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Solicitud de patente a nombre de Ortho-Mc-Neil Pharmaceuteal, Inc. 

Ye, JIMENA ESCOBAR URIBE, identificada come aparece al pie de an firma, 
domiciliada en la carrera 11 No. 86-53, piso 6, obrando come apoderada de Is 
sociedad Ortbo-Mc-Neil Pbarmaceutcai, Inc domiciliada en Raritan, New 
Jersey, Estados Unidos de America, me pennito informar lo siguiente: 

Es deseo del solicitante poner en consideracióu del senor examinador ci arffculo 
’Phannacoldneæcs and Hematological Effects of the PEGy/ated 
Thrombovoleth, Pent/dc Mometic GW395058 in Rats and Monkev alter 
Intravenous or Subcutaneous Admimst.ration" de Mark cit Seats 
colaboradores publicada en Stem Cells to ci any de 1999. 

El Ænimo de It presentation de este articulo Cs poser do manifiesto que Is 
solicitud en estudin posse novedad y ravel inventivo sobre Øste documento que 
se podria considerar come ci estado del arte mÆs cercano, toda vez que los 
compuestos pepffdicos de bajo peso molecular de La solicitud cc, estutho 
presentan de manera sorprendenre aeries propiedades de uniOn al ITO-k 
permiten potencialmente reducir los efectos laterales cuando se comparan con 
los agononistas de la TPO conocidos en is tCcnica anterior, 

Seder Superintendents, 

JIMENA ESC 

C,C.39.779.452 de UsaquØn 
T.P. 68228 
Cod. 5376 
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Pharmacokinetics and 1-lematological Effects of the PEuyfated 

Thrombopoietin Peptide Mimetic QW395058 in Rats and Monkeys After 

Intravenous or Subcutaneous Administration 
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G Laxo Wol’canoe Inc. Research Triangle Park. North Carol inn, US A 

ha 19mm Rnxarclt J,aarinaa i’s’ u A 11Cc (.a] ON,  As  US A 

waida. Thw ,ahJ,!n . Mrir pvptidv GIVSO1OSO ph!,7nc7or.:,a. Hrs,seya5..8s, . Mackr PEG3*wyl 

Agonflett 

(C%%O5SSS a pott..l PEGylated peptide human threm-

ren rtceptisr (HorrOr) agonist In ’lIre, it being eval-

oared &yr the> cteaeinnt C.! $trca*#e7aoptiab. GwasDsy 
no sequanre ]to,iiolugy all Tl’O. In this capon thr 

j1111randantlatill 1110 hernatologicial rtfrats of GW39505g 
ii, rob ai,,l mo,ikcs are deserlbd. INert tlicltingil,rnnibt. 

in rodv,nio La or III 11 .) rend acad Inintricirot 
pinnate nconhtiian data for ph moc&sThtI peramelet 
estm,,etc ralcula&ns. At higher i.n itnoan or rats Each LININ 
IF 2.009 ,aWkk) serum ta IJinif_do) values are 120 h, anit 
AID area under tit, conanintratied tIme ciarve increased prs_ 
peidJnoMF deft dove. Ic cseMgje .ia&C,o GW395fl1 
I t!.., nielacs ranged from 37 its IF halter As. or I.,. 

I \T RU DUCT ioN� 

N dli ,oper, in and tli ror.:bccvtnpcnia ate alice otha repy-

,odrcc,l si1ts IMICA nosed I cLod wiih sign if, ccitt ,nothidity. 
�,wildra aponiaccc,,a hleaai,,9 Th,nmhocyiope,,ia niEce 

limia iha n,ani,n.nrn chcmo’lieaapy door ted the doning rob-
dean beer ccii be aADnhcOYsd. Rcdoni,ig die ntagaica.! of 
internal ,,light aLlow adm iaiotintjwi of higher 
doses of chamotl,arapcunc rga,,Ls or do,, III 
nthicin could rreuLt in improved disease coniroL. Stsadsrd 

practice as ,o ennosege ihcanr,laoeyroparoeo by sdsaamSrsi,an 
pinnalet UNIT nai one, ’ban carry a risk of accoadaiy iafec-

cii as EST as the ene,,taa I p,ed,, 0,100 of neafta Ii cing art,. 

doslag, and aimuar nlu5 ware 1111111.111, monkeys 
hialoolog s.c. dosin g Or  plandet counts inercta,I tlisssatn, 

2 it  6-fc*) or If pØIeg rfourfo]d s.c. amex cvnrnoiopgnn 

and ,.hc’,,t ino,ikey paielai risamole did net c]taage sichad. 

at ntLy or corn parable sg, ticwc but dkl in cexana Nightly 
{<tsmdUlo} in aninoitsolga F mn,t]ceye idlowing n 25 p wg s.r. 
LET and twolbld SnOewing a tOO itgkg s.c. date. Bcva,,se the 
pLss,na t  of CiW39i58 in long in meuee, itt, dew antl 
,n,,nkcy, net the de reqnLrcml to deuble platelet earls in 
,itoiiken is s.fol,I thet re,ii,irasi in ,.ata, ditftrencts Lit 
liematnlneLcal responnc may be tee to interepeciet differ-- 
cares iii nine jnteir,akan 07 6w395cLc9 snith the TI’Om�. .cIesn 
Cairn 1999: 7:31&326 

brnn npp,ovod for the treatment of chennothera lay -ind,,oc,L 

bury toponis, a hhhoc.gh IF tgw lies bcann, aaoacicccd 

.,in n,dable aide eliacte [I.>]. 

Tlic 1]000ge.apcc i tie ,Tic  Ll,at ncg,,l eisa Platers pin. 

dncdon, Lb ,ombnpui ctimi (fL’O)  han been ,leecombcd [4]. Two 

for .of inc wcumbiiossa lineawa aotdn have bcrja in rceij-- 

pied: fnhh_hdi,ath g]ycooytated rcco,obiaani h ,,,ttae proici 

LET rl’o) ]] and on, I ated mqnkaryx)10 goowih anal 

Lose iol,recni factor (J’EG-rts ’aM GD F) [6]. In mica, dogs. 

and prirnntss [7-I 4). rHuTPO and PEG-rH,, MG DF promote 

p:niotc t product,,, and reduce chemothc copy-i nducc’ 
throanbocytopi an ia. UnfarL,rnata Iy, ccl de,,cc of TPD,,ie,,-

tralizing soiibod ira in setianla poole ipatiinn itt ca,,ccr cud 
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S,,ppnvs. GOaeo nVaLi,:oenais,e 51nsoo,wD,iac ogaoorrh Tni,ecglo Pork. Atsreh Caroliins 27709. (35.4. Arrepeej)hqitotbc,iiiofl 
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platelet donor c8 a i eat trisis forced the its I . . mention of 
PC, 11 u MG DY dave lopmeat 

Not [an1 it,, IPO wan fir inlofied, a 28.anitno and 
TPD mimetic pepti do way described that was ctaipotmat to 

rpo in rfire ... d assent)] 6]. This peptide mill AF 13948. 
shares tan ecqtscace homniogy with P0. Si thawed nit 
while If 13948 platma conoentri [ions were short in 
(p15mw t  [hatNik] - Lit), API 3948 stimnialed ptat*l of. 

CSei f&lisaing .cinlc or araltideyva cc Irma of 250 Or 
38 a ftkg (unpabi idled reaalts. 
Si to Ihete atndiet the sequenma It All 3948 

was ’nodilead with amian acid doastittniotn, sad the rcsuidag 
pcptide, AFLS7OS. was PEcylaled to peeduoe GW305038 
Fin IL Similar In An 1 3948 and A 115705  CWT 958 058 hinds 

to 
and sct]valso the human 1P0 receptor MICROS) with an 

nilIntol similar tothat orpmmn cio (IT). U,tbke A113948, 
W3 83 as 8 has a Or I in mice and levatre penaplieral 

plstclet coasts fallow in a singLe n.e dote of A time 
I Us  jL of  In itoec. ’lien eoadilt in i alered with G S 

S,395058 has a long dal h5 I fi ife sad aceeleratea 
ste:ct r.11 1111 it, a ttag inc rLoaapptwsei nn model All- - 

Halted reaulte, manaaetipt in prepnratiotn}. Recant atadien 
have shown that OW 395058 IS ’It i anmunogenic Ca severnt 
AMC] special,and this if An anti body reaponne to 
for wn ci icitod, those atitibadies wouLd not Italy 
anecnrslize aanOoges,oes HpT;’0 I I 

t’asaw.sroanmaics sod I lsmsacdany af O M lactic Papride 0W)OtiSt 

1, thiscoast we d asettbc ins phaet:acokmnes let and 

Ite ,nslot’3gica[ edema oF C W 395058 in eats and ttioakeys 
l’ol law ut8 I.V. or i.e. sdministrstion of the cotttpound. 

RXICRIMENTAL FocEoUssh 

,taceriaI 
AF 13305 and USA 393058 ,is obtnitted front the 

B motar h aol nay Pnoduel Develoit meat P i vision, Oman 
Wc[Lcoana Inc. (ltanearch TriangLe E’nn, NF). All other 
cliernica Is wcra resgest anode or better. Dosiag totnteioas of 
OW 39105% we a Island ia phosphate-ba [Feted saline 
çL’RS). (3W39505% was prepared by dermvatcizi,ta tIne tao, Pa 

drund the Af 15305 lnesr diret with 100011 morainal 
weight (mm) poLyelltylalnr gyeoL i RHO I (an pn’aL i ahed 

mmale,. aronuscriLaa in papwrsiiol The no of API 57115 
antI 6W39S058 Is 3,195 s,,d -43,300. reapactiacla. All 
dose roLetalstaoaa are booed on pcptida mate and are [has 
di Inc 3 en ,apstnbmo for PEG ylnted sad nac:od i fied pap. 
tides. The imiao acid sequelices of API 5705 anaL 
o v 395038 are attoma itt Hip 

.41itmI IIendiia8  Mando end Saanpte Cod)eeaioe 
All attimeL pracadarea described in this wyatt mete 

Up ail by the Ill ional A nmanaL Ca to atad Use Committee 
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Stndiee In Rats 
.Sbi n-dose end taj,e-iii nigh repeat-dote studies were 

condnetnd in Elan Word ar unIt at Disco Wci koran. [a the tilt-

cia-dose stttdv tunIc rate ON to 350 g, ihune cagidosol 
ceeciusd tragic s.c. dngenofloc TO Testa Phma uompin.n 
for dnterm in at joe, of  G W 195058 emir were 
able led froni nach rat tt:cttose and at 3 4, 7, and it) days 

peotdosc. I’ [tam a mpns went siorcct at 70% until analy-

sis. dead samples for hemat*giea[ scn[yais are obinined 
front each as  ptednae and at 3,7. 10, 14, [7 s 1, mid 28 days 
postdasi hg and alit lyand the satan day 

In the one -month reof  study lnn[e and female Finn 
Wntilr las (Zi) to 30 1 II) rnls:sex at the 500 and [.000 
ttg:kg,Sth Ii dotes. 19 ra!tiase at the cotiard and the 2,080 

in gfleW4h h doses rest had single i .v. 001cc had every other 

day IOn n nion th. Upon ccr.iplctn ofOoedng, le samba/these 
mccc cti[hmtatinwi while aetnaining control and iiigh’tionn 
an tans ai’iowad !n neeover hit one montlt cad then sf 

in macna the reneraibiuty of tecatment-reisted edihetu. 
Dance Of GW39505 8 it  ih it study were ehnseis to penvide 
cap nan ran s we[[ nhoee lianse necessary foe efficacy in rats and 
thoec anticipated itt el ittical lntas. Fo[[owitig dases I and it. 
team nanip’es fot dederinal ion of ri eoneettra. 
lion trete thnaimd Ittx’:o3 fie .e,as point perdose and at 
0.8.0.2. t ....24 :iint 48 h after elnsittg. Fol[nwingby, 

- acit Into ttai Tomitt entn II Inn weTs Often at 72 and 98 ii. 
Sentee eamp[es were sntted ttr li andi noelyada. Blend 
snares ITT hcmttlo’.oticni analysis wire nbtaitied from cneh 
III 1111doie, o,day 21 an  ihe entl of the don Ong pcsied I. and 
II and 29 dnys her dositnp stopped  Hntr.ntnisgie anmples 
ienm atiniyced the sattte day they mete taken. 

hand,  and ntin-tnontii reprnL4osn atttdies "I 

farina 
con-

dt,e d in monknvs ni C  (loans, VA). [n the aingts,. 
done sLttdy, teaSe eynotnoigns n,ottkrys IS to 5 kg) rceeined 
sbple ac. deans an 2, as  25, or 100 ngt1e (three 
niocknyn/dosel or a tingle 11  doen it i 9 8t’kg (two moti- - 
TI . Piasnan Ca tttplce 101 phnrnineokinetie anaLysis weie 
nbtahtsd from tech moit hay ptui,ee end %, IO15. 

a& 

2, 4, 8, 24, 12. 96. [28, 144, and In h peaLdosiag. ?lasmn 
satnp[et acre ntored It -70% nntti asaa[yais. Btood snntpiea 
for hainainiogica[ ann’,y sin are abiained from tech rennkey 

prodasa Idny I) and 3.5.3.8,t0,i[j2, iS, 17,19  nnd 
22 days psaidoan. [I [nod eantpies Were stoned ad roOttt teth- - 
perntacn all pLacated (within T h of eo[[rrtlott) haeenunn 
platelet connie inereaied only a]ightly at 25 and ion Usfg 
and asi at all an oOD yyik& loatr theses monkeys 13 to S kg; 

i WK 8) aseie added to the study to domes inc if they 
iesliost:lcd more sth’n ng[y i GWS 95058 than did cynnrno[-

ens tttonkcys. Rlieatte ttiuttbeyctecvieed III se. Keep It  
W 395056 ni 2 of ID It.n,..kg Saittp[es (piaanaa end blttedl 

seem ecdlmied as dreenhed far eyttomoLginn tnoiakens. 

the 0 nn.mottth rcpcat.dose atndy tttale nnd female 

crr81moiaut moth eva (3 to 5 kg: thien/aaa at 500 and i .000 

Thing 4S b deses. ftne,’tex ci enntro[ and at the 2,006 inggg 

dose) ceeeined single i .v. flood, every oihsr day for a onanlh. 

Llpntt art ion of docino these monkeys.’nnta’doee were 

enthanf.nd. while remaining control and high-dosc monkeys 
mccc aiiomrd To ineonen for one ttiontlt and titna cnihanieed in 

macsc else rvtvenibdtiny of tsannnemti .rcdened linens, ho; lowing 

doses L and 14, am samples wsre nbiainsd itcedote and at 

8.89, h.5, LI, 4,8, and 14 In posidose. Following tlte all 

done, an nddiiionnt scant ssnaptt tees colIm ted as 45 In fame 

all an imn[e Eoiiowthg dose nunabee 14. cntdiiionet sernnt 

inmpinn wnrc tnkma 1mm nnimals {te’o mtimnia/aen i ii, the 

vehic[e enairo[ and 2,0b3 g81Xg!48 h groups UAQ,73 5fl * 

nom dosing. Serum samples mete ntoned (sozeti at an below 

-2i. trerd anainsis. Blond snntjiiea for h’atiatoiogieai analy- - a  
seem obtnlnnd front each ntonkey pnethaae, on dayn 14 and 

26 dnninshy dosing period, and to and 24 days all doting 
nattppnd. ndnnitiwtcagte asnspdes aye setalyand the sante thy 

ihcy were iateen. 

R1,111,11101,1111" P14) 
Cttttcenitntiotia of 0993950 5S. ike iiamattnorcaeiive 

i:ctedai in at ntid monbee piasrna satttpie; ’acre demon i 
as  cahag a eonprdi dcc binding F LA. A triiinted acIng of 

1 1 IQy wIa prepared by deS ratizing the two ’iaiaaini of 

AT  are sniih suceitl imidyl propioantn,N . [etopitahate.2.3-
K] 11 111111 fiotia Dntmtte Cottnpan YEN Reat,h yivdncia 

(Bosiott, MA)  The at ion prodaei Sism stood by Rh. 

ftc. 12.5 1 150mm Syannienmt of 85 f1 at ntt, Walens 

Corp. EM iiford, MA]: niobile pttasr A 0.1% rrithae,roncetle 

acid [TM] in waist, mobile p[amr B :.’ 0 % I  in aeeton 

Is) by uling sradient ehrnmnlognaphic rottdiiiont (0 to 60% 

mobile phane B for 10 tnia followed be 60% to 75% taaobi[e 

phn cc U rot 5 ruin). The pstri Red radtoliga iid had a sNci ftc 
for iniiy DU -25C,  

this LA hired   rabbit natinetutti [9) mired to a 

hoe i tIe l8eiogobuLin eewjegatc of an API 5705-ann log wan 
hteuhntell nvroiight at 4C mint onc6odigqna (di i57DS) 

,,To names stndy anmpiea cc spiked lOW 395i15 8) piasmn 
cnttbratioti atandards. The ccxl he board end fnee nadioli- - 
ganda mete aepntmichd by incubai ing for I K It 4 ’0 iqirin 

an hnabhit ire tnunopreeipitntion renseat (Sac-CeE; [DO Ltd.; 
Boidnn. Tone end Wear, UK), ird lowS by the eddnion nil 
ml of cold [’OS (pt4 7.2) eonsninin go_i 94 bn nine aeiem alhn - 
naiit :L1160 I i  Tweeit,20 Assay Luhca ace centS fu8ed for 10 

ttiir, send the snprjatninnn aspirated to waste. The pellets were 

:esnapointed in 2 nIt of water nnd cleeantethn tn Ill mi sethul-- 
III malt containing 5 ml of sc inii[int ion Reid. Bnund 
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rthoh’gn’td no material in a;jttnd ccinælfaiSl C5UOi 
and calibration etiavca ’vets deaivcd by uniag the pronram, 
you t cal (Wattnc Tuekn Finland) from wIth control and 
niudy scm pIe colineni ratiolta wane intemolated. ALL samples 
,eyeasnaved in dapi i sate. The bmw I he of qua ntitatiwt 
ILLOQO was It at 1.6 ii  ti]. ]encaanc the RLA amy nIna 

mci metahol i foagtaanata of C V 395058. thu nestilts hare see 
IT,joll It INSAR  hIII I’ equ main ala. 

Thor 011191 Aacssy 
Conceiitrttioa It OW 395058-like bma]ocaLlv ncr:ne 

in inonksy plaarttss;net�.tLceMiiowiegn Spg*gs.,,. 
date ci OW 395955 were dcieiinai ned by neittg a atpollen aeLy 
basnil on 1103 I LiLtOr iol ux ccliii at In these nnLLn anti - 
en11:n of the H nT]iOr icantlr jr the prodaetion of lncifcrnso 
tltat eatalesen the emiaaion of Light upon nddmmi ofthe ash- - 
mare leads In The 01 11 meets grown in Oalbecn&s inoditlod 
Eagle ennentia] medianaT II; tan/n mail heidac aenaint; 10% 
Wnhi-S snpnmniaat and antihiotina tinaynohcs Approni-
’Al in h be man she sanely, Sold were ttarecd by sraasfertLng 
them to the same mndinna tendn G I % WeIai.3 sunatasant. Qit 
the day of sasny, iol Lswi’t a a washing step in medmnna wild-- 
oar wctd4 L 1 ID’ cnllstniL were combined with teade tam-

or OW 39505 S-spiked p]nslna cal ihnatiot ataittimirds. 
Assay plates doubled the 2 8 at WC in n 5% CA, 
ntittosohcse, thou Lanlile teanctat (t’ankar9 Insarametl Co.: 
Dowears arrow, LLL) mews added so eacdt wIl. Idglnt citassmnn 
mae itacesnred aoer n flne-taamnale 111111 01 a Feickaid 
Topoomit Linmi bonaeter I Packard [taslrument Co.) The enma-- 
neattationa of OWlS 5058-like biological aetmo its in she 
too sma temples mete i atemoinled from the Linear potsian of 
tlts ntaadnnd curve. The LLO Q wan At at 0 I ’iginaL Dan Red 

is n nany dons all diaai’ign ku OW 895058 i1om other possi- - 
ble asy, SIR, rang Ian with the a atethod were atpwoed 
Ci W3 95858 Molt nice] @1111 tA eqniva]nnis. 

Plicrei,rnekismetir Cglnntnntigsi.n 
,law  coder ntae ccgtcenctsaiesa lawn cLew IA U C) vii 

foe Cl WS 85850 weic estimated by using the trapezoidal mIt. 
with Oaks -extmpolst ion of the 0W895058 ’IRS .. noaccntis-
lions roam Ii ran. Single day I 41  unIties Idea dol ated 
siam cinen zero to in Snity (0- a’s area des exrwp&lsned arm 
from Ile Iimn at  the lass naetentnrsbLe sanipie concentration 
(Cp) to Infiner,  time entinante Cs CPnsOS. where Allied III 
miami] phaae elimination tate conslant. .Mnitidosn dcv inst 
AUC ’cal nsa meat cnlcsslated fold time zero to whet’ I is 
tIre tinsitig ititctsnL Omax is] net mete defined as the Ii ighesl 
obsecend p]nsms noteesetration paytdosn. mean calculationa 
we,, performed lay using Mi emnsoft Eve] 57 SR-i 

I Micmosofl C8,rporaaion; Redunaond, ’V A). Notcornpadmesatal 
pharncann kinetic enlnsaintiona macne pnrfoasaett by nni ag 
WbiNotlin, NOR cnaionat Newark Vcrnioa 1i issedw 

tad Hcsatnlnsv ni ire hi iinntc Ibtide 0W31585h 

Ce,amtdthta Ion-; Care, NC) or PKCAL Venpion 2.0 (CnLaao 

W&lcoine Inc.). 

Iientaiodogy 
Clinmnnl hematology dead coagsLstdnn aiaaly.ees in’s,: an  

ionaozd ci clan, WnlLnoiao frets) or CC Coesnne. Vmcmts, 

Skyin is lmoitkcysl. C:SnicaL hematology pamnittclnna iaea-

rind [a at] sfttdi na were platelet count, total I enkoryte nonna. 
di Ike Sol III conets, aoleL atythaneyte coene, netinuln-

mIs count, hematonrit hnmonlohitt, sad R It  i itdinsn (mean 

ecU hanioglobi n [I5SCr[!, iaaca a ccli colninac NOR R ], atnan not 
hcmol abut cones atrnl iou [MOHO]). lit Ili monthstudies. 

platelet antuitac {Ml’V), pintelet Uintrihutioit width, and 

coanul alien peramntnms (peeihenmbit little and netivated 

paths I daionsh)plastuit lure) nite were mnnaaercd. 
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