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Serza}l No. 28-322,874

Art Unat 1885

The smendment filed Narch 16, 1990 and adding claisz 84-85 hag not been
entered. The acenduent filed June 13, 1994 has been entered. Applicant
should note that <he nymiering of claine B84-94 gubmitted in the smendment
filed June 13, 1994 hac bheen changed. Claime 84-94 hLave been renunbered s
isrzs 87-97 sad the claie dependencies have #lso been changed sccordingly.
Applicant’s sttenticn is directed to 37 CFR § L1268,

The Inforraticn Digelorure Statesent filed April 8, !994 ham heen
received. The fellcwang are noted in conngctiaon with the Inforemtion
Pisclesure Statenent.

(o} Farber et al (reference C 71 vee not congidered because the

submitted ecpy iz illegible

tb) A copy o reference £ 217 was not found in the gubhmitted

referencrs, However, thic reference vaz veadily available to the
PTQ and vas coneidered, A GepY 15 enclesed with thiz Qffice
action fer applicant’s convenience.

(e A copy of *Peints to consider . . .", reference C 259 could not be

{ound in the references submitted by spplictnt. This reference is
not readily svailable to the PTQ and has not been considersd,

(-3 The copy of Tects et al, reference C 313, 4im iliegibie and has not

been congiderad.

The disclesure .& objected ts because of the following inforsalities.

fa) In claim 96, "to mewmsl® ghould be changed to "tc a sasmai®,

(2-3 AL page B4, line 3@, “recosbinent® ia typegraphical error.

{e) At page 3, line 20, "(Citsticns omitted)® im not understosd. 446

{d}  The stalus of each of the parent applicationa ghould be updsted.
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Serial Ho. 28/732,874

Art Ualt 1885

(e} The cpecification needt s section entitled *Brief Deacription of
the Drawangz®. The description of the dravings included in the
amendment filed Cctober 23, 1987 is inadequate because it does nct
descrabs sach of the figures. Any arendment to correct this
defiziency should point to basis in the application as filed for
the armendaent.

Appropriate correction is required.

The follsviag 3£ a quatation of the first paragraph of 353 .5.C. §F 112:
The speciiscetion shall contsin a written description of the invention,
and of the nenner and procece of mexing and using it, ia such full,
clesr. concise. ang gxact terss as Lo enable mny person gkilled in the
art to vhizh it pertains, or with vhich it is scst nearly connected, to
make and use thg sawne and thall set forth the beet mode contemplated by
the inventor of carryiag esl his invention,

The specifization ie objected to under 135 U.5.C. § 112, first paragraph,
ag the gppcxfication. as originally filed, does not provide support for the
invention as is nov glazoerd. The recitation of “fragment thereod® in clein 89
is new natter.

Cleins BS-81 are rejected under 35 U.S.C. § 112, first persgraph, Ior
the remsons set forth ip the objection to the specificetion.

The folloving ik & guotation of the first peragraph of 3% W.5.C. § 112:
The specification shall contsin a written description of the invention,
and of the sanner and process of making and using it, in such full,
clesr, concige, and exact ierms a2z to enable any person akilled in the
art to vhich it pertaine, or with which it iz sost nearly connected, to
moke and use the sawe and shall set forth the best sode contemplated by
the inventor of carrying out hie invention.

Claims B7 and 83-97 are rejected uader 35 U.S.C. § 112, second

paragraph, as being iadefinite for feiling to psrticularly peoint out and

TIBIETRA TAT™ 3 QB/10/94  12:57
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Serial Ne. 93/202 873

Art Upat 18235

cistinctly claie the rubject satter which applicant regards as the invention.

The ¢laias are vague. iadefinite, and incomplete.

ta} Claxe 87 .5 vague znd indefinite for reciting *in wive biolagice}

" actavity®. It is not clear vhether the claimed waterinl haa nll

or only zome of the properties of EPO.

th}  The recitition of *haviag glycosyletion which differs from thst of

human uritary erythropoletin”™ (clatm 87) is vague and indefinite
because lere is ne glycosylated ctanderd for husen urinary EPQ.
The recorc has gvidence in it which indicates that the amount of

glycosylation «f EPO ie variable., For exanple:

t11  The Strickland declarstion (filed 12/5/88) at page 10,

lane 143 of the igeelectric focusing gel shows several

faint dande for u<EP0. I{ u-EPO vere a single

species, it would shov ne cnly one band. Likevige, st

page 14 of the sawe declaration, in lane 3 the u-EPG

digested vwith sialidese reaults in several bands.

2 Takeuchl et al {J. Biol. Ches. 2631(8), 3657 (1988)) at

page JEER indicates that varistion of glycozylstion

depends on the level of glycotrsnsferssez in the

celis. Thim paper aleo shove levels of glycosylstion

of EPQ vary. Even though the publication date isz
lpter than the effective filing date of the
application, the informstion cen be used Lo support
the § 112 rejection and ressconing supporting the

rejection.

E2028744. TXT™ 4 28/19/94 12:57
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Serial No. Q8/227,874

Art Unit 1803

[3<}} hiba €t al (Bioches. Biaphys., Hes. Conm. 47: 1372

119723 discloses variations in glycosylation of u-EPQ

depending on the degree of degradation of the

glycoprotein that oceurs during collection,

extraction, purdiicatisn, ond storege of the u-EPQ

Thus, the amourt of glycosylation of EPO is warizble and no

standsrd exists in the art ta disclose vhat the glycosylation

compoEition of EPU ix. Heither does the instant applicatien f311

this void. Therefore, ane of skill in the art would not know

vhether a giver =zomple of LPO infringed the ciains. Hence,
claics arv vague and indefinite.
{c} The recitotion af *fragment theresf® (claim 89) ie vague and

the

iadefinite becsuse no lover limit of Irngoent size is aentioned.

(d3 Claiw 9% is vague, indefinite, and inconplete becayee thers 4E no

antecedent basis for *the signpal sequence of human erythropoietin

set out in FIG 5*. There is no §ignal sequence identified sa auch

in FIG &,

fe) Claims 25 and 95 are vague, indelinite, and incowplete in reciting

telfective anuunt” because tha "effect® is not asntioned.

1Ly Claim 7 is vague and indefinite in Teciting “enhancing®.

Subgtituting "increasing® for "enhancing® vould be sufficient to

overcone tlis part of this rejection.

Claing 89, 91, ard 22 are mach rejected over either one of the reseining

tvo o8 being duplicate claims. The protein prodyct iz the same yhether the

excgenous DHA in the host cell iz cDNA or genosie DHA.

E202874A. TXT™ 5 Q8710794
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Seria! Ho. @8/202, 374

Art Unrt 18€S

Claiee 87 and 95-57 s:e rejected under 35 (.5.C. § 112, firet paragraph
ae the disclosure is eaabling only for claiss liatted to those EPCs shown in .
the instant applicetion. See N.P.E.P. §F 786.0@3¢n} and 786.831z}. The
instant application does not teach the extraction and purificetion of EPQ from
any and.all eourgse.  Additionally, the inetant opplication does not give
guidance as to vhich *fragrents® of EPO mey have eny activity. Accardingly,
the claime are broader than the enabling disclosure,

Clases 96 and 27 sre eath rejectled over the other as duplicare claiss.
The intended outzome af the therapy (claim 37) does not change the sethod of
adeinicstration (slain 262,

The following iz & guatatisza of the appraﬁriala paragrapghs of 35 U.5.C.
€ 182 that form the basis for the rejections under this section aade in this
0idfice action:

A person shall be entitled to a petent unless --

(b} the invention wes patented or described in a printed publication in

this or a foseign country or in public use or on ssle in this country,

sore than one yese prior to the date of spplication for patent in the

United States.

The follawing 3¢ a quotation of 25 U.S5.C. § 1983 vhich forms the basis
for xll abvicusness reijections set forth in this Difice sction:

A patent way not be obimined though the inveation is not identically
disclaosed or described as set forth in section 102 of thim title, if the
differencet betveen the subject satter sought to be patssted and the
prior art are guch that the subject natter ss & vhole would have been
obviou® at the tise the invention vas made to s persaon having ordinary
gkill in the art to which sald cubject matter pertuing. Patentability
shall not be negatived by the manner in which the invention was made.

Subject neiter Jeveloped by another person, which qualifies as pricr art
oanly under subgection (I} or (g) of section 102 of this title, shsll not
preclude patentability under thim section vhere the subject malter and

the claised invention vere, at the tise the invention vam wade, owned by

the sawe person or subject %o ap obligatfon of aasignment to the same
450
person.
E202874A. TAT™ 6 A8/10/M  12:57
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Serial He. Q8/I2Z,871

Art Unit 1805

Clains 87 anc 95-97 are rejected under 3% U.S5.C. § 182tk as being
cleariy anticipatec ty Egchbach ei al (Clin. Res. 29421, S184 11981)), The
reference teaches the admanistration of a preparatien of sheep EPD te
nephrectamized sheep to increase hematorrat levela. The clatss eabrace the
EPO preparation of the reference as vell a8 the methedn of the reference

Claims 87-94 are rejected under 35 UB.S.C. § 192¢(b) ag anticipated by or,
in the alternative, under 33 U.5.C. § 123 ac obvioue over sither one of
Sugimoto et al (U.5. 4,377,5L3) or Chiba et al. Sugimota et Bl fuged human
kidney tumor cells that produce EPG vith busan leukeric lynphohlastosd cells
{cancer cells) to get hyb:idoma cells thst produce EPO.  The ides here vas to
produze an iwmostal orll liae cagable of producang EFD auchk like one weula
produce monoclonsl ani:lody producing hyhrigoma cell liner. After screening
the hybridesas fos EFD producing clowes and iselallag an EPO producing clone,
Suginoto et al grev u; large amounts of Lhe hybridomer wx apcites tumacg {in
the peritoaneal cavity ol sude mice) and recovered pregarations of human EPQ
In-EPD).  There's & guod chance that h-EPQ ie not the same aes u-EPD because as
Chiba et al reports, degrsdation tvia de-glycosylation) of u-EPQ 15 e probles.
Vhue, one would reascirably expect the EPO circulating in the blood to e more
glycosyiated than «-EFQ, Additionally, the h~EPO of Sugimoto et al i= not
"naturally-eccurring® in the gence that sowe EPO producing cells were excimed
from the body, culiured te produce £PO, end then the EPQ callecied. Suginoto
et al made a hybridona. Az Takeuchi et 3) disclose, the glycosylation ecan
vary depending on tLé eazykes present in the producing cell. Absent svidence
to the contrary, the hybridomm-produced EPG is considersd to have s different
glycogylation pattern than the original kidney-cell-produced EPQ, Thum, the 451
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Herial He.  ©8/2082, 373

Art Unxt 1385

claimed EPJs read ¢ the EPD of Sugimvic et al. Applicant asserte {paper no
<3, filed July 1Z, .79} that there vas ne reason to believe that the EPOs
verv different. TLin cigertioh is nst Gorvincing. On psge 5 of the response,
appiicant stateg, “ipplicaut submits that there i no evidence or reason to
believe that erythropoietin produced by a huaen lymphoblastold cell line (s

identical te the glycagylation praduct produce by 3 non-human trangformed ar

transfected cell lite." This sisrepresents the ipsue. The claies sabrice all

EPQs that have an average carbohydrate conpegitinon that differs from the
carbohydrate compesitien »f *naturally-eccurring® EPQ (vhatever that ig&, Eee
the rejectionc under § 112 abave). For purpeses of this rejection, the
aveTage carhichydrate cemposition of naturally-oecurring EPD js taken 25 that
for w~EPO because trhat as 2hal vag measured by applicant (see page 65 of the
specificationi.  Thuz, the EFO produced by the hybricdoms of Sugimnio et al
deft At have to le :lentical te Lhe EPD produced by any of the specific
trancfcrzed cells dasslagsd in the instsnt application falthough it say indeed
be, oo evidence OF r2asons are is the record to indicate otherwike). The EPD
of Sugimoto et al har serely Lo heve a different average cerbohydrste
composition than naturally-oceurring EPO {d.e. w-EPQ) in order to seet the
¢ising. The sane can be gaid for the variousz EPDa of Chibe ot al.
Additienally, the durden 1€ on the appiicant ta provide svidence. If the EPUg
difier, then st least one of the EPOs resds on the claimed EP0. Hote that the
EPDs at issue are the various intersediately degraded u-EPOm vhich sre
isolated from urine tChika et al) aad h~EPO {human EPD) vhich g produced in
the hybridoma celis of Sugimoto et al. Applicant has not carried his burden
te shor a difference betveen vhat exists in the prior art snd vhet is claimed

452
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Ser:al Mo. 928/227,57¢

Art Un:t 18@%

(In re Brown, 173 USFD €89, £oPa 19703, Finally, the ters *execgencuc® in
&laiz 84 meane cnly trat the gene has an 0713in outside of the host eell. It
doge nol mean thal the hest cell hac to be nen-hunas in Lhis claia. Thus, the
claim zeads on humen PO produced in human cells.

Claims 95-97 ars rejected under 35 U.8.C. § 1@2(b) ae anticipated by oz,
in the alternative, uader 35 U.S.C, § 103 a5 obvious over Sugizmoto et al
Sugimotes et al disc.oses pharbaceutical preparations of EPD for the
aegminrstration of EFD to auinale. These preparations are embraced by the
Llaims, The diseisiien in the previous rejéction is incorporated here.

Claine 98-34 :r: rer2cted under 3% U.S,C. § 122'h) ag anticipated by or
shothe slterratave, wode. 35 LIZ.D. § 103 sz obvious sver either one of Espada
#l al iFea. Fror, 410 LIZT 1R or Miyake et al (I, Biol. Ches. 252: 5558
1197710 Zach of the redirenzes discloses the pueification of human EPQ.
Avsent evidence Lt th@ cintracy, the EPQ of the refesences ir the gake or
ezzentially the sene ag the EP0 of the claims., It is not evident that the
process of produstisn defines the product. Since the PTO hee no leboratories,
the burden if on spplicant to shov a2 diffecence betveen a claized product and
2 product of the prior a1t !see In re Broen, 173 USPG B&S, CCPA 3S72).

Clain 23 js rejvcted under 35 U.3.C. 5 102 as being unpatentable over
either one of Sugimptw el ol ur Chiba el al am applied Lo clainm 87-94 above,
and Lurther in viev of applicant’s adeitted state of the grier art {pagw 87,
line 2% through page 08, line 281, Applicant acknovledges pharsaceutically
acceptable carriers, adjuvarts, and diluents tc be standard. It would be
abvious for one of ordinary skill in the srt to prepare a pharasceutically 453

acceptable composition conlaining the EPD of either one of the primary

~228744. THT™ ) BB/1O/94  12:57
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Terial MNe. S9/032.87%

Art Unit 1833

refesences in Lrder Yoo adiiaistes the EPD to an anital or humen ta effect &
hagher tLewatoziii.

Ciainm 0 i .eyeted ander 35 U.B.3. 5 i03 as being unpatentable over
eithe; ane of Espads el al {Fed. Proc. 41: 11359 (1982)) or Niyaske et al (J.
Bicl. Chem. IZED: D518 (17T as spplied te claims 55-94 above, snd further in
view of applizapt’s adzmztied state of the priocr art lpage 87, line 29 through
page 88, iine I83. Appligasl acknoviedges pharmaceutically acceptables
carriers, adjuvanis, sad diluenic to be standard. IL would be obvioue for one
of orcdinary £ikill in the a:t to prepare a pharmacevtically anccepisble
cozpesition coatalning Lhe EPO of either oue of the primary references in
order to adoinaster the EFL to wn animal or Luman to effect a higher
henaloerst.

Claims 95 ant 27 are rejected under 35 U, 3.C. § 183 38 being
capatentabee over eather wie of ZSuginoto et al or Chiba et al as applied to
zlaing B7-94 akove, 3nd furtdher in viev of Papayannopoulou 2t al.
Papayannopouicy ol al teazher the adwminisiration of compogitionmk canteining
EPO to aniasls including nwosmals.  The reference further disclomes higher
henatocrits in anizals receiving EFD. Tt vould be obvious for one of ordinary
skill in the art to adeinister the compositions of either one of Sugimoto et

al or Chiba &t al to anieals in the sanner of Papayannopoulon et ») in arder

ia anisale ae discloged by Papayannoupculou et al,

Lo increase hematouc:s.t
Claiag 86 and 97 are rejected under 35 U.S5.C. § 183 ag being

unpatentable over esither one of Espada et al (Fed. Proc. 41: 1159 (1982)) or

Miyake et 3}l (). Biol. Chew, I53:; S558 (1977)) ax applied to claims 89-94

above, and further ir viev of Papaysnnopoulou st el. Papayspnopoulou et al 454
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Serial Xa. @QB/I0Z, 874

Ars Ualt 1825

teacheg the adwinistration of cospositions cuntarning EFD to animale intluding
rarwals.  The reference Iiither disclozer higher hemaloorits in anivals
receiving EPQ. It vould Leé cbvizue for one of ordinary skill in the art to
aduinister the coupesilicns of sither cne of Es=pada et al or Niyske ot al to
anieals ia the manne: 31 Fapayannupoulsu et 3} in arder to lncresse
hematocsits in anirale 5e discloced by Papaysnnoupoulou et al..

The Group zad/ir vt Unit location of your application in the PTO hae
changed. Yo aid ir cc.ielaling any papers for this appllcstios, all further

correspendence reguiding this applicetion should be directed te Group Art Unit

Gertazn papers ralstad to this spplication =may Ye subnitted to fGroup
1808 by facsimils trauwsmiizion.  Paperc shiculd be faved to Group 120Q at (78
D20-3BLE. The fazing if iull pagers must cenferm will the rules published in
the CIficial Gazette, 135 36 51 fNovember 16, 195,

ALy 1sguiry concerasng this cozmunication should be directed te J.

Hartinell al teleprom: runbey (720 324-¢I96.

JAMES MART] D,
SEMOR Lem%%u“&%
GAOUP 1800

455

EI028T4A. THT™ 11 °8/1a/94 12:57

AM670156799 AM-ITC 00941466




