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i STATEMEMT (OF ISSUES PRESENTED FOR CONSIDERATION

DR N C

{1) Should the interference be terminated in favor of Lin, and unfavorably to
Fritach, in view of the Federal Circuil dacision which was favorable 10 Un on the priosity
and patertability issues raised by Fritsch et ai7

{2 Is Lin antitled to prionty award in this interference?

(3] Has Lin satished best mode requirements?

o
e
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FROZCHET &Ly, LIN
rummerce Mica. 102,067

I, STATEMENT OF THE FACTS
(A) The Subject Matier

Tha invention mvolved i thes intarference refates 1o a process for producing

in wivg Diiogically actve recombinant entthropastin |

host cell transformed or transfected with an isolated DMNA sequence encoding EPO and

iscilating the EPO product.

(8) The Parlies

This interference mvolves LLS, application Seral Mo, B33.258 filed on
January 22, 1985 by Edward Fritsch, Rodney M. Hewick and Kenneth Jacobs (“Fritsch
et al* or “Fritsch®) and U5, application Serial No. 113,179, filed October 23, 7987 by Fu-
Kuen Lin. The Lin application is a division of U.S. Patent 4,703,008 (the '008 patent)
which was filed on Novernber 30, 1884

The Fritsch et al appication i assigned to Genetics Institute, Inc. ("G,
The Lin application is assigned to Amgen Inc. ("Amgen”).
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Mo. 688,622, filed January 3, 1985 while Lin has been given the benefit of his '008 pate
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filing date (Movember 30, 1984) and three earlier filngs as follows:
L.5, Serial No. 561,024, filed December 13, 1983
L.5. Serial No. 582,185, filed February 21, 1984
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CRTSCMET A
PnaTarance Mo, 102,087
Lin is the senior party by witue of these eariier filings.
forth i Appen

(C} The Count
flararnioe Nvoiwes 8 Single Count wihich
in essence, the count definegs & process for the preparation of an jo yivg biologically

active glycosylated polypeptide (recombinart EPQ) by growing 8 mammalian nost cell
which 1§ transformed or transfected with an isolated DMA sequence encoding EPQ and

AL @ LIW
Each of Lin's earher applications is prior to the initial Frtsch et al filing and

isolating the recombinam EPQ product.

In the declaration of the intu'ferer!:.ﬂ. Fritsch at al claims 72 and 73 and Lin
claims 65-69 were idéntified as corresponding o the count. Lin's claim 85 is identical to

the count.
Mone of the Fritsch et al claims = identical to the counl. The Fritsch et al

claims 72 and 73 are more general in nature and read:
72, A method of producing human enythropaietin campfising

culturing the call line of claim 50 in a suitable culture medium and

nthropoletin comonising
i

isolating anthropaietin from said mecium,
T A paitheet AF el wraras B o

Pl S TSI LA L LA DARLIG T LT e L

cutturing the call ine of claim 52 in a suitabla cullure madiu

isplating anthropoietin from said medivm.
Fritsch &t al claims 50 and 52, from which claims 72 and 73 depend,
themselves rafer back 1o claim 48 and then to claim 48. These claims (claims S0, 52, 48

and 4& read as foliows:

%]
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FRAMSCHET AL w LIN

Fifgrhwanos MOS TOE (7

/%  The mammalian cell line of claim 50 wharain sand
CERS

[l | Ry | Y
AfE Lris CEinE.

48. A recombinant DNA vector comprising a heterologous
pramater and the cONA saguance of claim 46

P Y- . _ ¥ I o p— Y

ihe aming acid sequenca |
Fritsch et al claims 48, 48, 50 and 52, which are drawn 10 DNA sequence encoding EFQ
or host cells transformed therewith, are isted as comresponding to the count in
interferance No. 1020968, Thus, in essence, Fritsch at al claims 72 and 73 ecall for
producing human EPO by cufturng a host cell transfected with DNA according to the
count of interferance Mo. 102,096 and 5olatng the produwct.

The culluring and sofating steps recited in Fritsch et al claims 72 amnd 73
are the counterparts of steps (a) and (b) of the court. Steg (a) 5 inherant in the sulturing
stap of the Fritsch et al claims. Step (b) is accomplished when the expressed product is
separated as media from the calls themsahves, for exampile, tor assay 1o determine lﬂ_mm

bicdogical activity.

(D) Related

There are two other closely ralated inferfarances myohving the same parties
These interferences are Interference Mo, 102,096, which has already bean referred to and
which was declared concurrently with the prasent interference, and Interferenca No,

102,334, As indicated, Interference No. 102,096 is directed to a purified and solated DNA
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FRITGCHET AL. v LM
Imerfmhgnea Mea 100 00T

seguence encodng human EPC which is used in the process which  the subject of the
present interference. The couwnt of IMerference No. 102,334 & directad 1o an in wvivg
niclogically active human EPO product. A single Aude 608(E) shawing by Fritsch et al is
the basis for the declaration of all three ntesferences.

Papers common to all three proceedings have been filed and the evidentiary
presentation has been consolidatad.

The ciose relationship of the three interferences has been acknowledged
by Fritsch et al in preliminary motions and in their Enefs at Fina! Hearing in this
interferance and in Intarferenca Mo, 102,334, Thus, Fritsch et &l in earlier mations urging
the combination of Inerference Nos, 102,086 and the present interferance charactarized

s o iMErdarancae as ‘Aifearent manifasratoas
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in their briefs at final hearing in this interference and Imerference No, 102,334, Fritsch et
al state;

Accordingly. as i the 086 inferfarence, prarity s wpon the first
conception of the purified and isolated gene.”

Fritsch et af thus admd that the priorty iSsue is identical in_all thrag
interferences. Moreaver, the prior ant references refied on in suppont of the Fritsch et al
chviousness arguments in the present interference (including Toole et ai U.S. Patent No.
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"Sww Fritsch et al Matlon G In Intederence Mo, 102,098 a1 page B8 and Motion O in IMarfarence
W 102,087 al page 159

! Sea Frigeh o al bricd page 24 in this intederence and page 23 of thal briaf in Interfarence Mo
1P 334
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AM 17 010610

COHFIDCRT A
T T PROTRECFIVE GRITA

AM-TTC 00337656



Case 1:05-cv-12237-WGY Document 1038-2  Filed 09/10/2007 Page 9 of 17

obvicusnass of Lin's claims to the purified and isglated DNA sequence in Interderance No
102,096" Likewise, the Fritsch et al alegations of best mode violation in this interference

and in Interference Mo, 102,056 are identical.

—

'Compare Fritsch et af brief pages 48 50 in the present intederence with pages 40-43 of the
Fritsch of al beigd in Intarferenca Mo, 102 096
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FRITZCHET AL v LN
| birtarans o, 102,097

fEY Ralatad Litination
Li=F EA N v R Rt ML LT

Lin‘s assignee (Amgen) and the Fritsch et al assignee (GI) and the latter's
icensee (Chugal Pharmaceutical Co. Ltd.) have been invoived in sxtensive litigation
regarding erythropoweting See the decision of the United States Court of Appeals for the
Federal Circuit i Amgen Inc. v. Chugai Pharmaceytical Co Ltd. and Gaenetics Institute,

e @7 E A« 4900 48 [RS8 (M001) fhercenafar rafarrsd by
i = 1 i [E=] Al Tt P L ¥ el =11~ =1

Circuit decision”). This decision affirmed in relevant part a decision of the United States
District Cowrt for the District of Massachusets, Mo, B7-2517-Y, Amgen Ing. v. Chugai

Pharmaceutical Co Ltd and Genetics instifide, Inc., 13 USPQ2d 1737 (hereinaler the
*District Court decision”)

The Coadaral Soe. et e
LREL-R o Ll

e -
1Y ELLNILIE LS

this interference as noted later.
Proceedings prior to the District Court decision are briefly summarized
under the heading "Il Procadural History® beginning at page 1739 of the District Court

decision.” This has included action before the international Trade Commission (ITC)

ol s il B amtw O
WHIIY O8 Li § Ll Dt

gl s B il
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Circuit decisions addressed priority and patentabifity issues directed towards Lin's "008
patent claims. These proceadings have involved many depositions and documents and
extensive frial testimony. The District Court trial #self extended through 38 trial days. In

both the ITC proceedings and the District Court action, invalidity and unenforceability

&l page referencas heren bo tho Destrier Coun and Federal Cleeult declzions are based
an the 13 USPO2d and 18 USPC2d reparts. reapecimaly,
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. Patent & T57 O06 yrdar 35 LESC 103 failure to satisfy best moda
requirameants [35 USC 112) and inequitable conduct. Except for an issue of enablement
with respect to Lin's ciaim 7, which & not refevant here, all invalidity and enforceatbility
defenses against the ‘008 patent were rejected by the MC. the Distnict Court and maost
recently, the Federal Circwst.  The Federal Circult ks denied reheanng and 25 mandate
nas esuad.

The Federal Circuit decision stands as the law of the case insolar as issues

decidesd by the Courl are concemed. The Examiner-in-Chief, apparently reflesring 1o

g o omm m g e ———

e modas e o iR reeere | Ay Fiidiii- me irinue
nae _Nofed thig on e racard TRH UL TLEL T A8 Wnanws”

- and we are bound &y any decision of the Federal Carcuit S0 thal
any izsuas herg that might be identical as fo onas thal are gdecided
Dy tha Cowrt of Appaals in e Faderal Cirew? would bing us as far

e e el (e s e
o b ASD S LIS Sl

The Federal Circut decison is discussed in detad later in this briel,
However, it is useful at this stage 1o note that the Federal Circuit specifically affirmed the
Destrict Cowrt's ruling, m wiew of the state of the art conceming EPD, that a conception
of the purified and isolated DMA sequence encoding EPO and host cells transfected
therewith (at ssua in Interlerence No. 102,006, and used in the process of the prasert

count) required reducton 1o practice of the sequence. In other wards, based on the

s a —
e PR SfassE - [} St § el
A Rl il Ry i el DATD Ugohd

Fritgen et &l Driad and Lin record, respactivehy.
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sama record before the PTO in this interference, the Destrict Court and Federal Circuit
faund that Lin's conception of the invention claimed, namely "a purified and isclated DNA
sequence congisting essentially of a DNA sequence encoding human erythropoietin®
oocurmed simuitaneously with reduction (o practice 20 that thera couid be No concepbon
of the DHNA seguence untll it was reduced fo practice. This is the controlling law on the
issue of priority in this interference and, by Fritsch et al's own admissions, the related
interferences.

The Distict Court decision, which was affirmed by the Federal Circuit®,
includes a very helpful background discussion regarding EPO (Section V, pages 1741-
1745) and in Section VI (pages 1745-1754) sets out tha facts relevant to the efforts by
Lin {Amgen), Fritsch’ {Genetics Institute) and others to clone and express EFO. The
prior art incluging the Toole ef al U.S. patent  also discussed at pages 1753-1754. The
facts as set out in the District Count decision, including the activities of Lin and Fritsch to

clone and express EPO, have not bean challenged and, therefore, stand estabiished as

Fritsch refers to in his brief:

* Except for ihe District Court's nuling == 1o validity of Gi'e Hewick at &l ULS. Patent ho
4,677,195, which is not hers imotved,

' Ay discussed mdrg with respact 1o e delered Fritsch of 8l mation 10 change

-'u.-nin.nll.ln o triad b Ih..- Cilsleted Mot Clbarasd Eebeide s o s vuie h—.— [ |- N
''''''' S MR G ST R R TR | DA B AR R N e i D LU L

Hawtlt:!ru:l Kenngth Jacobs] were nof idemified as pamicipans in e alleged prior
conception by Fritach [which he Courts found madequate). One (lacobs) did nod
Deqgin working for GI untl July, 1963,

crepn

g
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FI’I|IE:§ ET Al v LIk
Imgrigennon Moy, 103087

——
—h
[l

Priceity of invention as between Lin and Edward Fritsch with the
noiding of simultanegus conception and reduction to practice
favorable w0 Un (pages 1758-1764). The Distict Court also
considered essentialy the same gquestion of prior concepton as
proposed by Fritsch et al in this interference, that is, the assumption
that conceotion could pcour prior 1o reduction to practice, and heid
against Fritsch based on the same facts now befora the FTO (pages
17E2-1763). The Court further considgered the question of Fritsch’s
diligence [assurming prior conception) and again fownd against Fritsch

(pages 1763-1764).

]
9
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on 103 with the fingéng
of unobwviousness ovar the prior art (pages 1784-1769); and

(3)  Bast mode, with a finding favorable to Lin (pages 1769-1774).

The Fegeral Crrcuit affrmed the District Court on each of tems (1), (2) and

{3) Sea &5 1020 to 1022, 1022 to 1023 and 1023 to 1026, respectively, of the Federal

While the process of the present count was not exprassly at msue in the
litiggatiar, it is clear that the issues of priority and patentability of the process were directfy
addressed. Cantral to the process is the use of the DNA sequence encoding human EPO
and host ceffs transfected therewith at issue in the litigation, 10 express in vivg biclogically
at &R W R

i b g il g
PRIl B Al TEAVE SR W i I e i 0T

AM 17 010615

lﬂﬂ#""m-:”_m

AM-ITC 00337661




Case 1:05-cv-12237-WGY  Document 1038-2  Filed 09/10/2007 Page 14 of 17

ERTSCH ET AL » UM
Imberiererain Mog. 102 007

24). The Saction 112 issue raised here i2 identical to that raiased at trial. The
obviousness issue raised hera, as reflacied Dy he Frisch et al Driefs, is nol substantively
diferent. Hange, the Federal Circuit decsion is direcilly applicable to the issues in the

(F)  The Interference Higlory

This interference was declared on May 9, 1289, priar to the District Court
decsion (December 11, 18859), concurrently with the declarstion of Interderence Mao.
102,096, As noted earier, the interferences were deciared on the basis of a showsng
urder 37 CFR 1.608(b) (Rule 8087 by Frtsch et &l purparting to establish prior
cancaplion, based on knowledge of a probing technique, with diigence up to reduction
o practice, The 6D8(b) evidence was, for all irtents and purposes, the same as that
refied on by the defendants in the District Court action and rejected by both the District
Court and Faderal Circult. The Federal Circuit decision regarding priority is final. Fritsch
gt al are now oresenting the same arguments, far a third time, at final hearing.

Both parties filed preliminary stetemants and Fritsch et al filed ten praliminany

motans generally on the ines of thosa filed in Interferenca Mo, 102,056. The Fritsch gt

al preliminary motions” included:

Thet rciticns are identifisd by 1he lefiers used by the Examiner-in-Chisf in his decision an
motions (Faper Mo 35).

AM 1T 010616
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FaIT W LIM
Il enco Mos, 1L 0ST

—
L
o

b milnmaent of unoatantabiiky of Lin's claims corrasnonding to the
count under 35 USC 102{e) and/or 103 based on the Toole &t al
L5, Patent 4,757,006,

(n for judgment of alleged failure to meat written description, enablamen

and/or best mode requirements of 35 USC 112, first paragraph;

b rlorwms Pamreclfit oeecerrloasd fm D
L LS LDl DR LA G TR

asy
i

on written
descriphon or enablement grounds;

(K} to deny benefii accorded to Lin as to earler flings on best mode
grounds;

(L} for judgment of unpatentabdity to Lin under Section 102(g);

T s [T i =~ e Ll T
I T LMOET S8Cihon TS

{N) tosubstitute or add a later-filed continuation-in-part application based
on @ probing technique described in the Toole st al patent which did
not redate to EPO;

(O} tosubstitute a proposed method count directed towards the probing

(F)  to be accorded the benefit of earlier Toole et al applications; and
{Q) as n motion (G) in Interfarence No. 102 098, 1o combine the two

interfgrences because the two nterferences represent “different

AM 17 010618
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the District Court issuad its decision as reported at 13 USPO2d 1737, As a consequance,
Lin fited a moticn to terminate (Paper No. 33) these proceedings.”

In his decision on motions (Paper No. 35), the Examiner-in-Chief ("EIC)

L LR ! I

dismissed the Lin motion to terminate. He also dismissad Fritsch et al mations (L), (),
[M] &nd [(3); deferred acton on Frisch et al molions (H) (Seciion 1027103 patentability]
CUEF R H R L r [ ret

{1} (zest mode only), (K) (Lin's pricrity benefit) and (M) [Section 102(f) patentability) and
denmied mations (P) (Fritsch et al priority benefit), and (I} and {J), as directed fo
“description” and “enablement”, _

Fritsch et al requested reconsideration of the motions decision with respect

A ra
o {J

)

el
(1]}
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B DLt tMiS Wigs OBfied, ing Examine-in- i FTLSC 8l
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L
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had taken no issue with Lin's assertion that a correlation between glycosylation and in
vivD biological activity of EPO was art-recognized (Paper No. 44, sentence bridging pages
2.3).

ol g . g et e
LIl A

the Fritsch et al tastimony time, Fritsch et al filed a mofion 1o amend the inventorship of
their appliication hera involved Serial Mo, 693 258 to list Fritsch as sole nventor, e, 1o

delete Hewick and Jacobs as joint inveniors. A companion motion to cormect thesr

——r

) Lin afso filed a contingent moion [Faper Mo, 34 1% proposing @ subsiiuie coun in
tha District Coun's position reganding clalm 7 of Lin's ‘008 patent bt fhis motion
disrreggad [Faper Mo 41).
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