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EXHIBIT 1
(Part 2 of 4)

FRITSCHET &L v LIM
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preliminary staterment was also filed. Lin has opposed these motions and consideration
thereof has peen deferred to final hearing,

The Federal Circuit decsion, on appeal from the District Court decision,
was issued durng Lin's testmany penod and, pursuant to Commissoner's Memorandum
and Order dated Agril 5, 1591, Lin has filed & motion for entry of judgment in favor of Lin.
This motion has been opposed by Fritsch et al and has been deferred for consideration
at final hearing (Paper No. 157).

The inteference thus comes on fo final heaning to consider (1) Lin"s motion for
eniry of judgment, (2] priority; (3} Fritsch et al motions refating 1o best mode, Section 103

patentabiiity and the invemorship, and (4) Fritsch et al mation to change inventorship,

Frite~Fh ot al Bave aa brisfed thay Asforred] Matinn B ranscdinn Lin'e arority amafil s
FIRSETY 81 & N3 Ao Driseg e OEterrned Mot an R reqarding Ung prorty Dengn ana

thi= s not, tharafore, an issue at final hearing.

District Court surmmary of the Lin ("Amgen’) position is guoted in Appendix 2,
Additional evidence presentad on Lin's behalf included declaration testamany
by Dr. Jeff Browne and his assistants, Ralph Smalling and Gen Trad, Dr, Joan Egrie and

her assistants, Jen Lane and Chery! Bradley: Dr. Peter Dukes and his assistant Curtiss
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Dr, Jetfrey Browne

v. Browne, 8n Amgen employes whose education and experence are outlined
at LR 78 and Lin Exhibat 200, testiied (LR 7-31) that he was responsible for the
expression of recambinant uman EPQ (rHuEPD) n 253 ceiis, COS ceits and CHO ceiis
as sat out in the Distnct Couwrt decision (LA 10} and that these expressions were carned
cut at Or.Lin's reguest (LR 10). He also confirmed that Or. Joan Egrie was responsible
for conducting radicimmuncassays (RIA) which demonsiraled the presence of
recombinant human erythropoietn (MHUEPD] in test samples of his culture medium and
that Or. Egrie was responsible for confirming that the expressed product was biologicalky

active in vitrg and iIn vivg (LR 10).

Browene f

Bl fd BES D

eatfied a3 to the expression work which he and his assisiams (|
Smalking and Ger Trail) cid in cultured mammakan ceds at Lin's request (LR 10-25) using
human and mankey EPD clones obtained from Dr. Lin. Initially, this involved using 293
and COS celis but later CHO ceflis were used which contained either the human or
monkey EPO gene (LR 10, 11).

Tha first
contained Dr. Lin's monkey EPO cONA clone. This vector was introduced into COS
cells. This work was done by Ralph Smalling working under Dr, Browna's drection (LR
11, 12). Culture media from the transformed COS cells was isolated and given to Or.

Joan Egrie on December 7, 1583 10 analyze for the presence of EPQ. Dr. Egrie reparted
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Furthar expression work using C05 cells and Un's monkey EPO clones was
carmed out in December, 1983 and January, 1924 {LA 13, 14) and on January 10, 1984,
Dr. Browne transfected 283 cells with a plasmid containing Dr. Lin's human EFQ genomic
clone HE 1, which Dr. LUn had dentified as carrying the compiete human EPO gene
coding sequence. Media was harvested after culluring and sent to Dr. Egrie who as of
January 24, 1984 reported the presence of rHUEPD in the samples (LR 14, 15). The
results indicated (LR 15) that the cloned fragment provided by Dr. Lin contained the
complete coding portion of the human EFO gane (LR 15, Lin Exhibit 206).

Or. Browne and his assistant Mr. Smalling continuad their expression work with
fhe human EPC gene in 283 and COS cells in the period January 5, 1584 1o February
14, 1984 sending isolates to Or. Egrie for assay with positive resufts reported (LR 16.
18). Expression work with CHO cells was also carmied out in the period December, 1983
1o May, 1984, first with monkey EPO clone and then with the human EPO clone with the
resulis showing in vivo biological activity for the expression products (LR 18-25).
Highbghis of the expression work Dr. Browne did, or which was done under his direction
in the period Decembar, 1383 to May 1984 inclucted the succeseful expression of
rHUEPQ using 233 cells in the period January 10-17, 1984 with Dr, Egrie reporiing positve
resulis on January 24, 1884 (LR 26, 27, Lin Exhibits 205, 206). These were the 293 cells
ransfected with a 5.4 kb BAMHI-Hind!ll sutfragment inciuding Lin's human EPD genomic

gene clone HE1 which inciuded the complete coding portion of the human EPO gena.

Thiz inllAwad the asrlisr aerrpsesn o meEckas EPCY esirne COE_ 1 malle wiusny slem wsrs
1TES IDNCWAEd INE SRR eSS0t O 1 KEY S USarey LARST IS wWilidh &l WhEra

repored favorably by Dr, Egrie on December 8, 1983 (LR 26; Lin Exhibit 204).
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Additionally, in the period Apnii 3. 1584 to May 22, 1984, successful expression of
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cells were transfected with DMA from these two isolstes H3 and B11, both of which
contaEned ihe compleie coding poreon o e human EF0 gene (LR 23, 24, isoiated

sampies of cutture medium from pools of the H3 and B11 transformed CHO cells were
oiven to Dr. Egre on May 22, 1984 (LR 25) and she reportod on May 24, 1983 that
rHUEPO was present in the sampies (LR 25, 26, 27).

Or. Browne described how CHO cells and other mammalian cells (283, COS)

e o e Tl e s o b T g v e e IR ] e ey o
YrLNeSLEed reCOmoinani Nuiman SruF  and Secr

29). He also testfied that expression in CHO cells or other mammalian cells proceeded
via steps (aliii{E) of the count (LR 28-29). He acknowledged familiarity with the count
and confirmed that the expression which he carried out wsing COS and CHO cells
transfected with the DMA sequence encoding EPO fram Dr. Lin reprasented a process
axacily according to the count (LF 29, 30). He noted that ne was able 1o exprass
biclogically active rHUEPO using the EPO gene clones which Dr. Lin had isolated and
provided for expression, successtul expression of an in vivg biologically actve product
being shown by the in vivg results obtained by Dr. Egrie (LR 30).

Or. Browne's expression work is summarized in Appendix 3.
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she was responsible for the assay and determination of in vivo biclogical activity of the
fEPD expressed by Dr, Browne as referred to in the District Court summary (LR 33, 40).
She alsc testified that n vivg biclogical activity for the expressed rEPD was oetermined
working with Dr. Peter Dukes of Children’s Hospital, Los Angeles (LR 40, 41)

She knew that Dr. Lin had isolated EPD clones in late 1983 (LA 41) and she was

awara that Or. Fhrnumh:dhmn:uﬂimjl;wll to use the clones for a nﬂ___l'l_l’!-ﬂ_.ll

= ' = e e e = et - -

42). She extenswvely dscussed (LA 42-85) her assay work om rEPO samples recened
from Dr. Browne's group, She described the method used for determining 0 wivg
bécactivity of recombinant human EPQ expressed in COS and CHO cells (LR 4B, 49),

nating that the carbohydrate porion of EPQ, particularly siac acid content, afects in vivg

Egrie testfied as to tests carried out by O, Dukes in the period February-March,
1884 showing that COS-cell expressed sampkes receved from Browne's group and
identfied as E3 and E7 contained 0 vivg biologically active rHUEFOD (LR 48, 50). A further
in ¥ivg bicassay on ET by Dr. Dukes conducted March 26 - March 30, 1984 corfirmad tha

im wivns Emialamie r:nr-lluﬂu I'r'- thie sarinka of I'-um.-nn rassmiEimaet EP0 (LR -'=.I"|.. 11
Ly mrehg '-""-""-"_-l' T AT T Nt Rl SRl PR T BTN S s L o L &

She also testified as to a further experimeant which was camied owt begnning March
5, 1884 which showed that the COS cell-expressed rHUEFPO designated E3 elevated the
hamatocrit of mice (LA 51, 52). This indicated to Dr. Egrie that the rHUEPQ possessed

the i vivo biological property of causing bone marrow cells 10 increase production of
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Case 1:05-cv-12237-WGY Document 1038-3  Filed 09/10/2007 Page 6 of 17

FAT
i R H;q 1Cd Joar

Dr. Egrie also testfied as to assays done in the period May-June, 1984 on samples
of CHO cellexpressed rHUEPO cesignated H3 and B11 which she recened from Dr.
Browna's group (LR 53, 54). RlAs and in vitrg assays were positive and tests by Dr.

1, - J'l_l-l'.i

Ciukes confirrmed that these samples (H3
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Egrie included in her testimony other work on recombinam monkey EPO expressed
in COS and CHO cells by Dr. Browne's group which showed that this too was found 1o
beé 0 wivd biologicaly active. See LR 55-65. Dr. Dukes reported in vivg Siclogical activity
for COS cell media samples as early as December 23, 1983 (LR &7-38) and agam on
March 13, 1884 (LR 38) and for the CHO cefl expressed monkey EPD samples in Apnil,
1984 LR 51-63). It was also shown that the COS and CHO cell-expressed monkey EPO
was able to increase red biood cells in the period March 5, 1984 to June &, 1984 (LR 63-
E5).

Dr. Egrie also confimed the testimony of Drs. Browne and Lin that the indicated
expression by Dr. Browne's group of jn vivg biologically active recombinant using a
mammakian host cedl ransfected with an solated DNA sequence encoding human EPO

imgolved sach of tha gtens snecifiad o tha cooant |

A ot o Rt R =5

LA 67, 62l
Or. Peter Dukes
Dvr. Dukes, whao is Director of Research, Children's Hospital of Los Angeles with
the background and experience notad at LR 78-77 (see also Lin Exhiba 1) testified (LR
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his direction by his assistant Curtis , at Dr, Egrie's requast. He summarized his test
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results which showed In vivg activity for the Ssamples recenved from Dr, Egrie in the penod
Dacember, 1983 1o June 1, 1884 with specific reference to Egrie samples H and L
[Decembar, 1983), E3 and ET (March, 1584), H and L (March, 1584), A and pure A (Apni,
1984], and H3 and G171 (June, 1584) (LR 85).

The test work by Drs. Egrie and Dukes is summarized in Appendix 4. Of the
sampias tasied by Dr. Dukes for i yivo biclogical actwity, E3 and EV were samples of
culture media abtained by expression from COS celis transfectad with Lin's human EPO
gene.  Samples H3 and B11 were media obtained by expression from CHO cels
transfected with the human EPD gene. The other samples H, L and A ware obtained by
exprassian from COS or CHO cedls transfected with the monkey EPO gene. Al of these
samples were found to De in vivo biologically active by Ov. Dukes. Accordingly, the Lin
evidence shows the effective carrying out of the process of the count to obtain rHUEPO
wilh a determination of o wivo Dological activity by March, 1984 for the COS5 cal-

expressed EPO and by Juna, 1384 for the CHO cel-expressad EPO.

Dr. Randolph Wall
The declaration evidence of Or. Randoiph Wall, Professor in the Department of
Microbiclogy and Immunology at UWCLA, was also presented by Lin (LR 91-102). This
cedcaration was aadier filed in the motion period. The declaration includes Dr. Wall's

comments distnguishing the invention at issua rom Toole U.S. 4, 757.006 and supports

Lin's position gn patentability (LR 95-100) and best mode (LA 109, 101).
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Dr. Lin (LR 1-6) confirmed that he was the inventor of the subject matter claimed

L LT

in his application (LR 1) and that the experimental work on which the invention is based

wume e e ald of stblace  @chichnms Dee Fraurs armr
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He specificalty confirmed that the expression of EPO in 293, COS and CHO cells was
done on his behslf (LR 3). This included expression with the approximately 5.4 kb
BamHi-Hind Il DN subfragment withan a lambda bacteriophage clone he called HET and
which carmed the complete human EPD coding sequence (LR 3). He confirmed that the

Ay O rimm o marmmmaian peed solie
oy cuminng mammanan nost oens

.

transformed with a DNA sequence encoding EPDO was shown 1o be successiul by Dr.
Egrie’s determination that the expressed rHuUEPQ was biologically actve in vivg (LR 3, 4).
He also confirmed that the expression carried out by Dr, Browne and his assistant

satisfied all features and limitatigns of the couwnt (LR 5).
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Ass|stants
Ralph Smalling and Geri Trai, who assisted Or. Browne, testified in confirmation
of Browne's work (LR 32-36) while Jeri Lane and Cheryl Bradley confirmed Egrie [LR 70-

75) and Curtiss Polk, Or. Dukes’ assistant, confirmad Dr. Dukes testamany (LR 87-50)

(H) The Fritsch et al Priority Evidence

Fritsch el al have alleged & conception of the invention. based on the
concept of & probing strategy n December, 1881,

The evidence presented by Fritsch et al tracks closely with the factual history
recorded by the Disttict Court urder the heading e, Ganebcs Institute” in 15 decision
(1750-1752). There is some added evidence amplitying Fritsch et al's alleged diligence
toweards isolatng the DNA sequence in the perod 1981 to 1983, However, this is of no
ratgvanca in view df the Federal Circwt’s holding thatl concephicn of the purfied and
isolated DMA sequence encoding EPO must De simultensous with s reduction 1o
practce. Mo new evidence CONCEMINg condeption has been preserted, As GI's counsed
succinctly stated the issus at fnal day 7

‘there 15 no way on this God's earth that Dv. Fritsch could make a
showing that he cloned first.” (Te. 7,125, ines 9-11, AT328)

it 5 alsa noted that Fridsch &t al have presented no adequale awvdencs 1o
establish that the recombmant product they ultimately expressed in the latter haif of 1584

4 Fritsch ot & make no caim hat they oiained @ vivo Bologically aciive recombinant
numan EPQ tedore LUn.  Ther only argumem is the prier conceplan (Decamber
1361} wah dilipance 1o a reduction to practice afer Lin's meduction
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had in vivo Beological activity as required by the count, Or, Dukes, wha alegedly dig
some in vivo iesting for Frisch ei &, did noi i8Sty as (0 any reswits.  Fritsch &t ai have
referred 1o activity data received from Gl's exclusive Jagpanese licensea (Chugai),
was done outsice the LS., e in Japan (35 USC 104). Furthermore, no one directly
involved with the Chugai work testified. Accordingly, the in vivg activity requirement of the
count remains unproven by Fritsch et al. Hence, Fritsch et &l have not established any

actual reduction to practice.

.  ARGUMENT
(A)  The Fritsch et al Brief lgnores the Federal Circyit Declsion

This imterfarence needs to be considered i the contest of the law and facts
established by the related infringement litigation which culminated in the Federal Circunt
decision. The Fritsch et al brief at final heanng totaly gnores he implications of that
decision and treats Fritsch et al "Issues Presented for Decision® Mos. (1), (3) and (4)
therein as though they had never been the subject of judicial analysis. The Board's
consideration of thesa “issuas” is greatly simplified when one takes iNfo account the
Federal Circuit's decision. Particularly significant in this respect is the determination
referred to earer that concepton of the invention at issue i the Itgation (the purified and

isolated DMNA sequence encodng human EPO as defined in Lin's ‘008 patent claim & and

mnat ~alla el e Qe paeyeml flEen irae  rgech webieir B rrastoes e Bl e ik ol
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invention invalves simultanecus concaption and reduction to practice, See, lor example,

s

the Federal Gincuit decision, 18 USFPQ

if any fact sitvation triggers the siMUENaoUs conceplion and reduction o
practice doctring, this is it. {13 USPQ2d at 1780)

& 10Z1. See aiso the Disirici Couw's noiding:

arquments and evidence presented by Fritsch el al attempting to establish priority by
showing a "conception” prior 1o Lin‘s ecknowledged earlier rediuction 10 practice of the
purified and isofated EPD DHA sequence, are ':ntaﬂy irrglevant, The same is frue with
respect to the Fritsch et al arguments regarding Section 103 patentability of Lin's claims
and Lin's best mode, These issues were thoroughiy considered by the District Court and
Federal Circult,  Fritsch et al have made no effor in their bogf to distinguish the facts
pertinent 1o the pronty and patentability issues (Section 103 and best mode) they presont
for final hearing from the facts considered by the District Court and Federal Cireutt, and

they clearfy cannot do sa.

(By Summary of Lin's Position

The Lin position can be summarized as follows:
i Tree Lin Aprd 25, 1851, motion for judoment should be granted.
The Federal Circuit has decided all of the fundamental issues

between the parties as submitted by Fritsch et al for final

2
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hearing. The requested inventorship correction s mooted
because the subject-maner at issue ks not patentabie 10 either
Fritach et al as joint inventors or to Fritsch as sole inventor.
[ii] The Federal Circust affirmed ihe District Court opinion that the
imvention of a purfied and isclated DNA sequence encoding
EPQ required simutanecus concepton and reduction to
practice. The undisputed findings are that Lin purified and
isolated the EPO gena and carmied oul expression using
marmmalian host cells transformed with this gene to obtain g
wivg biglogically actve human EPO before Fritsch et al have
concaved the gene. The arguments by Fritsch et al that they
conceived earlier than Lin, on the basis of thesr goal for
obtaining the isclated EPO gene, whatever its identity, and their
proposal of a peossible probing methed for finding the gene,

and that they were diligant in reduction to practice of this

because Fritsch did not conceive a purified and isolated DA
seguence for EPD and a viabbke method for obtaining it until

after Lirn

(i) Whie the count is directed to a process for preparing in vivo

ey ey

Dipgicaiy  active EPD using 8 mammaian hosi cell
transfected or transformed with an solated DMA sequence
AM AT 010631
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encoding human EPO, and the ltigation was directed to the
purified and isalated DMNA sequence and host cefis transfectad
or transformed thereby, it is evident that these are only
different manifestatons of the same imvention as acknowledged
by Fritsch et al in their Motion G herein (and in Motion G in
Interferance Mo. 102,008). Clearly, the whole purpose and
intent of the purified and isolated DMA sequence encoding
human EPQ (and host calls transfected therawith) at issue in
the litigation was to express jn vivo biologically active human
EFQ. Stated otherwise, the process language of the Lin patert
claims at issue in the litigation ("encoding human EPO") is, for
all intents gnd purposes, 8 descriplion of the present count,
One cannot be sure he has the seguence until he has
successfully expressed in vivg biologically active human EPO.
This imvalves culturing tha ranstected cells and isolating the
sxprassion product (o determene whather or not it hes the
raquired in wivo activity. Henca, the priority holding in the
itigation is directly on poind, nm';nihstﬂndiru the different
statutory class of clams nvalved,

(i) : Lin's disclosure satisfes best mode requirements. The onl

b
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idenfical to those raised by Fritsch & al in the °
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best mode requirements.
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vl Tt Lin claims are patenisble over this prior an for the reasons

noted in the District Court and Federal Gircuit decisions, The
Courts found Lin's EPO purified and isolated DNA sequence
and nost cells fransformed with the same, to be patantable
over the same pror at.  The Cownts® ruling apphes with equal

dm e B | e amm g ol
ALE b ] & R LAGE S AR

B

iy Lin is the inventor of the invention at issue. The inventor of
the isolated EPO DNA sequence is clearly the mventor of the
process for producing EPO involved in this interference,
Fritsch et al 2admit as much by confirming that “priority turns
upon the first conception of the purfied and solsted human
EPQ gane” The process for produeng EPO using Lin's
purified and isolated gene was done af Lin's request,

(Wit} Fritsch &1 al showd not be permitted o changa imentorship
ar commect thedsr prefiminary statament. They have not shown
that the ongnal inventorship was nadvertently designated.

ﬂmfﬂveahDMpmnﬂaﬂdﬁmm?yWMnmpnaﬂd
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The Federal Croun gecision |5 dispositave of all issues rased by Fritsch &
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Inreg Katz, 16T USPO 487, 488 (CCPA 1970). Of the five ‘issues” proposed by Fritsch 8t
al in their brief at final hearing, ssve Mo, 1 (prorky), Mo, 3 {best mode) and No. 4
(Secticn 103 patentability), which depend on exactly the same arguments raised in the

‘086 Interference and previously presentad to the Courts, have been finaly decided by the

N o L. =m __§ 1 | = - e i
g FTIRGECTY B dl. TSR MNL), o I

Federal Circui adver
the Fedaral Circuit decision as it does not matter whether Fritsch et al are joint inventors
or Fritsch is the sole inventor. The invention at issue is not patentable 1o either entity
under 35 USC 102(g).

This leaves Fritsch et & issue No. 5 (which challenges Lin's ewentorship
under 35 USC 102{1)). Howewver, this is not a real issue, parbeulardly wath the Frilsch el al
admissions referred 1o supra,

Accordingly, the Mation for Juggment by Lin filed on Apeil 25, 1981, and
incorporated nerein by reference, should be grantad in favor of Lin with 8 holding that
Lin is entitied to his claims corresponding to the count in interference and that Fritsch et
al are not entitled to their claims corresponding to the count.

In the Commisssoner's Memorandum and Orger dated April 5, 1931, Lin

i Atk by Emarlaem wde (o eeSe G
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decision” (Le., the Federal Circuit decrsion) became final and why the decision goverms
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noes i, the oresent interference and interference
Mo, 102,334 Since then, however, the Court has denied both a pattion far rehearing and
a suggeston for rebeanng en banc and has issued 15 mandate.

&= to why the Federal Cocuit decision should govern in an application v.
application imterference, as here, Lin notes that the Coums’ findings on the priorty

videnme conesderad 5 tha lfinatn aetabiehand that Lin iz thae orior mwantor of mod onky

FILALAS P U Bl | i = 0 By it TR PRt il Wy TR R R LR 2] -y
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the DMA sequence and host cefs transformed therewith at issue in Inferference Mo,
102,086, but that he had used this sequence and transformed mammakan host calls to
produce in wvg belogically active recombinant human EPQ. Fritsch &t al agree that the

_concepltion of the mvention is dependent upon the conception of tha DNA sequence.

r oo corbiol oot ea mf tha rereoco (o F s an
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and isolated DMNA sequence encoding EPD. The findings of the Distnct Court, affirmed
by the Federal Circuit, clearly show that Lin carried out the expression process using the
DNA sequence to produce in ¥ivg biclogically active recombinant human EPQ pefore
Fritsgh & al gven conceived the DNA seguence. Lin submits that the Court findings

.Iu- Bl

. -
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is not patertable to Fritech et al under 35 USC 102(g) because of Lin's acknowledged
pnor work, In the circumstances, the District Cowrt's findings as affirmed by the Federal
Cirguil are dspositive of the prigrity issue, as wel as other issues represented by the

present intérerence, as discussed in the Lin moton for jugdgment. Since the sulbject
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The decision of the Federal Circuit is manifestly binding on the PTO with
respect 1o ssues considered by the Court. |n re Katz, supra. See also, for example,

Henning v _Hynt, 106 USPO 307, 313 (CCPA 1355) whene the Court stated:

Thax aeeuemil el Soflooy W7 wae foboes e PR dudiseaeenas ol
RIS GRS, LRl AlEny] S WEd, Fraa sanmii gl e UeT RS LR

réviewing the action of the Board of Appeals of the Palerd Office,
and the court raversad the board's decision, &5 noted m the above-
cited conclusions of law. The court found that Hunl was entilfed fo
the claim forming the couni of the inferdferance. The commissioner
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dacisions: their faiure or rafusal o execute i by appropriale action
would undoublealy be correctad by judicial process, the decrea of
the cowt is b final adiudication on the queasiion of right. Bultarwath
v. Hoe, 112 LLS. 50. Umpmﬂmﬁemmmmmmm
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2l & T 1981), “Iin) soor ths
affect of any known lingation which the patent may have been involved.” |d. at 468. The
rabionaie af the Coammissioner was clear:

the fedaral courts and the PTO are jaintly responsitle for the overall
administration of the patan! system. ...[Tlhe maamum beneht fo the
systam occwrs when the PTO and the federal courds act in harmony.
M:::an;ﬁ':g.l].r it scarcely seems -ﬂpprcpr.iam for the PTO fo nsfm‘ga:e
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confert. [d. at 4 58-459
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Clearly. tha slNect of the Federal Chcult decision is that Lin has bean
determined to be prior to Fritsch et al under 35 USC 102(q) thé process in Esue
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