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Art Unit 1805

.The amendment filed'nérch 16, 19%@ and addlng claime 84-86 has not been

entered. The amendrent l:led June 13 1994 has heen entered. Applicant

should note that <he numuerlng of clalms 84 94 suhmxtted in the anendment

filed June 13, 1994 hac been changed. Claimg 84~ 94 have been renumbered a5 |

cleims 87- -97 and the clainm dependenc;es have also been changed accordingly
Applicant s attentlon is dlrected to '37.CFR § 1.126.
The Iniormatlon Dlsclosure Statement filed Aprll a, 1994 has been

received. The follovzng are noted in connection vith the Iniornation

Disclosure_qtatement

Farber et al (re!erence C 71) ves not considered because the

{a)
subm;tted copy is 1lleg:ble
(b) A copy of reference C 217 was not found in the submitted

‘ references. Hoveyér, this reference vac readily available to the

PTO and vas concidered. A copy is enclosed vith thie Office

action for applicantfs convenience.
ey A‘cppy of *Points-to consider . . .',Irgfereﬁce c 25§_could not be
iounc in the feierences submnitted by applicant. This ieierence ia

not.. readily available to the PTO and hes not been considered.

(d) The copy of Teeta et al,

been considered.

The disclosure is cbjected to bécanae’oi the folloving informalities.

ta) In claim 96, *to mammal® should be changed to "to a mammal®,
i{b) At page 64, line 30, ®recombinent® is a typographical error.

-3 At page 9, line 20, *{(Citations omitted)" is not understood.

The status of each of the parent epplications should be updated.
08/10/94 12:57
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Serial Ho. 08/202,874

 Art Unit 1805

{e) The specii;haiion»needs a ééctibn en£1tled *Brief Deggription of
£he Dravings®. The description bi the d;avings ihcluded in the
amendment filed October 23,-1987 is inadequate.because it does nok
describe each of the figuféé; Any smendment to correct this
deficiency shpuld point to basis initﬁévapplicaiion aB iiled'ior
the ameh&mént.

Appropriste correction is required.
. The folloving is’a guotation cf the first paragraph of 35 u.s.C. § 112:

The specification shall contein a vritten description of the invention,
and of the menner and process of meking and ueing.it, 'in such full,
clesr, concise, and exact termes as to enable any person skilled in the
art to vhich it pertaiDS.vor vith vhich it is most nearly'connected, to
make ;nd’use the zame and chall set forth the best mode contemplated hy
the inventor of czarrying oul his invention.

The specification is obje&tedﬂta under 35 U.S.C. § 112, first peragreph,

ac the specification, as originally filed, does not provide support for the

invention as is nov clained. The recitation of *fragment thereof® in claim 89

is nev mqt{er.
Claims 89-91 are rejected under 35 U.S.C. § 112, first persgraph, for
‘the reasons set forth in the objection to the specification.

The following is a quotation of the first paragraph of 35 U.S.C. § 112:
The specification shall contain a vritten description of the invention,
and of the manner and process of making snd using it, in such full,
clear, concise, and exact terms as io enable any person skilled in the
art to vhich it pertains, or with vhich it is most nearly connected, to
make and use the same and shall .set forth the best mode contemplated by
the inventor of carrying out his invention. -

Clains 87 end B9-97 are rejected under 35 U.S.C. § 112, second -

paragraph, es being indefinite for failing to_particulnrly point out and

_ S : 447
£202874A. TXT™ 3 ge/10/94 12:57
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Art Unit 18@5

distinctly ciaim the subjg;t'natier vhiéh applicéﬁt régardﬁ as the‘invehtiQn.
'fﬁe‘claims ar? vague, 1ndeii6ite,‘35d incomplete. .
(a} Claim 87 is vague and indeiinéte !ér reciting "in viv§ biolﬁgica;
) éctivity'. It ic not clesr vhether the.cl§1ned naterigl hes all
or only comé of the proﬁe?ﬁieé.of EPO.

{b)  The recitation of ‘havihg’élycosylétion vhich differs froe @Sat of
human‘urinary ery(hrSpoietin"(ﬁlain 87) is vagué and indefiﬁite
‘secguse £h¢ré iz no glycosylated standerd for humen uriﬁary’EPOL
The réﬁord hae evidence in it vhich indicates th;t the amount ci
glycosylation of EPDyia variable. }or example: ’

(1 Th; Strickland declaration kfilgd 12/5/88) at page ‘19,
lane (4) of the ﬁsoele;tric !otuaipg gel shove sevgral
faint bands for u-EPO. If uw-EPQ vere a single
specieb{ i§ vould shov as only one band. ~Likevigze, at
paée 14 of the same‘décla;ation, in lage 3 tggAu-EPD
digested vith gialidése results in several bands.
Takeuchi et al (J. Biol. Chem. 263(8), 3657 (1988)) at
page 3660. indicates thﬁt variation of glycosylation
depeﬁds on the level of glycot;ansierasés in the
cells. This paperualso shovs leyels'di,glycoaylation
éi EPD vary. Even though‘the puhlication_date is
leter than the eiféctivé’iiling date of the
épplication, the information can be uaedvto suppurt

the § 112 rejection and ressoning supporting the’
rejection.

E202874A. TXT™ 4 28/10/94 12:57
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{c)

Ad)

{e)

)

Claims 89, 91,

tvo as being dﬁplicate claims.

" composition of EPO is.

-Subetltutang increasing"® for

(3) . Csihq etiél (Biochem;yaiéphys. Res. Cém?. 47: 1372
(1352)),discléses varia{iops in glycoSylé;ion of u-EPO
'degendipg on thefdegreg_o! degradatiéh of ihe
1§lycoproteih.thét dccuré durirg collection,

extractlon, puriiication, and storage of the u-EPQ.

.Thus, Lhe amount oi glycosylatlon of EPO is var;ahle and no

vstandard exists. in the art to dlsclase vhat the glyccsylation

Neither does the in;tant applicat;on £111
this void. There!otg; one ﬁf skili in the art vould not knov
yﬁether a given éémple of Efd iniringéd the claims. Henée, the
claims are vague and indefinite..

The reéitatian'cf 'éragment thereof® (claiﬁ 89) is vague and

indefinite hecause no lover limit of fragment size is mentioned.

Claim 90 is vague, indefinite, and incdmplete beceuse there is no

‘antecedent tasis for "the signal sequeﬁcé of human erythropoietin

set out in FIG 5°. There is no signal sequence identified as such

in FIG 6.

" Claims a5 and 95 ére'vague,‘indefinite, and incomplete in reciting

'ef!ective ansunt® becauee the *effect® is not mentioned

Clazm $7 is vague and indefinite in reciting _enhancing .

enhancing' vould be sufficient to

overcome this part of this rejection.

The protein product is the same vhether the

exogenous DNA in the host cell is cDNA or genomic DNA.

E202874A. TXT"

S 08/10/94 12:57

and 92 are esch rejected over either one of the repaining
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Art Unit 185

‘_~Gléiﬁ;'37 and 55—97 a:e‘rejected under 35 U.S.C. § 112, tirst paragreph,
as the~disclosure_i§ enabling only for clainms limited to those EPﬁs ghown in

‘the instant application. See M.P.E.P. §§ 706.03(n) and‘7¢6.¢3(i). The

inétént_application does not teach the extractiop.and phriiicatién of EPO from
any and all sourcee. Additionally, the instant spplicetion does not ine

'guidapte as to vhich ‘iragméﬁts' of EPO may have anyvactivity} 'Accofdingly;

the}élaips are broader thaa the gnabliné dis;losufe.

Claimsvés and 9§vare eacb rejécted bver,the.bgher as duélicgte claims.
Thé ihtended-outcome of the therapy gclaim é7)'d6e5vnot Ch;nge.the method of
administration ‘(‘cl__ai.‘:xv 961, ’ '

The folioving iz a qgotatiéﬁ oi';hé approériaﬁe paragraphs of 35 U.5.C.

' § 102 that form the basis for the rejections under this section nmade in this
0ffice action: '

A person shall be entitled to a patent unless --

(b) the invention wves patented or desﬁribed in a printed publication in
this or a foreign country or inp public use or on ssle in this country,
more than one year prior to the date of application for patent in the

United States..

The following is a quotation of 35 U.S.C. §'i@3 vhich ibfns the‘basis'
for all obviousness rejectione set forth in this 0ffice action: :

A patent may. not be obtained though the invention is not identically
disclosed or deccribed as set forth in section 102 of-thia title, if the
differences betveen the subject matter sought to be patented and the
prior art are such that the subject matter as a vhole vould have been
obvious at the time the inventien vas pade to-a person having ordinary
skill in the art to vhich said subject matter pertains. Patentability

shall not be negatived by the manner in vhich the invention vea nade.

Subject matter developed by another person, vhich qualifies as prior art -
-.only under subsection (£} or (g) of section 102 of this title, shall not
preclude patentability under this section vhere the subject matter and
the clained invention vere, at the time the invention ves made, ovned by
the same person or subject to an obligation of assignnent to the same 450

person.

E202874A. TXT™ _ 6 28/10/94 12:57
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©in the alternatiyé,

{cancer cel;s)-to get hybridoma cells that produce EPQ.

‘produée monoclonal ant‘Lody producing hybridoma cell lihes.
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Art Unit 1805

_Claims 87 and 95-97 are rejected under 35 U.S.C. § 102(b) as being

clearly ahticipated by Eschbach et al (Clin. Res. 29(2), 518A (13981)). The

eference teaches the administration'of a preparation'of sheep EPd to

nephrectom;-ed sheep to increase hematocrlt levels. The claims'embrace the

EPQ preparatian of the reference sas vell as the methods of the reference.
Claims 87-94 are rejected under 35 U.S.C. § lﬁz(b) as anticipated by or,

‘under 35 U.é.C. §°103 ac obvious over eitﬁer one of

Sug1moto et al (ﬂ.S. 4,377,513) or thiﬁa et al. Sugimoto et al fused huwman

kldney tumor cells that produce EPO v1th hunan leukem;c 1ymphoblastoid cells

"The idea here was to

produce an immortal cell line capable of producing EFC much like one wéuld

After screening

the hybr;domas for EPC pruUJc;ng clones and xeolatin, an EPO. produc;ng clone,
Sugimoto et al greu uf large amuuuts al the hybr:dome- as ascites tumore (in
the pexztoneal cav-ty of nude mice) and recovered preparatione of human EPO

(h EPO). There's a good chance that h-EPOD is not the same as u-EPO because ss

Chiba et al reports, degrudatlon tvia de glycosylation) of u-EPO is 8 prcblel.
Thus, one vould reasonably expect the EPO circulating in tbe blood to be more

glycosylatgd than u-EFO. Addztxonally, the h- EPO oi Sug;moto et al is not

'naturally-occurring' in the eense that some EPO prpducing_cells vere excised

from the body, cult L*ed to prnduCe EPO, and then the EPD coilected. Suéimoto

et al made a hybrldoma. Ae Takeuchi et al disclose, the glycosylat;on can
vary depending on the enzymes present in “the produclng cell Abgent evidence
to the contrary, the hybridoma—produced EPO is considered to have a different

glycosylation pattern than the original kidney-cell-produced EPO. Thus, the

28/10/94 12:57
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claimed EPOs reed on the EPO of Sugimoto el al. Applicant agserts (ba#er no.
iS;-Iiled July 12, 1?39) that the;e’vas no reeson to. believe that the EPOs
vese different. . This cesertion is not convincing. On page 5 of the response,

applicant states, "Applicaat submits that there is no.evidence or reason to

beliéve_ghat eryihropbietih produced by a human.lymphoblastoid cell line is

identicél to_the-glytﬁsylation product produce by‘ainon-human tfansformed or

transfected cell line." This miSrepresen(s the issue. The claims embrace all

) EPQOs that have anvaverage<carb6h}dratg.coﬁposition that difiers from the
' carbohydréte compésiticﬁ‘af 'naturally*occurring'_EPﬁ (vhatevef ihat 1sq.éee
. the rejectioné,unde?'E llZ,ébave). For éurposes of this rejgction; the
éverage'carbosydréte comppsition‘oi n;;ur;liy;ogcurring EPO is taken as'thap
for_u-EPO,becausé thag.ié vha@ vas measured by applicant (see page 635 of thé
speciiica;ibn). Thus, the'EFobprqduced by the hybridona of Sugimato et‘él
idéec_ﬁnt have to le ileqti;ai tu the EPD p;éd;céd by- any of the specific
transiorméd ;elisvdiszlosed in the instah}lapplicatipﬁ talthough it m;y indeed
"be, no evidencé oI reasouns are in the record to indic;te othervises. The EfO
of'SuQimolﬁ et al hae mesely to have a different average cérbﬁhydrate ’ .
'éompoéition ths; na@urallyfoccurring EPO (i.e. u-EPb) in order to’neet1the
clqim;J The sane can be said for the vérigug EPOs of Chibe et al. .
Additionally, the burden ic on the'aﬁplicant to provide eviaence. 1f thé EPOs’
Ai!f;rf £hén at least ope:oi {he EPOs reads on the clained E?O; Note that the
EPstat issue are the various intermediately.degfaded u-EPOé vhich are .
isclated from Qrine {Chiba et al} and h-EPO (humen EPO)} vhich is produéea in
the hybridoma cells of Sugimoto et al. = Applicant haé not carried his burden
to shov a difference betveén vhat exists in th;'prior art and.vhat is claimed
- - | - - 452
08/10/94 12:57
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" {In re Brovn, 173 USFQ EEI, CCFA 1972). 'Finally, the term “exogencucs® in

claim 84 meane cnly that the gene has asn origin outside of the host cell. It
does not mear that the hoeet cell hac to be non-human in this claim. Thus, the
claim reads on humar TPO produced in human cells.

Cleims 95-97 are rejected under 35 U.S5.C. § 102(}b) ac enticipated by or,

in the alternative, uader 35’U.S.C;_§ 103 asvobvibus over Sugimoto et al.

o

Sugimoto et al disclosés pharmaceutical preparations of EPO for the
v‘aﬁministration of E*C to animals. These preparations are embraced by the

vlaims. The discussiun in the previous rejection is incorporated here.

Clainms 8¢-94 ars réjécted under 3% U.S.C. 5‘122(b) ac ahtiéipated by or, .

wy

it the alternative, u.de. 35 U.5.C. § i@3 az obvious over either one of Espada

i et al (Fed. Prec. $3: 1152 1198D2)) or Niyake e{ al (2. Biol. CseﬁJ 252: 5558
(197§)i. Each ol theireie:eq:eé discloses the purification nf'humaq EFﬁ.
Absent eviderce ¢ th2 c;sﬁré:y, the EPO of the re;erences isithé same or
e&;entﬁally the seme asvthe EP0 of the claims. It is ho£ evideﬂt that thé
process pfiprodu:tisn défines the product. Since the PTD has no laboratories,.

the burden is on applicant to shov a difference betveen a claimed product and

a product of the prior ait tsee In re Browvs, 173 USPQ 685, CCPA 1972).

Claim 95 is rejected under 35 U.5.C. § 103 as being unpatentable over
either one of Sugimotu et 4l or Chiba.et al as applied to claims B7-94'a$ove,

and further in viev of applicant’s adwmitted state of the prior art (page 87,

line 27 through page 48, line 28). Applicant acknoxledges ﬁharnaceutically

accéptable carriers, adjuvarts, and diluents to be standard. It vould be

obvious for one of ordinary skill in the art to prepare a pharnaceutically

acceptable composition coataining the EPO of either one of the primary

ETC28744A. TXT™ 9 ) : 28/10/94 "12:57
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- ‘references in ozdes Lo adm-u.stel the EPC to an an:mal or human to efiect 8

higher rLematocrit.

Ciain o8 je re)ectel under 35 U.5.C. 5 103 as being unpatentable -over

?ither one of Espada et al (Féd. Proc. 41: 1159 (19825) or nifake et al - (J.

Bicl‘_Chem. 2529»5558 £:1277)) ag applied it claims 89-94 ahove, and further in’

viev oi applicant’s admiited ctate of the prior art (page 87, line 29 through

page 88,‘line 28). Applicant acknnv;edges pharmaceut;cally acceptable

ca:rlers, adJuvant,,'und diluents to be rtandard It vould be_ohvious.ibr'one

of ordina;y,sk;ll’;n he ast to prepa:e a pharmaceutlcally acceptahle

cowpocition contalning the EPO pf either one of the psimary reie:encez in

order to administer the EFC to an animal or human to effect a higher

henatobrit.

Clains 96 and 97 ase 1ejected. undes 35 U.5.C. § 1@3 as being

,pnpatentable over either one of Sugimcto et al or Chibs et el as applied to

‘Plazms 87 Q4 above, and further in viev of Papayannopoulou et al.

“apayannopoulou et al tea:he_ the adainistiration of compositions containing

EPO to animals including mammals. The reference further discloses higher

hematocrits in animals receiving EFO. It vould be obvious for one of ordinary

sk111 in the art to-adminicter the compositions of either one of Sugimoto et

al or Chiba et al to animals in the manner oi Papayannopoulou et al in. order

tu increase hematoc;lt: ia animale as disclosed by Papayannoupoulou ‘et al.

Claime 96 and 97 are rejected under JJ U.5.C. § 183 as being

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

Miyake et al (J. Biol. Chem, 252: 5358 (i977)),as applied to claims.89-94

above, and further in viev of Papayannopoulou et al. Papayannopoﬁlou et al 454

<202874A. TXT™ 10 08/10/94 12:57
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téaches tﬁe.administraiién ai»composiﬁions containing EfO to éhimqls includgAg
“mammals. The reference further discloses highgr hematacxit; in'animalg
recéivi;g EPO. It vcyld’h; obvio;s for une oI_ordinaiy skill in.the aft to
administer the cnip;sitiags ;i'eithérioﬂe of Ecpada et ai or hi;akg.et al to
animals in the ménner «f Papayanncpoulou et aibin ofder £ovincrease.

hematocrits in anirals as disclosed by Papayannoupoulou et al..

The Group zad/or Art JUndt location of 'your appliéat;én in the PTO has
chaﬁgéd.. To agd ir: cc:réla:ihévanx paperé for this appiicafion,,all further

. ca;reépﬁndence regurding this agélication shouldvbe-direéted to Group Art Unit
1ses. ' »

Certain pape:s related to this appiication may L& submitted to Group

1802 by facsimile transmiztion. Papers should be faxed to Group 1aea,at'(703)

:as—zmx;f The faxing of. such papers must conform with the rules published in
the Cfficial Gazét{e, 1158 26 51 (November 16, 1993).
Any inqui;y concernisg this communicaticn should be directed to J.

Hartinell at telephone nuwmber  (783) 308-8296.

s

JAMES MARTINELL, PH.D.
‘SENIOR LEVEL EXAMINER
GROUP 1800

455
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