
416 412
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HOECHST v KIRIN 6 FEBRUARY 2002 DAY 3
1 BORUN « KITCHIN 1 BORUN « KITCHIN
2 comsbder wador parameter | SDSY 2 MR JUSTICE NEUBERGER: That s gage 415, 13m just reading thar
3 A Y 3 imta the oraneeript for ey own note. D2, 32, 415,
4 (3 Hepolatx out at the bartom of page 3 that the patentee has 4 MR KITCHRN: A page 7 of the doctenest you will See a reference
5 pablithed itsell through trre Egrle papers that COS H L ¥ top 1o Miyake,
[ recomnbinant EPO migrates [deadenlly (o hamen urfaary EPQ? & A, Yer Fape 165 2! the botony, yet.
7 A. Thatis commct Thatis & fair comnent #nd you have made 7 Q. Lo coansction whi, the Miyaks publicatien yau r2y that the
8 that repeatzdhy, L4 publicstion reported x seven-sicp purification procedute
¥ Q. Atpxge d fust cast your eyes through that, pleate. Yair 9 developed by Dr. Evgene Goldwaszer in 1976 for praparing
¢ falrte say that ba summary It s hls evidence that proteing 19 homogemus aEPO form the urlue of paticat with aptastic
H siny behare anomaleusly w2 SD5? . 1 anapmix, “The procedure indades ethansl precipitaty
12 A Danosure tharis o conchesion, b cach Bxtance he is 12 DEAE-agamowe fractionation™, and 10 forth
11 saying that Western blot and alf these other things, 11 13 A et
14 these other parameisn, ke not suitable for distinguishing 14 Q. "This partfication procedury produced homogenous «EPO ax
15 urinary and t EPO preparations, and our paint in 15 shaws by SDS-PACE In two separsie fractlons from the final
16 reponse, by Prof. Cutivedngs, wis that for any two gins 16 puriflcation gep. Thest tweo lenctions of 2EPO were analyred
17 wwinasy sid recorbinant pecparations, that arc both 17 =nd shown 1o b distinetly difforent from recpmblasal rEPO n
18 piycoproicing, there wil always be & dissinstion i be made, 19 the Strickisad Seduration (Exhiblt BY, fisewssed Iofra™
19 whaher ornet it is SDS-PAGE. 12 A Yer
1 20 Q. Could we hare x ook af the Amgen rspoase, pleass, whichyow | 20 Q. That Stricklamd declaration s at E J, tab 67, ar the nexs
1 will find Ia bundie EJ &t tab 67. You will need ta keep aat i) tab o your Lardship's bondhe, | think,
n EI6, if you waeald be 2o Kod. 2 MR JUSTICE NEUAERGER: E3, 677
23 A Dhave itsul, yes. 23 MR KITCHIN: My Lovd, it is there ot well There i
24 Q. ALEY, tab 67, you respond te the varfous submizdons made by 8 duplcation, bt | just heand from my kel that the same
25  theopponcsisand aanex a sericr ol anaexes fa conncetion 15 document, the Strickbind declaation —
a7 e
1 BORUN .« KITCHIN 1 BORUN - KITCHIN
2 with particular mipects of the sbjections ratsed. 2 MR JUSTICE NEUBERGER: Prpe?
3 A 1wl actent that, yes. 3 A MyLord, ithas P273 at the top. It ix chout thres-quenas
4 Q. Thatwas fed e Prbrmury of 1994, 4 ofte way tiooegh ab 67.
5 A Yo 5 MROIUSTICE HEUBERGER: [ have it tank you. It comes afir
" & - Q. The navelty lssae was developed by you fn annex A; s fhxt 6 page2¥: you are quite right. Thank you very much.
7 dght? 103005 2 help, please tal put E10, tab {2 My T A Uscotha, yer {bavethatin front of me Bt iz four
§  Lord may kave bewn Joaking at it Jo DL, tab 31. % paget lonp, M. Kitchin. [s thatihe one you wrerefaring
9 -A. Fste, yeu, E10, tab 12 35 3 compleae form of what has been 9 1ol
10 extosied .o Ne. 10 MR KITCHIN: {think theare may be some confiision because oy
13 Q. This s the anaex dealing with the argaments oo povelty? 11 onderstanding is that the Strickand declamtion exhibited s
12 A Yes. There is a acinex that deals with the srgement oa 12 B & » four-prge documant, yos.
12 novelry and that fs EI10 atab {2 13 MR JUSTICE NEUBERGER: Thatixcight, Ifyou g EJ, 67, y0u
14 . Yery pood. Conld we have 1 Josk af that, piease. 14  comeout i page 27 10d then you start with pags { and that
15 A Yeu 15 isa fowr-page docament, just foar pages, signed by Thomas
[6§ Q. DId have you a chance 1o review this? 16 Stricklind.
[T A, For purposes of thiy hearing? 1T MR KITCHTN: Tt squnds ss il we bave the seme ose, ty Lovd
18 . No. Atthe fitne of Mg you would have had o chanoe to 12 MR JUSTICE KEUBERGER: The last puge is just the solemn
19 reviow $hls? is cociurntion,
WA {wouid agres, presarnatly § did, 2 MR KITCHIN: Dated Sth January 1984,
21 MR OKITCHEN: My Lord may have besn working off tw copy at D2, 11 MR HUSTICE NEUBERGER: Thack you very souch.
22 wmbhl 12 MR KITCHIN: That igel{ refent in paragraph 2 1 the work that
3 MR JUSTICE NEUBERGER: That i3 the onc § have been working off. pi hie has carricd out &t Amgen since 1934 and that one of his
24 MR KITCHING bwifl work of the ge numbers, i1 may, of the 24 repoatibilities bag boon the amdysis of Gue carbohydnte
25 document Page T. 15 portion of retombinant EPO a5 prodeced by Amgen. Hesys,
418 420
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HOECHST v KIRIN 6 FEBRUARY 2002 DAY 3

i BORUN - KITCHIM 1 BORUN - KITCHIN
2 "As pant of this wark, 1 kave swudied and compared (he 2 Q. Let usgoon togeiher on this particular bssue to page 14 of
3 carbobydrie porten of recombinant EPO with that of ennary 1 anner A
4 EPO. Lattach bereto as Exhibit TWS-2, 2 copy of 3 4 A Yo
5 declintion which was {iled during the proseoution of Amgen's 5 Q. = paragraph {.4.4, where [ wartd sagyest to you that your
6 product claims in the US oo EPD, application Seria? Number §  posiies was made clear beyoad argumcat
7 13478, and 5o forth, T MR JUSTICE NEUBERGER: This o pape 422 of D2, 32,
3 A Ym &I MR KITCHIN: That i Aght, my Lond.
9 Q. Hecoulioueyat the end ofthat paragraph: “In that 9 MR JUSTICE NEUBERGER: Page I3, 1.4.4, yes.
10 declairation, I reported os boctertrc focusag experiments 10 MR KITCHIN: Here, paragraph §.4.4, headed “Strickiand
u which ¥ had conducted ned which demonstrated that R0 1 dechimiion”, you have written Dr. Stricidand’s wark on
12 exhibitya lower or more scidic Iseelectric point as csmpared 12 isodecsricfcuding sialid istant chirges and ullation
11 torEPO. This more seldlc natire was determined tobedacta | 13 analyss ave roporicd in bis dectaration and represent the
14 differences in the carbohydrate compasiticn of the 4 best connprricon of rerombi EPD made ding 1 the
15 malecules” Thatlsthe Strickland 88 declaration which we 15 disclonge of 605 and the prier mtuEPQ of Miyake cal.”
16 have laoked at before. 16 A. Right
E?7 A D xmoormin that that Ly what be was nefemring 1o, 17 Q. *The resclix of Dr, Strickdasd he liosdectricfecustng
I3 Q. Andtbatls my bundlests 2t K3, tab 6. In this brief, annes it sxperimaruts demanitrate that REFQ demenrtrates a kower {more
A F 1% A youwere relying upon the Strickland declaration which 19 rxddic) isoelectric polat compared t6 rEFD 2ad are tompletely
it Etself relied upon the 1783 work earried out by 70 enasbitent with the resuils reported la Storriag ctal The
U £, Strickiand on Lot 82 and Goldwasser? 4| UEPO wred fu thit study waa parified according o the
A, Az well 21 the mmtris} obtainad sppareutly laks from 3 meveo-itep procas deseribed b Miyake ot &l except for
23 Goldwasser, wo famples of urinary EPO that sre desigricd 23 slight modlitextions us nated in exhibit 2 to the Seetekdand
4 Alphs snd Ben, and that is ted into E1O, @b 12, page Tt 24 dechuratioa™
25 the two fctions of WEPD chat were smlyzed and shown to be 15 My saypestion to yon I3 that this makes i absolutely
421 . v . bal
! BORITH - KITCHIN ] BORUN - KITCHIN
2 distinctly different from rEPO in the Strickland declarztion. 2 rlexr that you were saying 1o the bosrd that Lot 82 was mude
3 Q. Spedfically here, In connoction with the sppeal kearing, you 3 accardiag to the Mlyake process with siight modlfications
4 sre agaln yedying xpon D, Strickiand’s wock, Ister alia, 4 which did not make auy materlsl differeace
5 upoa Lot 81 to catablith novelty? 5 A Inyour premive, you indicated that [ wroie this snd [am not
§ A, | thizk it ix clear that Dr, Suickland said, "] um the same & sure  wiols this; but | eortaindy sccept it as as apement
7 Stickiand that made a declanatioa in the United States. 7 thatlreviewsd and was putin 1F your point is that it
-1 Here 88 acopy. It showod that macsrial [ por from -1 shoald have said "xad additioas] uEPD used” rather than “the
9 Gene Goldwasser that was actually purified in July 1976 and % vEPO wod®, I lzke your point. It dows say & somparison o
- 10 ‘was the basis for the paper bebaves differently ia torms of 10 the prier an uEPO of Miyake &1 al. Anyone reading thel
11 isockectriefocusing rexules from CHO cell EPO." Thatis 10 dectaration attsched to Strickand’s deslaration as TWZ would
12 comect Thereisabo n reference there 1o Lot 82, Esthay 12 understand that Anyone reading Dr. Strickiand's
13 what you e referring o? 13 e haration, which is the four-page declaration that we are
¥ Q. Y. Herdled on both of them. That ix my qaestion 1 you. 14 referring to, would uaderstind that those wern sbsolutely the
15 Ts that not right? 15 alphs and bota WEPD products that came oul &1 the Two
16 A Youhave to go back and look xf what the material was being 15 homagmous fractons of the kydroayl spatite-type column.
17 submined for in the first place in the Uniled States Patent 17 We just went through that on page 7. That ik what is
1B Office {twas submided foe the perposes of supporting 1 18 refared wonpage 7. Onpage |4, we sre seying that
1% sukcment that urinary EPO will differ from recombinant EFO 1% Dr. Swickhnd's work on isocleetricfocusing sisfidase
WL incarbohydnte composition. [othat declaratiog, ast 20 resistant charges and selfation analysit wre reported in this
N taplyined yesterdyy, there wag a prios st EPQ wed » A declamtion. That is the feur pager, ples its attachments,
22 nonpaer wt EPO. [f you want (o 3ay that saly the pelor 22 Theeis also atiched to that the §982 doclaration that had
n art EPO vas vatuabie for divtinguithing differonce in urinary 2 both, Perhapy it should have 1aid "and the uEPO used ina
24 EPO, duatis fine, You can taks that position and we have 24 prior study in his 1988 declaration™. [ wnll accept
25 superfluously putin the Lot 82 paterizd. 25 eriticlsss on all those points for having fet this o though
422 424
25 (Pages 421 to 424)
MARTEN WALSH CHERER LTD 27729 CURSITOR STREET LONDON EC4A ILT
TELEPHONE: 020 7405 5010 E-MAIL: martenwe(@aol.com ™ FAX: 0207405 5026

AME70290482 AM~-ITC 01075098




HOECHST v KIRIN 6 FERRUARY 2002 DAY 3
H BORUN -~ KITCHIN H BORUN - KITCHIN
2 with same degree of zubiguily. 2 eells, you cas orly have there bees referring, can yoo not,
3 Q. Txm aot critieizing you in that respect, Mr. Boren. My 3 to the pastage that we see bn the £05 specilTestion?
4 sappestion lo you Is that you belleved that the madifientlons 4 A Yam oy, Thereis ne reference to host cells in the pant
5 mude to the Miyake procesy, and which are referred ta here, 5 that you poinied me 0.
[ made absotately oo difTerence to that process in terms of & Q. Atpagels,
7 whatitwould produce. 7 A. There i no reference to bost cells in what yoo have poinied
8 A [thisk it would make sbsalutely no dilference fo the protein -] me H .., [ amsomy. "Any oumbe of known recombiaant host
- in ters of there belng differences {n isoelectricfocusing 9 cells”, 1o that woald be CHO, 005 —
I reculis, and thal was the cape, Doth were diffarent from the 10 MR JUSTICENEUBERGER: Thatis right
{1 recombineat EPO in torms of the isockectriciocusing dom « It A. - bahy kamater, kidney. 1 do ot think anyone was doing
12 baoth the prior 20 £PO and the pon-prior st EPO. 12 anything clse in mammalien hoet celly. That would include
13 Q. You thowght that it was xppraprizte to rely cpsn & process 1» yeas cells and, of course, baterisl cells.
14 which kad thest uodifications in it k1 good wod, indeed, best 14 MR. KITCHIN: Weat marerial in the patent demonstrated a
15 evidence of what EPO made sccordng to Miynkz would be, such | 15 deteetabls wad significant difference betwem recombinant £PO
15 that you could cowpare W with your recemblnaat EING and seek 16 pmduced in agy rumber of known reeombinant best cells and
17 o show novelty. i7 wErO7
I3 A rgest thas pesition. The document that you sre referring 12 A Wl —
19 mew hoe wia about the ateched study, TWS2, tulia 1% Q. Lot mekelp you. Ttix the panage on puge 145 of bundie A2,
¢ &0 sbout paragriph 10, and sddrezsex (he fact that it was uEPO 2 ksitnot?
2l obtained from Dr. Goldwasser which was preparned in 1576 21 A. No. ftis aot exelusively that
2!  according to the Miyake procedure. Fdo not see howthis 22 Q. Jwpertanty, It wontd lxctude that, at sny rate. You would
2} could b taken 1o indicatz my belief that the Lot $2, or the 23 steep! that?
4 belief ef anyons involved in the sathership or review of 24 A, Lwould say, a3 1 5it ham toduy, that it imporuntly
25 this, material which was not prier a7t EPO was prior ant EPO. 25 inchades that caperi s deserdbod there that has never
425 ; . 427
i BORUN - KITCHIN 1 BORUN - KITCHIN
2 Lsuggess to you that whea you wanted to make s 1pecillc 2 been conterted siwsevfully hefore as kaving tkeen plice and
3 reference, or thought It apprepriate to make a specific 3 azhaving mecuntely reprocntad whnt did ke place, ¥,
4 reference to, to the different fractions of «EPD, you did 1o 4 The importance Tamach to i1 B tn importenes that I3 koyed
35 and yon s made it cloar, k5 we can soe from the bepinnlop of 3 futhe tmportasce thay hay heen amached 1 it today and
1) the third paragesph: “For bis tolfztion stodles, 6  yesterday wnd i these proceedingy - not in any terma of
7 D, Strickdand sbio wred actaal samples of the — prepared 7 ®icntific imp B i3 mt o2 perd Various other
B zccordiog ta Miyake.™ B experiments wert performed that do show dilforenesy, They
¥ A Yoo 9 have shways thown differtnces betwoon sy Kind of .. At we
10 Q. Do you buve any communt upon that? 10 stateright box, wizary EPOQ will abways be differony, that
"1} A That is what it zayx. T i glyeosyined, from any glycooylated ecenembinunt EPO fa
12 Q. Could you po back o page 9 of anmex 4, plexse, where xgaln 12 some way, That is the poixt thaz we were krguing. Meybe we
13 yom are addrening the questisa of sovelty, paragraph 1.4, 13 undlentock 160 Brge & task, but ecrtainly the seferce
14 A Thaveil t4  mpporied us in this pamer,
15 Q. You tay here [ the thtle: MEP 148 605 sad the fterature 15 Q. Yax Intended the mader of thbs o understand that the (05
1& refcreaces demonstrate differences between rEFD zad wEFO™, 15 pateat dercribes x difference betwren COS and CHO urinzry EFO
E7 A Mmnh, Whether isoluted Lo the priorart oe not 17 o8 the oae wand und wrianry EFO on ibe sther oa 5DS, did yor
18 Q. [nthe Gk sentcace you write: *EP 145 605 aad the i85 ast?
18 relevnat fitersture refereaces dananstrxts x deloctable sad 19 A Thatdoes in bt hold wp, a3 15 363 ot in Prol. Cumerningsy
20 gdgaiflcast difTerence between rEPO produced In sny aember of | 200 bble. Yanage, he had o diffirence in moleeulsr weight,
21 knawn recombinxat hoat oells and ¢EPD, whether {solated 2k Saaakd has a diffeeenes in mobecular weight on SDS PAGE.
21 secordingp to the prior nrt Miyake or Sarald ¢t al refereaca 21 Eaibave & differencs in the moltculis weight on SDS-PAGE,
23 or lsolated by procodures publlshed xiter the relevant 21 s 40t ot ot pagr 12
24 prionity date Specificstly, Mr. Bondn, ta g6 far at you M MR JUSTICE NEUSERGER: That isnof quite an angwrr ie the
5 xrereferring to 605 aud any number of kiown recombinant host | 25 gquemtion. Mr, Kitchin you had bener Tepeat Cye questiont.
426 428
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HOECHST v KIRIN 6 FEBRUARY 2002 DAY 3
1 BORUN -XKITCHIN I BORUN « KITCHIN
2 A, Thatis comect 2 Egrie papers.
3 Q. 1urve twe point, Mr. Barur. First of all, Brol. Cammings 3 A Yex. Prof. Cummings it pulting sgainst Dr. Conradi bis
4 did wot there say — xod you have oot suggested here — thai 4 interpretation of the Egrie papers, that they do not
5 tbe papers show that COS EPO hass Mgher spparent molecalar | S establish that the maserials migrate identeally, That is
] welght oo SDS-PAGE than wEPO. L chat not ripht? 1 what the coattoversy B abaal.
7 A Dwould kave 10 5o prozisely what Prof, Cummings said in his 7 Q. Batdid yon ever disclose tkat there was nothing nndertylng
& deciaration o confirm that. 8 example 10 other than that Egrie werk?
% Q. Atany raic, yeor argument $orc s that they migrate to % A. Ido oot endarstand what you mean by “usderfyieg™. Do you
10 siodber reglons bt xre sot Jdentes]. There & no support W mesnhad it been repoatod? No, not to my knowledge, it had
11 1o those papern for the propositjon that COS EPO has a higher 1 nol bees repeatad. Had |imown that it was going o be
12 appareat moleealar weight thae urlnary EPO, 1z important, T would bave 1334, *Jomp into your froszers and
13 A, I 'would have to see what Prof. Curumings sayx hout that. He 13 sor if you have any of that COS cell peateniad Iefl. Let us
. aax sy grmilar tlower or siclar frster, 14 v thal cac again,”
15 Q. Tam talidug about your subeslision & 1hls stage, 15 Q. Did yon ever disclose to your opponcats or o the Board of
16 A, Oursubenission is Dr. Prof. Cunwnings’s subsmission. 11 Appesl that there was nothing enderlylag example 10 ather
17 Q. So you rely on wothlug other than Prof. Cuetmings. Isthat 17 than the work carried out by Dr. Egrie?
18 righer 13 A Ezample 10 is the work carried out by Dy. Egric. } have no
#1190 A | ihink it world have been unsafe for me 5o tely oa sything 19 idea what you mean by "nothing undedying it
0 bul Prof. Cummings for this section. [was referming Lo 20 Q. Other than the wark by Dr. Egric, beenuse what —
21 Prof. Cumevings, It was bis opinion, He is cortsinly the 21 A. Thers was nothing undertying any of the experimentad resuits
2 mast significan| glyeobiologist | kave ever met, 22 in any of e publicziions other than the wock dosie by the
23 Q. We have seca that you have repaatedly relicd wpea s paziage 23 autkors of the publications. [ do not understand the
24 in the specilication a3 sopport far the Tuet tha there b 24 question.
23 difference ln the bebaviour of recemblaant EPO whether 25 Q. Twill try once more.
A3 . B 5 1
1 BORUM « KITLHN i BORUN - KITCHIN
2 prodsced by COS or CHO cells 9n the oac haad sad urlanry EPO 1 A. Wedid oot il than thae is nothing undalying the Sasaki
b ax the oiher. 3 experiments but the Sataki expeniments.
£ A Ye 4 €} Did you isil them there was anything wanderlylnp cxsmple 19
5 Q. Thatls right. You dave consisizntly rriled upon the passage 5 other than work carried out by Dr, Egrie?
€ Istherpecification. 6 A, Wenover said that thers wat.
7 A Absolutely, xod § rely oo it fodxy, ux ] 5it hae, 7 Q. Cenld you please Juest Fook 2t the last section oo page 21
& Q. Did you wvur dlicloss to the Board of Appeaf thal there was 3 where you sbrerve: "Moreover, tonvnenis an the similaritle
9 wothlag voderiylug that sinlesscat othor tran the Eprie work 9 of recambinant KFG anit arinary EPQin seme of the sarly
o 1 which we kave been lookiag 1T 10 publiextl deserdbing recombinant BP0 mast be placed In the
IT A, 1think itis and dable, from & remding, that that was x 11 proper temporal eontert.™
12 preliminary exporimens, cxacily what k involved, exsatly 12 A, Lamzomy, | have missed our ——
13 what the resuln looked ke, Hy maying that theme is 13 Q. Hhipagell ol manex A, &l the bottom.
14 nothing underlying it mther than the desaiption of it 4 A Yo
15 thee is something undsriying i and that i the description, 15 Q. "Atthe rzdly states of analysts af rEPOQ, {t was qulic
16 Q. Yum sze, my pelad, whick ] am irying e rxplore with you 16 surprisfng {10d henee most neteworthy) thet rEPQ could be as
17 A, Hyou uv ruggesting that the work was pever done - 17 similar 1o uEFQ at It wits found o be™
I8 Q. What I am (ryiag to explore with you, Mr, Borus. is this, [t AL | think that ix exsctly what | sxid shoot De. Epric’s Gret
19 ibnt the patent was pubbished, aad you were relylag wpas the 1% wionk om the COS ool matarial. She was hagry, delightad,
n pablished stxtzment [n your patenl, in Ampea's pateat, that 20 . Truggar i yoo, Mr. Borum, that the fmpressicn that you
2t COS sud CHO recombloant EPQ on the cor buad bebaved 2 were seeldng to pive there was tist the work reported in the
22 differenily from urlaary EPD on the other hand on SDS. P Egrie publications was exely wirk snd cansequently I was
23 A Eaa pageciment involving the thres togecher, subjeced to 33 subject to doubt,
24 ooueminidsc digation, yer. 24 A Yes. ftwasas preliminasy as the wark that {s sepantad in
25 Q. Aad Conrad{ hery is potting apuiast that pregotiifon sume 5 the specification.
434 436
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- HOECHST v KIRIN 6 FEBRUARY 2002 DAY 3
H BORUN - KITCHIN 1 BORUN - KYSTCHIN
1 Q. Orihat Ampen kad changed its mind over those early Egrie 2 A Prof, Conwmings had no ovidece on e expariment that gave
3 publications Thal was the lnpression that you were irylag 3 rise 1o 1he text on SDS.PAGE, 11 far 45 | know, in the
4 to give, wazit not? 4 specification
5 A No. [amsrying in refezence specifically to 5 Q. Then what cvideace are you relylog kpoa In support of the
& Profl Curariings's conunents tat . Again, 1o the exsent chac [ siatement in Chis parent [hat OGS hsd x higher apparent
7 lam talking about this as though I wrote if, | do not rezall 7 molecalar welght on SDS thas urlascy EPO?
3 if1did. {censinly do vouch for overy word of it as far 8 A, Ibdicve the Egrie input docuiment, gepe 26 and 27, gnd 27
9 a3 Fas b brought so uny attention 30 fur: Thislsa g ard 27AL a2 i is sometime refoTed o, suppoce that That
0 conmment about e live "migrates identically”. 10 ighindsight and § freely admit that [ told fudge Young that
11 Q. Tauggest to you that this comment at the end of page 2t was 1T durtent supparts i, but it was hindsight recensruction.
12 postiively misleading becsuse yoo Knew that Amgen, 33 late ay 12 Q. Wereyoa eelylng on that at the time In 13%42 :
13 $991, in the context of the {nterference proceedings, w2 13 A Fam ool sore 37 was relying on the tet, and | oatainly
14 st of the view that the work carvied oot by Dr, Egrie and W domotbdicre ] hud 5 pood clan copy of thegel to
15 published in those pudlicalions war indeed accurale and 15 pesamlly coafirm that they fine wp ~ boom, boom, boam, the
16 correct 16 way thet Prof. Saw them znd the way thut Prof. Matsadriss saw
17 A, The 199 Egric dachation and interference brisfwas 7  ton '
18 submined [0 the ¢ontext of the interiorme x5 an bistoricsd 18 Q. iathst cxie, then, ulf the ovideace thal yau had that way
19 document Thaticwhar voo are goiog after in interference, (% persusalve ta yeu polnted In the opposite dlrectien, namdy
P 20 the iz of priorty and who wis first it wat xn 23 that COS and uninary EPO behaved Mdentleatly an SOS, Iy that
2 histonical dogumnesst it which Dr, Egric acrurstely sei forth 2l oot right?
22 QOS eomparitont with wrinary end CHO corparisoss with 22 A, No. The evidence | had incladed sy frmprexsion that | got
21 urinary, stying that ins the crumenited QO3 comparisons thae 2}  dalnformaton from Dr. Linor Dr. Egrie, xod that it
4 w3 Hiihrity in movemeat oo SDS-PAGE and with CHO there 24 aczrately represented o prebiminacy expenisest tut they
5 was & tignificant diffatee. Ve, thost statemenls were 5 undertook. No ooc has cversaid, "Mike we made that up.* {
&7 - 439
1 BORLMN - KITCHIN 1 BORUN - KITCHIN
2 made in 1991, They ate completely consistant with thiz, 2 sxriainly did not make { kp, 30 Drly oa the
3 which fayt that carly limes, when it comes to pubtlications, 3 rustworthiness of the Ampgrn persannd for that porpose.
4 “rigrabes identically”, i & joyfu) and exabaant postion 4 Q. Forthesake sl the rocond, | muat mabe b clexr that we do
5 about the remarkabie similarity, which Prof. Commingy thosght 5 ol agree with your chazacerieation of Pref Matzadsira, but
€ - wasz bit of an oversttsment, .1 fpuithal on cae side and ¥ am soi Eavitiag you to —
T Q. AsLunderstand i, your pasition before thls court today i3 7 A Then think you will find citation to that in Mr, Weugh'y
] that you were right snd jusified i relying upen the 8 presntdion
5 stutement contalned In the prloast — 9 MR FUSTICE NEUBERGER: Justonthe meond, you do not Inve tn
10 A Yer 10 weoery about argumsent.
AT Qy === a5 to the diference beiwpen recombloast CIIO snd COS on 11 MR KITCHEN: When yoo ray that yoa were relying upon statemest
12 the ons hand snd urinary ou the ather, In the Hpht of {2 of Dr. Lin or Prof. Cammings —
| 3] Pral. Cuouminga’s evidence af this pofat. 15 that right? 3 A DroLinor Dr. Eprie o perhaps Miss Lane whes explained it o
14 A Ho, Prof. Cummings did mot give any evidence afoul the M me
5 experiment in the specifaation. He only gave evidence 15 . Whatas earth tiatrenent ean yau have had by mind fn 1954 {s
18 concemning his epinion, and that wis epimion cvidence, the 16 smpport this statemicat of the petent la the pht of alt the
17 experitnen i guch a8 in the [985 Egrie papnr wherg the report I7 schentilee data which, by that thne, yeu had seen?
18 w3 thal COS and usinary noved identically, 15 A, }had neves seen & similar experanest, Me, Kitchin, | had
19 Q. 1sugget, Mr, Borun, (hat, by this time, you knvw. very well 19, ... never teen & similudy formmlsted expert .
20 that the slatement In thie pateat could not be supparted a1 » 30 Q. Yox bad zot 3oen soch 2o experimeat showiop thar C0OS5 miproiad
20 reah of ke wark carried sat by Dr. Eprie or aaybody cise b1 wilh the grrater spparent molecolar welght at ofl, had you?
21 atAmgen. I A. Phad never seen an experiment tut oaly sddremed the isue
23 A lrciect thay suggestion, 23 ol CO8, CHO and Dr, Goldwaryer’s EPO non with znd witheut
4 Q. Areyou relying wpon the evidence of Prof. Cummings bn that kL negrzminidase. [Frhese it meh none, ind 10l 0 e it
b33 regard o goe? 5 thendhome oa me. | do ok beliove there is one.
438 40
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HOECHST v KIRIN 6 FEBRUARY 2002 DAY 3
i BORUN - KITCHIW 1 BORUN - ¥ITCHIN
1 Q. Psupsest o you, Mr. Borue, thxt you had not seer, xnd Z A FLAZ, May | have your question xgam?
k] indeed you cannet oow peiac, ta any experimeat showing that 3 MR JUVSTICENEUBERGER: 1doapokgizz.
4 COS migrates whth a higher apparent molecular weight than 4 MR KITCHIN: {read ta you paagraph 174.2,
5 urinary EFO on 5B, 3 A, Yo, you did; thank you.
& A Dcan point ts the experimental results in the Egric input § Q. My seggestion to you wias that reading 1743, even o Its
T nowthatthe g is clirifod and read consistenity with the 7 most favourebie ght from Amgen's perspeetive, it provides
] lext ol approsimatcly oqual migration. Approzimatcly oqus 4 6o support for the statement in the patent thay CHO-produted
9 15 you might say, could be up or dovn. Thie ped crtablizhes 9 EFO materfaiikad a hat bigher molecular welght than the
10 thatitis heavier rather s lights, 10 COSl expremion prodoct which in turm was sightly Lurger
I Q. Isuggest to you that approsimately equal exnnot be equated it than the pocled souree baman wrigary edtracly
12 onsnyhasiswith COS has a bigher apparent molecular weight. | 12 A, Iidocs h'_amuuppmwhl& i the paient becanss,
13 A, Wyouaro dooking st s zoi i cen. 13 first of afl. the twa articies thas are being refered o iy
4 . Althe kextng, you were pretent. Dr. Strickdend way M the context of 2 material tut migraies Hentcally aze
15 present? . 15 article addrersing COS-produced mausinl, You yoursell said
16 A. Yes, Dr, Egxic was preseat 16 that those aticles are contrary to the material by the
17 Q. Dr.Odre? [¥  specification. in the semse that Proll Cummings's opinien
e | 1A M Odre, yex. 13 wazthat the "migratss identically” was s ov .
i 19 Q. Mr. Odre, snd M:. Brawn? 19 that daet suppert the experiment set out i exarmple 16,
| 20 A Yo 20 Q. Hedoo sotconclude that COS migrates with » higher apparcnt
21 Q- Prof. Cummiags and Dr. Browne? 21 vacletmine welght than urinsry, doat he?
22 A Yoo Dr Egric was ciainly awarc af the pasition taken by 32 A, Hesays "mke 3 book at it with the gl in barsd™, and §
21 Dr, Couple whert he disagreed with the way she had rend thete 13 beliewe there hat been that discussion with thage gels in
24 geds, y=, bet they were thers 1o help ux, potwithsanding 24 hand o chia wriad, not 22 this hearing b ot the triadin
25 heir difference nf opinion on that 25 gpeneral,
44 ; M 443
[ BORUN - KITCHIN t BORUN - KITCHIN
2 Q. 1 nmgolog o Juat try aad pin this oae dows e 2 Q. You have explalned that In 1994 you did not have & good copy
] Profl. Cxmmingr. Could you ploase bave 2 ook sl bundk D2, 3 of the experiment a5 page 277
4 ahur 4 A ldonot belicve 1 1ad 5 good copy of the SDS-PAGE resuls.
5 A llawit § Q. Wkere did the decant copy came from aed when?
§ Q. Where ) thick yox find a paragraph which is clied In your & A Myumdcvstanding Ia that a decent copy came it existance in
7 R i 1T AL Dy you bave thal? H the comtext of Hrigation whoe gels that were sltting in the
I A Ys, $ bask olone of Dy, Epics notthooks ware for the St time
e} § Q. Prof Cemmnlags wrwte, *Dr. Cenrndt cited two nrticles by 9 linkedf o wilh pages in hernotehook
’ 10 Egrieet al which show several SD3-FAGE and Wessera biol 10 Q. Wy that thby year, last year, the year before?
It sastyrls ox tEFO and nEPD, Agabn, these gets o there 11 A, | danolknow,
12 wrtiches abow tant the vEPO wad xEFO milgrats o oimblar 12 Q. When was B When did you come up whh thls view bascd on s
13 reghons, but they do not precisely comlprate. The gels 13 beticr oapy of page 177
14 would sapyest the parmples were siendlar bt #od identionl, asd 14 A Atsoon &f ] saw s better copy of prpe 17,
131 sy cormmmentz In the aetfcler mast be Interproted wids the 15 . Yrhen was that, last yrar?
16 peh bn view ™ L6 A, Cenxiniy within the last two years, Ferhaps lastyesr, It
17 A Yes 17 is likely to be somedime in the spring of 2001,
- 18 Q. What | would supgest to you It that boodad a8 ar ity moat 13 Q. Belorethai dme the work of Dr. Egrie had beea looked atIn
1% [avoscable for Amzen thit provides abwtotely 22 s0ppoct for 1% minute detxlt Ty the preceedings before the US Fatent Otfioe
20 the statement in the patent that CHO-prodused EPO busa 28 tn the proccedings that toek place by way of interforence and
H 1omewhat higher molecular welghi thaa COS expresios product 2t in the Amgen xod Chugsl fitigatlon. I there wat aayiklagin
22 whick la turn was slightly highet thaw (ke posled source 22 what yoo are mying, why did this point set come te Eght
23 bumin orieary extract. 23 duriog thate preceedings aad why did Dr. Egrie nod say that
4 MR JUSTICE NEUBERGER: wal making & nott. Whith parsgraph waz 24 fa ber vicw that experimend provided support for the
B a? Lyxlogize. 25 oscfusion that COS migrated with o higher apparent moletalar
442 L]
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2 weight than vrisary EPOY 2 wivary EPO and 4 recombinant product.
3} A 1 have greae di Micalty with ke *why did not” parts of your 3 Q. Aswe understand it, - Yaoegi Is 87, Sxsald is 2 e difled
4 guestion. | exn only toll you what { know. { pasonally 4 Miyske procest and Imal, certafaly ks the submission of
3 falt grutified thal the gels that comresponded to what was i $  Amgen, xsvre wnderstand I, It wat prior srt.
& the patent were losated and that TXT had thern, and that is ¢ A. Fwillhave to nke your word on & T have not znztyzed
7 alllanay. Texanol nscn the antirety of yoor question 7 thase
5 because it goot @ soategy. 12 pocs 10 the oceduresin e 3 Q. Atasy rate, you were relylag vpon the EP putent to show 2g
9 number of litigations. Notoaly do { ot kaow, if ] did know 9 SDSTAGE antnls?
10 Ibcliove tiat would be privileged informadon 10 A, Absshricly,
11 Q. I am certainly nol going {0 ask you (o walve privilege. 1{ Q. A diferesce?
12 Could you please now lurn with mc to consider the hearlng 13 A Yes, abaclowely, and ! rcly on it as Fsithere today,
[3) itself before the Board of Appeal aad for that pourpese take £} Q. In yvur stxtecent v
14 oul bundie DT, 1ab 30 where we have the minates of the 14 MR, JUSTICE NEUBERQER: Corc bundk |, Gb 7. Which pargeapht
15 proceedings Mr. Waugh has polrited oul whe was prresent 15 MR.KITCHIN: Paragraph 24, You 15t t0 sddress the quextion of
16  Could you go (o page 335 of the bundie? 16 ameadmelio claim 19,
17 MR JUSTICE NEUBERGER: A blown up version of the fiztpartof | 17 AL ta 247
18 the table that Profl Commings had. 18 Q. Famgriph 247
19 MR KITCHIN: Yo 0 MR JUSTICENEUBERGER: Pamgriph 24, page 7.
20 A. I amsony; pge 1357 W A OK
1 MR JUSTICE NEUBERGER: 315 2| MR KITCHIN: As weunderstand it —and &3 | sy, Mr. Borun, oy
22 MR KITCHIN: Wehavea blow-upof Prof Comesisys's nble bere; 22 clienls weere nolk present, so ceerect me i1 go wrong,
23 i thatright? 23 phase, sgain witheut walving privilege, which [ undorsiand
24 A Y 24 you have elaimed — the board appeartd 1o 3k the view that
25 Q. By this stage, us T understand i, 3 Indleation had been 23 clim N backed novelry over Miyake, bt that right?
“s . R 47
I - BORUN - KITCHIN 1 BORUN - KITCHIN
2 glven by the board that oaly yrior art sEPO was rdovant., 2 A, Thatis ny recofloction, that the product by process language
3 s that your recollection, (00T 3 wit nek going to be sulficient 10 coafer novelty over Miyake,
4 A, Iiwas my recolkection that the bowrd had indicated that with 4 Q. You tried 12 lnsert the word "rocomblnant™ and sec ifthat
5 respect o the Siniekland 1988 deelarstion the isoeleriric 5 wis wcceptable and the board thought that was net. 15 (hat
[} focusing results in the carlicr prragraplis, as you sy the [ right?
7 oncs that came first, were nol refevast because they did not 7 A Ubeliove that i5 an sccurat satement, | beliove that i
8 dead with prior art EPO but that the resulis that came Juter 8 exxetly what Mr. Wiugh said the other day.
9 wers releant, st et o some extont, bocuse of the weof - 9 . Q. You retired overright 2nd no dosbit you conaidered what might
10 pricr art wEPD. 10 be dope; am ¥ eorrect?
11 Q. Look with me at 338, whick s the first slide, *SDS-PAGE 1 A, You sre pusting 1o me that we pl i one sy paguest
2 spalysy shows & difference”. Yumapl, Sasakd and Imel rone | 12 tochangsd it (o recombinant end then that wes not
13 of those sre prior ary, are they? Do you recail that? 13 actepnble and then we resired ovemight? 1do not recall
4 A ldonot recall 14 dat
I3 Q. Takelitirom me Soyou were fefl relying upon the psisiage | 15 Q. Atany ratr, oos you help me with thiz Ik right io say
H in the pafent Jines & to 16) in relaton (o $DS; is that 16 thsl atseme poial before the dosc of buslper on one day
i7  righ? 17 you mpprecinted you kad a difficulty nlih poveliy sad that as
I8 A, Hthatis your submission, T undorstad whal you it siying. t8 o resuk you had eo coasider haw te present avxziliary
19 You have represented to me that in no instance did Yazagi, 19 requests which might addeeas that problem?
20 Sasakd or bmai show an SDS-PAGE difference with & materia]l 20 A, Wesppresiated that there might be a difficulty with noveiry
21 purified by the method of Miyake ar the method of Yanagawa, 21 apd considersd & number of suxliary requests tat
2 10 by the process of climination you have told me that nene 11 ineorp £ prioe i sueh 23 taking out the ansbody
33 ofthese relates to prior art methods, which would be Miyake 2} claima.
3 and Yamogawa, o | will have to admit that there is nothing 2 Q. We know thal you formalated auxitiary request 11, which was
5 kftif thaeiza Wrt‘:msun here bebween the prior ant 15 uliimardy accepted, and which indeded the SDS limlation?
445 443
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2 A Ausilizry request 1T waz formalated and it was accepted. 2 A Arwellasthe gencralined statement. 207240 hindeight 1ells
3 Q. Wha formeiated {t? Again, ¥ do nof want you (o walve 3 me that in 1984 | should bave goac 1o Lin or somebody ard
4 privilege, save In so far a5 you are entively happy to do xo. 4 sy, “Well, we ue going 1n sxy there wre differences in
S A Thatis pood, beeause [ do not recall who formulated it H cviry carbohydrate compasition, We have ot these
& Q. Proumably yon would have been Invoived? & preliminary tests. Give me some mor £ @n pot them dawa
T A, Presurmably [ would fetve been involved. T -linkages, tewmanteanary soructae and the ke, They wilt
& Q. Yousaylnparagrph 27 of your st 1 that the sed E probably be tupportable.™ If Fhad done thal, we would have
9 were not shiclding. What does that mean? 9 hadtctoantmnery sructun 10 pet it the chaim instead of
10 A, There was sn implication in one of tha papers you filed that 10 SDS Wewould have hud tinkage differences which even
It thoinscrtion of SDS-PAGE a3 a Emitation was done purpasely I Dr. Cusenting {GF's expert ghyoobiobogin said werz entirely
12 withool the kmawlodge or consent,  the extens that they 12 different betweesnt homan and CHO celfs. I that is the bed
11 could fmve consenied, of Dr. Egrie, for exampla, and the ooly B3 peastice [am scoussble of, Taccent that toe,
[4  point| am making there is that whils they were to my 14 <. Soie precrce thex yor wauld bave had x claim which was
13 reoollection involved in the formabstion of these 15 st of 15 ceally to CHO codls; bs that right?
16 wuxiliry sets of claims, there was noduing fhat kept them 16 A. No. We would have hed & etrim st addrezeed the difference;
17 frombaving x copy, asd in fuct they probably ¢id bave s comy 17 for example, some of theic differences were with bovine and
8 when they were haeded up, 18 hamster kidney eelly
77119 Q. The next day? 9 Q. Tusderstand, Tihe polol yos kave just made would have been =
20 A {¥now Mr, Brown is very clear oa this, I will defer tohis 0 distinction between human cellt on the one hand and CHO or
2 recolisetion. Mine s cortainly pot inconsistent. [ know 21 COS eells oa the other; s that Aght?
3 theboard godthem the next day. Tt mEght have been the case 22 A Hiwould have been betweon wrinary EPO and necombinant R0 of
23 that they were dost figh there in the luge appeal room and 23 whalrver sirike a3 Jong 2% yeu gt A glycoprotein coming out
4 distributed 10 Gther partics avemight, but I think it s 24 Q. That would kave raised, »o donbt, its own Interestiny
25 more likely than that My, Brown's mosollection is comrect 25 questioas of Infingement?
A4y . ' 430
1 BORUN - KITCHIN i BORUN - KITCHIN
2 ihatthe board, as well as the cther partics, got thoscon 2 A lumrta o to onderrtand your gutstion.
3 the moming of the third day.  That wouk! sake mose sence in 3 Q. Iwlitbeave it Atany rate, there b mo basls bn terma of
4 v of geitieg copies made and dhings Bke o F dogix 4 tesmas description of any sack distactio u the pateat, is
5 that chere were the facilities to do 15 difTeren] things end 3 therer
6 nake x couple of scis for exch opposing prty xnd have some & MR JUSTICE NEUBERGER: Once you hrve taken out fines 16 onwards,
7 For oureedves. T MR KITCHIN: Yo The boand had fndicausd v
5 Q. Lookingatbundle AL, ub 2, page 148, you knew, dld you not, t A, There are n0 experiments 1o desorie, §will give pos that,
— 9 that the paseags fram Hac 17 1o 16 was wrong snd could pat % ‘There pre no experisnents 1o describe.
’ ¢ berelizd upon? ¢ 12 Q. The boanrd had badicated that eelyfog npox avevege
11 A 17026 Someof it was wreng. Il carhabydeaix compasition 13 3 whele waz nol sexeptable. Ws
12 Q. And yeu knew you could ped rely upon thal pastape. 12 Nave looked sl alltaose gencral dlstfactiong sonphi be
13 A Welnew we could sot rely oa it I you are referring to the i3 draws by Dr, Cammisgr, brve we not?
4 arbolydrute data. We knew we could ot rely on the hexose 14 A Tamitrying to remember whither or Ao there was a reference
15 walue o establish a differenre batante there was 1 question IS toadifferener in molocutar weight or the yoadt-produccd
6 aboutche validity, It fust was a bad experiment There 16 marerial,
i7 was 100 tuch material gat zather tuan came in. ‘We coruialy 17 Q. But you were Belt a3 » praetiea] matter v
i1} did sot want o tely 0o the dota reflecting fucase content 18 A, In that sextion cortaindy,
19 Thers the &t waz wrong both with respect t urinary and 1? Q. Relylog wpos aud baving to redy wpoa the paragraph from fae
8 recombiiust EPO, That was compleicly missed on 20 Ethroagh 10, which concereed SDE o that ot right?
1 O-glyrosylation. That was net the diffaence We would not 21 A 1 umiecking now, that you haves inviied me to ook o, e if
22 laverclicdon it in any event 0 and O are the camies not 2 there is soemething that add the app fecul
23 diffeeat. Wecnould not rely on the boxose 23 weight of the yeag-prodacad maieral
34 Q. Theonly other paragraph upon which you cauld rely wis the M MR JUSTICE NEUBERGER: While ke Is Jooking, Mr. Kitchin, bonw are
25 onelmmtdintely abave it the SDS-PAGE cemparison. 5w dolng in e of Nime? W tre noning quite slowly,
450 452
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) e conrect Faga 2954

B Az That's correct. .
Rl @: And Mr. Borun was still attorney of record oa this
[ appliction;isn't that touc?
19 A lbelleve that is the case formally. He had the
¥ original power of atiormey as well as others.
™ . Q@ He never withdrew as attorney of record to the best of
g your knowledge?
® Az ot to my imowledge,
I G And you're als) aware that at the time of this
{11 April 28th, 1999 amendment he had already prosecuted of was
17 prosecuting (e iaswe the other four patenrsine-suit,
13 correct?
{4y As At the time of this amendment the other four
(15 patents-insuit had already issued, and yes, Mr. Borun was
17 invelved i the prosecution of those patentsdn-juit,
(11 Q: Fach one of them, correct?
ne  A: Yes,cach one of chem.
M Qs Nowlet's take 2 fook at argument thar Amgen made in
2% support of the patentability of claimns 64 and 69 submitted
|15 here.1 would Hke to ask you 1o please twin to Page 5 of
|21 Exhibir 2215, Five of the ameadment,
{31 Now, in the second full pasagraph Amgen argued

- f24] with respect 1o clxim 65 that it had sitbmined that the two
Rl Goldwasser referencoes reviewed at the interview, quots, do

Paga 2853
{1 not disdose a pharmaccutically acceptable preparation, and
7 le goes on. Correct?
M A: Yes.As|stated, that was one of the points I had
4} made at the interview.
1 O And you also said that those references invelved use
15 of, quote, pariially purified EPQ preparations obiained
1 from sheep plasma, commect?
™ A Y3, that's what's written here,
M Q8 OkayAnd you argucd that the subject matter of claim
18 64 and 6% were noved and noncbvious over the prios art?
fin Az Yes, the second full paragraph makes that statement,
17 and then there are reasony discussed not only on this page
1y bt the following page for that statement
11 @ Olay.And the prier st induded the two Goldwasser
15 sheep phisma articles that you had disclosed at the
I'§ interview, correct?
R Az Well, they were prior art in the sense that they were
ty prior published references. | did not consider them to be
1! relevant for novelty or ocbviousness purposes and that's not
{2 why | disciosed them to the Patent Office. But hore it is
£24] stated that they do not disclose a pharmacestically
e acceptable preparation, that's cormect.
gn Q: Okay.50 it's your testimony that you did not consider
4] these sheep plagroa articles to be relcvant prior art?
rs A Wcll, we were clalming pharmaceutical compositions, and

i1} partially purified sheep plasma is not 2 pharmaceutica

[ composition as stated here,

p;  Qr But you Rill gave these two articles to the examiner?

i Ar Yes, | disclosed them to the cxaminer beczuse mi.'y both
19} contiined 2 suggestion that EPO in solution requires a

e stbilizer in ordet 10 prevens the loss of sctivity. 5o

[T that was the point of disclosing them,

i1 Tsce. And that was important because claim 6% which
™ you had submitted menzioned human serum alburmin, correct?
ne A Claim 64 does not spacify humanserum albumin;chim 65
(111 did So i was important for both purposes —

g O Fses

[% A - that the exumniner ursderstood that there was

19 literamre thay suggested that EPO required a stabitizer,

115 Q: Let me show you an Exhibit trarked 6b which is

g Inforemation Discioneme Statement in the 197 application

117 feading vo the {22

1 M Watt, this is the Information Disclosure

119 Staternent that you subinitted to the Patent Office o the

2 same day as the exhibit we just looked at, Exhibis 2215,

(21 cormert?

En Az Yes, it bears the same date.

i3 O Olay.And it lists - and In this Information

] Disclosure Staterwent you listed 441 references, cotrect?

2% At Yes, this wis the same Information Disdosure Staternent

Page 2355
fy] that was submined in the other patents-insuit, and so it
R was filad of record heee s well.
M Q: Olay And it Listed about 441 references, correci?
0 A:1kaven'tcountzd them oll. There ase over 400
9 references, yes.
®  Q: Including about a dozen Goldwasyer references, correct?
M A §can't say there are a dozea. Thore arc sevaral
m Goldwasser references cited hete, Bur -—
Mm@ Amgendidnotdisciose Dr.Goldwaaser's human EPO study
{toy or the results of that study to the examiner when it made
1111 these submidssions to the Patent Office, did i
s A There was no publleation of that study or those
{3 resuits.
1 Q¢ it didn't disclose the existence of the study of its
1t remiits when it made this submission in the 422
(45 appliction, did #?
(v A The existence of this study was disclosed previcusly
118 through —
hm  @: That's not my question,
Hae A - dOCUIIHNIS.
@y O My question i5 whether Amgen disclosed at the time it
@ was aking this mmendment to get the clabms of the "§22
% patent, at the time it madc (his information disclosure
4] disclosing 441 references, it didn't disclose the existence
25 or the resulls of the Goldwasser uman EPG study, did i

Page 2952 - Page 2955 (8)
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