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PtT•L.IC H•lk•.TI, SERvIC[ 

APPLICATION 
FOR CONTINUATION GRANT 

0 6.,'3 0/8 5 

0IIV2RSIT• OP C•IC•0 
5801 SO•TH ELLIS AVENUE 
CBICIGO, 2LL 60637 

• J. DEPARTMENT. J•E/•VICE. LABORATORY OR EQU,vALENT 

•. MAJOR EUr•D|VISlON 
DIV OF BIOLOGICA•- 

•" ORG&NI?ATIOf•*'.L COMPONENT TO REC|gV| CREDIT FOR 
|N•TITUTIONAL •RANT • 

01 S•O0• OF 

4. AP•L.ICAN'r ORGANIZATION 

TB• OIIV•ESZT• OF CEICAG0 
S801 SOUTH 
CHICAGO, • 60637 

1362177159& 1 
T|TL,E AND ADDREU OF OFPI•AL IN 
•PL• O•OAN I•A•ON 

OFFICE 0F SPONSORED PR•R•ES 
THE U•IVERSIT• 07 
5801 SOUTH ELLIS A•NU• 
CHIC•G0, ILL 60637 

t PERPDRMANCE SITE(S) 

S164,023 
USE TNI• SPACE FOR •ORREOl'IO•*• TO.+T•= THROUGH •. INO/CAT| THE Id*•d•lR•| WHERE AN•WER•I AFPI.Y. 

The Un,ve.lty Of Ch'CagO COItFIDEHTIAL 
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Eugene Gol•asser 
Fun• Fan.. •an 

•n•tt• Gardner 
"•rol Slm• 

$127321 

"0 

k+u,•,•=,• 200 rats @ 4.68 •93G. 300 mice • 3.03 •49- $4900, Isotopes $4000, chemicals $2800, media $2200, glass and plastl• 
ware $325, e•vthropotettn $16,000. 

:!• I Natl•al •etlng let investigator (E.G. & F.W.) 

--_"-- "-, 
o-.•-:-•pm•,,r•.,; Animal ,• $553, (• m•e •ys .•1,'.$36S; 1• rat •ys @ 0.1•, $1M), mintenan• •trects $1•, film •e se•f• $1•. 

posta• $1•, •s and •ls $140, •prints $1•. 

01106181 

0 
0 -• 

0 

164.023 
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"The Inclusion of facul• salary, tn •h•s b•get ts a po1•c¥ of the Dtv|s•on o• the B•ologtcal Sctences and The Prttzker School o1, Ned|ctne. ]t' an a•rd ts made tn a r•duced amount, the Pr|nctpal ;nvesttgat•r wI1| be asked to an app•pr•ate •t of fa•lt• sa•a• su• •n •e b•get. 
•st aPpotn•nts •n •e •s•on o• t• Btol•- 1ca1 •tences and t• Pr•tzker Sch•l clne a• on a full-tim, 12 •n• •sls. AI-. •ough salarles a• assu•d • •fs •sts. tt fs exacted that tnvestfgato• •11• •c•er •asonable and aPP•prlate salar• supRo• •sea•h gran• and contrac• pro•ate the frac:lon of thetr tt• and effo• •voted to the •sea•h. 
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¢Ulm[• SUDOeT PI[mOD 
,n•..**o,•3 07101181 06130182 141. 21676--05 

02128182 

P) • 

•com 153,751 102,908 42,843 145,7Sl 

'• • • •'• 91 o015 58,542 24,421 82,963 

• s 2•,766 s 161,4• s 07,264 s 228,714 

,8,000 

m 10,052 

D. Professional Personnel 

1. •old•asser, Eugene 
2. Hang, Fung-Fang 
3. Kung, Charles 

O. Equl•nent: None 
O. Travel 

1) C. Kung: a) 
b) 

2) F. F. Wang: 

[. •xplanatfon of column 5 

TITLE CATEOCO.Y 
Professor 1 * 

Res. Assoc. 2 
Res. Tech. 2 

Int. S•. OnHPLC of Peptldes and Proteins. 
2•orkshops at Argonne Nat1 Lab. 

FASEB Heetings 

The projected direct cost balance results fr• agency mpFo•ml of release of 112 
of the funds formerly restricted to the purchase of er•thropo|ettn. The 
tnd|rect cost balance reflects e llntYerslty w4de rate change: from 905 of selarles 
to 5• of modified total dtrect costs, effective 7/1/81. 
Other support: NIH: Grant CA 1837S Hemopotettc Stem Ce13s and Induced Differentiation. 
P.I.E. Gold,asset (205). Annual direct cost 
Grant HL 16005. Par• of Comprehensive Stckle Cell Center Studies o# Ery•ropotests 
tn vlcro P.;. [. Gold,asset (10•) and H. Gross..Annual d|rect cost $89,724 
(•pprox. one-half of .•hts is for Dr. 6ross' lab). "•- 

O0 •F&I•'I•IAL 
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.P.•L•CAT]OI•S 
B. D. Tong and E. Soldwasser 

The Format|on of er•hroc.v•e m•brane protetns durtng e•Jthropo|ettn-tnduced ferent•at|on, pp 12(;66-12672, (1981) J. BIo1. Chem. Vo1.'25G. £• Gold, asset £r•thropo•et•n and red c•11 d|fferent•atton, pp. 487-494, (1981) tn Control of Cellular I)tv|s|on and Development. ads. Cunnlngha•, Gold, asset, •atson and Fox. A. R. Ltss. 
T. L. k•ss and E. Golo•vasser.. 

The b•olo91cal properties of endotoxtnofree h•an er•theopotettn, 
pp 17-21, (1981). B•oche•. O. ¥ol. -198. H.P. Koeffler and [. Gold, asset. £ry•hropo•ettn radtotn•nassa), tn eva|uat•ng Pat|ants •tth pol•c•thee•a, pp 44-47. (1981), Ann Int. Heel. Vol. 94. Submitted. T. L. I•eiss, C. Kavtnsk• and [. Gol•vasser. Characterfzatton of a monoclona anttbod• to human e•jthropolettn. ;)"" •reo•:t•d £. Go|d•a$$er. The heterogeneity Of t--u,oreact,v, h•Mn ser14m ,r•- 

Progress Rep•.rt 

¢• we nave succeeded tn developing a h•br•doma •htch see .thropotettn (epo 
, 

have .rates a monoclonal ant1 ) Purlfted the •nnun ;o•t -er• •_•_n_•_.noa.fftn|t• colum for the nurtfl * 
^-•* _•__n an.o are mkS.n.9 an.d testing an ca.1.. 

• •n our .•n_e•_.•_c_a• .•roper.t•es •f e•o •e •o,nd. v•th D• ,•--• .c•..u•n• $t.d• o• the 
w•meo •o be homogeneous had- 1, ,,., ._,;. _•. -..•. u, •.1 /e.ch, that the • 

not requ•_red for b•olog•cal act|vtty •- 
ee__sulfhydr•l groups that although 14 C H-eth¥|rale•mtd• •_:• .• .er .r•eo•.s._ This ar•tfact arose because 

-•o• • oe oouna, It •as not b covalen and the SH groups were not al•-lated • ....... 
'Y. .t bonds, 

reagent then reacts v•h •J• "• ro;'s •'• epo ]s oenatur•o, aria reduced, the 
to have bvo d|sulftde •--- 

•,-•g • _and causes In_activation. Thus, epo appears 

,•uw• wpa,.o.v reac•.lons at the SH group • u•le.. •e dtd, h•ever, f•nd an tr, te•esti ra c,_o•a, rt,•1) mleetde •hlch Is -- •- 
,•,,pa_ dox. (N-dtmth•l udno-4-mthyl- 

oer•vet•ve wtth full btol•,tca•"a•l.'•.•..•n•;,_°• has tO .epo. t.o .•teld a fluorescen• 
|•ne the frequency of be•;•-•-•-•-',•:-•', we nave used thls Mbeled • to ter- |n the chemistry, epo. receptors, desptte the a•btguttfes I•e have reinvestigated the aPParent mlecu 
• molecular •el• t *# •.• 

wn•orate conten¢ o• Lnt ..were determined after deve|n.¢•..+.___.y.•_ra.te, con•.ostttons Of th( a and • fores T_•UOrOacet¥1 der•.t(ves of•l•s:•r•. •;•n•°c_l_S__l•. sac! o? c.hr_.c•matogr•pl•y Of the the It-acet 1 lu¢o •- -n•re •s a s•gnlfncant dt Y g sa•ne ano s fference berne 

• 
cetYlgalactosmlne. 

COHFIOENTIAL 
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Z 

Go•dwasser. Euo•n• 

•e h•ye p•pared deg1•c•lated epo b• t• •thods: solvol•s4s •th pyr•d• 
•hydrous HF and b• use of m•xed glyc•dases. Approxtmte1•" 80• of t• •oh•- 
drate •as •ved b• these t•hntq•s wtth retentt• 

•au•e s• o• the b•o•og•ca• p•es of c• e• have •eo found to be d•" 
to c•m•nan£ endo•ox•n. • p•red pu• e•, fr• 
Mo•og•ca• effects. •h•s epo s•po• the •r•h of e•th•d •ts • •use 
mrr• ce]]•, •£•mu•ates h•n synthes•s and transc•pt• by mr• and 
stimulates the fo•t• of •e m• c•top•asm•c fac•r •at a•= • •solated 

a• n• d• to c•am•nan•. 
•ng the rad•o•un•ssay (•) for epo to dete• the se• tlter In •t•t• 

•h •ron•c •na• d•sease • fo•d a d•sc•ncy •n 
•nd •he •]A; the •at=e• •ng cons•der• Mgher. •u•r stay of th•s sh•ed •at: 
the sara o• these pa•en•s conta•d •uno•ac•ve 
native epo. •he p•sen•e of these "fra•nts" my •nt for •e d•sc•nc• 
they have no b•o•cal act•v•. Th•s •s st• to • •e•. 

In the con•n•d •u• of •e c1•n•ca• effe• 
re• d•sease on d•a]ys•s, • f•d a c•ear•ce cu•e, after •n•t•on. •at has a secon•r• r•se after the •n•a• rapld fa• off. 
curve cons•ed of abou• ?• native epo (by s•ze) •d 
•cm)dar• r•se po•on • abo• • native and ?S• "fra•n•." The, 
•st that, •n the•e pa•ents, e• •s r•ved fr• 
•unor•ac•ve "•a•n•s" •eased, • do not •e• kn• 

•e have stud•ed •he effe•s of epo • the bt•enests of r•t • •11 •ne 
constituents •n v•t•. St•lat• s•nthests of gl•c•horln, 
•fter the add•tton • e• •d fell to cmtrol b• 66 hour. St1•lated s•n•ests 
•nd 3 start• •t 18 hours, •as mxtml at • hours and 
contrast, st•18ted s•thests of •1•tn d•d •t 
ml at g6 hours and at c•trol b• 114 h•. The• was also 
transient s•nthests of s• •rine pr•etns fo• 
•11s. 

Lastly, • have provt•d for d•str•b•t• b• 
a pa•ta11• •rtft• epo •tth a poten• of Ib•t-1100 U/• p•te•n. •ndotoxtn, colo•-stt•lattng factor a• burst-p•t•ng activity, acts 
n•n cells to sup• burst g•h and •s non-t•b•to• 
3) .For the c•tng.•ar • afro at detemtng at least •othe• 

a lnlty com• DaS• •t• •,•1onal •nttb• and 
p•d, 

solt•sta•e rm•of•n•ss• ustng •e •1•al 
•clt•, ra•er •an •e Inttgen. • for the se•rettm of •e frights of er•ro•tettn tn se• and urine •11 be devel• and t•tr s•ze a• c•osttt• 

•mt•d. • • •--tn rare pure er•ro•tettn 
c11ntcal efftca• and •sol• p•bl• t•erent tn •ts re• of clearen• c.•rculatton. I•. hope .to generate additional •ntt-er•threpotet|n hybr|doms and use •e a.nttbod.•es.to.stu_•7 the .prot.et_n da•lns vlth the tntent of understanding the 
s ruc ural for b. o  glca] activity. 
4) There has been no change •n the protocols for research •nvo]vlng ,•rml sub•lects.|l 

-" i 
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DEPAJI•I[NT OF HEALTH AND HUMAN I•RVICES 

PROTECTION OF HLIMAN SUBJECTS ASSURANCE/CERTIFiCATION/DECLARATION 
ORIGINAL [• FOLLOWUP I"1 REVISION 

Er•thro•o•ettn: Purification, Properties. Biogenesis 

PRINCIPAl,. INVESTIGATOR/ACTIVITY DIRE•.•-•/F|LLOW 

Eugene 
I)ECLARATtON THAT HUMAN $1JB•ECTS EITHER WOULD OR •;r, JLD N•¥ BE INVOLVED 

•] 
A. NO tNDIV 1D•IAt,,SW)40 MIGI'(T 

INCLUDING: • 
R MENTAt.LY 

FA•ILITi[i NOT I,INOER OIRI•-GT GONTROL. (•' TF#[ APIq.JCANT OR OFFERIN• INITIT•13ON. 

•...OECLAP.A'•ON Of •I4ANC[ $1"A'l•,•i•'rml=mc•'noN •' REVUlW • 

"rills INITITU•ION • AN AI•qlOV[I;) ;[NIR•,I. ill.litHe[ • ;•C[ •[• •1 • • • • 

[rrt4j• .• 14•MAN I•l•l¢'rl WlI,J. NOT I( R,T IIIl• OI •"11411ti 1t4J[•1t, Wll.I. i[ AT. IlIK. 

MiD I. •E REVF.RSE • 

The Un|vers• o• Ch•CqOo S801 Sout• [11|s, Ch•cqo, Z11(no•s •0•37 

[ 11TLI O• •-rrru•4• 0•ICL4L •ILi•i•ii N•R 

II•IATU•E OF IN•rlTI/IIONAI. OFFICIAl. 

•li, lll (li•. ii0| GOILFIDE|ITIAL 

Confidential 
Subject to Protective Order AM670224205 AM-ITC 01008872 

Case 1:05-cv-12237-WGY     Document 312-10      Filed 03/05/2007     Page 8 of 12



I•L•cL•a2 XavestL•a•a•, Eugefle Gold.asset 

•e o£ DK• •e•ueaee t• be 01o• 

•ce of D• (orgjn•u) 

CONFIDENTIAL 
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T• UHIVE•SITY OF CHICAGO 

STA• TO ACCOMPANY APPLICATION FOR 

($ponsorxn'g A•enc¥ 
or Organization) 

PRIHCIPkL Ih•ESTIGATORCS): (Please type) 

(2) 

The Principal Jnvestigator(s] understand that any invention made or discovered by 
•he Principal I,•vestlgator(s) or othe• sta• •n the course of activities encoupassed 
by thL• Ipp]Lcation •s subJoc: to the terns of the UniversL•.y contract, [rant or award 
docunent and rights shall be assigned and processed in accordance wtCh the University 
Statute on patents now in eF•e©t. The PrLn¢ipa2 Investigator(s) a•rees to ensure that .| 
all approprLete individuals •o•lng or c•nsultL• on this project shal! be aware o• 
•his patent disclosure and assl•nnen• •equLrenen:. 

S•gned by PrLncipal lnvestlgato•(s): 

(2) 
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•c• Z•ves•a•oz: Eugene 

O••: Bi•h•stry 

T•;e o£ •1•c;•: Er•thropo•et•n: Purification. P•opert•es, B•ogenes•s 

•nso•n• A=en•: R;H (Exte•al, D•a•enta], Other, Etc.) 

•is •o• •T be co•le•ed •d sub•i•ed w•h all •r•t and cont•c• appl•c•i•s, be•o• 
•¢essin• •n the De•'s O•ice. addi$ionally, one •py of cbls 
¢o •he CIC • sub•t•n• •y p•ocol lnvolvin• H• SubJeccs for •view.) 

•eck •he •oll•n• scatemencs cha• pe•ain •o yo• 

I. •• subjects are not included in this 

•. • • Sub•eccs In•lved: •e o• she •ollow• (x) 
•ors ( ) 
Fecuses ( ) 

•r•ners ( 
•n•allv •e•srded ( 
•n•allv D•sabled ( • 

•. x• s•bjec•s a•e involved •n •his a•l•ca•ton. •e p•oc•l has 
a•ved by ou• Clinical Inves•isa•ion C•ee. 

• •ls •esearch p•otocol was •vie•ed •d app•ved by our Clinical 
•i$•ee a• She ti•e I a•l•ed •o •othe• a•cy •or •n•: 

•eci• o•he• azency: 

D•$e •ev•ewed: •tocol I. 

• •is a•li•tion includes •n subjects, • has not received app•val • the 
Clin•l lnvestl•a•i• •ttee, •d the•e£o•, •t • 
be •dled • the •s 

& • • in$• to obtain •nfo•d •s•t in •ltin•? Yes x • 

7. I• the •n•o•ed c•s• is obtained In •£nz, •11 • •vise a •es No x• If the •sver is yes, please •close a c• o• •e invaded 

• •{ •esea•ch subjects a• to • p•d. =lease give us the de,ILls •dget 
not •tch Clinical InvestJRt•i• Co•/ttee.) Please lndi,te whethe: these sub- •ects a•e pati•: •l•teers o• •-pa:i•t •lmteen. 

P.evised 9/77 

CONFIDENTIAL •i•natul•e of Fl"•ncipal Ih•e•tigator 
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U• S. Depar•men! of 
HE•J.TH AND HUMAN SERVICES 

PIJBi.lC HE•LTH'SERVICE 
NOTICE OF RESE:ARCH PROJrCT 

TrrLl[ O/• PROJE¢¥ 

[rythropo•et•.: Pur|ftcat•on, Properl;|es, Stogenests 

£•ene Gold.asset, Depa•ment of B|ochemtstry, Professor Fung I•ang, Departmnt of B•oche•flstry, Research Associate 

NAME AND AOOlt[$S OI /4PP•|•ANT |NS'rlTUTION. 

The Un•vers|ty of £htcago, 5801 $. El|is Aveneu, ChJcago, Zl. 60637 

);e propose to continue to prepare and d•strtbute Pure humn erythropo|et•n and to study posstb|e in•)rove•ents tn fracttonatton mth•s. These 
m• tnc•ude aff•n•t• ch•mtogra•y ustng ]ect•ns end/or mnocl•al •- •, as •11 as high l•,•d •r•t•raphy..• ,ill I]so study posslb]e alte•••e scale sources of erythropo•et•n, such as k•y ext•ct•on and • culture •th•s. •e will use the n•ly develo•d rad•oimunoassay for scre•Successful erythropotettn pr•uct]• •n cell culLu• my also •m•t study of •s biogenesis and regularly. ]mp•v•nt tn t• s•c]ftc]ty of the radiot•unoassay wtll•lso • stud•ed. • wtll •tin• to •rk on f•tng 
a mthod for radiotodinat•on of er•hro•ettn wt• re•enti• of biological activity, and • •e such labeled m•e•al for the stu• of •ys•olwi•l prop•tes. Sti•ltaneously, • w•]1 C•tinue the •nvest•gat• of t• ch•l p•e•tes of e•hropole•tn •tth t• Intention of under,ending the s•ructural •ui•mnts for •ts b•olog•cal activity, as a prer•utstte for tts eventual s•t•sts. 
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