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Serial No. 08s222,87¢

Art Unit lges

The amendment filec¢ March 16, 1990 and adding claisx 84-86 has not been
entered. The awendient filed June 13. 1994 has been entered. Applicant
should note that <he numtering of claimeg 84-94 subnitted in the swendment
filed June 13, 1994 has been changed. Claime B4-94 have been renumbered as
claizs 87-97 and the clain dependencies have slso been chenged accordingly.
Applicant’s attenticn is directed to 37 CFR § 1.126.

The Informstion Disclosure Statement filed April 8, 1994 hax heen
received. The follovang are noted in connection with the Iniormation
Disclosure Statement.

{a) Farder et al (reference C 71) vas not congidered because the

subnitted cepy iz illegible.

(b) A copy oi reference C 217 vas not found in the submitted
referencrs. Hovever, thie reference vez readily available to the
PTO and ves concidered. A Copy 18 enclosed vith this Office
action fer applicent’s convenience.

(c) A copy of "Paints to consider . . + ", reference C 259 could not be
found in the references submitted by spplicant. This reference ia
not readily evailable to the PTO and has nat been considered.

(d)  The copy of Tezts et al, reference C 313, ism illegible and has not
been cons:idered.

The disclosure .z objected to because of the folloving informalities.

ta)  In claim 95, *to mammal® should be changed to "to a sammsl®.

» At page 64, line 30, *recombinent® is typographical error.

{e) At page 9, line 20, *(Citations omitted)® is not understood, 446

{d)  The status of each of the parent applications should be updated.

E202874A. TXT" . 2 98/10/94 12:57
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Serial No. 08/202,874

Art Unit 1803

(e} The cpecificatiovn needs 8 section entitled °Brief Deacription of
the Dravings®. The description of the dravings included in the
amendment filed Octodber 23, 1987 is inadequate because it does not
describe each of the figures. Any smendment to correct this
deficiency should point to basis in the application ss filed for
the arendment.

Appropriaste correction is required.

The folloving ig a quotation of the first paragraph of 35 U.5.C. § 112:

The specifieation shall contsin a vritten description of the invention,

and of the menner and procees of making end using it, in such full,

clear, concise, and exact terws as to enable sny person skilled in the

art to vhich it pertains, or vith vhich it is most nearly connected, to
make and use the same and chall =et forth the bdest mode contemplated by
the inventor of c=arrying out his invention.

The specaficatisn it objected to under 35 U.S.C. § 112, first paragraph,
ae the gpecification. as originslly filed, does not provide support for the
invention a5 is nov claived. The recitstion of °*fragment thereof® in clain 89
iz pev wmatter.

Claiss 89-9] are rejected under 35 U.S.C. § 112, first psragrsph, for
the reasons set forth in the objection to the specificetion.

The folloving is a quotation of the first paragraph of 33 U.S.C. § 112:
The specification shall contsin s vritten description of the invention,
and of the manner and process of msking and using it, in such full,
clear, coacise, and exact terms as to enable sny person skilled in the
art to vhich it pertains, or with vhich it is wost nearly connected, to
make and use the same and shall set forth the best sode contemplated by
the inventor of carrying out his invention.

Claiwms 87 and 83-97 are rejected under 35 U.S.C. § 112, second

paragreph, as being isdefinite for failing to perticularly point out sad

r202874A. TXT™ 3 28/30/94 12:57
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Serial No. 08/202,874

Art Unit 1805

distinctly clain the subject oatter vhich epplicent regards as the inventian.
The claiams are vague, indefinite, and incomplete.

ta) Claim 87 :.s vague and indefinite for reciting "in vive biological

* activity®. It ic not clesr vhether the claimed saterial has sll
or only sume of the properties of EPO.

{d) The recitution of “having glycosylstion vhich differs from that of
human urirary erythropoietin® (claim 87) is vague and indefinite
because tlere i= no glycosylated standerd for humen urinary EPO.
The recorc has evidence in it wvhich indicates that the amount of
glycosylation of EPO ig veriable. For exanmple:

(1) The Strickland declsrstion ({iled 12/5/88) at page 19,
lane {4) of the isoelectric focusing gel shovs severel
faint bands for uv-EP0. 14 u-EPD vere a single
species, it would shov ag only one band. Likevige, at
page 14 of the sawe declarstion, in lane 3 the u-EPO
digested vith sialidese results in several bands.

) Takeuchi et al (1. Biol. Chew. 263(8), 3557 (1988)) at
puge 366Q indicastes that varistion of glycosylation
depends on the level of glycotrsnasferames in the
cells. This paper also shovs levels of glycosylstion
of EP0 vary. Even though the publication date ia
later than the effective {iling date of the
application, the informstion can be used to mupport
the § 112 rejection and ressoning suppurting the

rejection.

E2028744A, TAT™ 4 08/19/94 12:57

Page 5 of 41

AM670156792

AM-ITC 00941459



Case 1:05-cv-12237-WGY Document 719-16

Serial No.

08/202, 874

Art Unit 1805

(c)

(d)

{e)

f)

(3) Chids et al (Biochen. Biophye. Res. Conm., 47: 1372
11972)) discloses varistions in glycosylation of u-EPQ
depending on the degree .of degradetion of the
glycoprotein that occurs during collection,
extraction, purification, and storage of the u-EPQ,

Thus, the amount of glycosylation of EPD is variable and no
6tandard exists in the art to disclose vhat the glycosylation
compogition of EPQ is. Neither does the instant application £11)
this void. Therefore, one of skill in the srt vould nnt know
vhether a given sample of EPQ infringed the clains. Hence, the
claims are vague and indefinite.

The recituation of ‘fragment thereof® (claim 89) is vague and
indefinite hecause no lover limit of {raguent size ia mentioned.
Claim 90 §s vague, indefinite, and incowplete because there is no
antecedent tasis for "the signal sequence of human erythropoietin
set out in FIG 5*. There is no signal sequence identified ss such
in FIG 6.

Claims 95 and 95 are vague, indefinite, and incomplete in rrcitiﬁg
*teffective anount® becaus'.the ‘effect® is not mentioned.

Claia 57 is vague and indefinite in reciting "enhancing®.
Substituting *increasing® for “enhancing® vould be sufficient o

overcome t}is part of this rejection.

Claims 89, 91, und 92 are each rejected over eithar one of the remalning

tvo a8 Leing duplicate cleims. The protein product is the seme vhether the

exogenous DNHA in the host cell is cDNA or genowic DNA.

E202874A. TXT~ 5
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Serial No. @8/2@2,374

Art Unit 1805

Claimes B7 and 95-97 s:e rejected under 35 ULS.C. § 112, firet paragraph,
a8 the disclosure is enabling only for claims limited to those EPOs shown in .
the instant application. See H.P.E.P. §% 706.03(n) and 706.03(z). The
instant application does not teach the extraction and purificetion of EPO from
any and all sources. Additionally, the inetant epplication does not give
guidance as to vhich °"fragments® of EPO may have any activity. Accordingly,
the claims are broader thaa the enebling dieclosure,
Claims 96 anc 97 are each rejected over the other ss duplicate claims.
The intended outzome of the therapy (claim 97) does not change the method of
adrinistretion (clain 36).

The folloving it a quotation of the sppropriaste paragraphs of 35 U.S.C.
§ 102 that form the basis for the rejections under this section mede in this
Office action:

A person shall be entitled to a patent unless --

(b) the invention vaz pateated or described in a printed publication in
this or a foreign country. or in public use or on sale in this country,
sore then one yrar prior to the dete of application for patent in the
United States.

The following it a quotstion of 35 U.S.C. § 103 vhich forms the basis
for all adviousness rejections set forth in this Office action:

A putent may not be cbtained though the invention is not identically
dizclosed or described as set forth in section 102 of this title, if the
differences betveen the subject matter sought to be patanted and the
prior art are such that the subject matter as a vhole vould have besn
obvious at the tise the invention ves made to s person having ordinary
skill in the art to which said subject matter pertsins. Pstentability
shall not be negatived by the manner in vhich the invention ves made.

Subject matter Jeveloped by another perman, which guelifies as prior ert-
only under subsaction () or (g) of section 102 of this title, shall not
preclude patentadility under this section vhere the subject maiter snd

the claised invention vere, at the time the invention vas made, owned by

the sawe person or subject to sn obligation of assignment to the same 450
person.
£202874A. TXT™ : 6 98/19/94 12:%7
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Serial No. @8/202,874%

Art Unit 180S

Clains 87 an¢ $5-97 are rejected under 35 U.S.C. § 102!b) as being

clearly snticipated y Eschbach et al (Clin. Res. 29(2), S18A (1981)). The
" reference teaches the admanistration of a preparation of sheep EPO to

nephrectomized sheep to increase heastocrit levels. The clains eabrace the
EPO preparation of the reference as vell as the methods of the reference.

Claims 87-94 are rejected under 35 U.S.C. § 102(b) as anticipated by or,
in the alternative, under 35 U.5.C. § 123 ac ohvious over either one of
Sugimoto et a) (U.5. 4,377,513} or Chiba et al. Sugimoto et sl fugsed human
kidney tumor cells that produce EPO vith husan levkemic lymphohlastoid cells
{cancer cells) to get hybridoma cells that produce EPQ. The ides here vas to
preduce an inmosrtal c:ll line capable of pruducing EF2 much like one vould
produce acnoclons} antilody producing hybridoma cell lines. After screening
the hybridemas for EPC gpredacing clones and icolating an EPO producing clone,
Sugimoto et al grev u; large amuunts of theé hybradomes ar accitex tumors (in
the peritoneal cavily ol :ude mice) and recovered preparations of human EPO
th-EPD). There’'s & guod chance thst h-EPD ie not the same ax u-EPD becsuse as
Chiba et al reports, degradation (vis de-glycosylation) of u-EPO is a probles.
Thus, one vould reasorably expect the EPO circulsting in the blood to be more
glycosylated than u-EF0. Additionally, the h-EPO of Sugimato et sl is not
"naturally-occurrinsg® in the sense that sowe EPO producing cells vere excized
from the body, culiured to produce EPO, and then the EPO collected. Sugimoto
et al made a hybridoma. Az Takeuchi et al disclose, the glycosylation can

vary depending on the enzywes present in the producing cell. Absent evidence

to the contrary, the hybridoma-produced EPO is considersed to have » different

glycosylation pattern than the original kidney-cell-produced EPO. Thus, the 451

E202874A. TXT™ 7 28/10/94 12:57
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Svrial Ro. 08/202,374

Art Unit i80S

claimed EPOs read «. tle EPQ of Suginmuto et al, Applicant assertis (paper no.
25, filed July 12, .029) that there vas no resson to believe that the EPOs
vezre different. This cuge:tion is not convincing. On page 5 of the response,
applicant states, “ipplicaat submits that there is no evidence or resson to
believe that erythrupuietin produced by a human lymphoblastaid cell line ig

identical to the glycasylation praduct produce by a non-human transformed or

transfected cell lire.* Thia aisrepresents the issue. The clajawm embrace all
EPOs that have an average carbchydrate composition that differs from the
carbohydrate compesiticn of *aaturally-occurring EPO (vhatever that is, see
the rejections under § 112 above). For purposes of this rejection, the
average carbohydrate composition of naturally-occurring EPO is tsken as that
for u-EPD because that ie vhat vas measured by applicant (see page 65 of the
specificationt. Thus, the EFD produced by the hybridoma of Sugimoto et al
doec nct have 1o le :lentizal to the EPO produced by any of the speciiic
tranefarmed cells discloesd in the instant application (although it way indeed
be, 20 evidence or reasons are isn the record to indicate othervise). The EPO
of Sugimoto et al hu: mesely Lo heve o different sverage carbohydrate
composition than naturally-occurring EPO (i.e. u-EPO) in order to meet the
Clming. The same can be said for the variocus EPOs of Chiba et al.

Additionally, the burden is on the applicant to provide evidence. I1f the EPDs

differ, then at lrast one of the EPOs resds on the claimed EPO, Hote that the

EPOs al issue are the various intersediately degraded u-EPOw vhich sre

isolated from urire {Chids et al) and h-EPO thusan EPD)} vhich is produced in

the hybridoma cells of Sugimoto et al. Applicsnt hes not carried his burden
‘ to shov a dif{ference betveen vhat exists in the prior nrt and vhat is claised 452

E202874A. TXT™ 8 28/10/94 12:57

AM670156796 AM-ITC 00941463



Case 1:05-cv-12237-WGY Document 719-16  Filed 07/13/2007 Page 10 of 41

Serial No. 98/20C,37%

Art Unit 18035

(In re Brown, .73 USFQ €B%, CCPA 1972). Finally, te term "exogenous® in
claia 84 meane cnly that the gene has an origin outside of the host cell. It
doee not mean thai the hust cell hac to be non-hubarn in this claia. Thus, the
claim reads on humen PO prouduced in hunen cells.

Claime 95-9” ar2 rejected under 35 U.S.C. § 102(b) ae anticipated by oz,
in the alternative, under 35 U.S5.C. § 103 u5 obvious over Suginoto et al.
Sugimoto et al diecloses pharmaceutical preparations of EPO for the
odministration of EFC to aninals. These preparationt are enbraced by the
1laims. The discisrion iz the previous rejection is incorporated here.

Clainmg 2%-3¢ arz re>octed under 3° U.S.C. § 1€2(b) ag anticipated by or,
it the alternmative, u.de. 35 U.S.C. § 103 a= obvious uver either one of Ecpada
et al (Fed. Free. 4I: 1152 11982)) or Miyake et al !J. Biol. Chem. 252: 3358
t19773).  Each of the ref:renczes discloses the purification of human EFQ.
Adsent eviderce it h2? ciatrasy, the EPD of the refesences ix the same or
essentially the stae ax the EPO of the claims. It it not evident that the
process of productizn defines the product. Since the PTO has no laboratories,
the durden is on applicant to chov a difference betveen a claimed product and
@ product of the privy a1t (See In re Brown, 173 USPQ 685, CCPA 1972).

Claia 95 is rejectud under J3 U.5.C. § 103 as being unpatentable over
either one of Suyimotyu el el or Chiba et al as applied to claiss 87-94 above,
and further in viev c¢f applicant’s admitted state of the prior art (page 87,
line 29 through page 78, line 28). Applicant acknovledges pharmaceutically
acceptable carriers, adjuvants, and diluents to be standard. It vould be
obvious for one of ordinary skill in the art to prepare a pharasceutically 453
acceptable composition coalaining the EPO cf either one of the primary

SS2874A. TXT™ 9 @B/710/94 12:57
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Serial No. ©8/202,&74

Art Unit 1823

refesences in ordes % adiiaietes the EPC to an animal or human to effect o
higher tewatocrit.

Cilaim O3 i1s Je)estel under 39 U.3.C. § i@ a6 Leing unpatentable over
ei'‘ber one of Espads et al (Fed. Proc. 41: 11359 (1982)) or Hiyake et al (J.

£, ©

Bicl. Chem. 252: S5I8 ‘i197T)) as applied tc¢ claims 89-94 above, snd further in
viev of applicant’s admitted ctate of the prior art Ipege 87, line 29 through
page 88, line Z8). Ajplicant acknoviedges pharmaceutically acceptable
casrriers, adjuvants, and diluentc to be standard. It would be obvious for one
of ordinary skill in the ast to prepare a pharnaceutically escceptsble
cozposition containing <hz EPD of either wune of the primary references in
ordes to administer the EFC o an animal or human to effect a higher
henatocrit.

Claims 96 and 2T aiv 1ejecled undesr 35 U.5.C. § 103 as being
unpatentabie over either i€ of Suginoto €t al or Chida et 8l & mpplied to
clains 87-94 above, 2n.d further in viev of Papayannppoulou et al.
Papayannopotlou et al t2achez the adrinistration of compotitions containing
EPO to aninmals includ-ng »somals. The reference further discloses higher
hemstocrits in enimals recviving EFD. It vould be obvious for one of ordinary
skill in the art to adainizter the compogitions of either one of Sugimoto et
al or Chida et al to animals in the manner of Papayannopoulou et al in order
Lo increase hematocr:.t2 in animale ag disclosed by Papayannoupoulou et al.

Claiag 96 and 97 ase¢ rejected under 35 U.S.C. § 103 ax being
unpatentable over eithes one of Espada et al (Fed. Proc. 41: 1159 (1982)) or
Miyske et al (J, Bilo). Ches. 252: 5558 (1977)) sz applied to cleims 89-94
above, and further irn viev of Papaysnnopoulou et al. Pspaysnnopoulou st al 454

TTOTB74A. TXTT 10 08/10/94 12:57
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Serial Yo. ©QB/1Q2, 874

Art Unit 1805

teaches the adainistration o compositions containing EPO to animals including
rammals. The reference {isther disclosee higher hematocrits in animals
receiviag EPO. It vould té cbvious for one of ordinary skill in the art to
aduinister the compositions of either one of Ezpada et al or Niyake et al to
animsls in the =anne; oI Fapayannopoulou et al in order tao incresse
hematocrits in anirale ae discloced by Paﬁlyannouponlou et al..

The Group zad/c¢s 27t Unit :3cation of your apylicltion in the PTO has
chenged. To aid ir cciselating any papers for this application, all further
cosrrespundence requrding Lhis application should be directed to Group Art Unit
186S.

Certain pape:s r=lated to this applicition may Ye subnitted to Broup
:802 by facsimile iraazmizczion. Papers should be Zazed to Group 1800 at (7@83)
202-3%13.  The fazing o zusk papers must conform with the rules published in
the Cfficial Gazette, 1158 126G 51 {Noveaber 16, 1993,

Aay inquiry conicezaisg this cozmunication should be directed to J.

Nastinell at teleplone sumley (783) 3V8-CI96.

JAMES MARTINELL,
SENIOR LEVEL HAMPI'HE%
GROUP 1300

455
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¥ r T i

H=sray
A 7805

< Q Q 9. MM
. ; 15/
1 S5
: All rights reserved. : /¢7 &:2
n No material may be reoroduced from this manual without the express

consent of the publisher, Cold Spring Harbor Laboratory.

L}

’ This 1982 edition was revised by Fred Sherman, Gerald R. Fink,
and James B. Hicks. Contributors to earlier editions include
Bruce Lukins, Thomas Petes, and Christopher W. Lawrence.

r
1SBN 0-87969-147-6

12

r

A1l Cold Spring Harbor Laboratory publications are available through

booksellers or may be ordered directly from the Cold Spring Harbor

Laboratory, Box 100, Cold Spring Harbor, New York 11724, .
SAN 203-6185
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-
-62- )
SD. A synthetic minimal mediun containing salts, trace elezents, e
vitamins, nitrogen source (Bacto-yesst anitrogen base without amino

acids) urumm&i 791il ano ni beisgezq tTr ovrein Iyivqg Iy sibek

~iA0TUQE 101 Ineisilluz ei Aoidv auibsc 3o {n $0S gnuu.s:mo: AtBi1 doss A

bs uuo:usownzunmyu-:lnumuﬂucv/wnmo‘ ‘al1dn t330ig g {12z

bivorz 2923 DextTosed1w22>T 2brucy 71 ,2°3:% =20 319 ﬁﬂ:agox E N3

T . gn2TBgctosagaryei &-2 i ey 12 ga o 4 g

9T mm-:iundsunu- e i 600 ol :

. S PO qn aes aocs 293 i

e

-Sunthetic oomplete nedium. The synthetic minimal medium with various
constituents. It is convenient to prepare sterile stock solutions which
can be stored for extensive periods. All stock solutions can be autoclaved N
for 15 minutes at 250°F. The appropriste volume of the stock solutions (aee x
below) is added to the ingredients of SD medium and sufficient distilled
vater is added so that the total volume is 600 ml. The threonine and as-
parcic acid solutions should be added separately after autoclaving, Given 4
below are the concentrations of the stock solurions (amount per 200 ml) .
and the volume added to 300 ml of medium. Some stock solutions should be :
stored at Toom temperaturs in ovrder to prevent precipitation vhile the other

solutions may be refrigerated. a
Constituent Final Stock ul for 4
mg/1 per 200 ml 600 m}l E:
adenina sulfate 20 240 mg* 10 I
uracil . 20 480 mg* 5] :
L-tryptophan 20 480 wg 5 -3
L-histidine-HC1 20 480 =g b)
L~arginine~-HC1l 20 480 wg 5 .
L-methionins 20 480 umg 5 d
L-tyrosine 30 180 mg* 20
L-leucine 30 720 wg* 5
L-isoleucine 30 720 »g 5
L-lysine~HC1 30 720 mg 5 -
L-phexylalanins 50 600 mg* 10 3
L-glutamic acid 100 1,2 go* 10 -
L-aspartic acid 100 800 mg*t 15
L-valine 150 3.6 g 5
L-threonine 200 4.8 gut 5
L-serine 375 9 gn 5

*Stora at room temperature
tAdd after autoclaving the media. A
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A C%4 Goldwasser, "Some Thmighu on the Nawre of Erythropoictin-Responsive Cells,” J. '
Cell. Physiol.. 110 (Supp. 1), 133-135 (1982) {A) i

/» C95 Goldwasser et al., "Erythropoietin and the differentiation of red blood cells,” Fed. Froc. |
34, 2285-2292 (December 1975) [B.F] :

. C96 Goldwasser et al.. "An Assay for Erythropoietin in Virro at the Milliunit Level.” -

¥~ Endocrinology. 97(2).315-323 (August 1975) [A.F] -.
Cc97 Goldwasser, "Biochemical Control of Erythroid Development,” Current Topics in l
14 Developmental Biology, ed. A. Monroy and A.A. Noscona, 173-211, Academic Press.
NY (1966) [D}

L C98 Goldwasser et al., “Erythropoietin: Assay and Study of Its Mode of Action,” Meth. in
Enzymol., 37, 109-121 (1975) (F)

wl | %9 Goldwasser, "From Protein to Gene to Protein: The Molecular Biology of
Erythropoietin,” Am. J. of Kidney Diseases, 18(4) Supp. 1, 10-13 (Oct. 1991) [F}

Ci00 Goldwasser et al., "Progress in the purification of erythropoietin®, Ann. N.Y. Acad.
L\ Sci., 149:49-53 (1968) [D] 1

Lo c101 Goldwasser et al., "The Molecular Weight of Sheep Plasma Erythropoietin,® J. of Biol.
. Chem., 247(16). 5159-60 (Aug. 25, 1972) [F)

L C102 Goldwasser et al., “On the mechanism of Erythropoietin-induced Differentiation,” J. of
v Biol. Chem., 249(13), 4202-4206 (July 10, 1974) [B}

' o C103 | Gooches et al., "Environmental Effects on Protein Glycosylation,” Biorechnology, 8,
~ '421-427 (May 1990) {F}

Cl104 Gooches et al., "The Oligosaccharides of Glycoproteins: Bioprocess Factors Affecting

9'4\ Oligosaccharide Structure and their Effect on Glycoprotein Properties,” Bjotechnology,
l:fjl 9, 1347- 1555 (Decemberi90H-FT /355 (Bacontur /941) [FT
’ C105 Goodman et al,, "Cloning of Homone Genes from a Mixture of cDNA Molecules,”
o~ Meth. in Enzymol. 68, 75-90 (1979) [F]
: Cl106 Gordon et al., "A plasma extract with erythropoietic activity,” Proc. Soc. Expr. Biol.
A Med., 86:255-258 (1954) [D,E]
Ccl107 Goto et al., "Production of Recombinant Human Erythropoietin in Mammalian Cells:
A Host-Cell Dependency of the Biological Activity of the Cloned Glycoprotein,” Bio/Tech.
: 6, 67-71 (January 1988) (F]
C108 Gough et al., "Molecular Cloning of cDNA Encoding A Murine Haematopoietic Growth
}L\ Regulator, Granulocyte-Macrophage Colony Stimulating Factor,” Nature, 309, 763-767
(1984) [B]
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C109 Gough et al., "Immunoprecipitation of Specific Polysomes Using Staphylococcus aureus:
.?L Furification of the Immunoglobulin-Chain Messznger RNA from the Mouse Myeloma
MPC11." Biochemistry 17(25), 5560-5566 (1978) [F]

e C110 | Gouy et al., "Codon Usage in Bacteria: Correlation with Gene Expressivity,” Nucleic
Acids Res. 10, 7055-7074 (1982) [A) :

Cl111 Graham et al., "A New Technique for the Assay of Infectivity of Human Adenovirus §
»7[‘ DNA." Virology 52. 456-467 (1973) [F]

Ay Cl12 Grantham. et al., "Codon catalog usage is a genome strategy modulated for gene
v expressivity,” Nucleic Acids Res. 9, r43-74 (198]) [A.F}

sl C113 Gray et al., "Pseudomonas Aeruginosa Secretes and Correctly Processes Human Growth

v Hommone," Biotechnology, 2, 161-165 (February 1984) [A]
, Cl14 Gray et al., "Expression of human immune interferon cDNA in E. coli and monkey
. o~ cells,” Naure, 295, 503-508 (Fcbruary 11, 1982) [A,D,E}

. | C115 Green et al., "Immunogenic Structure of the Influenza Virus Hemagglutinin,* Cell, 28,
v 477-487 (March 1982) [A]

C116 Grimaldi et al., "Interspersed repeated sequences in the African green monkey genome

QL\ that are homologous to the human Alu family,” Nucleic Acid Research, 9121):5553-5568

! (1981) (D) :

g c117 Groffen et al. "Isolation of Human Oncogene Sequences (v-fes Homolog) from a Cosmid

v Library,” Science, 216. 1136-1138 (June 4, 1982) [F)

, C118 Grundmann et al., “Characterization of cDNA coding for human factor XIIIa,” P.N.A.5.
¥~ (USA), 83, 8024-8028 (November 1986) [F]

LA | C119 Grunstein et al., "Colony Hybridization,” Merh. in Enzym. 68, 379-389 (1979) [F}
C120 Grunstein et al., “Colony hybridization: A method for the isolation of cloned DNAs

9_4\‘ that contain a specific gene,” P.N.A.S. (USA), 72(10), 3961-3965 (October 1975) [F]
C121 Gruss et al., "Expression of simian virus 40-rat preproinsulin recombinants in monkey
kidney cells: Use of preproinsulin RNA processing signals,” P.N.A.S. (US4), 78(1):133-
/~ 137 (January 1981) [D)

Cl22 Gubler et al., "A simple and very efficient method for generating cDNA libraries, *
DL‘ Gene 25, 263-269 (1983) [F)

C123 Haddy, "Erythropoictin in sickle cell discase,” Am. Jour. Ped. Hematol./Oncol., 4(2},

o~ 191-196 (Summer 1982) [A)
Ci24 Haga et al., "Plasma Erythropoictin Concentrations During the Early Ancrnia of
T Prematurity,” Acia. Pediatr. Scand., 72, 827-831 (1983) [A]
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¢ C125 Hagiwara et al., "Erythropoietin Production in a Primary Culture of Human Renal
N~ Carcinoma Cells Maintained in Nude Mice,* Blood, 63(4), 828-835 (April 1984) [A.F)

Cl26 Hamer et al., "Expression of the chromosomal mouse B™-globin gene cloned in $V40,"
Nature, 281:35-40 (September 6. 1979) [A,D)

;L\ Cl127 Hamer et al., "A Mouse Globin Gene Promoter is Functional in SV40," Cell, 21:607-

708 (October 1980) [D)

C128 | Hammond et al.. "Production, Utilization and Excretion of Erythropoietin: I. Chronic
Anemias. I, Aplastic Crisis. III. Erythropoietic Effects of Normal Plasma,” Ann. N.Y.
Acad. Sci., 149, 516-527 (1968) [A]

0"" C129 Hanahan et al.. "Plasmid screening at high colony density,” Gene, 10, 63-67 (1980) (F]
/ | Cl30 Hartman et al., "Human Influenza Virus Heinagglminin is Expressed in Monkey Cells

r= Using Simian Virus 40 Vectors,” Proc. Nar'l, Acad. Sci. (US4), 79, 233-237 (1982) [B}
C131 Hauser et al., "Inducibility of human B-interferon in mouse L-cell clones,” Nature,
R 297:650-654 (June 24, 1982) [DJ
C132 Haynes et al., "Constitutive, long-term production of human interferons by hamster cells
/-L\ containing multiple copies of a cloned interferon gene,” Nucleic Acids Research, 11(3),

587-706 (1983) (B}

C133 Haynes et al., "Production of a Glycosylated Human Protein by Recombinant DNA
)L. Technology,” Humoral Factors Host Ref. [Proc. Takedz Sci. Fourd. Symp. Biosci.
) (1983)}, 1st, Meeting Date 1982, 111-29 [B,D,E]

Ci34 | Hellmann et al., "Familial erythrocytosis with aver-production of erythropoietin, * Clin.

e Lab, Haemar., 5, 335-342 (1983) [A)
CI35 | Hewick et al., "A Gas-Liquid Solid Phase Peptide and Protein Sequenator,* J. Biol,
P Chem., 256, 7990-7997 (August 1981) [A.F]

C136 | Hirs et al., "Peptides Obtained by Tryptic Hydrolysis of Performic Acid-Oxidized
Jz" - Ribonuclease,” J. Biol. Chem. 219, 623-642 (1955) [F)

C137 | Hopp et al., "Prediction of protein antigenic determinants from amino acid sequences,”

.><- P.N.A.S. (USA), 78(6), 3824-3828 D-7182 (June 1981) [A,F)
Cl138 Houghton et al., "The amino-terminal sequence of human fibroblast interferon as
o~ deduced from reverse transcripts obtained using synthetic oligonucleotide primers,*

Nucleic Acids Res. 8(9), 1913-1931 (1980) [F}

C139 Huang et al., "Identification of Human Erythropoietin Receptor,® Am. Sodi. of
DZ\ Biological Chemists, Am. Assoc. of Immunologists, Fed. Pract. (USA) 43(7) Abst. 2770,
p. 1891 (1984) D]
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Cl40 | Huang et al., *Characterization of Human Erythropoietin cDNA clones,” Am. Soc. of
/ Biological Chemists, Am, Assoc. of Immunologists, Fed, Pract. (USA) 43(6) Abst. 1795.
p. 1724 (D] -
o Cl4] Makura, et al.. "Synthesis and Use of Synthetic Oligonucleotides,” Ann. Rev. Biochem.,
53, 323-356 (1984) F
C142 Ito et al., "Solid phase synthesis of polynucloetides. V1. Fumther studies on polystyrene
L copolymers for the solid support,” Nucleic Acids Res. 10(5), 1755-1769 (1982) [F}
Cl143 Jacobs et al., "Isolation and characterization of genomic and cDNA ciones of human
[ N erythropoietin,* Nature, 313, 806-809 (February 28, 1985) [A.B.F) )
’ Cl44 Jacobsen et al., "Relative effectiveness of phenylhydrazine treatment and hemorrhage in
Y~ the production of an erythropoietic factor,* Blood, 11:937.945 (1956, ] :
Cl45 Jacobson et al., “Role of the kidney in erythropoiesis, " Nature, 179:633-634 (March 23,
i~ 1957) [D] '
Cl46 Jaye et al., “Isolation of human anti-haemophilic factor IX ¢DNA clone using a unique
.)‘\- 52-base synthetic oligonucleotide probe deduced form the amino acid sequnce of bovine
factor IX," Nucleic Acids Res. 11(3), 2325-2335 (1983) [A.F] ,‘
anll@ar :
Y oL Cl147 | Jeffreys et al.. “Sequence variation and evolution of ,DNA in man and primates®, i
- ~ Phil. Trans. R. Soc. Lond., B 292:133-142 (1981) [D.E.F) i
Z. | Cla8 Jelkman et al.. "Extraction of Eryth'rupoieﬁl_l from Isolated Renal Glomeruli of Hypoxic
’ Rats,” Exp. Hemauol., 11(7), 581-588 {August 1983) [A,F)
, Cl149 Kaiser et al., "Amphiphilic Secondary Struture: Design of Peptide Hormones, * Science,
I~ 223, 249-255 (1984) [A)
C150 Kajimura et al., "Cloning the Heavy Chain of Human HLA-DR Antigen Using Synthetic
9‘ - Oligodeoxyribonucleotides as Hybridization Probes,” DN4, 2(3), 175-182 (1983) {F]
Cl151 Kakidani et al., "Cloning and sequence analysis of cDNA for porcine £-neo-
)Z\- endorphin/dynorphin precursor, " Nature, 298, 245-249 (July 15, 1982) [F)
C152 Kalmanti, "Correlation of clinical and in vitro erythropoietic responses to androgens in
oA~ renal failure, * Kidney Int'L, 22, 383-391 (1982) (A]
R C153 Kam et al., "Novel bacteriophage A cloning vector,” P.N.A.S. (USA), 77, 5172-5176
¥ (September 1980) [A,F}
. | €154 | Katsuoka et al., “Erythropoietin Production in Human renal Carcinoma Celis Passaged
¢ in Nude Mice and in Tissue Culture,” Gann, 74, 534-541 (August 1983) {A,F]
CI55 Kaufman e1 al., * Amplification and Expression of Sequences Cotransfected with a
/ Modular Dihydrofolate Reductase Complementary DNA Gene," J. Mol. Biol, 159, 601-
T~
621 (1982) [F]
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/ Cl156 Keanell, "Principles and Practices of Nucleic Acid Hybridizati ion," Prog. Nucl. Acid
e Res. Mol. Biol. 11, 259-301, p. 293 (1971) [A]
Cis57 Kenter et al., “Mouse Myeloma Cells That Make Short Immunoglobulin Heavy Chains:
yL— Pleiotropic Effects on Glycosylation and Chain-Assembly,” J. Cell. Biol., 98, 2215-
2221 (1984) [B]
/ C158 Kieny et al., "Expression of rabies virus glycoprotein from a recombinant vaccinia ,
P~ virus.” Nature. 312, 163-166 (1984) [B}
Cl159 Kimura et al., "A frameshift addition causes silencing of the &-globin gene in old world
ol monkeys. an anubis,” Nucleic Acids Res., 11(9):2541-2550 (1983) [D,E]
/ Cl60 Knopf et al., "Cloning and Expression of Multiple Protein Kinase C cDNAs," Cell 46,
¥~ 491-502 (August 15, 1986) [F)
J C161 Kohne, "Evolution of Higher-organism DNA,* Quarterly Reviews of Biophysics, 3, 327-
b 375 (1970) [D.E)
, C162 Kondor-Koch et al., “Expression of Semliki Forest Virus Proteins from Cloned
K~ Complementary DNA. 1. The Fusion Activity of the Spike Glycoprotein,” J. Cell, Biol.,
97, 644-651 (1983) [B)
¢ Cl163 Konrad, "Applications of Genetic Engineering 10 the Pharmaceutical Industry,” Ann.
r~ N.Y. Acad. Sci., 413, 12-22 (1983) [B]
Cl64 Konwalinka et al., "A Miniawrized Agar Culture System for Cloning Humlan . L2
9[\- Erythropoictic Progenitor Cells,” Exp. Hemarol., 12, 75-79 (1984) [A] — .
Cl16s5 Korman, “cDNA clones for the heavy chain of HLA-DR antigens cbtained after
74(,‘ immunopurification of polysomes by monoclonal antibody,” P.N.A.S. (US4), 79, 1844-
1848 (March 1982) [F]
A C166 | Kornblihtt et al., “Isolation and characterization of cDNA clones for human and bovine
’ fibronectins,” P.N.A.S. (US4), 80, 3218-3222 (June 1983) [(A,D,E)
;‘\ C167 Kramer et al., “Comparisons of the Complete Sequences of Two Collagen Genes from
Cacnorhabditis elegans,” Cell 30, 599-606 (September 1982) [F]
Cl168 Krane, "The Role of Erythropoietin in the Anemia of Chronic Renal Failure,* Henry
e Ford Hosp. Med. J., 31(3), 177-181 (1983) [A]
Cl169 Krystal, “A Simple Microassay fro Erythropoietin Based on *H-Thymidine Incorporation
DL"’ into Spleen cells from Phenylhydrazine Treated Mice,” Exp. Hemarol., 11(7), 649-660
(August 1983) [A] - )
C170 Kuhn et al., “Gene Transfer, Expression, and Molecular Cloning of the Human
P Transferrin Receptor Gene,* Cell, 37, 95-103 (1984) [B]
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/ C171 Kurachi et al., "Isolation and characterization of a cDNA coding for human factor IX."
P.NA.S. (USA), 79, 6461-6464 (November 1982) [A.F}
Cl172 Kuratowska et al., "Studies on the production of erythropoietin by isolated perfused
VAY organs.” Blood, 18:527-534 (1961) (D]
;L C173 Kurtz, "A New candidate for the regulation of erythropoiesis: Insulin-like growth faclor |,
1" FEBS Leners, 149(1), 105-108 (November 1982) [A]
Cl7a Kyte et al., "A Simple Method for Displaying the Rydropathic Character of a Proiein.”
;)!* J. Mol. Biol.. 157. 105-132 (1982) [A.F]
Cl175 Lai, "Technical Improvements in Protein Microsequencing,* Analyrica Chimica Acta,
e~ 163, 243-248 (1984) [B,C]
Cl176 Lai et al.. "Ovalbumin is synthesized in mouse cells transformed with the natural
)L\ chicken ovalbumin gene." P.N.A.S. (USA), 77(1), 244-248 (January 1980) [D}
C177 Lai et al.. "Structural Characterization of Human Erythropoictin,” J. of Biol. Chem.,
- 261, 3116-3121 (March S, 1986) [F] .

, C178 Lange et al., "Application of erythropoietin antisera to studies of erythropoiesis,” Ann.
v~ N.Y. Acad. Sci., 149:281-291 (1968) [D]

C179 Lappin et al., "The Effect of Erythropoietin and Other Factors on DNA synthesis by
o~ Mouse Spleen Cells.” Exp. Hematol.. 11(7). 661-666 (August 1983) [A)

C180 Lasky et al., "Production of an HSV Subunit Vaccine by Genetically Engineered
QL\ Mammalian Cell Lines,” Modern Approaches 10 Vaccines, pages 189-194, Chanock et
al., eds. Cold Spring Harbor Lab. (1984) [B)

/ Cl81 Lathe, "Synthetic Oligonucleotide Probes Deduced from Amino Acid Sequence Data,”

- J. Mol. Biol. 183, 1-12 (1985) {F]
C182 Laub et al., "Synthesis of Hepatitis B Surface Antigen in Mammalian Cells: Expression
;’L\ of the Entire Gene and the Coding Region,” J. Virol., 48(1), 271-280 (1983) [B]
/ C183 Laub and Rinter, "Expression of the Human Insulin Gene and cDNA in a Heterologous
r— Mammalian System,” J. Biol. Chem., 258(10), 6043-6050 (May 25, 1983) [D)

4 Ci184 Lauffer et al., "Topology of signal recognition particle receptor in endoplasmic
{ reticulum membrane,” Narwre 318, 334-338 (1985) [F]

C185 | Lawn etal., “The Isolation and Characterization of Linked &- and B-Globin Genes from
Prat a Cloned Library of Human DNA," Cell, 15, 1157-1174 (December 1978) [A,F]

C186 Ledeen et al., "Gangliosides: Structure, Isolation, and Analysis,” Methods in A
i Enzymology, 83 (Part D), 139-191 (1982) [A] . I
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/ C187 Lee-Huang, “Cloning and Expression of Human EPO c¢DNA in E. Coli,” P.N.4.5.
(USA), 81, 2708-2712 (May 1984) [A.D,E.F]

/ CI88 | Lee-Huang, "Monoclonal Antibodies to Human Erythropoietin,* Abstracr No. 1463,

lr Fed. Proc., 41.'520 (1982) [A.D,F]
o C189 | Lee-Huang, * parati i bropo i :
g, "A New Preparative Method for Isolation of Human T With ..
H A Hydrophobic Intcraction Chromatography,” Blood, S6(4), 639-62?(-&:0&‘?# YA} ]
/

C130 | Lee-Huang, "The Erythropoictin Gene,” Oncogenes, Genes and Growth Factors, Chap.

- 7, pp. 198-222, ed. Gordon Garaff, John Wiley & Sons, Inc. (1987) [D}
Cl191 Lee-Huang, "Cloning of Human Erythropoietin, " Biophysical U. 45(Pan 2 of 2), ABT.
04 M-PM-A12, p. 30a (1984) [D] :
C192 Lerner et al., "Antibodies to Chemically Synthesized Peptides Predicted from DNA
e Sequences as Probes of Gene Expression,” Cel, 23, 309-310 (February 1981) [A)
/ C193 Lemer et al., "Chemically synthesized peptides predicted from the nucleotide sequence
s of the hepatitis B virus genome clicit antibodies reactive with the native envelope protein

of Dan particles.” P.N.A.S. (USA), 78(6), 3403-3407 (June 1981) [A]
o | Cl9%4 Lemer, "Synthetic Vaccines," Scientific American, 248(2), 66-74 (1983) [A]
A, | C195 | Lewin Genes, 1983. John Wiley & Sons. p. 307 [A]

C196 Lin et al., "Cloning and Expression of Monkey and Human Erythropoietin, " Exp.
Fam Hematol., 12, 357 (1984) [A]

ié‘ Cl197 Lin et al., "Monkey erythropoietin gene: cloning, expression and comparison with the
human erythropoietin gene,” Gene, 44, 201-209 (1986) (A}

C198 Lin et al., “Cloning and expression of the human erythropoietin gene,” P.N.A.S. (USA).

- 82, 7580-7584 (November 1985) [E, F]
C199 | Lin et al., *Cloning of the Monkey EPO Gene," Abstract, J. Cell. Bioch., Suppl. 5. p.
NS 45 (March 31-April 24, 1984) [A.B.C]
+ | €200 | Lipschitz et al., “Effect of Age on Hematopoicsis in Man," Blood, 63(3), 502-509
K~ (March 1983) [A]

s C201 LKB Technical Bulletin #2217 [C)

01,__ c202 Maniatis et al., "The Isolation of Structural Genes from Libraries of Eucaryotic DNA,*
Cell-15, 687-701 (October 1978) [F]

A& C203 Maniatis et al., Molecular Cloning, a Laboratory Manual, pp. 197-199, 392-393, 479-
487, 493-503 Cold Springf Harbor, N.Y. (1982) [A.D.F)
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C204 Markoff et al., "Glycosylation and Surface Expression of the Influenza Visus

/ Neuraminidase Requires the N-Terminal Hydrophobic Region,” Molecular and Cellular
Pt Biology. 4(1). 8-16 (1984) [B] _
/ C205 Martial et al., "Human Growth Hormones: Compiementary DNA Cloning and
M~ Expression in Bacteria.” Science, 205, 602-606 (August 10. 1979) [A}
C206 Mason et al., "Complementary DNA sequences of ovarian follicular fluid inhibin show
/ precursor structure and homology with transforming growth factor-8,” Nature 318, 659-
) 663 (December 1985) [F]
Lo C207 Maurer, "Immunochemical Isolation of Prolactin Messenger RNA," J, Biol. Chem
v 255(1), 854-859 (February 10. 1980) [F]
/ C208 Maxam et al., “Sequencing End-Labeled DNA with Base-Specific Chemical Cleavages,”
D~ Methods in Enzymol. 65, 499-560 (1980) [F]

Cc209 McCommick et al., "Inducible Eipnssion of Ampliﬁed.Human Beta lmetfetbn Genes in
;)L‘ CHO Cells,” Molecular and Cellular Biology, 4(1), 166-172 (1984) B}

C210 McGonigle et al., “Erythropoictin deficiency and inhibition of erythropoiesis in renal

s insufficiency,” Kidney Ini’'L, 25(2), 437-434 (1984) [A)
, C211 Meier et al., "Alpha,- and Beta,-Adrenergic Receptors Co-Expressed on Cloned MDCK
yr\— Cells are Distinct Glycoprotcins,” Biochem. & Biophys. Res. Comm., 118(1), 73-81
(1984) [B]
C212 Mellon et al., “Identification of DNA Sequences Requimd for transcription of the human
DL a§-Globin Gene in a New SV40 Host-Vector System,™ Ceil, 27, 279-288 (December .
N 1981) [F} !
/ C213 Mellor et al., "Expression of Murine H-2K? histocompatibility antigen in cells i
- transferred with cloned H-2 genes,” Nature, 298:529-534 (August 1982) [D] |

‘74' C214 Messing, "New M13 Vectors for Cloning,” Merhods in Enzymology, 101, 20-78 (1983)
- [A) :

/ C215 Meicalf et al., “Effects of Purificd Bacterially Synthesized Murine Multi-CSF (IL-3) on

¥ Hematopoiesis in Normal Adult Mice,” Blood, 68(1). 46-57 (July 1986) [B)
! C216 Metcalf et al., "Quantitative Responsiveness of Murine Hemopoictic Populations in vitro
y"‘ and in vivo to Recombinant Multi-CSF (IL-3)," Exp. Hematol., 15, 288-295 (1987) [B}
C217 Methods in Yeast Genetics, Cold Spring Harbor Lab, Cold Spring Harbor, NY, p. 62
S (1983) (not enclosed) [A)
; | €218 | Miller et al., "Plasma levels of immunoreactive erythropoictin afier acute blood loss in
7 man,” Brit. J. Haematol., 52, 545-549 (1982) [A]
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Aqxf e C219 | Mirand, "Extra-renal and renal control of erythropoietin production,” Ann. N.Y. Acad,

] Sci., 149-94406-1968r-1DY ¢4/ 16, 56,100,102, 0 0w (s} LT .

/ C220 Mirand et al.. "Current studies on the role of erythropoicetin on erythropoiesis”, Ann.
>~ N.Y. Acad. ., 77:677-702 (1959) D) .

C221 Miadenovic et al., "Anemia of Chronic Renal Failure (CRF) in the Sheep: Reponse to
Erythropoietin (EP) In Vivo and In Vitro." Blood, 58(5), Suppl. 1, 99a (1981) [F}

s Cc222 Montgomery et al., "Identification and Isolation of the Yeast Cytochrome ¢ Gene," Cell.

14.67:680 (Quly 1978)[F} -

C223 Morianty et al., “Expression of the Hepatitis B Virus Surface Antigen Gene in Cell
Culture by using a Simian Virus 40 Vector,” P.N.A.S. (USA), 73(4), 2606-10 (April

1981) [D.E)
, C224 Moriuchi et al., "Thy-1 cDNa sequence suggests a novel regulatory mechanism, ”
v~ Nature, 301, 80-82 (January 1983) [F)
; C225 Morrison, “Bioprocessing in Space - an Overview," The World Biotech Repont, Volume
o~ 2, USA, 557-571 (1984) [A)

/ C226 Munjaal et al.. “A cloned calmodulin strucrural gene probe is complementary to DNA
agh ) sequence from diverse species,” P.N.A.S. (USA), 78(4), 2330-2334 (April 1981) (D)
ol C227 Murphy et al., "The Role of Glycoprotein Honnones in the Regulation of

b Hematopoicsis.” Acta. Haemarologica Japonica, 46(7), 1380-1396 {December 1983) [A]

C228 Myers et al., "Construction and Analysis of Simian Virus 40 Origins Defective in -
Tumor Antigen Binding and DNA Replication,” PNAS (USAJ, 77, 6491-6495 (Nov.
1980)

C229 Myklebost et al., "The Isolation and Characterization of ¢cDNA clones for Human
% ~ Apolioprotein CIL." J. of Biol. Chem., 259(7), 4401-4404 (April 10, 1984) [A)

D‘" C230 Nacets, "The role of the kidney in erythropoiesis,* J. Clin. Invesr., 39:102-110 (1960)

D]
, C231 Nagata et al., “Synthesis in E. Coli of a polypeptide with human leukocye interferon
[ s activity,” Nature, 284, 316-320 (March 27, 1980) [F)
C232 Nakao et al., “Erythropoiesis in anephric or kidney transplated patients,” Israel J. Med.
q A Sci., 7zmmw% §50~550 (hdy-Aopus? 1171) 23

01~ c233 Nathan et al., “Erythropoictin and the Regulation of Erythropoiesis,” New Eng, J. Med.,
308(3), 520-522 (March 3, 1983) [A]

Cc234 Naughton et al., "Evidence for an Erythropoictin-Stimulating Factor in Patients with

oL Renal and Hepatic Discase,” Acta. Haemat., 69, 171-179 (1983) [A)
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Lo C235 Naughton et al., *Evidence for a Hepatic-Renal Antagoinism in the Production of
Hepatic Erythropoietin,” Ann. Clin. Lab. Sci., 13(5), 432-438 (1983) [A)
C236 Nayak et al., "Characterization of Influenza Virus Glycoproteins Expressed from Cloned -
S ¢DNASs in Prokaryotic and Eukaryotic Cells,” Modern Approaches To Vaccines, pages
v 165-172, Chanock et al., eds., Cold Spring Harbor Lab. (1984) [B)]
C237 Neeser et al., "A Quantitative Determination by Capillary Gas-Liquid Chromatography
of Neutral and Amino Sugars (as O-Methyloxime Acetates), and a Study on Hydrolytic i
.74‘" Conditions for Glycoproteins and Polysaccharides In Order to Increase Sugar
Recoveries,” Anal, Biochem., 142, 58-67 (1984) [A)
L C238 Newman et al., “Selection and Propertics of a Mouse L-Call Transformant Expressing
’ Human Transferrin Receptor,® Narure, 304, 643-645 (1983) [B)
C239 Nigg et al., "Immunofluorescent localization of the transforming protein of Rous
7L« sarcoma virus with antibodies against a synthetic src peptide,” P.N.A.S. (USA), 79, :
5322-5326 (September 1982) (A}
C240 Noda et al., "Primary structure of a-subunit precursor of Torpedo californica
L acesylcholine recepior deduced from cDNA sequence,” Narure, 299, 793.797 {October
28, 1982) [F]
. C241 Noda et al., “Cloning and sequence analysis of cDNA for bovine adrenal
P~ preprocnkephalin, * Narure, 295, 202-206 (January 21, 1982) [F]
e c42 Noyes et al., “Detection and partial sequence analysis of gastrin mRNA by using an
oligodeoxynucleatide probe,” P.N.A.S. (USA), 76(4), 17T70-1773 (April 1979) {F}
of C243 Nussinov, "Eukaryotic Dinucleotide Preference Rules and their Implications for
Degencrate Codon Usage,” J. Mol. Biol., 149, 125-131 (1981) [F]
’ C244 Ogle et al., "Production of erythropoictin in vitro: a review," In Virro, 14(11), 945-949
=~ (1978) (D]
C245 Ohkubo et al., "Cloning and sequence analysis of cDNA for rat angiotensinogen,”
;L- P.N.A.S. (USA), 80, 2196-2200 (April 1983) [A,F]
: C246 Ohno et al., "Inducer-responsive expression of the cloned human interferons 81 gene
DZ ~ introduced into cultured mouse cells,” Nucleic Acids Res., 10(3):967-976 (1982) D}
C247 Okayama et al., "High-Efficiency Cloning of Full-Length cDNA," Mol. & Cell, Biol.,
s 2(2), 161-170 (February 1982) (A, F]
‘,L C248 Ovchinnikov et al., “The Primary Structure of Escherichia coli RNA Polymerase,” J.
- Biochem.,, 116, 621-629 (1981) [A]
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C249 Paabo et al., "Association Between Transplantation Antigens and a Viral Membrane
P g;mm Synthesized from a Mammalian Expression Vector,” Cell, 35, 445-453 (1983)
C250 Palmiter et al.. "Metallothioncin-Human GH Fusion Genes Stimulate Growth of Mice."
L Science, 222, 809-814 (November 18, 1983) [A)
C251 Pankrawz et al., "A Simple 3-Step Procedure for Purifying Baboon Urinary
W Erythropoietin to Apparent Homogeneity,” Exp. Hematol., 11, Supp. 14, Abst. 102
4 (1983) [F}
C252 Parekh et al., "N-Glycosylation and in vitro Enzymatic Activity of Human Recombinant
}{\ Tissue Plasmmogen Activator Expressed in Chinese Hamster Ovary Cells and 2 murine
Cell line,” Biochemistry, 28, 7670-7679 (1989) [F}
C253 Paviovic-Kentera et al., "Effects of Prostaglandin Synthetase Inhibitors, Salt Overload
‘,é\ and Renomeduliary Dissection on the Hypoxia Stimulated Erythropoietin Production in
Rats,” Exp. Hematol.. 8(Supp. 8), 283-29] (1980) [A}
C254 Pellicer et al., "Altering Genotype and Phenotype by DNA-Mediated Gene Transfer,”
AN Science, 209, 1414-1422 (Sep. 19, 1980) [F]
, C255 Pennathur-Das et al., "Evidence for the Presence of CFU-E with Increased In Vito
94,\ Sensitivity 1o Erythmpmwn in Sickle Cell Anemia,” Blood, 63(5), 1168-71 (May 1984)
[A]
b"—\ C256 Pennica et al., *Cloning and expression of human tissue-type plasminogen activator
cDNA in E-col: 301, 214-221 (Jan. 20, 1983) (B)
C257 Pennica et al., "Human tumour necrosis factor: precursor structure, expression and
#~ homology to lymphotoxin," Nanre, 312, 724-728 (December 27, 1984) [B,F]
; C258 Pitha et al., "Induction of human S-interferon synthesis with poly (ri*rC) in mouse cells
- transfected with cloned cDNA plasmids,” P.N.A.S. (USA), 79:4337-4341 (July 1982)
[D]
. C260 Powell et al., "Human erythropoictin gene: High level expression in stably transfected
04"‘- mammalian cclls and chromosome localization,” P.N.A.S. (USA), 83, 6465-6469
(September 1986) [F]
&(\ C261 Prooijen-Knegt et al., "In Situ Hybridization of DNA Sequences in Huma.n Metaphase
A 9L\ Chromosomes Visualized by an Indirect Fluroescent Immunocytochemical Procedure,”
r Exp. Cell Res., 141,-398-403-(49804AF 317~ ¥o7 ((ff2) [A]
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C262 Ramabhadran et al., "Synthesis and Glycosylation of the Common o Subunit of Human
/ Glycoprotein Hormones in Mouse Cells,” Proc. Nar'l. Acad. Sci. (USA), 81, 6701-6705
! (1984) (B
’ C263 Rambach e1 al., “Acid Hydrolysis of Erythropoictin,* Proc. Soc. Exp. Biol., 99. 482-
P~ 483 (1958) [F) _ v
, C264 Ravetech et al., "Evolutionary approach to the question of immunoglobulin heavy chain
7(_.. switching: Evidence from cloned human and mouse genes,” P.N.A.S. (US4), 77(11).
6734-6738 (November 1980) [F} ‘
/ C265 Recny et al., "Structural Characterization of Namral Human Urinary and Recombinant
S— DNA-derived Erythropoietin,” J. Biol. Chem., 262(35), 17156-17163 ‘(December 15,
1987) [F} ‘
/ C266 Reilly et al., "Use of synthetic oligonucleotides to clone genomic DNA: isolation of a
e IRNA™ gene from mouse,” DNA, 1:192 (1982) [D.E}
C267 Rescgotti et al., "Treatment of aplastic anaemia with methenolone, stanozolol and
DZ' nandrolone,” Panminerva Medica, 23. 243-248 (1981) [A)
/ C268 Reyes et al., "Tsolation of a ¢DNA clone for the murine transplantation antigen H-2K"."
r~ P.N.A.S. (USA), 79. 3270-3274 (May 1982) [A)
/ C269 Reyes et al., "Identification of an H-2K"-Related Molecule by Molecular Cloning, "
= Immunogenerics, 14, 383-392 (1981) [F] _
v C270 Riggs et al., "Synthetic DNA and Medicine,” Am. J. Hum. Gener., 31, 531-538 (1979)
(F] .
Cc271 Ringold et al., "Co-Expression and Amplification of Dihydrofolate Reductase ¢cDNA and
P the Escherichia coli XGPRT Gene in Chinesc Hamster Ovary Cells,” J. Mol. & Appl.
Genetics, 1(3), 165-175 (1981) [F]
cn Robson et al., "Polysome immunoprecipitation of phenylalanine hydroxylase mRNA
OL" from rat liver and cloning of its cDNA," P.N.4.5. (USA), 79, 4701-4705 (August 1982)
[F]
c273 Rose et al., "Expression from Cloned cDNA of Cell-Surface Secreted Forms of the
L_ Glycoprotein of Vesicular Stomatitis Virus in Eucaryotic Cells,” Cell, 30, 753-762
(1982) (B}
C274 Ross et al,, "Phosphotyrosine-containing proteins isolated by affinity chromatography
JL\ with antibodies to a synthetic hapten,” Nasure, 294, 654-656 (December 17, 1981) [A]
C275 Roth et al., "Influcnza Virus Hemagglutinin Expression Is Polarized in Cells Infected
- with Recombinarg SV40 Viruses Carrying Cloned Hemagglutinin DNA®, Cell, 33, 435-
443 (1983) [B) :
EXAMINER . DATE CONSIDERED
- /“77’{ quéy
*EXAMINER: Initial if refs idersd, whetber or not citation is in conf with MPEP 609; Draw line through
citation if not in conformance apd not considered. Include copy of this form with next jcation to appli
478

AM670156822

AM-ITC 00941489



Case 1:05-cv-12237-WGY Document 719-16  Filed 07/13/2007 Page 36 of 41

SHEET 21 OF 2~

U.S. Depanment of Comemeres | Amy. Decket Mo Seral No
P nd Trademark Office
11009/D31956 08/202.874
Applcant
. OSURE STATEMENT Fu.Kuen Lin
{ (Use several sheeis if necessary) Filmg Date Growp '
M February 28. 1994 | 1847 sfoy .
:P—
L C276 Rothmann et al., 'Erythmpoictin—Dcpcndém Erythrocytosis Associated with Hepatic :
; Angiosarcoma,” J. Surg. Oncol., 20. 105-108 (1982) [A] !
s/ | C277 | Saito etal., "In Vitro Assay of Erythropoietin: Simple Determination in 2 Small |
H~ Amount of Human Serum Samples.” Jap. J. Med., 23(1), 16-21 (February 1984) [A] |
p C278 | Saito et al., "Translation of Human Erythmpoietin-mRNAs.' Exp. Hematol., 11(14),
b~ 228 (1983) [F)
c279 Sambrook et al., “Expression of Proteins on the Cell Surface Using Mammalian
M Vectors,” Experimernial Manipulation of Gene Expression, pages 225-246, Acad. Press.
(1983) (B}
,)L. C280 Sanger et al., “DNA Sequencing with chain-terminating inhibitors,* P.N.A.S. (USA4),
74, 5463-5467 (December 1977) [A.F) i
04 C281 Sasaki, "Isolation of erythropoietin by monoclonal antibody," Biomed. Biochim. Acia. .
42(11/12), S202-206 (1983) [A,F] '
€282 | Scahill et al., "Expression and characterization of the product of a human immune
0(_\ interferon cDNA gene in Chinese hamster ovary cells,” Proc. Nar’l, Acad. Sci. (Us4),
80, 4654-4658 (1983) [B]
€283 Schulze et al.. "Identification of the cloned gene for the murine transplantation antigen
}L H-2K" by hybridization with synthetic oligonucleotides.” Mol. & Cell Biol., 3(4}, 750-
755 (Apnil 1983) [D} '
C284 Schwartz et al., "Severe Anemia as a Manifestation of Metastatic Jugular
‘4. Paraganglioma.” Arch Otolaryngol, 109, 269-272 (April 1983) [A]
A C285 Secburg et al., “"Synthesis of growth hormone by bacieria.” Namure, 276, 795-798
- (December 1978) [F)
C286 Seki et al., “Isolation of a genomic clone containing structural information for the DRa
0"\ subunit,” Fed. Proc., 41:365 (1982)/Chemistry and Molecular Biology of Ia/Dr
Antigens Abstract 563 (1982) [D,E,F)
C287 Shahidi, " Androgens and Erythropoiesis,” New Eng. J. Med., 289, 72-80 (July 12,
X 1973) [A) '
C288 Sherwood et al., "A Radioimmunoassay for Erythropoietin,” Blood, 54(4), 885-893
- | (October 1979) [F)
; | C289 Sherwood et al., "Erythropoietin Titers in Sickle Cell Discase & Chronic Renal
I~ Failure,* Blood Suppl. 1, 58, Abstract 105 (1981) [F]
.| C290 Sherwood et al., "Extraction of erythropoictin from normal kidneys,"” Endo, 103(3),
o~ 866-870 (1978) [D,F]
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e C291 Shiramizu et al.. "Human Renal Carcinoma Cells Secreting Erythropoietin in vivo and
{ in vitro.” Blood. 78¢10). Supp. 1 (Nov. 15, 1991) [F] ’
C292 Singer-Sam er al., “Isolation of a cDNA clone for human X-linked 3-phosphoglycerate
',L__ kinase by use of a mixture of synthetic oligodeoxyribonucicotides as a detection probe,”

P.N.A.S. (USA). 80. 802-806 (February 1983) [A.D.F]

C293 Smith et al.. "Construction and characterization of an infectious vaccinia virus
recombinant that expresses the influenza hemagglutinin gene and induces resistance to
influenza virus infection in hamsiers,” Proc. Nai'l. Acad. Sci. (USA), 80, 7155-7159
(1983) [B])

C294 Southem et al.. "Transformation of Mammaljan Cells to Amtibiotic Resistance wﬁh a
PL\ Bacterial Gene Under Control of the SV40 Early Région Promoter,” J. Mol. Appl.
o~

Gener., 1(4), 327-341 (1982) [D]

C205 | Southem, "Detcction of Specific Sequences Among DNA Fragments Separated by Gel
K Electrophoresis.” J. Mol. Biol., 98, 503-517 (1975) [F)

C296 Spellman et al., "Carbohydmm Structure of Human Tissue Plasminogen Activator
L Expressed in Chinese Hamster Ovary Cells,” J. of Biol. Chem., 264(24), 14100-14111
(Aug. 26. 1989) [F]

C297 Speliman et al., "Carbohydrate Structure of Recombinant Soluble Human CD4
¥~ Expressed in Chinese Hamster Ovary Cells,” Biochemistry, 30(9), 2395-2406 (1991)
[F]

C298 Srinivas et al., 'Mc.zmbmne Association and Defective Transpont of Spleen Focus-
l
’ forming Virus Glycoproteins,” J. Biol. Chem., 258, 14718-14724 (1983) [B]

s~ | €299 | Steck et al., “Cell Surface Properties of Spontancously Mctastasizing Rat Mammary
Adenocarcinoma Cell Clones,” Transplantarion Proceedings, 16, 355-360 (1984) (B]

C300 Storving et al., “The Intcrnational Standard for Recombinant DNA Derived )

, Erythropoietin Collaborative Study of Form Recombinant DNA Derived Erythropoietins

Ne and Two Highly Purified Human Urinary Erythropoictins,” J. of Endo., 134, 459-84

(1992) [F} -
C301 Strickland, "Occurrence of Sulfate on the N-Linked Oligosaccharides of Human

DL Erythropoietin,” . of Cellular Biochemistry, Suppl. 16D, Abstract No. P324 (1992) [F]

C302 Sue et al., "Site-specific ann'bodiutohummcrythmpoiedndixecmdmwmmeNH,-

H - tenmninal region,” Proc. Nar, Acad. Sci. (USA), 80, 3651-3655 (1983) [A,E,F]
C303 Suggs et al., "Use of Synthetic Oligodeoxyribonucleotide for the Isolation of Specific
A Cloned DNA Sequences,” Developmenal Biology Using Purified Genes, 683-693 (D.
’ Brown, Ed., 1981) [D.F}
EXAMINER v DATE CONSIDERED
.. vA e/
“EXAMINER: lnitia] if rofy iered. whetber or ot citation is in conformance with MPEP 609; Draw kios through
cuion if oot in conf and oot idered. Includ copy of this form with wext communication to applicant.
480

AM670156824 AM-ITC 00941491



Case 1:05-cv-12237-WGY Document 719-16  Filed 07/13/2007 Page 38 of 41

. SHEET 23 OF 26
Form PTO-14a9 o A " .S, Deparaoons of Gommerce | Avy. Dexkez No. Senal Na. i
- ‘ ) \ Pt and Trademark Office 1
- 11009/D31956 08/202.874
I ) o Applcant
NFORMATION mscLésp*RE STATEMENT |
J (Use several sheets if necessary) Filmg Duis G
o February 28, 1994 | 1817 /¢07
[_ C34 Sugegs et al., "Use of synthetic oligonucleotides as hybridization probes:Isolation of
>L_ cloned cDNA sequences for human B.-microglobulin,” P.N.A.S. (US4}, 78, 6613-6617
(1981) [A.B.D.E.F]
C305 Sytowski et al., "A Novel Radioimmunoassay for Huma.n Erythropoietin Using a
7L Synthetic NH,-Terminal Polypeptide and Anti-Peptide Antibodies,” J. Immunol.
’ Methods, 69. 181-186 (1984) [A.F)
y; C306 Sytowski et al., "The Biochemistry of Erythropoietin: An Approach to its mode of
g Action.” Exp. Hematol.. 8(Supp. 8). 52-63 (1980) {A) !
, A C307 Szostak et al., "Hybndxzanon with Synthetic Oligonucleotides,” Merh, in Enzymol 68.
l 419-429 (1979) [F}
C308 Takeuchi et al., "Relanonshxp between sugar chain structure and biological acuv:ty of
)L.. recombinant human erythropoietin produced in Chinese hamster ovary cells,” P.N.A.S.
! (USA), 86, 7819-7822 (Oct. 1989) (F)
) C309 Talmadge et al'., “Eukaryovic Signal Sequence Transports Insulin Antigen in Escherichia
o~ coli,” P.N.A.S. USA 77(6), 3369-3373 (June 1980) {A.B.D]
va C3i0 Tambourin ¢t al., "Production of erythropoietin-like activity by a murine
v erythrolenkemia cell line,” P.N.A.S. (USA), 80. 6269-6273 (1983) {A,F]
C311 Taub et al., "An Improved Method for Preparing Large Amays of Bacterial Colonies
,{_\ Containing Plasmids for Hybridization: /n Sirz Purification and Stable Binding of DNA
¢ on Paper Filters,” Anal. Biochem., 126, 222-230 (1982) [A}
C312 Taub et al., "An Improved Method for preparing large arrays of bacterial colonies
containing plasmids for hybridization: in situ purification and stable binding of DNA on
VA paper filters,” Chemical Absiracis, 97(23), 164. Abstract Na. 194002y (December 12,
1982) [A}
313 Testa-ct-al Role-of-Purified-Erythropoietin-in-the cation-oi—th
C314 Tong et al., "The Formation of Erythrocyte Membrane Proteins during Erythropoietin-
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