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FUSED PYRAZOLE DERI VATI VES AND METHODS OF TREATMENT OF
METABCOLI C- RELATED DI SORDERS THEREOF FI ELD OF THE

WO DMEBHASEN The present invention relates to cePCHUR2005/046602

fused pyrazol e derivatives, and pharmaceutically
acceptabl e salts thereof, which exhibit useful

phar nRcgl $9] ATORIOPS COMPOSPIIGNSMETHODSIRRISUSES
for the nicotinic acid receptor, RUP25. Al'so provided
by the present invention are pharnaceutlca

conposi tions containing one or nore conpounds of the

ARG GROUNB BRSO, 1 “oreoencs, o
T e

resi stance, type 2 diabetes, Syndrome-X and the
(31 Thaipriesqnd i vephien rslatesdRmammpakian gHcagoas ks pratided (Ft!fP Y
(P fg
LR i e RRABORRph el AR B0 By st
helogmailpgetve fprheis| fisgmerdt oalighndso6LBals #ganish ehdddargsand

al dqse reduct ase inhibitors, biguani des, HMG CoA

Rt EME THrT FUS MoK AL BAE " 0L ek AT g dhereot
fkRidfleSRabetddreaRldaR! C%eiﬁb?&'ﬁﬂﬂ&tﬁ{rﬁ  adtEIsBhEESATY devices
converting enzyne (A inhibitors, insulin secretion

azol i di nedi one, DP receptor antagonists
[g}gﬁﬁ‘%ﬂ?}) &ﬁTBACKGRQJND OF THE | NVENTI ON Conpounds of

ent.| e I
(38 eddMEL BRudtfs ARLIBOL ¥E L. LERLSDAINELB8E! §hO8LSor
&ee@dbmgnmu&ﬁﬁ a@fpo(éﬁﬁﬁlhhﬂﬁpéwlhh havepranidedvaireppdrtunith €or
United States. Type 2 diabetes is a public health

Hhvapres i fh@&%pepgc g@tqva frmujgtipgs, pﬁl%hlaclaﬁalglthrcwa%f ichgmucal

AR bohe, i o Bficpefits OB Boreid R RO Hebidkauc ity of
t@lb@b&utﬁhﬂb&ﬂtsepmbntwib' sucn GBEIPJ_ETNEI&Slhg semirshal f lacis ¢e g., bpblocking
é?heroscler03|s d assoc Ed car di

SY REPUYFES ProthoXHE FRFY es rﬁn gncing Riplog Vasfiﬂtlggxaanp{cgéeducmg

§Rl e PEISSHALE @SSR MM 11 1 Wkd B R Hfefbefn T3AGments
type 2 diabetes. One strategy for decreasing

fustd ©Hrecapsararefeins; weh easntagcedl Fasion pratetpphavephsp been

?o%% &g& Hgn h%(sjalﬂmb&{ 1[g é(ﬁ}lélx %‘énlﬁ g[%eamp% gcchn& Hq&@er half-life or

i SSue.
tfoﬁgctdrpéﬂa&rfuﬁlétldm@ KEES FoaRsdptortendihgaseteivAibating ahdie
rate-limting enzynme in lipolysis. Lipolytic agents
¢oreRlenert fe@Pl| ar 1 evel s of cAWP, which |eads to

activation of hornone sensitive |ipase within

[aldPrbeips 52 SIawHE ep1daraic th%mstqugr@@fﬁegq qyier 3@ymullion people by
Jh%%i\:szoz??ée%ﬁg af’i“éffectmg;hgrrpa%e '%al cﬁr@%tst! cca*sesI 3f cﬁasoetes fall into
al'so wof I'npass an increase

el dlinhaat typey é]rﬁ)ecﬁ al@AldHoxdmw ruvegild- axtsesdxhhﬁe§@ohﬁﬂinmpendent
of adi ponectin _from adi pocytes [Del porte,

al .
BrbtereRe s AHePM); EﬂdyTYP% &Lﬁ@éﬂ’@lowg\ﬁé |a§u15—pn5tﬂt ggll%tes, that accounts
ﬁﬁb@@ﬁ@g&f&l#gMg been associ ated with
a

net abol 1 c-rel ated di sorders, including

LEBSORELBLRL s 00/ 20N S0 SRR o 3T s
finetallgireroghized ﬂ)at :[becy | ambereevesemﬂotrmlmegfebmw aabinfintne
acid (niacin, pyridine-3- carboxyllc acid

igeRansc. sUNcbslecivelyfestrovsdhe msulibpradyging s 19685‘; 15lgs of

of the Vitam n
Db AR R R HELLLAD e BBRL ©f L V1
used drugs for the treatment qf dyslipidema. It is a
val uable drug in that it favorably affects virtually
all of the lipid paraneters |isted above [ Goodman and
G | man' s Phar macol ogi cal Basis of Therapeutics,
editors Harnmon JG and Linbird LE, Chapter 36, Mhl ey
RW and Bersot TP (2001) pages 971-1002]. The benefits
of nicotinic acid in the treatnent or

—



prevention of atherosclerotic cardi ovascul ar di sease
have been docunented in six major clinical trials

W Guyners3dR (1998) Am J Cardi ol 82: 18U 23U]. NPCDUBIW0E046602
acid and rel ated derivatives, such as, acipinox have
recently been discussed [Lorenzen A et al (2001)
[8bTexpdnareaPhbia patcol dggnaed 3uth TEB 2 dialBitesus sull eblg rﬁ@i synthesize

itio ivativ
Fiseem podin Aol 0BT Rr BlrgfSids PR piim exerts s
dIREXs 1fiparFaC Yd deeallg, Lhurkbeasf (I@bé 2 didAbeds ardfbulin dependent at
Bi ol ogi cals, Tenth Edition (1983), which is
the daterpitagstand remuisiIRSUbY 1RIEEIEQNS i@ eNPeVE therapsylngesistance
Ni cotinic acid inhibits the production and rel ease of
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i bition of aden yclase crease
Gt Gesch R iSrast pticbo Lo oty el EPE Y st pplacement
ﬂh@rab? EHrBREh SN ficéBohd Bramanafin plinips tROQM dREStrédimknt for
down-regul ate hornone sensitive |ipase activity
TRIMi Hg)wweratmesbhé@ry@f |swlpma§mals mperegplated\and oftgn resulis m

k I I
@lfc?%aéllopgg hﬁ é)a{g%}\;te lgfd' @B&% 'b?)thva%og | Qeq?\&gﬂ?s %?rg;%ﬁ] %ﬁlge A
potérital alitdrnatiel methdd GRdee stndly (ﬁ(ﬁﬁfeahfﬂg- 10bh-esfuering diabees 1s the
rai se HDL-chol esterol |evels, independent risk

Fapsplgn@tiop REPEISYCS O tf&qthgomr?enmkd@?or R fibptigpapigat 1§ the
Bl%ﬁ‘éﬁ‘%%l{ééﬁ’z(m I Qét%%rb%ﬁ‘ bié YRRAAH tto%Bm@%!EéBPﬁ@n%
ornatlon con provi de an i ncrease
iR dsnpresseont thxmapy or mhenmiemsdpmicseamr tslat nellitramsplant can

resi stance di abet es. .Unfortunat el e use
BT E 8 s fore g e oIl ater m
Whith 1 8&s Bderée MAUREIn 1%"5 e /¢ glﬁk&@z HRAMSES %51de from the

side-effects. These |nclude l'ushing, free fatty acid
eosilieadonsaatigndany emthttbc( re@iutryd UTNNBNQSAPPISHAON teguadroiornsetent the

nicotinic e 0 t t . have
Blesb 8 e Berdod: o fuc GRRL R RORR D G AR of humn
deror hewe. i aﬂdﬁfoﬂﬂthb)hvhﬂ@&iohﬁlad@ﬂatdgy Yortteansphaidnavduld likely result
identify the nicotinic acid receptor. Furthernore,
Bitheedonop beseprg dighetiche sane cl ass may exi st on the
surface of adi pocytes and simlarly decrease hornone
[ganlgcmm«m lepqa adeabgue patienys, pral segicanonscde vigddn ajtemptie lower
blP cg :g]tug? pra?tcaqi l/lﬁlcrrgémwg 1 s;ﬂlthg\gg sht?\H yf J&%ﬁe 1nsulm resistance,
ztd@lﬁfr&bc}rez[se PfisH8 PEddugt ol OHbSE Ve, sk elherﬁ;hasr apeaot mlnmately
targets Recent work sug ggsts that njcotinic acid
cSHEDIYE dBMBANYHiAtRIgHeHTE FEER Are RGDEHEH VS 08 ReneneHective
)
é"ga B e s BROEIRER! f¥me SidtRs Bl AR dpproppac
gdhé¢metlevetsf ni cotinic acid on macrophages, spleen and
probabl y adi pocytes are nediated via this specific
[ CAQH oblLani e Azedat ente foradiabefed GO AssBtiamet enihcavariety of deleterious side
Pharnacolog 64: 645- 648 and revi ewed_ t herejn]
ffaohm PRgiXaanaR and & epght gaRe [ Addiien, éiﬁsnlge allrgigRventions
é\&llgﬁgﬂﬁé’r@%ﬁ: Wi £4 P]Eggntt nﬁ)@ﬁ P}%"(ftfe}{éttﬁattatbeurﬁyf)ezt% maintain their
receptor, and uses Sher eo erm RUP25 receptor as
hisediglveoseiin an lacdelpth‘bk’: tahge Alhewfors sherens eseéd:tomlio‘hde altematlve

GeneBank Acc n 77 for . the nucleoti
BEBS AR RSB | B BB B S1es a5 B 3 Gppbistioas fesbited
dBdreat ural ly-occurring allelic variants, manmalian
ort hol ogs, and reconbi nant nutants thereof. One aspect
of the present invention pertains to certain fused
pyrazol e derivatives as represented by Fornula (la):
(la) or a pharmaceutically accCeptable salt, hydrate or
sol vate thereof, wherein: Xis Nand Zis CR7, or Xis
CR7 and Zis N, R and R4 are each sel ected

i ndependently fromthe group consisting of H Cl-6
acyl, Q6
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acyl oxy, C2- al kenyl, C alkoxy, C-6 alkyl, C-6
al kylam no, G 6 al kyl carboxam de, C 6

wa@bdoglotdssocar boxam de, C2-6 al kynyl, Q 6 PCT/US2005/046602

alkylsulfonanlde, Q6 alkylsulfnyl, C-6
al kyl sul fon G -6 a hi o, alk t hi qureyl ,

(Bl % gﬁk‘iﬂgﬂ’?‘/ g;;f: pe%tfﬁen]o((}v(lég llélsaq %fil’&}ﬁo&g pepltl ¢ sectetéd from the
E%p§otcﬁleﬁ1t@§tlé¥ |f§llg\xfrlﬁ Xh ord¥gt os@éﬂﬁﬂéﬁé@' %‘mtﬂ&;uem endogenous
carbo-C oxy, boxant car boxy, cyano, 7
dyalagabétyleen GR-Bh dmChVﬂh)pommn q»ro@ceﬁthe biologically actlve GLP-1 (7-37)

A o G LR TR ot
'hl?é QﬁJnBX&%thfl'dﬁﬁiam & thé pEﬁldé%MeSﬂﬂlvf)lQBd/ In sifAal@g while the

hal oal kyl t hi o, heterocyclic, hydroxyl, nitro,
wolainsienof de palrftdietampgars tmndwtmxaa@ll@lﬁe kpope 06 Bied@lLP- 1 receptor

Ce\%eﬁ)lg dc%gl’ozg%? féﬁ%ﬁcq g, tﬁ.& {31 IQE lﬁl a%a(?%to bind to
tihb IGILP-1 Eéceﬁtoabkyﬁeaﬂ'ﬁnﬁﬁas Sad &u@éskab(ﬂ 1ﬁﬁé£§@>ﬁﬁlﬁﬂsdﬁn sédretfon
S‘Iéay/ll t hi ocar boxam de, C2-6 al kynyl,

neieme AdAndeln wditena rihas bedr shppn thﬁt CH«P 1 reduces gastric
I
%&fﬁéln H‘k@?lﬂ Mécr?agesa t?]nﬁ %(Ic))i@é i@gﬁaﬁ?hflt% ?édgéét:% mtg g{e?ﬁ]culatlon and
thap feﬁlluke/fcﬁ)dhﬁtahgll GLD I- s atdolbeb hhlcwmnodohlb&rg‘ydcmgd)ﬁ secydtion,

flsuliomle atylibio carbamm fgrl CaDe 0 L ions
ﬁﬁ{@g O 1K¥bmbf§f13n e ‘B%O'EI 1986\4@ 16%136 dlipal k¥d A% BQn shown in 1n

di al kyl car boxam de, -6 di al kyl t hi ocar boxam de,
QroGad irab vy Isandied 0o utmblﬁam]paishydntihn@aamq)mhfmtlog efithe [3 cells 1in

tﬁg nglaﬂ‘%roi{h E&%ﬁﬁ?@ %I-Ef lga%H‘él%lb s{a’}qoiﬂ_f:g éhwn tache gontrolled by blood
%}ﬁé&@lléﬂbéist Wikkn UP&E&@Q&%E lidvels d}s,ls & P&t @&MKold level, GLP-1 15
et erocycl i csul fony het er ocycl i c- car bonyl
s et ea Terefdrettbero appeagaitodwriytile rislk df boyop]ycainiarassodGited with the
phenox phenyl, sul fonam de, sulfonic

0-cycl oal
1815 tdOI}ﬂii'k%i‘P ]\/\t/ﬂérlf"né]i1 ssal d G-6 al kyI is optionally

bstifuted w substituents sel ect romt he
ot St Se Rl 3Bl e Gusliy P Eiay the Bipteaes giePly-
Igél‘)’u@asél INY(DFP-ND, ”l%r&o%' ﬁ%'p%t@nﬁﬂ]yﬂsefu@le'sﬁof therapy énvolvmg GLP-1

al kyl sul fonyl , I thio, am no, carbo-Q -
Ieﬂmdwhascbambbmanﬂ b theg W&;arar@yan@ shazghaf- -byest bet ¢sample, GLP-

ﬁ@ ggﬂic'a%gmgh%% %‘Eﬁ nkX,? # nl?tnl |t%,P g'(7 %6) amide has a time

dvalop af Kb/dnﬁ 80 naAytes when ﬁdrhﬁimaje&lylhlidi]tameodw}d IBYsY hnalogs and
nitro, phenoxy andhphenyl or R2 and R3 together wth

@qﬁ@aemsbfﬁ aQTenNs a8 hior gy seoEs e&tw%ﬁawef pRthaygbyf-lives
PGSR, 8 AT g S5 3 BRI ke
em:yhtmeyls reSitamt &d EBFMN y€it ﬁllhjekmlxtys, t“@e-cﬁulalpkqprancmd-(ﬁsmg

l%lclé%sg%&n ﬂpgggffblg'tlg élﬁ[ii gjggn égtg\]/aé“ak&}]ﬁ)g,}n m(\jtvoG)harmacokmetlcs

NN‘ﬂlﬁléh&‘H@@é'ﬂn%un@cuﬁelﬁl}kﬂcﬁH cfal ¥ls, 15(3 lipidated GLP-1 analogue

al kyl sul fonyl, "G -6 al kylthi o, -6 al kyl't hi oureyl,

mlsea(paxttlu}«tmbeeejdsed andendntlycar bo- O - 6- al koxy,

car boxam de, carboxy, cyano, C3-7 cycloal kyl, C2-6

[tH]al k)Flasircﬂnarml,ce Gf a thetlapehity hgrant xaxeomiveeentGn cBses where 1t 15 desired

di al kyl t hj am. d hal ogen, G -6 hal oal 6

R4Pyaia hlgg]% ﬁﬁY%&FWI@E‘PWVﬁS/P pr(%?nggg perio 08( a/me since

Itéﬁéa‘?@d Kphiih Qo WlllQllerﬁbé‘ﬁéC@@a@’ %Hh&mdi‘@ taelb%){&ldg%ompound
hydr oxyl, nitro, sul fonam de and thi ol

car bo- G _6-al koxy, carboxy or stetrazol - . 5- yl. In sone

enbodi nents, R and R4 are cis to each other. Another

aspect of the present invention pertains to

phar maceuti cal conpositions conprising a conpound of

the present invention in conbination with a

pharmaceuti cal acceptable carrier. Another aspect of

the present [ nventl on pert al ns to phar rraceutl cal

- " o s o
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Anot her aspect of the present invention pertains to
nmet hods of treatnent of a netabolicrel ated di sorder

W@ oopniaBsang adm ni stering to an individual in PeRUSDNS/046602

such treatnent a therapeutically-effective anmount of a

compound of the resent i nvention or a pharmaceutica
18 oA alarly smpeTH dgrdiabete PREgN s whate past tr%arﬁ@elﬁfrréélé}?f‘ has mvolved
t%ﬂ}(lg %Biyo&al%édl (jﬂﬁ TResTDRAGHS ofén ﬁﬁ% | Rete b QLdlfHCUi't (e
evel's”in an 1 ndividual “conprising a n1n|ste
teisthoinIifg tv iadeiginen mhan eeehl s nsulnpletmjeeumisrmf mdlcatlon A GLP-1
thera tically-effec |ve t of a nd of the
therapy ot has aintased ha &lﬁﬁ F.%ﬂlﬁ%ﬁ%é agf; over other
&Ip f1§%%tldén&hfb% SREGH delelbfifedt! €SENt | nvent I On
pert sto net s of reducing serumtriglyceride
vel A
i d %ca&d%:?ﬁlér% ﬁsngée étd(f? Bg{}/](lz(ﬁé ?rg)r ¥ nea‘rglthﬁ)té%{dd%dt\%rsmns of
Ghlenahaupmmlﬂrmemﬁ;‘\emth veeraoms dhe of mareafitheserald ofher pmblems
present invention or a pharnmaceutical conposition
knouingstthe #hot her aspect of the present invention
ertains to nmethods of reducing serumLp(a) levels in
i nSUMMARY QEIHE INYENHMONst ering to said
i ndi vidual in need of such treatnent a
[Hier affémpre@aitllyveetlbe prawdes dwmantGId- lag@mﬁqsouﬁl@ldmg GlRe1

|nv |on 0 rmace ition
Bl g AR hdliadh PORR B S PRBERb g Ceavage
6ddcH i dtRerpENAES portiohs SRt ViRIAhtsQherdof TR @BI0hi GLPL B4R Shist or
di sorder conprising admnistering to an individual in

HeRbefly sormRotIfiens: ereading qrﬁ@ma}semnraéﬁnuglmefa#@é{ yegtors, host cells,
n
g‘g%g{tloﬁg af@l;n?ﬁn agg%?‘gt (‘ijev ess L rsg({angc; grg ais YI‘?IE%%I?IQ gs egs dnPhethods
ofvakidd ol yseid theresf, tag d&hbedi sndibr dfmdlﬂsﬂanbremg mccEihEﬁStlon with
receptor conFr|S|ng contacting the receptor with a
Hatpresent invention. Anot her aspect of

the present invention pertains to nethods of
[Hddul dihe pepsentpuyspgon alse proyidesct laapieonenaiatag BLPot mametibody or

@E&ﬁ?%gﬁ oh %!r s 4L SALARL h&elﬂ%%‘i’ Ly il fle Qﬁeq‘hQELP 1

lon conprising contacting sald recep
mirhdubady hm ememhllyz abhpref 4t dexst e GHD mgxorodlrea:tlgdmkedx wath at least

f i op. th
e suTh e irery et v as(oF 26 ApBRAS “hrer OPR bingg region or
TR At rdo? (FI?1 BRI Bhked AP RABasRSREFAruN varaBleREASE ("‘V)

I nvention pertains to conpounds wherein the conpound
diesctly paked with ag opiiartal Lipkestshauenes Jocdirestlytlinke reasdenst one GLP-

g&%entuon § gbns to methods of treating
EPQ%&N%P in a human patient in need of such

eat adm ni ster i he pati a
(sl o b PETOT R & AR ST 2 RgRRaTiaL MHSEOP s
s%ﬁlfle%%yh‘{lﬁelttﬁeltab&ﬂic pbhes %Eﬂeoﬁieﬁ)alr%ﬁbﬂﬁ y 188 ®Y a®ociation
the present invention pertains to methods of treating

mwalpmtdeﬂmgﬁ, isnchaash bytenot panied e, at feapleng Gfs-Gschsulfide bond or at

rising nisteri.ng to. the patient-
T BT oF SR Bl RP T Ichn dh kR e fichC a1
rafrh@®olly eofpnidsgatmudy e i pi deni a. Anot her aspect of t he
present invention pertains to methods of raising HDL

in an ingivi dpgl)-1¢&)MNAb)- gq;g:m@,monﬁg)ggl ng to the

i ndi vidual a therapeutically-effective anobunt of a
[Z0P PO WREeRP ik Blle R & DFactvR\GIIH- | fdpude, vanant or dernvative, L 1s at least

one hinker sequence, which can be a polypeptide that provides structural flexibility by allowing
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Anot her aspect of the present invention pertains to
conpounds of the present invention for use in a nethod

woboorneassrent of the human or ani mal body by tPeT/ap3005/046602

Anot her aspect of the present inventionpertains to

GO TRRER, Blnatd BieRlaEREHenta13iR Ahd B b broHSfed ¥ 12 B portion

Sfn@®eeramuaof mﬂnnbmgjnbbyn vireblepsgionHOs frdeastamp eotttlomﬁf anhe
esent . i nventi on [ u of

{?—.Hg nﬁglgglgwt alrlahb\l/ggl}] reélg% r'&-{ZLQatrlrgaﬁtu éeﬁtlon of & ?ﬂ?{%ﬁ%‘gﬁ)b&tn CH2

covstharaegst, CHOns a1dastiarpottivs of nrelatrlmnglobﬂmeCH3 constant region, n 1S an

reganr Fin EheioGhr B M8 b Pe ROESRES, PRIl o LY

eimitihg ddfeenptypans ishunvglobflirdyslecubdsdegn tut not imited to IgG1, IgG2,
e I Y hear t a u
e T e SO L

adnfiteannmthersst di sease, hypertenS|on st r oke, Syndrone
X, heart disease and type 2 diabetes. Ih sone
[enbod iThie mxmbteheglmeofahmdritnbedyebqnee@é adin babdiarot guted to, at least one
e el Bk Pus & SRR/ RASOSUPS5 I ARER Bleteof Ankr G4 BRAS Romprsing

rldmstobnere-rttsstutldsre imsetiaipord cleh‘stlme [The €H20CHD nrwemngesreglon can be, but not

In SO
, fi

PRI/ s PR BERERL T8 085 s o roepep . e
epttooailyrmntnssnma lewstt b edtiscrunal, misgtomprisletien (stnodh@nanqyences
HERloP) B2 Rapenlt U PR SRLTRL A R by efienge, g v don'
settheeribodi nents the netabolic-rel ated disorder is
type 2 diabetes. Sone enbodi nents of the present
[22v entThos, pELPal mirhetibvey lob te mb@nemwemtm mmaiicy atdeask a pertion of

SRR o RS TR AR 28 AP biBes ana
RiHeBSh MALE 9fov@cﬁﬂ§§t}l§lf 1&1&&@%@5 pa;sudera\ﬁanﬁshmm&@ of adqusred in
to nmet hods of producing a pharnaceutical conposition

eeepin WY zadrfu Prongrisas or aetsvitiesm el heorpeunporgpng ¢fehe antibody and

resent in

BefieLjc PVBEDEPog PR EPLRLEARA LB e AR on v
HksOrib&Elidréahn 1ﬂbomﬁ%ﬁ&8wﬁtﬁ&(haf islidwhnaa et 23, 2004,

and U.S. Serial No. 60/676,521, filed April 29, 2005,

(oot h |Tlfégfr@§éhﬁitne§’nth))‘1 A& @HeAeEati18ast bR KoRFAIGIER-Y .agonist or
These and ot her aspects of the invention discl osed

memefthppdyj qusmyeﬁ@cbmorﬂ@m PhVarnghagphasrat dpasthne aggvighsuch as, but not

I

S e R T ST S A R S Y
polyp&iudefcotrespanding o6 thedhporadbe ot formath @), as désgrbedigerein or known
followi ng definitions will be used throughout this
H‘atthéﬁft docunent. AGONI STS shall nean noieties that
interact and activate the receptor, such as the RUP25
[2@3}3 eptI@ ong aspech the preseat HIVBR{Y) UP&’&P%%I legst one 1solated human GLP-1

PRLIRE gl ity JcRaRRNRR U G RINRb: Koo sEQ D NO'L
bnoptaneally whiarone @s pons subspnohd, ddiengng ar ihseetiorses piewrbed herein
or enhance GTP bi_ndi ng to nmenb anes @eﬁlER(}SCLER(BI S d
P&as knosmda gha it ih 2RI S Rh 4 ok sy 4GP RImRLGody or

lofesh A aPiah €St tfl@ﬁltveﬁt?o?l%ml'cytﬂerlﬁncﬁﬁg ef ﬁ3§ds¥8ne GLP-1

cC urrul ation within the intinan of snooth nuscl e cel
aephdeiop pdlype@idEMoGASpBRAIGRD tha ¥ BEIviooR! REDNOALboTN e formula D,

{%atgéaéhelﬁowqopéﬁ%rpgﬁﬁ% ﬁzleast (P 3, ?o ﬁ‘le l$"~:¥1[1reraarlr(i‘jlln(c): %lmd sequenge of at
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definition of alkyl has the same definition as
descri bed herein; sone exanples include but not

wo ow7hess3s o, acetyl, propi onyI , h-butanoyl, obPCEISN05/046602

sec- but anoyl, t-but anoyl (| .e., pivaloyl), pentanoyl
and the like. The term"” | oxy" dentes an.ac
leasiions lizwash g %H%IHBBE%@M gtlé’?/ﬁ HAEPIOT T4 meﬂfa@e&ﬂﬁ{é wherein

e ReaiEbiohs 1d @eqifa pOieef of BEQ PRS0 °r3’?§§‘.’a§‘§§‘fm3x§“% or more
mhsamuy’hmdylenomrb“‘m|38>dy$cr15bed héxetreorag korwn n the art  The at

d the |ike. The t " C2- kenyl "
lrastore SLP-F Soritior aienbafenpeo Tl g G bR, wigh an
hifﬁ%ﬁ& 0P RElER 100 M CR 1M (HOWD] £ 1eNTD 1 M sras Rk, 1059 B A GLP-1

enbodi nents are 2 to 4 car bons and sone enbodi nents
hgonast r uamb@lv@y Bothusbesatemed f@@ﬁﬁpsremoedleg‘@ma‘dwcsyrdmg to

e term "al k rt h e ter
it e og ST, oA BiPRGTD s phlBe by B Y gesgpior or
ﬁ@gﬂedtghd}é&sent t hen the bonds may be all E or Z or a
m xtures of E and Z. Exanpl es of an al kenyl include
[’ZSPyl }férﬁ?&%ﬂﬁ%verﬂlo‘n%nhérﬁﬁ@\ﬁ@&%Yéast one anti- 1d10type antibody to at

met hy propenyl | - met hyl - propenyl, but-1- I
bamme &iyA-] apertistremyietibodyt of the Bne@mnwentlan dT hereatihidiotype
The term."C -6 al koxy" denqgtes an vl rad cal
S5 FrCoBbISDN naRRLIRS: B G skl SPhypeioay of
presdiphiBenhi i | DitariBidisine atibb@y hcluttel ﬁ@jppﬁbYem or peptide containing
I SO- prog@(t , h-butoxy, t-butoxy, iso-
Belechlgtthatyrompasestas lgaskaporken péannm@pnogolallkwole@dﬁﬂl@% as but

t

R T sy R e AR R b A g GO b Ehdag or gt
elrdnodn arRgdrsl, biadiky pot®nahérédfah lwd\fy c{haﬂh drhghgclmutpvarlable region, a
contains 1 to carbons. In so di nents al

k
Besvy £pa of light ¢ Ib%ﬂn%ﬂ'sreg@an% wswar gtog, %Wé?v%lan thereof,
Hﬁt gOIﬁ[?thlQQl%’ blﬁ'cférQEGEﬁnoﬁj%aﬂﬁ "Pﬁrﬁh %ﬁin"bf ht féﬁgtbﬂ@ GLP 1 agonist or
['es of "an al kyl include, bu not limted to,
rmmhtytbodyelf ftlyel presenpmypgrmon |&mhpdlgmpb anhbcbi;nsy}f the 1nvent10n can

RRRE B oy G 03 B o TRy Mo,
ﬂibﬁupaﬁoradadeﬁtodpmamel irdetﬁellk@f an am de group,

wherei n al kyl has the sane definition as found herein.

2ee C ﬁe%r&hﬁ%b&ﬁﬁfpr%déﬁalb &% afsﬁ&rt 6:3618{e8 hub¥ cthof molecules
foll ow ng: al kyl Examples include, but not Iimted to,
temphng, camplexeeniage, hal\dtngtSItgmﬁ@anbukaWdE hybnidizing to, a

RPIP{H%CE?%':dg %{;1%0 tggast éggﬂ{ é)ﬁJ arg r)%grir(lne o%y 'or GLP-1 agonist or

hhmét%délﬁta‘{lhﬁafob}%aiﬁhﬁlﬁiy B §pebiﬂe)21|p©ﬁid31@bﬁﬁhnﬁtﬁltﬁmdrebhe:ompnsmg
I'ike eterm”“C -6 alkylsulfinyl" denotes a G -

aq Irgst ongygncedied seigace, dgmaln @Pft@aauoaéaflmt'af‘aPofofThpméesent

R i by ORE o I GBI o A ER INRF b Rl olated
GOP-1 agonise dr Mmeuiltﬁidy)drﬁﬂ,ﬁ-ll ragd)mstejrhmlnmubﬁdmydu 1d10type antibody
n- propylsulfln 0-Qro sul finyl, n-butyl sul ,
suodpmgnyclelq w%molecrl%%ﬁf %ﬂﬂé GPAYNE %UCB&WFIC “Gife Pt
}éclfﬁbm-gﬂtevetcﬁfrfnas Gell a@ n?étllfd/ds%f Inf RO fdfor vsRb&Leh 62PN Egonist or
group al kyl wherein -6 al kyl has the sanme definition
mmd@x@wlm@mé agdmst OThlerItet:lbﬂd}" @it-1deotgpekatbally owslere acids,

denot es,2 19 -6 lfl kyl radical bonded to a sul fone
YR ARV NQhE or nul a: - S(O) 2- wherein the al kyl

radi cal has the same definition as descri bed

6
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herein. Exanples include, but not limted to,
met hyl sul f onyl, et hyl sul fonyl, npropyl sul fonyl,

wo sa7puaspy| sul fonyl , n-butyl sul fonyl, PCT/US2005/046602

sec- butyl sul fonyl, iso-butylsulfonyl, tbutylsulfonyl,
and the like. The term"C -6 alkylthio" denotes a
[23]- 6 Alsoyprovded esedn 1@@ht@é@uclowaacsiﬁrtcp@1@ggr lsag opg 130fased

f

T E G MR Bl SRRl bR O
18R1typel ditib6dl, af asol@Ediylcieit E@ﬂwbct()r c&mprisarBthe )isolated nucleic acid,
et hyl sul fanyl, npropyl sul fanyl, iso-propyl sul fanyl

aﬁxdwtamr@lsﬂrmwwr euts%rdomb%t s¢l fcaﬁwsmg ds1nlttyd §Eﬂl?lﬁﬁ9lﬂ The
H'QQEE%I![% %zﬁ %?e,as I8 LREMY tidm tHs-  CQs 7 HEK293, BHK21,

otes a single

(QHO)UBSbZ(—Jn(H}Ii) G}Zl, GSBES]PQ/OI Zﬂjiehlehﬁ my&lhma,amlyhapmmmpells or any
wherei n al kyI s the sane f on as found herein.
defiyaitve, gmEokte) 1% |%érépg8%?ﬂ€?il h‘é‘ﬁ t)e represented by

the followng:S L N alkyl ~ H Exanpl es incl ude, but

[27dt | iThi pesgentanvemtine alsg Providrs 2 Iraxtanedeethod for expressing at least

|t q%@m

ﬁef@gé(l g | ocar ggaml[\gLP I\égg Lstt bt ?]?rﬂl oca?g'ggg%og’ ¢

amube@ﬂz;tayﬂ)dckﬁedqmm@xammnt mn a host cell, comprlsmg culturing a host cell as

7V-iso-butylt h| ocar boxam de, but yl t bi ocar boxam de

denerieR ek andqnis orihn Gherinsu emlifﬁv%tm toih g gt ame GLP-1
' r

BB pQlocky B CRFHa o SR AR PR @EBodys o

sgeéified pottio@or varait kg/etxpgafssezq)m C@tm‘tta’@ld«}dd/draISCQVh@bbmmunts Also

definition escr re
gpy&lpc{l i 50 @91:1 rrPd-P agg?ast]%qe (ﬁfﬂﬁ?aeg&n{sgor rmrnetlbody or GLP-1
éf?@ﬁﬁ'f @(ﬁ)rﬁ&t&bod Eﬁ@ﬁcﬁb aﬁnbod( N SriMItating GG LP-1 agonist
S) NH- )2N( S) (‘éI—BCI—E S) NH-
Q@ngagonﬁﬁ ar mnget;qu& antrﬂ@lot)@p @ptﬂ@dy egcoding nucleic

a%l cl( chH:r gé’lldltlgl%ng t\/ﬁ ttrp?zv? P Htoszﬁtf stcﬂetthtQﬁéT@L? WSPM\I'
Wher el n one are Oh Re I'ttogens are subs? ut ed
r\mmétﬂiohga 08 GIlIP- Dﬁg(ﬂllls‘t e rr&mtetﬂﬁbdy&nahkdwtymranupo&ne regpmessed 1n
al kyl has the sane definition as described herein.
%ﬁ%ﬁlf‘e@,”@f’o‘ffﬁabé? MPPYREY| incl ude, but not limted to,

ONH, NH2C(O NCH 3-, (CH 3)2N(O NH, (CH
[@]2NH%>(lmrode@ﬂ+lsae oixihoy frproducins g depshpiy ©plkgad human GLP-1

SRR P or P2 i oyl futbl§ o BeBreseat fivention,

anthraing prasitdingnehasacdioor-teams gaminc 4minal er thosgenis plast capable of

enbodi nent s are 2 to 3 car and sonme enbodi S

TRRURSSIDE U FsB K blERERPPIE LD $f§r4 3EORPAGY m?fﬂ??%&é,oggﬂﬁ’-l anti-

mky;le'dms&’yto et hynyl, prop-1-ynyl, 3- prop-2-ynyl,
but=1-ynyl,” | - net hyl - prop-2-ynyl, buta-I, 3-diynyl, and

e | I T
(4415 P G805, | it or
alrkgtitedy geddudehiog e abot@ m6thadsy| group, as defined
herein, bonded to an NH group. The C -6 al kyl am do
[3rjou p ’ITBiB)pr@elﬁ 1H ek ARL §E0IYestad eaftaine@oniposition uipising (a) an
al kyl Exanpl es of an al kyl ami do _group include, but not
@lﬁeﬂ@& d agommenmp%(ﬂ spegﬁ.d pagion or variant encoding nucleic

acid and/or GLP-1 agonist or mimetibody as described herein, and (b) a suitable carrier

or diluent The carrier or diluent can optionally be pharmaceutically acceptable,
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like. The term "am no-C 1-6-al kyl sul fonyl" denotes an
al kyl sul fonyl group, as defined herein, bonded to an

wokbogneaisps The am no-C - 6-al kyl sul f onyl gr oupP@EYS1H08046602

represented by the follow ng fornula: Exanples of an
amno-C -6-alk %}élfonyl group include, but not
AP o GOWANPESRo s eNPBkBQEfwn CNHERRB P Jrthen ARMPIRe at least
‘%‘L hJJb%n{rp%bﬂa p%te@ cﬂ'lc|6 bli,gaN do” denotes a Cl-6

|oacyl

oup, Ti ne erei n, bonded to an NH

oup.,.I'he Ci a rou :
ot bl gr&va?ge# R 1Ry oSl ppmp GLP-
fg@ﬂ[ﬁp besuméuydyanl yﬂ ekt @ﬁﬁpﬂzﬁng&au(tallyl atdsgeblevatrigrot diluent
lTmted to, -N -NHCSEt, and the like. The term
Tl canpgskipinean @etwrtﬁ@wéwé%er@ﬁ@palﬁk o1 effedive amopaiRfed lqast one
cao@nn@%ﬁ A PR)‘?&H dhiehe frsg{]a&tl%%t e a diAEH P35 hf¥in metabolism
nean 8escr| ereiln. onme exanpl es
fehtddidlag, éoglhcmtmdtabnhkmdela&zd dreg, iwde&wterhﬂ)c labtll‘qurepumen an anti-
n- propyl am no, iso-pro am no, nbuty
Bl tiwgaﬁf:wslova%ca &85’5 AYAISB drye. B&?W’T RERGUS system HENS)
e,;term
oo, RO BE RERITE RS Bl/ANS Rl SlAOh At atlica ' €
gastrdzmterstmag (G ot SrugEx anmxcmal drugl aldslgpfne flyid intbctrolyte balance,

napht h The term"aryl sul fi " de n aryl
POt S s B RRR e tmaaf ST ER o, AP halmc, oue
orHaSAl-drif) QrtEpiBaltdreg, A tknticHal 8dlg, AR éﬁl@agﬁ)ﬂﬁe an antirheumatic, a
definition as described herein. The term

ma$0}¢ mlﬂmahylnar@énm rOf-steroxt wtl-@ﬂ@w%@ﬁ@é@g (NI'HE), an analgesic,
a ! yr}eg %?Jiaﬁ .? L cglha%egtﬁ ro%ugzlﬁar &ef 'arﬁ da&n'ﬂﬁucroblal,

e sane |n| i'on as descri’b

itﬁirﬂip@@rléfhea b@itlﬂ’d)staic}d, ) aﬁabode Bet@d, arergthydpogitmyin
bonded to a thio radical of the formula: - S _wherein
WIHBURIZRLIOn, %}%@Pn%%bwllﬁea%muwwmﬁ% a gEod o pRy 2

ﬂﬁ'ﬁl%?@ P IR e Cﬂaﬁ%?ﬁnﬁ&tlcai eheh&ad es@arﬁr A4htPbychotic, a

oW ng c R cal a: and in s
sminrlalmtnmnam;hmm nsdmatldnotatbetayagoogems 1hvadedr téq:;bab e epnephrine or
not her oup. For exa one hydrogen can be
L& “FhoraW%lf‘B‘?(%) HWp to give
aNhydroxycarban1n1do | grou or one h drogen can be
[}gm add8 PRESEN 1gﬁenél|og>a]sogqr%ﬂgest% l@aiskl%ne omposition, device and/or

Méfﬁ%ﬁ@f’h@lﬁrep?m ﬂh‘é%l&utxdﬁllg %Sfogﬂgam rﬁﬁg@‘?ﬁékt’we amount of at least

N propyl car bam m doyl oyl, and
drek@LP-Thegotst on thgpetibodCior slﬁcaleldcpoyﬁord@n@nest acomdlag to the
al k ester of a carboxylic acid, wherein the alKkyl

B%ﬁu}vgmé%“ defined herein. Exanples include, but not

Sl TR e S SR
HAhOHJd Z%&hﬁ@&yoon%ﬁll?ﬁnt foP H&Iﬁﬁﬁ{sterﬁ{gda theg Elhtkfﬁlly Iff@ctlve

term " carboxam de" ‘refers to the group -
amount te srodolate’ ordreat aidqzasbmyd GLBenustated ttdméltgmou B Cemsm organ,

a%{:}fpg]néreg rgated g} rtE{ or to, %ﬁ stc)e?]x ltltcc): or%urmg éigtea- con(hte ion, as known
1n the art and/or as described herein
[35] The present invention further provides at least one GLP-1 agonist or

mimetibody, specified portion or variant in a method or composition, when administered

1n a therapeutically effective amount, for modulation, for treating or reducing the
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The term "C3-7 cycloalky " denotes a saturated ring
radi cal containing 3 to 6 carbons; sone enbodi nents

W@onaitds38 to 5 carbons; sone enbodi nents cont BATYUS2008046602

4 carbons Exanples i ncl ude, cyclopropyl cyclobutyl

. The
S OL 4. a5 e REFAtb kg ElTones SRS srala B et mafgnant,
M%ufblé§§ His¥ask On 2 RelDHER) ofafMan PSP a88nt M@)o IR needed 1n
cycl opr opyl ox cycloburyloxy, cycl opentoxy, and t he
nhmedifferent cenrdiionspsushdis éukmtéwrﬁ@ to ey ttesubsequent 4 or during a

UL R el o Blushf ERTR 8 U (3 e i i on

d bed h
(3or cdeheEaeBy Lo évﬁt%ﬁxnpﬁ%“@%ﬁ&a%eﬁ"& S0P gt
mftéibedy s%@@fﬁe& g@ﬁf@nr@ RbSarlt e h H%@or@oﬁip@kllﬁﬁh aphdHoadministered

such as al kyl)2. Exanpl es of di al kyl am no
unm:thcnapﬁtutt@atly nﬁcctivre rimogdt, fer, medwhastamy fagrifeang or reducing the

e h%n g%tl lszbsy P% tg%c%ag%%sa(ﬁp arl’llolflSL{g%t h%tﬁl?ol{sgyﬁ%?at@&’%order a

gu@dsk YhetBolem rdRfat @sortiorDa Bbieydndrjasit dRabsier, ichRtiovakeulirtisoder, a
sane or different, bonded to an am do group, wherein

danka} or Repd dispedes rAler@atolqgq qhéwds% ap 637 AP¥Y thiopkfiporder, an
(0]
e e LA Ter ek FRAREFAAC o de) HEuh oA Y Blorder, o
kpane bbmbiahedisirder, Exappitetsic (disoeded,l aalhdﬂydtalmgd:cdmmtdéruaie
but not limted to,
lgﬁawt Q2'F Pk @Eergiﬁéh%?% anen?%tlav%fil&%ﬁﬁ% & %%#%kela%cﬁgﬁ%@er a
&¥bordadh G@hdio C%txch@ifsoﬂéle alligitBenA cﬁ’sror&iz'rfzfne(;;ﬁﬁ‘élmologlc
ond d to a thioam do group, wherein al kyl has
disorder e fpediiatricahsaderda posong diserder, @, pspclantrig dlsorder a renal

gt Shlha LYy SR ah BT ok Bkt kb ferck

M&H@aldﬁth B | M¥cloRe 6% TiabedtdiRk aVierckxa ) ,BWhAéhoase Station,
di al kyl t hi oani do i ncl ude, but not linited to

N(1393). eaioray 1ncRpaaizyl bercHploHs feranae) 1asdeedadan mamy diffprant
SRR P P ASER SHEPRS SRsbiafl 8 g6 AR s

@nﬁmpnmwhemﬁunnakkmbwhasﬂthtsane definition as

descri bed herein. A G -6 dial kyl carboxam do may be

[BEPr e%@b%iebt}/xnb&ﬁoﬁ@ldo?ﬂbﬂ@e@’t Od4ot (\}m:&foﬁ?ﬁ;fd)s@onﬁdéif&& and/or
the same definition as cri bed herein. nples of a

et pf delrisev.dpt draznasnedlel- 1selatedsondingns, @g a l@ast qne GLP-1
Jf% {ﬁ%‘c ar%i ; ‘Sﬁﬂg 1§ B i MR iyh car boxam de,

[%\%r e pgc!-slarsf oﬁ&gﬁ%ﬁ%grtl?e? ?6013’6:% t %rigt 5nlgeGI|i’ Ii Wgog Igﬁorl

I oCar oxam notes t

ﬁl&ﬁétﬂﬂid§ méthat or&fdmpiobﬁloﬁ,amse dfagmﬁhlﬁg arent onéOGI]Beldrelaﬁechondltlon
t hi oam de group, wherein al kyl has the sanme definition
W Gells BB ZHb ABIRAL OAPEent EIIildéP‘k PIPN 0o SIS eHIeAK Ol BY HipPE 2

AP AR SRt A’ BrafUbes MRS IR o Lo,

%Ndl lmtscp fﬁovﬂiegcsa 4 lf?l%ﬁl%la]fgredlagnosmg or treating a disease condition in a
cell, tissue, organ or animal, comprising (a) contacting or administering a composition
comprising an effective amount of at least one 1solated human GLP-1 agonist or

mumetibody of the invention with, or to, the cell, tissue, organ or ammal The method
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N- et hyl - N—ethylthlocarboxan1de and the like. The term
"G - hal oal koxy" denotes a hal oal kyl, as defined

whesogioms3swhi ch is directly bonded to an oxygenrPert/0O82005/046602

Exanpl es include, but not |imted to, difluoronethoxy,
trifluoromethoxy, 2,2, 2-trifluo

r oet hox
%@rapapnallyrfeahﬁwpaﬁe upIRg ap effgctivefENqUE I/PrI 0 §p1-§0 mg/kilogram, or
adilsyhisshis,
SRS HEIRERR BT Lo MR BRD, 18, Y s orgn
arutnghaltper 624 holnes, é+7ndafysf ub2 yeskh d 24 momidis Haﬁ(bwakgltbr anyrrange or

be represented by the for +i_wherein

VBB e ks oAl e SR ansE s g it g er the

é(&?l‘ﬁﬂlsff%x?g lI))hﬁtrleé&'f‘ Bnd'AbAYSedt&d 961%516 Ritrd, Iibﬁl‘énfeﬂﬁ subcutaneous,
hal ogens hey be the sanme or different and sel ect ed

mtramusdm@rgmapewgmntsartlﬁgaloﬁntrabrqnchlaBrmtaémbdormnai 1ptgacapsular,

e R A R
RffkedichRitaservital, artakXdint, Sn@aheﬁdhc‘} uktedn@@Ickidhal, afrabstdad;
group contains 1 to 4 carbons, sone enbodi nents

BIAPCAY IR, INIrEpLIBarhach uﬁ@perst@ﬁ%alelnﬁéwwehﬂrﬁrwaémnmira?'e}monary,
AR et IR g o Al ok e,

mhhﬁesgfanlbbluSSWTgafzﬁrrEﬁdl bhedcal, mulﬂm@ahaﬂfmhn&ldfyﬂansdeneal The
exanp is an al kyl fully substituted with quo[lne

R RE cith P P 8O SR BTl PR QMU afer the

(Ibzcoc’rﬂg% R ARNIRRE Bng, X RARIGRE c81fnp@s1I]§tI1 OGthfs, §1n%5‘{%f‘f&@we amount
not |n1ted to, dlf ['uoronet hyl, fl uoronet

o, 4 Jéast anei dolmp@nmd et mte,m selectefl fromant dﬁaettmlof a dlabetes drug, an

J%SIQI%%I]%B@;S&X éﬁl'ﬁf/cI gﬁuﬁ I&CIIP#%&%%S&&{I ﬁwelated drug, a detectable label or

épérte?r hd hdd-H@E@nB TR, a c@rd%\fﬁsélﬂzhrf(tu@rs%t@ﬁﬂﬁl‘{é ,a central nervous
2,2-di fiuoro-propyl, 3,3- difluoro-

s}asfelnu(ﬁl‘gﬁ)fﬁrgg,wn augongrrgc pcprvpuqf(yls@np@lgﬁ% cI/ru g, a respiratory tract drug,
Di f I

e e T

Hal&lca ShérpitoRiglcdrugphepyiheoplactic 3art mrhhnomiaiupatopydrug, an

3-di f | uor o- propyl, 1,2,2 tetrafl uoro-
qpmhaawq QB¢ 85&%59ID drug, slogice] gfagoa BRjpypoal g, SHAYE antagonus, an
fIi}tﬁl'éeAInﬁeﬁIcf ) HREQe PYbYant, adharedtic! 4 H&I QteIQH@ )ﬁIltl 1fhhfry drug

I'n sone e (0] rrent S, exarrp es of
(NS’AID)oaroaidkgdswl, an:hm:dth,eu@uit sedattvel a &pqab@hestdjetlc a neuromuscular

fl th t f I t fl I
Gioskes. 51 RGPl AG-T 0PI A ot IR PR Hy e SBEF .
I:ﬂyI‘fﬁopoTéiﬁl bR ifnufzator) ah @@bkinbglebhln ¥h imeRAB§Predsive, a growth

hal oal kyl radi cal bonded to a sul f oxi de group of the
heymenE.ca horgioay rephsemenidupea rdlophpmgaceutal, @glanfidepresgant, an

ﬁﬁ?ggﬁﬁyfsuII@ﬂ§ Smﬁ%ﬂﬁﬁ%?ﬁﬁmﬁ daleépﬁ?hglcalﬁt (ﬁ%%DKLan

éMinéphsiné HO Mgl o, @wtokine heytfokmmahatgoma(, Qt@minsh@oaitnfactors, or
hal oal kyl has the sanme definition as described herein.
aH©Oxidapth "G -6 hal oal kyl t hi 0" denotes a hanaIkyI
radical directly bonded to a sulfur atom wherein t
(ARl oalAdyo preatled hea ggtsahdeyifieneoraRr veS dlrlpase QHWéPI@FeFI human GLP-
3‘,‘- onrlsg’ rH(I%%’dB Of tgé 1an§tIloQ1 VI%EI%QI% ﬁ’i% dte%c]:g tlgegrulljtgﬁlg’tq contactin g or
SEN@lsBSt AR tharad Imtu dhe TGIER} 1 Slgsﬁleu”ﬂrthCtnhia&y byaatde&t pod mode
ring, two fused rings or three fused rlnps wher ei n at

d fgore 1p VR, e&rﬁaf@fﬁh YbEHATEQU B AN RESCY IR dREFERP BN
selected from but not limted to, the group
consisting of O S and N whergyn the N can be
optionally substituted with H G -4 acyl or G- alkyl.
Exanpl es of heteroaryl groups include, but not limted
to, pyridyl, benzofuranyl, pyrazinyl, pyridazinyl,
pyrimdinyl, triazinyl, quinolinyl, benzoxazolyl,
benzot hi azol yl, | H benzi m dazol yl, isoquinolinyl,
qU|nazoI|nyI qU|noxaI|nyI and the I|ke In sone

. o, o o, ~



10

15

20

25

NH, exanples include, but not Iimted to, pyrrolyl,
i ndolyl, and the like. The term "heterocyclic" denotes

wa@2000n4@Bomat i ¢ carbon ring (i.e., cycloal kyl BCT/US2005/046602

cycl oal kenyl as defined herein) wherein one, two or
three ring carbons are repl aced gy a het eroat

@EP@EP‘@B tRtrahpnqhyal 1nRabdpmgaldntracapsar, grt@eﬁm?agmous

1?19 a/nﬂréﬁgel% 1§t'rz§\éele“8@ﬁ£re1n@ra€4?€brlb‘v&ﬁﬂ @Fr %Fa’c@lﬁhallﬁﬁ/acerwcal

su stlt fed wt acy 1A , ring

maagxsmcatrmm‘:mmt:r mtrainbrycesdnlalswttaosteaﬂ mt)tapelmoomwalcardlac,

t hi ooxo tE n X or thiocarboq%llgrogp

HHAPLLOnSA &@}Eqp ed.lrﬂr%gﬁpﬁogtag trapéglmo%ary, igtrargetal, intrare al,

1herARARA! ﬁrﬁ'a M ai'n&hé'}gno(da[‘ gntrdﬁ’f&ﬁak Satr@lrend) eltRveayYA! bdlus,

group include but not limted to aziridin-1-yl,

waginal, dectalobydeal, autdtngyalnintrapasal, 92 gensdermal- y| |

azetidin-3-yl, piperidin-1-yl, piperidin-4- yI,

[40dr ph(Alli;mprdwl)dled 1anpenele of ilnaylhfacmirepﬁlr h'umad-pyhmnaceutlcal or
rolidin-1-yl, rrolidin-3- di oxol an-

Bilipie 5 rambrgind bk femgatiustil mid b SpRbIHGY SOaRTRAGS Sjution or

errg()gﬁm%d/ronar&lameaﬁ%ne Kol A& IRALEP- 1 !rg&nsr 8r Hmrl@t%d)dy of the

ed to the carbon of a carbonyl grou[‘)mt
Ersempingsntafn Hdtearocle pf mamhf@ctyre @mmppgnal omeps1se baving dhe

limted to carb nyI ur anyl car bqn
(WFSA%I‘ gglgéleﬁ{g ¥)k al'bgﬂ,Yl 8,22} Pﬁ}' FI%EI‘&? % taneous, Imtr meiscular s
BMhVdhods, nfitl‘arﬁélﬂﬁko MttabrdnchAE imydabasi oy, |1ntracapsular
qurnolrnyl car bonyl, benzoxazol yl - car bony

IpErAcEstiagages, yatracay sy ntracelyple Hitagelabellor, ymraC@sﬁ%wyrrlcular

a I
1'[1&9%02)( Qll[ljag%fl’lcglb [rf?l%gé{émgi?frﬂﬂg{i@ﬁ%a o E;%f%]anfﬂ) Qﬂﬁﬁ, intraosteal,
1Ir1tpoElly1b 1@&&1hmmdd,1acandraphetoh¢d{ emtrﬁ'ﬂrleurhb trraprostatic, intrapulmonary,
"het erocyclic-carbonyl" denotes a heter clic roup,
BEaREa) ﬁ@aarﬁlal,épﬁarear{arlelerrriplrriﬁa%syrlavrﬁ Sgaghigegic gpiriptene,
GALRANA, bR dal F%ectalcblgcal LEbIRPUEL, FITRAANTRR tn%nsdérmal delivery
ring nitrogen t’he héterocycli ¢ group i s bonded
daveceqaisipsiem| group form ng an am de. Exanpl es |nclude
but not limted to, and the |ike.The term
[42]et elThe pedsent-10xantion dlirghies ptavideshey eneoycd descgbaligreias
defined herein, that is directly bonded to an oxygen
atom Exanples include the following: ; and the |iKke.
The term "heterocyclicsul fonyl" denotes a heterocyclic
group, as defined herein, with a ring nitrogen where
t he ring nitrogen is bonded directly to an SO2 group

[Af ?Nmfﬁl Fr@oRess i ncl ude, but not
I'mte

he I'ike. The term "hydroxyl" denotes

[%ége 9 € 1 %str PE tlfeel{daaeogﬂef‘ Zn(P tid¥ %cﬂ%hﬁlof dis- $mimetibody

|ne erel erein one
aflgGh ecaffcﬂg slaxambg maporsant éplcaoed deiriamsa car bonyl .
Exanpl es O C4-7 oxocycl oal kyl include, but are not

[431M t @hbuires 2 £2-2040ustytd BATSHIndidg sy CoyfoGDRUtimetibody.
3-oxocycl opentyl, 4-oxo-cyclohexyl, and the Iike and

[4QPT e$eire QAtmorvb fhat @Lm%ﬁﬁeﬁﬁddyqﬁws% HIEESEBBCdel 1Y 8hor-
The term "nitro" denotes the group -NO2. The term

wmmgyhe @GP Grey t(FﬂePg rogetibeds it nogeondarymblack: secondary
he fers. t
ot b By S cunac e BLPH mmetibody and

secondary

11
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The term "sul fonic acid" refers to the group -SO 3H
The term"thiol" denotes the group -SH The term"Q

wo doohiasacyl " denotes a C - al kyl radi cal bondedr/Us20a5/046602

t hi ocar bonyl wherein the definition of alkyl has the
same definition as descri bed herein; sone exanp

[#Hc| udasuse2Brsbews that the Gl | migstibody @@mb;qé 1B the control

T
ﬁeggngb%gg%tceaie Qﬁ‘q’ § Iilrrﬁnlsf’:hﬁgdy gd%l%g asg%(mtdwgac sje%kd%gﬁér{ly, blue
GWBlmﬁnnaﬂﬁﬂy&ndﬁabn&xgnple and wi t hout I|n1tat|on
Phar maceuti cal Conposition is a Conposition conpr|5|ng

[28]C ONFRaRE 20fshbWe tHat SERIFL | beptRIRtan@Idgad) (A ZS) 15 able to compete with
Eharnaceutlcally acceptable carrier. The term

anpyteRy fgAavdiaa i HER2EA callqevesgrpiessieg &e GURs1R Grey.
@Et’l Mm& bo? %ﬁpﬁ)& &an&ag QJ]JJ GL2 nﬁ&gm}édcﬁ; and' 9@0%9&8{ orange
unc Al % pose o recep or
alpi lnmﬁrnet'lﬂaﬁyt@ﬂ mcaxﬁp&m kéEbHddk@TblVé&'KEEP-FREﬁBEE’ﬁmly, 20 nM

shall nean a receptor_subject to 0§E§E|tut|ve receﬁ%&g
GRIBRAIAT; snsondary redrGhRxdmpetibedyyg PIORELETT SRERT
shall nean stabilization of a rec%ﬁior in the active

[4%]at e FagureedirSEoilngrate paMPasaasisieg (iP-1 mumetibedt digur ol Wt

LB ewﬁaﬁﬁayﬁgkégﬁ%%ﬁfgg %?&%\ﬁk}éﬂqﬁ@‘ﬁﬂ% Sbure 3¢ GLP-1

xIG)gnigetitoay m@ma@edmmset ieBrd) @@ﬁfdma,rﬁ gk e;tm GLH b (A2S)
an in vitro systemor_an in vivQg syst Thus

mageitbadyivh EGH(ARefdds, Seéc?éﬁ’f@rsc%f?lﬁ bAoA | epgnetibody in
%}’ﬁ%l%rl‘a 'S%Flﬁjﬁ sidtfor@dm ni stration of a conpound of
:

esent |nve lon to an individual, for exanple a

[ man,Fl ¥|4Qﬁ1us a LsJF)}?e Cglg&ggé e %L?% rﬁ“rﬁétlb%ﬁ% tcf Bbp-1v cleavage

anpl |ntro ucl ng ntron int

a|n n I purlfled
[S}lepa §E T ShowT A ﬂmaovgd &%@%Y PLOLR: phiibdpadfiasgompared to
GEARTdPuBEASRuhan éepliended herein to enconpass
dlsorders conprising a narrowi ng of the small bl ood

[yepselrg Jr@ @tdeﬁiéﬂﬁ}a)(est}hmmﬁl%%ﬂﬁﬂ { QutdRishigpdderetion in RINm
Cbronary heart di sease usual | resul%s fromthe build

ceepls of1igheset Ay shoatsshatdPLE c(hﬁl%g@mldem@dteh@%mﬂmam@e stimulates

arteri s na

BT e BRI RS R R P G s S T 25 By om e
@ INor(IgGa yhey Ang See)>, Prohsvatfork r GLPLT @82G) mheatody 1n IgG4
attack, or other synptons. DECREASE is used to refer
Cahlnssncr Pem spaTold RESESUV R B AR n5uliniecieyon dpfINm cells
synonynmously with the terns "reduce", "dimnish"
[53loweriguradghowe theeffect ol Bt Emmeibgdpan fistiag hlaog glucose in

' née Pc?rﬁ%: t ﬁure%n{i’ ons{ fl% g-éa\f' @%&’FLﬁ%gﬁ'!’%dgﬁgwg{ﬁﬁﬁﬁlo‘)d

%lluﬂd)sfee thduee 7B memfoﬁétlrafﬁw th@ thé effect Sslcﬂmbmﬁem]kndl abet es
e.g., polyuria, polydipsia, polyphagia) plus casual

[PJl]aS L: 3 @lré' BASPoWE VIR dFfelfs HIGIR-¢ mikiieaBody o thHéProliferatiBh of
ng/ dl, wherein casual plasma glucose is defined any
splatedont siets wayra dyavig|8Bsshopss theffeqtnof{glbfl rndé%ﬁtlbeéy dose on
F%&@#gﬂ%ﬂﬁﬁpgﬁ'on 8 hour fasting plasma gl ucose

esSs than or equal to 126 ny/dl; and plasnma

(Fr < Hoeir Doy e R0 R T abms R ori Pohiab B afisotaed

SESHEn Pheae! (NeP)iidletddt B¥o The phrase DI SORDERS OF
LI PI D ABCLISMis intended herein to include, but

not be limted to, dyslipidema. The ternDYSLDPDDEM A
is intended herein to enconpass di sorders conprising
any one of elevated level of pjasma free fatty acids,
el evated | evel of plasma cholesterol, elevated |evel
of
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LDL- chol esterol, reduced | evel of HDL-chol esterol, and
el evated | evel of plasnma triglycerides. The phrase IN

wORE0@B3T REATMENT, as used herein, refers to BCT/US2005/046602

judgnent nade by a caregiver (e.g. physician nurse
nurse practitioner, etc. in the case of humm

[5G er iFngure AAAishowh theehtestsoff GLA- rangietipogds) Q}bﬁhﬁ @rollferatlon of
ORI TR 5, Wby Tob L bl G ey os
bﬁhﬂﬁﬂﬁmhﬁpﬁﬂd@ﬂuatvarlety of factors that are in the
realmof a caregiver's expertise, that includes the

[5now gggife ti DAabmbhratesdhy efdettd of GLP1 mir@tboidy bon e inkdlin

as the result of a disease, condition or disorder that
sesretiop tombiselasd Itahléleé&jﬂp’dmds of the invention.

Further, the phrase "in need of treatnent" also refers

(681 t hd?lgqtrc dP slydwxihs ‘phaifmagnkingtd piofileadt GhP-dipepade (Figure 12A)

t hej u the a |ver at the individua
R ar (R][EP qa(l%azssﬁ'“ C{?'o( 15}?%1‘8 WSfpounds of the
invention are use tjve or. prevenptiyve
[¥8nned18use d 3 shewy ?'9 Stabﬁﬁg Hgég:]; } mymetihdsyg blgodieqra moyse

| nBAk ¢ didlunhah (F
glnguer g‘q?nl%ﬁl[ (g‘rPg uvr\% F%ﬁgglg(grrgmlgﬁs gn deyt (Eggdégﬁ%ounds uo (Frgure
tﬁﬁ)present i nvention can be used to alleviate,
inhibit, ameliorate or prevent the disease, condition
[60] di Tugudend shdwes inanve $thtliy AIAALP-a sninsaitodye madymomelgas snonkey
to any animal, including mammals, for exanple, mce,

rats, other rodents, rabbits, dogs, cats, sw ne,
cattle sheep, horses or primates, and in

[6hbodiFngue 15 demensratestbe effedref Clyfr bmlsquqﬁamreetmnﬂen blood

I
%lﬂccgs% f§1t16»91rr\2%h%rﬁl%l&acjsag%&ﬁﬁlgh ere @zﬁﬁﬁjﬁice%ﬁ%\eﬁ%r esghr?gte]ﬁb mice
aﬁg&eGSBpound as opposed to in the absence of the
conmpound. | NSULI N RESI STANCE as used herein is
[6Z1t endgghrt 6 @BmOARASS thiveGIUBUahinthiubgdp mihsbiGfcyiokee-induced
resi stance made by any of a_nunber of nmet hods
RBasts g dove depRndemIgNaTEE GG RETCa gl ARApIRRIR e to the

Qllntté%%'ﬁecofa ﬁ]"s %M{%d_tv@&t:s bs fif c@;ﬁ@alwaeﬁgaf GPb-thembasti ng

I nsu known that there 1s an

ceII r Ia t
5 t rfgtllrﬁ ‘Sizldm%o get\}/ae tht Cf\ﬁ?lﬁq ngtlgl?ertlggh}g&tclre%gesl 4]t§cose—dependent
ineslis{earet®n 10 S dEaets An & 'he bat glrapB sh@l ethaaeduheastinsudin
insulin levels as a surro ate mar ker for i&zglin
sesegted 3 saeh encentraiion pf SHde | MMByaths pisisnge @hp oHMbgHegse In
L dHCHs end 1%19 El%téd%)anh WCH Mgﬁkésertﬁi‘f}els éﬁét&:ld' B. The amount
resi stance. I agnosi s insulin resistance can al so
b‘elnsrﬂdseus:terdgs pleted wgl the ewnccntgatumccsf &IR-ApMBe sThe datewere fit to
tgéﬂthVERSE A | ST sgﬁbk)gﬁﬁn noi eti es that bind

swafaaanlzfagl 4R VéMptor or to the

constitutively activat or m of the recept or
[k oh FgH BE e emest@ésséﬁt@? AipuResbpdy er%%éss&ﬁ@ée dependent

B gécgétmhx Hﬂ? Rl mfaqatahﬁtantétas (BgeRRB)bel ow the

nor ma ase eve of activity which is observed in the
en

BRFE T Hig @QRM WEliR oPlecR B 1. 1 AAAB Mafne onIREBRAE Blucose

ha&ebfnenmﬂtrﬂﬂmlkﬂhaa:response is inhibited in the

presence of the inverse agonist by at |east 30% in

[ets er rREiedoRRGWS thelk¥feats of GAP-1 MMIB tadatnéni onithd bloea lgRicose
odi nents, by at |east 75% as conpared with t

baglé (Figare Wepcind €lucese lerancedRigareoiORHe STK\iéf‘raéeéi dlabetlc nude
agoni st. The term LI GAND shal [y mean an endogenous,
natural ly occurring nolecule specific for an

endogenous, naturally occurring receptor. The phrase
VETABOLI C- RELATED DI SORDERS is intended herein to
i nclude, but not be limted to, dyslipidem a,

at heroscl erosis, coronary heart disease, insulin
reS|stance obe3|ty, |npa|red glucose tolerance

o, o I T oy e
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and type 2 di abetes. As used herein, the terns
MODULATEor MODULATI NG shal | nmean to refer to an

WO pay7@ame4 or decrease in the anmount, quality, PEEPSIBE046602

or effect of a particular act|V|ty function or

nol ecul e. As used herein, a term" PARTIALAGENI@I" IS 3

misedrapsplpated sethiamugnah Nasheh hiaan islety Ip &agisn 28A fiapd glucose
X ESRIGEPI

b PR agenl bRTER l ch o AT REed S99 (KPARIGEP ! MMB

egoed mice (W) eedeenmg geatytPahjeatyonsi % miasgisal medsa bf hlanarerzshnts (50

si nc art a nerates a partial response
Bichie S au R esplaize it DI GeERCesE of e oy SR8 P ored
thBRLAS AR dPﬁ)W HARRYMdRn ﬁf&r@ﬁbﬁﬁteﬂhsﬂ@t@‘(&%&@fénﬁ%@ﬂ resulting 1n
tine a Conpoun once described as a ful agoni st can

ﬂhatpecrmmhatmgm tat the diapeing state Iy brgug 2Qﬁsbé@bdﬂiucaosa iphntigd @gginst

veumgﬁg{}@S’rﬁgg egteagdﬁiﬁwnﬁ%ﬁ%%m(qgmgkg)(l)

THREALGTY vils doRO hfidt thé Micedect bRkl yTPah Bct®ins GONSHA dl:@@ Animals
conprising at |east one active conpound, for exa

nmpl e
wersdagseipeeroght feloped bis an IV mlucess vyecue (Ldighg) The blood

ut i cal I i
BIET LERA  ASFERAR S0 BB HATBES ATt e
tepRSENtO R PERUTTRE thetcup@! foy thaconrtpbdlainld €GIcRy INIBIB trddhied animals
t er m PHARVACEUTI CALLY ACCEPTABLE CARRI ER or EXCI Pl ENT
(M2l | F@as 22RNowshs ekt 3F GLPL NRMINMBS#bgt@Reendised ishid
dil uent or vehicle for a conpound of the present
seqresionitp aon-hmap ppagte (NEHRASIENSTI CALLY- EFFECTI VE AMOUNT
as used herein refers to the anmount of active conpound
[68] phdngrae&ltshows thagéiacts ORGPl MBYIBoont the cxoasnos wailinor

s SRS AR A BT e 20 ot 572

A18B&RAIICHES trayplMkdddth afargmelieals doctor or ot her
clinician, which includes one or nore of the

(69 | Ovnbmcmm(ﬁ’fvetyﬁqtnmmﬁimease for exanple,
preventing a di sease, condition or disorder in an

di vi
100 i eS8 RSt
nlmmﬂhtmdldslw spect fieal myomorwupmt&rmwmlk@)coofposmens and encoding

ease, Lnhibitin sea

B R RS TEGh e B TO1 Pl PSS gt east one
GET“- Vhghagd of RatehiSod§X BREH fiifkMtbd¥s ¢tispediAyd perubh€or vanants of
pat hol ogy or synptofmatol ogy of the di sease, condition
the pmssmrldecrnt(qn cempriae spesHicrgLP-Uragaeist erepuneshedy seqyences,
m?lg atrfh()lm%% St%l %/Bgcété%g {é%asgﬁhgrle&g X*d m%ﬁ%d% g} ma{(mﬁ and d using
¢ & padec acdedhd h@ﬂﬁe@lﬁodﬂes&ﬁ rsﬁaﬁﬁetmpcﬁflomm vardi) mtll[laing
i S experiencing or displaying the pathol ogy or
S FAPEWHBEBIRASYIRS, MefBods Al dekices ondi ti on or di sor der

reversing the pathol ogy and/ or synptonmat ol ogy) .
[%G\/PMraeanEemm@m m@ﬁ%atd@q@é@me 15plated G1df-d qaprist or

|nve n Rertal I

O PSR B0 LA USSR AR By s kg e
phaTraGEPt i ﬁﬁﬂnb&bc&ﬁ/aﬁﬁ bpbd)rﬁlll?&btnprlbgl drlaist on¢ C3Iregioe directly
t her eof ; wherein ﬁeand have

bl S atlEn A0 ChReiien diseahi Id Rl Jessoons ARG fgEton or
t
h@%al ¢ u@g(%ﬁccﬁlr&tlgthﬁﬁ%;g{vﬁﬁ%Pfeaét%\’x@?ﬁhﬁpvﬁ%ieaﬂeg%g y(@),

pyraz rivatives as represente
Formula (la), or a pharmaceutically acceptable salt,
hydrate or sol vate thereof,

14



wherein: Xis Nand Zis CR7, or Xis CR7 and Zis N
Rl and R4 are each sel ected i ndependently fromthe

w@reaap4esensi sting of H Ci -6 acyl, C 6 acyl oxpcT/€82085/046602

al kenyl, C 6 al koxy, G -6 alkyl, G -6 alkylam no,
C-6 alkylcarboxan1de C-6 alkylthlocarboxan1de C2-6
diraeyhjinkedath ag opypaal ilmiserasenerace G- giragtiylinked tory least one GLP-

pmg:@}p%{% hép‘%d{s?ﬁy' C 6 alkylthio, G-6

6 aIkyIureyI am no,

@]k% Ao S P Al o
Car oY ST $15) 0 Bl B

hal ogen, Cl-6 hal oal koxy, Cl-6 hal oal kyl,

Gi-6
5 [A3l oalwheresPis atdgast oy bigadie SHIRcY PelyPeRsiph L 15at lgast one linker
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Sgl:%?cle k'X/iu H'c?n 89?%8{}@8%% thiat dﬁ%}gﬁ%}ucmﬁl ltfflelbng ga allowing the

oram de “an are eac
mird@pbodictotaye ﬁhmﬁ%&urmnmmpn@misbmﬂmg @ragierthds, Vhs ﬁt least one
aeﬁl C 6, acyl oxy, C2-6 al ken C.6 alko§ﬁ

gp of ef- tsrraqnm%%ﬁ wanm@gl@ kaw BIF ERsiivithits at igeSigone porton

gﬁﬁlﬁﬂ]\@gﬁ%ﬁlﬁg gghﬂﬁe h ﬁéﬁ;ﬁiﬂ 1S apleagi a portion of an

mﬂlmyxhcsg]xbmﬂmﬂHZ C@tﬁtaank kqgunh C313 1€iat Ea&tlalpplrmdn @fiangyimunoglobulin
-6 al kyl ure

k
CaResathek i St r Sy o el Ty AR itpsen petween
ﬁf&’lhélﬁhfng'@’dnd 1%, M{ntnmlﬁ’g dERFMNIpat §PYmMu ﬁc%&ﬁxh@molecules eg,

koxy, car boxam de, car boxy, cyano,

wfﬂobhmkt?d to Ig&:17 Ig@%ﬂé@Bk@EFﬁX%A 1@28162 deM, kg AlgEner any subclass
ere f %“glﬂkeylﬂ%%roggxya‘%ﬂﬂ%gﬁﬁgn tEer? tﬁl kyl t hi ocar boxami de,

i oam do, hal ogen,

T oalRyReLER Y mimiesbod? ol s ifassn il mpmmugs g antibody

Siadcaat kxthtiRi 1 Bher&RtR6RENE dnd fuktions, ikl fré@ddhg a therapeutic
heterg@ycllcsulfon yl heterocycllc car bonyl ,

prRtde 684 5 InheEENEPLANAYIreITDBIG] 11 VRPN G JiU DIODETtgs opItties. In

f

SORIF Al SBFEEY, gRTBS e PR A
prabously destibad deqﬁahstlmkenemteﬂipsmlcqmpede Earoba ltnhedgo omar
consi sting of Cl-6 acyl 1-6 acyl oxy, Cl-6 al koxy,

mengmeys W|aé§ﬂc%lon e c%vaéqqgﬁ kages mﬂh as,é}lt got limited to, a Cys-Cys

FlEl ¥ilis Ybh P nYllle vagoug @ﬁﬂ%&"ﬂh@ anfbl ggd'nd GRY 82PQ t‘h@ral;()eutlc peptide

oxy, carboxam de, carboxy, cyan 7 cycl oal

E3udncyfcit teabtoredxyP- 1@amEtdody k@/ﬂham;rqsgnt 1@enGon can vary as

an C1-6, hal oal fin C

T S A TR A
njtro, . phenoxy and phenyl; R5 and R6 e each sel ected
7ﬂdepérﬁ‘gé’ﬁFF%Py9fl%Fﬁ Eﬁ% hé‘rgﬁa oRY b6 & ieasy %éf “6‘?‘? ﬁF d {eriogm a vanant in

Q&M}d’an&lwﬁh Y [ R¥Nuor rcﬁll@édl'fﬁﬁﬁﬁhg dthe §al@£é%q§¥ept&]1s ﬁlamtamed
al kyl, Cl-6 al kylamn Cl- 6 al kyl car boxam de,
bl sagh wamamsg pbgnmmrdmovmea)ranm mgfiye §Ies Ghat prov1de structural

| kyl sul f onam de 1- uI inyl ., Cl-6
Brir-re Rl iy e Snenhady hh Mo sifefies of gy nventon
Ghe haglréaibit @¥de si@EbHFor @)@fnﬁﬂe GuBstutalP¥leting residues, inserting
car boxam de, carboxy, cyano, C3-7 cycloal kyl, C2-6
@Bldilksyllnmﬁhﬁ site, OF IHNEHLALIDPriEcns soxiamiithe gjte 5The mserted or

ﬂlb?‘!otgr hél&l%% r%%xaalggo b ?(liﬁbs ] li%ﬁ Wl’gs,éf?@%?ﬁéﬂﬁ%é}{nmglcs(sor D-

zhﬁin@&bkij!] A whfian\of CHEICK?-hiagomhkitk bhoor eteara0ey sitds@r residues
hydroxyl, nitro, sulfonam de and thiol; and R7 is

carbo-C 1-6-al koxy, carboxy ogs tetrazol - 5- yl. It is

under stood that the present |nvent|on enbraces each
conmpound and generic formulae, infra and supra,

wherein RL and R4 groups are cis with respect to each
other.It is appreciated that certain features of the

i nvention, which are, for clarity, described in the
context of separate enbodinents _may also be prOV|ded

]
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As used herein, "substituted" indicates that at |east
one hydrogen atom of the chem cal group is replaced by

W@ 2000/04d8y4r ogen substituents or group. Wien a eBCEDRDa$046602

group herein is "substituted" it may have up to the

full valance of substitution; for exanple, a nethyl
@latﬁ.ffﬁct: anarp envolivest 1n  Lx dsshlfige bondformatiy, wbamrnmﬁélﬁtlﬁy with a

I b bstituted b
s el ChefeR B R e Sign e aieBFedbest ) @)
Aycckylahond(5) t&dbisdn Witk BéBpleaidt, (£)bihdik€ to ANFS EH&Eptor other than
enbodi nents, the term "substitute refers to

msalsagﬁrrewpm;b@t (7} eretphody- dme@@meceélnt% ayt@mwcgty (MEC@e rEﬁemplary
ﬁk‘ l&z—#et Ute or an %‘f chf‘de ol% ué%s rr?n%ssﬁé etql S\gt?éltl g?tgg It?wolved n

disulfide Bofd fdhn&tibfﬁ hrletretﬁatzai Sli¢h malem‘aya dior@méariof veth other
term"substituted" refers to 1, 2 or 3 substituent

¢Y$t°3@ﬁ1é01é@fﬁ@6|m%tﬁ’t“§. Presgrs 1p ghehostepliisetl (@ Bipduscthe mﬁécales of the
S
<t§1| ?8{)&%4 ﬂd‘f‘g Qea? tgle {cgst g?ebgﬂl‘a? gieag%@%ktém shfétffhted with
uuhdm:mho&dldal(ldgaphnydcseayledEt/haWhemuysmmmlssniﬁed:aIB merhaved, the

ave one or, nore centers, d
Sne o B EnERinar doghan s tiior® e CRACH2 hinge doman
HapR grde@rgah& nom%vhﬁﬁﬁyt b OPhel CHAOHO h5ile Pk drOs BPAERM to make 1t
to an race all such” enantioners, diastereoners and
mioxe Qmwtﬂolvewelmﬁ §elﬁ¢tc¢ betit nejl Kior enarnplei whenede meplecule 1s expressed

{eﬁélglﬁat y Bleff or d ?%Y%l{gﬁ,&g&ﬁ g‘@o %hgeﬁga:yl{a{ngif% ﬁug)q;;gg'%]rﬁtence 1n the

hABEUVIREN HRE %e%ﬂb@ﬂﬂb@by aldifeSt el &2ly@sufi € télatuchras pRline
enantioners. Further, one enbodi nent of the present

|TAEPRDIEASp &r A DO QS thohpst FELODS dF@feﬁmréulethte%W&h other
ARSIk LBk Sh GO Sulhelnd B oneor
oBsglnt osylunien tsitésnaré eaneoviedoR sdidires ot ard tgzp:lcalct;eg]lyemsrlmtﬂ(e g.,

both are R In_another enbodi t, co t
STPAEHIe) MAY AR TeD AYALPE TERENE: SHelbieRidhy B BE Afleted OB pepsututed

Reh Il‘mgft'y@ ? latkd'reRRIRENR g SITRARE) B Mites Wﬂﬂ?ﬂt@facﬁ&?wuh
prese vention have three stereochem cal centers
vdrepleinantabiichaas ¢hdRC1q hindmgtshter are mqueﬁompb@mbmustmnt may

e SR N T RS of BRSBTS, o v

ARAtaheiafiYBOoSlitd¥RINd rentvel ehbd dife@fbiddigy PIRSRBEptON ‘bﬁﬁt A a

have three stereochenical centers wherein two are

sehvrgeecepiiry Bhe GHRCHRthings regenapay bayg sttentor é@ﬁf?ﬁﬁ%g’ltBFe“mn
[

LT LA 0T UL 704 ALGRSARMG ks, gt mcrnon

gnbdd mayrbe senendd T XherARCChrate es:)tfemdvadi eéa]QCé?tsabEakedﬂnown 1n the

o e GRS Al B Py W) B s
lnSItg@ﬁl Irh@RRIES habed, 40 nbmaﬁlrcﬁﬂ& kiRFutiBn hitfecids & &t present

razol es can exist in at |east two tautonmeric forms
arventadnt dnolisgmaynbeceemoaedy For nul ae descri bed herein
represents one formit is understood that all
[T6ut ormanker Ifoqrpﬁfptlw proeﬂdbx ﬁa&dlrhiyﬂdxhiahpzrlgszﬂl’mmg the agomst or
i nvention; e\ﬁﬁ illustrati en X i sN

ERpeupRsDah haYera e OB HRUGTAR sing s PRES e rescht, s

El?éﬂﬁl@ﬂ%ﬁﬁctfu% 15 nBEcritRlal %@ h@ikéd 1§ gre@&ﬁbl%l}ﬁ’éﬁ% up of amuno acids linked
el ow. Li kew se, 1t Is understood that "when is CRY,

wigethei by peptids boeds Thos, 15 piefferrealrambodiments, ttheahinkegus wAes &p of
can also exist for the tetrazole ring. In addition, it

is well appreciated to those illed in the art that
pyrazol e heterocycles can also exist in at |east two

tautonmeric fornms and al t hough the Fornul ae descri bed
herein represents one formit is understood that all

tautomeric forns are enbraced by the present

invention. By way of illustration, two possible

tautoners for the pyrazole r|ng (mhen Xis N and Z 'S

NN\ o o s o N a o -,
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conmbination. It is understood that all tautomers that
can exist for the conpounds disclosed herein are

wowndliiomsshe scope of the invention. It is furtPer/Us2005046602

understood that tautoneric forns can al so have

correspondi ng nonencl ature for each tautoner.
letpép@nnm acigy bikadk by prpéde Powds BEGHEthe grpno acids are selected

#r&‘dtt o%@uﬁﬁgg laftivo n!f}f? %8111%&* 'Elfe ?Eﬁi&%ﬁdsqﬂa?y be
or a ment's resent
glpmlytaltemln aspe rwal wndecstmn!rmmhnshsmmearelln aXnors psterZed anbodiment,

CR7: R7 is_carbo- al kox r carboxy onme
beda; %H@ml%o #ds 978 S%‘F%‘g% Frpm FYERE ‘"’g‘?{‘“ﬂfe P p{ogne asparagine,

QRN dRg M?r{eeEUer?(mbﬁe Pefefatlly, acﬂ?ﬁ(er ﬁ'hqa(B? (§f acxﬁﬁjeﬂﬁsb’of amino
g 3 (e

ome enbodi‘nments can e represente
asds thhtest staneadlybmmere(dl sychwvls gl ywime @acalfammer |Thbst eprefcurred linkers

SRt G bl ses BB tRAR AP OB et ias ahe
%R%ﬁﬁhh&n ORIRr spddifid @xa@xﬁﬂ&%mﬁ&em QGiIly)&Lysﬁch (&EQSID NO 65),

and R7 is tetrazol - di'ment's can

@phése(&tyédr(ﬁlxbz FSﬂQﬂﬂDéNQ ﬁéb)(Ghséa(F)rSK(élsm@EQjﬂ) NO 67) and

bl F la (le) h
OREN %é%cﬁkg}syﬂ@%‘siggﬁ@% 9 hed her el n, supra and n?‘?a
B o Pl e ySte bRedRh 5 nlr AN Ol REA G bans -
GAL GBXEyS-@'leGZy GINGI pUSBARess G TI$ afd Ald'ie RIs8PREbrred. The

I nvention pertain to conpounds wherein Xis CR7; R7 is
Jmemwwnatmp are |eswnplsmémém st the sceperpfithis invention may be

reagﬁ% grg%%r9%> L egk%&mgg illustrated below (19)

ere| [ e I'n Fornul a (Eg) has the sane

thﬁ%@ gl kel reaiemorRFemer SR Caff 1B Such as -
A5, WiRk&h 8=X20 2ol be USFd | ‘Bhds€hIKFZ RhkePs My fiaktér Be

'S ome enbodi nents can be represented by Fornul a
s(qbst}tu@é byl any gopgtesgalhe hodengggronn sne as leweralky(e gbiCe — Co)

RSERPABEL 4 e, A5 RRBRDR A SB5h o e

ks mt PEG\ImRén which&ag aioldcalac ot fl S0MeI000 kDRiprdferably 100
or_ hal oge Some enbodi nents of the present invention

(SO0 KTh 16 PERHASHNTE MAEPOREFIT 1o fSrpideryatiyes e HBA Manner as

&%mhﬁ%z%6©§ent i nvention pertain to conpounds wherein
i's Hor halogen. Some enbodi ments of the present

'Aré‘{fégé hge npggi}i;l)ﬂ %m‘c‘lQ FRQURYP. Y"p ”va%ni Br ltila rva 8 can be at

enbodi mén esent I'nvention bert

tenpaierGsPVpeprdd) GLLP-adichgRéngIGLH thmbllogSGirP 1 analog, or GLP-1
enbodi nents of the. present |nvent|qEveerta|n

CEHBRGS Gl PSBRAGRASHIPTEPGHS FXCTTY k) e 43 ahqyt ey e arally
%@étﬁ%é@kﬂoﬂ"‘ﬂﬁﬁﬁ'ﬂ oR&finY afhPA&ds tHatﬁﬁQ%ﬁcfehkﬂorﬁ&%gy to

he sa neani n s descri bed herein, supra and infra.
Botree @thdG%@)tssctotﬂlat they pxlabe mrtsulimatenprd atvpE by dindingto the

CC&HP? repceStor og Iﬁeceﬂs mn thespalll_!:rgzgs Q?IIJQ-Q ?9—'37) has the amino acid sequence
of SEQ ID NO 15 His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser-Tyr-Leu-Glu-
Gly-Gln-Ala-Ala-Lys-Glu-Phe-Ile- Ala-Trp-Leu-Val-Lys-Gly-Arg-Gly

[79] A GLP-1 fragment 1s a polypeptide obtained after truncation of one or more

amino acids from the N-terminus and/or C-terminus of GLP-1 (7-37) or an analog or

17
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Sone enbodi nents of the present invention pertain to

conpounds wherein R5 is H Sone enbodi nents of the
w@r@semis34i nventi on pertain to conmpounds wher ei PCRES2085/646602

or hal ogen. Sone enbodi nents of the present invention

Eﬁﬂrtal n to conpounds wherein R5 is H Sonme enbodi ments

vahiee theeeoént Ghl-d homalogsratpephde b whieh ene dsmaFfeiraimg acids
0
s R BreBls PR bl SRR RAIRRE st [ 3L BEEfbments or

z(dal'@'_gs&lﬁerééﬂ s GILRt Eahddsd @W.pephidd iRtk bAe Eﬁﬁlbre\/zﬁmmalablds of
rmula (Im has_the sane neani ng as_describ

GePeli (- 37@&}@V%1b%qﬁ‘dn‘i)q4fl?%\an(%%ﬁyb%@§, PeGLE- lognallqgehas sufficient
RERSEES 1d BY BT (18 REG ileheh QoS GIP (70 WS Bhitnaf¥og has

are ment's’can
megimesepicedtibyy FAGILP-a dehegtivess déﬂiruasltas atrecledaet bawing the)amino

wherei n each vari abl e t he sa

%%?ﬁ%@ncsso @ecéle?llﬁl?& lﬁf’eraéj;:#qgl? 0-% oaﬁai Flanalgg But
ﬂg'ﬁ%\iﬂ hérﬂﬁal%@&ﬁ@ﬁtldn' WAL iof thap€ Bf & ﬂnfn% acid side groups,

conpounds rein and R3 are each sel ect ed

a-aaidbpe ahens, keyminad mmmrgumum teyomsil saibpgylaf add] gup6

al kyl and hal ogen; wherein said G-6 alkyl is

[8Q)t i oMalrharosddsive GLIFet fwgmhnts,ubﬁldgt andterraeiveciredndbwo mn the art
t he group conS|st|n -6 ac

AT b irse AoFIOB A LIS Agh aoeps B Ok etk Ty ppoisi or
%m@k@dg%ﬂﬁk' [ﬁeseﬁanQntlo(ﬁs S%n?eyGLP-"’ll aﬁ%lo%)é)énd &1 fragrlnents

m no,  Cl-6 hal oal hal"oal kyl sul
@ov& inahmatt Ia;d d;sdlésedyxh U. &jPaB Nr&l é,a[l&ﬁﬁ@ rﬁ 77, 0hid vk §, 545 618,

FRARNA” Bl i el (T ABRAL (as LRy e AR Bl not e

foOGiﬁPhﬁEg t GLtph?(ms)b@nPtp(m)cmﬁdngxpar@ mtmcnm 1(7-
forma cl oal Sonme enbodi nents of

phethrio- Ip}ffi\lf hR)rh (E)‘é%i ané Lysl &GkBoutddwher e| n R2 is H
or G-6 alkyl; and R3 is H, Cl1-6 al kyl and hal ogen;
[Ber eid ¢ €thaI1 aorBstair kymetiBodyet 1'GhEH 1l agogishett intr¢tédy portion,” or

ubstituents sel.ected fc,om he consi st f
L ERah o ST h OMbLrGIP RS Ahatl
Pdriant ’Séﬂdfthé‘}ike hésl nfmads koY ksl 1itex leasEbnébialdgydat Ekttﬁ/,lty such as but
am no, @/cloalklox C2-6 di al kyl am no,

|lmpqddg)]rlga bwdmg) @ya{14(9| 15 §itR pﬁcypr prefergply in vzvo of at least one

Bﬁbo@%ﬂ g%afrx%ﬂ%r de at@v nqglaalal at i (?t %Jaytg a?i@égt 'one of SEQID

oms e present

Nove annCHXam@ld, alsmtdb(be Gﬁl?ploaguﬂmt whan@etbddy, $1;$cfﬁedrpof1)10n6 or
al kyl ; and is H, a

| k , C - | kyl -7
W@mb%%}w mﬁgvlaijewqﬁasep ﬂmlfe PX%@%?@C%&P%@ 6&31 LEPRRIPr
%gnzﬂﬂ '&%%Mékt%ﬁléb%&@a%l& Hct%!@st i tuents sel ected

he group consisting of 6 "al koxy, Cl1-6
Kyl %
B 1L e tes o RSN AORORECom BB B igen
ineemnan oy charpetepaed, bycsymhhip efftnyﬂy bmmdmg(t:d mbtexryhgegrds,dpr example,
e enbodi nents of rese nven ion pertain to
CERS Gheomnarenonaly S pref s bR ety Thgakigptar. o
? i pvi muﬁetpd'dag}’lvheﬂe%l%)lrn@fiﬂdual béﬁpdﬂe}ﬂs Slféhtﬁb”t%l portion of variable
Z-pentyl, vinyl. hydroxymethyl . methoxymethyl,

bgﬂléli anStFﬂrr]IErqngn (ohé'nob(ay Eféllmdrtéor?@tzlth fﬂagmlwfog}ny)lr ney pgmlon thereof
u
e Ph s Bl PR PR of B8 D E By e feast a

B&riBn BPE\QS&M H8¢ Ainge FapEdr0 icdMbtant heavy chain or light chain, and the like)

individually and/or collectively optionally and preferably possess low immunogenicity,
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cycl opentyl or cycl ohexyl group. Sonme enbodi nents of
the present invention pertain to conpounds wherein R2

WO 200H0a834L1- 6 al kyl; and R3 is H C2-6 al kenyl pC2USB05/046602

al kyl, hal ogen or phenyl; wherein said Cl-6 alkyl is
optlonally substituted mnth substltuents selecte
siveefyh BUBe preRet S1YeRYODf T@qmnaml?&sw thaicap g ysed 1g ﬁf&fawmon
I
SR e SR ETHPBRITSI S Bk RS R R
@od@b@xmileb&a‘llayialmﬁofmymlxbndlané thdve tcrxﬁc1tyh equ gsmnhogenicity
I nve It?gfﬁrﬁﬁ;:pgltv{z]ﬁ}f z?s cg}?q,{ﬁnﬁgtd ne&,%ﬁmer{lgsi WFSBSW)“{G tcc)}hge

ﬂh% ?Hﬁﬁ/é I’esﬁlé “BHEYdd Qoﬁeﬂﬁlﬁhnogéhﬁﬁ 1 15 A RQKNEBIY kaising
oxynet hyl, benzyl, phenyl or p enoxynethyl. Sone

sgﬂuﬁdamﬁﬁMAoﬁA% OpuHaf’sIéAtrespwmtln bass H@ntahoutt #58e, or preferably

ESTBRNRG DAL 1508 201 J0rTfy 7785 Flp Rsngign 19 of he
ﬁdﬂé_nis tfeateu ani¥br rdtéin (§_BR)L;W a&@ls Bﬁh@pﬁle@aﬁbatw (16X thah ddo@f 300,

CH3; and R3 is H, benzyl; or a pharmaceutically
prefespiln lﬂs&tl@alaboutri@@maéur@d vyt adauble HEigen LNZYSIHEIMUNOAsSay)

abod : . . !
GBI B P 2
Et
ey oithiay Ing elp B piicie B er ifore @ Byl con b e for
Pofictiddof aﬁleﬁstBnE CH.EPCh abm§orinsimdubod iR n@ﬂ@or@ﬁedlﬁed'k/anant
i it

met hyl , ethyl, ro i sopropyl, iso

rrhgl:elgﬁtvg,hlch @ﬁnﬁ@msyqi to qpyp celﬂ}y&p@(yrﬁpwpmmag (1nclud1ng mammals
gﬁlta tt(!;] X)OFPIQFen Frx;;tb%lgégrfﬂeé{ glaefb{ [’)rg{r;k%g %%Hglhg}}/cle If dr r@duce the

rnmace tlca acce rate or so

§ylmq;t6mﬁ of, Sol&stemfe @@bt&ﬂnél&tedfcohmaop,rsehaemﬂ fromv ehmt narhrmted to, at
Eertaln t o conpounds wherein:

ast Opg ngg}abete@(giﬁ:d disordgr. a5 ﬂﬁuhg ng,qtabcésm rpg@tedﬁgs% a glucose

B@ﬁl@{)ﬁsrﬁ adhtedldisBRiet, Sin 'ﬂnﬁ{ungd?sorcﬁ:? dr Eﬁeés% ﬁarﬁﬁ%b@éhlﬂr disorder or
et hyl h-propyl, 1 sopropyl, 1sobutyl, r-buty

disgrsertapl mfevul(mysl, mah grdamgﬁyldmr hgrologet msmglqeqrh})vseaseb enwyll as other
henyl or p gnox netqé ¢Ia pharmaceutical ly
g&%@é@&@F%lg PRI I SIS vat e t her eof . Sone
nbodi ments of the present i nvention rtain
[ ‘ano&vag agpathed 9 PPBRSE AR %ﬂww@ t%@‘nelrnt of a
&?nﬁ]bsﬁﬂm%r-g Wﬂ&ﬁ@ca@ tbﬁiﬁ&hﬁ’&{ SRARpSdd MNEdsPRRNGRP!1 dronist or

pyr azol e- 3- carboxylic acid
man?sl‘&d@gn wmcrfadd;mmon M@r@nmoaazcallcngmrgzpa Pal]npaé ot patent 1n
car,.nox et
gt SRSt BisPtnear SR G Bl h PEESORGH Ssymptoms.

&fcttd ord médnarkhY | TheeSeduveaniunedmotnprise an amount of about 0 0001
| H 2, 3-di aza- cycl opr opa[ a] pent al ene-4-car boxylic acid;

©r509 mefke mwwlf: @amuyln&%: tna%lragowrtto agfyeiieat WR concentration

| f r
?%Q?EIS%(%H tsgliu og%%lgt%fg)g e% trril@t??lg a&%ﬁﬁ ratlon L(jneed to
include 1n vitro concentrations) or any effectlve range or value therein, as done and

determined using known methods, as described herein or known 1n the relevant arts

[85] Cutations  All publications or patents cited herein are entirely incorporated
herein by reference as they show the state of the art at the time of the present invention
and/or to provide description and enablement of the present invention Publications refer

to any scientific or patent publications, or any other information available in any media
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consi sting of:
4-(2H Tetrazol -5-yl)-1la, 3,5, 5a-tetrahydro-| H 2, 3-di aza

weo eyocloagsopal al pent al ene; 1, 1- PCT/US2005/046602

Di net hyl - 4- (2H—tetrazo| 5 -yl)- 1a3 5 5atetrahydro

%)éwggy Imci cfx1 %@gf eﬂ%dnf ecPrf,ﬁlgl gn?tét &gﬁ%}pmw_{eﬁerences

Aehandy M@@@f&t&ﬂﬁr@hm@%@k&e@ ASSba, ahal BRCEutré@@rbiscols in
accept abI e Salth é\)/ drate or solvate thereof. Sone
h

M@Mlarr&wlggbflo i}y’ Sams, ilns/ N} DY (J8BT-20A5) Sambrook, et al ,

er t
FRSHE TlPg | B ebREarS ARARAE DR ARGY, Gl shilfg Filfhor, N
B989)$@I£e10wm¢dmemﬁumfdldshs Lpbczaeni MavAnNColdrs pe@gtHdrbor, NY
t o conpounds wherein the stereochem stry for the twy

d2BBL holligns; @traéde% %@&hBrOA%FO on Immyngiagysiohar Wilgp 4 ons,

X % 99&2255 f |
@o ’conpounds re| a% @?@%?E&‘r’ﬁi}%’?‘? 1 tﬁéﬁé §ohn Wiley
&Bdme/IN YaByl, groed- 20£)5).a and 5a are bothi?. Sone

enbodi nents of the present invention pertain to

[8INP O WIifietihRTi& of thé Présent BN@A60H.S Thy GLEx 1 hﬁmeﬁla)“dyclﬂn
assigned as la is R and the stereochem str

th
eniianely aQEPHsfaY least o GH3 le%wcgﬁﬁ@aﬁw%@t E’F‘Stt%‘é CH2 region
t I‘ (0]
BRETE Uk SN R Blbn  of RAROURE B R rdghfont 1. such
hAdh@nyirseoa ﬂkﬁm mteropref hinge tegiampdivectyelseked vath adeaseoriespartial

R S f t t t
BB R Em e By Piked SR Bk nenel FYET o RERs Ty Gfscty inked
& R 4R CRASEP 1 Ahd AFe FRRIMAFS | HEPrefstrell dushddiHéht, 4 f)alr of a

is understood that the term“priority group” has th
€HAeCHR2dhVnh- Ph@nd:@flmked bbyssozﬁaeoxmhmvalqngbnl@hgarwch as but not

L0 BT, o BRRMET8, R BSMERERCA e e

Invefhch @itghcyan Bitdloag strﬁ‘é’tﬁﬁWvﬁlQ’ﬂs?fﬂheﬂeﬂ ﬁ@tles &t fulB@ons, while
5, 385-415, (1966) ; and V. Prel og G Hel nthen,

p@@wln&mmappwﬂ@mxﬂe pad 1tEmperen or @evu%w OGP VIVOSE i Situ

t
EERARLTR A Rles; e PRAR AN RRMCIRBA P Erapeunc pepude
porauis dfcan dedt dre (ﬂhB-lcramhrmbodys of thn @dzsan;t 1ivénsioaxen vdmy as
the endo and exp term nol o ies to

arlbsﬁ Besemn i FOrBRINAOHY wih m*@alsacyomgfvl fhsi Z‘F’bvw ng
formul ae, for exanple, when X is CR7 and Z i sN. or
[§flen Mingetiqodiss ofthe prespnt Inyentign dpsrrovide atigast onesentabley

n

ErobSds R (RniARAR R A BP oA B0 (AR heor
nmrqasndrithﬁ -lofe, mhmamd&&emty |111merspe0mﬁlc Ianway inereased avidity, increased

reochem.stry the R a 4 S are

P ERERETAS § SEHChT of FEre SWE@@?%@%&E@%W&ESC'&W jgnungenicity,
&%fé%&édfcﬂiahw SR ARAVaHIAMN JiedBUled théiBperdR@eer, T dde effects,
(Hd) : I n" sorre enbodi nents, the carbons assigned as 3b
artUthdélkhave the stereochenical desi gnati ons as
represented by Fornmula (He): In sone enbodi nents, the
31 boﬂ?ragnezitgn’é@mmb&khearadcodtdung &v Eornnda €l) earebe prodiicedl by
deS| %HFF ons as resente

VSR SRR R T 1 art andior as

Q&EH%@&E' UatnRRids@ar Ao DR pRédiceP s eaMety Hf tﬁﬁfcméhiforms
(He) below. It is understood that conpounds of the

poieg entbody gensito v hivenetdienare etop sofens have Peanhiaireduded upstream
%]tgg ggtugai &ﬂ‘gs Tg%ﬁar usé é)\énﬁttéoplis s F’rﬁgp%ﬁb(gcp tesS@f I?Je?élrlllg& together
2
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represented by Fornula (11g) and Formula (Hh): (Hg)
(Oh) In sone enbodi nents, the carbons assigned as la

wapah7hasshave t he stereochem cal designati ons aBCT/US2005/046602

represented by Fornula (TEg): (Hg) In sone
enbodi nents, the carbons assigned as la and 5a have
qlhen@dlerrbemhmtmaal tg@mucgwa,t dreas be prapafedas @rroadgypps protein using

agcy g:gl%g%lé &CC?I%[@HC% J ror %@?P gﬁlcé% E%}ldtelﬁgﬁtﬂﬁ%uﬂ%ast Bne of the

ddistaneregiohd bl huiAdlaké{tody cBad Gl bapxprosse@tdTplodace(aldagliguous
and (TIh) wll vary depending on the various groups

mp@yefw usEEMEnRPEAIEs of thePserENIRVGHIORE FeS,, ne e, U'S
K r h
nqu]\go ) igée'gz%ﬁg V&\lﬁg g}%lpfélr? '}f ah eS(ci%n)% eﬂ% ?ﬁ 5?6 ¥138§ , regarding
ﬁh@kbh&ﬂaﬂﬂﬁﬁx&ﬁbodlnents when Ri, R2, , R5 and R6
are all hydrogens and R3 is a group such t hat the
[gr bomsQfsed R@reS, BHéRedns “laRdee méttRAYT yefé® téhtant®ody i which

1), then the stereochem str s defined as shown in
pignially QVENNYarbefdhe prefeIn @arrélé?sl pent1degCe dompyas (e-g , Ch2, Cid),

REREIDH e el TEE Yipsis BNy noffilaR¥ensd SARHARY b only minor

@hmxﬁmg&y br vareimious Slpﬂn&myhg@rmd vp)ﬂnz&nmx pp&d)rl’ﬂj{lly am’i ipreRSrably
can be selected from nethyl, et htélfi vv-grolﬁyl ,
ety Poisdnce the W}}pgen}pltydpypmaﬂ% tye 10 g \F}odlﬁed human

: ¥ T d
SRR T B AR M BN TSy oty
aycesperdoyggy/GLP - tnutetthodm wf thegireseat 1nytnt16(nl-1|ﬂ)ils(ln¢trﬁ0m @ chgneric or

TP Ons Bp DL PUEL B2 b EER ARG By pfguced by a

ﬁJhVﬁﬁlhérpﬁhmﬁp&E‘ceﬁrfﬁﬂ% BRabR Tlexpl@Ss iy BEAA nhfviedRobulns (e g.,
pertain to conpounds as represented in TABLE 1 bel ow.

IeaBy Ehain and/onbelerebad) geness, conpounds of the present

invention pertain to the conmpounds in TABLE 2: TABLE

[QGLP HuhGONnSTSbodOVEEShTE spiigfic KEratRS gnaprogediganfl thereof can
NDOF THE | NVE 2] FIELD N\/ENT

BOERRED (PALHAD FPRETE PP HE e TS TRl focepton br

rH6§%Pe%f linkRdRRyh@etc holdeuRs, sucRgsymdlietic pepGdespSPreparation
P-1 m neti bodi es, specified portions and variants

@fpﬁe‘@h nimetbedies a5¢ peifermadysHEknp ngednaquss to Kengfyeand or

%ﬂuag éei.qub alllgatgd {Jmﬁg)%t%,gl ﬁe&cs%gﬁ%%eé t ér?e:EE{eﬂ{ dr ortlon
theicd@ t hereof, including diabetes related therapeutlc
formul ati ons, adm ni strati on and devi ces [ 4]

&ﬁLATEEA&;TefEI%d Sabadihicha at let ©h€ GIP- Ragoradt oeﬁﬁfr@un@iy or
class of therapeutic agents The use of reconpbi na

gestfied Portepn grorennt ofithy preseapEIYEREan 1 RrusedbY afelsa%s que cell line,
Pe%r teHn n%ym(r&grltaqggdigglfér ddl@natl ?E@ﬁ&%ﬂ 6fcm‘91?1em Céa]ﬁl and/or cultured

O Ul at i'ons SO I Nnc use of
cells. Immortalized protein producing cells can be produced using suitable methods

Preferably, the at least one GLP-1 agonist or mimetibody or specified portion or variant
1s generated by providing nucleic acid or vectors comprising DNA derived or having a
substantially stmular sequence to, at least one human immunoglobulin locus that 1s
functionally rearranged, or which can undergo functional rearrangement, and which

further comprises a agonist or mimetibody structure as described herein, e g., but not

21
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nodi fications Such nodifications can potentially
enhance the therapeutic utility of therapeutic

w@r@reias4 potentially such as by increasing seecmusivas/H46602
lives (e g., by blocking their exposure to proteolytic

RGO RS B, SieRipRsTPe s Ernal aRGar DR gy used for
vshlh%er gfo‘ﬁs &fr 1, Mownaet ebltzl dnB CHREHRNS af ¥86@n IiPthe art

r'ece protelns such as enteracept Fusi on proteins

(a0 e T RS Rty BB B RETS o Fppentof

fuRleid5ad ﬁ@hﬂérﬁlrrimmﬂigﬂ@hmhns’.mis tieg hEcundecgme oF (DHJ redbmiynation,

otein A binding, and enent fixation
byrabyprsupisE An gnENPAY oeweﬁg%ﬂenﬁ teatodeS i Spmapelabyly cham
f 3 I
R
gbnabﬁt besdlfr@dt]y ommchrdz:tdgz) 1denhified aging ypedlelpgtbods, sedhsas, for

Hapie Bacthidsa e By dlerneg e 85 S0t YR Nethm
tﬁgt‘t'llng) &ml%ef)rogé@@ﬁ@ & anhidto a6diR! Iﬁs berivedP p@rYe@mentslor

case DDM | S characterize a part| al or
anayphiet enphidritiontof immupeglabidm gemgm(q $ qumﬁ@sgém Eglagtyon)

‘ES\%% agllggse %ttcgﬁ:ag?%ﬁfﬁ]clod‘?' a%gnﬁsgtéetw gen %%nsé sehBAE Jbether a cel

[168ided Y GILNE ak Bt drﬁnlﬂfe@dd@y HigpdetiGiebt Barfaht &diﬁpmﬁlhgei particular
of Langerhans in individuals who are Laenetl cally

‘fﬁ”@biesr pgseaf g]var]rzp{ge FPRHUY @IPrnga RPRtcEaf segeAgh é"sé ofat least one P
E&cgy&ﬁ a:l)'s }_%‘ﬁﬁnédsusﬁ{t% \ taﬁl@ |r§etﬁ(§assy nt hesi ze and

cre s ul sensitivity of the
[%f}z 18%?1R\é\@1:e§ Psgl%cq t%'lcl rgglrl]su%bdélrar%gts ?)ff th%%%ésgh?gwgntlon can also
W}ﬁ'e%)aﬁédlhslﬂg delpasd dﬁ@GLil?t-l higoadt o anmstie@ly carpedifeliporaon or
insulin injections to inprove their |nsuI|n resi st ance

‘{agljant%\?ﬁﬂliné SUFISIFAcHEOre YA UARSERNIS 381RA HRmamMBAky sirh as goats,
e

eSS 25l R S BHRREMIR o AR oo

srejkiants mremelrtmﬂzk amcmamnmaﬂg kan be pitoivrded mpmg tkinows nmatheds as applied

nsul.i is the stapdard tr
oAy R DR abos g Hef o Tted O K5 Haldnt net o
?@@'7 8dd, %rB4r9&ﬁ}2| k373816 ) 3184905401 81994 Bfl 61 4186 ; SB04489, and the
bl ood gI ucose both ‘abové and bel ow the normal range A

Ipkest, eachi ol whath srentitaly meatporaser baveiarbygefessnceor treating
insulin-requiring diabetes is the transplantation of
[Mnc r ddmsnetwbodsh espsclﬁcmmraonmanﬂa\tardouscmrf thegpresedit mbremtncm can

ien f the roble tr ant f ection.ca
SRnaralube ateprBoiedt Tt ons e T R GEUR BB g spi8ifea
]%3?1916@81\’ v@{anPEAtRU1FRABRIC RIND RB1dE Erah§g1|e ;ﬁité and cultured plant
ranspl ant can potentially normalize ucose

oy ée.g , hwdlqt énmlmﬂéo tQ’P@CWI By tb@tlpr@ﬁhwa &¥C Iﬁlmﬁitké)ﬁles
S vas
%vﬁ\?i Ipoﬁ r}a(#rs] 1Ithé glaﬁ a?tg g? ?o%egls%“f&r%g gl}]etref\f\?mh As anon
ﬁrhﬁnfg&ﬁtdmb&,d trlaiiﬂ“g’dﬁhe sobpRcERal@rexpagsing fecombptaay proteiidieave been
rejection of the transplant, a_major factor I|n1t|ng
usFessulysett e Rravids éaréﬁé‘PP‘é‘ﬁéof)*feC%h’é'ﬁmdﬁﬁ'anst ¢ §sang an
t I
BB PR (3%, E 8 RN ; SHEFTAPAERRol Immunol 240 95-118
{1999 andgeftraloed ¢1&d[thﬁ]31n|:o¢&lsmmahs@memﬁlzd pab@hihave been used to
atients, oral nedications are u % %ftenﬁh Ho 1
PRSP DB A RIS ahGOPREEGE Pr e B8 PnYitE Riplogical activities
insulin sensitivity, reduce inmgulin resistance, and/or
i ncrease insulin producti on However, such therapies
are not ultimtely
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effective, e.g , in many cases, the oral agents are
not effective or becone ineffective over tine and

WO p@aloias34 nj ections are required at sone st agepPeDUS2005/046602
mai ntai n appropriate glucose levels [ 1 1] Nbst
current treatnents for diabetes are aSSOCIat i th
qﬂaf\fa@m ipthossapragiiser dr 8heT EreomPIaRt SR U arH Ea fbhafbra
JWRRY! ¥&ewi A i 81 INGv. ¥8iNMea BRI 464 01@»7 ﬁl@s(@%i? addl kreferences
I nterventi &ns avai | abl e, ere are still a significant
mned‘mMremf Apabbdiag baverrgo lmea pm!hlbe@ntlermmﬂuatsrfrqrh &rlapsgenic

Iood e in ccept abl e . ran erefore. there

e 3erateiog op Ao Ray TR Ra eDe ORI B1 PR (EFVS)
ﬁ';?z’lﬁﬁm% t@tb’bﬁé@ Eecdy B&d %’otﬂﬂo@ﬁﬁ‘ér@ SS&s e e ldonadd &QUpPllaﬁtéMbD Biol
resul ted therefromT12] G ucagon |ike peptide-
3(8@101 1()9 (1998) 8- raﬁrrmesaated tberpmu ddws.aprestbgdes (ﬂ??ftlﬁ@;d portions

[ est ne fo
TSty & KedeBbTHE caf gl by SeftBed udhe Futtias lans
a@b&dﬂ{gdol&bwnﬁahbd@meemdu@ S Ftsterlutal cmbcealnhqa Appli Beschem
GLP-1 (7-37) peptide The G.P-1I E% gtlde sequence
FP0-B@8 (Peti, d@ )b Magt al STYFHQ‘{%WChHQ} 3-A32-TH 9% Mg et al , Plant

id QhY

R it AT 00T, R By nE Sl A, 22 ShD9e4 (1999)
dnd rbfemilcé@cxtddehﬁxﬁﬂ attelabovarefdremyes afentinedy @cBrforated herein by
receptor in a helical conformation. In response to
igfefeltsée, the active GLP-1 appears to bind to the GLP-I

recept or on the pancr eas and causes an increase in
[9¥sul iThe sumeabodies ¢f the UTYsBReLEAND ¢ hurgan profein Haands with a wide

R
orhendtibedy bf the lpadsemnnegnthoneyn Dptnbnaﬁy fbowltht ilessadee pEbiex ligand
has aIs bee shomn o0 i.nhibit on secreti,o

P B hEb e CraraximeleoromL bt CLPY S 3F FLpe Sy of the

&Eé&?ﬁﬁehﬁb& &8 thi/ ﬁrleéghs&epﬁfeﬁﬁ H?ﬁwd Wit |K\6 eqﬁﬁl tbRr less than
conmbi nati on | ower bl ood gl ucose els has al so

dboeh1@hMer, moré prefdrably, \amlda Ko e\ﬂluvldosxr iﬂ;ﬁ ﬁyntabomtrﬂalﬁu%(or any
AR BE ) AT TG o™ Lot LR of R S h§ e or

eethskkeywn to be controll ed by bIood glucose Ievels

When bl ood gl ucose levels drop to a certain threshold

[%qvel Thgafﬁrhty' o aﬂﬁiltyﬂﬁtaKYl@P -Thebek0sanintdtdo8y A€ RS dn@ protein
little risk of hypoglycem a associated wth the

la&hmdro;as be é@tﬁrmlnedl ev@_enmentailyammny spriayle Hﬁb@de@ g-» @ ysed for

%ﬁﬁ ? I dl nac 1{1&}ngggﬁl¥l\8r%ﬁ§ é$ & 1O ae?%mple Berzofsky, et

fqt emhbadiy Aaa ¢ﬂ Ih@é&&ctﬂ)ﬁls b e Fapjarawd im@oldgl-Raul, W E., Ed.,

eptides has been limted by their fast clearan e and
gﬁ‘tﬁntpr?ﬁél Neyi Yk, Nﬁdﬂ%‘%&aﬁﬂgb Japs F”"mf”? ‘?83?'}/ regman and
égﬂhggﬂ}h Nefw {(bl.fke Natf s:l@@by a ? hf%g%d%@ééhgéd ﬁ%rglnB ﬂ“ﬁe ?h@lsured
am has i e action o 0 m nut es” when
affimtniofa pamdu]&uﬁm hagnuss by mbEvwembaaiydlgagd 1reerdction can Vary if
deriv t|ves at are, resi stant. to endogeno r ot eas
Br A e TG FORAORIE &1 PTG o0 s Peirements
('Sfeé?ﬁﬁ‘lt&‘Qn@&%ﬂhg%hﬁflﬁﬁd?ﬁ?p&)iﬁ&e% @% hqy 'KaPKd)' £26 pﬁ%rably made
exanpl'e, exenatide is resistant to

with lsland@“qur:d eglutignscyd G- ﬂwgmlemrammCQDOMm%@aaécm%

Ripdsr G DR trmtoon e RO D5 T e br KRN R ki ' "

currently in clinical trials, is a hpidated G.P-I
anal ogue It is expected to be dosed once daily [ 14]
Fast clearance of a therapeuths agent is inconvenient
in cases where it is desired
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to maintain a high blood | evel of the agent over a
prol onged period of tine since repeated

wa@cden7niass ati ons will then be necessary Furt hePr@DUS2005046602

| ong-acting conpoundis particularly inportant for

di abetic patieg whose past treatnment reginen has

[9Avol Mltfi&m@@!ﬂwi) singdhe pHesmRAiion-py @éerd[ﬁ%&f?lan%h as the
Aldidl %cﬁgﬂ&s%ﬁé&ﬁﬁ@bﬁde&'t 51004 ofthTork 6K dhiAD0@s of at
to a reginen that involves nultiple injecCtions of

lerddionadf SEQADGNQSI 1 aridesr, apyvetlhaatat least oae porionadgedntibody,

hal f - | d h dvant
bt g e P R BB R AR RS RIRD o provie
hliill A¥onf ot &%yubddp%f ¢he Iﬁe@nf‘ﬁﬁ@nﬁ&l Rirhek Q&npﬂi@iﬁg)yﬁédlﬁed

/or nodified verSions of GLP-I therapeutlc
fnagm@tsx ariguts ohcanseIsed A UORCES @hermfr er pflepopissleveg iy comprising at

@ ?\f@@RFrB g%ﬁ%u%*}%g%rnélgleet haem % nle o0 fﬂﬁj % t%elﬁﬁx encoding

§61Exst oROGDPSIt £eonisn 6t mﬁ’nétg)cﬁyBr lspddflﬂiﬁﬂt pdﬁ@ﬁi @svariant can be obtained
|nclud|n8 nodi fi ed proteins, peptides,
H

s imedioapd¢scribed hqr@a\%@&km%uvc% afnd ot her speC| fied
portions and variants thereof, as well as G.P-I
[a@om Nuctme adidreidlésutty of dreprssent mventiasreaodieny therform of RNA,

H:% W%wgcméto?%{lggfhar fz %télgérs mtdr?an gréleoﬁ:ﬂﬁA including, but

Adtilike) tof FPNAGRAIgenGhRINA cbidndEbheldmnglor priducg @Iﬁdletlcally,
usi ng thereof, as described and/or enabl ed herein, _in

QY REORANORIthGTcal RSN A saie friple-Rsanglel, dopble-staded or single-
RF506, or H{@@ﬁgﬁ%&l $8reBF O)su,g B8r1iSh. o GiRhs: ORE sirf GURLIDNA or
specifie ion or varl ant
RNgCEantedhé edsdingl steana/ aiso RBowIm asmhelsansb seramt, or Flean &1 Fhel non-
m meti body can _optionally conprise at |east one CH3
?(@g%ﬂm@riraé Teferrqdrr &8 thi ank- %Bsq %’é@? one CH2 region

directly linked with at | east one portion of at |east
(8% hilsijeted apclen agid melggiHenef the restt IRYgRLIoR) F3rpiaeiude Ruclerc acid

A R i e (e
ﬂitrbﬁﬁ:,tnluyleld atkEnhoieoulat compsting the o@ﬂmg s&qudneqr ﬁqu(t‘rLBI agonist or

tléﬁq(gly(m??%anléltgx]élréqr}ggn rYeafé%;]Er) %gd gu CIC acid molec gs \EVhl%I’l cgmprlse
2 REUERLR sBRkREe LNRIARNY § SRR HOHPhSQAMSAEGIRA 2B B@iwhich, due
optionally linked by association or coval ent |i nkage,
subh degenetagy ofithe genetict @det 1]l encodecaideasbpre @/B-1@ygonist or
e BB R o 08 ea TR SR BBy af, leoup, he eoneuc code
16wt kﬂwﬂt{mqw [ $Bl$s ftavdaldl e (dukiné Ifdr one skilled 1n the art to generate
( %afe L(o)-V(p) -CH2(r)-CH3(s ))(t) éZO] wherein P
pushalegenesae nwﬁ@c @F a\@flmté tiegt poqe £96 spacafis CLRPagontst or

\or: 1S3, Ausubel,

glgﬁlkt\é@c}dg o sP&lﬁeSd Il?c%'te %ar%?%vc%f é@%?@ﬁ%?ﬁ S¥RieG, Ausube
e X isdpirk] :Inyl sluyh ahdlamAamgNaaams et inblodgd tnahdpresent invention
al ternative opentations and binding properties, Vis
[200] easd inafteted Betei) Muclkictacid neleonles obthe present invention which
i mmunogl obul i n vapable region, His at |east one

PRIRPIISTR BIcleanaqdaisadNbT-fnl W%P@Wﬁ‘g@%’é’é Sprffiggportion or
kfgrla% Ci!l‘i 1%§ltudé1 tRx? 51%,_:8)@ hﬂfltea'??, t%@é%ﬂ%& h'er%l ac1d sequence of a
consta I's at T'east a portion

GioPein @@n@dn uk nmmé]lr&)dycfr@mmt, byageldnthe nodisg awquemeef@e the entire
froml to 10, a , 9, r, s, and t can be

GhéehasnastoF ymgﬁtd‘?cr%g@rp%wwhsmpg tﬁ%?oqgﬁ'%ﬁea}’?f&e fora GLP-1
different types of inmmunogl obykin nolecules, e g, but

not limted to 1gd@, 1g&, 1gG3, 1g&HA, 1gA, |gA2,

IgM 1gD, IgE, or any subclass thereof, and the I|ike,

or any



10

15

20

2

wn

30

conbi nation thereof [21] The vapabl e region of the
anti body sequence can be, but not limted to, at | east

wep®7/pessd on of at | east one of SEQ | D NOS 47-BE&I/USL005/046602

fragnent thereof, further optionally conppsing at
| east one substitution, insertion or deletion The CH2,
agdSusamml rhinagleodye fragmertan pogionhes welbas addriiored| sequenegs, such as the

st one ort of SE | D 56«

7% sevend® tink Bl fone Alame R Res SF Risfom Rt Ry o gLt the
h@?&ﬁerﬁf&ﬁe@ aﬁzﬁﬁértaw tbding séqﬁéﬁdetsl $6h @§ atoleés@bh@ﬁm@kiewgaher with
t hese sequences are included in the sequence listin ,
bommmalytm -qodimg sequenses Msdiding biynot msted e ontdedmeyae and 3

on' t need th Sty e

E)erqélgtécets Suﬁv as, ﬁe 6#.\1%#@6&1,3& ngglgﬂosequéﬂ nﬂhap @gy a%letnlx1

abhdchpeyn, MRNATRIUaghapURclusing Ypheing and pélymetnymnowsltghals (for
its inherent properties and functiaons, while providi

sxagupie  rppsympnding apd peb ity ahBRNA), ampddaenal Gpding sequence that
SE ] 5 Dy 80l Dus| by BB gt
They, alpeedstjnencp ep&odﬂ@ POILPH bmg;)mn‘t oGImnlsubndyemspeniﬁed)pomon or

the preseni inventiqgn can var s descri bed rein in

S il Pl 1o TRERET PR Gmaer s ARGLURES prssfingkpeptide tha

ﬁcﬁﬁ@t@g WG Rbh O 1! ﬁ&d%ﬂ”l%%%m@i ot BAMLRAS of §kcAied%ortion or
P-1 agoni st or m neti body or specified portion or

vauana nomphsing h&H Rai agemsitor amaetibedy/ragmens oc poon but

not limted to known biol ogical activities of at |east
[@0F] bi lﬁﬂym:lola)tﬂeﬁ’w hichSeledtively Hydiridizeta ailPolynucleotide as

gg{f‘ dl gl? 'h(]])e tBI‘F.E%E oggtlc:)po{)]qqgfdﬁ fso[';"lﬂfnq(c},&%ﬁc‘égs that hybridize
ﬁﬁ(ﬁ@%&lecﬁ@%y@h@?zﬁﬁén LSRG 9 a @B%hgg&lcﬁtdliﬁ@&a he#eh, or others
I sol ated hurman GLP-1 agoni st or m netibody conpri sing
disclosekheranainplodingepeditied satpnesnereoptionsi@rea Kbk, the or

Prore sub t ut e}

BPIvh i Eides b I Reeine 15 8 O fob Mo el
ghdntifyiig abelt ek pEphisingudiepdineiwudy- | agoni st or

m meti body or specified portion or variant of the
fOYENiL&R omn%&%tetsl@ﬁ‘ déé'n@ﬁ hythd¥atdh cbfABbnOAE t Ily, but not
pepti de or pol ypeptide corresponding to the portion
QXCltlﬁhtéClIm el YRolcy1th ﬁequoncwg bhavipg j redused sequengst ld@ﬁéy relative to

g@ l%glgaﬁi&hng qullgll%crf]: eoaclig a?eggnne gl'ésttr %gérllgr C%H%lltlf)gs @E{H Jb?lonally be

Empldyed férGeqienGkdofl grégeafémity DowfstrageRrey cdndaromefallow selective
wherein the hgand binds to at |east a portion of SEQ

hppigarationsif seggiepessdiav peibe ¥hed% SCqSPEE @s%ttylapet%h%employed
Ecﬁfdgﬁﬁ&rb?thﬁfogbﬂsc‘%dé&lgg @3efifeaged bed herein or as

own In e art one GLP-1 agoni st or

(?@ é/nraﬁ q‘fgﬁdc egﬁgé%otf\%ngg \%nggllé FJHT g&%@g Wg%tq p%?tlon of a
tﬂﬂ’sl adéhisk oMmuiet1Bddyl erapecifiéd perubh Ar GirRknk emg@adad by ther
m nmet i body can thus be screened for. a rresgondi%%6
aelynyclequdgs descaped hersing hBGROLYBYHertyles gﬁ@fﬁ ntypyentpsrce nucleic
%élﬁls%@.@ntc& thgleca? 'bF %}51-{15%_?%8 brdeftul ONRIRR B0k 85§ ?Blﬁémﬁéonde

t thereo he present invention fu
pn@dnrtﬁGhP—]l E8mist oneumnmbodly_dxr epgcgﬁ&@mﬁ@odlyvarmnaof the present

| east o onist o meti body of present
RGBUPT P, AMRIPe] avises elignt: Bty s sl aiprporited herein
$pe&kfenéal |y binds at |east one GLP-1 agonist or

ni meti body of the present invention The anti-idiotype

anti body i ncludes any protein or peptide containing

nol ecul e that conprises at |east a portion of an

i mmunogl obul i n nol ecul e, such "as but
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not limted to at | east one conplinetapty determ ng
region (CDR) of a heavy or |ight chain or a hgand

whendiong3porti on thereof, a heavy chain or |i ghtT/UsBDF046602

variable region, a heavy chain or light chain constant
ion, a framework region, or any portion there
i t éams&mctlpv ef wusleffdéc@sdlhe 180%&&1516!3‘41%91%0@@@ pisRent
BeBlon AT LR sehE L) RAAb Do o O 1 10l liaves, ©
punyfecation &:chfmuesn of cutabiaatidig thigedfy edwéll-Gnownyn tharalrtal
such as but not limted to a human, a nouse, a rabblt
[#03)at . TR nueR& ¥cidsaah bbﬂwnﬁmuwdniphee sdgkiénde? @] addigon to a
present invention provides, In one aspect, isolated
pelznusieotige o thediresent wyeniiomp Hios PRRJIPle Ghishbhelapimg pite comprising
gr?qvérr}go ?J)lglcfe%% reé&%ﬂ&ﬁ %1¥els%ran IBX ?ﬁsegg{gﬂ?thte%’ucl%lc amd to aid 1n
ynuc encodi ng at Teast one agoni st

Fbrabh bﬁd}E palynGtiRotidea gaisd, Stanslatatiengzjidiedy can be 1nserted to aid 1n the
anti-idiotype antibody, or specified portions_or

palafign pkthe H@Pé‘éﬁed P@B’ﬁ‘ﬁ?lF%ti“i‘?gOfébe Presyt “b‘ﬁ@“%’b cEorrexagple, a hexa-
SSRGS AR OhE bind iel uFiton of
pesgt isiengorat Theeasleioaad of tiegiresentmiventen -CéxE’Lurilragbmc@hng

or m neti bod r GLP-I nlst

S PISEq s paie 668y “BGTUDh RGP L. pigor expression of
PO SE Rl of BRtpré®@ht Mvesinai Ni ng such nucl ei ¢ aci ds
and/or reconbi nant vectors, as well as nethods of

R sdiRbRGs ST Be %)UD glto mruléﬁm En(m)l‘@ctp‘r&%%ﬁ sequences

or GL agoni st or m neti y anti-lI |otype ant i body

tam;itmmze teirdsnctyaai olosingreadtor chpsssioe(to sd27 jsoldtwo of the
ovided is an isolated nu id ncogi at | east

Briar e oo hamian f 4 el Blyctigh Hifenbil fe ST Use of

GbRml; vREtORY, &% predsio veidrd) @dypta@tandl lﬂ'ik@fsylp XeHknbWady theat See,

i sol ated nucleic acid vector conprising the isolated

fgc lAaisebedoiugra, n§prwbragkpiupkar yot i ¢ or eukaryotic host

cell conprising the isolated nucleic acid The host

[¢6T] RevouphinantaViethode fort ComstuctingsNudeic dcids. fThgrsolated nucleic

-1, COS-7, K293, BHK2 ) -1,
B FOPSIDT S MBSt Ky RN eef e YA ny
ghbivatidn/BercbiRA bebbafed Bont bR %ﬂc&ﬁislngtdiwrrﬁﬁfber of
[ 28] The present invention also provides at |east one

ﬁl@ﬂm@anmmdoés@eséwwoahosp@égkﬂldh he@rp_In sgggsmhodgpents,
_ | % %e ang tlbse%gfwél?thgﬁ’xrldlg%,irﬁglgé&g?[%{blg I,s]trmlgency conditions,
wathe @olynudledudee ot tmqird:s,enuﬂmmcmlan@umdltb ujengfyathhdstired sequence

cell _as descri bed herein d/or n the art
AR AT EREPBRONAIE Jhel e fon dOER P piSHitaton of cDNA
d'?érf gﬂgﬁbﬁhegrsp Wil 8860h 83 the%e &7 STBINAROGYI] 1n the art (See, e g,
I otype anti body, or specified portion or
Aamﬂ&hmupszeXSNBEQGEJWPNdeteCtabIe and/ or recoverabl e

anmounts Al so provided is a nethod for producing at
(1egist SymethétidMethade fiosConstructingt Nbdedig Awid< Fhe 1salgedinstleic

or mpetibody anti-idiot i b ISI

adne the pf?@elttﬂ%veeew Farh@%‘ﬁl)% Preaﬁre%%g@e % I Bynghgsts by
REQM fifetHds §e€%g baayutRNE all, dlphy PEnamidaPaAYhesRGRAL ATy
nucl el ¢ aci under condi'tions In vitro, in vivo or in
producessasnigl¢-sandet @llgh@cleoago,m/lgth oan b ermveitsestiptapdouble-
AaP-| IS r.mneti o e antibod

S BRA bY uBathei wiF Yo Bblstsntiny ieinnbL o e ghnerzation
Also provided is a nethod for producing at |east one

i sol ated human GLP-1 agonist gg m nmetibody or GLP-I
anti-idiotype anti body of the present invention,

|——|



conprising providing a host cell or transgenic ani nmal
or transgenic plant capable of expressing in

WO eaowersabl e amounts the GLP-1 agoni st or m nmepcbod3008046602

G.P-1 anti idiotype antibody [30] Further provided in
t he present invention is at | east one GLP- 1 agonis
with |pbbm}cr§ﬁeox§mgéb|e sjygbhga@d)mten@dqﬁ@d@nf g §klﬂfmathe art will

resent..invent i OVI
1%8?‘%%% tp?t "thge c%ﬁl%l% ntﬁé tag tbg g‘ﬁrijiegq(ﬁ se(gxences of about
wo dﬂrﬁ@’éleMMoﬁger%B@i‘dnf:d:ﬁcdmwafdbtamﬁbdctry thahigaiin afshodémg
nucl eic acid and/or GLP-1 agonist or mnetibody as
¥aserthed herein, and (b) a suitable carrier or

di l uent The carrier or diluent can optionally be
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oslition. can | t
rEaub g axplret i FR RS st sl B e mventon. A
fudic #4418 QediieRdd Stasle | Rfeséht COERAGH, ook abplps tBNRAgored genomlc
| east one 1solated human GLP-1 agonist or mnetib

wAdenge enekng »Rd-Pohagamsst o W@auﬂpgﬁiya%éﬁ%ﬁlfm ROTHGR PY ié%ﬂam of the

%ése% lnl{/gﬁlttlon-r?%n H}ég%) Ebl’%ﬁug@r ege%lr)fﬁgﬂtl éx rJSHE)I‘l |3§§sette that can be
onppse e I've anmount of at [east one conmpound

Mtrofiiceti @ntd as Rastaine defiredrhoat cellea’s tecombimht aqniesaimﬁtoassette will

drug, an |nsuI|n ne related drug, a CQs
BRI FTeRed B MACARgE oRihs areseraydoaieradly Iiked o
fr&REN B, al ﬁ“lé@l‘&hl ggﬁzﬁ&fyvs% MridGs that %Al &ik&\/ﬁﬁqwn%nﬂn@()of the

syste a cen vous system (CNS) drug, an
pn]ymntdrrmde nethe onfsndryigrosneclIANESXh betarplogaus escpmvrah@ipl;@logous (e,

tract dru astr0|nt tract

HYOREPLP) }%Pﬂlé)teq%cmt&ger? Pyef(f tBIdar(eqre? PIESIOP 8?§/l{egiuclae1c acids of the
@@&g@gﬁ@n@mhenatologlc drug, an antineoplactic, an

i mmunonodul ation drug, an ophthalmc, otic or nasa

(1019 1R s6RPEMBbAHME, 1581afdl dulcleh ORds tﬂﬁtl&rveaas-BNEmoter enhancer,
antagoni st, an antirheunmatic, a muscle relaxant, a
orantbotelamends crarbeshirodiicdd amthie apmopam@tlyn mmgeﬁnmmnstream
an _anal ge anest hetic edat,i ve,

G nAD oL = S BRI Rae by ot pBR ke s paifien mgpnuon so
ANodptdr ASWRIES fate x frefsidrCOid g Pthicledhdebpihelprésest @v@itdn For
an erythropoietin, an inmmunization, an inmmunogl obulin

wmmn@mgv%@@nwrs SATGReCUICFP OB SIS 1 TG ON, deletion
qf 9 %Sgﬁl%o aé" EﬂO\g’ﬂ rﬁfﬂé gﬁhﬁrfémgﬂgiéo%ﬁl: of rPI'CSCI]t mmvention can
n 0] t, an

ep ressaht an a psyc a stinu
Besé)tpmsmadu b @ngse ar ebmt-ﬁnefgmnnsettl,onas desifed| édWﬂt by aipdcciated

an epi nephrine or anal og, a tokine, or a ¢
that %Eérﬁl & gf{“S@T‘P"PFFé‘”bF\e%%‘ﬁE SN A5 1S QN s Gayg a durect

ngpﬁéi oI oBOEASIE EhRRoterti@i¢t CRnEMEY REthaB bh %p@éssmn 1S sense

Ivery of a therapeutically or prophylactically
gfppession.e Iroductionnd! micleleansd coligu@dnn thegpopg eriensgtion has been

R R T e RO b fsa%?ltpflﬂﬁéﬁ%%ﬁ Behes

furth rovid at | one GLP-1I a or

i et stRreand Bedtelfs SbereentinvensDr 2t a9 pessory that

fnt!ﬁlrd@ %Mtéd:ﬁlldléic affiesdibMSes rebet TRERLGH, Bodtlcell§ @t are
|'east one GLP-I related condition in a cel

gensscm y mggunredawﬂnﬁlle regonanang Mectens gingrthe pmdgethﬂcpf at least one

uen or, d ed condl ion
FHPERERAR of fumgl ol nde e ThEl ol AOLALH eaRBriBihmigucs.
hd¥ W’é‘ll' K whUh tiedrt PSQYE @€ Saﬁibrdcﬁ@étt al Q mﬁ)r%slubélg el Sbupra,
or m netibody, specified portion or variant in a

eashiestiredy IncompEEed Respin byelerangei ni st er ed
27
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in a therapeutically effective amount, for nodul ati on,
for treating or reducing thesynptons of, at |east one

woredoaboadsdL, | rmune, cardi ovascul ar, i nfecti ousPCT/US2005/046602

nalignant and/ or neurol ogic disease in a cel
tissue, g ani mal or patient and/or, as needed in
[Wedy dibe pefyeneleetsiedican opizonaliy bp jetsedigra YRSEOr|cPRIIERS 3 tlectable

APAOE B R B gR LD g acn

igsRilableneWhirfihddsl Suearas pleoirbptaatian ardeths ke reheBkRown
agoni st or  m neti body, specified portion or varlag %
methpdhingluge tfe?drﬁﬁ(% thej ‘@ﬁt(’f\%éﬁre&tﬂﬁaﬁ §4cras @ Gajgrym phosphate
HrBSPRARES: 3\ chnofth e & ¥ffar g R
reatrng or reducing t S east one of
plicRligsddas vitro awing ssappropriasd pdnxkhgmgnelda hads axtl dies trambeimedalnto host
glucose net abol i smrel ated di sorder, a bone and j oi nt
¢fllSor der, cardi ovascul ar disoder, a dental or oral

di sorder, a dernatolo%ﬁc dlsorder an ear, nose or
[1 R oaiTheilNA desert shauld g sweiaruelylinked on npreprais Riemotey The
|
%@)%stsﬁg%tgrﬁahi Fka\blll%gﬁérdc%gtau‘?mg% %ﬁﬁS%ﬂg"ef;Bf ?t Cl§ :i glg{ %fet?e}nscnptlon
ﬁutmﬂjﬁl t@hﬁga@ordarﬁb dibe traascribedepedm girdbosome binding stte for
di sorder, an infectious disease, a muscul osk

et al
@ansiauger The ceding PARioR Of fegpafure trapsHigets 81‘155?588 EW &5 qpgptructs
@111"1)‘1‘5[3&&199 ﬁlclﬂic%%gﬁfatmﬁ Thi QR 2a: AR E&hﬁuﬁ’g ﬁﬁf FRFmin8tion codon
pediatric” di sorder, a poisoning disorder,
ey ciAA, UGA df Bv@erpprapriasiapostiasd déthe ead pﬁ thegnBNW to be

GeF o A S 0 Byt s

[ Flop dPtestonpaPh ') eribhy e pPatalyaBtage fHIEmhRY e

Bafilefr §ith ARREILAQRG, e DB ﬁ§t 1RHed @t meibdtode IMTX),
prior to, subsequent to, or during a related di sease

dihydoéalateeeductzon (PHFBNUS Rt Nosvh39%h2 th 4.68H665 3056 hd,

RSREaE 3 B0 122 1 MR R TG Pafycopngpoti acd,or

%lt@&nﬁé 5y1IhdasR(GS! BsFHaeNog o)t 2 464)3,770f3501 5,8EHB39)@extstance for
agoni st or m neti body, accordlng to the present

cw@mtwﬁll [cslst}rem@ tpiFasyeline QrapmellghrepisanFfepengh ERHCHE'é“ng mn E

R R

heralsly by mﬁeremcea. A@bfo,pnhﬂe&mlt&:e medyams asdhcorshtians foathe ebove-

and/ or, pri subsequent_to,. or duri

d
desnied bt calls splbuivn e 0 8 es b ablectesor e BaSiehfibbiptarent t the

han&d fubad ]In(%&ﬁ:tlﬁﬁ QY h J8dol Sonduri®UABG HoRf celli AdMeLFBEed by
or treating a disease condition in a cell, tissue,

oalgam mhosplrsitarensfasonprDEARglegn wdxagadttrmwgfegnon cationic lipid-

isterin osition conp | Si ef fect
Dt el o sEEBREM DR b el A tn pethocs
Bh¢einkRedyare deddided MV@B taitOshcHab BamBFodkDsupirh, ecrmetdrs 1-4 and 16-
ti ssue, organ or ani nal The met hodcan optionally

1 8irAwrsbele etppei Glaptess hP>dA. BHflécti ve anount of 0 001- 50
ng/ ki l ogram or equival ent concentration or nolarity
[|1 tS]dormt least ohe Gb.Pok agomiss ot unmgmquy@r@mqlféed pargener variant of the

an or _ani nal 24 hour
RS e TR S pusirel o thrrd ot ety 0P HERA Py, and can
IfadeRbhesly Gadtetadt 41806, byt 4180 ddiRtior® igtetosegous fii@tibme regions
contacting or the admnistrating by at |east one node
el ostance,  region af addgtional mn@r@@@%awart@wbw&ﬁ&féﬁmno acids, can
i ntranuscul ar, intravenous, ipgrarticular,
intrabronchial, intraabdoninal, intracapsular,
I ntracartil agi nous, intracavitary, |ntracehal,
i ntracel ebell ar, | ntracerebrovent pcular, intracolic,
intracervical, intragastric, intrahepatic,
i ntranyocardi al, intraosteal
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i ntrapelvic, |ntrapepcardi ac, intraperitoneal,

intrapleural, intraprostatic, intrapul nonary,
WO ndovauesst al , intrarenal, intraretinal, intraspcTab2005/046602
i ntrasynovial, intrathoracic, intrauterine,
i ntravesi cal, bol us, va naI rectal, buccal
Beasided g, N-terpnngscaf 21 GLRy agpaiskeranimatibpfy opgnestitgd Pon or
hSEerpn
\éagr EP nlrﬁf?{/eusg&rﬂ?gyta% '&ﬁh&% ?‘i’rglgg thggttcfeh @um&r dulffication, or

aehifgYubsefubMthandling aassnomge ABopgepititie aroieeepan bé addedro a GLP-
ef fective anount of at qle1ast one conpouynd or protein
t agenstan mumskbody PreRst figth BOKIOn 9r yprait pbthe rgight 1gyention to

i 815f a GLP-
R e S b e
angomstr mhwmbodlbr oIcat haismmecfragvmc thegaof ( B0 mytsh’oémre described

e el ST ER S M ey 172
%ir{de‘% 1 q@%* Aﬁsﬁﬁ?tsﬂﬁiantﬁ%thQ% {fhdd i1g.act drug, a

ormonal drug, a drug f l'uid or el ectrol yte
pgan
Gl Q‘%%%'-’ e Raf-aBaBR, Ak Rumlys expression
@brstegns #vatlatle €@l exprasgon af a uturlelt:laordeelncokhug] a peotdiNf the present
antagoni st, an antirheumatic, a nuscle relaxant, a
HYPBAN ¢, a non-steroid anti-inflanmatory drug
NSAI D), an anal gesic, an anesthetic, a sedative

IHesrauyp ef eafbeyleiressaiy fosie RRodRF9s) %ék%mlmﬁwodles specified
jﬁh‘é&ﬂs%rr Qfglt s tl'lgﬂao"il%é Hﬁpr?ﬁ’e{liaﬁ cefls MAthinGRSH &ﬂ‘%grstef;h@ often will
nabol’i c sterol an erythropoietin, an iInmuni zZati on,
ae 1h miveufioarg lod Imdniohvyesrof lcmmmuglpmmalmn cell guspensions or
hor none, a hor

| a
rbé%ﬁe@,%ﬂrércﬁlaelég éléq:c{ elgﬁl gnﬁ{:q gtles'g}t%@g th ce]éllfnes capable of expressing

qmabnogﬁysdwfatéa pr&eﬁklﬂzué 8&tn, de@@loﬁ@d fitRe aieoun@aﬁctl@db thd COS-1
bet a agoni st, "an i nhal ed steroid, an ef)lne ri ne or

dngl,dgl’ C@Cd%lt b&INeCO8-TietakA FeCaRlad 671 s HEKZ9B BHKS 1 (€ 2.,
SRREASHE 10 S ol 6L iy 950 e o

eyeall Ehés; hdpGLEdissP3X63 AE81853, ISP0N- A5 14,1203 celke Hlelakells and the
wherein the device is suitable to contacting or

dikies whisharg reagnly menlable feomfopgrample Amefiran; Iype Gulture Collection,
%'JFJSEROQX p%’ef@lrr d f& ff elﬁrlﬁcl[f@éj@elﬁ Sk fth I%g) d BIQQEh'sﬁch as myeloma
vitr parenter a? cut aneous, i ntranuscul ar
iamﬂrlmplmmscélm rParttaudanlqufermd hadsicehicare &IBX63Ag8 653 cells (ATCC

e Noipg: CRb SRR IPis A RIS BRI GRARG Number CRL-

| pisipcer ebr ovent pcular, intracolic, intracervical,
intragastric, int rahepatl c, intranyocardi al,
ﬂ: @éswn' VAL {oAPR) Yﬁe‘%e el RdaA RRIPGR! SHe @F more of the following
t oneal, Intrapleural, intraprostatic,
bmresa;mﬂ cmnnar gqquemdes,asluelm ambpt Roitmatedrialap ohgtrafireplicatibn, a

i nt | t t '
TR TN B VNS L o
l@”i%g W62; §B@3 83§3U§H HS'Vrtkrp%}ﬁ&@f a gk (?lﬁ@ﬁﬁ&@ﬁ@éte kfhbke) promoter,

row i's an article manuf acture for human
ptn E{Fﬁh@lem pmmot@‘r(e & B§ritse Noc S Q§@49 be ﬁfd?@% pRyhwadkagi ng

Fgr Aol PR & AfandR Bt R Sy abifrnBofud such s

ABOSINSS biadingisites, ROOAYplede sitB pplyad@iylation\saed (eqn, abh&V40 large T
article of manufacture can optionally conprise havin

APl At asidfean sE). and &ﬁwﬁ@mmaéﬁewth sgryenGes gee, e g, Ausubel et
parenteral, subcutaneous, intr,gmuscular, intravenous,
ntrarticular, intrabronchial, i ntraabdom nal ,

ntracapsul ar, Intracartil agi nous, intracavitary,
ntracelial, intracel ebellar, |ntracerebroventpcul ar
ntracolic, intracervical, intragastric, intrahepatic,
ntranyocardi al, intraosteal, intrapelvic,

ntrapepcardlac intraperitoneal, i ntrapl eural,

.
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intrarectal, intrarenal, intraretinal, intraspinal,
intrasynovial, intrathoracic, intrauterine,

w0 ndo7avess4 cal , bol us, vaginal, rectal, buccal, PCT/US2005/046602

subl i ngual , intranasal or transdernal dellvery deV|ce

t 42
gy SHEPBRK AL, P56 s RN e frepghionp bR, BT gerds or
;g&%%? thé Jesé%h %Weﬁuén hr%'ld’lé&zh ah&Rr hmamec fcﬁ%dt;ﬁﬁe amn the

ept1 de seguences of P-1 mnetibody in 1gd scaf
AhewcargTypegpCultue Coﬂemm (EmdbgtmﬁfdiﬂilsL{HASimd:Hgbm@nas

é{AZClIIustraeFACSbndln ssays of GP-|
G OTIBT KEPYTE RSO IR GLp. et bocy
bi nds to HEK293 cel | s verexpreSS| adc{;% 1y

ﬁs s cHIIRYeY ‘%V IB?BEBHEJ%{?‘&PC 1ption

%%}é’;atgf ggqueﬂg&aatré (j:%lépdﬁtg@ Idt@ dverid ARCRALBIeYOf a

m rretl econdary[ 47] Figure 2B
€houmtdr seduentrers (ﬂl.d:pdlyadenbmtlbm sgqudm@sfrcpm thedhavane growHehormone

trol HEK2 | | -1 m ib but
R e e S R L Y
Achpte 6PN Yng defdncEhOHE ¥ FAGn&H9 WOt U0 68 letal,J Virol
pepti de anal ogue (A2S) is able to conpete With GLP-|

#5 MEI-TBLAAPSBYr Asldaieh ytg@nﬁmgscwéo renten} seplisaperedidhe gost cell
the GLP-1R ti body no secondary;
%qngb&épc&ga?d#wetﬁ‘ Bec r g 0%%%&5%?{} or ange GLP-1

A BB SER R b sSHRRAH e Bed Sin o
arimid therbor. AQOLPY £peRREsH thhet1bSEE BNSREMed E[oﬂtﬁin or variant can be

Figures 3A-3E illustrate cAVMP assays of G
mcmrccbm@purmeglufr@n swomblr@ppcqll rliveasi tyowsll-kpowg gethods

C ;noglh i Ot%l )F}ad%(r)], %%ﬁﬂg‘kﬁﬁm éhﬂ%ﬁﬁmggﬂﬁrg o1l ethanol

&alfpit@dush abid@steractdin, Qith br {ARD)exchangt cm@d}atmgnaplgm

Al a/Ala, Ser -> Pro) scaffold, Figure 3E;

pharehodsHilpse ﬁhrpg@ﬁpg(mha/ hydsophgbyc in&rasiigy cg@gf%grap% affinty
I

Ehatath | SRR Bt RSB0 Lo by e

performaeck Bdllab nhnmt@%apﬂyR"HPhCFMmbmemqudaﬁoegumfa)catlon

ide_jn h n seru 5 Fi e 6
Frrtot i CHlem RS BB Ay ol fefrefhBiptosg!s m Proten

§@1€ﬁ&t TSR WHle RN EENIYS NY, €{‘F9937 £ 53 ops Chipstérs @L#- 4, 8, 9, 10, each
(7-36) peptide and exendi n- 4 peptide stinmulates
entgelyiincarpprateddieran Ry ifer€a¢d s Fi gure 6B shows t hat
GLP- 1 (A2S) mnetibody in either 1gd@d or 1g4
[(20]a/ Manetfk&xiles »r Eiveo)ﬁeslqmﬁﬁ@isd),r vanang ef the (pp@@)t mvention include

[ bo 0)_SC
by Potet Prss: MR R e a p heR R e, TG

Rahcdd BeBorbmBM¥Ecnifies Fofra elarfduil-HostMinvRidiRQ dyr example,

asting bl ood gl ucose 1 n diabetic mce Figure 7A
seasb heghenplagt, amet agg mamih sy qeﬂédpepm&uﬁ%stbﬁ: h@st employed 1n

bl d d
A §eoc§815 90150% ('::tl u[f gﬁﬁdﬁﬁe gl{l}?cgﬁg Aaag?ﬁm g'talhj ﬁ)fog { Sgé)efcﬂied
fbaitton br mnfﬁﬁt lob Chéyprémmt iheerpionlcah e gtycosylﬂéd bscdrﬂieetan at

Islets in vitro Fllgure 8B shows the effec {) P- 1
slyeepilasedyvidbgluceslatesipreiered icBimetaedsar s gsciibed 1n many standard

laboratory manuals, such as Sambrook, supra, Sections 17.37-17 42, Ausubel, supra,

Chapters 10, 12, 13, 16, 18 and 20, Colligan, Protein Science, supra, Chapters 12-14, all

entirely incorporated herein by reference
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[55] Figure 9 shows the effects of G.P-1 mnetibody on
the proliferation of isolated non-human primte (NHP)

WO 200es688H vitro[ 56] Figure 10A shows the efferdBHUSI005/046602
G.P-1 mnetibody on the proliferation of isolated

(R T MM TRORYES, SEECHFHER FICRGHENTs AfpRoRFARIRNTs.
TiRbolked WimetBodlen®mat F)ﬂis@ﬁ e u6h tempasedd GERR- dgonist or
m nmeti body on the insulin secretion fromisol ated rat

myhestbedy ar speexisd [pogjonmrgiapantiencedashiey anyeone of the polynucleotides of

%ﬁ{)ega OKI 8@_% ﬁlsgjﬁéeléfmgie fﬂ'l? ggrg Iar(1j elsglﬁ%g@' %re%o%é)d GLP-1
dPoRBL {)rﬁﬁ]md'_db@bl or alfecﬁfiw\@rﬁdnams\ta@bnd thél‘,éof)f GLP-1I
m meti body in blood fromnouse (Figure 13A), rat

[{22] gupgerdrd ttﬁﬂﬂ“@'a@éﬁsmﬂﬁﬁ%tﬂagﬂﬁw ﬁgaﬁaa@lmﬁﬂgp&%mr@r
(Figure 13D) [60] Figure 14 shows in vivo stab

\arieny bindsasti¢dsoone GhP-dyprotest hgandrand k@yet{mpvmwrl@asngne GLP-1
OB BLirPY T oh U8 Pl eteon? SR ek Taffp R
th&af@ftfébllﬁbﬁ@aéﬁsﬁbm@ sl@ica Prdtdifhd mesaeell(lﬁiomrm tHeb43) and

[62 igure 16 denpnstrates that G.P-1 mnetibody

sutAblp jassaye gt iRlogical ardiyeed 055‘5‘6’( Rygteynsiafe also well known 1n the art
dose- dependent manner The percent of apoptosis

[128] at Nes-ltroitmpgexamplesaf sutagl@rﬁkl?ﬂl pestur!ﬂswztrwtwdsi@gvatlves for

e gt LN T L

)QﬂidQCX!&ﬂOdXﬂﬂﬂCbezml%mllBthaS@Q(a%llﬁO(ham NSt 7-K a6 8- lxaam Xaa20-
The barﬁ% g hows the ampunt of insulin secrete
B %342

Xaeh-Rhs AR5 Haa26- Xﬂ@%ﬁXﬂa%é(aa?%%f@ﬁ%%Xéﬂ 15 stefem
gl\ggqgh(fﬁﬁfagl %ra’flgf Uﬂ? Me Wf“ Glgsﬁégﬂ [%ﬁi?g el89s 8 ; %sﬁ,n& Lys,

ose’ only i’'s plot’t e’ anount o
Xa&éuls Thr, da@lyeler, I;,emlltd; Vat]l Arg, Hish&lg dyspeot byt Kaad sfPhe, His,

By%agﬂlsé%&?gs}gﬁ @Jﬁl 1% ,§‘te€ 6@? dlfgl:yg"gﬁrg altg, I_?en Val, Glu, Asp, or

Wxag [seh §oridnat X015 v, k! GRA%ed, TGF,228E8e, Met, Tyr, Trp, His,
gl Ucose-dependent insulin secretion’in rat (Figure

RAgAGla fdphomiays; Xeh bl s S(eﬁu‘{;ajrélaléiB) TheFjeurTlgu ks, Asp, or Lys,

S0 S AL G810 S AT L g

AP shE gl 4 € Cleq, Afa, Mb-GlyM3E, The aedE, Ve GlagAk eolys,
glucose | evel s (Fl ure 20A) and gl ucose tol erance

w1gus Slpaddy. Thy, SsroGly. &ilp Swrd@ét Kaalfg &ty cila, Ser, Thr, Leu, Ile,
| h
ASOREIHL R L o, TR DL XETE MRS Bl o
(yiaXa) 1§ orAlacBly; Sér, The dety Bat\ed, Avg, BIRBSp(OLysKadoRs Ala,
t d t
i S Euale Vbt G Ao 6. Kbdogs Likarre, H. GIf, Tep,

TYraPRD AR bEAsPXABY 19GAN D eR! RRIHN, PROSEri Trpt A @h nﬂllrSSer

was nmonitored thereafter The arrow i ndi'cat es en th
Glyansp bahy%d@aél% alée wda.eValeheawerdGlug K@@Mllsm’ga iGlyt Hey, Thr Leu,

B SR Ty G B oIS SRR LD, P TS e G Roace s Lew

@@nIAnaJISemm e, 8al, GluyAshoPBR, (812 PRIV EIRY, GV S6r, Thr, Ile,
Fﬁ ) The | VGTT was done after the mce received
U

| 4piafjlest Kenes 16 bys, /50, dagdlin(Flver SspeXaaddas (Ry Ala, Ser,
t I I
’g})\éiggu,%eVgﬁ ()Aég,mﬁ%, nyr, PHe, léfo,gll{féf:éﬁf ASBJO? E&é,%ago k Erg, His,
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gl ucose of the mce was nonitored and plotted agai nst
time post injection. The insert represents the area

wapaen4dsbe curve for the control and GLP-1 MVBPET/®810081046602

animals [67] Figure 2 1 shows the effects of GLP-I MVB

‘B*e e 7 e Pl P Ve a8 P e Pl e v
-’lf rl\Mﬁ s, e, Appugsous insulin requirenments
(I‘-g i gure 22A) and t he Henogl obin Alc (HgbAl c) (Figure

20, PegPEa AR O SRR A g

¢neapdiod 1n SEQID N G tbs-XdeZ-XaadiGly dihr-XaaboXba hXae8-Xaa9-Xaal0-

e HER AP A 2 SRR S Al Rt i SR TS

’?ﬁi ﬁeﬁﬁh@?ﬂkﬁ&SCGIWXhﬁm Yheferl ER@42 192a MBIy HUSIrERMATIE Glu or
codi ng at | east 'one GP-1 agonist or mfretibo dy Such

Aspretaab oslPlasorsFyrs eed 15iTdd op dsesi Xan8 19 8en dinr anddn, §faaf HeAsp or
ﬁh,réfaiag% n\ygeﬁjﬂbmg ) nﬁ %%ﬁpgg'?{ér rpg‘ggalﬁ (i,selpgé} oJr et,

Xad 1638 Gy tAlar GRf or Aedpdmtmdan@f Gmkxmsamlmmryg xam 1s Ala,
nucl ei c aC| ds and mineti bodi es or specified portions

¥al, Yarhamersvies, Kapdiisguonbeapbanzdas Bonplasy el bag or Gl Xaa27 1s
il t |
prlo(%.‘i RALASTLE B Ash ahl XROQUMREPF U B 1 OF &l s

ad orseC|f|ed tlon t
cr .@saey PR ES s p R R B YO i orpan e
’['hé@héshﬁ dliye %ﬁe@l@t(am&du)gh&ﬂmfslspﬁ:lﬂéatlloﬁ,alﬁﬂes@ I?,pec(ﬂﬁ'&i otherwise
region directly linked with at |east one
i & RAsEqujan InFReg) wickude speqidedsampaacy rﬁgéuerse@@rbwtws or modified

%{ﬁ@%@ gl e{?&gg;ﬁeg% 'thedénrz ﬁfel q}?éﬂélﬂﬁrﬁgtqﬂcfa% P\i gbﬁ?fi‘v?] may be

anpmtbﬂ@fm ithd obskeed saepim r:mvueo (ﬂa):nvanmexf tallyuristated (GILRy 1 2GLP-1

G, R e e OB ALk b b Do
f\pﬁf@ﬁle @o&tkit of(abamlst or mlmetlbody are preferred
-L(o0)- H( q) (s))(t), [73] where P
at [ |
L
pa’raall)pmqnefdﬂfbl)s subsehualby proveksbiieast bye GlLPelbiotpgidabactivity, can
y. to alternatlv orient 0 and

g Bran aad helpey Priior ECloft gie gy BTG g ptngronse
&e@lﬁfe@‘tﬂl‘éﬁgl@fheq{‘ndlﬂgmﬂgg,l’olbﬂé' dt Tea¥iddrieaHafd,'sa6h &a GHPL Breceptor,
at | east one portion of an i nmmunogl obulin variable
oni thypmigh @gleg prot@a@epgldgnt orapediatgd g@phalmmsofA%\\qsed herein, the term

JE)(gWTq Ogﬂts m et 00% Fab@&l ﬁ&%%ég ]S%{% a 8n1§‘lI or I‘Sl%‘?ettlbgdy that

¢an Aodlate @r ciuse st RAd ohe GAIP- bﬁepdﬁdemetﬁdﬁnﬁ by alaﬁlt IZOIIGQ)E)O%
bet ween and includi ng 0 and

DBy isat GPOAO 7o SooPRUr 25, 9% St 55, B B8, 9. 100, 110,
}%d&l%ﬁ,glébolﬁ@%o 18GE80, '196532ho(9'F ggeg’?)og%ﬁo 46(9&%0 3(9%'50 600,

or “any’ subcl dss the”
m 800,r&8I0n &0 (00 2000 80e®f40DTAJ00THER00, Z0@, BOOO, mOﬁQt% bnmyre
&? the present invention mmcs an anti body structure
ReRding Onithi@$®ht properties and functions, while
roviding a therapeutic peptide and its i nher ent or

[4¢Hui rldg cppacyytof @ Gl L weosigir mimedipedy oy wiseiiet] gertiop or vanant
ﬁ);ﬁrb%d{a la@@st eﬁﬁﬁﬁ)‘?&ﬁ fd@% n%gmgafmgﬁii(r @Efc\‘%ﬁ Ssstssbd bl BBleast one

art
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previ ously descri bed) sequence-|inker-therapeutic
peptide can be |inked to other nononmers by association

woeroocovaBent |inkage, such as, but not |im tedPeDUSE05/046602

Cys-Cys disul fide bond The various portions of the

anti body and the GLP- 1 therapeutic peptide porti ons
phtable pretastbiolegicd 39say. as fescribestijerein an @r ssr ki n the art. A
fuﬂﬁﬁrp%?nl gg?ﬂ}(sﬁglr mﬁﬁlﬁ&l%ﬁi&%‘%' feecgf e[;l‘;}j Hpéﬂﬁ{, {tRBntion can

bd-BmidaR rohiny @eassrdg Gh &g £ X M) gte/)edryisdrps :indeﬂntcOmbﬂsmataeast a
variant in accordance with this invention, pr ovi
éﬂcﬁwl agonist

mrﬁaﬁl Rba keppatos lampdpdight phaa plnong nbdupent; e dupin
r e
Aoy B e T TR or AR ol B D] W PhR SR
fregmémg durpe regnen fCHR and Gbl3exfubtdsasobng b isotypeseagi, dgGOIgG2,
@ ng e these sites by, for exanple, substituting
Jrd1 18 I4ng resi dues, inserting residues into the
site, or truncating portions containing the site The

(1#er tAddeast orq BLPt It 0Bist PRBRMRIE0 NSy SeacHisdRorm @rggant of the
@%&%n%{l@sg? @g@@; E&%bgﬁmffﬁ% efif pBFudnaHag c8Gbigtion

vari an I nge may ne or nore native
theteof Tore at EajtcmeFER paptide vamant ar denivanot véet least ()rk) GLP-1

disulfidebn for i.on ncorg%t I bili a
SO OB RO efFeC e d POl K SBBRGI S Er b Pleh G
bpichafigbfAlae ﬁ:aﬁQﬁlte sﬁ@élﬁed é;ﬂaopg loy %&)@aﬁ@ | Phe bﬁlﬁ)ﬂé epitope can
I'nteraction with comp (6) binding to an

¢cen1e1me@ny oombmatlhnanf a lszat vrag;@nm@@epk sequenge of ghleast 1-3 amino

i b cel | ul t 0t Q
oGNS o ERSRE o oyt Yo DR bR bt S b ppnegs ot
g@%ﬁn s&f, buthwliadhLE- 1 Seéeptorion petioadhérsofdi sul fi de bond
ormation are renoved Such renoval nay avoid reaction

[\I\Qg]h (Stuhﬁ EmﬁﬁéﬁB@dl&eCaﬁ%t[ﬁ‘éﬂhk&gb {09{11@% fb%e(%ﬁﬁl@ Rharibis gdit€ons of
host cell used to produce the no es of

Foryatia (I nf the§yLR- ﬂnagorp@trqm@@enbh@y eyBg khgyen &eébmau@sbmvparmg
;(ti)rgd %%lreestgll?lg af {easst%tr)lg tnI %lgt K V\égﬁ&%pg{at S}{E'oﬁé) th%c(li 1 a omst or

, Ser el ne resi
memeesdy, lﬁmg Brigval ecmhqme’s dﬂk&oﬁtﬂzndmt DA d:@hmmg.y Glehfy us1ng any
still forma dineric CH3-CH2-hjinge domain that is held

9@@%&%?1%’@?@%\?'&‘{1’64&@9“%] SYPRRESEH3- CH2- hi nge regi on
is nodified to nmake it nore l%Hg)atl ble wwth a sel ected
[t d\élmetxb@dleemnbmé to ji@gn hbeends) ich8s gseppterss agyl that

ng@&?g'ﬁg%gtng% hJ—:a&X %ﬁ{e cﬁl{:aEGrPJvarFa[%Le re Lléﬁ tE)r ?&\}\ﬁn(iﬁé}eoto E'zgl be

prpagdiuziag stiyabke tie@eds,isueh mmagedisplag (Kahulsa;dh e&$ll Int J Mol
%ol ine I m no&ggt i dase, 3 A portion of the hi

g D) B Bl DISBR)oF st thdl SBPION NSBRTHE AMIZYH on known in the
At ¥ B g_P FﬁﬁﬁEQ&ﬁ@?&ﬁ&lﬂ@ﬁ%ﬂWﬁﬁﬁﬁ dafl bR expressed

sel ecte ceI One“or nore glycosylation sites
asieg thermmmﬁng?emldu esidtdn pbrtemehergpl 1wal suytabje hosispll at ed

(e g., asparagine) may confer cytolytic response. Such
(188 dUR®R iesnube adelrehed tcomnﬁeﬁﬂﬁidhdsuh@ﬂldvhmdlng fragments and
ungl ycosyl at ed resi dues (e | ani ne%

ITRBIQELORAINR ChaE FREIPTIBAS AL dcafigh drignence {fBhisqubyppally the
Gl 1 4 n[ﬁgo a&ﬁiese e EETANELL&ORP |P?é'fﬁr%lyr %h%ﬁﬁ@ﬁ‘%dles or
may not vant geous for the nolecules of th

hgxanelmmdmg dmgmsots mhqreckfe:aa\bmddmﬂnm GhPduggdands, \mcrh @m;qepeors

Behde HERE (e Ongeoriapeor lraeote” SEIAPREERIP Suences

regi on may have sites for |nteract|on Wth certain
white blood cells that are notsrequired for the fusion
nol ecul es of the present |nvent|on and so may be
renmoved, 7 The ADCC site is renoved ADCC sites are
known in the art, see, for exanple, Ml ec. |nmmunol 29
(5) 633-9 (1992) with regard to ADCC sites
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in 1gd These sites, as well, are not required for the
fusion nol ecul es of the present invention and so may

wheowromssed. [ 76] Li nker pol ypeptide provi des PCT/US2005/046602

structural erX| bility by allow ng the agonist or
m nmet i body ave alternative or| ent ati ons

hatage ﬁ%bsﬁﬂnélﬁ]é}’f eSEMARS theedusiiops descib 1n épCQude sequences
&Jxﬁo%fﬁhlg &)fn'sérvﬁl%e &fuhb a6@lsulfifudd? kﬁrwéllsa@d'rﬁﬁﬁ fa@ﬂal déletions and/or

am no acids |inked together by peptid
insertlensT hA sonsemapweﬁmmoemd:lcesrrtbemutmm refersttd thel rﬁplheamqné of a first

d f d.b tid
Hoimaeciies stind wbheend Padhs Shemil el Gt RRbtdies ez
&Qrgbawﬁ&ﬁﬂeyp&ewr ﬁydﬁﬁp}ﬁiﬁl&@/ Hfdrgﬁhlﬁ@lﬂﬁ R4t ath@aRlans thése of

acids may be g&cosy ated, as 1s 1 "'under st ood by
thh fiss amne hada nservai vasHkstigHsns nnceuieeﬁbl@@ﬁmpf opemmo acid

AR PRl RS LA R AR o

A%pe[mate@maarm glhenrid (B), @phnagiﬁer(No Sglmaﬂ@dxm)péerme (S), threonine
majority of amino acids that are stericall

(Ir)htiymferee(af ), KuRnHaR agf §s plagingdd).ayadine ¥): W@e (L), 1soleucine (I),

FERETAT DR PR B KR8 O
glgtiyiak@mie v anll YeC, Spedilfi ¢ exanpl es of linkers are
(Ay)3Lys(Ay)4 (SEQ ID NG 65), (Ady)3Asn@dySer(dy) 2
[{35Q 1AniHe K81, Cddeby YBEYB(rd a¢)db t(lﬁE@kleapNﬁrﬁ&%odﬁ@ dr specified
G yProAsnGydy (SEQ ID NO 68) [77] To explain th

pAsHORS Wo‘f?é‘ﬁ@‘lséi’f theepreseat inysaigg) age oftey ghbseyyaiedy }Fyqamld
Sl G s GBI el ot s
exeripitarcyde, Inanieeomhmetdmncla:otlﬂmccscbn(se aofs wdll sndersteott inahe art (see

Mertsdr Pl - Mleete HiplomRpe ohe Gl it 64, GEIuERRISIRE Toc

RH@Work' yeays such as -NH (CH2)S-C(O -, wherein

-20 coul d be used These al kyl |inkers may further
su
[P?} h gﬁg@ILt(l)’que ?goa{ff% ?H%(m@ﬂﬁbﬁ'tcﬁ@ﬁ@élﬁ%/d ]{S%r\fl\lgnr? Bg gzglaglf 8fHhe present

imabmgmma(men(gude (ﬁﬁe orBngre a@iMo zldh&suhshemy)hs, deieuomnor additions,

tide linker is r. .whi ch_has
GREFioR feuha R ERbn 6 st BB ® SRR 1 St or other
{cQueiies lat cdse lﬁ’s%ﬂtn‘l 8 présRk@nseriRY, Melvak i aft AR linffe@to the
derivatives in the same manner as descri bed above As
fodlow 1kgsegiences preggrred inpdHQ aNOS 47-64GLP- | pepti de,
variant, or derivative" can be at | east one GP-|
[b2Ht i d2f cotse; the uebmesit amﬂz Reid Shbsmllltugl,s aGkfled agtrsah apuld make

P-1 d t A, GP-1 bout
nertyon ol {5 b tongr st PERnhETafas S gRely Shinyng e
RaAbdr Y dhRhd ¥o1@ S@Bshfutidgs, e Rtbnd Ok déleti it foh@MEast one of a GLP-1

suf ficient honology to native GLP-| 87 Sbg such t hat
agveystethmltlquy linpobe apgrethae dPyv3Q 2049, br.ddi Ky 1t5ol‘lhlé 12,

t

o] 581 1,8 b Rk sh OB PR e b e,
&ﬂe&rﬁ%&m@lm A y- Thr - Phe- Thr - Ser - Asp- Val - Ser - Ser - Tyr - Le

u-a u-

[@5'1 QIR fénar 4\ af tlh}é%re@eﬁt 1ASBe (- E(rogt\t(wH\(/@LcLN&) “BHB(s))(1),

| fragment is a polypeptid

thgt\élfh%iéf 9é$ poﬁ_@n% aftogfmng)fo ey [ ¢aprbs @msmat&% pgrgan or
0 e SR, P e S Py

peptide in V\,hl ch one or nore am no acids have been
added to the N-term nus and/ors C-term nus of GP-I
(7-37), or fragnments or anal ogs thereof A G.P-1 anal og
IS a peptide in which one or nore am no acids of
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GP-1 (7-37) have been nodified and/or substituted. A

GLP-1 anal og has sufficient honology to GLP- 1 (7-37)
worooa/oigsagnent of GLP- 1 (7-37) such that the PeBEUSD05/046602

has |nsuI|notrop|c activity A GP-1 derivative is

defined as a nole the am no acjd sequenc

v et et Y GO0 G o psrBPE FoBrG Sk DL yon

;k}ateuadl@fefof QRetetablyr SR HURGhnCIHIIA 6P¢ngimeiddi t6 Ahuh@MzOfmMbRogenicity

or nore of its am no acid side groups, a-carbon atons,
vhemadranisganeédhio g, or termnal carboxylic acid

group [80] Nunerous active GP-I fragnents, anal ogs

[E36] ddihe Paidriv@scarenipnseat feast vhe GuPt1 tredapenyrc péptidndsewn 1n the

658 e erehimoay SBY S aistdo st PHERES BSEQIRANO L or
Qy%ohlb%@loﬁgﬁ c@tﬂ;@nﬁs Reducht SMBROE or iﬁﬂ?‘fﬁkléd;plbf&l ﬁ‘l@ieoﬁr Bia

di'sclosed in U S Pat Nos 5,1 18,666, 5,977,071, and
Befasd eadodaprit,AbeP porton capomprise & least ohe GhBrh pepode having the

275 1994 but
Gy RO SRS B by LS G
s’bgﬁerﬁaher&fﬁ)ﬂ’bﬂry@aﬁoﬂ-fn%telfi?ﬁe,reo'fhr| 6-Lysl 8- GLP- 1
37), and LysI8-GP-1 (7-37) [81] A "GLP-1 agoni st

[P§7] M MRk ioBAskal fink&psEqlend@Bat 6 arfyf sulthBIB HERRNReF Ad I8fdwn 1n the
"GL.P-1 agoni st or mnetibody fragnent™ and/or
Rrefemg@nqwccﬁrlnﬁm@mmwbmamnmftﬂ anthd), & &eXll1X<23X3 -X4-. -
as ni ol SI te t one |m
SRt R B dio B SR S e h T NoPa T b8 s R srtyce G
GGSVGUGE (SE’Q BDNO aaﬂtchsmsf(S]EQtlDWOrlwl@@SGQfGS:l@SEQ ID
| east one E variant_or de vatlve such_as
NEt 18&0@(3!5@@@%&@(8 @tID NQskY) apd G§iG SEGRESEQ HYNO 20), and
{ l e, a suitable GLP-1 agonist or m netibody,
speC|f|ed portlon or variant can al so nodulate
[H%ﬁ :13 r}/ a Gi%t i %%ach gsrt Oﬁéméélgr DX yo&%P%a or variant
@fahé pﬂe&c}ht ﬁn%hu&il,ﬂﬁat mme@@%htlﬂcfdr fimctisieédd be lﬂeﬁtlffedrngztlhaﬁﬁs
and co ositions of the present invention are
% é&}dbi’/s %@r‘il%ieé TRYLAZERRELy Op ?Iﬁﬂllinﬁ'éc%‘@“k& Br@genesis
ég elf a@ e?s 8 %Pchnﬁlﬁgﬁa‘?ﬁ B WeRS Obé?é}kle %@'lbﬁﬁ 1085
ard pre f abl l'ow toxicity. In particular,
@289)) ﬂ?hﬂhltuebpx@ye;dmmmtmdum singtt alamoamucowps meemesy re51due in the
such as on of variabl e re i on
FOEPUR Th TG tart RS e SR BRIAEH aspyey. such
R0bhti 0 1hRE 80ht 168t Bno prdtdPFlated a&fvu%'h% sheciBle@bher¥in or as known
reglons of the variable heavy or Ii chain, at | east
la tbeaart i Srtesohatare pretzead faykel il @g@mﬁte@ r@lmetlbhéy eospeeifiad portion or
1 AUV oufid hlgllfg lcar? frllso 1cIen8F 9 %ftﬁpc%rtap gna kses)uc |a§j &rgrgtglﬂﬁa 1oh,

or € ec and

ﬂumar magnagassdhiahde, (bré‘phutiﬁfﬂ;ﬂlty labélh@ (sfr@meatal | h\Molt Boal.
The m neti bodi es that can i nvention are

P86 9 haAnd de sz @tcpl b§CIF'Pf@ %55a396r$ 1t2y(1?%2)9 r eat
§$t|ents for extended periods with good to excell ent
A evMimethodits exspeeifing Parens envardaiscofite presgat mvention can

8% ;(S) r gf %rnﬂhg h&ge n% :rbﬂt)ﬁ‘?t énﬁlgedt"@e& 188t Q4 \rtion of at

|ne per I'es,

Iém bﬁ@@ﬂsEQ IDGNOBtISaIﬂCGWIE‘QHd) 1 bgmistrorunagabobdy érspedified portion
defined herein as raising significant HAMA, HACA ar
QAAPARLCAP dhdles opHonablycoppaise AlsRRt one tancienal partion of p{ least one

T phigE By P BGiton 2R ottt 1, acifys, 30,1088 o SPlcagtam o SEEID
and/or raising lowtitres in the patient treated (Il ess
t han about 300, preferably |l ess than about 100
nmeasured with a doubl e antigen enzyne i nmunoassay)
(see, e g., Elliott et al , Lancet 344 1125-1 127
(1994))




5

10

15

20

25

30

[83] Utility. The isolated nucleic acids of the
present invention can be used for production of at

wo eas4ese GLP-1 agoni st or mneti body, fragmePdT/062005/046602

speci fied variant thereof, which can be used to effect

a cell, tissue, organ or ani mal (i ncl udi ng mammual s and

Nmﬁiahm)d 6 t Nombieliag wariantsethet caalenbaricae makrghip ap leastenme of the
i nci den [ duce npt o

bt G A aplale s N R ERT 1R ¥ i GG,

Furtef &finprivingddt 1éR06ke MOQNOH cErrébpBRAKE B A9t Bk substltutxon

di sorder, an insulin nmetabolismrel ated di sorder,

yheroos er deletziothpisdnes apbyigmfiganslyradieet the ﬁmitafbrlmh@logwal activtities or
i sorder. or cular di sorder or
gﬂng%%{?e fsaigd (?‘;1‘?3%??‘86‘3’%"%“% and/ or neurol ogi ¢

(EBCT 1 en® prbrdiRnr e ol ﬁ%i}?fgc%[ S raor fesgof, has about
R OO 18&HNLE QTRIY0S 81, MO RNIAL 95,19609RMHEEHS E100Iof @n P ERIEBor value

of a conposition or a pharnaceutlcal composi tion
thorepn)ite ithegccates pasaleng asmao @Lip-spquegen pEthe gprrpipeading dayticgrof at

BREGHP-FIEBAE AR Plpd €Ll BOTBl bS8 08070 o,

91,92t 9B, 9RId6eYT 318, 99, 100I0e ueNt4in@8 or Odlué t@duh) 19 delefmined using
synptons effects or nechanisns The effective anount

& SiHtablorRaymRdCT AR CIRBIINES KOWAYB HRE T 0001 to 500 ny/ kg

per single or nultiple admnnistration, or to achieve a
[$4¥lumMors datleaor @mcxffed@oalang@@@arngnwf theprpsent imvention can
%cﬁlgérgsntaéynh%%ep (iorrllkl%lg(l%ur% (gl%&%(ﬂ%éel% gSl |egn g b‘i_%ti ggﬂjnlst or

Slirhewiddyr kpergedoorién bevaraar 6f the pﬂ:Seni mnaa@l, wherem that number

det ermi ned usi ng known net hods, as descri bed herein or

mekmted Aronn e e U airipIoBS S sonsgssingof frgn) HPrd00fejof the number of
h&?st HC%HQCSQE aARFLER o ?tt (?rqml?ﬁfftﬁbﬁ'){ abgu&(htll'yr ﬁllléfsubsequence of

|nc & por a herein by-reference as show t

sdrmltgeowamllne aeuds 1sadt 1¢dseattoun®, H#, SHe TpBerdnt 11, r1\2€h3 ilgn15, 16,

Brelseht oLt % e ibel s B enCh0 3 B o 8l oo 10,
@30, ﬂ@bemO H’S{pllﬁgaﬁOo‘i‘@O 190, 200y 2 06,20, 230, 24MTEASOR more amino

avai [ abl e in any nedi aformat, including all recorded,
@cnéa:mrlcngth Qgranp range o val@¢ theresn THarthes) thewnmber eff sk seksgquences

entirel or I
ebeI any 1gt8g¥r S&E t?egﬁlt' gt o t Hl%{ gdnglsgi\\%{)? #qm%%dg‘ﬁgcggas at least 2,
3,0416 W7 @y 981050ms12, 18c14, 1616, WY, (898,72 00 more Sanbr ook,
et al , Mdlecular Coning A Laboratory Manual, 2nd
[FaR1t | O (hER &F sRAI WiDappaéRae,, thé\b’reﬁéxﬁ%%ntlblﬂfdcm@eﬁﬂﬂeast one

Lane, Antibodi es, a Laboratory Manual, Cold Spring
biatdzaeally rwtwel@BB)l agosist prymHmetirody|or spestfied poren @rnyanant of the

Pr ot |

?{Eg@ ?rgvgggﬁny %)%ng l&ga\é 1vé] &metgﬁrd?één? %%ﬁ?ed Cé)(ﬁ‘ﬁons J}h('anants

Rivetaadpecificiacivaiey atJédSt’QG%l Yo Sor0M8,, an&l}drefmbly at least 50%, 60%, or

%1997 2005 agl M neti bodi es of the Pre g ]
OPetntd Bast pwfér[ yrat feagt $RPi HBenPr dare- ot 4% fhayof the native (non

Ww? %n%% ngﬁ& efAfed l&h@@h%‘seﬁhﬁ BFfs¥q tn‘o%ﬁ dr Yekltied

east region directly [inked | east
poraopor varemt oMegtods eﬁaisaymg ahd gggntifpgg m@aiurasgwifemzym&t)lq activity

such_as co sin | east one € regi on,
$%@ts‘lf§}e Isir’%ktl t ?Welaltknf“gﬁgf H@ﬁ%oésj?]? C3dr i abl e
region (V), directly linked with an optional |inker
sequence (L), directly linked to at |east one GLP-I
t herapeutic peptide (P) In a preferred enbodi nent, a
pair of a CH3-CH2-H V-L-P can ge | i nked by associ ation
or coval ent |inkage, such as, "but not limted to, a
Cys-Cys disul fide bond Thus, a G.P-1 mnetibody of the
present invention mmcs an anti body structure with
its inherent properties and functions, while



providing a therapeutic peptide and its inherent or

acquired in vitro, in vivo or in situ properties or
wa@cedo7widsBes The various portions of the anti boPgT/ERINNS/046602

t herapeutic peptide portions of at |east one G.P-1

m meti body of the present invention can vary as
[H&3cr ﬂxbembthmaepm:t |the noettiovaekies tmumamamengomeﬁomd ligand-

d h
l{lﬂ%&g &aggleaté 33 chéré § 8{,?2118 1&:%%% é'ﬁ) ki @ c%)f 91%\6%%158%ttachment

SHRRAREAEC 11y OShh&d 1Bt atfon @l @bocﬁﬁe ab}np M@gonibtoringehetibody
to, af |l east one of increased half-life, increased

thgavdwdlng)ﬁragram ayithy ienpaeedahagmacokne b BEerIE & § yincreased in
\lgﬁoc %re%%r?’le If ugg ¢ T fo%g%rﬁc Rfotletg gﬁr?li)e Qllﬁgelr%i: Bleagcﬂ’erd Hﬁf@phﬂlc

porgheas gdugUatty byrd @roupy bafatgackf esa:t gfc&@s tIn pmﬁcdlas émbodiments,
therapeutic effect, less side effects, and the

thg BydiophiyrPRlyanesic SPUREANISAF 8 ol Y sightasd ab@%t @95 4o about
oo SR i G 0 L pUBORyiR BB
peyptepylendggicdl€PRG)), Mrtmhydbald pelynearmnahs amkiepobnm‘u‘m edlyvinyl
n a variet f tru r s ng anti bod
PORHRTEr rEHB O LoP ) 0 AR D Cob BUPP IR B ARaY eieht t
ébl%§{ f&@reagjontmnpat ural stop site The various portions
m net | bodi es can be joi ned toget herchem cally by

[P&lﬂveqthh AR fid LML AR s aRd hgﬁﬂi -DRAREERANeALsT t’e invention can

cont i guous proteln using genétic engi'neering
¢omepTne @ue st Fore engamp Ineyietees et las @vakcndy bondzdi thlgecalb' or indirectly,

| eas e of the const human, ant i
it FLEahe e OpraS e o P ed At THTBhe pi e
Ifngfet}“t?ﬁt is ‘BoH@lé@ﬁb'a@le 9Sg0hist ek HBBY of I} zﬁﬂtblﬂd{lngc'ﬁ@gment of
, Ladner et al U S Patent No 4,946,778 and Bird
t!Re mvention can 18d¢pendently’op hyrophbepglymeay graupgafativragid group or

S] n l e ch anti 89 s el

e e Brly R e Bl Bl DB et oo
&byRbtatidk biyd @Mﬁfrbb)@&b tacidb Ahelyﬂfdphﬂicrpod}en@m gIGJ.IP” bs the term
pepti de, CH domains (e CH2, , E
e upRbeseing isfase Lsireanie ipaiymﬁr Hih 1 fﬁﬁﬁfﬁ@b@?ﬁ B Wfﬁelht fhfysoctane

A

ARy pOy DR SEREPGR, LTS A VRSB T SHEDE) ssom
armmagibody htodifiedrhyrthg eovaiént pttachnifenmrahpolylybat uwcpmpassed by the

TN S .
SRHeafRANSH H8n e ahd MHclRk] R0 e¥arRple { fiydlkMe&MNcols (e g , PEG,

invention is distinct froma chineric or hunani ze

manoheroxy- poluysthpk@nﬁgkyéobﬁmPE%PPﬁrﬁéld@n@hke)mmhygm (eg,

b duced b
a0 G
haRyphiBhammhodiedisqe gl, ngfyﬂysﬁiwp@l)la@ﬁnﬁﬁ po[}aﬁ)ﬂarll'dwmfd the like),
m nmeti bodi es that are specifjc for at | east one

peimalkane axedasde eneplisthylas opwlegralypiRYeagarAS andthe like) and

|
BAPLAG AR RS U R e ot ot e
sgonlst as mayietitvelyiof tipeptémdea)habn epdecaidroveight of abdut 800 to about

tibodi es are perforned using novvn te gue
000 85 s Enspitie o100 SRa B GRHEP P ne B Gt
FEGTS&? Pﬁﬁ}go% PG Logoapﬂﬁ%gbg nfn‘@lts(%b rane m@m %e;emeﬂmﬁbsmpt 18
n a pr eferred e I ment | east” One
thg amérsge molegitiae wekaht of e pgkyermrﬁm Edltp@r tanobe l@ﬁedv ari ant

of the present invention is produced by at |east one
cell Iine, 37
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m xed cell line, inmortalized cell or clona
popul ation of immortalized and/or cultured cells.

wo pononeaBi zed protein producing cells can be ppoOTUSBES/046602

u5|ng sui tabl e nmet hods Preferably, the at |east one

goni st qQr m neti body or specified portion or
[ml. AP OhdicAobEneRe ot ben %SW&%@&W%P@P {grabout six alkyl

gtaﬁ)lrdsbr.(f&)(fspﬁdlé E&i8r dblipsd qq&dé@@uﬂé p&g}ﬂe h& are substituted with a

ubstantially simlar se east one hunman
fargnacdgir dloeeyt aond bslmgoulhean besprepared by amblqyxrrgesamtabln glmﬂhods For

or mhlch an undergo functional rearran
s O et SEE BB Ca) Pe RMAE] BotgADoRlate of the

&h& lé@xtdl{frffat?}sa&@»%ﬁéﬂ Befla &dtRhafkd cﬁrb%xylai%% gn%"ch{/aﬂ&d @ﬁhtN)N-
Fofrmula (1), wherein portions of termnal variab
m@mrryh dumatzble) os e diatfyoacid/or fatty geldre@tgr oarsbd coupkdd t@HZlydroxyl
CH3 for CH3, as knomn in the art [92] The
?@Pﬁpnﬁdﬁ@??%hally rearranged,” as used herein refers
to.a ment. of nucleic acid froman i
1§58 00s TR B0 80 RIS G o0y TSP RaED RO BHE GHme e BbgF the
RYasdi Gl bR @aﬂufrﬂﬁ;{‘&%aﬁ Rihdamh GRS ﬁmhn§§m§tumlon Fatty acids
I mrunogl obul 1 n chain , heavy chain), or an
xinat are owmtabhefor mﬁodmfytngmnnajmmey of gmnnemged include, for example, n-
' no | ohulin gene can, be directly or indirectl
EHERRIodR P L Gr EaBleB it G MBS oepgpeaoate (Cis
ﬁa@%} R-e18066h &A% (OF, HEMUERO] RdocdWREdd(CA Bedbndt®), 8- |
Sout her n bIottlng Nor t her n bl otting) using probes
triagontarmateafheah- twtmccmtdnwge [Gionre- zhféomagm@(%e@im)sall cis-

SIS BRI o oy Lnegl R0 gt feL
W%lad&&n@@l@l%ld ‘Hb@&sﬁn&ﬁ&@’%@ﬂ A e BRE 'T§Gltta§ble m?taeﬁiresters

a cell produces a G&P-1 agonist or mmetib
polude monocste/ra of dm:arboaydm agdsipatecopaprist e dingar qréxrmbbcélower alkyl
on, o rh | e region rt

8 entelopfr 4 ERop shE PogRRBh Tk REaf R BHALE $itfraby one o

SRIEER Agsbrigbmg Sui tabl e met hods [ 93] M neti bodi es,

speC|f|ed portions and variants of the present

[!%ent h@%&ﬁﬂe@hlﬁﬁarpﬁlrﬁétﬁﬂﬁ[é@ Qnd %gﬁl&l BindIn3@8denRAR can be
agoni st or mneti body or specified portion or

pepiradhtisieg emohb&ﬁgmnthloﬂ% isuchagsi by ne@ctmnovutld@net @ran@,rgemctzfymg

ani Is r oat

Bl o PR U500, SRR e L e
gﬂéﬁp |(ef ¢ eﬂy(ﬂ@%ﬁlh@ polyfer,\ofaitpatid, 4 fhtttyhleidfesfarj thaStoiiprises an
ani mal s can rovi ded using known met hods as applied
IV atang gI9BRY A8n é@waﬁgg SEWRe Hcchegueal ngogty or filgpctigagl group that

Sing, phroph s O Glon S RGBT 4030 oD B3t prepyormne o

andlehhieord beeweanathl nafdifjdmngcigentsandnhé seebyd clmmczpitgratpe dFor

her ei n reference [94] M neti bqdi es, specifie
0! 19 4T rEpagiy S R SO, ipFluderiecy FigHbaspch as tosylate,

AAei @ RS, RbRBaAES o UDHSI Nahydr8ARhc@Me SR lers (NHS) and
agoni st or m meti body or specified portion or” variant
@nd;l@du rMctivathggoups thdt ¢can pacswithethtalsamslyde for g ammmle, raaleimide,

S R R L R T %gltsikfo? PRg5 tuob,

M tht QRS Ah awRhy@MHudctichal BRUPlcanbe PAIPI& ©ranifle-Celbly8razide-
cultured therefrom As a nonhmting exanpl e transgenlc

eapiuRes maleapdes. andneaadagonr ewhisaeiarith rpralanhshesgherous group
ar

@g@%}nﬂ%}{&gﬁﬁ& %tx oi"éﬁ&gk&uﬁ[&%\ﬂnﬂggés Sgﬁ%tam #ﬁeo%is % introduce

pronoter See, e g , Cramer etsal , Curr Top M crobo

| munol 240 95-118 (1999) and references cited therein

Al so, transgenic maize or corn have been used to

express manmal i an proteins at comrercial production

| evel s, with biological activitiesequivalent to those

produced in other reconbi nant systens or purified from

nat ur al
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sources See, e ¢g., Hood et al., Adv. Exp Med Biol. 464
127-147 (1999) and references cited therein.

w@\nio7hbesses have al so been produced in | arge ap@OUOEB05/046602

fromtransgenic plant seeds including antibody '
SHTHIRR BP B B B S ST (B <GaBp e grmanson, G
oM ABnRlgart! Techi bﬁé’ﬁ AbRdenBE Phess &San]]@l%% 3.4 QA (153%89) lﬂﬂﬁ’ctgatmg

referencés cited therein Thus, m meti ies, specifi

g:@np cambe bondled diteeth © thé ongaelcmr@sne@tg iydephilerpadymer, fatty acid,

X\ﬁcﬁeets E)gglu %ugalsalslg téhxg)?e 9&8 péfe %ﬁiavlaﬂan‘t:er @ grohf))
BhérefCHRAr nhge barlBbp aldeis c3f b@%;fl&&d( heterd288) suchVas etygen,

al , Trends Biotechnol. 13.522-7 (1995); Ma et al
miggen ‘Plhi}déﬁubl w@leslarﬂiesn{q@%}nclw; fosiexample, tgracthylene glycol, -

(?l?zé re| ﬁ)6 \/22 ﬂl‘féﬁer&%@ @a?ga[e&i{ @;Ie@ﬁso -CH-NH-

[ nm@mgdgedtshhmebmphye i Bhleoremaety chdb¢ piﬁﬁiﬁced for example, by
m neti bodi es of thgllal nventi on capn bi nd human protei %OC

KgeitEs? enerBecwllgddiamingde g mano-Re¢-pibyl e(l%b)imm? mono-

| {18 h
B the? PAOH ARDhoid M e ANEnOIE IR E-Birhet A M Rpropy)
Girbathamde GERC) trierpraotagiide bongitretwednt the fneg hmafefanmthc/fatty acid

F t | t GLP- |
RO, LELREE PIIGTIE GEAN BF RAted S egpats: 87 epment
Wit audtbidend akB (?HP@{O éx‘i’)o% Kgﬁ‘ﬁﬁryt dhdine AR ¥hn BOcolipMd to

or, nore preferably, w't equal to or less than
atosher carbex glag ag gescabpd, rcmg@ b@) reamld el malees anhysridegard the

e Bibdles rbleqoaratieBan aihalds pdfurpilo fBMta/RE of I fauy aca

@eéil_fBr txagsle, Biongisom) drel.] Wanl92/1 622 lathe bmtteacnmgp bbivRich are
i gand can be determ ned experinmentally using any
%‘G?Iﬁ’ﬁfﬂt@ heseiR®Y refsregee.) as used for deterning

ant i body-antigen binding affinity or avi dlqd?l; ( See,
(1441 e%m@lﬁgbmmwwsd the inyentyRacab Se prosiyesdanreactng an

T T e D T
Agenu nedragympleltheroegdninmaetle Coamise honedvovibe KGLENY agonist or

(1992), and net hods descri bed hergmllg The neasured

g}fqa?tquy 1 ngn ﬁgq: speciicypangepby eqg anggmune-reactive modifying
B b0 gﬂgﬁﬁl WHDELERF PN M YRR YmAd mResERS or ligand-
hder différent conditions (e g., salt concentration,

kthbhnglfugmemaanl aksoda tpsepafedafyf nechucnyg divdlfide bhends (e g, intra-chaim

GG Bdh hEGSTR TR Ra P mPyar e g Rty g e
@ﬁﬁ’&ldsﬂinfl dFoRRE bloAfYetdBdy bi Eg’eﬁﬂrblﬁdﬁﬂﬁ fraginefdanh dhenesk reacted

buffer, such as the buffer descri bed herein or known
wih tarﬁbmhrqafw‘j mpgidy1ag agont fapoBnescthe axpdifiggh %Ptlr%omst or

d
R o e e R ML B BB R M LR e
ﬁﬁgmmﬁordpnmﬁg at olgams maerg tiwdt 1SsadBD NP citicasnes 6f a GEP-1

well as at | east onecgﬁ)ortl on of an anti body, wherein

38081sh B PEMEthng 9 sRecalied ROTURR PIYRIREt fifhe preé%nj YsaHopfan be
r b
bR Bunt buldbI OIS <ot el orBDlcely s (FICATE 412 Hconugare
Chagn® rm% 159 419920t Weden eraris vasjugeqm@es‘i # hied Eb(1994),

CufaBRehil a5 b BORER AT PP TR AL, el 20

i nvention encoding at | east one G.P-1 agonist or

m nmeti body or specified portiegn or variant can be
obt ai ned usi ng nmet hods descri bed herein or as known in
the art.
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[98] Nucleic acid nolecules of the present invention
can be in the formof RNA such as nRNA, hnRNA, tRNA

worooanyesst her form or in the formof DNA i ncPODURDN5/046602

but not limted to, cDNA and genoni c DNA obtai ned by
cl oning or produced synthetically, or any conbination
59}68 E€1596Y,H@apEllis azah, Bmtdchn@ll Bicenyg aholdi456-463 (1997)), and the

Ie str or singlestranded, or,_a ti
es#esmge@aﬂﬁfannw T, i gisa T Mg oF AHETRRress: San
BkgBNéAQ@Q) e the coding strand al so known as the
sense stran or it can be t he noncodlng strand, also
er r(?lgPth\élilﬁﬂ.f Sf’flrdqgl T[lg @Jesérﬁ %V%Bﬁgn also
Ielc ac ecu present I nvent1on can
prmidudm least ba¢ GLRe] mgcmndt ec nhmsubmiymrlspean@e(hpompm or variant
readi ng frame F o qﬁ%iogalléy one or nor |
FHRRQSHEON Gompris] UCeASEEV L ShisAtdhig &t lresiciur- -Ayleast
fi¢ ld?ﬁﬁﬁ éfxoér rﬁor@fﬁxﬂetﬁg&@é 8t sp‘EElf 2401 %ﬁloﬁ@ dYv&ants thereof, as
speci f portion or variant, nucl eic acid
dnsblelmsﬂl leseimand/hr avlmewnsie the anucﬂae atei pievidedyuenam- naturally
substantiall% diff rent fro 15?}ose de crlbedtab g ht,
WHEHE WIPPFBoPHR! ‘éfﬁé’ﬁ é?rgb;r/% "toﬂ’é"’&‘ ABPPECTaRfE, dre B weig
Sdlamk, @neafdRush, heRsty, 8Nmofdlty hs REAM bf 8ryXblutiolE trhiRA-Ys,
as described herein and/or as known in the art Of
suspenson, emslsipan of Pellad as ksowiein thr adwh as deschledaharen
Thus, it would be routine for one skilled in the art
[liD]gerﬁ?ephzt@anmthprdege nematise (0029 299peveent bylwslghha»tolume,

ety Bafihh o By ARl ! oyl T FnBREY mirares: on

seifensfondemulBibnt BELolldRds, @ knowwh P the alivd aSd&xbriBeiChe?éif, on any
acid variants are included in the present invention

fangodr yduq theieamseeh asdrugnpt himiied ) Q0GR 40 ARG §10880% {0 00009,

to | i |
%E@%lg'bﬁﬁ)%g Q)5 OioBd LR 0@19@9@%@92?%%;6 62,308 005,009,
@Oy 2.0M3.00 4 yasi amo zamsj ng) u@l,el, 1,02, 1a3,4.4)at5, I1|6m1t7edi 8,19,20,

ool £ R B AR89 S8 sk s o . 40

@@%9%6 4974 8, *2199 8Nk 7,8, @—RJ 15289 RisS3, % 50, rxst 5038Y6®165, 70,

a portion ther'eof’; 'thé ¢oding sequence for
BLA2) &Yyadi 84, 76¢ ThiT8e19, BOa§ 1, 82r 8Zrenss.&6, &br&&, 8%,90a81, 92, 93,

8 SeTE ot S DL DB B0 PO Sl o P RbB o sucn

dsﬁﬁms WF the poésed ihhdidiontthes 1aé100€b@Nré ARarnddtioto Gl -100
(0] sequences, such as at | east one |ntron

me@eltanéfor i00R0Ed@P me®al , non- codi ng sequences,

i ncl udi ng but not limted to, non-coding 5 and 3

[l uedthe pressufahvenston peoudesras dnastoang, Gl mlnrrmtﬁshoav @dmposition,
sequences. that play a ro n transcr

RESLERE Ry i G BT elriegs A Prordsr SIS diferentiaton,
ﬁlbﬁﬁéﬂﬁﬁ-&éﬁﬁhaﬁxﬁi%@ncreﬁﬁ? $f30En E’éc‘i‘&idﬁgalﬁi h‘édﬁ’ée@ Bd1éti afnd/or nsulin
of NRNA), an additional codi ng sequence that codes for
mdumng)c@ll appiays, mbitdts, glenagon sestatinpséelaysagasmeswipipng, and

dd|t|o onalltles hus e ng
TR R T Hseht FRem Mool e IS o RGR o
wehit®oly e@ﬁp&ﬁldmmen h@mani$Terel 8 a RaRIGAly Se‘ﬂfébtl'&sdci%e delays
sequence encodin pepti de that faC|I|tates

haonsat ©hoF BrRVYNs 31%&%@@5(11&@&18 ap Bghirsk to beqomeediphssigy The
tiad

gl‘rge%e%?&we%ﬂ%&l rrzlll?ooﬁltok/&fgs 9'{ lea ngﬁt&igfpﬂpﬁ“ t%oﬁg f%%ﬁlen when

bhyuctEotd tﬂemthloahy Sﬁé@ﬁvbld\b@é ynddjalmescbrzeats(hyﬁerglycenua due

Pol ynucl eoti de as Descri bed Hﬁgein. The present

i nvention provides isolated nucleic acids that

hybri di ze under selective hybridization conditions to

a pol ynucl eoti de di scl osed herein, or others discl osed

herein, including specified variants or portions

t hereof Thus, the

!—
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pol ynucl eoti des of this enbodi nent can be used for
i sol ating, detecting, and/or quantifying nucleic acids

w@oopniasng such pol ynucl eotides. [102] Low or PODUSI08H/@46602

stringency hybridization conditions are typically, but

not excl usive | oyed Wi th sequences having

focyaristy gy ﬁéﬁ%‘@ f g@*ﬁ@% t 3 he presentyevengop Srice mw%s it least one
d

EERLAGH ?mb%ﬁéﬂ&f#gfo%ltﬁ‘)g ggz?gg%rg%ﬁegﬁ{:}g@g@/m%&ggﬁﬁaaﬁp%ffe&me dose,

nﬂémlhtels Yr trems st least gee panccan adndl funoisoraddused Isedisedse vedisorder,

ridizati on of ,se %nces havi ng about 40-99%
LBt pachmted T AOREn PBBAEHD o e B, papcreatic cancer,

Qm;&&%&ggy§wgﬁnggralogous sequences [103] Optionally,
pol ynucl eot1 des of this invention will encode at | east

EAC] P Aninliooa SRMcRlof caf B9 e comprse an

pifdcyivel alneoht afes ledesaneicompotnad ex pTot'EhEseﬂmdth’flﬂ@h aolcastame of a

f_ this invention enprace nucleic acjd sequences that
@a gr@ﬁpqne%agraﬁtaw%ﬁl%d ﬁsvsrﬁi glusese; pgtalolism P84 drug, an

Rel-pitehe am(;d § cEREAAEAGard O Bs 4teﬁgﬂﬁ% SlceRiralHefRIut BAWM (CNS)
or SpeCIer portlon or varla e present
dmwg cart autoncBme nepogs systans (ANE) dsigpa BcSPI’wbt}gtaatt deagpna,

EBreT e g ERE R Bofiprril e &t B P isaqelpfte batance,

axtsoRigid dif Mmﬁ&oplw@nin ﬁﬂnﬁl@cﬂn&ﬁ]lmedruélaﬁg)pﬁﬂ)hlnnc otic
reconblnant netho S, (b) synthetic techni

u
prurastli drag.iagapicalching quasnteal degisir g e §ugihéwa@ﬁre vggJl known 1n
I
%@% ﬁi\l’/te it ?g;‘r%héyt%r&ﬂ?ﬁu@ﬁsé 1115,%&%@16% -egggmg EI% g&:ﬁm?s?nlaggn &t tach presented
ratysel ot Ndsigf 2000 Hndbsansdt Diigs, rﬂlF‘@ﬂmdﬁpSpm@m&eeCorp
a multi-cloning site conprising_one or
SorEhaRIce B e 200k tHeakih Papfessianals Pave GuideriVal rasks Shapeen, Wilson,
[
S TSRSl ol 501 20, 99l ok, el
alnsdr, Appletan &ilchnige, Ithmfard AT Btdack ewiretyhecarpanagiddicesin by

gglégyﬁleotide of the present invention. For exanpl e,
HEXE&Hi sti di ne marker sequence provides a conveni ent

(50" e ibelse Yefots oPtaecapy e frust of bl omotese eV IH
aéfﬁvaﬁo&l Ekqfo%?ﬁﬂ@mﬁleghﬂuﬁd&puggmhw afphy- %ﬁtcegldas%qﬁu%ﬁsps

I'inkér for cloning and/ or “expressi on of
p@tqrm tycbsanx pldsphﬁstatshé Bpglysegen siynihesg kloase[31 Qﬁqconeogenesm

i tional ugnees can be cl.oni
vk B BE BTSSR Bt T BT p R Jer i P Bflop o
biid&alainhRB8Rd¢R11aY PaIaEEyRns fePasail dnd/Br I19MBlkdOIbedd-3
t he polynucleotlde or to inprove the i ntroduction of
dienqsepipn BN, ispdiumang sluqoase Fotranepester ¢S Ghil hthytors 08
g&&x‘?o;\ﬁﬁiﬁé H{Ah g)p?)%%géﬁ%%’{)ﬁ{ﬁ%sﬁ% «}ﬁ {llggllir‘?igﬁr'?'e ér{&‘ﬁblessmn immune
Bguhtonlactisatphaplolifeédtidie ﬁﬁgiﬂatlﬁlaﬁlﬁdlhﬂulppszsd‘rmell function of T-cells,

Constructing Nucl eic Acids. The isolat nucl ej
Ot f .%ﬁ% @Feﬁtﬂli/gennﬁe%l%ﬁmt%raetrpnaﬁidﬁmon eﬁﬁf anergy,
&%H c?f acﬂ(le l’r‘raén§ QgRichsh bpﬁaftfkﬁfng%t:roé 913)09 ®rain barrier,

talne bi ol ogi'cal sources using any nunber of
aitemmqmg)f rbatahofdoﬂ prgﬂeﬂammtmy {Th 1) lhod enmiinemkpdulatory ﬂfh@)

art. In s nts ol i gonuc oti de probes th

Sepand oY B PolSantanSupREn bt S PhgBReyon fdueuon of
SRR, bidRitstionto? rd- ep@hxﬂucleotldes of the present

Invention are used to identify the desired sequence in

a CDNA or genomic DNA |ibraryshe isolation of RNA,

and construction of cDNA




10

15

20

25

30

and genomc libraries, is well known to those of
ordinary skill in the art (See, e g , Ausubel, supra,

woro0Samssook, supra) [108] Synthetic Methods fPET/US2005/046602

Constructing Nucleic Acids. The isolated nucleic acids

(5 4lec TR g Blae S SRR SE b By Rt Sup SRR TL RO AiCIdes o
: gg&%koal@analﬂnmﬁw aﬁ)fuggaqgnaﬁa}naﬁaylarshslﬁitﬁb&&n@ﬁ@dry

uces a singl e-strand ol 1 gonucl eot1d whi ch can
be1lepnues; amchoghicosidens bemei lnresn depdhalobporing, twbcycdinz!asmlﬁmarmdes,

th a c Ienent sequence, b
Bhorpalinp DaRs. GRAT . S aSRolds g sniRhiad dar myseeliansoes gpig mfectrves
$he @vdyag cé‘n B@Sﬂlk@ﬁ Bne Ql@t&f fr&h'lhétrdpi’cst Qﬁl thihitd, ant1ang1nals
recogni z& that while chenical synthesis of can
antrhypet@euswes,@qubms and mssatlane0gs eardiopassulandags. The CNS drug

earé Ilesagg Si% n C te% {T%Jg fexoxagatégd&}g%%g Sléxh S ralé g%a[t (])n%rlel%cted from

Qﬁg@ﬁétice Snon?ﬂéﬁ)l(ﬂlﬂ aﬁ&nﬁﬂmﬂmmty Orfg§, UiatddBE 0P bGPt ARSI gesics,
reconbi nant expressi on cassettes conpr|3|ng a nucl eic

sedRHVhyRIPECH RBERAIVU ARt ANTIdppressants cAndiapx 18ty dugse aRftsyehotics,
Sl P55 AR R C s enrl ervons
syspeat dingsly The ANSedrug icebp atr leaso onoselacaed faon ohblindrgics

be used to construct a

resent inventio can
RIEASHBPALY HW@%Q%P@W@S&%& pdrepqrgics g%ﬁ‘%@“ﬁ“ﬁ{r’re%ﬁ)cf’éj&enefgm
biaERer@lsy hﬁﬁﬁfo]ﬁf&?} gl?e?étﬁlerqumltela‘;ﬁhﬂs andnE @SRRI Ylockers The
expression cassetfe will typically conprise a
mplyatwo'l terst g cah be Iaelepst@se nele¢ted Enm mmh@pmmabﬂ pronchodilators,

linked to transcr n|t|at|on re
SutOLCo ARG e PPl teiBuy Sl To¥ Giymet drug can
BOLMBALE bdédldteed forhRatat ik Stleme M sdntEatulert)) dizestive enzymes,
heterologmus and non- heterologous (i e., endogenous)

ptllstane sp daﬁer@twwbdlaﬁalms{%ﬁn@uﬁ%@sanaﬁl%lf druge The

|
AL g0l ARG SR Bl L
gemidy; estrogend) prugestinspgomtibespiad, amedintsetcatiugre at least one glucagon,

|ntr uced in the a priate position (upstrea
g gP@%?ﬂeéf‘thﬁlq H‘?fFflﬁ’i‘?)* aﬁ?g%lg%ﬁ"ﬂ’éﬁa{evrlwr B%afﬂc%ﬁ‘t&?f ord-like
éru%@' Tﬁ@&x‘u%%ﬂ A%aaha Efé@tr@l"y?est?an&ncb RYEHE hiQBas? BndseldPediPom

down regul ate expressi on of a pol ynucl eotide of the
@lrue%entelecqtmémg mplaésmeetm)&mmes agrifigre Aod slkphwpers elTbe

an be altered
faRaplst difiFo dlanfeatF ot selbie iR neafinks s flapeptages, blood
aatwnved aatthenteiytichazphes EThe dntivesilhRids 6abd& least one selected
expressed in either sense or anti-sense orientation as

&@m alledayng dipgs. apemaispelies. apebrotin artinegpiapts, grungepfastcs that

L semqr
C et hﬁgﬁ\ﬁ/g&% rcg C{l&] ﬁﬁsc%ﬁ%hse%ug %xﬁﬂf%glggtrﬁ:s aeP% 1R R1ation drug
cdnayeadt et (Sﬁel %Rcﬁddtdme (mmehomgprisantsp pae s aoxdids, s«.enmlns

suppression. Introduction of nucleic acjd confi
RIHIVERES SBHRNCSETUERY 2 ipfopigal t5eRase modiiery %D%%a mic, otic,

sid sl dfs%g%rb% P Yealttine Relelred Iﬁ%kolsmﬁalhﬁ@mpmfé&ﬂve@ oBhthalmic
target genhe 111] Vectors And Host
mtesré}atnnnaummt mootical mwdmzéica,thmtha&rnme\@s@nosstnhmrs andahisdelaneous

i sol ated nucleic, acid | ecul of the present

ROt fotsabdies ThePoirETygset Poafibe it osisfaom local
Mt-Mhfdd®es, SEMNHEAPEdIMB RIS Sind Bpical BErtRbREtdfdsi Qe AlitrAfonal

| east one GLP-1 agonist or m netibody or specified

portion or variant by reconbi nant techniques, as is

well known in the art See, e g, Sanbrook, et a

supra; Ausubel, et al , supra, each entirely

i ncorporated herein by reference[112] The

pol ynucl eoti des can optionally be joined to a vector

contai ning a sel ectable
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mar ker for propagation in a host Generally, a plasmd
vector is introduced into a cell using suitable known

woredoioas34 such as el ectroporation and the |i kepCDUBBIN5/046602

known net hods i nclude the use of the vector as a

recipjtate, such as cal ci um phosphate precipitate,
gican be aideast ane i ?qﬁedafreﬁg(ﬂt@mnq, cgalp pnd GRIOGE: t35F- §-8 >

@on\t(énli Ndrgmg p@rﬂ% ﬂ)k' ﬂlgy&t ro using an

ate ag| I'i ne and then t ransduced

[L%é ; aﬁ%\/ tlo%ﬁ Lig‘njeglocmaen'}g aap pprg‘bq?z%%{ gmetast O%fll selected from

S¥RAGR6H, Qﬁlo@@ﬁﬁﬁéh{ﬁir@ctﬂ%rlde f:MbidQﬁfne(;ihBi[ﬂiafé gietremdazole,
optionally for at |east one of transcription

mafremidazolmhydreshionder andpepguding 1seiuonafe nkhisr at eagt one anthelmintic
f l

S o BRSRRIB St e e k30l 0 Ao o

Theatdensbdhicaitfugal tarpecdtdeaabdne defecteddeona ainphotshah iBn

initiatin at the be |nn|ng and termn n codon (e

gophatptyein Bholgsteryd gplialp Somplex atmapReteis bi &H gorgPleEne
ﬁﬂ@?&énctuli‘ B lgﬁgﬁﬁn&lo fIREordar QB SRR me‘“%ﬁﬁo%n%@rdsﬁ@ griseofulvin
preferred for manmalran or eukaryoffc cell expression.
ilfrddhjcrésopr, esmionazole ktoranazplel nystatfnendiierpirabine hydrochlorlde The

ﬁ%ﬁﬁt‘—%g{)]%l Zl}rﬁlglr e ggn et: altI lg%f E)p]eg%]e?efo%% f? G aFt)roqurEekl?ydroclﬂ‘fonde
&ﬁ@n‘@@ﬁﬁl@ )ﬁﬁ&%hﬁw agxyc?élhl\édﬁﬁfr@*ﬁhﬁ)régﬂh@hﬂﬁl& oleflofuink)S

Pat Nos. 4,399, 216,” 4, 634,665 134, 4,956, 288,
Bydrachl@ 8B, pBmaqene phosphaipi RIrIMthamine aag BYMMEGAmZe, with

h , . I .

RB3BSE a1 ond AL ARG LR 4 e

Bokalofetintng ehdlosdtint idapsorn ethhmbuwe hydrbcflﬂo@dle 1soniazid,
anpicillin resistance genes for culturing g§$col

RYiaZBRE, BRabve |r§a’6‘PmpF1fﬂPﬁFW 4nésstr(:Ptﬁeyaw atldagleast one

%ﬁ‘\ ggr Lodi@ dan Ciﬁ)ﬁé)clg{ es@le@féﬁ?gﬂn Qﬁ’uc}{ @fnesﬁﬁgféeﬁentarmcm sulfate,
riate cu ture medi ums and conditions fof th

advovyedesdiaid) ememmtycmehlfae an@tdbmymm sulfate B at least one

Sui t abl e ect rs wll eadi X en to tFe
Setn e PE ot Bt o selaties PO apoe A BRI Planh@ g,
érﬁéﬂcﬁ’hrh@ﬁltydﬁh‘i‘é la 11RCafpicBhA S6HM, Sapieilintrityasdd) Ahrcillin
transfecti oOn, DEAE-dextran nedi ated transfection,
smluurn/mﬂba¢talpl sedhwdi, atceacdlrnasq)slf%tdlqiﬁxacéh@éecil@w@mﬂoeﬂl,m
d? o (fcdlm Sl diu% %%tdéaﬁﬂl S fihU% 3)%[11051?19 Eﬂl@s?e%lf(&ﬁm G

are ‘descrii
§d\t@§sﬁlm Geapilah G ﬂroéaﬁﬂ@eﬁﬁﬂhﬂ@ so@uﬁtﬂ,hjbhlcllhum‘ potassmm
Chapters 1, 9, 13, 15, 16 [ 115] At |east one
BIRSRIFdin B RIPFBGHY %\dltglyéaépbfr%n 5?}%%%%036?1”%41?%@ and
ﬁ%aé%l cggﬁlsr%}cle{svgcﬁgfe ﬁ&s?ﬁ@l gﬁleg)rf gagtftﬁl%@egﬁhl@sgorm can be at
leasIIotneI selaaitd fmhyatdest etd dreticlmale$adréput, caﬂasmim sodium, cefdinir,

? géltgnlﬁglé(grogn&)é@r O| ?rgez&fa nct | gnsaogmrﬂgc g uagl sodlum cefoperazone
Rsdhilrh Cdélf(ﬁﬁ)h}rhe“sﬁéfuﬂﬁ ‘éeﬁ)'f@tilpdl's‘é'dlﬁiﬁ; céFenhg s@(ﬂdﬁld cdfPoddx@me
N-term nus of GLP-1 agoni st or m nmetibody or

proaetilf c@gropquft@mdune waftibgten, mfnzmmo\9@dlgmamftria@<9nemhum,

he h ]
NG ERREL TG chonon PRt Gpde Bl

foh6tdeste GRphia@ina didefaibef aTkd &-leabt &Wtrsdycﬁﬁe can be at least one
m meti body or specified portion or variant of the

piecsehirom demselosyrlng hydrachiopide.<ogyeyciing salrym. sl,ewyclme hyclate,
regi ons can be renoved prior to final preparation of a

GLP- 1 agonist or minetibody gf at |east one fragnent

t hereof Such met hods are described in many standard

| aborat ory manual s, such as Sanbrook, supra, Chapters

17 29-17 42 and 18 1-18.74; Ausubel, supra, Chapters

16, 17 and 18.
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[116] Those of ordinary skill in the art are
know edgeabl e i n the nunmerous expression systens

w@yarhadsBe for expression of a nucleic acid eneOOUSIIOF046602

protein of the present invention Illustrative of cell

cul tures useful for the production of the
doxmyclmdly@sochbp@ea doxydyguetnenehyduate, annenyekng irechiorde,

%érafgf;?‘f‘ y?rgf%on%ie T%/B{lp;?/ ca)lﬁ]e C%onflﬁngdc’ aclanﬁ)gug%g& oM kiected

FRRAR-irifbxagdle, sulfaMansae, Qﬁ&a@éthbmrow@ﬁms@x&am allfisoxagole
used A nunber of suitable host cell |ines capabl e of

asetiyle I aplensitoae flugrogamelangican bp ableast 9ge pelgeed Eram alatrofloxacin

UL EDE GRS o 10 USROG byl s
?Gﬂirﬁ)rﬂ?;%mB gé&’fi@ué}@barﬂﬁ}acnﬁh@v@ﬂo@cm p?glglﬂhtléir\’ﬁgi 6t118ast one
ﬂewegu@e P8 CafPé‘X@éﬂ@gO%%%e c@%@ﬂ&étwﬂomn gipylate. gpyofloxacn,
glgd)éa mafé@?ﬁ&&&m o, KfnefMRLGR h@rﬁl%chﬁ%é | Dol A AR forfid-Qin,

exa rican Type-Culture Collection,
bﬁmsasparﬂexdéneftmwaﬁ@(ahmnesyﬁté sTheatl lebeonedrite/rof can be at least

hoi d ' h d | h |1
@é} R iab L PGS YT OGE I PE LRy ARG s Tonde,
Ffe%aﬁf\%f@ﬁﬁ R BivR ARG Tat Rl daASGY), eﬂﬂf@exﬁ:’ Zh8cOuivet,

ATCC Accessi on Nunber CRL- 1851) [ 1 }
E)npwersm wdiwpdossamet mdlmmege@cwmns ishpavirigifaigelagnendipe,

Dol P 4 58, 0 Al BB e

ﬂleﬁﬁQﬁxﬁﬁnté@n@hydrbélﬂSnaH rﬁ@falv)t S¥dhapirosgtaasr niebylate,

CW pronot er US Pat Nos 5, 168, 062; 5, 385, 83,{)

BAY tvrelaﬁycé%f gydro@lgrg% ERRBAO GRYaTRIY i BORYYRG) The at least
I

BBl SR iR M BHRLAL 4 bl

plamﬂmbmycmadmemrhmymr erydinathpein pasec eglﬁ\mglycmfesuoim‘t iegythromycin

Slt such a boso i ndj n ites, RNA

iy EBecSf s edBrPRaT Btoblanate. alisomyen Sea | TGS lepsugpe
Hﬁic)éllﬁle%ggjiﬁtl eivk 8)n b@Acist 3RS Sdléddd 6@l aztr&r%n) Bh&fracin,
sequences See, e g , Ausubel etal., supra; Sanbr ook,
ehloaimpheemplr sa>d¢tnh syciease, chndanayam hf/@rpclgipﬁdm chindamysn palmitate
E%%\Rﬁhlgﬂ ﬁS o Clrl) aofllospfl]?%% rm}lé] egﬁ Aéngsc?];agtaflﬁ] %/(hecf] lﬁlhoﬁllel%pgnem

ﬁﬁﬁiflhl@ﬁt@lnTMEﬁo@ykﬁaM[ £1tro0lrhft6in r@itrdcaysaale, g}mﬁluphslﬁiﬁ’tihlfopnstm
Li nes and Hybpdomas (www. atcc org) or other known
SRAGHBOBY N h§6ﬁ9€'@‘§§de [tr;m]homgh ValfiegYF bt hl)@r?ﬁ?équd@efﬁeéa € g, pp

ﬁ%lﬁfwmyﬁ,@% zmw/’q}éq%,ya@%pp or transcription

erm nat or sequence$ are typ| cally incorporated into
vegt or . An. exa I 0
[Boﬁy ?éhn a)%eia,lsto %n)é Slrg&ﬁ(g)rl](g éanf & l%p&g srele%?e%%?&ﬁm?ﬁﬁﬁohyﬁctate

QORI fugRbae labagl eTRes Idasr on‘;t(}:{numhﬁhﬁ]ﬁﬂ tami Hegat d:efasltdife selected
transcript can al so be included An exa

&iom adengsiate gouefaeonehydrrehigide; dfqnype ng% @%dlum tosylate,
SRR B it aralirhlde Qs itartieh shptAL ol

hidrobldetide; dlebainmln abetate uibon hder Guredate Nidocaine hydothipridg snexiletine

n in the art 11 Purification of a P-1
E@%W@PH% mﬁfmv%wogﬁoré eef‘ff%%}nﬂ%iﬁw%w %(S?F‘%rﬂf%mamlde
hP&beRbndé) pdafdnond H?dr%&hl@ﬁdé“pi@ﬁrhm g@foo‘éﬁﬁﬂbfqlﬁﬁ‘ldme
portion or “variant can be recovered and purified from
bsulSatsi qamdineglucopelet gmeidinigypolgalackmonate, gutrindae sulfate, sotalol,
i ncluding, but not limted to, protein A purification,
ammoni um sul fate or et hanol 44
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preci pitation, acid extraction, anion or cation
exchange chromat ography, phosphocel |l ul ose

W@ boooredsegr aphy, hydr ophobi c interaction PCT/US2005/046602

chr omat ogr aphy, affinity chromat ography,

B 0 by s rerpah s YRR LTS qlieat ot smeaBngghy can be o
feaiﬂ%é%séle&@d‘fr@h%ﬂ@& pRITRd eé@%té QAfnyPHfih ] B@Eﬂdﬁ%y@ﬁﬁhlo@lde

igan, Current ProtocCols in |Inmunology, “or
ditrazemthyBrashiveiek sisdsertpde disitratasasathede mohenityite.gadglol,

SR SR TR B By esr Bperarolsy s Pande

{relQ&Ivaeﬁibhﬂhﬂdiyﬁﬁ)cﬁrorﬂEe%E hedadd@hé hitSpeftenslel oaﬁtba at least
of the present invention include natural |1|yg purified

pneoglested frqsm aepbutodoldfydeachlifirdal amlpdipmes besylsicp atefelpb Henazeprl

4 C e h
A 8o RIOER e 6OIBR Dl Rl AR
¢Hp&i]ir1,l daﬁS@GI hﬁndcmmﬂm bmadmﬂj dlSnlﬂ)an ecﬂdmﬂgne hgarvchloede,
ost em in a_reconmbi nant production procedure,

‘t‘hﬂéo"@_ePﬂlltl%?@Hhﬁl)@tm‘é\loriﬁ%é?’f%ew rl&ﬁsylé}ﬁeew%aatp@raﬂ%% maleate,
roéé?t’é gfe fé?&il Sf@ﬁ‘&d Y& Rleb ke C %‘)Qm\?\ﬁr lhsodlum guanabenz
ycosy or ca e nongl ycosyl at e

ayletatn gyhratlaﬂ spif@é equanficBa d)lydmehlmuds hydenl gesechydoechlomde,

st Sfipir SRS BidrcBRc SingBit Thelipspo Gt apethyldoa
ﬂa@thy}h%patl $ydrbBhlokde, E}H@to&%lol GRbdih A Mmetbprolottdurme] @HeR1dil,
supfa, Chapters 12-14, all entirely incorporated

meexpnl wrchérﬂcerrd@nn%{om;Lr}lcwﬂmﬁ IBdppedrdspmdiidipire) nisoldipine,
mﬁé?rﬁ]és'\%-? seoéélh errllgéRlol SH 8’er %ngéprll%&?u%n?ﬂe m‘:fltgnt%?atmlgé mesylate,

PindsIbl, padsio myaﬂ@eﬁllohdeqar@maﬁdﬂonhﬂrromncanqmﬁmﬂd@drd@monde
any one of the polynucl eotides of the present

qaﬁv@rhls fedrsalan it aznsyely dieshdortdg: fupolpd malgnte, giandgigprl, valsartan,
{
LA P 5018 o SR i B0 B rom
zttbrya@atﬁh talagom catvastatinisodiin ohmesmyrahxywn delbsup@l hgdrochlonde

% on or var h bi nds a | east q_ F

b ear ey Tpr S o EECPRGHe g, hlacn, pravastatn
QJaal R BsRstAmt Mbetay 160kt dnBeniSQNIARSRIR T BfhgRaR b8 ahletNt ofe
fragnent thereof Different therapeutically or

wiestpddsam ebgikynab; glmqsmsialn@rbpvamlm hydreehdone, F1lstanah clapidogrel
h [ t a r b LVt
PRt Pl B B BRE M oBime hlBH e, B H G2
iNdOp1tineihlydrdghlexdenirefibaf hlbdhidnde @&, b gpept 215836 of Nursing
variants and derivatives for this invention appear as
Dyglggrdbooky s- Xaa2- Xaa3- A y- Xaa5- Xaa6- Xaa7- Xaas-

Xaa9- Xaal 0- Xaal | - Xaal 2- Xaal 3- Xaal 4- Xaal 5- Xaal 6- Xaal 7- X
[hﬁ]g Sthe lablexst #p@ nonnarcotic analgesic or antipyretic can be at least one selected

2 a - Ag -

R oA SRR R AR R oA B R
éalﬁcyl‘&tal Th@aUleaASfﬁe nOﬁsthy)Sdal %r&&ﬁlﬂaanﬁitblry d‘ﬁﬁ@carﬂse dtY&ast one
Xaa5 is Thr, Ser, Leu, lie, Hi s,
s@qgted/_{gﬁn c%lpchxylg, dlg@ eaq gotgqqg]m Mlgofmp$sod§+m dolg@agepoprofen

acilq_ﬁdhgr’rblp@%’n, %?ﬁx?)}’[}éslﬁ 1@gngetl?%.lscﬁrAlsrﬁoﬁlethébfn SO ﬁﬁr trfﬁ?drate
Réadprofeh gket@olac tsanethanmne, ﬂabumelbae, dwthefr yn‘apro'qup ,sodHum,,

(%%:rong %}roﬁ% o~ LY(;?S Blﬁll‘gia L}“be atig%ﬁt one garg%tfc or\?gluyd analgesic
Ala, dy, Thr, Leu De, Qu, Asp or Lys, Xaal 3 is Tyr,

Phe, Trp, Glu, Asp or Lys; Xaaj4 is Leu, Ala, Met,

Gy, Ser, Thr, Leu, lie, Val, Qu, Asp or Lys, Xaal5

is Gu, Ala, Thr, Ser, Gy, Gn, Asp or Lys, Xaal 1is

Ay, Ala, Ser, Thr, Leu, lie,
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Val, @n, Asn, Arg, Cys, Gu, Asp or Lys, Xaal7 is
An, Asn, Arg, H's, Qu, Asp or Lys, Xaal8 is Ala,

w@oo7/08884 Thr, Leu, De, Val, Arg, Qu, Asp orprPdmE$2005/046602

Xaal9 is Ala, Gy, Ser, Thr, Leu, De, Val, Mt, Qu,
Asp or Lys, Xaa20 is Lys, Arg, Hs, @n, Trp, Tyr,
Finche aBleasoonesglectetdeom alfentg@iilhydrechlorajes bupiesorpiie hydrochloride,

ot hagtaf ol Phonag codgb AR ganYyralEERtny
tFifsdern@il sydeem, f¥atanylHthsmitdbal, Ag@rodiorphihe hédﬁ%ﬁloinﬁe,'rrhﬂ)endme
Phe, Tyr, or Lys, Xaa26 is Leu,

A u, Asp %e Al a,
Inudrochiprde, methagame hydrechlgrde, mrorplyae hydracitonde, yarphipgeplfate,

r € '
%yéj’m%stﬁx"tra & él?lbé.pfél’ne g%rogﬁﬁlgf&csl% ’o%%@ge ?gdlj&xlgl’bnﬁg)%%dd%ne
fetinaté héx ynharphonddydidhlonée gpenfazpeind YydroBiierid&pentatbesne
G u, Asp or Lys, Xaa30 is Arg, Hi s, Thr, Ser, Trp, T%/]r,
hycochdprade anddialgxope Aydrgphjonde, pentagocaps lactaes progag ypheps |

v . .
st Rlspoyieas by i e Ayorilyn R Rurche i
wamadulhgdochldade vEbé stdeasaore sedetmyd-hygphoiin c8ELe htDeddOole selected
| s- Xaa2- Xaa3- d y- Thr - Xaa6- Xaa7: Xaa8- Xaa9- Xaal OSer -

b chTor g E. SRl o2n L 250aa1 DA o6 QP YDy DR pEeptobarbtal
SuntasirAodirBital $6dume tecEBABKa5darkET, @iaz&p@Ad Oiria¥h18merdleplon,
Xaa2 I's Ala, Qy, or Ser, Xaa3 is Gu or Asp, Xaab is
Riipidem tagrate. Xehgat leastione appicouymisaxesd begit Bast orghyelegted from
Al aa9 is, Asp aqr G Xaal O i s Va L Vet ar ,
SesBeorRldes g 5 e Plorigtiund Wi ot Pl hbailynl Bhazepam.
@hvilprodkaodfaht) etosd&mde XaephéniteiriGodnm, gababenXaalathotrizine,
Ala or Lys, Xaal9 is Ala, Val, lie, Leu or Mt, Xaa2l
MagugSIpg, pultaéq‘ phsapbarpiialy phg’lobgrbat’al mu’lmugy;n&;pngpgg:nytom sodum,

) _ : _ q i
ARATIo SlFP (Slip e e 00N Rueb e thialRlorRET it Ruproute
saeilno gl poscdcak €bhean déastr oderamtuiepresshitecaabe affleastXaaselected from
t he seﬂueE@e é nd,thr oty"’ghglut this specification

HRteRy g Rydreehierids, ARYHPLUNE pamodis, sPexAPLIe. PYRIPRIRRe)
hyrbaisn & ekabhiah lg)&moﬁfdedclbﬁﬁpxqﬁﬁﬁe hydesdnYGHdeY 88 fhmune
nodi fi ed ami no aci ds t hereof Because the enzyne,

blydregitorae, dpxgpin bedsectiaridepfipoxeyne hiydgochloride.s pupramice

of. the observed rapid in vivo inactivati
oGl B ot PRk Tmilal R b B3R Ao Pochiondsy
adthplglineviidroctsorideparateting hgti@chidedé f ghehél e 361wy, septraline
of DPPIV in the context of agonist or mnetibody are
hydspehorade. ranypypsomyne._splfalg olFinapragunemasaley yerlafagme

h L . ¢ e

A R R A
&prazblabi, bhggionahydrothleitde; chioatatmposide hehl@dRzepdxiidgand

nd thereb rovide at | east one activit hat, i
Bedechirade: Mobiabet s g enEiBhdeep e Pydepliphds, hygroxyzine
¢RBSHat B§diok AR hy &b lodge, ByGHoRy2ing R4 Nora@épantIr 0Ugh
ot her protein-dependent or nedi ated nmechani sns As used
mephrobamathemtderetamdlyPrdchlogdni etazepanyi Hieg ateasyone antipsychotic

ctivity" refers to.a P-1.aqgoni st _or .m netibo t hat
B b bt i 55 e oo o oo bR
AGpHevhiNe Bocanbae!tfludPhckdz e Ofantiite ffaiphbhazideyhydtodhiasle,
about 60, 70, 80, 90, 91, 92, 93, 94, 95, 96, 97, 98,
pdoperwiol, hatppendal gecangate, haloperggblactpiy loxapme hydrychlpgge, loxapine

48830 o A B8 g
9000 % or nore, depending on the assay [127] The

capacity of a GLP- 1 agonist gr mnetibody or
speci fied portion or variant
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to provide at | east one protein-dependent activity is
preferably assessed by at | east onesuitable protein

whrmrogissal assay, as described herein and/ or BSI/KSmm0s046602

mthe art. A human GLP-1 agoni st or m netibody or
specified portion or variant of the invention can be
inwizldgr proshlarpprazings quatiag@e fugmrata gisperatope,) thendazing ype

PR OO hRERG BB e Ao AR Rdrpionde.

PEOR16dst Srie dBnErRL nepslM sggteﬁlrsamlﬂmﬁ daPBé ht 1048t Bfie eddctedfrom
conprises 1 gG heavy chain variable fragnents, hin

Frapfi WHQHZI e}d:affp@e(ﬁextrggmpb%{gmm@ﬁ;@lf@lp d@@pmgyd?‘@cl'@onde
I t
rgggx%gg{letgg% hr#éig)(%log{deo%%g é%‘l%&lijdglg hargl‘fot%ﬁ%)ﬁﬁg rm&%z{f)' n Pemohne

piientdrudeiy@rdchivndei Mils atleadt@as hnpekins@anticansheli feast one
fra nent portion _or an y conmbi nation thereof. The at
f5rra amaptaging dydraghlonds, begairopspe mepylat: brpendsn a

fﬁé&h]&% %@rlaerﬁﬁﬁg Sﬁwﬂ{ocﬁgﬂﬁé RGN, c%ﬂﬁﬁb[;d Egodopa

tion of vari ant o sent i'nvention ca
apadaponed, leyobopeg pantgohdram’esﬁate mpmnpekokeoﬂﬂmird)dﬂmm:f rdpimarole
i ga The in in i.to can conpr
oo pelin g By ESSitr. Clnkoe Gt heSeBfddudprblgnde The
41888t ode l%lseéﬂaﬁeome%alt&r&di@ s?a&mrd@ug@ﬁ%efdt @&spﬁfetsb&ﬁted from

of contlguous am no acid he sequences of
o pm hiydrgelrdride dohepezil ay@pphllondeabm@mb rﬂuygxatrm@ﬁ maleate,

ereo 9], ..Such r red
e R M T R
Aitotidtardasfernab GRInS tpréfofdl, frdttpeE Wehsdahy sibu@iine hydrochloride
techni ques, by preparing and expressing at | east one
meemdeat@,c,sp@aﬁmt@bwce@a&eh@t:nréeruwa@chlw CEE Mt (S¢e, -8 » PP
| chni ques of reconbi nant
ech Q?ﬂéfO@?[ﬁ% %@@%%%éﬁ ot her suitabl e method,
[gﬁ d ?21 R 1ed mtcoge Igﬁ%ﬁ?r%err]gls % §[ Il)g’rglcyhml\%ger%uéxgeglc;) an 6ehzﬁtl%ast one
$ddttedofos bethanechdbéhioredt, bé@dpomiml dhgjirtdepllmisngmmeub&brhele
regi on or portion thereof can.  be prepared using

gqﬂstlamn@ mgsh e fate, @a&wsagmmas@bcsdméwmﬂ%mgle Bé)rmﬂie The at
%st%'ne ant;x&l'bh gt& c%ge atjiéali-%)t ﬁ@?&] §1< c}rggaﬁ‘})hmg sulfRb t‘tﬂg}%lomme

nsgeni c ani na nown i h the ar
H’ﬁboc’ﬂlcﬁhde g@onpﬁ“rolate Injoretairhd ryosyyemirfei satfaqeopmpxmtheﬂrne

var| nt can be ex ssed  usi e encodi n ei c
0, s R TG, S NGBt AOTS 5t oRne B PPy The
I-EQQ o'n@ Y@Rhi Bl s dyhakRInahReicd) LafblBE leRAGnE Selected from dobutamine
hgand- bi ndi ng fragnents and i nmunogl obul i n chai ns

kysirpehilerideg depammoe Aydraehlpndes mpsayamined bitirgnate, gorepinephrine

lglgag‘@%tag@&gl lgi(}érmeelty ngl}oa qe Pse%%?%e(%?n%%}@?cg:%?&%%

aﬂﬁkghédtﬁie%@lfﬁtﬁeagme at Fﬁ:aithﬁé adfenéit Blocker (sympattHolyerc) can be at
an such as receptors, with high affinity (e

kaq% o358 selegipd Bpmejhydroergotaping mesyiate, wgﬁweé&mate méthysergide
n
AR RSB oS AT el B AOIR b etmant can e
eastpne s¢laged Hosdrackifeny earamxpnmioa mhhbrandazdmet uyqlmhwzapmme
r |nsert

Bhestiads g isissodons RBEAPIE gHaP By hnge The a

fe@sﬂloﬂg ﬁ&ﬁ'ﬂﬁm@éulzﬁf tfld)crk%;s cambe Gt ﬁﬁét%n@léel@cté@ %ﬂldat@ehmn besylate,
acid that has chem cal and/or physical properties

¢ieatpeyuriarh degpdate staxaeurume chlpotie muvgcuripyie ldpihdsh paiquygnium
hydr ophi hcity) that are simlar to those of the first
am no acid. Conservative subsattutions i ncl ude

repl acenent of one amino acid by another within the
foll owi ng groups, lysine (K), arginine (R and
histidine (H), aspartate (D) and gl utamate (E)
asparagine (N), glutamne (Q, serine (S), threonine
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(T), tyrosine (Y), KK R H Dand E, alanine (A,
valine (V), leucine (L), isoleucine (1), proline (P),

w@b@ipkaBani ne (F), tryptophan (W, nethioni neP¢MI$2005/046602

cysteine (C) and glycine (§, F,Wand Y; C, Sand T

Al R 08 B S A S Pt

Ricem§Thol 1Ay Efbhdy) u&foeuxaﬁheehlahbe extbelimh@nads NSead g, pp
deS|gnat|ons can be indicated by designating the am no

aZi-84 oy Nursings? Qi | rug d{ardbodlote, "its three letter code,
name, or three nucl eotide codon(s) as is well
[L5Rler SEhed laast anie@nfihistanieecan Heedt denst @ie, selpcted|from

g{)?{,l} ul ar B| ol ggg{e Iﬁé%-l%g? Eedrggggr dé, ?ng%ﬂel&lr@l_lge maleate,

aleﬁﬁstﬁie mﬁlamt@”eypxbﬁewadme ﬁﬂﬁﬁtﬁlbﬁde REsHe hRyUrSiunéalydasthlonde,
of the present Invention can include one or nore arm_no

ﬁ@@p&ng@mghwr@@m@ﬂée leratadine opromsthagugibyienehlordp s pramethazine

r
LERAH Tl A5, IR0 en e
Uﬁ@@ldctbdtfi’@n ptbasezol, alboteestsuliste, ammbpllmbdhneb atropuhe smiﬁi‘te ephedrine
limted to the follomﬁgg sequences present in I D

REte PRIggPhring 4 ppipgPhERE biartraie, spmgp e hydr qstsleal@raa opium

I
S A0, S BN K s e
pdreckdonde, ﬁm@quotng:pol Matn:unhenphplﬂmamnbumolchcetate salmeterol
substitut] o o S s for at
&%fs ogte, }frtlﬂ_t 1rie Sélg% }3} ll')ﬁema ek%lesysw:}el exRS(itorﬁgtsr%ragntusswes
Ezhﬂfb zﬁ@eas@&le s%fbcﬂea frohg berilz?)natl@‘, cddinelihos dﬂlﬁ:‘e tédeidesulfate,

am no aci such as

iemmniﬂthca:nlyanrfmdgé)rmnd@admbértm&a@mne hydsoehends, igaafencsin,

Bkt b L R A s o
GiHRast ChBsddéevtdd o asagleysibing, heeldnuthasbae dipecpioes, aat;actant
sui tabl e human or human conpat abl e sequence é%w
Bv@@wfiwalfaptmtgwe@w spdiugh domipt alfa cpeprosERy
hfsBide nIBhicARBMe Em@t 1hBfte RkaG ADHEAS HEIRAHHE S5 um,
ereo or any lon protein thereof, preferably of
palrmzurmb gnamamolemegaqam@ zaforlukiast, mileor. niSeeegerpreiSB§-642 of
gp gghgk edbt unans [136] The P portion can
gt 8, %Wi8 GLP | therapeutic peptlde known
in the art or described herein,

(P t elherad laapine a9fase adsogpents, geeyqunﬂ@ti Carb'Pe %H@ast one selected
fr@HpAlﬁ‘lﬂIduﬂpczﬁﬁor{%@ §%%H§In%%gfb?(§tfée cAIDBREQborale, @¥aldrate,

usion protein théreof In a preférred enbodi nént, the
Ragugsiin hydranide ompgries@maoxi@asnetbigendiapd lsocpemtblebebonate The at

avin t he the se uenc of a ast o SEQ |
SR St B A Ste N ERE eBdfaRiss P glspied from
?inc?éh‘{mf pelcRiMpdeOhRi Wrsddir ertfe dr 16aéd onB@ti@RkTheddkn be at least one
i nker sequence can be any suitable peptide |inker as

mimmd fremtagepul gite, ysanush pelsaledae ncadaum pel ieaeoahy, diphenoxylate
0
JIB&HQ‘ Jclzeaér;]} (Hé)pgegspﬁg? E dgmn%%(éctggotég %%kﬂ‘ghoqleﬁ%t ncture oprum
anaiTP (@sphbtilied) e TESat 16835 on €Tkt (eSEQ Helat Nast ciﬁ)sele%ﬂiﬁﬁﬁi
SEQ | D NO 17), GGSGGEGES (SEQIDNO18 GGSGGEGSGE (SEQ
1904qayL. rale1ugm pOlzesthepltsepscargsegapa. as A SagEady afqyaatic
a

gh%lg)t(tlr%cl‘jélcgfﬁﬂigec' g%xgg?tf f%’]& Odr}l Va&&@a“ éétéhkal@fum docusate sodium,
glycerin, lactulose, magnesium citrate, magnesium hydroxide, magnesium sulfate,

48
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of the present invention that are essential for
function can be identified by nethods known in the

w@eao7/08486h as site-directed nutagenesis or PCT/US2005/046602

al ani ne-scanni ng nut agenesis (e g , Ausubel, supra,
Chapters 8, 15; Cunni ngham and Wells, Science 244
#ethlyickl8los, 1iBEm) oil iwlyedtifi&ie g;paﬂeﬁareemls}ters@dw@ﬁspsynmm
single alanine nutations at every residue in the
rsinaciaretm phesphatet| Thers east en anvismstie Fasbegtdeashepr selected from
0
piigtidnh gt B, difcrntbiutare WP n8iiafMrongbmol
gpasefrorehydrocidomnmde) meakzikabydrothioti b rmtbclambemldeh@tirc&hmnde

critical for GP-1 agoni st or m netibody or speC|f

petanseiFPndrydieghiogide. RATARANAENE oslll e B dRiRehl Prpéaazw Cdisylate
|

A T N P

ataleate trinjethvbobenBaroide 2i34ro8Blor10 4 Thd 8OIR3st @anel alntmlcﬂysirugactan be at

, Science 255.306-,312 (1992 13 ti bodi es or
BT PO B FORG BTG TR G B Rop e dapiaine, Jnsdprazol,
hﬁ‘é(ﬁ)%s't& nm‘z‘ﬁﬂhﬁé) Webﬁi@ol@srab@[ﬁ‘ogol@ Qbdib AN rAtidfre bidAhdh citrate,
(1) g but not Timted | east one portion of

wtmtlchmshy@ﬂ@l@ﬂdesa@mlfm\lcﬁei, fa&dPIB 64R-98 B Nursiye ADEL Dewg

ecified ortlo i ant can. fu r
Httehy y Dl RestonetopBitoRh % ot Al RTne Rlrad O}
Bétaﬂn@ﬂx‘éiorﬁ NeetpabtiaRnt béltataor BetaMetha®dheGbdinal pﬂﬂsphz(té )
at | east 90-100% of at |east on of SEQ IDNOS. 1 and
Resamethasane sgday phosplyte, waﬁlsea%a@ﬁﬂﬁ%.rﬁi@éara@thﬁs@rlﬁtdgmna@asone
[

gcfegﬁ% 0@9@9&?403@ sbalahﬁ% g@&a& ﬂtua SQREO aaepﬁé tﬁgemcbmsone
hudrob@rtis@ergpetat] hgirad:ortlmtcypmealﬁulh)airommlme lserilpmqﬂmﬂlg)ate
%o at | east ne substitutiop, én%ﬁrtlon 05 IeH on

FPCQEDe oo Ferppeamehynpgnitqlone, methylprggipgolone acetate,
Rietlypste@abolagd éo\ﬁh}n‘l ‘s:"l:?t:ci:lfatéC gfk‘ﬁhis@l’&ﬁe %re&ﬁécﬂo@ﬂ:‘e{ate prednisolone
agordist or mnetib I'n one enbodi nent, the P
sodimo péaos;dlas:eqaémelon@ tebptatet, ipoadintshag, éuamcmal@na,bn&mmnolone
gg/et(:)l'rg /otrgzgg nltEI%ltSX% §11a8%§te jﬁs 81.9 lc1§|‘;1$t ogf: 6 (i;r‘toﬁeenr %rl arbabct)llc %t?]rmds can
BOh( 18540 0REl ket @Tr B ARAZD] TR §MESeine [ EthPIRdsEREpored hi@rolone
portion of at least one of SEQ ID NOS 1 and 6
fecanestgdlapdrobone PHGURTARICRY C ol PLES P8R IFHLSIEIONG CYPIORRLE, destosterone

n

i, lfosteithe A8puoidrc, @HlosZdne MRRImAWEANIGe Al least one
adtg@en bhprogesinkdan\ba at haﬂtl’me aelectpd fibn edtardtedleouiogens @stradiol,

§e0|f|ed gortlon 9 riants of the gres !
SR corobatr, ssormP YR By et ans BeTah St gxtradio

Rk, %%d@éﬁssgcfoﬁﬁl%h@dﬁeﬁrdpl leﬁﬁyl%trﬁﬂlﬂpEﬂhh@qi}éstPJdlol and
SpeCIf portion or vari an of present |1 nventl on,

yltﬁ@gatwl,tetianylmamﬂwl dnd eghyinedrod dla‘pq:t@tm @thmygﬁmagl%ﬁnd desogestrel,
Igtglt g{}%ﬁ?ﬁo gﬁé S%g@dlpﬁdlgceg_p 1«3?!11381 eﬁ%rgélof r%e\liroer%or%esféel ethinyl
ehiaﬂdﬁﬂ ahd MoretHihdrosd) EREY @BER1L6If and Qidtdt Bk OtdBe ABELAS, anmgllsestradlol
is at |east about 2, 3, 4, 5 6, 7, 8, 9, 10, 11, 12,

ayl nargestipmte, pgnn)ﬂ'pstrchol apg noggpstrgllethgg/l eg@dloé and Qgrethmdrone

oy A% s i) g Bl ol s,
g3otrandd Gnd 2&Othordrom rmrahﬁnm@na,mcxﬂahmﬂrdreragéthce mrgesmgel
range or value therein Further, % nupber of su
BIRSEEER9RR c Lae ldRashane,gonadiptigrin Bedt kavtang mﬂeﬁsd from
group consisting of from1l to 20, such as at |east 2,
3, 4, 5 6, 7, 8 9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19, 20, or nore [142] As those of skill will
appreci ate, the present invention includes at |east
one biologically active GLP-1 agonist or m netibody or
speci fied portion or variant of the
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present invention Biologically active m netibodies or
specified portions or variants have a specific

w@edo7widsy4 at | east 20% 30% or 40% and pref erebiUg208$/046602

| east 50% 60% or 70% and nost preferably at | east

80% 90% or 95% 1000% of that of the native

gaturedikRcetatel gonadatiehipgacetie. hustrelig|agetalg, BGAOKOIN The at least one
[

RSP R BB S e SEEGLA RSO L Rpropamce

ghmepirderdlipizides telucagon, ghbuside shdguding, m@ésthdin ﬁydr;aclaoﬁde muglitol,
well known to tho e of skill in the art[143]

Bivgliepncysiseqhlondserapaglands. osig g%qnégmtl%atmmhtazone The at least
&f&&’ V\h f3oraNGn bk Q@E?& 39 gagct% %Hﬁ@%&h @%x&%%&]hhped
are nodified by the coval ent At tachnent

héthgronmmmm:n fhoitret, yhyrSuc T hetad ldasmlbnhwyromdmrmood amtegEnIst can

e i ] At o U i AL
ts@ﬁfrﬁ@@ ﬁquil&)vp%ﬁylﬁﬁbﬁ%m q‘ll(ilb!ldtlfV@ )lOle-@ (’so@fuﬂ@ﬂidiﬁe'ml)e §tYong

can be a linéar or branched hydrophilic polyneric
g:dumohftmmt Whaat agjrong pltumaryﬂaatmqnmmd)eemé@st cglecsgkgctled from

ticular e nts, .the

Bt %g%foglfﬂﬁﬁ%a?ﬁhg?ss FERE BoblgR e iepostory
ahavbtrdpdh), SOAERl §angrop ré?;@ma Thelay Blaktadie ;gfavlmbld like

e. poI et hyl ene gl ycol pol ypr opyl ene a% ycol
éPBGﬁP be @h%@%we ﬁ@@@ﬂbgrpm@imfeéml rfelcaend (hBmapk £algitonin

n 0 h t

gs‘&lr%’d)gér’%%&}’oﬁ cnﬁ)ocﬂgt’a(r:l?}g%rélf gt}ér%%% tdgghl‘fiﬁ'p ((S%@, aet%’ u‘tﬂ)‘: I696 796 of
Narsing MIkDfuga‘tImnﬂaoo/E 144] The nodified m netibodi es
and hgand- bi ndi ng fragnents of the invention can

[¢O1Pr IR RNsOsneltNienOEHaty & 16Mmi 6id Rfectddatordheetazolamide,
coval ently bonded, directly or indirectly, to the

ayetazplagyde padiumg arpslopde; hydeRrhinrds plametaride, shlarthghdese,
[
e TRke SEACR, ORRAONE oL, fbeckilf HiSroE ATl B Anirinhae,
rrranejmu matotzzone, speeiabeonte, ;orimmde hyaintqndmeL neapdhy aeleast one
roup, a fatty acid ou r a fatt Ci ster rou
e s Srariundemieihsor it oo it ot s i sudurt Retre,
Hﬁagﬁ%amw CalgfahfiShiGut, BAlcafd @&‘Kﬁél ¢fciBfl f8bibnate, calcium
“hydrophi lic polymeric group," as e termis used
Blucentate, ¢addremsgluaynalg, @ﬂcgamul@ct@tm qp&mumtghlgsphage (¢hasic), calcium
sol ubl e i t ne Fo
BBIRY B A B AR AR
Aetbdarch, b diebivatcilonde, Blaghdsiteh shlody, ﬂmsﬂlhﬁzﬂ:etwe tpbﬁssmm
coval ent attachment of polylysine is enconpassed b

bwerbpnv@mqtefﬁmnwrl@rm Pp@ssawwgat@ulﬁmaﬁq pIneggion, Ringer’s
H'}Ij’ éﬁﬁteg'dg%é&:ﬁﬁg%lﬁ \&f 'lf)ﬂr%eaé )ﬁ(e'aﬁrm agﬂh rkﬁg(r?ielhﬁ@%an be at
ytamleseleeteg fronFEﬁ;umbrcarb@hhtexgodpnh yetdnggltmtlgdnymel (See,e g,

élé ?at% a’?f?’&ég& bt”i‘@%@%{@ %g;at 33 ggagciﬁarl des

and the Ilke) pol ynmers of hydrophilic am no amdsi(

[462] poTtgﬂ %qaﬁboneﬂ@maamg.q%n heat #seqtyag E%l?%‘i frognfgrropgiumarate,
I e [

%elrn{f) lougg z}e{%efglggll% d%ﬁg%d&t Gs ?Llllﬁatffarﬁé E%)ln?&?tr{y ret rsorbaitol,

p(ylysd@dkna’reieﬁrcﬂf cmnqﬂé)y sodinm fbytd:r gipctunlateo:oqulgmél’hd diddast one

nodi fies the Gl oni_ st ti bod

FronEdIaN cHBLe 3 kot Qhor eirgmar G aan St Bp gt s,

dafpR00 {RiR %oﬁﬁa%n%@&%ﬁﬁh%ml &Tdi‘llnﬁr h 1h 5¥difRY, warfarin

exan”pl e, PEG 2500, PEG5000 G 7500 000,

PEG oooo, PEG 12500, PEGL50004,and PEG 20 000, wherein

the subscript is the average m)I ecul ar wei ght of the

pol yner in Daltons, can be used.[145] The hydrophilic

pol yneric group can be substituted with one to about

six alkyl, fatty acid or fatty acid ester groups.

Hydrophilic polynmers that are substituted with a

olecular-we1 ght),
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fatty acid or fatty acid ester group can be prepared
by enpl oyi ng suitabl e nethods For exanple, a polyner

W@ 0000084884 an am ne group can be coupl ed to a PCT/US2005/046602
carboxyl ate of the fatty acid or fatty acid ester and

an actrvated car box acti vat ed

Rlnar Bgh e o lave deyvabe Harf b Seast per soiectel g glhgun 5%

a{iﬁﬁ 2 AGh&A lﬁ@fakfbr %nﬁquhwt cSHeBlARt &rin@ep%mmmbm I
4 atty acids and fatty acid esters suitable for

(Ilmninaﬁy favgpriiXnibtimo) fastordX domepléxn plasmiaguotemrfripgions  The at least

sat or can cont ai
o YLE o e ddehane S R s, amsteplase
ﬂ%glagy tlegoxﬁt)ﬂratt) ReepeRinade, bivkidaby e(Set, g | BF 1884856 JfWursing
exanple, n dodecanoat e (C12 , laurate),
200d ddnug dbwalhoek e (Cl4 , nypstate), n-octadecanoate (Ci
8, stearate), n-eicosanoate (C2 , arachidate),
[163doc Ghanvlzbs ohC2lkylaiap dnsg @h,berit lgastometsaigoiat] éropfBesp]fan,

n-tetracont anoat e at e

Grila Camistns ShiBETer GaPTR e G Pt REB e e e
Bt ﬁfé@ﬁl%}ethﬁﬁlh@ﬂ?&’ﬂo@h@n insblpHa@4d, atkgsraned r(S‘chlorlde
aci d, octadecanedioic acid docosanedi oi ¢ aci
ttieptozpka, worelbmede; HuetgpacThe atdeast en mmﬁd@()ﬂrm@eéle@t lpast one

ieg%g&‘gr bo%}t&bﬁp%y ?a%éliagnﬁeécﬁ%ﬁg Io\?@?&zﬂ r{éleﬁ[lda(}ﬁbme ghosphate

TUIDira&E HydixyoRe, ﬁlercalbl:@pﬁrlde\[\lﬁiet&ﬁ),trepﬁte;fIﬁétabirefxam’lﬁ)dimn
about six, carbon atons [147] The nodifjed huma

thHogERmpad d T eesatderst ARGHHbIIUCANHE eI apg RepR Be atatﬁa% gne selected from
AT 908 A SR 1 iy, SEAGAAY
laygirédhéoridey doxmbtsmdlyklmchlam,de,nkﬁ(enﬁnchm hadeohloaid Bposomal,

or ni c hydr. o
tspilfords, e s Bablog b Bkeinealtslam, phggmyern
%x‘ﬁﬁﬁnrﬁnl" heostlidaabhd ht@EOMRtich BhaPaltdtidhfdhe PRAREXa®be at least
functional group that can, under appropriate
mrsdlet:ted Am prgstrozZolf tmcaéutgmci@nelst@nWIMhCQPMQ sediemeby
Hleﬁtﬁg glélgzgl:)/'@ g&é%ke) %Fce O():lg] zc):(lg)?afc{eyacgtgteagt%géstrol acetate,

nﬂ[ﬁtitﬁrde eafiokifen atﬁhteyﬁktomtcgre oru»r:tﬁmrfmlcudeee eTreitlephbhd C
grou such as tosylate, nmesylate, halo (chloro
6 newwrlaeonlme)can Re Rblg7%h 09 srlesiefl tpRpAsPaagiapsg, bacillus
t n a
&Mﬁﬁ}? @%ﬁ (ﬁ q) Lglése {f\%gefsgéxar a?cqr&wﬁ%el o g,xer Btop&8G4, etoposide
ﬂ)lﬂﬂpl&ﬁ@tg}tmcndnnqhyﬂryd:hlom aiyrlote;has hyfiiodeleride, mitotane, mitoxantrone

5-1hi ol -2-nitrobenzoic acid thiol NB-t hi 0
Pk, MalTeT PERSPRHS P SeL B g aR By odionde,
Bk }ab, wnlg&%a@eeGMﬁr&mld@tr%wmb a86hdn \ﬁﬂblﬁis@me
group can react with a tpval ent phosphorous gr oup
fubfate, poaginsrsaifaigavisosibiph@gio pihicdes & maﬁ@8§6§tﬂfﬂ\éﬁ$lég 2001
éeth ds to kntroduceactrvatrng groups into nol ecul es
the art (see for exanple, Hermanson, G T

Ex& njugete Techni ques, Acadeni c Pre S SaT P
1908 At One FRPRPP PP IS HI CaLEE HASHD AR SRy
ﬁzgtlﬁoﬁlrfér BRNLGmE QYBlokSorthe; dm&ﬁ&l%" '1&/1'11Ph&@'|té’1@iﬁﬁunef gfleMm

acid, fatty acid ester or th ron% i nker noi et
horonexahysTIR3, anyHoph¢ notate mpfm,zmgre enajaigheefeilihydrechinde,

nore carho e replaced b e
gOllél}&?g ﬁroTlmLFr @8 I‘ﬁl?%?sl? E cmeé)r t?)g(bﬁ eg}r B éqggs?g}lé &?J&ted
OB TG Y atdifd, eH6lerd V1A aﬁﬂitﬁend fldriehily/torods (dgebed), -
(CHz) 3-, -NH-(CH2)6-NH—, -(CH2) 2-NH and -CH 2- O CH
2-CH 2-O CH 2-CH 2- O CH NHMVbdif yi ng agents that
conprise a linker noiety can be produced, for exanple,
by reacti ng a nono-Boc-al kyl di am ne (e.g ,
nono- Boc- et hyl enedi am ne, nono- Boc-
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O di am nohexane) with a fatty acid in the presence of
| - et hyl -3-(3-di net hyl am nopr opyl ) carbodiim de (EDC)

wo o0of7oud88n am de bond bet ween the free am ne pPOMUSIVE5/046602

fatty acid carboxyl ate The Boc protecting group can be
renoved fromthe product by treatnent with
dlphtlham @lad:@tanés texotls @mg ayelindar dgppsses vacping gayoybedhfliptheria and

tﬁg@ﬁ 8 5 388 %Le-%llt&étggﬁ% gaecrm Gaphg rﬁ@%ﬂhﬁs §cgllju%ate vacemnes,

hépaufs Aes&ldhht Qgaqivactdy thepatsizze dactdinep(lrmﬂﬁmﬁm) influenza virus
activated nmal ei m do deri vatlve of the fatty aci

7@1@%8%2800 HBIRSS bies By &t (Purifigsd sarfogs BoEyen H%Iizlae“fus
GPED1560 800 Y R, NG RO60L 8 oPRATRA: By mivnas

vlhyﬁﬂctma 18902000 prvaktuteygdehix & Bawtholmgviann)) laprnes@ldre¢phalitis
agoni st or m metibady or hgand-binding fra nf.with a
R YapFIng (PRI, 1SR SRR e GG ORh b eales and
HRhpRand AAAY vfr@s LR vé) ﬁ’i@ﬁ’@éssind%urﬁb{'ﬁ{d #88Ya ¥1fusdvaccine
non-site specific manner by enpl oyi ng
drvicacemedat)j measimmlmy wmgmg(ém attmuateéXanqﬂl@ocaﬂcaNHSlYSElCChar 1de
ester of PEG Mod ﬁ? n m% i bodj es n
VASGHG B RS N U V%FQH’E 1y lASu L Bicufe atrabyacome
gﬁ%idﬂ@) Po15diul 8RR @achi Pated), pd»lmvﬁ@s @H@mﬁb @ive Ldrhl, eevalent),
onds a GP-I oni st or m netibod
rayees d/amlnm(adgorbv:@gwgms vaprane(hugan @é&OIGLCPU} rakpdidiagg mypmps virus

PRTE ) TR REBEL O, MARIRR), R Bt s

Qik@ﬂl{@lmd)h@plmdlvﬁtcﬁﬁh @uah), Ity}ﬂgmhvai:‘mmr(parbmetalb oghonll Vi
the invention Mdified human n1netf i es and

RYNFRECRATKIGI Viageing, é/@.ﬁ:éqﬂaSVl% YGRS, NG low O yageanen b @t%fl least one

Innﬁzmh%r gf?@%gm L 1RPE Fdabd SheSkleBRd HombPWhdAY Qﬁlﬂétanﬂﬁlemn
m neti body or specifi (? portion or variant of

Qratsledse annwﬁm)m @olyvalkenhed:Ghibenp amtgdxmg(ﬁqun@uqu‘gr@ Sfulvius

nethod as reverse roteo

B BE0HY LG & et ane e iy Egn ¥EaCiehopf i@ bpm

g'teﬁl@@ilélﬁﬁlsemmﬂi@ gloBulfh (dntraddneol)PBepatiti KBNBINAhegilollin
otern Sci 6(10) 2233- 2241 (1997), 1toh et al ,

Bum@mg, 1oname, g Mly)lg@ar@@cgl@gggynungg&;gquﬂlagntéqvegq)qs, rabies immune

%ﬁﬁ noI an? rg %tdrx é%&lﬁglﬁgﬁlsé}gé#é %?(%%%18 61%9%52 IS (human),
Ragniimuese gL (humd) eBlso(DSﬁ;mnﬁ]leagbbul(ﬁﬁm(rﬁ%ﬁ‘»)ls [HASin),
GLP-1 M METI BODY COWPGSI TI ONS. The esenLqb ﬁgﬁg& gﬁ
Ktys prevng gobyhin ﬂéﬁ%ﬁtﬂ>o‘ﬁéw&%=zqsteé¢15m f Bt one
Bf'ol(fg?@a(f 'résggﬁiseﬁ'%&lfl&@ cBf b¥ & lhﬁ@%n&%ﬁb@&i itrbxﬁr!ildé@l@ﬁkﬂnst}m letin

east east two, least three, at |east
filday Iﬁlgxattlmeglatllraﬁlev acetat fcbrengsttlczn mtcnfernm alagrinnb titoelion alfa-2a

r eci f ort | or vari an r eof
GestRPBu) R B affien e B i R bty inpierigrop betar 1o
REQHhERSh ), In@riBRR gaaﬁlw 2|10V 2B i SalE hydiﬁcmeﬁ@@s)pfdlwm
m xture or form Such cong%3|t|on per cent ages are

vaszepntostigo | (Sem & go.arpc 864-1edQ efnVurnstisL00{ Prug ﬂmdb%a/q >t y
as liquid or dry solutions, mxtures, suspension,
[@68] si Th&t (bﬂrast:«niel cmhdsa,lmncsankmofmtqu cahbe aelected form bacitracin,

8@8%%'1 nigg r@%&f}k&g@ﬁkn] tﬁé %E Oéﬁf:n'pos tc}}ﬁgcsin Cgaegtaml%%%ﬁatg

698}?2%5}{ 0 @b/d ?Blyrﬂﬁh@B'shMate oful faBdtahide ¥odsnd 1090] shifa@asmide sodium
dry solutions, mxtures, suspension, emulsions or

dé%l wlﬂmtaasdwmiwm BA%; iebramycirvidasaties cFhadedsbers ephthalmic
on any range or value therein, such as but not limted

to 0 00001, O 00003, 0.00005, ;9 00009, O 0001, O 0003,

0. 0005, 0.0009, 0 001, O 003, 005, 0 009, 0 01, O

02, 0 03, 0 05, 0 09,
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4 , 05, , 1
1

06,
, 1 1

07, 08 09, 10
18 19, 20 21,

8, 2.9, 3.0, BCW/pSBIN046602

.9, 40, 43, 45, 46,

0, 15, 20, 25, 30, 35,

7, 8
Ah-1idlamnlondsTan 6 ast on@ seldcted fdm deRamethasons, deiemethasone

ggglurgghoégateggcloge}pac gédlu%gj l‘fgiﬂucggmeggﬂo 87ﬂ11r%§1§'@t%g sogym,
Retorofac tranteth Pg %ﬁ@dn&ﬁog@ acgl,%tég(’sus%%nﬁo hﬁg&ﬁsolone sodium

conpositions o e present invention thus include but
plicapina¢ (dolutiong dTheoatle 3OO MO cag/bmat kasl/ooc s€lected from

seedecrishae SRpAYS, et S eaBY SR (! Sirooftae

RN} 1?50%.&91% ﬂo@b:?ﬁ@h?@x%@ﬁlbﬁaé IpYlo€drb @ tnhtYRe 2R Atleast one

pronotes Isle erentiation, increases b-cell mass,
nmydlllairc aandueelak'@st anaselertad Sroor rapyre sudfate, exdopeatolats| et

%1'%8 zgflélbg?kﬁ g echgpg%a aeé)tlrpe%&t'y? %' a’te ho&agbéﬂcie

maﬁﬁ&e fpﬁ&@lléphhﬂk ‘ﬁya'ﬂtbehlbflﬂé %B&pdlmelhlyafd)bﬁdrﬁﬂe tropicamide
_Ehgw des at | éast one GLP-1 mimti body conposition,

#t leastpre ephihaluq yasgeanseicigss 6an bt 19%\5&?%%@@@6\9@ facrae,
del fo
1 éllg%l/clﬁl ugﬁgﬁ%ﬁﬁ)ﬁdg zgﬁﬁgfégd(gﬁ%lﬁgﬁ&eggettfagydr_?ﬁolme
Wc&éﬂﬂbrldd’lVEﬁ'Iat (lmlsedn&onﬂcejkmdas ophthabass canee fHiedst dne selected
mmtibody con‘pgsntlon d.in

rﬁ@ramcmr}l@af: pydreshlgpde, @@taag@zg%ﬁﬂp% ee@ﬂ&iﬂﬂﬂl%f‘a&agtm‘e
é%ﬁ&%m &S hBrHY &h A varrhHyIRIHIRide "B A Bhide HURRNRRIIE,

e pre ent i1nvention further provides at |éast one
Enlddstine dftroirotty fluoepmesi sddom, lebasrer timaratst lataagprost, ivobunolol

RSONSHS. SRt S50 S e TRyl

HlakQfederhe dk [BéktLtﬂierdﬂc Ruih b& at lehdt Fhé ededted frdﬂn&i@ﬁb%ﬁld carbammde
pancr eatiti S, pancr eatic tunors, pancr eati ¢ cance

exdgs@%@ram@be@wpfm%mlmm pd?feep@qbolleatﬁr%é?f%f&y The at least
GRTRER e SaE R IBl: BRPdkuqd b BeclbRRI . Atopionate
bedesoiigel ephednmetsulfe@sépimapariaé hydldclﬂbﬂdteﬂudrsugde dhuticasone
insulin metabollsmrel ted dru se netabolism
PRPials. BHRIGEOIK TRHIGeD CHRECOPE PG PTBaN T Soetiigghnne
ﬁ%&ﬁ)clﬁ&%&@ Rteh Qvoz@hrféedydf@hld?ﬁfevﬁﬁﬁl&ib‘}&%rﬁcé@hﬁ)e £N16shetazoline

aut onori ¢ nérvous system (ANS) drug, a respiratory

hydrothldnday, (Sae.gast poil A4 EST ioh Mursp@ J0G1r Botg fdwugmola)
hornonal drug, a drug for fluid or electrol yte

[bedlanCEhe a ldaermtedbend lantl-dmfﬂgweanalahft atrlewsp bae salectedafiiom acyclovir,
wmunormdaatlon dru mc, otic or n

APTHOLCHEID I AEeliie dr i ear e maE b pagye B, Sh gy
?H&s?’u?% Ltgétrﬁ{e&olé’eédongi&é’\ﬁltﬂafb EReBfdycinl Bédtadichidsulfate,

ations, indications, dosing and admi ni stration
kapcmbﬂepmekemle@deth@r mﬁwomléwl@g@plCalNumsongL@O@tIate mupirocin,

g%fgl ggroghlgﬂgg ﬁ@y&%&gﬁ%t a0 Ué%s % 8 a gﬁﬁgﬁ%p&faglazme
?e@%aﬁ drmmﬂterwhlama,tet&@emne lﬂfcﬁt(ﬁkilildrﬁ}el,—hbéonaidle,,
Upper SaJaIe Ri ver, NJ, Pharntotherapy Handbook, Wells
talnaftate B at lensponst ssabigde op gedicwicada Ginde apieastopgiselected from
8{6‘%} $t¥ l1nH g%ﬁ%hﬁﬂl gxzclil %xgthl?%s Ir gfalé {nelg%s?)n% fjc)%iﬂal J(gl'ﬁcostermd
gt BeZﬂﬂ%t omd’lﬁallﬂcltd’dl falilﬂ bdaniettaisoneadhpropuinhienpdtamethssone valerate,
meglitinides, biguandes, alpha-glucosidase inhibitors,
protein tyrosine phosphastase-| B, glycogen synthase

ki nase 3, gl uconeogenesis |nh|B|tors pyruvat e

dehydr ogenase ki nase (PDH) |nh|b|tors l'i pol ysis

i nhibitors, fat

'
8,
9,

wnN o

6,
7

5
5 2
6, 3
Oat le

m..

6,
at



10

15

20

25

30

oxidation inhibitors, carnitine pal mtoyltransferase |
and/or Il inhibitors, beta-3 adrenoceptor agonists,

waoak7iomisand gl ucose cotransporter (SGT) i nhi bPCDUS2008046602

conmpounds that act on one or nore of at |east one of

aut oi ne suppression, immune requl ati

SO LPRPIBHE. i GRe SroRmeoPne ApprbaBBong derdinethbne
Jodifrh bROS lpﬁﬁterl?lglraséne diddedd e RRinefon a@&bhlde fluocinonide,
receptor/peptide/ MHC- 11 interaction, |nduction of T
fhehhdranardgy flutiesisend prapiohata habaiezde.i hydrdpoggbhg hydrocortisone

reduc n of tr across 0 brai n bar

SR by RSl okl BoraRRRRe Pl Sighdnal ikl

AR RIRRUcahAId (Jde2d oS YbOKI98eRL36iof NiplhE goopbrwgaHandbook)
met al | oprot ease i nhibitors, neuroprotection, reduction
(47190 & a?lea&ro(ﬁg‘%thﬁih &f mfn%raﬂnéﬁ{ bt 20 blodleclddfrom vitamun A,
anti-infective drug can be at |east one selected from
amain @ cesplex, caammobdamzm S0lg, acahtWétaxpmh&@swm leucovorin calcium,
antifungal s,, anti arl rcul.otics

Py AT BETe PYIOR G Ry B0E. AT HHaiEE Sbrochlonde
ﬁ%ﬁlﬂ'@ YREMDD, chobdaReHFIL] dﬂg&alcsféhfl ov\euihie &% analogue,
quorqu|noIones antivirals, nacrolide

doxercalanfeealt pamglcaﬂu Vﬁﬁ@melﬁ,l aissbu K analdgue hytanadiese, spAwm

R P55 R0, PREGESHSE: S LAt g

Abihddnk$ee Blemumn dmm S"ﬁe hﬂ laise otis cAlarch aanaﬁcauleast atte selscted from
The CNS drug can be at | east one selected from
HomaaFKgnfusions Apryuallias). amng aqedisigidn dexEsteln P gt
ARt éiéctr(ﬂﬁ SLENRS 43k 1rﬂ;[i§1bn§ With @E@%lg{e\( 1§6&49%se, amino
narcotic or op ana geS|cs sedat i ve- hypnoti cs,

aond infonons! faahet;sa,txc dnhirel epnes sad tsgfpsiang foa h)gllsngtamlwgﬁ@ress amino

antipsychotics ntr nervous stem stinu
S 1S R s @iy S St RekTadYEnE B hiP Beycendes
étee 9;15 ugqs7-ER&f ABsiAE D80 LB PRaRdbRGSt One sel ect ed
on1ch i nergi cs (parasynpathomni netics),
?63%]' C e REEAH 1hFentfH" ?s'% RS &?&d@&{m?@hﬂtm& and/or effective
energi c bl ockers at hol ytics), ske nmuscl e
arebunt afi b sompdsinen oophasmmmncajIcouipeslgoﬁ'hernpespg aaleant pne GLP-1

t t dr b { t | ect f

SeP PEPURE R 3 st P uRf aBfardfTurysr compnse an
SRlchilv & oM BSoran fhabll che FhitiReR ROMPoniRE Phdtéh @ ¥oMpogton ected from
G tract drug can be at | east one selected from

atrleast p@asTNEd@tagb@ﬁt €, g 2t net lmiedeteras TN ichergicpl@r protein

?nq X%C{ms?/ e"[élgﬁlnl qn glr%rg ng n;lle%rﬁlbpag& gbgﬂﬁ&n,ﬁﬁgcﬁuble TNF receptor

(e0s. nEFsah 706148 ) B fﬂagmaﬁt fteaﬁtpdbyrﬁpaéésahéledf br @asmall molecule
corticosterolds, androgens, ana '

hol d
ENFregieRaist: Sigodd¥k PHEIEGEAGHH qr&gﬂ'él’ R R D gepelmonmab,
i Frab ntérgc,ae? @HB-591 UEBPX0, 4B hBintb NEAFBRR Sand the like), an

t hyroi d hor noné antagoni sts, pituitary hornones and
parbdvnyatei(dgl, mlmhmtraxgts a’urencﬂ“nugurﬁ)dnoglumsd, amathioprine, etanercept,

el ect can, be at e sel ect f.ro
R ARE R e R SR
Aabdd fd18st, AArdukad hdt-&eford hMBmRRAGHY Areg (19 AIDIYak akhlgesic, an
be at |east one sel ected from hematini cs,
anesthebaguicdaitys, a bicabanestbetis ameymuseelar bloglssoanantignicrobial
The a tlneo icS

§eeg ,ee{:rrﬁlzlag]fyp%s SRR )2/111 %[ gtl ?le anti Qra?x‘?cazgn %n‘%@ ral t91Q:"c3irbapf:nem

Sdphhidk§YrinG adnikérge@plonstd ﬁﬁcroﬁﬂﬁ Iaﬁﬁﬁmhlﬁﬁl d ﬁﬂfohhlaideah tedracycline,
hor none bal ance and m scel | aneous anti neopl astics The

i mrunonodul ati on drug can be & | east one sel ected

from i mmunosuppressants, vaccines, toxoids,

antitoxins, antivenins, inmune seruns and bi ol ogi cal
response nodifiers The ophthalmc, otic, and nasa

drugs can be at | east one selected from ophthal mc
anti-infectives, ophthalmc antiinflanmatories,

n1ot|cs nydrlatlcs opht hal m ¢ vasoconstrictors and

,_.,
jab)
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ophthal mcs, otics, nasal drugs. The topical drug can
be at | east one selected fromlocal anti-infectives,

W@ cabioeisdes, pediculicides and topical corti coBCEUSI005046602

The nutritional drug can be at | east one selected from
vitam ns, n1nera|s and cal orics See, nt ent

NS RGO S PG, PP G RGS T TR SRy dabetes
fyikﬁecﬁg%gt g | fiRel, A PSR letﬁ?tjmcpfgénp% Vatahi HalCNA related

sel ect rom at’ovaquone, oroqui ne hydrochl ori de,
hérinmmegan antrdpindeplhan antitnesivepai atreoledic, meammmmaazlgm;lve an

SHICOREHIHG 30 STV TCORBR e Fa i T e OB SLF LG e G
FRRSIEAY QlsErgrANE M f(th@s;pqt,e@kﬁﬁsi ahhindR@Nsage) & iveundilobulin,

| east” one antlfunga can be at |east one selected from
ampmmamsuppmsssve @repHosdrimit CEl@t’m@Fl@Q,t@PWUIBQh)f @giewth hormone,

f 85@% F&n%)hot ghlléu%loira]%eBstHg %yetc oﬁtlgﬁ len%{iul 9?%1%?8{15& 4 c?cloplegm

A SIkORbIAL ag@ip RGntimétdbolite] A atiotit aistiBitor, 4 Fadeshagdaeatical, an
ket oconazo% nystatin and terbinafine hydrochl oride

PHulcpresfaah SNUBRBICARERtN# AHIPAYCHOHE, Beaniiolytic hyBRRIIC, 2
I
.
a® foharuisteoidydicakdtiond thaibior, Iaﬂaqhylmentphxesqn b@nelyn, an epinephrine
pyri met ham ne and Fp}érgl nmet ham ne with sul {gadoxi ne Thz\I
Y on-

at analogs flomare alpha FUReHIMSGt 2 ©YIBFNGAT # FERFEE ARIAEANS
aft Rk fhazig
apsg%i R TS o‘lt'ﬁhyg‘ésggzﬁlggfubgg |ng§}rl1?lgézaftbo§@rdm 1toll-23

Byitaité dasapebarre pflfeflbmpwn n thefaenlrp‘.‘pqq, e.pt Mfrdister le edpd
Bl SR LB 2R AP Ble SR AIHFRTLCE 000

PR il b Ebpdkilal Bhr@scon PRRNE  Fhathdcopbda 2600, Q}Hhi)mﬁdlﬂon Tarascon
sulfate and tobramycin sul fate The at | east one

Bublishing, Lamednndse CA (2088 eadhrpf vaueheefergnges gpp entirely incorporated

F&géﬁglkhgéclavulanate pot assi um anoxicillin
pny arrp|C|Ihn arrp|C|II|nsod|um anpicillin

P acfieRicnRERafim 4 AR i CEHRNEE Rt M apvaryaseebound

S8.4bretBlatb@bEEd-hd hins@stedl Wthx R@stl dnk ranﬁmmywﬂpomﬂpmd dfithe
G benzathine, penicillin Gaﬁm assium penicillin

presentitventipe ke tx i famoBeenalnaciyeseler e kil tb%?%@@ ogip cell or

r
SLE, 5 i g B RSAAEH LRl T REORASHAR, but e o
aitrﬁxed itojpuefiad ot fecaindinaot @SB8I arnoxih éragmehtecamprmmg at least one

Rl e APRURGH (OXB{Er BT TR Ay B An By dphihena

'f'cg&‘nq AV ehomG6t 18 PhI B4V aP b r TS err €31 98 includes both endotoxins
cef met azol e sodi um cefonicid sodium cefoperazone
sodlexntpxioepotiasadrity anydiatirall cedcotratgamughing erfegagnbinant bacteria or

f di f f
ggrf‘-%)é“?} | r}h@gy :g%l}n% aﬁgpgtﬁol%glecgf (fd%gglx oL lhglaxgiﬁ‘s Enrdo&hér 'mammals,

eRfddih 2R BEshDEK wiiith 681 8 lKinndRathX eSuch ,toyﬁﬁs‘ mayamnme but are not
sodi um cephal exi n hydrochl ori de, cepha

hoHisH yeleatesotor@phie £dicold | heatd@tal?aqnﬁ‘é?tome(l%e heétasétiblé gaterotoxin

fs
HEEE S PG AP B PRler R nS B AP MRk SiRbme toran-1
@DSYTA I Suipthyhycot@l entdmxyay @l (SEA)NB GjSEBhlooU GEC), Streptococcal
doxycychne nonohydrate m nocycline h drochlq{ ¢
F%‘Ff(’&@%?f anekthe Jike oShehdhactrgappdudg, b P%%%P%‘H'éﬂe to, Strains of a
sul fonam de can be at | east one selected from
co-t pnoxazol e, sul fadi azi ne, syl fanethoxazol e,
sul fi soxazol e, sul fisoxazole acetyl The at | east one
fl uoroqui nol one can be at | east one selected from
al atrof | oxaci n nesyl ate, ciprofl oxacin, enoxacin,
| evofl oxaci n, |onefl oxacin hydrochloride, nalidixic
acid, norfloxacin, ofloxacin, sparfloxacin,
trovafl oxacin nmesylate The at |east one
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fl uor oqui nol one can be at | east one selected from
al atrof | oxaci n nesyl ate, ciprofl oxacin, enoxacin,

wo ecchblaszaci n, | onefl oxaci n hydrochl ori de, nal PC/XED05/046602

acid, norfloxacin, ofloxacin, sparfloxacin,
trovafloxaC|n nesylate The at | east one antiviral can
sneces of entetotayngeniel el B TEC) enagrabenerrhagg Fagad (e.g , strains of

ﬁ%?@%é% L ﬁ%g Sk g@ogrg&ﬁlge#&?esq g J.Egg[olcg(t%“s aureus,

SaPRy19E) cORs pydlgandsy,Shigellh 3pEviasl (08, rShlgfeunuymwmesmgdm flexnert,
foscarnet sodium ganciclovir, indinavir su

Slageharbiyde, and:Shgelln seane-Foinenaie speraes Qergavﬁa!monella typht,

[ td
SHRY B0 AP PO COMRBA s .l
paﬁumgkayl@lostszdmm d@’t‘vtlle Gfaﬂyzklaﬁrebotshrwnm)d Chmphlobacter species (e g,

| | h d
rmabinandter T duembahaciss & e R s i e  Helobacter
fmrl?t e%m«l)rﬁﬁ%beé?&e(et%ﬁ|A:‘e93ﬁ9mfsr39m15ZAJrBﬁzQﬁ&’sCh)Wrophlla

ronyci n, diri cin eryt ronycin base
Aerprmunanyoiee)cBleobaiorgs émgptlhrdmy)fnrnneemr@ubtwm dbleros species

G| DU EhleweckrioRRantionaht t o R ey P BRI el pinonas

b@@gtno%%nﬁgb fzbeﬁcci r S¢B, 83t, I580A M, INGERN AL MEDICINE, 3rd ed , pp
| or anpheni co sodi um suci nate, clindanmycin

ihylér btk dirpue and CondRarsiess HL98H). Fivens & ahyersodtctsialiafections of
FpBAS BB RIS onablo RBE RS- S3d, #Rédhl RredRSl 883k o
Nietvr ‘ﬂéxw(wu 19] Manddll el Y inalpes amdlmamms bf hifelaldue Piseases, 3d Ed,
BBt e S BB AP ) wanaa, 1
DLSh WereRAa S Skalﬁaagbmk 19o1; Jxﬁé&,d dhe, BMsMRtoRA8gy
Inotr'opic can be at ast ‘one 'sel ected from anri noné
Immiadlegy,di6gi 184 (19 1), Momack ecal aSmentiac248 7Q5e%llslt (189@) the
antiarr hhg]C can be at | east,hone Fqg {9

ST Phyhie s P e Mrarenrs Ptie Hefih BY ret@bs ot o

bretyliumtosylate, diltiazem hydrochl ori de,

(d7QlopyPLfrilagonist %rdﬁweé}hoelé OH$RTE Wgtpgm%lswagpnt compositions of
P%g%@é%ﬁ Abésfon cfah ?ﬁ@ﬁe‘i‘ 'cgﬁpﬁ&e&t%a%t oﬁMdn&'sGﬁatﬁé’ HB1B4r9, such as,

cal ne hydrochloride, nexiletine hydrochl oride,
ot hnnedh«y othkucm, bmlddle stabnﬂnenyb@ﬁfws q@hsdgppphwcmhrpm

B G D A Gy RN SN008 L RIS bt referred
S DiHinne eﬁérﬁ?l@@ @f @nd ﬂ‘léﬂfdidﬁi bNerepath cﬁ@tebll@s!balﬁtﬁ)ns are well
qui ni di ne sul

ate, sotaloal,tocal ni %ydrochlorlde
teowp amibe aﬁyw—b@mtmt Neuter e Gannpeabe . GABINHY ‘aRlerimgceuncal
‘é%@m[% i écﬁﬁ ?ﬂll@%ﬁ]g %é) @%10%?18%2 h g%(g 'eﬂﬁlrmaceutlcally
_dd:deptaalb_&jmﬁatsl Ezﬁﬂbﬂ m‘.ltldﬁy s¢lsasdthai ake sditatil¢ farttky mode of

bi d i t Y
ORI Oh BRI R giop s BT GTLFE LPRRTeC SBmsHBI
g%{ﬂp%}ml%' Wai kﬂcﬁmﬁﬁﬂb bt of 8¢ é’&ém;éd fydpochl ori de The

east one anti h pertenSIVe can be at | east one
I
QLG e SR DRy TSP
ehaiedud hremod hagtet o paesind) pepples) anhind uerds dtpeads and carbohydrates

candesartan cilexetil, |, carteol
f e

R/ 8lF SHEAFo MCHnE mPYRYFS nirgi tla- ap ﬂ%l%%Sﬁ%Chandes
g&qva‘?ﬁ% & alijsesucﬁi 'a?élgﬁbﬂealdgdl& héi8g %@i‘eﬂﬁgd ﬁ?é'é}soz{ddC{ﬁe like, and
oxazosi n sy ate, enal applat, enal appl mal eate,
eprosartan nesyl at e, felodlplqg f enol dopam nesyl at e,
f osi noppl sodi um guanabenz acetate, guanadre
sul fate, guanfaci ne hydrochl oride, hydral azine
hydr ochl ori de, |rbesartan, isradipine, |abetalol
hydr chl opde, Iisinoppl, |osartan potassium
nmet hyl dopa, net hyl dopate hydrochl oride, netoprolo
succinate, nmetoprolol tartrate, m noxidil



noexi ppl hydrochl ori de, nadol ol, nicardipine
hydr ochl ori de, nifedipine, nisoldipine, nitroprusside

wa oai7omis3penbut ol ol sul fate, pepndopril erbum PET/US2005/046602
phent ol am ne nesyl ate, pindolol, prazosin
hydrochl ori de, propranol ol hydrochl oride, qui nappl
Polgsaoctidraes desugappolpmess),tvelhith s&1 bepresene mgkwr fin combination,
hydrochl ori de, tinplol maleate, trandol app
%n&rasa%ﬁon@/@rlaﬁambvnaﬁya A by avergis oavohuaﬂ&s {EXgAyplary protein

@)R:'i 1!:111t9 ﬁﬂlﬁle% &lb@ltnn{ §R%%s Alfar @érﬁg'lt a%jurﬁlrnc{ﬁSA), recombinant
rvastatin calcium cepvastatin sodi um
hlkmhreaibymmdrHA) geddtes taspol, amy tedkh] Reprtsentiterainiibo atd/GLP-1

m croni zed fl uvast n sodi um genfi brozi
§g5«9§§ Paflﬁ"ﬁet)ﬁfﬂdaar ﬁpe%f?%d/%mlafe PHYAEET ERAPUEAE alfighican also
fifeudt il LFFer@BRapAHS Sk RAE Qléﬁm@\/gl%lﬂg eﬁ@ﬁhr}%ebélﬁme Qfstidine,
one sel ected from abci xi mab, al prostadil: arbutam ne
giypthmoc héidr aspemccacido systeand, lyssien piudogr sblebiigel Vfahne ;methionine,

anol |f| m do drochl ori de
DY AT petuERe dﬂﬁ? o PSR s st
rochl ori de (See 215- 336 of NurS|n 2001
[b?’?j #&ﬁ%@gr@tﬁ e’qu}ts Sopiabl fof sr the AVERRTIAE NS for example,
10 ﬁi@ﬁ&&@&iaﬁdé’{ suefRtal BYE®L, TnfiRSe lgﬁlaé‘fosé s@'ifnfa%h&%t, §Sbose, and
from acet am nophen, aspl rin, ol I ne ‘magnesi um
thp dikk | @wcahaaqdew siitluag ballose Fagees tehalege, pciydbame, andghatike,

| eas non ero anti-jnfla tor can b
e SOGL RS Al alorb o BAITRe R s s Bl Maftfes, and the
niad, 288 hMitblsddueh Qb ﬁ{hﬁﬁlt&oﬂylitm rrﬁﬂltﬁdp ha%ﬁtolf)@mmfs@ﬂﬁﬂa)l (glucitol),
caIC|un1 f1 ur bi pr of en, gro en, | ndonet haci n,

nyeaauiH aed Fhesld"él l?ﬁ@fﬁﬁﬁ?}/@ﬁff ohydraie expPISRISHOT Use il Fhsipresent
15 MQH%%'L?MmJla@éHE%SQ rQﬁﬂ{gé‘e naproxen sodi um

oxaprozi nh, piroxicam rofecoxl sul i ndac The at | east

d b
oottt fﬂ%%@éﬁ FRBBPRY SRR i Bop ek o irener a pH
mgwtm hkert] G@icaliyitihé BOFAQS a kA prephied fmd@i &anic acid or base

osp ate codei ne sulfate, fentanyl citrate, fentanyl
?I%Iﬁ%?ﬂealuﬁﬁPugﬁff§t"eiwdef@ﬁiﬂaﬁ?¢ldt5ﬂé§rm%lﬁﬁ apsalts of citric acid, ascorbic
Y
e
20 aond,misheomethhaiie, hydosghhornde, blaphdspliaae bunfferb upteifereed buffers for use
hy grochlor|de codone hydrochl ori de, oxycodone
‘;S‘é ¢ Pryagn COIG}R?%?%WS‘?@@HV&@&%E‘ P PRl aS SRSz oci ne
droch| ori de, Senta200|ne hydr och| ori de and nal oxone

h r oc¥idgrangly. the GLE2 bagaiest |0 Saeabodyr 5 3BsS)HerbpRetion or varant
EHRRODF 8 1 RAABR PN PR Roipl B RN heh as

rochl ori de, entan
ﬂsr;l;dvmylbbznohdtme? Ife:oﬂs €| pmgﬂnenm sugne)l dextiagesh(y gn eyclodexdnns, such as
be at | east ﬁne sel ected fromchl oral hydrate,

By PBYRIRPY ayval%%érm Dy eiRKicRs Blyeols JEOHRE AR antmicrobial
zis?g":écobar e?étng llJ&rf'h{HSt gﬁa%?%%a#?ht% ?&Jlug?g[?‘léﬂrgn% %ap(ﬂg Forbates such as
W BEENR’ ’taadt“ﬂ“éNEEN’ﬂ@é) aprds€agt, pposphahpids, davywhsda)l steands (e g,
gg)at I asé qu sel ect ed f&gfgggetazolan1de sodi um
qeclaungdeenis{&:& zepat e di pot assi um
di azepam dival proex sodi um ethosuxi nde, foag) nyt oi n
[E&di u%heﬁaa@gﬁgﬁttmﬁal WWW@WM ﬁé%‘P’l?rﬁﬁS% litives suitable

20 LD R B L A S o P Ao the imvention are
lpmlv\m idoineart,tel gasisreel 1hyBeowigtar iThe Sctempe Salfrattece of Pharmacy”,
val proate sodium valproic acid The at | east one
anti depressant can be at | east one selected from
anmi t pptyl i ne hydrochl opde, an?tpptyline panpate,
anoxapi ne, bupropi on hydrochl oride, cital opram
hydr obr om de, cl om pram ne hydrochl ori de, desipram ne
hydrochl ori de, doxepi n hydrochl oride, fluoxetine
hydrochl ori de, im pram ne
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hydrochl ori de, im pram ne panoate, mrtazapine,
nef azodone hydrochl oride, nortriptyline hydrochl oride,

w@anoxnaissane hydrochl ori de, phenel zi ne sul f at e, PCT/US2005/046602

sertraline hydrochloride, tranylcyprom ne sulfate,

|5 GG i, 3P0 B e PRl DsERERferlly, 52

&€ vedRal EdoabimadsPMRABaRIYINIUST) | e €isbveiies Bt WhicHare entirely
chlordlazepOX|de chl or di azepoxi de hydrochl ori de,

@m@mazeéqﬁeheéma ibyaefsnce nPrefirred parmer @m@mlwt materials are
Eéf%ghglcd té)sr % - saﬁéﬁgflgéx%yaé)flnrllzdl%nﬁgﬂggﬁfffljg?( O)é}ﬁzahg%r polymeric
ﬂgﬂﬁrobanate n1dazo|an1hydroch|or|de oxazepan1The at

| east one antipsychotic drug can be at |east one

[$7d]€C tFRfmiul Sorsh | A vt BB ahdFeREdH ROl s fdtlstbRMoftfulations,
fl ughenam ne decanoate, fluephenazine enant hate,

whighieem preferably e uddy Biabils, bufiter wibsalone oml@p@p@& as well as
can ate erl I c

?@ %drr}/egpso l.ﬁlé))l(lg g:ﬁ)&n feonglu Caglloﬁsa %én%ﬁg&§ ppdeservatlve as well as multi-
S;Xés’ét'\%d fﬁﬂhum{@kﬂﬂeuiﬁa&é ¢ fphemateundl anzagimey use, comprising at

ﬁerphena2|ne pi nozi de, grochlorpera2|ne guet | api ne
avhora GLP- | pEQMStiol SHEICUPRFYOR Sﬂﬁ%ﬁ%PW&P@é MRGADE dfed

dr,
PR ERR, b R NC TRTERL finatyons contan gt Jegst one
hmwmopxssayat\emrspumdllamtlecmd floen e grcaq:sctonsnsen§ef &d¢asdone
fro nphet. am ne sul f at aff ei n1ne
n]aPéCfea%‘xaﬁF%%Prf ﬂfd?SBgr‘ng’F?cd%”Tﬁ’&{‘?gﬁlﬂﬁ’gggﬁF mercuric
ﬁlYI‘ﬁE %ﬁh@iﬁe@?&noﬂ%rﬁ%ﬁd@ﬂ?@é daiootisHoP GRARES R chlonde (e g o

nmodafi ni | ,” penol’i ne, phénterm ne hydrochl oride The at
hexabydraten aélmlpqmdrdm (n@dml athyd apropy, butyl @aighe bke), benzalkonium

om amant adi ne,; hvdr oc nztro i ne
ﬁgg@],(f ag%ﬂle Oﬁlél]éla 8 OHy dr lﬁﬁ‘l @e%agr oa%et% a 8[‘ mixtures
DERBP G drPiquesus®Akhat Any ﬁﬁtﬁb]ed:@ﬁ@enk@ﬁ@dﬁpmxture can be used as
ent acapone, | evodopa %er gol i de mesyl ate, pram pexole
knawnd e P pweh 2y 6991115 % I0B Ry, EANER AT ¥lveidicrean|sueh pS, Rt not

t | Y,

VARSI 801 oz, GoBTRPAR, 01 OO ROEM (1 009.0 4,07, 0405
@lé[@@ms&s(ygtle(m dr,ug2,dah 1k 1, 1l1eedst 18ne 9s2DeZ i g212f2.8/4 4, 2.5,

530%2%&9 b ket i Ak 8- P17t A¥rSAP bR et 3,46,4 7,48,

4 ot 1p WKy Landt Br vA1aE eRt aRoAYRNARH QSIS mBl'uﬁ@triortﬁ‘eservatlve
pol acril ex, Ricotine transdermal system propo

@ il 24 mi- ptteacvi (bendiabe, 0 Bt 0 Qi ﬁ%)r@/@fﬂehﬁir@r}' @lGOhol (e g, 0.5,

u t Ak &l FEET
@dfgyﬁ i d%% E§I7 th tlﬁ%gél eros’al eg 8@5\39 QL) 001-2 0%
Phéns] @y 39@-4— 031549 28208b0ok1 D7), 1036005Th e%aetlkylpaaberme(e g
chol i ne

r natho (thcan be | ea
@ﬁ@%p@%@%&@%ﬁwﬁtmg X7 PRS- ERY, G20 BBRGMP LD 09.0 1,
681451 5.0 269 A e, plipTde, neost | g ne

1su at’e, sdstigm ne salicylate,

[g??’]l do ¢ Iogreq,ﬂ; brtgglm%ent]- eprl%gldeegns 5.[11%{(1: Many qac{ure comprising

an E55t oA sel
ﬁdck@g}hgl ma&ulaﬁ ahceat 1ekse yid 0l mﬂnsdfgomﬁlmm:ﬁef at least one GLP-1
gl ycopyrrol at e, hyosc am ne, hyoscyam ne sulfate
RHOB{$4 AT Maethodi o5 ipereicdsRasien ahvanant wib i aFicAibed buffers and/or
grlége)f'l/ fv%gn fional 18%'113& I?l}{lg 9%&%a@&cﬁ£%lh§ﬂﬁ{ena]

ne adrenergics synp |cs can at Teast one
cahEceed ldbebﬂmdmﬂw’aamhm s&qhd;bhnimh@an te heldapyam penod of 1, 2, 3, 4,
hydr ochl ori de, netaram nol bitartrate, norepi nephrine
bitartrate, phenyl ephrine hydsochl opde, pseudoephednne
hydrochl ori de, pseudoephedpne sulfate The at | east one
adrenergi c bl ocker (synpatholytic) can be at |east one
sel ected from di hydr oergot am ne nesyl ate, ergotam ne
tartrate, nethysergide
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mal eat e, propranol ol hydrochloride. The at |east one
skel etal nuscle rel axant can be at | east one sel ected

wo canmioloasd of en, capsoprodol, chl orzoxazone, PCT/US2005/046602

cycl obenzappne hydrochl ori de, dantrol ene sodi um
met hocar banol , tizani di ne hydrochl oride The at | east

Birfe InBUN8mE 2 30, 36) H&148s 54,6866 2ahourseyareatre The invention
%gtlg%ct ed fsrag )r(nagxlncﬁc it nh %Wa% r¥| c%&n%rls 2 J%]Efé%%g% l!Ilg{éhal a first vial

4 cupum Cht

&ﬁﬁ‘[ﬁi—t’irﬂgmybﬁﬁhm ﬂ@easp@r&ﬂGUPQMgumsbbﬂmmlboﬂﬁ RaspEcHItdypdrtion or
brom de, rocuronium brom de, succinylcholine chloride,

Yars6k @nd A iserond A CPEIBIIS S @D REWROU RN RO Brepesgied buffgr or
4
PR AP B R0R2 R EOAAEK el 98Bt Fboven
forreconstitargathe at reasmane G- eagmlstmtmpmnhmwe@ﬁédnpmmn or

chl or phenl ramn rrast f rate,
Wﬁﬂbﬁé £ AdHeAuS E@ MO&P.%SQ utepyg ﬁﬁ@ﬁ?ﬁﬁﬁﬁé@r a period of
VSRR Bbhid®r ofaieef €nadi ne hydrochl oride, |oratadine,
pro t hazi ne ﬂydr ochl ori de, pr onet hazi ne t heocl at e,

rol y

Ao R0 R -Riabifin of AR 7 spBifed poryon or vanan

ﬁﬁebuﬂi g¢ookdanad tuth eleopresankt fmmOMnmmwdldcedl by ratonﬂpmanm means,
su| fate, ephedpne su fate epi ne%?a:rl ne, epi nsg ﬁ? b
muémgrfg&r% magRPHEBHell 08 URYIFEBICHATRATRHONS; 951CAR P pRittigd from other

\ A sour&RP4 s%@t%r?d'éﬁlherélﬁ BPiALRMANAlthdyglr ochl or i de,

o rotereno ate, |eval buterol hydrochloride,

ap | fied
% R e R R
pdnﬁom biyVdrianeinTihe peddukte@fahe presene xpeation ahslevamounts yielding upon
antitussives can Se at | east one selected fr

@éﬂ%&ﬁﬁ’t‘)&t 4 In £ 3HARCSEIRBY HRAEB AT Aaqpt f 4 kg/mi to about
%"Eﬂt ARoRBR LW AR e BIgREF &%%ent?ﬂd%h? %@Eﬁmeﬁﬁld are dependent

hydrochl ori de; gual f enesi n, hydr onor phone

bry theonthndadi dtbvayerehicld, eas tsobwien forsuedtions sl differ from transdermal

R i T

[g%;]n a éeftg{ an’u vy on;:(glgﬂtdéﬁlg}ﬁf %ﬁalﬁ fufrtl oglgqr}&ég g pHarmaceutlcally

5&09{)%@1@%9&%@{19@' PRatRd prRRhabiVEAREIuaO tHokdTiel S1eEPE6AThe group
sodi um pahvi zumab, trianci nol one acetoni de,

earfsistihg kbghenok int-eresolnp- ctSek o-aesgl, chipoge®, éunzyjfalcohol,

A} ol U, R BB 3t g B uhl Belapt S5 cRtice,

BétRethohRbt @flodide) BddhimdeAydro st atd umérbskl] dufiixtures thereof The
hydr oxi de, cal ci um car bonate, nagal drate, nagnesi um

$RAGPHIILGR O n&gwaévmwsssé il ghe ol ﬁecon%léra%rawfﬁfwnt to

g REOAAARJNR Hecl. ARh BRGAALAGR Y e8I Bn e preservative
stone so ihzers can be at [east one selecte

§elemedomdcare sehdry dgramoned py ge, skdled amissodi ol The at

| east one antidiarrheal can be at |east one sel ected

[isgm @thélm;tlc@lérﬁ}s el Ssmtinﬁtn@ldg&ﬂﬂsJ lﬁbffeasl anti®adant) preservative

pol ycar bophi I, tz!\(maﬁhenox yl ate drochl ori de or atropine

enhiapears can §pepueRay ang equ%rabwéd%@ttaf diluggbi (ypisotonicity agent,

B0 E2en Bt bl B bORIRARAL AR huPRS ApmsEAcAINe
widrated buffed 1y peafdraplyi dddecb@spravﬂe saproacdpHeastralr d'he formulations

sagrada aromatic fl uidextr casc sagra

P e Faeran g iR, S1oh s At e DELE (o a3 dgeaproforred
sodium glycerin, lactul ose, nagnesiumcitrate,
magnesi um hydr oxi de, magnesi u

sul fate, net hyl cel | ul ose, mneral oil, polyethylene

gl ycol or electrolyte solution, psyllium senna,

sodi um phosphates. The at | east one antienetic can be

at | east one selected from chl or promazi ne

hydrochl ori de, di mnenhydpnat e, dol asetron nesyl ate,

dr onabi nol

F—
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grani setron hydrochl ori de, neclizine hydrochloride,
nmet ocl opr oam de hydrochl ori de, ondansetron

whyaroesBor i de, perphenazi ne, prochl orperazi nepCT/US2005/046602

prochl or perazi ne edi syl ate, prochl orperazi ne nal eat e,

promet hazi ne hydrochl ori de, scopol am ne,
ranies fingtpbewAitha torahanspH 9, @pdremqsberﬁmdenge of about 6 0 to about
glpd ;i’geglfh |an ntgg gc;g %l:}q ogL gr e p g%g%tﬁﬁ%én%oﬁ %ave ]%i%gfwerén kglgout 68

Wbt .er Pﬁéferrécﬁbiﬁfdrdlrﬁﬁ;ddpﬁﬁﬁﬁﬂfc&ﬂﬁfe& n[ﬁsﬁ@féfdi’ﬂﬂy) bodium
ni zati di ne, oneprazole, rabeprozole sodium rantidine

phospbate narttquiarky Phoaphals brtfracdhsaling €PBOY i de, sucral fate
See, e g., pp. 643-95 of Nursing 2001 Drug Handbook )
[ atOtherasidityis syl pcophasmereiticaliyhadseptable|selubtlizersdike Tween

ted t hasone t ha e,acet
S RsRa R LED R R B R B R ACRAGRRET B a0
soresaANAbRopalifitite s %eﬁsettﬁﬂﬁoxﬂm&wﬁei(mss@ﬂﬁtan monooleate),
dexanet hasone acetate, dexanethasone sodi um phosphat e,

PlugpivnoEoY (nwetazz@papelyowmdw blegropolymers), and PEG

[ t
e D kb o B B A 0. i
paloxdmeati8sd oﬁ&B&)PlWoﬁd:@pdﬂSﬂS?othﬁﬁithd ¢u-pelpimesy, @mEchelators such as
acet ate, nethyl predni sol one sodi um succi nat e,

Ebd é\rﬁnsicﬁ%% cap pRupHalyIbs sddekierthe formylasigns ergasRosItions to reduce
{
AL T RAR Ao B S BARLANG SR KA o PO S R ner s
nhedtt@hﬁhmm’fdsr&haforhmﬁmbn offae predémgef phirnacalialallg acceptable
steroi ds can be at | east. opne selected from danazo
f@&%h‘@é‘tgéfeé ke PTHB?WM ‘érs‘SB BIUFB AR ABHEFAS ol one

decanoate nandr ol gne phengroplonate t est ost er one,

(1%t odibe fonmaulatyns of Hierescabnysntinsia be ieaares by a process which
r.opi
CHTRE! GORE pPRAR RPEE L b St R ARG AN EA B poron or
wiraheasla pesersal vectledtet fiom thetgepfp e@dswestg ofydraol, m-cresol, p-
est radi ol gﬁtradi
n

GR1 B SRRy B Lol ek yipatebssy (Rt ihghpropyl, butyl

artthe ko biphRbAfus cRShdL g@ﬁh%tl{dﬁﬁﬂh b'l‘il@h@éj )sodium dehydroacetate
estropi pate, ethinyl estradiol, hinyl estradi ol “and

%nelstbgeesos*aé pr me)tthlreﬁwer@sfum arda@teoaﬁdﬂ@tnhym:le the at least one GLP-1
% ga Ihet c% 1ed|apdo|at(1)élnc<2rtn vdatrlgg n?leﬂ)srg{(;(f\l/agv? t} hin % ueous
@nnt S\cmﬁﬂgﬁsﬁsﬁﬁé corﬁiehudmaﬂ dssdli@sh &ld @nEng procedures To prepare
nor et hi ndrone, ethinyl estradi ol and norethlndrone
Eaeetahteéonetlﬁtl@fy foreeainpln, 8Imeapired amgrakaf ghleast aae (LR |l agonist or
fthét !d?1 8 %ﬂ:@lfﬂi‘& el &! varlﬁﬁlgh;ﬁ\ﬁkfel%ﬁt% gl'OR llS @Hﬁ‘?bmed with the
nor et hi ndr one an acetate an errous unara

deswredhpregarsitrivel 1n arbadiiecedysohogeash quoneeaadfiaicnt, tormsxtldaﬁmlprotem

%ﬂ; norethlnq% H %rethlndrone norethuq%rone

BTN B AGES FF I, OPGGEN NSO NEATIAHENS P! thisfrpeess, ould be
1SEOBRZ QAN BRI ofdBRar) k@ilin IR2&t PA&XARPRE IR Drder the components
fronganirelix acetate, gonadoreline acetate, histrehn

are ed@qdewhntenmddamrm; addrinees are Wsedsthe mepesattiedindipdt atovlneh the

ucagon can be. at e sel cted fr ar bose
Wgﬁg?%gm@é@d &fe ﬂE%ctS&se atgrlﬂfl)b ]&térmzat‘? ggcrggebﬁencentfatlon and
ek wpdemimsisbh ised net f orm n hydrochl oride, mglitol,
pi oglitazone hydrochl oride, repaglinde, rosiglitazone
(18] eatrge ctaﬁrﬁ&hfcfi‘ﬁﬂl’h@loﬁb@an%e Oﬂr@ﬁ%&d RIarehi¥ 2O L RaPQIEIRIS or as
can be at |east one selected from/l evot hyroxine
dutivals conprisyngeniialeofd petinurmed|at sagsone GIyR-biagontteor smimetibody or
| east one thyroid hornmone antggoni st can be at | east
one sel ected from net hi mazol e, potassi um i odi de,
pot assi um i odi de (saturated solution),
propyl thiouracil, radioactive iodine (sodiumiodide
11), strong iodine solution The at | east one pituitary
hor nrone can be at | east one selected from
cortlcotropln cosyntropln desnnpressin acet at e,
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corticotropin, somatrem somatropin, vasopressin The
at | east one parathyroid-like drug can be at |east one

waedogotaas f rom cal ci fedi ol, cal citoni n (human)PCT/US2005/046602

calcitonin (sal non), calcitpol, dlhydrotachystero

eti nat e dlsom
S e 1o e R Ty S P05 P B vt
ﬂ‘e&brr%tiv% aRd/or @ﬁ:lﬁi%ntls SaeferfHe a pROPHARGuffePIMd/or saline and a chosen
acet azol am de, acetazol am de sodium amni | opde
Mtdrrmq@pwehlubme&lﬁm d singlersobitonanal @5 dual vaal eyt e
r%g(gxl} gﬂg oxeltcha o|5 gegulsg e%%itﬁjé% %}3{%9 a%gs’rtllﬁﬁc%e fPr a smgle or r%ur%téple
SRIds ‘pht@&it &Bﬁmehﬂﬁlﬁﬁﬁhd&n [Brbvlaﬂ'faeﬁ@’é eonwehesmt frb&meht regimen
| east one electrolyte or replacenment solution can be
then cesentlyayalapde ect ed from cal ci um acetate, cal ci um
carbonate, calciumchloride, calciumcitrate, calcium
[(8¥3bi a'rhatpeesemlajmmagmﬂﬁeﬁtrmr@facéab ereursel frradanstration over a

ARSI R Bl EE o RO RARSBRBl kol SR Ry

a@lxﬁerdaﬁudléwxﬁmlﬁmrarofm lslghiﬁ)canthﬁklﬁﬁh@’s(t@ the@gBﬁSFwﬂnulatlons
chl ori de, magnesi um sul fate, potassium aceta

@fdbagyﬁawrm@awp@@néiy@e %&1&§@F"tﬂﬁté‘?ﬂ%€r@‘é}é¢5 06 éﬁoasahqy‘ﬁ? to about

ng?rég n tﬁle Bgﬁ{ﬁnéalwg @% 8%1 %’r({;}gll%gfgiz ?)lt%%(gﬁg) s, of tlme

Bs Qﬂllbﬁ/h’ﬂ’g Zﬁck@@d’llabﬁ 18dict@@hatQhe scﬂﬁduﬁﬁéeﬁhd)efﬂemml usaﬂ over a
bi carbonate, sodium/l actate, tronetham ne

PARORGR 5653 161 2Audbs 220046 By OFeab Ol PfeSFlivGé]dﬂ% 1s used,
eh 182 LariiR8lu1e ot A% R JF'1- 1 LRSS BheSRICEEShd a half,

errous Punar rrous gl uconat €, ferrous
auW&ahe)wmerrous sulfate (dried), iron dextran, iron
sorbitol, polysacchapde-iron conplex, sodiumferric
[086]C oMk o0 6fxat IcHEroRt GLRPdHgonReoafima hady basgectizd portion
be at |east one selected from ardeparin sodi um
Fayariapiinithe WYERUAR C20 &R RERREIIP SRIOGFSS et GQ’QBEFqsﬁnlxmg at least

GREGLEN BERRE orinfififHolior HRRAIoRATH St Vanant in an aqueous diluent.
Mexiag 1 @asdd anessglcenteadohal ghssalubomiand 5% 1ng phaseilure2 5% prepare
antl hilic fact anti-i nhi bitar coaqul
SO ETRR S, Fiter B R, ity o E8R s &l 1 aggrst or
lfnﬁﬁ&t%od%? LR, poPh ASHB dpfalt @i atér G WukfePs cbhdiid 1n quantities

| east ohe t onbolytlc enzyme can be at | east one
sdéfieentdd pfovedn BE pegieiaged ophorallyaprasesvatve og ppfiereat the desired

ec i nan tr i ) i
SSREABRIRE b S LR PSS KL RSB EB08 ot iy s
Inahs hrtoFer élalipld thagrdelr thg compoaitsadre hédsl whebes®ldainall
from busul fan, carboplatin, carnustine, chloranbucil

eddstpw’eatar%useé ybe mm%wsmné@H xirvgel fhedermylaiensss prrpared, are all
r > Ef'ﬁigfgé Qﬁtumig& ?&hh@&é&@mr%ng{ﬂ ns Hp Rh@lsBltion used

streptozocin, tenoz I ot epa.
I t

18] ect'l“hg%fa?%x?n(? E‘%Sg%g { Ea%{)é‘gr%vi il ég ggtlé?l?s 2 ctléaa? @éﬂltlg& or as dual
{1ihRxophrs@g afvialddiyphigzep hokphane GIH- Uagaiistat imimetibody or
hydr oxyur ea, nercaptopupne, mnethotrexate, nethotrexate
@@eaf@fhpoﬁmn&g YaFrRE thapperegpnstgied wyha sgrandopglcogtaning the
@%bﬁ@&ﬁleﬁ?t e?@@m%fe Butlpdzll R alss%ler&a) §ifng FRBhstitution can be

eonyci n su actinonycin, daunorubicih citrate
teupmisronitiple tdaesnmdubn sufifich foiraougle or te]tumogpieshif panent treatment
hydr ochl orj de, doxor ubicjn drochl ori i onmal
A S ProViHeh§ AIBE ATDERITA eI P e Y RRDY Palable
m tonycin, pentostatin, phcangcin, valrubicin The at
| east one antineopl astics that alter hornone bal ance
can be at | east

(1
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one sel ected from anastrozol e, bical utam de,
estranusti ne phosphate sodi um exenestane, flutam de,

w@oaenaisdsn acetate, |etrozole, |euprolide acet Pt EUS2005/046602

megestrol acetate, nilutam de, tanoxifen citrate,

testol actone, toremfene citrate. The at |east one

[1$8c eI Therekmed ardupie spt he prayidednndseschly to paigmisdyeproviding to

f@é@%&gg 11:11%5'1 %@@éhﬂﬁ?ﬁu%@&% l lfﬁ'cﬁht?@sl gl% %hﬁ%%p Br dual vials
i'ntravesi ca acarbazi ne, "doc

@irﬂ;mgimgd@wal?bblpepmﬁﬁem Q@aﬁh@ta@LB—G@bhﬁb@Mm&:nbody or specified

hydr ochl ori de, irinotecan hydrochl oride, mtot

PRriIOR ahwméthawrreiq%ﬁuredémﬂpaéqq%x@ Corﬁ@@a@ﬁg? gatisgus diluent
[ [

PRE AP0y BLECRE RS Ry ITERS U ey LA BB

Iarget restovalr fremnbhiab smaléerspmlrtﬁcatse)f tha atdeassonen@LBUl dgatst or

VI norel bi ne tﬁ ate (See,

Y B o< kB et oL v e Se e g gnutupe
hﬁ‘i@yﬁﬁ’ SRS LR hal fe Qlalpsearﬁtprl)@ﬁe?& bP IR phatRsdyest cflﬁférfb their
azat hi oppne, basilixi mab, cycl ospopne, dacl i zunab
¢ustqeheys yndéor paagns gl obul i n, nmur ononab- CD3,
nmycophenol ate nofetil, mycophenol ate nofetil
[b89r odecognizke] devides bomprisihgdrest singls vidieysiems ercbidedimese pen-

vacci ne or toxoid can be at |east one sejected fy ®
Bmt%ié&%for drlsyesy af ¢ slpfipresucd;ap hlumasch  Noyobeh amold Pen,

AR R IPAE) AT T A PS8 G5 e

ﬂleﬁe’ipﬁiﬁmfeﬁmls?ﬁelﬁﬁ torisbeinentaahg a PRiphigsd Srigaa el cagridge for
Haenophi | us b conj ugate vacci nes, hepatitiys A vaccine
delryset q’f\;a@ ée&pnstﬁ@%wlgv%n #ioh 48 drefdumAEeRithi nant ) |

i nfluenza virus vacci ne 1999-2000 tpval ent types A & B

[{90r i fihedreducisareseatly clagngd inchwde packaging hafenala dde packaging
SERTAERNPRIFHSThoL K058 ot B0 B AU S, e

tohdesons uldd winbiothe prodicocdn be\]wan #he pavkagpigahdténal of the present
vi rus vaccine (inactivated), me di sease vacci ne

PV ERIRRIAAES Jeéﬁess&)uonwa@rf @gtl% FRaRp It thera) fRasy ope GLP-1

V%orn% oY RERkiod %rl dr\é dorfidEh 6P oﬁ%ﬁhaﬁ%‘fﬁ%e abohdBeldn o form a
rus vaccine attenuated), neasles virus vaccine

lelutvcm andtte rusrathedplutum nvﬂgﬂmmdaif 24 s ahgreateefor the two-vial,

HREToepa el os ey BP0 e B B DGRt My sucn

£dllﬁ‘t%ht dande@ed o lai pRibd BﬁZ%%hﬁQ)r%réaV , TOkPresently claimed
tpval ent), rabies vaccine (adsorbe rabi es vacci ne

priodvetm axgi sk fprdwiman phamﬁ@putspahmdmg vi rus vacci ne
(live), rubella virus vaccine (live, attenuated),
[12k]an a“shetfomlahc(radﬁ thretredent tnerertranscan g girepagdd by :dprocess that

YRRk 8 BB SRRSO Boon o

VaGat AR a ¥@EdQVbifRY Sfreféatiy A Bhosphgte dufftCasikaRAE saline or a chosen
antitoxin or antivenin can be at | east one sel ected

salloriviungcthe ah ieasy oop et 1 agemster nnmetbestyagr spe@fied portion or

%{Ha‘nyg Fé??lll &Y (Iil1 EQ dul P[%téa&[édaqu@ﬂglbé Qéﬁ\rén&&?&i' 'dﬁ%]utlon
crurustulvius a venln he at Teast~one | mrune

a6l misprobeduads Bamtpaaa ssedtde f(ﬂdlufatlom for example a measured

cytone aIOV|rus i.mmune gl obulin ( |ntravenﬁous

ﬁ@%&t Allegst ioperGhE- b REMNItOR TERGHRRAY orisheqified BPrgap or Karant n
e ol R R A v B

i mmune gl obulin intravenous (human), Rho(D) i nmune

gl obulin (human), Rh (D) inmuge gl obulin intravenous
(human), tetanus inmune gl obulin (human),

varicel | a-zoster imune gl obulin The at |east one

bi ol ogi cal response nodifiers can be at | east one

sel ected from al desl eukin, G.P-letin
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alfa, filgrastim glatiraner acetate for injection,
interferon alfacon-1, interferon al fa-2a

w@ eacomssnant ), interferon alfa-2b (reconbi nankQT/US2005/046602

interferon beta-la, interferon beta-1b (reconbinant),

i nt.erferon mra- |1b chl orj de

BEhEryaR P IGETG P berf PRBEEet e gFseq foughlriGing yanations of
N ptﬁ'b&gs uild @'ﬂéGO Q@%e)of bifirdry TRE! dtthd HaSFordk@mple, the
ophthal mc anti - ectives can be Selected form

brelei the soinponagitd aJc adq!ﬂde mhctbller adghiponad hdditavgsrare used, the temperature

?Jﬁd%‘:i QEYVEICE ?%%f"flgﬁfag I@I%(g ?l?et qu%a%brf] g cfeat%g)l%o timized for the

&QﬁbMFﬁnbﬁ%d%&aﬁ@@ﬁi@ﬁhﬂ&aﬁ@ﬂmd&m 15% sul f acet am de
sodi um 30% tobranycin, vidarabine The at |east one

PPNt haticgamba Siable eFve8 ?orﬁﬁﬂ‘atﬁﬁs @hn b&pRN1deA%o patients as
sel’'ected from dexanet hasone, dexanet hasone sodi um
pbasphaioes odisaduat enkscogpdisug 20v1al%f lyopharzsdeat leastome GLP-1

flur rofe sodi_u etorolac tro
slinn P EBY BRI s (< RERE Pt 2B A aRasvisg g second
pllapéimﬂaaﬁlﬂ @ﬁﬁ’és'éwaﬁﬂé ofhfetand @RGb1eAREn Ah A§ucous Ailudde Bither a
| east one selected from acetyl choline chloride

aglpselepn yiahor dust yiak FoquIrdgr BeRIsBIuton 6pf barepsed multiple times and

[ r
EO AL AGP PRl R L G62EPhEy: ALATEALA M propdes a mor
cmdzemahu teeaaaéntbegxaien Itlmsdurmney sedimbleed from atropi ne
sul fate, cyclopentolate hydrochloride, epinephrine
[M’%r 0N 145t 8 GEPLINGIdRISY br Mighetishdy v ipdcifaq piftion or variant 1n
robrom de, phenyl ephri ne hydrochl oride, scopol am ne
wmr disrseableier prpse@mdcfamlwlethnﬁe)réplmlea%fiessﬂ@edolpﬁwlnaq%
|

AEREOR (o FROGR BpcfaTe wOrRE LRUE RS ER T f Sepyof
ﬂﬁtwe&ylhyldﬂhod@inbhdld'gysﬂ OI:IN/IGnijledﬁ)nTtransnibrdmapjlmnary transmucosal,
wiscellaneous hthalnlcs can be at_ |east one see%%wtge

R mta%r%c&}cm &Gy BRHP SFPReOT HREHREANS @PPrectat
%ﬁé@&ﬂkﬂ héﬂeenkmmm WdiRert artrate, carteol ol

drochl oride, dipivefpn hydrochl oride, dorzol anide

ro . A BRVRRE §infthad of
gl u%ﬂeggft) ot |cf € ?‘%ﬁ%ﬁ‘gxﬂé (’%E%‘E?ﬁ’?g%‘? H@evoguno (1 ©
higchasap khuﬁudﬁ;oﬂtiftpamram bmhph;adg act[hlm)stcmig arsgfthictime amount of at

chl ori ertonic | east
e e Lot LHESGRF b o Tunat ot s et oS,
fRANRGIH HendeartRerbste The - @ragbﬁ@ﬂ &qinmettmsamﬁg IRSThAE 1slet
pol ypepti de ol eat e-condensate The at | east one nasa
dhrfﬁtg:m:lanorbencaeasb @acel] roavs, asndV(nroncedasﬁ naswhib eedromet HelednbP-1
roplonat ude oni . de, 1%5 ne sul fate
S Bh e BB R s SR T P0G LY it s one
[Eroplonate naphazol i ne hydrochl ori de, oxynetazohne

9 o dier sxaraRle, GhBrlyasepist PrBIRSHRogY Hegimegbcan be used n pancreas
bEAICE NSO Ch o BalliE SO e SRR producmg el
Cen lhe@a]ncxfma\jubesdeig'eﬁﬂ(m ther pageranttvamlously | sub6]takoeslys
| east &ﬁe | ocal anti-infectjves an‘ﬁe at Ie%st one 4 d
niapusearty, 8H“é@9€“t8{}?3r1 V¥ r%f"é § the BIPPEIT T4 devigg;dgsigned to
EAHARER cet?l%ﬁl(lﬁcar Prevebl BHRNRZAC]eBuM L ITRES al6d bOGRANE batients
phosphate, clotrimazol e, econazole nitrate,
éqﬂthmgnwglpai re@emlaqﬁacpomcymffth@ panckess 0 634 ak aganst or mimetibody

maf eni e netronldazo to azol e
fH e S HABRReE P gR L B etee BAEDRGS e
sul f at e, nltrofurazone, nystatin, silver sulfadiazine,
terbi nafi ne hydrochl ori de, teggonazole, tetracycline
hydrochl ori de, tioconazole, tolnaftate The at | east
one scabicide or pediculicide can be at |east one

sel ected fromcrotam ton, |indane, pernethpn, and
pyret hpns The at | east one topical corticosteroid

r—
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can be at | east one selected from bet anet hasone
di propi onat e, bet anet hasone val erat e, cl obet aso

w@empioeaisat e, desoni de, desoxi met asone, dexanet PEEUS®NS/046602

dexamet hasone sodi um phosphate, difl orasone di acetat e,

fl uoci nol one acetonide, fluocin nld? fl urandrenolide,
funghipr QERANETE35 BEPOIRAY TteHiie Prosade, Serusedipstumulate the

E%g&&a&m BAIAR LAY ol @ﬁeomshfaﬁ@nsn qﬂérxsﬂn%reasmg the B-cell

rocori ne val er at nonet aso ur oa

rlab QA prevennag &teeﬁp@ptods of Searsles ance tmmplamaﬁ -l ca3farthér be used

Nursing 2001 Drug Handbook ) [167] The at | east one

U SR He R FRGRSAN OB &% PERSUEOT Pfela@f Ispredugng eelisdoshgate the
folic

Miffe?éﬂuﬁuér} atd %@Eﬁ?atﬁm‘:&%?ﬁle ﬁé@ﬂﬂ&?@@ﬂp’ld@xs

aci d 0XO0 amn, |eucovopn c ni acin,

[tl gglc | nﬁ{y [ﬁ&g}lg %Qgﬁ%ngﬁoaﬁgs{ 8 ﬁug h%g dgleapl{ tﬁg I)%%W)inm preventing

i‘am ne
glabtesal 1ﬁd1fvﬁfu@1s at Blpghansklte bé@fnﬁﬁ dlab’eticamrﬁplﬁn&?g’lairﬂlgls&rmg an
doxercal ciferol , papcalcitol, vit vitamn K

aiieqtyg amouptfia ieash e LR d ieamssk ?de’r"iledl’é’Odlé 6YMBILon to an
Mdl[l\gaﬁﬂ% gcfgr{h&@&) trace el enents, chronm um

per,,10 manganese, selenium zinc. The at
I t | ori
am o lglmpdgs% i ggritho%api}oaﬁes[a g P‘e&l%atfoplggdlﬁgtll rggea 15@91? least one
pafonsis agfunsustecdus@bdscaserondsarded cbmf)usng) Admuidtéring an effective
el ectral gt es, anmino acid infusions wth electrolytes

ARORRSAf Ableast oagild - A ABenIsor M MSHROGYFomRASHION O AR indyyidual 1n
BEL Y, ACTCHPAOAS o LI RV, (AR s o
drpreseonayentedinciuddibutard motginylcaelrto dedbecSeach es gpe 1phabetes,

amszzéﬁ%bq?%vgﬁat@ﬂ%aﬂz s opabls Gpost 5 Dutogied o hecygene

ﬁucﬁﬂ%gioﬂhe Q6o fatddearR MAH RYmPlonds, SRKREBut A@Mndled to,
phar meceuti cal conposition conprising at | east one

Gispln r@gmp@thymrgwma, bupgelpemypdeyshings syedromgnaggnthosis
varl ant nal,] r r

Hencdns, hPO Itré)ﬁlé% csl%aX%tﬁééj %tmotpﬁﬁlsrnl?{?h?o un S&&S%.\trb%a%ta/’
ﬁ@ﬂpﬁaircbpamy a@fofeinetheufapattal ulcéﬁSfooOﬁEefENBuﬁl’ph&gﬂm siifections

&‘n& not limted to a TNF chemi cal or protein
a@’@ﬁi‘lé’(f baqtgpralingig dheokikn  S5€- 81 §he1Mergk Wbéagh b?h Editions,

fvge"i‘:?{@réo % ﬁeklﬂm% N¥168L QQ’WJ Moge @87, R, %@799
T grent Usion pol ypeptides thereof, or a
ha'hiacahbnap)a HandtdokaMedlg enils teds eSg:opd EniF10Di Apphg)n and Lange,

BlafiPd rap Wt D, ocRemptelyinebiaphieT By i ehrorfer non

L 8ne LHRErcaBOdisbiiRrs! 1h&ﬁale paitreafitib,/PARSERND ®inoBs, Br pancreatic
net hotrexat e, auranofin, aurothiogl ucose, azat hi oppne,

eangper cept, gol d sodlun1th|onalate hydr oxychl or oqui ne

sul fate, |eflunom de, sul fasal zine), a nuscle

[1 88]ax aktte, presenaungarttion, pravidesa siedodifor rhncﬂulatmmmrdre}\tldg afgleast one
NSAI D),, an _anal gesi c, ,an apest hetjc,.a sedati

hsttop s AL SRt S BsrBDER Y Nl Gmples of such

aRbideIsGhAREAErhBs19and AipIneE p)ic8sd @Rrae 280kiof dangiah hyptension

antiparasitic, an antiviral, a carbapenem

Eb@ EﬁéJPols @gﬂmsﬁ or gumEbastyisakBens 580 also e sseshasonjgnction with other

llc?n 1 Cnrso bg/ln)tg urlc{ugg ﬁ%qulgcg’fl}a%?ld@? g%‘#’%@g o@?lg trll.rﬁﬁéng examples of

mflﬂédlé‘atﬁ)hﬁfr@hﬂe 1rﬁndjnabqipﬁ§swe daige dudodiyclosparineat &11{—506

a nutritional, a thyroid agent, a vitam n, a cal cium

rel at ed hornnne an antidiarrheal, an antitussive, an

antiemetic, an antiulcer, a I@xative, an

anti coagul ant, an erythropieitin (e g, epoetin

al pha), a filgrastim(e.g., G CSF, Neupogen), a

sargranosti m (Gw CSF, Leukine), an immunization, an

i mmunogl obul i n, an i nmunosuppressive (e g ,

basi hxi mab, cycl ospopne, dachzunab), a growth hornone,

a hornDne replacenent drug, an estrogen recept or

. o S o

f—\



an al kyl ati ng agent, an antinetabolite, a mtotic

i nhibitor, a radi opharmaceutical, an anti depressant,
w@nio7oedssL agent, an anti psychotic, an anxi ol yP¢TYUS2i)05/046602

hypnotic, a synpathomi netic, a stinmulant, donepezi

tacrine, an asthma nedi cation, a beta ag onlst an
EINPRINQIEaN BRRSPIRN(AON cRIRISAFSIRBIIARS MP%C&bed for patients with AIDS,

AR %ﬁl“h%}@?%?ﬁ%%‘y“ J s R O e
[?@Jag Iesp%fiﬁen allngeqT p&é\% ﬁlﬁ@a &iclE ?l}i%t%}% {i’%%?tlng at least

St daddbeasdeiaP@i8Easa irta val, |tls&f¢9wgah Manife&l, 8F patBAE incduding, but not
Wlls et al , eds. Pharnacotherapy andbook 2nd
5 Imaited m at hps;ﬂogt: ehcaidac saRg¥ndremgnmaperrdiainnfaroioe), congstive heart
P
BURELRRR R 36000 BRI aALRERACS| a0 e
étBﬁ@Qlcrotﬁiﬁ@hea@é habednsionf smernt agpateasion] ren@tagcular hypertension,

i ncorporated herein by reference 169 Syc
SRR Sy SO AoV SBIAE Syl SRR dSiise: coF gRImgnale,
%%Elﬁf}} a@}l@easy%gﬁgtengﬁnf Qe thrﬁﬁhf?ﬁasc Qtn%ﬁ&lté}hé‘ B@Jt§ Qtrial flutter,

e anti body or pol ypepti de of
10 priebilldton ésustamdedwataxysmalc),aahaotm omaltllfgcahaﬁrlat @achycardia,

sel t| vel at ho c.cell or tiss he

o noe QS fechigh g Sheatin dayGas, vbpcas Hiulifen. His bundie
5iPythASasC AR oPetnEMAr BI6E, 'BQﬁdlE bfntR 81dcR, mpwdrcﬂlhﬁdchﬁmc disorders,
reconbi nant toxin or toxin fragnment conpri si

teramary grieryfdisaase, @ngina @wt@mm@ca@m\|1mfat9ﬂowar4%0my0@athy, dilated
ggn{gggttv%d gd)’%clg)lﬁ]yg% tljl}? EI’I QQEI d dlcﬁ'ﬁi({batlg)h B‘%’E@fmh ric%(éars]es

15 aldoealdne| p@fﬁﬁrcbﬁltdis&m‘} emﬂl@lcnﬁmafsda(ﬁﬂmtamﬂlp@ﬁpmrﬁ)lchmem@usms,
by any naturally occurring, nutant or recqnbin

t
pIbe dssectiop, pilamaaionaf By e Qcaulé@né}whep%hdﬁave?g jgxd and 1ts
i h n
SRACH gl S ARy [RTRL e A, e
athetlestiErotinudisease thombloamgitiedbliterang rftumt@n@lmaglehq:ral &tenal

SRPiD: By T SRPRRHPISRI P4 0T BPRAASS GEaunelalga, venous
8REREQ VeNdRThrohfbekS, wRele wermd aﬁ%aeﬁesmsrﬁstma(lyﬁfp:i;ede}ma

St aphyl ococcal enterotoxin A (SEA) B (SEB), or

(@@@)na @nat@m et 3¢PeEivBIOn GUBRY, REStPHEPL syednom@elssn@wa-
regsrfe smx?mtsl% %gtpg ?g%( I%éﬁlac eiéhé)d {g to(%%.ijh%}y g‘&rﬁﬁjlsgsadﬁumstermg

enEFERne rmfoﬁhta@ aCcompos@oh of 9hgmac6dtrcal caEmadsitRaraimppeing at least
0157: H7 St aphyl ocaccus speC| es St aphyl ococcus
ang G1:B; I agontsh 01 BeBeEhndy oF SRReHE é"é’)PO“S‘Pﬁ eTargngtgergelistissue, organ,

%ﬁl geH %ﬂig b léegﬁgﬁ%h%&gﬁ a{;l%gl Io%%él:n)@mfdsrgll)féﬁ%el | a
[2@(2%C Ie(re%n)g Iglletglod ggﬁlm?%&l%k ﬁvé fegr;}ltqa §8§n‘5ﬁ%€ nis dprmr%an effective

Sipechtes a(cengositibh espmardlacmup&ird‘onfpg»emsn cﬁn@ﬁtmg di lenst one GLP-1
dificile, dostridiumbotuhnum rrg)a% egact er (?Jem es
peomst or eumphbostyArseeCIjied RRTPON @é\ﬁ%ﬂﬂnb ¢edh Upsiey¥pan, animal or
E\fdén@ PAsde8 of SREGhEGulatidh, Efeatnfé‘ﬁ 6&9@}%%%r SiH £hkthod can optionally

erononas species (e g., Aeronpnas sobria, Aerononas
30 fyrtheopdrnprase cheadomonasti@eat cae)binalogitisaamyn aderein the admlmstermg

shi gel | oi des, rsina enteroc ht i ca 0SS

bt ot 65 pre OLBLERERRE Of DHBF Y s Heabistapy lrc ot thercof,
il-8R8 b&hpAses BEMIRSferiES BURHRBNIREr8R1Y dhdVos Aterditdeast one selected
Streptococci See, e g, Stein, ed., |INTERNAL MEDI Cl NE,

3rd ed , pp 1-13, Little, Brogs and Co , Boston,

(1990), Evans et al , eds , Bacterial Inf ections of

Humans Epi dem ol ogy and Control, 2d. Ed., pp 239-254,

Pl enum Medi cal Book Co , New York (1991), Mandell et

al, Principles and Practice of Infectious D seases, 3d

Ed ,

2

o

2
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Churchill Livingstone, New York (1990), Berkow et al,
eds , The Merck Manual, 16th edition, Merck and Co |,

woadvrayes3N J , 1992; Wod et al, FEVMS M crobi ob@OyYS2005/046602

| munol ogy, 76.121-134 (1991), Marrack et al, Science,

248 705-71 1 (1990), the contents of which ref erences

from atdeast m«eftaeha@ﬁs. ar ensplip apesabplisy relfeddspge ThI gptagonist
a |

s bR el s TN OO ot BRAE LA N By o

frdpinb@l fs@NProemsatiertafast a anall nioleanle ENF tathge@nist), an
auxiliary, such as, but not limted to, dilu

BRtHEMatis, 4BRYSFEdplax i § BAEONCs ANPR-Sterolf 85%11415%“mat0fy drug

" l
e T AR
blockér, an antmycebaahie g5 ammogh)rq:dsﬁe,tdmcamgfmfgah AR pBpangpitic, an
such sterile soluthag ar e

aativigihia qarbapeRgn 1 G5Ph mquoxﬁg@rqm?éynﬁp?‘é}trg%rolgd’e hpemc1hh n,a
Eﬁl%ﬂiﬁﬁ@%‘t@tﬂc)y&%ee&ﬁﬁﬁer ahhdicrbBiat)l &Nant/B6katiRUD bb®BbIEt10d, an

(Easton, PA) 1990 Phar maceut i cal | y acceptabl e
amhoille seradm debatesurclaed agenic b ouinesdl, tahwrltmﬂél guhyras agent, a

or nlstratl [ubi | d/
i g (eEuonk, B R ol Bh e o e, an
GAMNES 4 12880 S aM@hticda @R, hmetytigomettinde. gaf{}ICfe—SBetm fphh), a
her ei n %171 Phar maceuti cal exci pients and additives

fibgrpsim (g ¢ HeCPF, é‘ieewg%nao&g&amﬁumr{@l\@@é%&@?‘aw fibt
hfHohBAubp R AhEB oL AGD b AT BHBRSBGE e , biRhiiRan,

car ars
epslosppiabalaciasnah)j a grotth homt(mtr @ahornamel replacement drug, an estrogen
ol i gosacchari des, depvatized sugars. such as al

ol s
54S8BIeF Blogg}agg ag)gflg G é&yglgglggg: aghalky]lz}gng P%Eé‘lt an antlmetabohte a
%ﬂgﬁgllr\flﬁﬁﬁ&hg?dﬂ(ﬁﬁlaﬁﬁa&ﬁuﬁ@cﬂ ROInYiaBpredsant Vi tEhahi@ Bodd€ an

present singly or in conbination, conprising al one or
iantipsycipiteasn arkidlyee,. agamblyc \R@ymﬁ’@th@rmm@tl@rﬁétlm,l dgngpezil,

rotein e ts ude seLum a
acrIng, any agﬁmeﬁmﬁﬁg% on, P 8[8%01?]15 &%ﬁeﬁmsg r 1H Qleﬂ%otﬁ%?@ﬁhlbltor
g%élhj/lﬁantﬁﬁé el (f}om@[yi‘l tmepihéMeine B2 RNAISE, rﬂoaﬁasu alpha(Pwmozyme), a
aci d/ GLP-1 agoni st or m metibody or specjfied portion
@vtomeuoamcm%m&gpglst v&ﬂl@hl‘f@@ﬁa@sw Vel KBpwmIn the grt See,e g,
l%'él eJt Pk gea% a?ﬁgfrﬁa\éo ?Pgﬁ Qn’EEdlt%ry (A@?eton and Lan e,
é |s I ne,

ar gi ni ne al ne, utanlc acl asparti
&cdrford; YT @009) PD&Pmmabcspmlan ?Farasemnl Ragketriharmadapnea 2000,

Beberib e UL LBRREIN A By T Srcnces

¥t & &@Hrﬁ@@h@refﬂ HEGehdd the invention incl ude,

or exa nonosaccharldes such as fructose,
@ll O.S'ENF%Q 28519 %mt%lyﬁﬁ’%s 1058b1n3R6 AR gga&g
e |ike, di acc ar i act ose, sucro

tadeiaktesen, datdeshndsemethods bh@he Iprdsem 1pmry19a¢ﬁm@wI chasprising at

uch as r fflnose | ezi t ose, mal tod ﬁ@ﬁ extran b
et ot Bl PR e perom 00 S SheoTs oE e peeSEl o,
X¥d1hded l)ut 4B hbi 1iRlted dod & -TTNE an&BB(‘h@i 132 dbindlng fragments thereof
(glucitol), myoinositol and the Iike Preferred

(aad Iw;hyl@r atodecales iwdianingd ﬁmclfug\éy itgy TN cgng@lmqiﬁ which prevent

2P0 PR JERE i EHRL 805 1A chalEEnage LT

Itmidudﬁd@ témiafpeph@Fh@héﬂréram luﬁﬂbuag (agﬁpﬁntoytlﬁyﬂ)llmbﬁddd)tohpram)
the buffer is a sa repared froman organic acid or

HebeadragNIRSSISALIAOY AZON15 ﬁmérz%Zh Hleneryee @Paaﬁ!i ehgpgegs, sgmpgunds
such as salts of citric acid, ascorbic acid, gluconic
acid, carbonic acid, tartaric(gcid, succi ni ¢ acid,

acetic acid, or phthalic acid, Tps, tronetham ne
hydrochl ori de, or phosphate buffers Preferred buffers

for use in the present conpositions are organic acid
salts such as citrate.
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[174] Additionally, the G.P-1 agonist or mnetibody or
specified portion or variant conpositions of the

WO pooentdsen can i ncl ude pol ymeric exci pi ent s/ adeiCT/USB®85/046602

such as pol yvi nyl pyrrolidones, ficolls (a polyneric

sugar), dextrates (e cycl odext pns, such as

whieh @rmyfpaf@ﬁylmhlbll Ef%g‘“l saeptemgnallmg, 9@@@&@9@9@@@ protein
[ b

MRPLEIASE ARBLR, SRS gv%eérqfdgo&%;&? AT She] i TNF

Hedvse, fsbéﬁ @SSmSﬂaprraﬁemaIé’\Eﬂ}blﬂﬁs caﬂiﬂ»ouﬂ'dAEElNcliBBIO):k and/or 1nh1b1t

|ipids (e g , phospholipids, fatty acid fe‘ steroj

TNF agtipiye sUay 25| angIosaingoBreiing §nagentACk nglbltoré[ﬁm) capwprll)

L RaR M S PN TR S B v

NAAP kinaganhibitosr nmi meti body conpositions according to

the invention are known in the art, e g, as listed in
[2®qm NGLRBd RE8InSE I"RNER n&chE@‘ledt&&mﬁf)ocﬁh’a"’mﬂﬂénnﬂ&yh “TNFo
ed., Wlliams & Wi ams, (1995& and in the

arpippdy, ¢ paﬁ‘agmwmd Kt lekreedpeeeasess Dlagkse enhibisse dbrogates or interferes

Wi AL Sy 1 By I PR Pl RS ol By TREFE e sutable
r al?fhgﬁ'{/ g%gtlﬁ&fyr deﬁe BesdX Gl veh @St cdfBtfd TRIFR, eﬁlﬁ‘?ncludeds ant1i-TNF

rates saccharides and al ditols)
uibbées, a@aggl-bmdnigrf&tga)enmrthmb&m bpeceHpdmigtafitt pflomarns thereof

Fornmul ati ons.. As_not ed abo the invention provides
¥ b dlely R o s b e SRS g s Aecrease

?lf“ é R L, Pyl %ﬂ/c‘)ﬂﬁﬁnﬁﬁ TNERKRSEDHNAk prdd&in synthes:s,
as “opt 1 onal ’'preserved sol utions and for mufat | ond
TNAireleaienGNE recepsesigabiivg nasniwedd THE chaavageuS®F activity, TNF
Isrrﬁserved or rruLatl ons suitable for pharmaceutical or
QERTHOR ARG/ O SV eSpri si ng at | east one GLP- | agonl st

or mnetibody or SpeCIerd p?rtlon or rlant in
6,

(23 médemene aptibpd éiéé@ﬁf’%f’té therpaigsn laﬁ 1Bg yappkle aeglon of the
A5 P A0E Uil Sbky BNEAGRMBEASEENAEINE 02 and
the @siistan ee gabrasnudla, huthanr g6 kappa cmhemabglobular €Bled human IgGl Fc

chl orocresol , benzyl a henylnercurlc nitrite,
rﬁﬂ@&d@éﬁ%ﬁ%%@ﬂ%@ﬁﬁ%@ﬁ%@for@ HOBHREEASS ¢ %w@ﬁn‘éﬁ?wm
{]H o 48 d@:@re ses tlﬁl@ﬁﬁﬂy g@ﬁl@)ty o?!h'é%hﬁ%d;}b the(ﬁﬁil@ydnd epitope

, pr opy but yl t he ke), benzal koni um
scmbxﬁilcltyi of tlbenhmﬂmtubndyc bAD S d;belveé Gimutie dehghle cepten ofithe
t.h
s ARy 221t e e ReP AR R B Rl acas

é&ﬁ:@dmgfihé<m%1el I’Bﬁfoh &f 8t muShtCiht®8d P AQQ4 tHe’A2 Bybraidyna cell line
range or value therein, such as, but not limted to O

[%113 EHPSc Q2Q9§2) x%u%ﬁzeth@éytotng?effth &FDotPnfBral and

0.09, 01, 02, 03, 04 05°06, 07, 08, 009, 1
RcorhbbantthuzpanIT8Fo in 4 dosk deperide6t manner Fr@n binddyg @Bsdys of

1, 22, 2.3, 24, 2.5, 26, 27, 28, 2.9. 30, 31, 311
@1mgrlg antg)og_ly c@Z@ndge@mbya;nt hgmgn THN ng the qfﬁm&y gonsgpns of chimeric
?A\%I%OF? CK? IwAas %alcﬁla?ﬁd 3 b 1Usx %/I” 2PRGerPdd thethbEs fo ﬁét%hﬂmmg

ng exanpl es 1 nclude, no preservati ve,
nmonoceal anjtebagly spécifeityOand dFfidity By BompetByve inlibition @taﬂ b8 %und n

enzyl al c

ﬁ%l %()etgéﬂ_ @%etshgr{glbe%?ry argm} (‘g‘plgégrmg)}-léik)or I_@bor’atory Press,
@Qﬂfl?p BEONeWeY &k 193380@011 afes al0 eaggCan'ént ﬁro%coﬂs n

0%, 0 0005-1 0% al kyi par aben(s) (e g ,
D@@@;ol«ﬁg}omqene Pobbshute Ae®c andO§ T8y IIOCI@OQHCGON(@.W Y@rko(zl 992-

0 05 0075 009 01, 02, 03, 05 075 009 1

0%, and the like [177] As noged above, the invention
provides an article of manufacture, conprising

packagi ng material and at | east one vial conprising a
solution of at |east one G.P-1I
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agoni st or m neti body or specified portion or variant
wWith the prescribed buffers and/or preservatives,

wopio7onaBd y i n an aqueous diluent, wherein saiBCT/US2005/046602

packagi ng material conprises a |abel that indicates
t hat such sol ution can be held over_ a period of &, 2,
2005), Kozbgr el , iigmugggl Tg@y 4 12 7390(19§15) A,y@ubeigt alg £ds éétrrent
Bloroddls BMEB by E[o?«?ye?V%QQHﬂeﬁ%Fe%é Newf ¥6HNAB87-2005); and
conprises an article o nufacturé, conprising
thhllgag}lam Erayeol.,£2,589-601r @ 083), shiohanferénsenaye entirely incorporated
%gop ed at |east one GLP-1 agonist or mnetibody

el dF f¥%Cportion or variant, and a second via

conpri sing an aqueous dil uent of prescri bed buffer or
[89s ey amarculafgmbadimeshinyiedRerpcitfahartbody A2 1s produced by a

t
SRS R5agfch P51 | RN RABLERE 6 ot e
dasmpnatededg8Ar specified portion or variant in the
aqueous diluent to forma solution that can be held

QuERTitichaP&Xdnfisledf havional aiti- TNFlﬂh&b@dlegﬁheﬁda@l‘be l{séﬂ 3] the present
The at | east one GLP-1 agonist _or mnetibod

s@‘@@rlpn ate dsserthednn gie ayiseasts JdSdPriantie ok o2, Malr, A. et .,
RS TSRO SOAR AL FO7 s SRR St 1
A98PR Rathjane,aloteramdnel Bulslichiien Nor B0 911/1@@6783(pmbhg1ed &ebruary

squrce s descrihed herejin or as [ h rt

e A R bl 28 T M08 B i apr 22,

6199 , SonBlr 40, @Lp hachenPPuiR@6HA NBd0 ROS DBOOAbb 6! BI¥R), Liang,
the product of the present iInvention includes

amuu riigchee |Bdepiys l!imncwemohﬁ B85 0198, Mengar, weel/ . dfypridoma

T80 PSP FeABh g WP Bl S sgraed ABRDLRERafRE AL o

Hfbr BRI VU 8- mvd(l@m dﬁDHﬂdﬁ@i alQy Ihmukdlt Blegheds 57-62 (1987),
delivery vehicle, e g , solutjon formulations wll

dvinelerelirensies pre-aniRly mOmosated hergim byoieéargace)
transnucosal, or osnotic or mcro punp nethods [180]
[E@(df erENF Recepter Mpleaes. dircfgand T@B{) Iiegmm polegilehieseful in the

h
BRaTReRn o B TR IR by SRR B up LERER E7 Felifnann er al
i@ nSPPEAREHL ST NBOWE 9pb20T (p unhgfeessqim 39 rm)a;: cschau etal,
o-cresol, chlorocresol, benzyl alco ol %wgara en

Gpﬂéﬁﬁ)’iﬁl 3@{) |6y990) mndrlyjetscmtey pl el 6}1@51 3@5 ), which references

SR e oy FERAGR U T O A e R EM
ﬁmﬂa@csg*emttyom Qil‘tlﬁﬂ@ls etieVSHt kY@ (pSSERNF-R) ahe tHeolSriIdatp76 TNF-R)

is a concentration suffjicient to yield an

INFiceHisuifadsi rapepiars areruselgl, pnthe @Ff-@glpftlp‘éqqn@ﬁs Tgyncated forms of these
e

SEREIC PR RS PREINAF L Se eb Ry gt St

portibps ghatesf (see,g: g.sOorooiagiet Yl dAgend. Fodheir @23 8331-840 (1994)), are

nt| |da ts reservatl enh ers a
06 P S Saraear BrER G rubai ogms e B TNloecpiag. comprising
{h%(iitélﬁ‘ e be QR ctedSHGRing $nd Lafﬁﬁlrasrm KIa &ﬂmé’TNF&qnhlbltory
known concentrations A physiologically tolerated
bmﬂﬁgrprotsmp (Bdgeimbiny Faadeld & 8:qdr Chénd €61 npB b ed6 p]r990)) TNF

control. The fornulati an _cover a w de range
REPtoRTlmEne R P AMFERGECeRlorfusipg m e and
BBl ECHldangatents RPoRRA thdEbfdark AdaRBHAl e&ﬁlngles ARYNEF receptor
nost preferred range of about 6 0 to about 8.
Preferably the fornul ati ons of the present |nvent|on
have pH between about 6 8 andggbout 7.8 Preferred
buffers include phosphate buffers, nost preferably
sodi um phosphate, particularly phosphate buffered
saline (PBS) [182] O her additives, such as a
pharmaceutically acceptable solubilizers |ike Tween 20
(pol yoxyet hyl ene (20) sorbitan nonol aurate), Tween 40
(pol yoxyet hyl ene (20)
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sorbi tan nmonopal mtate), Tween 80 (pol yoxyethyl ene
(20) sorbitan nonool eate), Pluronic F68

w@ pai7passget hyl ene pol yoxypropyl ene bl ock copol paEUS005/046602

and PEG (pol yethyl ene glycol) or non-ionic surfactants
such as pol ysorbate 20 or 80 or pol oxanmer 184 or 188,
Rlolecales s(hnoh e uydfs] indbdimetholinad conpesityome 0§ thegmesent invention.

h EDT. GIrA ti 1y b
b F s Sonf ThOPTHIFSY RSREab P BRI PAHTRR 4" elsienzed by
e Bl 't@ﬁeé[ hagéntafliickie@&i perRdP ahih goolias kxceUs@fdlleviafion of

a punp or plastic container is used to adm nister the
§mptoina tand how xigitye deave enmfinggearcrs @odior bmlhlaﬁﬁmty, as well as other

RGTRR A PrpeRiy Ba R CUb B bl A RE R ety Let e

Tk R S S RE TR LR S5t Pompris
B} MRICROLY pBfucaRAthd BEED b bP hodd TN rk&ptordNAked via one or more
preservatlve sel ected fromthe group consisting o

of
phlepepitide dankers 9o bthepuonpsphide lnkers swth asql ystlydenesglycol (PEG). The

Weréﬁlaagféﬁlglef F?{‘eéﬁ}{tlhg :(ir,?grg?er%&;} Qé‘fp’&d EX secr&ed B}/otém to

Bt ek presiistTdChE afulii@ensMdiddiited erlmywman@ieaicenae@hles and methods
thi merosal or m xtures thereof in an aqueous dil ue

fanthaigprofection haye beenodescithed.in Ua@ofhp@;ltcaaﬂn an%%/ﬂ%a% died May
§ pﬁf9‘5 éﬁ%ecﬁ{?&ﬁ P Whith ¥ @ﬁtjl @Pgoﬁ{eﬁsﬁ%;é{ﬁ%k Y&efeﬂfcan

queo IS carrie ng conventi ona

[29 ;i PBrarse B °°f§ MR s LB Biefiss apggrposivons
of th@tpréseﬂﬁhv&iﬁlﬁn Gbﬁphs@ﬂ%ﬁssbn@[ﬁorﬂbﬂﬁf dbROSHmMEe immunoglobulin
specified portion or variant in buffered solution_ is
Bwiasules @andipll pr ¢ fencyesal perqsrd Lae eaoie TNK racaptars o bepe

ﬁﬁﬁlﬁh&%&g’tﬁ' A48n Hotléc‘ﬁﬁes %H{ﬁ f)é gﬁqsgﬁllgleh%s R Y)hg:?s Bp fietero- or homo-

of éi n preservative at esire concéntratlons

h’mﬂturaém offae ﬁﬁnmhmscemmcfassn wldatldsean elso dn inrmd vilgntaore

of _ordi nary skil in the t For exanpl t he or

PNl o s ample o Susin TR R SOT ARDE Fste maigeie 1y DYF

?Jc@ptH?/ flshf préfRe Wﬂ&ﬁn@rﬁﬁe&?’to@%% f1ektiRs and methods for
formulation is prepared, are all factors that may be

thetri produstioh bave bren closrribad mmthe art (hasslavenersilofur J Immunol

2UBPLSHAE 0D Sl DRI TR SHEAT 059053

(f1I9@I1§ Peppallet &1 N0 Eap \Med. 10% 143D0n0h39 709 1 ptKdIBas bil. . Natl Acad.
oni st or m neti body orspecified gortlon or

5@ USADIC 502194 P SORuHe e 66 GBiia s B4, Baker et al,
AP 0517 2610 SR ROEHVBELKE ARCIOS, PHEHNETAT 851, and
preter y a phospha

fer and/or saline and
U sApplsathdn No rOWQalﬁBe(cﬁillEsi May uent995kicatieof whish mglsmnces are

solution vial Qr vial requiri recqonstitution
St rutadisatiren b efenen Yool Hpicns imgiteceptor

s BoREuIBUdnl M FoeCibbh@h ClpoRal LENY st PERhIMRHS5, 8¥964, Capon er
t hus can prOVIde a nore convenlent tr eat nent reglnen

thdsd Sc Batemtri¥o.\b5, 2325&538ab¢<te€ﬁ11<8£ﬁt aThAIaqweé%ﬁ%cﬁ%ﬂ 0h989), which
ar.ticl es of nu acture for adm ni stration

B eriess 3 ke esfnﬁomatfg?sﬁew“feyor? 8Py four hours or

at e Accordin t he cl ai ned cl es
S e g s eleh gy RIvE ey Sh esiuco VE freptor
Hﬁ)‘iécﬁl%trefe% Mh@bbr%ﬁ oPthel TGF ké&&ﬁt@% frolkcRRNo PRk ;pGHﬁM of the TNF
be safely stored at tenperatures of from abou

eiooptor ko culedequenaé whidheenbpdss QNI receptommplegileythaf 1s o sufficient
protein for extended peri ods %§ time, thus, allowing a
package | abel indicating that the solution can be held

and/ or used over a period of 6, 12, 18, 24, 36, 48,

72, or 96 hours or greater. If preserved diluent is

used,
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such I abel can include use up to at |east one of 1-12
nmont hs, one-half, one and a half, and/or two years

W@ 1@B6h46BBe sol utions of at | east one GLP-1 agoPdBHUSDN5/046602

m nmeti body or specified portion or variant in the

i nvention can be prepared by a grocess t hat conﬁrises

RHES amryseauencgm fuaﬁt@r@uwfrseaé&ﬁﬂ F regeptar mlemy %srcan be used 1n
rti.on ys di |

R Bl 8- Bind TFR e BRIRR AR BoSet W 1

ahfhufbgeniteyPr RFeslioasL ¢ gmawne BﬁTNF&e@F&tdr@;%l@clﬂé hls@ Hcludes

for exanpl & a neasured anmount of at [east one G.P-I

agdfiedt TN ragepret mb-’@yle@ thag fm@npndty 1eeamble ANGT regentoranelecules

wat.er or buffer is conb
I PR e et TR OB e PRI shirigh gy and possess
RiveafmMASIeMR1tY. Iutfek@mpRl a FliRt68A et 88 aRANGETNF Adcefids molecule
Variations of "this process would be recogni zed by one
ofn Qﬂn@ﬁm ar FILHNT quﬁntoh eneerx mowozrml@sa aegl SébStttWeOIISr @rdetions or
%$£ t1 ogrl %ﬁ s%&tu }%16 g‘rgtéld}alc\:ﬂ glf(’iqgv\}] am% a.r}nln\é %§1d or

ﬁwsmﬂuah ioPBné éod@h%ﬁeddiﬂ}g thelsema Iok difeegdm rhgzdltolpabblaamuhfaad for
opti m zed for the concentrati on and neans

arntheticodemencedingady dropfippicarune P@F‘Pre%eep?‘w%lt@ at gpunsent
?F&Fﬂ*ﬁ? th M310RG) ﬁml(?ﬁ)glﬁrgéfll@ %bﬁﬂ'l @Aggb% ﬁfd @@le? lif?ﬂersmence New

vial's conprising at l[east”on
@oﬂe(l%@dﬂ()i): or mnetibody or specified portion or
variant that is reconstituted with a second vi al

[eooTt ai @magnéﬂaclaquemu arediok Ufifed i alMRiowen 6ytORInes See,e g,
solution vial or dual vial requiring reconstitution

EapewiehGepleaes sam t Cptokingiapagonity 1eevides it gre aof lypited to, any
§¢}ﬁﬂ)|dg, 24 nrfa'blt bt Rmﬂet‘fcy %hﬁ§ol%le Qé’ge#)ﬁﬂt fr%]%rﬁéﬁ g?ﬂﬁm@tncd any small
fHUS Provi des a nore cohvenr ent. treat regli men 't £han
mlaceletdnyaganmt loa b ye¢dB@hatidnethedeaf med products can be
provided indirectly to patients by providing to

[RhEr neknemethol bh tiepresent @véreionsdaaleompabd 4 tethodSoptnehting a

facilities, clear solutions_or dual viagls conprising a
prosgin gre I%HH?Q’(Q%‘dC%{?PIFSé%%? Binestetng an effesHysmeynt of a
R AR R EomBR b P B Ao WREGLPS: agomst o
ammenimiyd:rlsp@mwﬁbmncm eavargot Wwd o, hissuthorgarg asana &n plteent 1n
up tq one liter or even |arqger i
P PSPy URton ety eRioEay | Sp S Rien i bRy furter
L&A seQdCade MrstraRGO6H conbPkatidh TRIrhROY tehtisReh ihBflne diseases,
portion or variant solution can be retrieved one or
whiereipthe adinpragiemug oft sexhatfleast ons GLEnkagoalst of mumetthedy, specified
t h r

g&%}éo%?ga}g | é % ?coF,ﬁBF&&é&n rlﬁlggz gé leSItICQIC gsgs%:fére c%ﬁ&&r%t@ and/or
hftersar 18isngheeseldctdd fBoth aeledstione othde cybRmes neshrs EC130 r6 and -11,
devi ces, for deliver of a sol uti on such as
?’i&ﬁ*&ﬁegéﬁ‘{t?l)c’ ol apd MACSTB- D(r) Pen, AutoPen(r), and

ti Pen(r) Recognized devices conposing a dual vi al

[3Y&h endipalllidecafmenyof pahologjcecanditiony st efpsteddyy administering an

t
gﬁi?c?l&gtra}no%f #]'Qioga}%%ogﬁg egé%g gf I1 u?cl)rg%t 02[5‘1? eglg&%)Lngposmon
Hlat’rmtaLOcHEzme('zfg)s 4 1499¢ froheatpepdataiug 010n @S 600 hyllgkandidht least one

i ncl ude packagi ng material _The packagi ng nateri al
ﬁﬁé’vﬁ grogust Pﬁ%aqglzqddr?msaecefﬁ@ PATHOR RRYATBAL fkelggiamsef najtent per
R g
S R B ek L0 A 20 100 PLAREIER MRy o
present i nvention provides instructions to the patient
to reconstitute the at |east gpe GLP-1 agonist or
m nmeti body or specified portion or variant in the
aqueous diluent to forma solution and to use the
sol ution over a period of 2-24 hours or greater for
t he two-vial,
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wet/dry, product For the single-vial solution product,
the | abel indicates that such solution can be used

woy@r/oasperi od of 2-96 hours or greater The prBSEUS1095/046602

cl aimed products are useful for human pharnmaceuti cal
product use | Iiﬁé’] The formul ations of the present
mEpeiody er éE‘?‘Pl RATEpPRRrEpt AIpgrarerisatianitPeE siglcias gauitiple
SgbiBin. Rk IR E: Lo Por Bl P Simposon
mtemewd)y,ythaeﬁmgp Retuen dutcétraton chiRtohpgsesnl 5060 p,g/na serum
chosen salt. Mxing the at |east one G.P-| agonist or
SANGRIT A8 PebFINGIs €F Mulple gdminsBalqs SHtablerosages ags oz to

t
inBa 88 Ao, AU N of cPufiB dopBtls Bt 8 pllcular dsease sate
meeﬁaraeualt)suﬁ thabbmpbdanonbang adminisiredxaadpheparacular patient
sured anmount _of at | east one, GLP-I rqa%?r?d t?]t or
e RBHEGATBEN'S Fetqms WSt OgKNGYe therde Rrapgitis angunt, 1t
g&ﬁftfeq{ecés%a&qs?l‘d@&’e W ﬁféf:bleﬁtlgg 2885 §tEfoR UlfJ %Eéh@e&ﬂ@ﬁ‘iddaf‘

water I n quan I ti essuf cient to prOVI roteln
administrafiens ofta paktecudie Tomwreloorargtered doss svhver u‘hauanwsluzif

i isBRRS TR Hiraq Pl B A o BOF ?%gt"%%%%wém :

ded, et her addi t ona ditives
[?Iﬁp 3’ ¢lgired dosgs pan SRtiaRlIR Ci‘lﬁj@(a‘(i)]r (9P 8ar0- 5‘3 ¢'0s.0%5, 0 07,
@b@R}'we@l @Qeoé'é4f@§t(965()ﬂba$ ocRn, bes QPB'6"7Z§d9f1@f11 12, 13,

the concentration and means of adm nistration used
[4.1.92] 16,HE, t8,di9n2@ 24t 3b128, 34, 2{§r é@e’ﬂvé&t 29 anmdida3Q ons can

V|ded to atlen s as, cle
GRS s, B GRhTe. SRR oE Bhr ROLA R By B pcHoyg H¥erum
E3nertraa@A1 Bt1, 015, 019 0] Pady 201 sspgcmlzesi PDr10, c.ms 319, 4 0, 4.5,
variant that is reconstituted with a second Vi

£8n? 8i TP ny9.P PreeB&r U dtq. Ve, dr9, Bk B s 88n?10e9<§1%9e¥ﬁ 40i5410.9, 11,

?Psaﬂ% 18151 et sk yhar ?9514!“(9'19 §Q'9“%'0°§ sVisd 64 65, 609,
vi'al”’ requiti’ng recohstituti’on ¢ e’'reused

WO]’!S,FﬂQ S‘DFBES, 8391(9@;% Ouf, fl0CH 5,010 9 1% high,el 102, 12,125,129,

hEL o et o s ot T I B 8551,

?9’61'9'5@‘%9 23 985, Ab ol epsSh oNe4GhPds PRI 56 Y 35, 40, 45, 50, 55,

m’'nmeti body or specified portion or variant in either
60166537(21k7l5e8(é)r85p9%§érm2f)@,r31ﬁQL 480, 608, @10, ¢, BODHY, 1000, 1500,

R0 P 505 420 PuCion DR el hrdn By g sme

SehbipladiRhRRSor, Bphrwiﬂange $9ue lor ﬁ‘é&txéﬂ‘ﬂh@fébf on;
t ransder mal pu nnnary transnucosa |np ant , osnoti c

[ nge éﬁlﬁge{nlé éfvgg)e hﬁraogefg%l q‘aﬁgﬁgtretﬁalrdsc‘a%h Qﬁfgsd%e@@nﬁ ugon known factors,

{ueh aatlte Iflﬁﬁﬂacoiiymmp cehanacteApIp:Is iof étel ansculartagengy asblm mode and

|nv t|on rovi des of .in eaS|n the function
Rt e, BedTH A Rictt B e feeuf Ot Peutei g xR of

W«‘S‘ﬁls Ufindbf écﬁl@t?xtrerﬁ %a%t fleq@ERY ot ttre@fmdit, "HRH itRO&Yect desired
conposition to a cell, tissue, organ, or individual in
deilytar@swof‘ﬁh@vca_ngreldl@g oarl ket about Bl e 00 Ud&hgmys per kilogram of

R &, ety QST P Bl oPderb R B BBt RE Ruggram per

fniRistreeely oCiaRukteinad ralHs6 FRued effbctyvel tb @bta@X dsiré@ reslts
in vivo [195] For exanple, GP-1 agonist or mnetibody
treatnment can be used in pancreas or islet
transplantation patients or other cell therapies

i nvol ving insulin-producing cells Cell therapies my
be delivered to the patient igfravenously,

subcut aneously, intramuscularly, or |ntrapeptoneally,
with or without the support of a device designed to
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enhance cell survival or prevent inmmune rejection . It
can also be used in patients follow ng surgica

WO eowowads3of a portion of the pancreas GLP-1 ageai/B52005/046602
m nmeti body can be administered to living pancreas or
I sl et donors to increase b-cell mass andfunc

[P cr ks pn-Wputing expmpie, Heatment of oy og apm n&ae&aowded as

?Snéjﬁﬁlg ok eﬁéd&@%ﬁ%@ of 51%#5 8hd Gepaf A%Hﬂls‘%gﬁmﬁ%ﬂoﬁ |J? specified
tro prior e transp antatlon hereby incre S|n5

pdreonln ecedriantaSthe aredepneveanbn ﬁg)lttbdoamgékg;sush of05HE9, 10,11,

L3 £pe B L 98, GO e B by [ DR g3 D! 55 24,25,
27" 94! 291301 a6lusi 5y 6@e+7(b %Ot 90 §1t 1(50%211@ f)é}‘%iay, X at least one of day 1,

di'fferentiation and proliferation and f
’pr&weﬁ}té dn8.8%, 18pblptldsis 1#166]16;THE 1§r b%élﬁtZI r&em,l%nﬁ 26, 27,

B B Tl Pl STt g T 8 el e T O of week

dizmbed,is; 6, T@MO! 1G11N912dB1 14,9516, rlg 28, 18fdreol biva yassaibiation
of at |east one GLP-| agoni st or nlnetlbody

bevepb sismigsm e 1psipn O tepetted desgsneed t hereof . [197]
The present invention provides a nmethod for nodul ati ng
[216]t r dxisagegfoams (eapositioa) patabledasintarhiliadonnismatsmgsaerally

di e or, di r,.,co i Sin m,ni steri.ng_ an

PSP Eheah DO ERR O PR W percaent e
k8t doaeskver C ONRSd PHabiadedtiddl coffovitidhedhe laﬂtﬁbﬁlﬂgredlent will

t hereof The conditions and di seases suitable for

erdeanhebg pragqnﬁgl ahEnert Bbalkous P. 5 e hy excaght biapsden the fptal weight

' re not limted to diabetes, such as type
%ﬂg%gﬁﬁ es, 01fype 2 di abet es, gestational di abetes, or

ur e, Onset. of. Youn
(AU Soon Bl o BRSS! B Hi% YauDg %&f&ﬁ@et@%@h"%&wﬁw
ﬁdﬁlom 6f vdriaft t£cbd formulacdlak A sbRBbA] ABEs10AY QRTIGIoN &L Wophilized
ypogl ycem a, Cushing's syndronme, acanthosis

PRV emASSOCIRARIA OF PepFtely ar%vb%qdesvnhradthaﬁawmally acceptable
&HE&P@%}H& %}{@%H?Pﬂéh ?éhmfé? QRNGHED Eéﬁ Fu%\s%} S0 Sh,
europa cer , foot ulcers, joint ob
dextresd s(rbmon(, and)5% Hunmalenmm albanmerL@bmmamﬂldtdmaaquebes vehicles

th 17t h t
%E@R %g e¥, '?\l/lb ?Qgﬁ\wg% ulﬁlj: v(e%gsi? or ligp}'l;hz Ay od%iglgy contain
Jcﬁi%@ves 1-19&9 %&amtﬁ'ﬁquﬁﬁ@ﬁ)h@r %E‘Pé()dhﬁﬁ‘ eRsAke, rf'{’ﬁlnlmtél) eahd @hemlcal

eds , Second Edition, eton and Lange, Stanf
Tanhty (@m%ffemﬂ)presea@hveasm The fqrmunlﬂtmpwtanbzﬁdﬂy known or
tgﬁg X QX her nonlimting pancreatic disorders
‘%8 L 8§eat|t|s pancreatlc tunors, or pancreatlc

ce 8], The res i nven rOV|des a
(BB it e Pl R A SR dheE s aefnb edion of
RERRIEERNs P‘H%ﬁhaéeﬁﬁéﬁl 1S31ehBesNAPEkEI ¥ GRANAd NXBrentdTtekt Mthis field
exanpl es of such di sorders include cirrhosis and

ai r S
e (AR SRR ARAE P Sk NG SIgped oy gl an be
wsad for esluubrsteusg thamnm:an}oahy t:ffocmvm amtouotsmzfrat h:astl anatGIdhd agonist
known &g in ucegh pergl ycem a and/ gqr di A
AORTsiEDgy Rt ok ot b et Sine At e tyenton
GM”%%HBPBFM&%O@S/ b TheSH#ERn AR VEMFInQRR BB Bl Adred 1n a carrier, as a
FK-506qgi ven in organ transpl antati on, protease
ot o, t:mublq@s e@lm? 9 quipgnsiIpmOr en e powdeth unngany afavarety of
atypi cal antipsychotics used in the treatnent of
schi zophrenia. [199] The present invention also
provi des a nethod for nodulating or treating at | east
one cardi ovascul ar di sease insa cell, tissue, organ
animal, or patient, including, but not limted to, at
| east one of cardiac stun syndrone, myocardi a
infarction, congestive heart failure, stroke, ischemc

stroke, henorrhage, arteriosclerosis, atherosclerosis,
di abetic
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aterosclerotic disease, hypertension, arterial
hypertensi on, renovascul ar hypertensi on, syncope,

wa@ back46ssyphi |l i s of the cardi ovascul ar syst em P&TEEF1005/046602

failure, cor pulnonale, primary pul nonary

hypertensi on, cardiac arrhythmas, atrial ectopic
daeas ang meathads spiatle for agpynigrationgyyi lnhadﬁtrwr(%lﬁf‘gﬂmdﬁé gescribed

Bére%{h?ﬁ(?éfﬁmv)n G aghic or nultifocal atrial

car regu ar narrow QRS tachycardia, specific

B0, R AP oAb S S orprecr

erﬁﬁlkstraﬁbﬁ) 6@l elintdin kS ehaon el 1pRARKE e Galed bt 1Nd) fc?yalkylene
di sease, angi na pectoris, nyocardial infarction,

glyeels @vﬁ}bﬁaoﬂﬁgﬁthmneaﬁlwldahgé yegsieble apamohydspeanaied naphthalenes
I‘ | | [

AREELRGT Kb r Oy SAGMany @) e Blon B BE pfpRRAYS ming an

appropreat@atul efier ph RumaldiAcremd i sappend mgragest, sicoshng toknown

i nflammati on _of the aorta, occul sion of the abdo

BSHogs aAgents foryniseignecan bearnaarHaxis) nenserally 2 m&r@&?&%&@ung

a{e% Lﬁ:‘h\éacl gﬁélfs sbRttiofl o8 Qs ISm)de n%‘i)leo@)%tﬁ‘)'n or spspension in a solvent

rotic di sease, thr oangitis obliterans,
As tiet usablzlvepeld gisehaht, avateer Ragert ssbrtoer sptoReysabioe) 'etc. are

R N PR A N

BoL BEdPIBRRLS ahy kird GFanvolAB 8l @hdBatty ReF&NEbe u48811ALh@INg
angi na, reperfu3|on i njury, post E@Pp syndr one,

n@mém‘ mnélp@r:fousmﬁymthj:tm ity gHl o Tétylacids, 1Rl or sythetig or
sy rﬁﬁée?@ %lonX 8r°&1p{>} ae glggem({%g SPS%MF @g‘fx?stﬁa{?&& ‘1<§mwn 1n the art

oSi ti on ar maceu
@Mﬁﬁbiuﬁbﬂ) bu&ts nbelaﬁsﬁte@ ae cﬁhl%nhor&g @i¥ads olOih)edt1oRY, b lg@ﬁyre@gured
specified portion or variant to a cell, tissue,

?ﬁdkﬁalesscﬂme,saw geics s drsebednn 48 Pavo 587 Iph®: and a faser
Pér?cﬁ'glt%f" BEviOf ad dBSE A 1n (28 Odar AQY 5@9’% éi’lftlfe%l? %OB{}%?QQ& herein by

nvention can conprise adm nistering an ect |
gfigamte. of a conposition or pharnmaceutical conposition
conprising at | east one G.P-1 agoni st or mnetibody or
[8pHCi fAlegtnativé Delivery. \Tae iaventibo fiaitheetdlated joxheledmmigganon of at
animal qgr patient in need, of such nodul ation,
lead QpEH:P- g@g?rﬂar%wng%ﬂdsaorr?@?ﬂ gd parhiop sx Vamapt by parenteral,
£ chREos ORATE s Par A R rdhs w&nvggmm&@ﬂaﬂ%b&m sublingual,
erapy, wherein the adn1n|ster|ng said’at |ea
nmen@aPor tragroleimsal meansi Retéihdalp- lschemst memnmjrbtodm nr specified

I ant thereof further.co nlst
BEPGR & wiiioh Foahpy §n 2ah PG PRapRTor B¢ PRt TigsbRubeutancous
ftlafkfdr @Mhiedveh@y bd@iestiton pdHRIRI§SH ee fofif B L1fuid solutions
metabolismrelated drug, a TNF antagoni st (e.g., but
potuspgnsionacfor Bsean TREINAheT rBesal adsynsrakereparticar mﬁw@sohd forms

i

;Wﬁ %fe%&ts%Ed g{ipéja?ﬁh%rg i fOégglg?as,tc;}’sBlglﬁ{ %h{]zlfdn% Elﬁsﬁ'gtt%n pa?’ﬁcularly 1n
ﬂ?&ffﬁlh'l@ of ebRxadticapsul¢sabemitianasally pamicsiady o the form of powders nasal

anti-inflanmatory drug (NSAI D), an anal gesi c,

dioBs PhATPROLs of @éta@tqg%ts of trasedgrmaHeprdicpiarly an the form of a gel,
S iR R B prPR BRI 8 1t hrced
Mattoflux &Y by Almﬂahﬁmrmanij SAeplhzaiy(Iskmrlqnnw methods, devices or

fluror crohde

et Ghehna Paicaf pAIBREST SEh & dIEHAN sioRide 2o oihegmodity the
&0n SRELPSAR A irereade GR'dhl g3&§1tc@fﬂi5h@1on 3 t&ﬁ%%dﬁaﬁﬁﬁé@(] Unginger,
a diabetes related agent, a mneral, a nutritiona
thyroid agent, a vitamn, a ca§0|un1related hornnne

an antidiarrheal, an antitussive, an antienetic, an
antiul cer, a |axative, an anticoagulant, an
erythropieitin (e.g., G.P-letin alpha), a filgrastim

(e g, GCSF, Neupogen), a sargranostim (Gwv CSF

Leuki ne), an imrunization, an inmunogl obulin, an

I mmunosuppressive (e g , basilixi mab,
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cycl osponne, daclizumab), a growth hornone, a hornone
repl acenent drug, an estrogen receptor nodul ator, a

woyarioadss€, a cycl opl egi c, an al kyl ati ng agent PCBDS2005/046602

antinetabolite, a mtotic inhibitor, a

radi ophar ngceut i ca an anti, re to,anti I.C

SR e Bimeso FopeeRan cRP o B TR, SAapMarcg! Dekder,
SETRRIPEK BY Contifel § incBHIoRAtEd helemedertdrence ROk Wi oxizing

ast hma nedi cation, a beta agoni st, "an inhal ed steroid,

agdneuthatt gueble theriripbicatom offorrpalalydnsanentaimeg protenoansl paptides onto

B eBla B34 of i B3 AR L A RERER pfipon
Eﬁh%aﬁ“ﬁl‘éﬁ ak BletthepordtionSEEro 18crfase tH€hloBilfY ofthargeddfugs through

ar macot her apy ndbook, 2nd Edition, Appleton and
thersljm sush asrfoptaphoeys ( arrpphicatopRf missaerdpishiag sonophoresis (U.S.

B R e b L TR ERE g W B i ildd B enrely

witbgordtef Bereinasseftiencent i rel y incorporated herein by
reference [201] TNF antagonists suitable for .
[S 2P OPudlifoRary/Nashl Athhindstrativil. AV pufifod@hdilidtAtibRpreferably
devi ces and/or nethods of the present invention
atflegst hee GEBrbagonishgr anmpiehpsly asispecaiied pasbiely or vt ¢qrappsition 1s

e and varia her f t S
e e N e e e S T
aflideb o dicesrdinpaa st lavardiongatfleag oBNGE.Pt hggodnst or mmeletibody or
receptor nol ecul es which bind specifically to TNF,
B&%ﬁ%ﬂdlﬂ’gl%ﬁfcwlﬁmé\?éﬁﬁ dghygred by amy off @ varigey of mbplaagnsor nasal

. . |

R h8AA T O o B 00 P IESEl Sl e These
devigsehpatilé 91 ddpostag derosdlizpd formulARins addweesiuseavity or alveoli of a

receptor agonis and A2b adeposi ng receptor
bifirah ek ot Snttonpiicn, SPR0GT:: GrarGroh sxnpBIers-FRavers, and
{HRARR! Wthé BVRES {@bleTHENMr@BInF OB MoAsY 0¥ AhHU adh i ®faflon of
&gﬁ? ki nase inhibitors; conpounds which bl ock and/ or

t bagonyss b ramet by QF [Spepy: oryoee Ar vayiants are also known 1n the art

t al r ot ei e Jdnhi b S [
TR o) ORGSR Bt Al Boh 0 BOMMGLOER I GRPh e
aepaBirg oTQ@GIEM 2 gBnifAEm i nienbbdy diospscified gortiobaptvan@itin an aerosol
and conpounds whi ch bl ock and/or inhibit TNF
_§P@w§f§‘?§0@r@§ r‘i’&F@F‘%‘?"rﬂ Pfesather sodyfiqps shothaguggup gadnon aqueous) or
| ™ i @ .

AR BISSE2 ek i (RSO Rl BEBES
fiseagpreptlleangas dnd requee adamtiendesng ispedsn (Sadielg t WO 94/16970,

Y0 SRRSEE Gy PoFraniies 1 THOMaRE tdthyortgter® Glaxo)
Bk s addyFs presdtt _nﬂfﬁ‘lérgDGM),Qfe_vIdé@ nRHeS@My inhYRMHePdpeutics, and

can bind JNFa and i ncludes anti-TNF anti bodi es,

thetSpyahales| pawdey hhalenrErons)t wserbwedth-agmatieipelcd mived powder (US
. k . e
R Al EE P IRAL, PR3 9523080 LIS o RS b8 BubPus

6638188 3hdd, ¥R, 942085408 Fisons, ieRtiR1 ¥ Ricerpopit&Vegitindydeference)
i nhibit TNF RNA, DNA or protein gynthesis, TNF
Nebdpses lkenERS c epragdien; rEﬁ Diitraygnt aehBhzes Mpinckrodt), and the

AT oo D s MeaEA PR OMBRT Bravngy. WO
AR 34, the ablvegefearmiceddmirelg gnconparhtet! hereln g rediérEnaee, pyoduce

neutrali zi ng nous nti-h n TNFa 1gd anii bod

RS P BT ORBIONS i FHRS{EI5H SO B GHPBY ek Ml etc generate
Il gd, kappa i mmunogl obulin The human 1gd@ Fc region

i nproves al |l ogenei ¢ anti body effector function,

i ncreases the circulating serumhalf-life and

decreases the i munogentity of the antibody. The
avidity and epitope
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specificity of the chinmeric anti body cA2 is derived
fromthe variable region of the nurine antibody A2 In

wa@2@antdssul ar enbodi nent, a preferred source fBCT/US2005/046602

nucl ei ¢ aci ds encodi ng the varlable regi on of the

B HEe Asrop ke RS PP SRTRRO GTUL ORI aFflable gpalaion
@6911&5 rd?et fedbie®Rfbe £eprRémaiie dTupBAfid bacdskuRakl@$6t the practice of

dependent manner From bi ndi ng assays of chineric
dnmmb@dgoncami are ot tsodtd aelmutingribhscprEaf theneveafiph nPreferably, a

L e Rt
Mﬁhﬁ@ Akl aiéd bgﬂ&lr)sﬁtﬁﬁdefr infHalet orBEpRyEd MHeye &¥ a several
conpetitive inhibition can be found in Harlow, et al
destrable deaserenof abwhalabery dawenter adoynyergys atdepst-pirefal-P-1 agonist or
@f{?ubao %r 1 ts;?é’c e peog?&gorge{ﬂragﬁ?ﬁaé gl%sent angﬁ kFor]e?&ﬁrple
die’lﬁdfydb}o@lﬁf ,lnlﬁle&tblﬂ&ie%b hd mﬂ@géﬁﬁl}{mhﬂe W:Ibreglumble and accurate
I ntersci ence, New York, (1992-2005 Kozhor et al

@athrbg%l\yce canpphional yl@élg)er s%g%gyéqartgtlesap g legsthan about 10

ogy, Wl ey
ﬁﬁt %ﬁ%{?@%%@%%@é %?83%&8‘@?;@ and Mul ler, Meth.
ymol, 92.589-6 9 ferences
(Eh T arymmseBy o Gl phnistf PiopET 8% kD) porgion or
%‘iﬁﬂt@ﬁrﬂf)oﬁﬁ&%dﬁi‘ rayl"X bty IMRNREAOORP- 12dHon k0 8y mhdetibody or
is produced by a cell l'ine designated cl 34A Chineric
sneeifisd wrtmpruvgnmtmum@am@y PEpteiB(cAn be peodyend ynhiorang a
[ I TNFE
?é@ dgl‘doq SE) “ﬁlgﬁ o(f: gﬁl@ L Ofie gg.fP ITQ%}%SJt %? g‘lslréln (%d vde}l nstl:Céfrl]ed portion
anr werdasthrdugha rioazle Iillﬁdaf [tres(sﬁme The r@zzle slz8 aftht@rfiguidnion, the
5,231,024, Mol |er t oki ne 2(3‘% 162-169
ilmnélgé}presglrg ang\rgleﬁ ]1%1551 lfgﬁgl rﬂ[g ca@ 2 gh{@seggza((lp vyiedhe desired output
1 t
B bt A S B 6T St R,k B A ectnc ield
dg@ggtionRulth a camllardy, or Gorele fdédt dwivamagdouslat pahclkpof @ lgasgone
ubl i shed ril 22, 1987 Yone et al P- |
G Pl oBisn P Bimr iodius® Soestad s et vapPautocsgiggprotern
6iM0 i/ pref4dbl P aftth
R e g 0 3 P01 fhe range
éabdiy] g @labputty pmgl amhmﬁstaﬁ&e%lly {bb@87 um Bpbgueh umet
al ., Hybndoma 5:489-507 (1987); and Hrai, et al , J
[22ATUNForivelatiofbofal 168t qntIBIZR-1 apbhshorBingtdodesr ép“eelﬁed portion
entirely incorporated herein by reference) [206]
PEERRIFOMPIIS BN REQteInFuERlIE fIgst Nftthy S ERies Fymﬂé@ml@iﬂ GLP-1
]jslt' by hﬁ%ﬁtﬁﬁﬁi@ ??ﬁ%}f{li cgggeﬁ BPveﬁ'faﬁt E ng%drﬁnaﬁéolgiﬂq an aqueous
!;oiutmrmltal oonedntlﬁublh pfattouoh nt@to\h@omng 6 at(lpaﬁb Ionsﬁiéd? 1 agonist
A}prl | 30, 199%_) gchal | et al 61. 36 !
PrBYBSHOOLY g PRsEiicdrRortiR o ‘faﬂamééanrp%lfog @iot%@sPef %%50 ution
e fIPmuBHBH AE R 1RE Agsit bichla¥ ah @ﬁ@jpféﬁf atbRekeh @h @4dlodity agent, a
reference) and optionally possess |ow i nmunogenicity
presqyuattvieca burfactankend sprfosatly.smncT NﬂlﬁFﬁprralﬁdtlQm@nmsq(@alude an
r75 TNF-R e surfac e
% éplﬁl?t L gﬁ%nt-g%r sée?ﬁ fl%aﬁIOlf. roa ﬁxc g?%lg 9 fa%éxgrgts or, ni;]eL['!l%%d}L/l or é;{%mﬁed
PEEBR bV S1ant ObApsHhdiOproteen, S¥dH &Cebdftdrad red@cm:lg Agenf, Eflﬂ)lk protein,
of the receptors or functional portions thereof (se

ar gearbahydese aRulkipraieins usefpl 1n fopnyategGhpsl %)fl%@onnmetlbody or
R o Sy SRR pSn AR e, or e
ECD, have been detected in urimpe and serum as 30 kDa
and 40 kDa TNFa inhibitory
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bi ndi ng proteins (Engel mann, Het al , J. Biol Chem
265 1531-1536 (1990)) TNF receptor rmnulti nmepc nol ecul es

wa@pah70MNB834 mrunor ecept or fusi on nol ecul es, and PCT/US2005/046602

derivatives and fragnments or portions thereof, are

dd| onal |l es of. TNE rece Iecules whi ch.are
Ko Dot coBOR TR RO BT 1D BB B DR AP iRy or

%}ﬁ\fﬁf&ﬁ %ﬁlonTJ}evaHNf_t ofifpdRtish ﬁfm&ﬁ_@iﬂcﬁﬁle\éﬁél@gh %@Jﬁnﬁ@l lactose,

t e invention are characterized by their
attidloseygltooser erethe bl | Bt GLPolr agontse nd@dnyehqdadm Spﬁcnﬁﬁd portion or

PRt PR SHOGERE o0 Sah P e R Ar AT §Hicpgan reduce
¥ehrbvérs setirelindndahp %‘l@ﬂatﬂfn@%é GEP- | 15§ @ﬁfrﬁﬂn@&ﬂcﬁlyt& specified
the therapeutic results achieved. [207] TNF receptor

mmpn nepa;nam Fermpesatzon gretein cdused hpatomuzation of Higeyplytion 1n forming
P RELE Vb a0 BRIl b iRytene

ﬁiﬁly)abﬁlliﬁsteﬁﬁaﬂd aﬂ&ﬂfo&s aid pdlb@;tyeﬂ@ﬂﬁlﬁ@brlﬂ&)l FittykaerdsestessiCAmounts
pol yet hyl ene egcoI (PEGQ . The mul timepc nol ecul es

W&hg%‘}ﬁt“r}’eﬁan&f‘ol?ﬁWP@eo Q0 ]s‘i"ljh % B@ eI Otheafoge@e%% dEspecially
%f’etnee'd'}u{'tgctgﬁtg PGt uﬁ&éﬁﬁhm %ubﬁ %rdp'%fl%mﬁlglerﬁglssﬁﬁhﬁ

ese multinepc es and or °t
moodnleate,qmlysmtmtdo&e pobisarbriel®ddor the UkS. Addplonakdgents kilown 1n the

08,437, 5 1995 the conte of whi ch

pig f ‘Erf?‘i‘?‘é?&‘z&} #&ovra@f%wa eﬂbwﬂeﬁs &F sreciisd ROgfEYs Of Kanants,
LR ERERESd 1rftH§h°&Hlu‘IﬁHo§CU| es useful in the methods

and conpositions of the present invention conprise at

20, FARISEA L0 T ST il porionor

varigntidumpositims bys Néladizer.nGlRol agoapt or mimslulmdy or spemﬁed
nmol ecul es can be assenb| ed 3 ggponers

l——l

ROHORA TR CorPhe oI RIS L e GRTITSIEESs fhof BELATRE: s os s
APz Or TR NAYRLRRtheBELZEH TipiddIRNin Akt GXRIREE aRbmPHEEedPur
TNF i mmunor eceptor fusion nolecule 1s TNF receptor/IgG
saus¢eon uprdooareRteTNmghrielnesy edapi through gh onfige| As theegas gipands

PR b PSR A 360 R0y
LR br mAvsibittestyZor spécﬁ@éd. pd?ﬁ@ﬁ: oﬂ\bdriam%‘cﬁdp(ﬁalddﬁﬁtoﬁﬁl through a

10535- 10539 (1991) P%gp al NE
qapgiiary g C@mg@:j_gd tordiq @ergplr The BBUId eam A{%]a theggplllary tube

g%@e%%%g%é 51351?01& ﬁ% :é)rntseetﬁﬂg r@ﬂlet@tas ?tlexn%@uétntg#é RE:afhSihe aerosol.

AQdeeXtf4®nfig@addns, Bewtrhtes, antl bafﬂe typesFéan é’ﬁtenf;ldx)yed to achieve the

and U S ation No 2 1 filed
%ﬁ‘tf 58*’3‘1 © C%%%%A‘&g‘glc PEha PEPRLIC H% 1255 3[3 lirasppre
héHaPzR0 fn%h%qﬂ@ﬁ@' dledidicdl 8A&E P NGREd MetRQd Sational, mechanical
produci ng unnunorecept or fusion nol ecul es can al’'so be
¢npugyd tymeatiypompleying p prezorlertpg trapsduser Shis agrgpy ragsipiied to the

Rivlawonsr vk3ERY ABpscuhmg By EiherdRg boRlorr vaniam

edthpdsaion proeat ateatigettiyesr ehrdufly a calpingfied,[c2&8hg An aerosol

functional_equival ent, derjvative, fragnent or reglon

welughrs the GLE- bRZoRIT 08 InEehbedyr ey SP%CIF%P%PP OB Marnt £praposition
e

P APl E e GO 1 RO Blmd o] B spepficd porion

moimmut @mpdsatoni protrafn delifvéied bgntrebalkezea hdvesaagarenkeesszetlcss than

functionally resenble TNF receptor nol ecul es that can

be used in the present invention (e g., bind TNFa wth

high affinity and possess | ow | munogenicity) A

functional equival ent of TNF rgceptor nol ecul e al so

i ncl udes nodi fied TNF receptor nol ecul es that

functionally resenble TNF receptor nol ecul es that can

be used in the present invention (e.g , bind TNFa with

high affinity and possess
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| ow | nmunogenicity). For exanple, a functiona
equi val ent of TNF receptor nolecule can contain a

w0 SlozadéB34 codon or one or nore am no acid PCT/US2005/046602

substitutions, deletions or additions (e g ,
substjitution of, one acidic . amno acid, for

anot h
ghoug @ nawPrserallyan thsrraggmakaboyt | B 191bgHe it most preferably
%QQMB?ﬁhﬂsuﬁ§ggLor di fferent hydrophobic am no acid
ot her n

or a cod encodi ng a hydrophobi c am no aci d)

[2?@ Qg’;éyrggiaggﬁ?eﬁjﬁa ma%%%%ﬁﬁéggg%ﬁ | Snnin?etll\b!gil)? St ép%cr:lﬁed portion
N I 8¥nd WL BHIS THARE SvithNEMEbIPzr, £HRB ?qt%@@ﬁbasbrﬁ&,(&ﬁlcally include
Cyt oki nes include, but are not limted to all known
Gl-Pokagensst Seaymetiipdy oCsprewfiadi@ytiok PheaiiagbeAnmAsionpEotein 1n an
ant agoni sts include. but are t_lim
TEPRORYRR & g GulePup ] oEioPal Phng o2p oAy of Wleags one aLP-
AdongiBNinIBENBBdYRIr sect ditien br varlaac pilotei@péragosti sdtutioar The
any conbi nati on thereof [211] Any nethod of the
foraslagion caaAlide ASEHRSUSH S 2R SECIRICRR AIRYHCH 3P IS UUEINMEeR 4
gﬂ]bgérs%tnle[@%rﬂcﬁgt,%ﬁgﬁrgﬁ'fabl TR S8 AAIEH Sin&fidd dci@Be an
ecti1ve anmount ‘o conposition or pharnaceutica
exipesior iagent cangeabilsiangn af tHeea $dasoore @LP lagamsnorstinwatibody or
m et i body or ggecified ?ortion or varign& to a, cell
thecdigd POBIOgLR VAt FAMPGRIBR PUFP. TUSh e 8 RUPH agwycing dgent, a
BRRBERER OB a dSGHYARAL. BRIKIRSEARYsMER Brif@hiifEatdédit one GLP-1
optionally furthér comprise co-adm nistration or
ggomizt numioetitiddyrog pyecifoed parben pnyarsmteompnstne ppicwasedude

erein the adm nisterin f said at |le ne P- |

i Bt s b T ApelcethSeuBles T WS iiing at ast one
Gher esdonist BF QEHKHANIE spEsfiaioriibs bevdriagt inbRide kecrose, mannitol,
concurrently, and/or after, at |east one selected from

leetope deshalgpe sBicRES: O {hedikiendde ablepstpge (GLE31 agemust oy mimetibody or

%p]emﬁ%h %?hﬁ)%l clr Vf gﬁt(}{)rm atﬁ%a%r}ﬁiso%l%g Ll%}gc]tant,. which can reduce
ypi call'y, ‘treatnent of pathol ogic conditions s

ef prevdne surtfiaceandiced agge gatgnaot tied dtdedst vwe @hBrindgoarst or mimetibody

dosag f at | east one -1 agoni st or mnetibod
GOPBOSES PBRODIFAC AR EE SRUSSEHY HUHEgn of the e Bripiune an
lée_ﬁgs_%}l BA5Es Qnlerkidngl RPACAIs!dafbaempRiyedisubRaspol9H8 ethylene

agoni st or m neti body or specifi'ed portion” or
fattyiaqdtestekd anslplenhobsi aphipolgon yetfolengsomtabfatty gewfesteab| Amounts

fromat | east .about to 11 LI gr.anms P- |

agbREra AR Podt AP Bl sbarD R Gt e fqpmutation
Egﬂd_cﬁjﬂ& praferiredirfabAhtsIFOF pirpo@hk ©f tis fvkidd £e polyoxyethylene

adm ni stration, dependlng upon the specific activit

girbianmangrelsatenpeliwrbaeBBnalysorbarg 2@ o s kst ;Adctlm@laY agents

Elqvﬁqc fn' HE art %r%hﬁl?lgﬁgl?{)f f‘bﬂo?eqn CRR ﬂ%%maétsb%e Q}LJPEQQQmst or

ny serum concentration per single or nultiple

Atk titsidy &k ispati fud poabbreodasagesrosn e cdnadymbd mcheed oethe
ractitioners and will, of course, depend upon the
mpfadi@Rar di sease state, specific activity of the

conposition being adm nistered, and the particul ar

(B3t errdmindgtrafinomef GEBzk aganistjon migngtihody o specified gortion or
MR G nigtSithhs B .e% M&%}gf&ﬂs&e' IhAiER. W a mleterS@BosRSnhaler (MDI),
necessar O provide Tor repeated admnistration, | e
a proppRait ed léastione GLBI 1 agdnmishoshmdtibodg oofpeaifpdrportoan @rvanant,
noni t ored or netereg dose, where the individual
ATy SXEIPIRNILOthET QIALNES RIE gopianed 1R A Sany¥es ?Seade‘é“r‘rW“d“dmg a
H@mee %o&ye_%getd da8 AchiBYRYr {h%lfgéteﬁr%\tﬁw 2%28QS8S meAlre as an
optional | include 0 0 1, 0 02, O , 0.04, 0 05. O
06, 0 07, 0.08, 009, 01, 0.2770 3, 04, 05, 06, O
7, 08 009, 1, 2, 3, 4, 5, 6, 7, 8 9, 10, 11, 12,

13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29, and/or 30
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ng/ kg/ adm ni stration, or any range, value or fraction
thereof, or to achieve a serumconcentration of 0 1, O

wo2000/0%834 0, 1 1, 1 2, 15 19, 2.0, 25, 2.BCT/BSO5046602

3.5, 39, 40, 4.5 49, 50, 55, 59, 60, 65, 69,

70,.7 9 0., 8. 89,90, 9 9 ,
sl pyaerafly sontaying Badige? ythe S agse g Bpouk g,
%refe}'fbly abc;'uf’ lﬁzm fo Qoou55 QLm %né mos@px%ferfblg abdut 2, dnﬁ tc9&b011t 3 um.

']I.lﬁb d):su&d aeribﬂol @artﬂ:lc s@ze c‘hﬁ beb:btzﬁnedﬂg/ @nplmgmg a ermﬂathrBof GLP-1

agonigt o Gimalibogy of ggiieforidn & Varghef Uity midtesprdiced by

@&rouggnettﬁ)’as kRGwn 2(5th03c5®f skl idBe aﬁgmclaﬁm &rmﬂﬁn%‘ééraé/ drying,
5, 60, 65, 70, 75, 80, 85, 90, 96, 100, 20

am@al B0t copdensaz@p or §@0iked Ruefenrod meterghdnse 20fpders awbale those

EoniesiiRdty oM B dep iRt £ Rl kbt Pilpetpe

n or fr on thereo
s or Farmiaions Tt kaross d%aﬁf’%te‘?’é‘a‘“?&\ﬁ dhpyspecified porion
Stangnah 3P usddRfth K%é‘f&eé €8§&h§ale§d&ﬁbea§ﬂﬂé&ﬁerally include a finely
phar macodynam ¢ characteristics of the particul ar
@g@nd powddr dontamrnglet lart one (HLE- bagemitrion mymeubedyror spefied
and MEI%PI of the rec 'enﬁn<ﬁ%%uﬁ§ and X588

oy v e 354 HibaRlonsha foRaieRe EPans i fof pPUGRE fufinded m

?robél?@ft REefhtthe adbfRarfedthraCThe @sdpetintdan Bk layty aoﬁ@fﬁﬁ@eil
active ingredient can be about 0 1 to 100

mpterppnameygsklior ity Brrpase sichis aplopefiugiecadhaty Aarily 0 1

Mé&ﬂoreﬁﬂmez 58.5 3l dirdubrd o), 8 Giih uﬁrc%@al?ﬁ o ficludin
ram per admnistration or St al ne eas

n‘rmhnsmfmoeérﬁethnma( dichivrohfladroneasine ecﬂchlemdttaﬂﬁlaﬁﬁ]haésl and

DRl bisahiPeanatis s Gorhetbroene Jane. B5eEge of "ot

(hSauesiekdab 2271 o@%nu&t PRéfebIVEhE BRI 1§939ar%ﬂasrocarbon
portion or variant of the presént invention 000 1

Tixosurizttagt canhstrhasengo 5tabdizg thejatdeasyore GLLPS agpnisgor mmmetlbody
%ospgc‘jﬁzd E(gl‘nog ’gr :\I'/gl’jfan% %%a :sl'l%%)er:ll%gn gf]gtge %weﬂ% to Apdotegtéhé' active
&nt ﬁg@ms?@hen&@al cﬁgraﬁétldxﬂ @ndiel ke Saitalslayurftandd incRds sorbitan
one of day 1, 7,8, 9, 10, 11, 12, 13,
tpleates soy@éec@rym oigc aq;g} orgbe hlgq._ Inzsgmezcgsesgglutlgg aelz)gols are
ér fen%§ ’usnl%g sol%gnts %ﬁlr h gézetha%l%l ﬁ&dltlgéal ggnts ﬁﬁowﬁ)’fh the %rt £9F

or ernativel east one o
fﬁ)rmﬁl,atlé’n oBa pfterik @uch]a’ls prdt2in c¢h8 alsbhe 1idpdedon the forfbﬁlatlﬂ)ﬁ
or 20, or any conbination thereof, using single,
[22¥|usiCe AlordifRgaketindRs &% will ZL6}EnRo dagthefmedth®ds of the current
(conp03|t|on) suitable for internal adm njstratiqn
'@@%W&I qap) be grluayed by Bmapyy rdoumsiertion;af af leastpne Gildh b ggonist or
el o R i v Rl oR batloehor esrbed
lztinve |ngred|ent mnll ordinarily be present in an
anount of about 0.5-95% by wei ght based on the total
[280]9htMaéoshhEoramiilatiend iuﬁlllABi}fiﬁistlﬁﬁbnp Foeatsefmion through mucosal
adm ni stration, the GP-I oni st or nlnetlbod¥ or
gistaees; F@@p%wasmd é@etlmsl%ﬁ myusienRg 3tdeathipag @hPzlsagnist or

r

@glsl%{gﬂlog 'or nﬁ@ﬁ%&?ggg?nagﬂ %yﬁ%lﬁgﬁlpg g%/ &@Mﬂltsﬁﬁg&nﬂ%ﬂ& a pllirality of
qabancren eattictea) 4 ynuacxibptiabmaciparodatite; abioactivepeptide, and an
Exanpl es of such vehicles are water, saline, Ringer's
sol ution, dextrose solution, and 5% human serum
al bumn. Liposomes and nonaqueous vehicl es such as
fixed oils may al so be used The vehicle or |yophihzed
powder may contain additives that maintain isotonicity
(e.g., sodiumchloride, mannitol) and chem ca
stability (e g, buffers and preservatives) The
fornmulation is sterilized by known or
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suitabl e techni ques [218] Suitable pharmaceutica
carriers are described in the nost recent edition of

woeovogisen’ s Phar maceuti cal Sciences, A Gsol, BCT/US2005/046602

standard reference text in this field [219]

Ther apeuti c Adm ni stration. Many known and devel oped

mvgews esintipuepshases sduehapropgies @psrptpmgirough mucosal surfaces by
rmaceu t

%vlmga u&!)a%ﬁl: 6(§rfn (?g tilg f%]%ﬁés?ynalggrilﬁl@%szg?sl e Igg?t%rS lgfrB%O) Mucous

wafaed s@t@Bl@rfdﬂ agplitaudnhef the eaeisions Dﬁ&ﬁtpr&sﬁannﬁ.tﬁ’toh can include
agoni st or mneti body of the present invention can be

eREnea)eqoatnchval, Rucesl gblingual gnasgly M?EIB‘H Plémpéryoﬂomachw

ﬁl?éshgéldana?f cEHDRRRDE gﬁlmirﬁ tratyon 2FB Lf@f PR 6r Rcta?
evi ces an S sulta

ax&mnmtmtmmteth Sugipositories| em apntamm amm:qnem(fese)demtw i bed

her e t hi.n r known in e art 2 rent er al

Py Sy SR Ro T, SRR coPat Paiel ipd e ke RGO pr ntranasal
Q&ﬁﬁﬁkﬁﬁ&k cHWE 1AHAThANNCA Qx&@ﬂ:tn%' fbr%iaﬁi R"RBtose or can be
exci pients sterile water or saline, polyalkylene
gclupouﬂ & cslymha@np of yasahdroph &oy byfmal adrmnlssramn oxqgpicetb inglude

ogenat ed napht hal gnes
Ripootodi LTS e aR R oG R R R uarl ipg the ke U,
PiteRas. SR49y69851 ng an appropri ate emJI sifier or
hum di fi er and a suspendi ng agent, according to known
[E?f]hOQSrai\%PﬁﬁlJt%s il drhfistFAforP @&Trﬂ%foh@ﬁr%ral rely on the co-
non-orally admnistrate diluting agent such as aquous
sumstranomof adjevasts (e .irejosonels hed somgmnc@nrfmtants such as

suspen i n al ve sabl veh l.e or
SepOaRR bl R P pe S Ofipdf3ER) B S0 G uthonse aruficualy
gl perméBilal oo Rdnteqitnad vals,dis vl Yas B e Admin@stration of enzymatic
suspendi ng sol vent, sterile involatile oil can be used

MHIORCEE MAnHe s Ty Rty Inkin@ro fusapsemyaivarapkssphate (OFF) and
u t
kAl & hﬂlbﬁ%gzﬁﬁ?t (?&%radapéﬁ UEhS g%dt%@tcgféglﬂ ud coHPOHRtdrGhe
ﬁfymlt—tlypé dcsage farenfos yril hdministranonoan ber matked vorth at least one addltlve,
epdes Par ent adm nistratio S own int
“%H{&f“FWé? dardese, Bfi?}t“k?% mapnifgl rffethég’s? (o Fa 11311 é‘i?t“i‘tBE gf”‘“an’
SRRASs, Qbar! MeRfales OBunsdcliftaky, S e%m@ §86HBNESEM arabic, gelatim,
i nj ection dévice as described in Pat. No
&olBgan, rag:n, attthnan] systhetiper samigywshetorenalyneragndiglyesridge d hese
Ln U S Pat 5,839, 446 entire cor porate
tfhape Rap e isp 5O At er SR D P SO Py BB agent,
lubYiedHt isG¢h ésuﬁigiﬁmuﬁﬁdt@trﬁs pa@abieR eprashi ik Ak tsudNasortat acid,
| east one GLP-1 oni st or mmneti body or specified

wpthlwfsl@ralquoa@ﬁ efgl PEeEKaat ach a@%&a@%ﬁ%ﬂ@grator binder,
|
(!;kr(’:f’-ll %Abﬁ{gha&ﬁ'ﬁ[ E\QGY&&HH éﬁ? ﬂ’b%’()rl}{? g% erf{lﬁﬁlﬁgg%nt etc

Ucca Intr a or t
[g% t e| b%e %,“%R‘@ orrlll bset oé?rtprgﬁeggeglgﬁyooe%er?& oaked CP??%aratlons The

Lgad fpearpambﬁmcﬁ logd] aﬁmubgmt@ﬂe@asde ¢rﬁnﬁll§1@ﬁ}1§/@m{i ahx® suspension
intravenous) adm nistration particularly in the form

#1d galujiangpreparafiqng gowable fergaeicad wse These RISRATAHPIS ARV ontain

I C [ l
i L A
bednldengibell andrigniediverytsysiom aantmsxmnmnkiylepmrt e Sf BertnN of
ets qr capsules, or jntra artic IaH

ta
428 7 3DmNpre SeRRady shicrespheresp éag ol pely et f rged amiho acuds
ﬁﬁé&ﬁbfﬂs?ﬂ@s@tb%en Qbedltb %@ﬁ@’&rﬂﬁﬁlﬂéﬁe@@{aﬁé GLE 2N 9159673)

or m of oi ntment, |otion, suspension or patch

del i very systen1(e g, but not, linited t o,

Macrof lux(tm) by Al za, Callfornla USA, or any ot her
know net hods, devices or techniques) with chem ca
enhancers such as dinethyl sulfoxide to either nodify
t he
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skin structure or to increase the drug concentration
in the transdernmal patch (Junginger,et al In "Drug

w@eooteadsBon Enhancenent”, Hsieh, D S., Eds , ppCBH9S805/046602

(Marcel Dekker, Inc New York 1994, entirely
i ncor por at ed hereln by reference), or with oxidizin

Berhrrmoreh garrisnedsnpounde desspbed it U Sn Patf Noo 879,681 élhc!sUgS Pat. No
S%?%‘%g%% @%eﬁécgé%‘?ve?ﬁ%l@é&ﬁ%y"a%ﬁ ERR R G ko in he ar

t t t h
(€452 ripBRaRingA Fogts ardA S T R ragpdermal
SRS noh, HBS atl 1BAsP BAOGLIPE] $J6nist Sk MBSV pEefi@Bpcttion or

or application of ultrasound such as sonophofesis
(/ama@t 1spacapgulatedan 30is1198y dame 4uchep, 24qmporne ke pallygipec

Ifu%lct?l or?lgcfr%? gn Ctg,;lﬁl?}é%ﬂp & ﬁoremﬂcgrlpy}?%ﬁées éfe%)rrgdo to%%ﬁgctlvely as
ﬁﬁ’dfbpﬁrﬁélé@hml@ﬁ otie@rtvigelst1a) aA)huﬁﬁ)B} of sulitaBleidetices are known,
preferably at | east one GLP-1 agonist or mnetibody or
Hshidire migrorsrGlemmade fpypthgtic E‘é)‘bff?@ésl ek as p%lyhﬁé#r%)éa%ﬁ such as

| r
by BB el LAl Bl S360E Rl
polyaiiydades, aﬁd pagpliospheretitsPand sagoral pblymersrsuniets dwibhgemr

s eC|f|ed ion or, variant can be delivered b n
plyamipgac Emwm otk BFDtEHS gte 4BY PHSE PRYSAGH harlgles, and

&hﬁblﬁﬁt‘imfs%er@mqﬁi ok 3408 894 599)t herapeutic agent by
I nhal ati on These devi ces capab e of depositing

oS r C
BR0omrokfitked AdRinfiRh drid Folfndtaitite, YAt ¥ Qimemes desirable
roateliverzthe somﬂownqs @ﬁumrprgsenemaemrcm to sipr swpgcs oveaiptolomged periods
her d vices s ble for dlrectlgl t he
A HrTaF SH00 FGERer R PP Wh (5 H SRR 2dgighs admigpstration
ThABL MYel@a[se S&%t &' ﬁﬂalz{h@ Eibéa%@ fSHms\@hibd rﬂnhﬁzélf @oﬁb&‘i’nple a

known in the art Al such devices can use of

dwgmfcam @nsoswin aphamacqutichlly andeptabls moattdoa sdlbef tthh gompounds

Bl AR B Hee o RS B3l L, B R s

waARPosRAsefacl subiehs sisplhdrid, ROl EAPIE Qusic aBMd, RéAric acid,
aq ueouﬁg or solid particles Metered dose i nhal ers |ike
B

tapeicvelsh BanaIcaridralee acidaquody glwRameicid.maphthaleng meae- ¢r di-

RIEAR L i lmo%%%%%gﬁﬁfgwe%%gﬁmw

qtzmwrlemch sshahe reglchunk éb1stounth ibealuer, taghe(vas alajnnum, copper cobalt,

kel T anfl kA PEEMBeR RSHBeE GPon dated Trom e NN

dBerARMHIchedianit dienyRticalalife, (&Xc)%ﬁ@%atﬂoﬂ?@f @15 and (b) eg a

(Fisons), use breath-actuation of a m xed
2668208 Aslt r@ddlamaﬂWtEBwompomds dﬁ@m#&someﬂlm, prﬂ@rably a

135 [ 0649 F

PR seib e s Tode uloh s Fpe SR B FO0RL for
Al ARa(drihuAY Behd@Bardid el Ulfltlf 8\e Bdshing oﬂeﬁuiabléefbr njection

Mal'l i nckrodt), and the Acorn Il r) nebul | zer
I%waf:@}a%xpremrmdcsalts mieddw% IS amIRtR SIS IPARRQRGY ES. and the like
%Zét%@ﬁt gé of £1p€v r@l%Qs‘éedeB hﬁHl%ﬁ‘S’n ﬁﬂﬁ.{uéapﬁ ARG {&Eiﬁlttﬁg'

erern by reference uce aer oso rom sol utions
sémpander edledispasal fon Iamiapaﬂatedi ya siowdiegradnfgahem-mxlemm-
generatesnall particl e aeros&%s These sp

ahgapraolsnersurhay LPAViaGiGIAT Palye Sphinafid PP‘@YFP"—B Eiczagple as
&sErbdit GNH8dpLONDE3 777 61U, §BERLR fgbﬁ/rﬁis%‘i‘ hp?@[%f\db ,felatively mnsoluble
devices suitable for the practice of this |Invention,

and are not intended as |imtghg the scope of the

i nvention Preferably, a conposition conprising at

| east one GLP-1 agonist or m netibody or specified

portion or variant is delivered by a dry powder

i nhal er or a sprayer There are a several desirable

features of an inhalation device for adm nistering at

| east one GLP-I agonlst or n1net|body or speC|f|ed

- o " oy
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delivery by the inhal ation device is advantageously
reliable, reproducible, and accurate The inhal ation

waleoi7oesssan optionally deliver small dry partiedEES2085/046602

| ess than about 10 mm preferably about 1-5 mm for

good respjrabjlity 23] Adm ni stration of P- |
%ﬁaﬁmas&osmdﬁﬁqbsegém@rcagaéﬁ if8Hmb18‘FE!“bﬁh‘g€S“€f8lr‘F‘3‘i’i‘t" silastic
SEMERO Mlbﬁlﬁﬁrﬁ' 5t 1Re BPARMals AR BYall STRL HIERE, debbt dr implant
agoni st or nmet 1 body or specified portion or variant
foomplagbis, eg. pasairdigmdlappsbmepamdmowd 1hyheflgeraturg (.S Pat. Nos.
i on, or soluti of at_|.east. on P- I, .agoni,
SR e b shvegRa S EPn el ReERE PR Rely b SRR
Rob\adcH &, IsieE] II&SE Uhe; NRhe1gwezzl e size and
configuration, the applied pressure, and the liquid
dr . ,
B S A
wdergpdas, bytrgfeaence lte tterfoldowingled amples ommek tieqprowidehby way of
é@gillag% or nozzle fee? Advant ageousl y, particles of
tFayionand are pet pitended ASITNURE. i het i body or speci fi ed
ortiaon or variant, conpasition protein delivered hy a )
[sif)ay dxample 1 Gloning and Expressianel af(ghP-dssenist or mimetibody in
Ma?ﬁrﬁ{aﬁﬁl Celld) A%léﬁ%tﬁ&lﬁ@ﬂ%%om&& QheHhs & lfﬂgl one
and nost preferably about 2 mnmto about 3 mm|[224
promotdr atenems, vdfictatmetlwees theone1aBof-of tragrenpson of mMRNA, the GLP-1

m nmeti bod r specifi ortion or varjant conposition
SHOBLPR L e B Fose O St S LG rpEeEy g sl
leREirdidRr tHeRedmiASRIH SHitradEcriPudRtanB PeMa8En BRI of itlRGranscript
portion or vapant conposition protéin i'n an aqueous
Addiyonal glements lodnd@mhaawr@,rmﬂaﬁ abgiencesrgdipieaisamg spquences
f.at, | east P- ' Qr._m [

80 pFah T BBt L %A Shiuhs HERMHERnElrsprpton can
e achieve® i théieafiiearddaaprahoes ffan SVIOL thddopehmabiepats
as_an excipient, a buffer, an_ isotgnicity apent, a
GrIsse dirm Rywovigisey citadt Rt HTRNE, Hirlewd thirayly prometerpbthe

I
SRS ALARS (RO P HR Gl IR Dl R S5 g ; 1€ human
apegrémetdr)p Guitaldn eppressaon wavtors forpos it proci@ngtheipnesestuaiention

Bandorur e abFoprurrn iRl M ed fuftdiogh dpxon. o

FAOKSC16Hetddh TRbS, FARYARS, GREGLDNSSB PRI/, BEDRA/ZR AN br
conposition proteins include al bumn, protamne, or

RABNARS/Hyase €t) @rybogapor Bt s and BMAG (Hharraagiy|Unpisplg, Sweden),
RSV Lar BATLISY7 185) T UBlbRORY I3 ARRELI e PAVE L ARc€l67109)
Rrat 1 4t composi n proteins include Suerose,

Mammdiah hostaellogat cdulébabedancigddinass Hela 20BeHY nké Jurkst cells,
GLP-1__agoni st or _m et or specified portion or

bod
pavse Srpd< 1t2i7c9ﬁlli)§fasgi, ko8 62Rh CY § BRI Lep glls, mouse L
ée‘ilg'?Héiéhﬂlé ﬁefngs‘?éxﬁlﬂftareyg(\gﬁéf‘céf n reduce or prevent

surface-1 nduced aggr Ion of the G.P-1 agonist or

ti S ifi orti | ant Lt
e A S8 AR S 0L RIS A O TP S e e
intgratedinéda aleoa®edme/aThods tramsisiohivartad sedeotdbde tnarkes such as
can be enpl oyed, such as pol yoxyet hyl ene fatty acid
¥, @Ph ngEYE N cOHYIREO MGy a3y s g ydantiicain andrpglatyn of the

I.d. esters Amounts will generally range between

%Q%%%&gﬁﬁﬂﬁ4@6by wei ght of the fornul ation Especially
preferred surfactants for purposes of this invention
are pol yoxyet hyl ene sorbitan nonool eate, pol ysorbate
80, polysorbate 20, or the |like Additional agents
known in the art for fornulatgon of a protein such as
m meti bodi es, or specified portions or variants, can
al so be included in the fornulation [225]
Adm ni stration of GP-1 agonist or m neti body or
speci fied portion or
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vari ant conpositions by a Nebulizer. G.P-1 agonist or
m meti body or specified portion or variant conposition

w@raveida3can be adm nistered by a nebulizer, sPChUS®05/046602

Jet nebul i zer or an ultrasonic nebulizer Typically, in
et nebulizer, a conpressed air source is used to
[%3 at &hg trangflecio i2era ¢an akiorbe asaplified s gRPrasH large rmounisof the

X
aSa0er BRI BPHR A0S B e LSPUFRR Py Dre
Qiyoyirefold reducrade) hedyeras usepeed Hewdorperilt lires tion cxay bevetal
conposition protein through a capillary tube connected

hundged orayen syvesd rth?ndrwlqs|q§ theggede ok dhstesto finogher useful
kb HoHc 4Pl chz BE B EAPLMUE (B3) MLiph T SBfRfiom 1
22hYE/-219 dOBt ), Bebbmgmnset d | Bwo/T aihee],ogyﬂd lbaflﬂﬁeélQ%)ssUsmg

an be enpl oyed to achi eve the desired perfor
(BRSh RERER UF IRl CFISPRFTO RN FUERIIVe Jegdiyih aad) he cells with

e i ARG sBrRUré Z8Eoted) Dhsst E@lﬂ Hﬁ‘é’s%né&@ﬁﬁe RifpRic@ BEAQY)

is used to create vibrational mechani cal ener gy,

miggraed injo enlmocwsa@eaclpnes;d@h@w ovary(CEEYdod NSUhélts are often
for l.at.i an

ener, is transm to th e P- |

SR e Brod ST GEE- obisEel RIRRAY B s ertedporid r vanants
osi.tion protein either diyrect] r through a

(TP P i R ProRHh Bociort plo] A Pedregbistn (o it Hometes (LTR) of the

R $ar8@RN VHlus ACuIEnTBE 410 e O CeAPBRI @338 -ROT (11985)) %[us a

variant conposition protein Advantageously, particles

fyigrarr-of thedoMiVsentanceri(Beshaio d@/dloﬁelslﬁéc’iZﬂ 1590 (H2%9D) oMuBsrple

var i ant L£onpos tion tein dellvered
AR P Al &8 DRl Pl bR o Bl LBy Aso7te
faBilicdie tHedltan @ 6f B Qhe df ATOrds® TROVCtdrs BBAtadNAl ad@Ebn the 3'
referabl%rabout 2 mmto about 3 mm [226]
mgpm the ppiyadenylatign ang sesmugsniien gignal of e Fit Srepspinsulin gene
m nmeti bod laggﬁfled portion or variant suitable
241 uddo nlgland ssiorein CHIQ Eells j ‘e wctarpGaas ysaddfor the
é%)%s%alnl GILriﬁk %d(?nlscgc rmm%gg{)]cli CCl ?JITE 5rt1%8%¥ yiant Plasnnd
ec porti®dn or varian X on B prot &t n T dh

p‘(qctlfs(w@erﬁz@hvd ofothe @Iasm@mbﬂhfrq%m Af:ce@b@b! Nol BY146) The
about 20 of at |east one

Ogaagnsahe Bonss PHER gsoe ﬂlpéfﬁ C@fltrvlaﬁfu th‘“nSVﬂQ §R1dY Prograter
&hundle f?‘a%s'tgr'oggr TB?O%IQ# s‘Hdkﬂﬂg & rbfb‘leté‘ g&l\@%qﬂﬁtsarec‘&%kfected
as an eXC|p|en anisotonicity agént, a
wnh slerse ptasweds can be séla«:ttchhy graanag t}p:rocﬂe rrazbtqlrectwb medite (e g,

mul at i n sp inclu XCI r ent fo
apbibirs Lo Teproiptie S PnElia B Nughmeeq pminthe
éﬁei’fﬁklhéi’%&ﬁu@ﬁ SR afiidiRd a0 mhe Qﬂlgﬁﬁcé’cﬂfn' cii'ﬁl‘ie DH'mOg?dnEé eells
protein, such as a buffer, a reducin ent, a bu
sp18tant 19, meghotiexate @éﬂ%ﬁhh@tt@en B@Illldopum@@tp sepgeg.uF Wn Alt,etal,]J
[ S t
%lroli L%ﬂec' @'3901%%% rl??é Ll ﬁ??var | anrgmg R b 1\/{ | %hor%?rglt étq':?lgghys Acta

10971 1oge148l (0990)NandMOT SPgB@nd M A IB?ydleth@m B'Eyu@blﬁﬂilogy 9 64 68
car bohydrates useful in fornmulating at _|east one

g8 hp steBy grommaniprseRs g cogpariatipayoi I dvelop r@%ﬁt?mto the
t
SR N SScPGHRRG RRR Kb BRAERS, SRl Guncugn gt e

DHIrBt gelne d ¥t mecsmrbgarn‘eueﬂnkndrtb |tlnrnDHFR\/@|ne,ants usoalhputcasmpinfied and

can al so in e a surfact whi ch .can .redu r
PeEGEReselr b Boe Faiibey a&gé tshus APRARACH Canthe Uspd foudryelop cell

R c%?mg nR&e Mt 1,600 (!Bp'f@%tdf E}Mnﬂ[ﬁe%%%ﬁé(fsj e%b@&idehﬁ{r‘ when the
or variant caused by atom zation of the solution in
form ng an aerosol Various cogyentional surfactants

can be enpl oyed, such as pol yoxyet hyl ene fatty acid

esters and al cohols, and pol yoxyet hyl ene sorbital

fatty acid esters Amounts will generally range between

0 001 and 4% (14% above) by wei ght of the fornul ation
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Especially preferred surfactants for purposes of this
i nvention are pol yoxyet hyl ene sorbitan nono-ol eat e,

w@obysassBat e 80, pol ysorbate 20, or the |ike. PCT/US2005/046602

Addi ti onal agents known in the art for formulation of
a protein such as at |east one GLP-1 agonist or
meﬂ’retrﬁmwgs \nmhckpmu cell duiepane tobtamedrthatanontaemn the aawpdifiad gene

b ded the f
RirurEi e gt o ol Ushal & boay or
c. I PSRN P08 S BIRSIOCACIGE ¢ Sipne promotr of

@15@ tleﬁﬂl‘hal @bedt BEBR) OMNBe Robs 5a@8RAVatusQCulledTR} AibMYiec Cell
or specified ortion or vari ant and any exci pl ent S or
Bioher:438d441 (1988)) plus acfpagnadnn mlaterd faorodi ethancegof the immediate

Fbiaka® ok Rt mPeno MR CTY RRBOREH B LTS5 0 Ross)

PBRBERAA of tRE BERRAE dfe BARHET RbAY a&ﬁAﬁpﬂ'Sqésth&ldrhﬁlz?iné @leavage
range of |ess than about 10 mm preferably about

t1tes spo atlos 1ptpgraueriohibe gelpﬁSeIB@hmdl thesg @mngﬁmthecplmdtcontams
%’Btgglnh -é-g% 31 eél:;ﬁr) enyﬁi‘aog %R‘% 8?%{1 Itréatt I‘%)I‘gl %&&an b%t%c%r hsl’%h

éfflcféhmi‘pﬂohﬁﬁefs 0in SpEeB6¢ HicddoPBE ek Presedn, ¢qy | tAfhuman b-actin
conpositian protein produced by various nethods known

RIomotRsst@e SV 4Qienarly of fptq premeters 0{ the lons tﬁgni“é}( tepeaty fragy other

%re?%? ?%’et ergg&glggvmﬁgtf edts Tet ! g.g t togégtenéee)lﬂr&‘:s‘lon

syateaiseant] srmethrisyst8iuk oan K8 @sed t@axbresmphmﬁilﬂgl m a regulated way 1n

PGP 8h BB (CoRgh AL Fo PUAIT PO AFSL LIS a0 5547-5551

@92y OFoPﬂhe b@fyaééﬂylaft% of %l?e MRNA &h@?&@ﬁzﬁﬂ edg35f$oﬂ1 rt'ﬁ@llnﬁﬁan
device will "generally include a finely divid

grcmtlahcmm@e@r globasgengn eantperused ag wiglls Stabple mlwmeus l@@@ymela gene

Sﬂﬁ&g«%l glgﬁéﬁéé IHR% rH%rq%O%és%gnﬁ I%lgn also §S gﬁgﬁ;{%&) ?%Angcoqtransfecuon
witbastlearable whdrkertsheh ad %thG4f8 GM)fga@rh?élh Tthe a@vapgbdnb use
can be any convention mat eri al oyed for this

Harephaonssigiastable WAKST vrthe B?gie%iﬂgd‘ng 9418 plus methotrexate
hydr ochl or of | uor ocar bon, a hydrof | uorocarbon, or a
vay?d r od&e plasmud pE ucdigestedywiih gastitdies eor¥mereand, then
hl.or 0
(gerg)g; %%f?ﬁ%‘tﬁé t.{ge)l{\g g %thérkgﬁel Lﬂ;ih% hah%i%% ﬁéakf&k?%&%‘% the art The
eyt ofhlen madté'caﬁemwm)aga;’d&ﬂga 27
(hydrof | ur oal kane-227), or the |like Preferably the
[MAPe e MNA SequeRydERblH@BE adriBre TEP-3 %lfnﬂ%a@y ofdpRcified
be chosen to stabilize the at | east one G.P-I agoni st
mmﬁm ﬁ'evar@@ags used, §9€esppnélag o HG o Ide vemshlemgians ofa GLP-1
[
ggf }]ﬂgt réJ%gtm &ga éQér“cg)r a{. to%% dﬁn?thgg Ft%ﬁ& K8lated
ﬁwletlabdl& efcudigcd antablei hmiandaenﬁammegxam (ite j BCaat &.C opoas) 1s also
lecithin, oleic acid, or the like. In sone cases
ussfl i thercopstiedol s are preferred using solvents such as
et hanol . Additional agents known in the art for

(346 u The insolatest vanabieoane congariiegion gpedsimDldnand 8o be
ARSTARHI R 5o G P 2P PSRy Bl gt or

Blve celly 4re iieni tranefolmed amchbncl&maaemh lcEM&ﬂecbmamdrimm dieyfragment
adnlnlstratlon of at ast one GLP-I agonist or

BsHedi R dRasgpd é’ﬁédﬁsﬂge wf%n%r{e%flcwwmme analysts
conpositions via devices not described herein [230]
Mucosal Fornmul ati ons and Admi pj stration. For
absorption through nucosal surtaces, conpositions and
met hods of adm nistering at | east one GLP-1 agonist or
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m meti body or specified portion or variant include an
emul sion conprising a plurality of subm cron

w@anrioedses, a nmucoadhesi ve macronol ecul e, a bi PETUB2085/046602

pepti de, and anaqueous conti nuous phase, which
[g%onntes absorption through nucosal surfaces by

Hi eimeeseiamslghewry (ﬁHp% ml&s legking pp ﬁCtB@rI?HER &8ng yegsed for

A L

ﬂ@ﬂnid"ﬁﬂ@ﬁecﬁ@sﬁ@e ofe&ﬁmmqnas\ﬁah ,pr'Qﬁ&ﬁbontﬁﬂsbb dogiaht
nasal , i nal, pul nonary, stomachic, intestinal, and

w&e@aﬂle BdhoReazRve fTom TaY repdmsr an Angyme tiat £opfers resistance to
y gl%l Stlblst%:stlﬁj:lu@lqg]d& 13 L@E 'ch'i‘s arg %d%& P QlfSM Rﬁﬁu%SMEM

a n as excl nts,

Q@Emidﬁwdwm L Yigom$ G498S alfiene ,da?is? @hb&:ellbl hieQtypsigtdlane seeded in
| i ke Fornmul ations for intranasal adm nistration can be

kyiridemarsdoregplates (GeciestcGpineanys In 4lpha mynyMEM supplemsated with
E(E,r'z b?lrccalilga}lg‘g ﬁf’megkofrgg}tfléﬁluéjl Ut [1'1'@'2;?451%]c n/{&? bo%ulgpfét days single

EBh& HEUr§HLMLAL £nd MBORRAEVIN @k@ﬂ rp@trﬁmsms&gqbnﬂtﬂlmﬁusmg
starch, and the like (U S. Pat Nos. 5,849,6695). [231

GifsrenFepneantzations of methogxatai( 32 aMs L GhnMr-30nMattPQ A £89 nM)
8[o%|es r%lvx){ 51 thg Elrgﬁgst %gl%eﬂ{rgtl n%tolf %kttl%treﬁgl{] %Yé‘!ﬂ%ﬁ trgn?sfgrred to
FeSSt Binol s and WOR! oni e sarfact ant s sue
087 ﬁWEplbt&éh editﬁamhg&dveﬁhlgﬂhér @didentrations of methotrexate (1 mM, 2 mM,
n- hexadec ol yet hyl ene ether) to increase
%me m&i’ %% 535? ﬁ%a%pmcwrefs repeatedytd clongs arggbfagned that
?1% coﬂéenkljaﬁoﬁ: 8 fshM fU()SrEMatE e} on%f%%{'@ésﬁr@d gene product 1s

nhi bitors , pancreatic trypsin in tor
ahail)szegb,rfopyisfahcm by s PA&Ear(dDWejteartd ot ordgyrewdrye plose HPLC

i nhi bit enzymatic degradati on. The active constituent

Bund of the solid-type dosage formfor ora

adm nistratign can be mxed with at | east one

[24fdi t iExampleéi Nanrgmiting Sxampleef 2 Gd.P-L grimgtibedy of the
ReAtibR! GLP. ERA PASnbaLTd ﬁlﬂ%ﬁge sddetd Freh‘l thE €XLe18Bf the intestine

starches, agar, arginates, chitins, chitosans,
ﬁnélotwr@an @ahgltlcc’a;g ahdiﬂngs% gumrmtﬂvbtiye compgriugtt inpgrporating a

3 Oj%lga”%ﬁy agﬁ%S§L€ cle(? %ﬁ Pefﬁ]dgs aier?vglpﬁglrgl X ec(,ﬂe(g@ prolong the

SO Al fen e B8 Ehet pe?aaé hn@{)roa;aelatdoweﬁhe@pg for 1bWaehd MBod glucose 1n
dllutlng agent, [ubricant such as nagnesi um st earat e,
et

Bepeahdabetisr Rasents| gpts@é gocasieenthe gasve GLB- 1dr ) peptide or a DPP-
[ h

RS KRGl FLEO TS RAPRRE IR B GRP e ygp o

thgeholesuiecharibegn ageata.ndfthcane@mltmg naglenbodlmrafva ﬂbmgnstrated

agent, etc [232] Tablets and pil]s can, be
s it e B seor L Sod Poeted it gy viro

RESRANAL) 99 nidelsVaftbe ACKH lﬂltﬁés@ %Edd?e@ ah8 GhedStRe R 1A r24y2Hbt be

syrup, elixir, suspension and solution preparations
aimhpanetil¢ & ¢agh ottedbr @l reyids piévested peepar at i ons may

contain inactive diluting agents ordinarily used in
[2411d flioedetlerae: GLP- Mﬁtrﬁe‘tltiodp@smms tie@GEPall gaptideahe linker, the
descri bed_as drug deliver st ens for insulin an

bagaor the((Hsapd enuense’ rﬂéﬁs MYBIF DAY SEH L%P RiS88 adeq,

j h f d
S P B A R S PP OSBRGSO ey A B2or effector
funemoreceuticals (U S Pat No 4, 925, 673) Furt her nore,
carrier conmpounds descri bed in US Pat. No 5, 879, 681
and US. Pat. No 5,5,871,753 are used to deliver
bi ol ogically active agents orglly are known in the art
[ 233] Transdermal Formul ati ons and Admi ni stration. For
transdermal adm nistration, the at |east one GP-I
agoni st or m neti body or specified portion or variant
is encapsulated in a delivery device such as a
| i posonme or polyneric nanoparticles, mcroparticle,
n1crocapsu|e or m crospheres (referred to

.
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m croparticles unless otherw se stated) A nunber of
sui tabl e devices are known, including mcroparticles

woree/nefs3synt heti ¢ pol ymers such as pol yhydr oxpCBOUSTIB5/046602

such as polylactic acid, polyglycolic acid and
copol ynmers thereof, polyorthoesters, polyanh%gﬁges,
[248] pdhephibpipatddes sequetcaast welhas PBPNgeysts Bd vanants,

coll a am ci al bum n_an the '

b S L PR PR 310050 ot Bt Feberdlile bh Bl Sl Scattola
MRdRRE of HePepde MaRd B Ride ©AprovedBé brdpealeonge GLP-1

Adm ni stration and Fornul ations. It can be sonetines
oewttbasye oy eampleanutatiensas tisoriag teiming desdues ity improve
invention to t subj e ver ' f

v e el AN A Sl RLOTABH iR 865 B thoreby
fosrevabmdinglte tieceteptsitandlor sfabiay bbihe miewbody ease,

depot or inplant dosage forns can be utilized For

[2FRP | The 18n AR 8ADEh R dHAT thORIRr Qo d bR ahutEee s V4 Idhe/flexibility
acceptabl e non-toxic salt of the conpounds that has a
posialdbigraf¢heodttashinghy between; the Gy periidgsnd thsr Fesegipn Oifferent

CBhgEO L BLbh0L B A B S P,

RkdtRné Eowde be madamithen deihthgepagion of arirmhmenbgdniccstataiigh, the
pol ygl utam c aci d, napht hal ene nong- or disulfonjc 228
molsgsle for g¥unplesthe Bman G Hhingneowld be mutaied [appake dgSer
%Hohva?]ﬁﬂt? E&' U3 A ISk Ech SRl A AU deSh e HametBb& UWniations
I'smut’h, “bariuny nagnesi um alum num copper, cobalt,
withkathe Fe adrtionnof almdmirhetiodik epuldibewndde tammprroye thecstability of the
cation fqormed frome . N N -
mOﬁfeH%n?ié? RYATSH sggﬁﬁmgﬂ@%?nse%@?seﬁ%ﬁ Putnge, Fop Fxqrpple, one could
GRRINDAL drARSrRS 1sdiPpesaBEvAribhioRs 8f Besl M6leb@B) 30 &AlG4 with
Additionally, the conpounds of the present invention
Alg/Aprmbetiatd y, a relatively insoluble salt such as
those just descpbed, can be forrmulated in a gel, for
[25@Inp| GLPdnminetibedynofrthe Preseat Bvengeh. Wi specifie, gon-limiting,

sesa il, suitable f injection Partic )

Exnir pEnap oy s CEP-L S FEUbSRy EHslitH BRI NO2) according
RAFRahe. @pl ts, and the like Another type of slow

rel ease depot fornulation for injection would contain

(gﬂgaﬁg(gg?@z?{égg_@ﬁl(})_@ﬁ%(tﬁed for encapsulated in a

non-t oxi ¢, honanti geni ¢ pol ynmer such

a j [ I [ _Ak-0F
2817, PP SR b0 IR0, ST BEITS T s acncem
epemaifreitherdGly-$ur ef €1pllly-Gly-Seaflesmbleylinkas M sithe€aktinsinal of Vy
such as those described above can al so _be fornul at
PIAUERSH St B diresian Pf & ng@{ﬂilgtqceur&&g febaH 150 CPRRIel f&?ﬂ hinge
Pe%cfdiaﬁﬁ ¢ CIB 5 HOUE TEODNRbLLyDE QUHJIRS EASE ex SIRRALth &R the half-life
[ ant fornulations, e.g. gas or liquid |iposones are
khidwsncanstridt evillibe emaaty wimees (thit ©f Bt GLRidspep8dg Ziong opityyifiant or

"Sust ai ned and Cont | ed \Rel ease Drug Delivery
dyrLyaliyg an ﬁml%tﬂgﬁ{%ﬁgﬁggd , Marcel Dekker, Inc , NY

1978 235 ' | i bed th
2ARlon o iehao BerRSGATICBE dryEben aaar Ty s Pb At nEglY
fﬁ%ﬂbgé;%@b&f%at &?ar%&érls@l@é Rg e ¥3HRl € ThesthhABdA¢dhstructs that may

provi way of i1llustration and are not intended
havd 4 ddcrdangyl teh@3BY tExfrpiseciate, ©duerdnginauns efffepioe fwictians or

f a P-1 agoni st m netd body in Ma lia |ls.
HsF st R o Dl bR 0e Bt SR SeEharfeskppts sueh
a0 nitb AL SRfortl 2868 BE theWid16ficBLlAGAVE Peptid, b {rirfdrdrass the
transcription of nRNA, the G.P-1 agonist or m neti body

or specified portion or varia%g codi ng sequence, and
signals required for the termnation of transcription
and pol yadenyl ati on of the transcri pt
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Addi ti onal el enments include enhancers, Kozak sequences
and i nterveni ng sequences fl anked by donor and

w@eaeptess4 sites for RNA splicing Highly efficipor/us2005/046602

transcrlptlon can be achieved with the early and late

BT o S SRR PSRl Ty e

%@ﬁlb}ﬁe@irpw f5ni6h o ﬁeld%ham@mu 'dEéi&d(angs However,
['ul'ar el’'enents can al so be used (e , the human

%8‘5 n @glﬂgPécﬁh?onﬁH{ bR} ﬁ‘leﬁf&ﬁ GRS GEP- 1" gééfn%%zafs ‘Pﬁseﬂéc? dt@ an
ticin e present |nven ion inc exanp
vreeintedsats vedtoraetyodeRESl imaynogduho sighél, pepired arak zihuman J sequence.

F meSN X rnE: p)%llr\llg)éoé@ e @gg ts]xn%t af?t?c E%égctlﬁAIm@t gﬂla }‘g],d) ’ § compatible

i
Sty with the §ésf}}é't15f1 Qﬁ@sr})reAs_legté\{Lth@U tgﬂvgésﬁ\e%égﬁl?%dﬁ?%lje%désk%?ﬁ%;@ed coding
ampiep&SIanhe QL'FCCp@ﬁtﬂd&%nd\mﬂwab]edmth@Immbd of tia@GGGS repeats

SOl b S MG T 12,85 15,200 JUKSL e

@Mné!ferréﬁiﬁ\'td arf&x é’ss@ﬁldeétor NPKS Sebtof EdntAind e Q@ﬂlw
hanst er ovary (CHO cel [237] Alternatively, the
gemaneginbm mmoeeg ged emhans«prabm the @pﬁmg isequenedtor the human IgGl

A A RS L) T TREERS G085 e o

gedessaig eleiehn, foﬂplahﬁ@ﬁ@lﬁﬁ&tlﬁn ahd e3NEctiohen batestid dridaselecbn for
and isolation of the transfected cells[238] The

siablssrpesEs Pananpahangeadls. be anplified to express
| ar ge anounts of the encoded G.P-I gé)nl st or

[RPhet | Duglplagmdsysacinirodiered omtputhmHEKw celts armfirexpIsEpn of the wt
f e). t Io
CAFTY PhRbBb Fh S RV ER RIS naBoi] b BB for oo

hhimeabdly wapicesmplhshel ®y g@neardfprotbineA asd Sépmbsteerz afﬁﬁftyll
selectlon marker is the enzyne gl utam ne synth (GS)
€ Wra gpldm@gpgp@mag:lyzti nzg’l; 0p mns(fquq_yells ThlS protein was

%@M%Hﬁterﬁf khe ex%leﬁ{nzﬁ& '?1@%%9& bélgwl 69- 175 (199 2) ) -

Usi ng ese I’THF ers manmal 1 an cells are gr own in

ctive [ l.s
2850 S T TRD L B 5r CERL ol e HodAiR Fueuys 4
Romdtiohaledbngemedrs )mmmite@ abdvedhé p«tpmda cotihgRepene: It 1s thought that
Eg ese harrst er ovary cells are oft

cPeAYnCE pall BFQY&?E&"PB st TR i Ryl the L1 nﬂém%r@cassume
Qﬁ'cghi%ﬁn&ﬁﬁlt b aiSw MR d:1ARE & dréddde 1018 tﬁ‘ef%ﬁﬁ?ﬁf &ghcture of
vect ors pd and pC4 contain the strong pronoter (LTR
thfe 1mnminRglobulsa ambpﬂlekfawusto(tmtlbﬁ retvaten divo GIND I eccep©ed | There

Bhisn Ausle B (b TT b gl refor” s HIERGuI siigly pur o the

{(r98RJglot\Hint1ighk Endih ANCEhdSthé Bfher Bv@parti¥ipht 1A fiferchain bonds
restriction enzyne cl eavage sites BanHl , Xbal and

hefypastwg HES| andt (i3 eqgannisirgngftutetioe bl of Bte frafesy (Que of the
Ietﬁgci/n\égﬁgt Qﬁﬁﬁ}u%ggltoghlgn s ae 3mglgea%:éli g@nhz}s\}eg nl§11g Le?&x?x%lf I‘ifh %s their ability
' apd dierRnnthgenend? ﬁﬁ] sefn® halﬂgufcabbdrdﬁnnrr@qmwytdsad CHO
Cells. The vector pC4 is_used for_the expression of

mum%@ta%msttaclé fo Wﬁ&rm&a&w shace pdbe pindhepaierof i KsRn overlaps
f S

Mo O IR R CED e RE S a0t BUTGHEm  vol 276

(ﬁ)rﬁiﬂlrﬁﬁwhe nmouse DHFR gene under control of the SVv40

early pronoter Chinese hanster ovary- or other cells

| acki ng di hydrofol ate activity that are transfected

with these plasni ds can be sekgcted by growi ng the

cells in a selective nedium (e g ,
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al pha m nus MEM Life Technol ogi es, Gaithersburg, MD)
suppl enmrented with the chenot herapeutic agent

woredoiotasexat e The anplification of the DHFR gePeBUSI005/046602

cells resistant to nmethotrexate (MIX) has been well
docunented (see, e g., F WAIt, et al , J Biol Chem
258 136B- vaeimlqwgfha twollgG heamy Flratamate Ssmbleg dichgreebular

B R RuR fob g e s 185 e S BBlGn b form o

hovab@afer. n];l 1€ &fpeeRt tiadt g S0 hlsd/ b DeevRR tlﬁe&ﬁlb&‘ﬁ@ﬂ @@pﬂi(ﬁ:s to
t he drug @%1 over]?r oduci ng the target enzyne, DHFR

formethe pgse PP flirpamatbadpeonsiuct DI RAG AR 1f f5 eap@c&cbthat the
glgﬁghz{lﬁ d*suﬂ"gi% 58 B%tg&%e%?\evgs dtbir%eg u{ &1& %\Alfﬁll P npt%qg: will atlso form.

Thﬁéxﬁebte& seREuRASTGICR nuenctibedy tantslay eio@LPel ﬂ)ednldegesrhe spatial
carrying nore than 1,000 copies of the amplifie

gEMECIPniRfhe pertides ¢ the Nk PRHEREIoRG P RE 8 Sex@lhty of adjormng
%%P&;e ul& Gldw Itﬁe&%?tﬁés?o?@ﬁ@ﬂfé%‘?o&cmtdlﬁlgpt ain the

gene ate INnto one or nor
]
T TR —

&tstreorhgarprmbem@ﬁ bxtnbfngla@ﬁ@ ﬂ'@rdﬂdﬂﬂﬁnd\em&ir thé,d}RP Dinimetibody
t he Rous Sarconmm Mbl ec Cel

Bings @4@%}&&&2231%5)(}“& Ggllsa W?fa‘aﬁ?g‘ﬁ?fngﬁﬂ%tl Bcwffrfa sipubated
&/ﬂﬁ Cﬁﬂh ?%ﬁ{eu%d}; %ﬁﬂ@g b%toﬁlisea? 41’(¥ QEQ Q%Ie%f\yé}g WAShed, and a

onegal ovirus
ﬂlloﬂéecknﬁ Qabéréa%&)c)nd he@ahtqfodyfw p@frﬂU‘gbﬁranﬁftﬁlman IgG, Fc
BanHl , and Asp718 restriction enzyne cl eavage
gimog Sp¢caﬁiC)a>Vasotddc¢1fcm gPaninates af 4°Ch eTlgeﬂmescmlmt@nsuy of the

t | th ' h

Sel P ryHoRg) Ge P SRmeer Ao gl o1 ik hyardbedy

Qtnhgero HEHB93%Eéllst\@f1@ypr@§s9{gGEPaRcacﬁglﬁté SA) ber aés @csic&@fol HEK293
he expression, human b-actin pronoter,

Mdﬁéarq 3B rThl%\blégmgdﬁ‘éﬁeélffB? as/Gleiré pepitds analagin éA2S)h1s able to
V and HTLVI

iR hfr@%%?%ﬁiw%@ ot ahe Bree ol 1 50 systers

P iR BENEIP AR e T Efing & GEPNPEISZTR Feiy e dose-

Sficaddht nfdase Moihe sfg‘haﬁngsﬁlblek@é 8% 5‘5161& M(MP?—)&AMP can be
For the pol yadenyl ati on of the nRNA ot her signals,

@leasurqdo\mth AR lmwrar@swewﬂ SrFxprashieg dre GLBHIRA Apphed Be%astems)

|
RGP NP B 1) SR e BTN, AafaRylhs or L.
§ pb@aiedd-30p) mcGLPanﬁfrmﬂalodyl (100 B0) s Fhe célbhae r]weht,arnd the

such a gg/hj %8 or hygronycin It is advant ageous ?
ﬂg%“‘l’n? EStHal2d f‘ée@élp%qv:g ComPYtveassay that saplgysian glkaline-
hatgg:@oeﬁlh M@Q&H{d’g%%& a[cgé%]luégﬁ %n@?dﬂsgat@((:‘f’rdpﬁ®

restriction enzynes

dwm@)p hidieytoatentration degpenddrt cCAMR adtivig! fopihe s\nr(auas eénietibody
rocedures known in the art The vector is the

(Figire 889 15 Gaspragablogotha (B del gentides Frgurerdfp) @l@a\oslécfu\é Ve 4 nM,
t
BRI, 5 AR s En ik 12 TP P PR SE G o
QFaguralCe amda(jwnls(MS)am@df—lbbdynnrﬁgGHtsoafﬁoldf(Fﬁgb&: m)e}mm increased

MEDFT i G ”%@%nﬁﬁ%%&@%ﬁd et Ghb T Binegtpody m

4escaffbj@(§@§: 3ggions) is also used mthis
construct 4 The i sol ated vari abl e and const ant

regi on encodl ng DNA and the dephosphoryl ated vector
are then hgated with T4 DNA | bgase E coli HB101l or
XL- |

!—l
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Blue cells are then transforned and bacteria are
identified that contain the fragnment inserted into

w@b@snia3pC4 using, for instance, restriction BORYSB05/046602

anal ysi s[ 245] Chi nese hanster ovary (CHO cells
| acki ng an active DHFR gene are used for transfection.

[B5%%y dixamule 8xBPRSLY elnayngsassay. poace GLBJts sapadly anasgvated by
f | v
Ry o 8B A0SR IR AL RE 4 B oe

ﬂiﬁh&ﬂfo.dyt B@lCﬂ@,CGDEﬁemfma[BoﬂIy Or peyaidi(h@ revf) \eﬂsznynmﬂ)dtédadt room
confers resistance to a gﬁoup of antibhiotics inc

mlratwnew@gprg-lmugéw S i eimes .90, 15,
i 8. A 2
2B SRRy A PR T hTor GO BB BB ledfengp e

Rh@@S THe MBI of FRICNBLP) 1 Minéhiag omp ﬁieMEeM measured using the
suppl enented with 10, 25, or 50 ng of nethotrexate

6L sl Actiivg EIaiS AZdaurorpad theBloRit] mmnelﬂwdnyfsp@tlﬁgs for the respective
|l o are t [ and t S

G RRBECY S, e R ALy P SRR AR bR o

rbistt loaldaexgd By DBO- IWMeldt% tohhe GDP-1nPdptid®0 nM 800

nM C ones growi ng at the highest concentrations of

(9601 Ot i€ 6 2AHantameSerbiid§tabitity 86bay 0 TREWabi) \fﬁbf thelGatres

contai ni ng even hl?her concentrations of nethotrexate
pumetihody 20 mwmsmrsm soleasied20 epsyre thabobarseryn perteases were not

e r ne t
{0 PR EH bk 4§ STR T P BhECErb R % e lacRe e
GEPRI hathegbsdy (BOAMOK ad 1cwtadddyia Ehdmaﬁ QErumatgnce Aftéy various
S S A L5
rglactmngw Séﬁcf?{d &/Rﬁ ?Igfrgifw Hr:fptgte %EOdolflM? %glcgz aﬁg"tlﬂe samples

ecre

Waﬁeeﬁhllylaﬂi lismgd heiGIgP-aonva ELES Adase Lokal [Fgfuges shows that < 5% of
m neti body construct |ncorporat|n a b|0|§$|call

%zeﬁlx}’el pgRBide remainesh intgetafierd hoyrs whils e Ko g ¢ GihPr | mumetibody

g%qm&gﬁfyém ggthe in vivo lifetine of the
peptl e and provide a novel therapy for Iomerlng bl ood

(R SR ROI, Shaltiiap O SRR A B R . 7o
esahodifect oAGLIPel nmaemunmlyah edulinsecrétium, RINgL delio d)yere treated with

scaf fold Several of thes | ecul .es. have been

RAFAHIAR CoNCERr Y ang ot | HodPerenhds ©-dakh 5 A&tens %D ekendin-4
p%ﬁ)hua (3-8 nMD) (FHRRd BR?% vhflotdl T P- 168l PBaRM (Siélsﬁ)’x%M) Lﬁd the
shoul d be noted that different in vitro assays and

amwnt b thsiilsn smretbbwasmdasured e EEISA U dﬂb@LHfidmtIh@IlbOdyS tested

es be co bIe 0 to
Bl RPLES e Sipe e e son B RyBRENs Al & plf, cie
ﬂihﬂ&llﬂo@?ﬁhiad/ﬁﬁﬂvﬁfé% Sompir@blelt&tHat BEMEe ivelBe- t}‘ﬂ%GGILIPJ] K®136) peptide
the hin or the CH2 and CH3 sequences in th
ﬂ%ﬁﬁ?ﬁﬁgdy coul d be del eted, added, substltuted
mutated or nodified to inprove expression, potency,
[262bi [ExampleB: Bhémqoknfqmspf ohd)- Etn!]netibedw demeﬁpge the

enc P IV .re t an
s kEeEn Srinte ¢ Mingbpagy (325! fRbastl gspie mce
WO QRtPAIeAbBYy Hoked wath ). 062 hBRE GIFE 8 bégldd or Motrad/k @ A9 STLP-1
the peptide could be nade to inprove the properties of

mungtbody nPlasmp Bis pbtamed deagasiliac RYRCAUIE GfiSr SaprEipag airhe
|
&lrrﬁtrella%f]@}ﬁlg pSﬁl ?ﬂfrﬁw@l‘é‘ﬁp g/%}r/?gus%h ?}p@aﬁ{eb{hg%ﬁ? t&t%l Itnﬁrgetlbody, active
hel i x and thereby i mprove binding to the receptor
and/or stability of the m metipody [249] The | ength

and conposition of the |inker could be nutated to vary
the flexibility
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or stability of the attachnment between the G.P-I
peptide and the Fc region Different isotypes could be

w0 namonpssat ed i nto the hinge region of the nol BCTiS200$1046602

addition, nutations could be made within the hinge

i on of t he mrretlbod to stabilize the nol ecul e For
e*rgﬁ‘b‘? gy, %fﬁiea%mnﬂ@@ RY HGEe fes'@Lahz&é O¥et Wneth g apgal The

bRt éﬁ[?zlz& ude Was Eé@dhhé@d wus} tﬁé ébiplj Z8uidBLISN £bmTahEb. The
di sul f1de ondS| the m meti body Variations wthin
mkest GLPplannmmbody wiah) eapmmemm@dymtdmdb'dp@dimdbe Neermunus of the

G PaCHGs (48 ahd vt ! B oy SREincdo QR s shown m

Pl:gﬁreclqu ledely S?GEP pAlfe Wefel rﬁﬁo Hé’t@@t§blé @5 nﬂﬁ\fté@dﬂe@ﬂfé 1njection
t hese nol ecul es) such as Ig vv|t

(Huguse | AswWhass| theGRPH A?&eumb@lmdyonolcchee Wae@@qed for over 72

nvention. non-limting, exanple of this
f’%u\f%ﬁ?g g‘lj]ecugnfﬁéur&_lgﬁ m nmeti body construct (SEQ ID

6] ioanile 07 G SimaBofy dowers ejucoss levelin dpydh, mice, Six

@eéksola d%?d‘F)%Fce GRIBY fRfedrBER] /764 Andeth&R Boded RPAvVeAGus]y with
7-36), L is a tandemrepeat of either dy-Ser or

Ghyelg @thalwegtede for &tiPsl eAZ$)kenctibydy sBided aihiqose wiap alomtored

e t he n nat
@%t lrdr’ ?’h%l%ile‘{] %\njrﬁpo& dioﬁmgcorrp $ P a;%xde ow&rgH ?agod)d (ﬁ%ucorﬁea at 30
faniite, B ysemafutdshehe lbsdd dlacsy Béga‘ilttb Gh@&de haih $1kely due to the
expected that the half-life of this construct wl

alf-is of theLBf1 papade(ipgpregdht ily eorap@rﬁenoGLPtls(MS)

%ﬁ%étfﬂbtd Sge' f@)tonc?lo%g {)hsahrﬁlcl, éLPt % e&k’ﬂ& 88&3 ﬂH%cJegg’ decrease 1n

IKa I'tion to the basic struc}? re descri be

blbod glucvarthmmghowmhdwemme dmibuapdrodf (EpmrabA e ]besultmgioaml in Figure
cte re descr.i bed These incl ude nstr

R A iy e CL P BaRRY banaleiiye HOVErins e Sappplpod glucose

6161%‘ Qﬁgedcrﬂ?ﬂ—iﬂaﬁs %ﬁ&&&d){o JoHﬁ‘@ltdnﬁﬂzﬁs Qtrdogc?s‘}ﬁﬁgfiﬁ’geﬂom 0019t019

I mmunogeni city Other nodifications that confer desired
whelr doaddihien, m@%«mt withdh¢ mpehppsth ooy fon GLEA], diie maggmum

caIIy ndtranfer
Dbt Bt RS B B R O m e B R A B Rt gose or e
GAaP! 1afimetdddy (109 hinbh aThe Rt MRkn BRic6R 1w dffec@rfiyintained blood
fashion to yield constructs with desired activities
glogs velypnyitua desmirmahiangNA net hods, the GLP-1 pepti de
was inserted into an internedi ate vector between an

i[A¢rtindilaninle 16: Theefctpud(¢l.Bd midetibidyrmthe prelifieeation of rat
t
S o P B O TR TR LB 30 srams were

rafsditidtetd athNdnftsutslr(66@pikgilp) tRatlowesd osnfikh@aten of

ol i gonucl eoti des conprised codi ng sequences for the

@npEsponsasneydy tadBnghsa widlme anqryipk @ylas BBHp Bk e spmmgn bile duct
t

Shed BRER Gk oEliht AhodRubl AR BT iId ARt was cut jus

tdispal 36 &5 bﬁ”drcambrotoahe Bx«m e”Sen oh ofégbertise ThRE ((maicmgrmL) dissolved

contai ned the an nogl obul i n pronoter an

ehHankeBalanged S@Héoélamnr{bl%séa (&4 eeqted Lniey hercQrRen 1@}&9 duct via
co n?(f a&}%gétgg ?Oo% 1@% %ﬁﬂ%ggﬁ Weff ?‘I g’gﬂ%ﬁésqgg%%@g?/?h the Liberase™

gblateft Boliowinp hefasivd, the phrctédsivaR eatifedsRbBahd mm'ahand placed into
bacteria and selectjon for stable expressers i

reiPrral itesh Ube [apd stopeshon 1cq MUl the RATATERS S igpeandcotiected from
aﬁ%ﬂuﬁzﬂ? HEK293E cel |l s and expression of the wt G.P-1

m et 1 body was achieved in transiently transfected

cells Purification of GLP-1 g9
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m nmeti body was acconplished by standard protein A and
Superose 12 affinity chronmatography, yielding

wapmroxiseately 1 5 ng/L of transfected cells ThEBHUS2005/046602

protein was the starting material for the experinents

descri bed belom1&255] The ami no_acid sequence of GLP:1
ni2fet i BEaSP md- teH duls Gontangg the mlused panceris vag pasER Y 23 EC

aﬂﬂgfb%he daatﬂ%%dttgﬁlcﬂﬁﬁé k&ezocxﬁﬁh{ég %Sﬂ%{ﬁgqnc!utbahg’n the tube was
t hought that the sequence W provi de &ven nore
flemoived frotnythe ovasdrbalvatidehaleiPand ahiba€illed ovithsHUNHBSB8upplemented

PRS0 BEERLD Wiy C s NS ST B s
PRBRLIQ) B b DS PRPTo MBERS od BESR i 2

f i Staiiess|setengevedddycopaited o Reso mmuoeg! amelfiler Waghhsed with
chain (LC) and the other two participate in interchain

HdRE8+ ped thednbaswentbisgedHT hg panap@ia digesovas epplsditoat e

t f ot el e _regso t hat

QSRR AR50y EBR] FREOL TR 0B ppcrose

hsalliftronii§ edded tb kel pelladndi suypendedi Fiee mileof€dan of @6, 1 068, and

extends the serumhalf-life by returning pinogytosed
1

i MiRh&B(Bh apivagetasolusops aredhin s sequgRUalbale he
QB R i The [1EREE B QB ADG P00 1 14 Bfrcs

,4°00W1tR 16 bl applxdil -Foflod)j2&minfupation the kdtedavesworitiaing the islets
two 1 gG heavy chains_are a ed during cellular

ssenbl I
pere &84satzy! aiidavanhed)| Thejsolgtsddslet dtrp et ineEMiRL- 1066 media
I ' hj [ r [ : '
SHpREREN CPRDIA [P TR B0l SFn (DS R chldmirt, 25
moM HEBHS paydt 100&8100pgfpenmillihBtragemybing®/SHoRelnight. The next day
i body construct In addition, it is expected that

%gﬁﬁe_ﬁ% PaerA Pkt RRd HuBYAL HBE RERsANGerRd thrge different GLP-1
CHSH&IHBEY chibtdubS G, 'ﬂt&%{%}lh Soi¥ald NdAvE Q8dRol Et?&v\;) were not

expected structure o m et | body” cont al ns
GteRted apd penths-4Thes usedias aposinvearogenk nfollpiwing thepepibates tritiated

he N- ' | i h | exj hili f
Tyt SR i e SR ardrediied tocd sEasuiiiedor 3448 haprs
1ol b VScuBhiiG] @er{gfailg_ls eQvashed Mh@kﬁ%twgymﬁdme

t

Assay. The activit P-1 mnetibody was teste
ancarporation wasa@Btdsi o beja aswrgr. Aoshdenen digvee BAcGhEr1

t he P-1 mpetibod inds GP-1R_HEK293 cells x|

e agipggies oot P g ottt fhon Scionupl & the levels
Qobrparadbild®ttheR Y ekefdimn¥at béth cdnbrdtthormttedéd BEMGRH 158 nM). It

were washed, and a fluorescently | abel ed secondary
cegeasts thet caph phibaWLP-1 mygietbodiesars ablettp 1naieasa pradderaten of rat
qggga specific) was added for 30 m nutes at 4C The
fluorescence intensity of the cells was nonitored via

R e SRR A J N M

Hidhifetiition O TsoldfedCad@icuRiredistetOwe e eleh@d WrinGi r@reaﬁh%gbdeﬁ (005 -
binding is specific as GLP-1 peptide anal%gue (A2S) is
a0 aM)pandyhipatdineneqipapion wWag mpasursdd yiguse 81 shasysihatibe A2S

CFi : ; . e ;
gy 0o SRl AR Sty O SR TSRl bt
isnggehengsthginat mmgetibalde cudbde to3nerBase peoldéragon’dfthe AIVR)s at all
cAMP can be neasured with an in vitro assay in cells
ERPreBEANGNS §SHY GLP- 1 R (Appli ed Biosystenms) Briefly,
RINmcells ( Ix 105 cells) were incubated wth

i ncreasi ng concentrations of GLP- 1 peptide (0-30 nM
or GLP-1 mnetibody (0-100 nMyyThe cells were |ysed,
and the



10

15

20

25

30

amount of cAMP was determ ned using a conpetitive
assay that enploys an al kahnephosphat ase | abel ed cAMP

weonjjugase and a chem | um nescent substrate (TPOPUS{05/046602

CDPD(r)) The concentrati on dependent cAMP activity for

m net i bod ure, 3A) is conparable to
t[%ﬂG_ExaF“H!éM-VEE‘I{fﬁC { é“s%)l %Jehypnrﬂr{;ppgohf@aaomf non-

T e
_(eﬁ2ﬁ'hatm digdstiboshd delnsﬁ)ggﬁddlsmqﬂmﬁbahoéﬁagcﬂHsenl&B)m Bettuhin Ranuncol
7 B &l PR, & R4 T HDHES HerF GO Eb Grr
gngyr(lgt'lcg&igé‘sn%@ahgﬁ dsnl?‘)g‘?{ﬂ?sl:lﬁ %rlﬁpﬁﬁ)nl %s&hﬁ@‘{ﬁa&aﬂ‘%m/cordl et

I's rapi ylnactlvate V, an in
\al tDebaissE@d YIS, ésf« Eb#2G HEaE nsk@tmcanUSdizaecbandmﬂtt@ted(ovemlght n

EAEL 1 (DT S e Beb Y el et B raon

\’Wésrbv%ﬁ’reh\ds ﬁesl"nBEd HEx Bk By SG‘EJP’Bﬂ A280hBlet¥ 84y ﬁﬁﬁulated the
tinmes (O, 0, 15, 20, 30, 40 mnutes), a

i piblifigragion 0( N@ﬂ’ wivts tputhttb)/elvea@lardgébhttoti ex.fwém:ﬁ (lflﬁvere 9

pse glt?ltarag,r}% 80 hggrglgig%ré oilper hon cg}nsn}an A%lf: S\ eHEqTY@Xcomparable to

(thtRE @xerrinel4 T(Fh%u@-R)A) leg'[ﬁ‘E i10Bd¢mohsipeat ihdea2$ afimtitdy was
respective standard curves Fi aure 4 shows that the

ciffecpvendt gangengayonsranging fom @ BnaMtordli0aMesi st ant to
cl eavage by DPP-1V, relative to the GLP-1 peptide
(2681 Esample d26Theieffests sethh- ém;meltlibpsly an drgplinmeeretion of rat

TR 8w S o R B AR, L o

dblke vede chlaay@inamediuesintardhg eitie 3C5.d51~ 15 mglﬁ;bwdmd the insulin
Briefl XWBGLPI peptide or the G Pl mnetibod

wagreteA byshe slets Wenmprsyresaisng B 1S4y g regtsys ﬁ??vcsh@ muluple

t r

PR ST CE AR SN L PR s
dbeoohkel) wwth a DPP-1V inhibitor (100 M Linco), and

the sanples were anal yzed using the GLP-1 Active ELISA
flee9n LExuple ABgStability shGIP-1 hiinetibodp iokpédies spbdifid. GLP-1 A2S

pepti de remained intact after 4 hours while > 90% of
trAgeEbedy way rebalsgdy theatholqRigod Hpmdpica atercypamalgys monkeys, and
[ I

U838 APPRLG e iy B L0307 AR 5 or
rmnmmt dfaoitpctimmetbody rilteestabdtty ofithe Iﬁnmﬂlb@iyl weas\gegngficantly greater in

dW|th incre oncentra i ons -.36
A G PRGN oS PE AT REYR A 55 B PR o
r(MgufeFm UA@eH19 houd$ in¥@sdueH $n ﬁeﬁ’sel(ﬂgufeemg@d kR Bldod (Bigure 13B),
n and the anount of insulin secreted was measured
\mqst themumenbadywds ngilagger gmsmt@gtr@s@ neady HA% of the aymetibody

. ) . . I

A LA SRS R0 AT )y oo

af3he w de- type QP-1 (7- 36) peptide (Figure 6B)

[ 262] Exanpl e 8: Pharnacoki netics of G.P-1 m neti body.

To70M Fxamtple N8: BhipFoved pharfRhdokinedics bIGEP-Ghlinktibody in

m meti bodies (w, A2S, and A2G), C57BIk/6 m ce were

iaynpmolens mwemsfésdlomdgvs oAb gySIR LR Intrgxspoyshewsh 1.0

]hq%/gg {( %uh%ﬁ t oH? 6&&9 ts El!ncﬁs%ﬂﬁ'n ?sb\gaj ?ﬁgn\ﬁ &fferent
ac punc ure after’ Sacriftclng mce% f

ttiniepdaats from Maminaus t&eh dBASoewag deang t Semmaampas ere evaluated
total m netibody, activem neti boq% and_aci ve pePtld

v Elgo t%P@%t%&W@@&O&VeASeM ated 1t Fgusdingll fophe
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intact G.P-1 peptide was quantitated using the GP-I
Active ELISA from Linco. The intact GP-1 m neti body

woam7oapssar ed with an anti body specific to thePCT/US2005/046602

N-term nus of the GLP-1 peptide (Linco) and was
detected with an anti body specific to the Fc As shown
immurfetierdys edidpit keafed diswbu@rPphaspdplidviel hyer dowier dlearrges phase

detectable 15 nminutes a r the injection (Figure 12A
skinglic qanpants x5t ﬁwfqtqdofaa? the SOBS el 1R NG e%Tl/z of

for over .7 ecti.on r 63] _
PR 3 R PRty bt B bl AU Ry 2P 7= 120
glidb m ce. Six week ol d db/db nice were fasted for

two hours and then dosed intravenously with vehicle,

Gaail E%&Bh&lé’% Effeé&ﬁ’f Glﬁﬂiﬁlnlﬂ&may eRAYmBh s IBbE EARDse

was ‘nonit or ed 3, hour s post - dosi ng
Todowing-a glpegse |chell¢m/en uice| Exgat gyle@k: oldadiahetig @bsdbrinice sere

oo Py S8 vy u R SR FREF P EIBRc ke b REES By wie

REPARS @mﬁﬁtlgd)t[}eco?lét}udt At @&E@ﬂinlgﬁigl’frorﬁ@%ﬂ toQAB®kg Six hours after
m neti body at dose 100-fold | ower than the G.P-1

(&gl aumedbedy Méftge@déwéb’@ﬁ@aésé)fl fastmgomiredperevsslel g/kg oral
t

BRI, LB A 1 STARR0 0, 150.and 180
mufgies bAd ghovas irefigeet iSve thenGLBMVIeAR S gnmhebcﬁdg&t/asrujfebhwat all
gl ucose of th g g c animals conpare‘g1 cont
Aperelp o‘eﬁﬂ%g% .siﬂ%e PRI theyvopigle RSOl | Fimilar
%qgéﬁrh%s we b BEd oHVCtSIWﬁl@ %11&@&'3@1@&1%'8 HMak afgﬁ'f%lét%d fasted

X|nun1g ucose omepng ef fect i eved
Gorl B2 honws. Aashqvut indnpemdéB, the GLI1 ghiz§ maostebadly wasalso effective

%g@bﬁ%isg‘? Pt gt e B g5 SRS Aot e
2o Sxamunte AGaLnT MR Pote Berendenfly sEhbEE il Induced

1@;{{9&@ RIN- 3048 B 836 qERSS0/E000L 158y eRRR 08X TBSIREY and
0 grans were anesthetized with Nenbutal (50my/ kg | P)

Rotubeiei g3 Téhdvarmght drhedpllommgsiopnesily sveesuedisd wob a dose range

B Ry PRt B0 S LSRR bl o

TN (FgTeD) & ILel | Bl /e Th¢tpldlt6§§vefél 1ﬁé1ﬁa|ateﬁ(ht 37°C for
its bifurcation to the liver Ten nL of Liberase

(16 hegrshgianspaxprepisisdle Call mﬁ\k@%ﬁaﬁb@ assswktt (Sefftﬁ fﬁaﬂled
ggﬁ:ége\, d@%\lb ”111956@3‘30{)11‘) @astﬂgd CR&E‘&WWQ:J As 1rgt98 EroYﬂ fhe wells, 200

‘connected to a 10 cc Syri nge causi ng
pdanef igas bufferdivat aided wi ¢aoh e, andothe piad vy 1r$0baled fom 30 muinutes at

Foll owi ng i nfu creas was exc d fromthe
aﬂ?rﬁﬁ?maqg{awm aéé?f gl aﬂaf 20 i Of lygite W&Bgaaﬁ red Gepividin
Icegtea 3 leeut mr&ﬁe@ﬁ@s 3983, dfHnrRfEreapchi¢Phb %ﬂhﬁ&lsfdf‘@ﬁ@ anti-

ani mal s[ 265 he 50 nL test tube containing t
|hns’~t@mebiopaacd elas Divefs-pprioasiase mrth«an@ub}ltmﬂmﬂbaptovmd) was also

al l.owed to i r 20 mnute

o GiceR vello TPE po wEsomEnBRa F s erditeronge epegpuore
ST5) 204 ﬁ@ur@ﬂs@a&ﬂd? ge[ﬁtl ¥ | Bfleri Bdurs, OhelplBS N esd R ARINES mes with
(HBSS+) with % Newborn Calf Serum (NCS), 5 nM

dheibaen bufferpp deysepman gejution @/ap@dded to the plates Absorbance was

[ r
R G0 TS SR GYGIAN L Pl BRI SR 8 g1 Mt
GRbeORBUm d110 frdnXagePtosls 1hdures by MNH-ol dral- \SaFgure $6)d
wi th HBSS+ and the tubes centrifuged The pancreatic

di gest was applied to a discontinuous pol ysucrose
density gradient Ten niL of 1 398 gm nlL pol ysucrose
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solution is added to the pellet and suspended Five nL
of each of 1 096, 1 068, and 1 037 gm nlL pol ysucrose
weoloobiasss are then added sequentially to finiBET/UN®05/046602
di sconti nuous gradi ent The tubes are then centrifuged
at 2000 rpmfor 10 mnutes at 4C with no brake applied
87 3lovin rypeclediapterdtliDnthereas p Pt iaecs el ofith H’éulerh%ecretmg
I
PR o, ARBRRR A Gl RORA RS PRl Sh e igheye col
et thuctOtaFeeicalknBoj seea SemuiMmI} pREnts avivbedrushaminrte préibote
nM HEPES, and |1 OOU/ |1 OOng penicillin/stre / S
FPEPIGPIg RYEEETIRE Wé&%?oangn%%ysuasm@tlg t weﬁ%f",ngb&teékﬁ ‘f‘gatmg a
m%geﬁﬂgﬂp@:&g onfetldife 1R Qf)n g&‘i&? afld E\ge‘?lr:?ﬁﬂtleﬁﬁe&xsposed
ody constructs or e| urs in triplicate
Ne baddnvedialosticrvaith the|GHLR-1 \WEMEB, rapbpttme atdwd bemthiieseereodid k1l mass
was used as a positive control Follow ng the
iMies§P#di on tptiated thynidine was added to the

cultures and returned to 37C culture for 24-48 hours
Fa74lovinAY D, Pecellrapapiasis araymay atble edipbdtes devalopmenkiaiwg distinct

S e B U AR SR B30 B APl PR e e
HiBEY Rad LR A& iffact B HRASRE: df i Siniife Idbelcd Beabhdlf, 1slet
abové the control to the |evels conparable to those of
e@pent@slnmalsa thgseodecd welb death thap fisall prselss insheypagyye degtruction of

bl e SRPREDS ) MR aR bR G e ERbb ATy e

@EsEhul i ¥Re %V@Eﬁdrp@ﬂhe wWas1rhibhd SisetiSdlatietest @ She prdgredaseonto

ef fect on the rat islet proliferation. Isolated and
cwertuhabdtes by presemengPceaassl with at i ncreasing doses
(0 05 - 500 nM, and thym di ne incorporation was
neasjurei ki gesdt BBmsnansvdriibte lbéseof ARSIt seereithgtigta CE1D5

- 500 n iincreased thym di ne i ncorparatjon above t
IRV SE m%@gﬂs%rﬁlwglstf%”g nﬁPwstReﬁﬁaM Oa%ws@n?lag%)
| R SARLe e Ll BEﬂ)lﬁﬁhcﬁi‘ oftshﬁw{fl% bl @l$ ofdonthlied renewal of beta

concentrations tested[ 267] Exanple 11: The effects of
Cdcl?s bulpeated mtgnxnltyg mnomurmdﬂsw@mt ilolas dleem shtwmthat T1D have 3-

e (NH ts and h NHP | et
eyt Bttty Shefiit Jatene THlIQR ORI HEn dSREF ) Ahoptoss 1
QW RHeqBbtitih 'IQEtdsQH ool Q%Qéth bE/ﬂ)st gbdﬁﬁat with ldng standmg T1D
Ranuncol | et al. Cell Transplant , 4

Have heta skt hateamaniis tsl bet degtrayidn Eyha meéhazmmit lmsierlymg mcreased

AL PR SRRt Po A P B AR EeR RSO
Aﬁk@seﬂé’é)of'rﬁb@i éesls &leSpreingoing@baptests anphiayby tldsﬁidtlon that
overnl% in Mam_ Media 1 (University of Ma

MERAPMILL New Bt ot ldarmating; IEPSﬁ ge Pﬁ%fla&reaﬁm aenjaie-standing T1D.
I A5

anw?}é:tH &gg%: {ﬁgtt ?fr% Fﬁajty tbgcbr%e pr o Jf\(%rr Sz::lctg |b?1§r§$ ' NHP IT éll\gdsB

tlﬁhﬂbhﬁ)nlcﬁ\ﬁe&ellsdemrhcaronto t hat of exendi n-4 (Figure 9)

Simlarly, it also stinulated the proliferation of

InSh@tiorbsh ddiRrd, %\Yﬁé CREPai@disard Qubhdtato &optosis and
g)%gﬁjal n- (lFlréure 1OA) Fi F]g 108 dem)r?gt ratgjpt hat

AESrqslSrﬁbmnB daryevaats thitilesshtpbeatadeath ﬁ@mﬂawncmganr%mﬁgat
f The
! o&lﬁg (? rfﬂg %1981? )Q/al%%“ﬁ%?? %)I OOl nllaéﬂn o acﬁﬁtio%cfﬁets are

Rﬂbjdcﬁﬂoeipﬁ 10816 duh P thatisiet 1@@1@@d5rdprrd>ges‘s®n plepajanoh of te msulm—
described 1n Exanple 10 Islets were cultured in_ medi

dRduGRg ¢S dor imganatong Fugthermave g Rrdosletsqe trppglanied mio the
insulin secreted by the islets was neasured using
ELI SA The results show that mghtiple
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constructs of the GLP-1 m neti body potentiate insulin
secretion in response to glucose (Figure 11) [269]

wezamphes3d3: Stability of GLP-1 mnetibody i s BOEUSES5/046602

specific. GP- 1 A2S m neti body was incubated in the
whol e blood frommce, rats, cynanol gus nonkeys, apd
HYERAe diebeiieeaRent ithage ai frscade 94 spokmejet watiogpasabically TNFa,

TPTRSFOENSP e BEL YL 7 SRR gl A o e oo, unne

$h&Rblat16@ Pidc¥ssgiPdigingi and Bb RO Gn HRRY 1Mt @USceRBiekapdptosis
or human serumthan meither rat or npuse bl oo

(2l gmprove 3yletAprationt &t Hyieduseschaaimbn Of islefD E@ggreqt_ﬁwﬂlewal
1RV nang P oneb LR e T RenBi bR vafithacon
O A dPpIE A7 PP MR ey o Glfeier DRt Biafih Secretion

iR TNE- X @end. eINSL 1 E koI waie hlAbRInBIC Kl pRitdsts a@bll Geddidy of
m meti body in c normlgus nonkeys. Cynonol gus rmnkeé/s
um

\ZQpé)ODﬁjﬂé‘éwelck!; llld PME6A trsliOfe B H h%d«-ﬁbll%glnéﬁ 7% 8p
T e I

dai$whRl d1vWea %o gﬁﬁ{} 9 7RG FROMINES WEDS 2R lekafe@@nlidy 3 or 4
ELI SA to quantiTy intact mnetibody As illustrated in

Aihgwels ware washed bvicerimtbtO b od p KRBH bufferd3 mdpghicose and allowed

kbt i BORR Gor 40P MUy PSS Gl Gy he cons

Q8810 4l bhestidt IVKRBH W1ith fitH fpkprauteldBodtt of glucose was added
approxinmately 3 days with simlar exposure determ ned

gt wekb Tingaiymierghtens of superratar 3(ps serpoved pepxvghdpethe §'=0 time

f - 1.netd
ot Sh rfloxfhy ieu BAITR P ROl G 3R o0 RO TP
dhebetemendb/ fixuhh cencentraidna steeeldétomibed hong 8 réisstandadresirve
into the fast, the mce were jnjecte bcut ane I
i3 R -Prlen Wil hayersing Refdpsulin | e?slglF_ ?%ECKCM Five
ThiefB1fer08r 4 @ 58 dIRIKS ol tM&nﬁ%b%aﬁ&g'@erghg%tlg l?l%'éésay n

f
dosi ng and twel ve hours of fasting, mce receive
girdey tophiaingyaless skatdeltion theistandhwdoireg UHdSA plaiss meesigad at ODaso

St s s OnaMoterdebpies SRy FUOH, Blge fSloer s

ehb®e ih FRuAS 1 Blthe ADBASMMB hty@kéd hstlnesdel«tof 19k d6es@ependent
as conpared to the vehicle control Simlar experinents

wepaepitionhmadhe presarze Bi elested 2apst ai ned on a hi gh
fat diet and fasted for 12 hours. As shown in Figure
18H] thxan@lplB. GIP-LHMMB bougases &lucose-Rependentdasulin Secretion

al |, dos in | i t bl 0o | ucose . as c ared t

H é‘a\q/ é‘ﬂ‘??f m%%ﬁ%q?‘& ﬂ%&‘fl}% )57 F‘g"e% y Céllﬁg"r“a%ge&m fBllowed
Bygacdlegaadantunficandn bHumat W@k ivee:- boldied @dinfpapRhoghatc
RINmcells were seeded at 50,000 cells/well in 96

whgastipn andedensiy efadisnbRETEragen 9eeribe@ eyt iipgordi et al Diabetes

¢ . .
P (SRS R Pal AL [ AOG (S, Blrvtrep
36 000€m6s/5000A)! LEBFBS, 19 d.-Giiitakinees MMAAEPESSH M2}7 dimedia in
IL-1B (4ng/ L) The plates were incubated at 370C for
26200 WG MTMppety shagh, abplivsidsat BAeC apdfo Cafon 181e ZahmrgsThe

Ki t h | | Sci Cat . 11920685001
TRIOhof by nfRl s O Rllfa PEERSuan Rl Hlpreed 58 Sppttsgoniea

lewtsd. STHeUEIEGware gl awisted sk@le@a et bitlon ofthel tibd®yfdradig) foRS

I ncubated for 30 m nutes at
approximately 10-15 minutes The supernatant was removed, Functionality/ Viability

94
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roomtenperature After incubation, 20 nL of |ysate was
transferred to a streptavidin coated 96 wel |

wonreoroiasser plate 80 nlL of i munoreagent (1 28CT/US2005/046602

dilutlons of the antihistone- biotin and
- DNA- peroxi dase_in the incubation buffer prOV|ded]

v@%dlaﬂ%lsdla@%@d catgoL A8 Gkl Wasadded oyl iletsstiap sHeVethiasgitle to the
gﬂ)‘?ﬁkﬂn{ &CtHQ ﬂlBoF %y%aﬁ&ogh%ﬁﬁf%%%ﬁhf:@ fora tQﬁPstthreeﬁmées The

aki ng gent ours, the ates were washe
tsap@aatntness mntohed aclthabslen weof Ifeemspamtbdchi‘u denptysrft20 1slets per

el o Eireanaes SpBAR gtk pos M G Frn et 19

aﬂ% #8b Gnd b@tmﬁ-ﬁuéos%uﬂéﬁ)t (13 nﬁ o c‘al%ﬁ%__ﬂeﬁsﬁ)ﬁ @190 1slets) was
popt osi s I nduced by TNF-oc or -

]aﬁ)i{a&t]ﬁjach wetlybe 2% \mlhpietteemd(u'ﬂub)u;edtfdnez br5|as 3EGme% AQy. After
stru | of the i [.in secretin ancreati ¢ heta
ﬂ&-t ﬁﬂ?%@tx&ggﬂ“m@waﬁ el ranipaing 1% BSA, 19 L-
l@lq?arnlu)fé N9, @H/ﬁre‘i)eblLPdFMMBC(tjb AN ARA BREeNARYY, 166G R 1nitial

from TI D patients have been shown to pronote apoptosis
wggmsrtatlmgs)tah@gluawmt edingl gineyrauonelf 8 5 mM fe=18heetS mM

2P Re Thisnby AbHE sk esidtiar aliechi pan e o Gaseline SPhsunn
R h%%?sseﬁfér ‘ﬂ% f@@ﬁ%ﬁ%@?e hl‘éntw'{)ﬂg P%ngagts\l/as%ed at -20°C

apopt osi s cou and
pmai; eievadilin[E118 A was pEkfiorméd CRAd manmpt/ztssqmnﬂmedpism}g the Crystal

(s it B 5 arssmnt BHYR A o Goif 8660) Buman

qgﬁﬂ%%sﬁquﬁﬁtﬁa@ﬁfﬁﬁ& thd Burhaf BhduliRERIOAN £ f3&h Linco Research (St
ultimately i npact on the onset of autoi mune di abetes

Sdwoles M1, catESHIdPEpt bsduge 18 skdvesahat@LPdIdMB sigeificantly

h | |
d?crsasst%m%ﬁlmrﬁe”?ﬁ?ﬁ fs ?fﬁtéﬁléﬂfﬁ TR AR TPt
9 t t he ef$ ;ieful t he preyention
TR0 e Bt ure hend e Barsdiinaieiue h an et aggunt of

QH§u@1nQ)\éﬁ{gtsegﬂeFEla%;yrea§ 19éflvﬁfu§f5§ Vellg PR dltgr@?ﬁha[n%g e 1nsulin

IDIs aTresu man irre erS|b
isasahivmeiadrvetuatsgw ke imbeted bystrbmug\/them withisGLP+1 MMB would

secretion i s detect e in

B R S DB SR S0 | RS g ncrease n nsuln
ReAEh& IsMube 8Perim: r&llgﬁ{c?eagﬁghﬁ R préQRAtd Hri@hated glucose
renewal of beta cells subject t0 ongoing autoi nrune

devely. ubherefare, thelm;k b @@ratlerrt@mertdmatngﬂangmueehxpogkyéems: episodes

thatmcontd|v[,1l { fj ?WI s foll ow ng
replication a 5¢é apop 0Sis is twice as frequent

I in control subj ects
ﬂ@%@ Tl g™ o Ra R TRLES G e AT RS hereTlan e
deatplaneton HecdRed aBY sitbeadM@ehd MiMth $RFtRBTaFhcR9 bR transplanted
cell” death may involve both ongoi ng autoi mmunity and
gslels oang qould affecyvetlicedyce Shermvanbst obestess rwanired igespyidechnical
YOGSy AP AR QR ' n'f&lm ‘F‘sfc?&%%r? bantehl 2¥ ob3h SUpROrt gt
CoRcoN T ARt NEWE PON s e 0ocC
&m&ﬁplﬁftht@(ﬁn enge $)1f &ﬁ:(EDE- 1TMMIB Weukiosigii fickntiyhadrease Ehdﬁ‘n’:l)dnber of
prevented or reversed by targeted GLP-1 MVB
|PH‘H?TB§ thabeprwd benedis fromyasisle trﬁw?fmfazrpe]prwdw tHurtyergagie, the
%Bﬁﬂf o 1nE1%|a Slhﬁl k@ﬁtleﬁe&flﬁ %§ el ﬁlesd&b??éplﬁﬁ on t(C)I hvmg donors
apopt osi s and necrosi s dupng t e events
bighiont theatsk of depletagathemi of tiengmsuldoseoresing leapacag mhlct‘mmay
during their clinical course prior to organ donation
In addition, islets are subject to apoptosis during
the islet isolation process igspreparation of the
| nsul i nproducing cells for inplantation Furthernore,
when islets are transplanted into theliver of a
di abetic recipient, there is a cascade of cytokine
activation specifically TNFa,
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ELI B, and gl NF. The use of GLP - 1MVB in islet
transplantation in the donor, during the isolation

weermcess34 and during and foll ow ng transpl ant aRdDUS2005/046602

reduces the apoptosis and inprove islet function It

al so reduces the ts re ui red

oot e eRarn B G B MM FhREE bl o Sfbstes i donors due
%%Gnﬁffﬁélbﬂt'lﬁﬁjlﬂ%&%w%rég bapalet transplantation [277]

Exanp e 17 I ncr eases d ucose- Dependent

oS xRl P gkl oL ES MBI B i35 B g orm

cialides /Nminlal Cﬁ7IB£K/16 h64 Gvere LYo RBSdntdYwh-grdups awninech group

% Sodj um Py te+1°/ n- essenti al . 0o, Aci ds_+_ 50
BB Saph e RARA e boorhangatardonsal WPEIQsGhhPRS vehcle o
QGEW lfIQI'MIz (@ 9¥1§g/ﬁé) ydﬁ?gﬁ)‘ﬁgs WGy Y8 iyl elqle%ﬁéRi %re

The cell's Wwere washed twice wth 0 4 nl of
bublﬁmrﬁdsdmm gir bods weghtiams Blood glutesei wasuhartitor¢d(InfeSsan, CA) for
es The medi.a was renoved from

%ﬁa@r@@{ %’B%?ﬁd)oﬁgﬁherﬁtu PSFMIAAc ¢ in KRBH with the

WAL e Fesrns i) N§M§C RS el Plagapioong dyrng the
f&ﬁlrstchﬁ tHE1. U Re RPN as3BMpLRK O MeBS REHBRIHIF Rire 86). Blood

m nutes at 37 or i nsul i n nmeasur enents
| glaerse metomad emthedevebnbthadBS gtotp pnderteshitositiwpsdemanated Both

standard c e -0 ng/ W t the Utra

SRR el oty e o el fhe g 1 pudy (data not
rdhetv@).i ters of a 1 50 dilution of the tine point
supernatants were used in the assay in order to obtain
Vi2BYE %%@é tyE@rJn a 19PrebdiR 15D %f%cﬁh‘% lEfi-nld%ﬁp@t @laBStics and 1s
were read a 0 subtracting the on a
l\rbssmmsllbmfor)dw megremmfrthm«vasmamsqﬁoad@y iceppbeatiyms of the

R | Dr R e ohER R b Rl PR BRER R fgversly

FHfﬁ:&ﬁﬂgﬁ theWverlliEnsalie of Gk Wedmients [(&Alhst e %)8@ grédsRelweight
MVB | ncreases d ucose- DeﬁJendent Insulin Secretion in

Fean Kleateal fmpon-geated contgls gboyvel would be bersficnal deibewh type 1 and

enage digestion followed by Ficoll gradient
38{9‘1'??cat|§n Hurman islets were isolated using an

2B il 408 G- YR Bt a9 e F et WiGGsge-oets.
Miced12 4b3k SROIY/)8hcte YRR o%aﬁgﬂ el 19&1tthé Budy, muce (4
CVRL- 1066 (G bco), pen/strep , O0Qunt s/ 5 3/

000 ny
1S5ORBSN=T/equpivgteadrispds o5v EMMBm?S ragfkghom@ﬁ&twc

(%Qﬁ'f)lzr%nﬁ%tilﬁ%%yg? &r .lr.ﬁ%StP(g)ﬂ&%s%%:%tblI‘(gogngl%os% zv%s nye\él?uered and an
SOGTTEral glueefet t@ferzﬁi‘ce CBsSh/v&rpérfOﬁhd:cE C]Bl@dd ighicoscaleb€ls Miete
coni cal tube,. | ets were to settle to the

yBeasyredat 1p4m9, égb%) 6%0 91r59\?P@;18@ eﬂm aagg é%el YRR delmiewere
DR THEyRAPELD G-t SRRy UL BT M

dndiferesd ﬁetrnalwerﬁhea;bdnomd frorm esleh tloes¢ wat brabdtsket mm‘rpmﬁfftdmd

hpaet v eEndeSrt s B0y Mradtectne Snalysis of
lﬁélﬁinsstaeelﬁq shER&EP ?ﬁ’l@féaﬂty lﬂgﬁ’&@ﬁt&:ﬁs}itﬂif la&llh%tﬁﬁﬁg E}?GLPI
nmL in Functionalit Vi abi'l i Ty medi a cont ai ni ng

JMM_B Geated mlmverm%memlst T bp expregin@ns vwamegalelatc@ %th the mlce
a5 BhelosfiB ' SHSREMR RS b el g Bpr e

for 2 hrs at 370Cin 5% CO2. After 2 hrs, 1niL of
Functionality/Viability nedi aggas added contai ning 1%
BSA, 1% Ld utam ne, 1% pen/strep, GP-1 MVB (50 nM
final concentrations, 100 nMinitial
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concentrations) and glucose at a final concentration
of 3 5 nmM(n=12) or 15 mMM (n=12) Twenty-five nL of

weapensasant was collected as tinme = 0 (basel i MeT/0$2005/046602

insulin and 4 hours after the addition of the

R By R T A e
Of diMulih 3ta@fing! i the GLIFe1 MIMBL t?éate@bﬁl‘i‘ﬁlﬁl@@% VeskFoM¥@ingd d-dingle
Utra-Sensitive ELI SA Assay kit (cat # 90060) Human

ideseil The wiensdyahmpela sanmsi s gredily relassiio thasameynt Bf stapd 1nsulin
K] %lhlIrl El?enl]élléé géfﬁﬁﬁgﬁ{ E%[ﬁ’sf k@éﬁ le%?‘m 1{%(%0% sggl%rg{él%%%?etlon and

isbsrbigd i (BERIeRS dfthusidigbete aﬁm(aﬂ:hgjdéle 18A) and human
islets (Figure 18B) [279] D abetes, both type 1 and
(95 %t%p% M abdted, qieym@li,fﬁckﬁt 1a§1111r{swﬁfeslg laRd StofdPR UsHds e
insulin elng secr et ed by an individual's b-cells The
diypeiglyeemen whishneeespansiblgfulthenonselcangtprogression of secondary

| ndi X%%uogqlssoﬁ%ﬁ :) \}See%or bgt}el aﬁr.)]ll?t otf a(tgfr? 9 c&&g@g}tmn%pease 1?151|1lm

gﬂmbéls aid $t67ge wanld nedudehBe | hpﬁr@l@ﬁ@njann iy} pdtients thereby
secretion is glucose dependant, only increasing in the

pHBIgag the @fseteqné\pa@&ressgqrue;fﬁ@qdé%q%nplrpﬁ@?@f ore, the
risk of a patient experiencing dangerous ?ypogl cemc
d@B@o dexanple 3il nilihe 28igcisiof G1:rd NIVEB on therefficaey of an@rginal mass
Lik in |n n I

AFEphaF Hhin s PRI ARl oBERAT8" 4R o
l(ﬂ@deﬁ antagetdurcased frﬁrn&%faﬁ&db@ra@@ih’sc IAnymels were housed in Virus
transplanted islets, one could effectively reduce t

y &resi ropas 40 Pspilsleted eagss Sythdececacrsss é%ﬁteﬁh%ﬁéfde and

Wzlta' tlglf et V@&Q%Bﬁ &Eed(‘lﬁq@é’(ﬁiiérﬁe RAHthE %Hdards set fc%rth n
avarl [ o support et transplantati on,
tthe Géade-for Mam uhdi Use g;ﬁLdbozanb} zymnrad:sr ease the nunber
of patients that could benefit froman islet
t[e8Tis Ih:abéted wasungudaguhgavenothRimmiseratibief atmptdzbgoctno
increase insulin secretion could extend the dono

pfangg{#gbﬁeSthbv mswvf‘gi B GHEHS Wk ar BB C a0 rdidetogvas confirmed by
NAC.

T e T T

I>é§e§ﬁrdgtdlt Were(msdahs @tiptinab @tfes tramspitotcaron of wendrginal islet mass (=50

insufficient insulin secreting capacity [28 1]

15 Vgrhedieveight) smesnigg Pmassirt 15AR0t ﬂ@ﬁw%e l@méﬁffﬁy &nder the
neL prht f8 \%}N@W 'Lhe%?rﬁ&l%rﬂn%ﬁlt(‘ﬁgﬁ For' g?'Qfg AHcAEBA b 'ﬂ{e‘asurm g
two groups each group having 13 animals G oup
meoadasteg glyienyc valuesagrelyiih dresfalst ¢E¢X) pabosresspdnt,RBE up to 3 times a

vehi c MVB 5 ny/ Bot h

reskdieflsr “penagiinna B e AL i yand pncuon
BedredRieghe 1Bt AHOE kM6 MFEeiAsSn BRM AP & plahict @REAOmarginal
CA) for 32 days at which point the study was

ngehinasst e BWp 2BRIps Nf EesIEEepia mgramabhpmgpsletraass Were included,
R EShr BT e NIRRT of s PRI R eDipd € gonveol
(g?dng:u]reeelilz&) Vele:la(DEilrgédﬂﬁ)ﬁ§e returned to the |evel of

the PBS group once treatnent was term nated Both

qpeRIPSA mRRAYEHerk d6idGad el PEbenie Wabh n8RifAktih ggé@ﬂﬁﬁwalues were
the course of the study (data not shown

H2Pemgldlcematdedss 2 spessewitvei Taadipgsh Adiditionpidy. tgrafy B@cqorawas

¢ .

a)rége%eélsg @% ?r%a 8% %12.5[1 ed\% gc{lgr?if?@eq%étp beS gﬂ({g?/bgr?%gpnred Ja ttreated and
of the di sease The ability of the GLP- 1MVB to reduce

bl ood gl ucose without adverseby
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affecting the overall health of the recipients (as
illustrated by the progressive weight gain identical

WO 200noss884 eat ed control s above) woul d be benefPCi/a$2008046602

both type 1 and type 2 patients. [284] Exanple 20.
GLP-1 MVB Protects Decline of Diabetic Muse b-cells.
ool anpmals eRep e rriBhidfytingeat &30 dayscRpsbiransplagiatiopningger to

1.0f the st ' nz5/

Sty e LR SR ol MRnse AR U0 e R fhema
Mindeiw o ghaft@emaayl 1 offer tdexchidedysidiat $irichgn bF rechative pancreatic
gl ucose was neasured and an OGIT (oral glucose

t1gJetér ance test) was performed. Bl ood gl ucose |evels

were neasured at 15, 30, 60, 90, 120, 150 and 180 nm
U88Ng Asstownanigiredd, GA-Rd MME treatedh am¢ezastieand normoglycema

pancr eata e _fenove nd fixed by .imrersiqn.in 10%

HR0E PR PRk T R R e R R e TR o ik mass of
NElE e Inaddi 8o esicred MM Bo@éadd initeldthoniedib DR afbrd Officient clearance
staining by H&E and i munohi st ochem stéq\’/ Mor phonet ry
S al ghugose effallepat| These datn strapgly neggsst thatGllrili VIV frpgtment

. . . . . o .
BB en il FRlrtert viaWIR AP 54 RloR o hahdbldert BurbfPstos and
rsappatsatle uset ¢f GhR- 1MVIMB seisoth Howesl (hdludmy 1vafg @rd tdexaidead) and
to eval uate the longevity of the single dose of
CEPPCRIVERANZAINg, A0t RIARL PrarrRivyss @’e_a? rshis ﬁ?fﬁgmsrrate the
Vet NS HREQWRP-3 NIMEERLs dutiupikl 16i¥ts anbpl2stbd This b aldbefid
inthe GP-I MVB treated animals two weeks follow ng a
geqpieat dostheitherei tht dawisnggasfs thatsrdaimend vaibrthe Lils1 MMB
directly,related to the anoynt of stored jnsulin
AIMPRIS T ep@iliment syl g Tonelion Ap@ ol 4 yalighg pgrunct
itﬁé‘rﬁﬁ}aﬁlea%_1Elet3ﬁl_1ﬂsﬁla§§t@16ﬁtsétﬁﬂgand storage in the islets
of this diabetic animal nodel [285] In type 2

GhoReiBEmpIe 22! Mt ekteis O GLLPIWIMB 5% Thdfiikufin 38 etion in
storage | eads to hyperglycem a which is responsible

frespanise togluicosedndhophumasguiimatedsletse Aomdimpn primate 1slets were
conplications of the disease The ability of.the GP-]|
e SEhe AR S g et s RENALRL el mPape G g vere
rRHHEEInt OBy Y RApIAM S ufed 4 37D th RurkRific@nthikeld B8RS % CO, n
limting the onset and progression of secondary
conpisswatulonstré 286 ] 7 Fomahiddsés Zornikige MA f at @tdenofy @=P20,000 IE.

on th fficacy of mar gi hal . mass transpl ant o
RTOr P e iptia dorHrth B b St b RRE% oy
AupyiBened With S0wv3LP agMper e pur chased from Harl an
Laboratories Animals were housed in Virus Antibody
r -
TP, OB Sl EPLAL A, BRI LA SR bt
doomd arited and 1 £opo GldRt MMBt drodpse was suigentetbtosedynfaond stimulation

AR 00 it R A L
3Q€ﬂsn 3t dlekOpreHerBise@ Bt &bRztIE: p%QQBE{IﬂﬁgOB%f g8PRin¥ 45-90 nm,

issolved in citrate buffer |nduction of di abetes was

dvafRadyegthmbuttenconpinig HonmMaletChg Gmp &hlcl ¢&inMLaCly, 1 2-
af iAduct i onl ni i val 5 /

T 5 5 S B0 A R SRR o 20
MhgatBIPCi Ble®d weRSRrifusedth thEQge botlyr forl @Rt andr@RAise@iennially
a mass that is not sufficient to i nmedi ately render
teprBosed P pi ol andrinddf gliepsectraghensafithpapesfupategvere collected every
nonitored for graft function by neasuring non-fasting
glycem c values daily in the first week

post-transplant, and up to 3 tines a week thereafter
Interventions that inprove iskgt engraftment,

viability, and function



10

15

20

25

30

will reduce the tinme to achi eve nornoglycema in
animal s transplanted with a marginal islet nass Two

w@eroopsssf reci pients of a margi nal human i sl eRCTIES®05/046602

wer e included, one group recei ved dally | P injections

:}E‘er(l:ﬁj‘ @)uen g{)ﬂ\éﬁf % @gil r e g%ets Qter‘(i g%:g#r utg rdﬁl"ﬁ?%vetlmulatlon The

conséntaronl oeughlyxcmmwh Naembmﬁeésagtedmg ]QJ.ISAem c val ues
were <200ng/dL on at |east 2 consecutive readings -
Addrt i 19RA! thdubatiah thef praght OOt MR E1IE § RESIBAURYors e B3 ficant
of glucose tolerance tests ( 1 5 g/kg) perforned in
tipergasedn am@mtmlatada insalug sepretion a5 wppadeghie nearérentad centrols

7220, PO SRR MDD B O St m i

asthineMin@ninesi8agd yeredtion and dertivee Rlprafils use pRvedo iklet
order to exclude residual function of the native

ﬁéﬂﬂéPlé%iﬁtl@n i ceepsing (hegutensy of Hiswpletsprior @Qm@nsn@maeep With the
'@fp ttrﬁﬁhf & fesfiE T £14 ggcézi%lgpﬂrxﬁé?%cﬁn aEIﬂQ\Le{jth¥ same
ative e cont ro m ce oW n ranspl ant

(Iherapemmrt:@lfﬁeaﬂs uras mdofidua wethstypd- darbdtets tuﬂt‘herg@ng-ah 1sl%lBransplant
treat ed denonstrated a re efficie ear ance
dirocedyrey gtl&g@eeﬂ%m %‘I’?gfén?FFé’é‘éqD thess resmiby é}afstha feament of an
19@1%(@21? with UYP-1 Wﬁltméﬁ@sreqyl@ts ddike gelﬂ gief t"l“fﬁ@further supports
viability and function of transp ante human i slets

athfd trseuppor cvfstttIhéome(lmlucimﬁhmrtglvadlbmalb dedd)dod oeapients of an islet

SR e O BRt ot B A bl S YPBEE T oot ¢
araple Glrd MMB apallogencie st gpgraftment
BTV ot

gi_fg lﬁﬁ%mﬂgrﬁ sult‘ﬁ\‘?alq'ﬁ*a%ryﬁb’ﬁg?g% mdifl@y ﬁ&&%ﬂ?ﬁ&ss \fﬁ&i}l U e use of

I NProves 1S et en raftment survi val
famot hunarepremaie whatginel IaawanWbb@bwj ana ¢ sy tramplanm approaches

e B R P 8 S S g e o

rMasRomagiad ngiss 66, a;spraﬂﬂtawrgas 0PO0 ROk, bﬁhzﬂf che number (usually
Nonhurman primate islets were i1solated usin

ePANOE ik g renreddn aginev eraigiogly ceitie pisritan F‘mﬁti cBYyjughzing

S 5 9 USROS 8 T

cubibblee By @ahgdanting pan®of inasl@rs ¢1@m mavengmllMAprearamplant insulin

density of ~ 20, Q00 f isl was

e 10 BRI e R e RSt Babs ok reated
S&Mﬂ?hx@ﬁ?e‘ﬂt 3&1&&1'@0 éﬁ)na'%é {deP fdnc%aﬁ@ﬂrﬂt é:aﬁlyllﬁw 18& ds\¥@mpared
days of culture, the islets were coll ected and

dartis moukeyi thatatoss (X regenyn thomgendl and 1 from GLP | MVB
groups) was subjected to a dynam c stinulation assay

t[@94lv aRemtlentt; hereel-8 getrsold tympimid ggemonkuys of Meuintian ongin, donors
Fﬂge i nsulin secretion of theé%sl ets |sl ts wer e

hesame i Vereg ¢ Kravat 3 ﬁ‘BFt%So‘P’%ﬁﬁ‘t pasdovigel 238 Rgm’
As@recﬁlgz&mzmB'lﬁaﬁ%@)ani’iﬁa{lf‘w@reqi’gate%rwﬁlpm Akhich l;fgére'mé morning
d, 1 28-nM Cad 1 2- raM M O
zaeatmql-mlﬁ§ Py Laotul @qunfeths aftarpoan meal m araite Byl mamtaln blood

OS8R e 8 A 5 BB Rl e

Qﬁ@ﬂ@?ﬂuﬁ&r&énﬂ'ﬁ'\él&ﬂ@oﬁ chdYleg ¢l 0% Y e ho efduRtedidigeptide was
perfusate were collected every2 mn during perfusate

viredpcgd mivi gl ucose, and every minute during stimulation
The concentration of insulin in each fraction was
assayed by ELISA [292] Islets incubated in the
presence of the GP-I MVB denonstrated a significant
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increase in glucose stinulated insulin secretion as
opposed to non-treated controls (Figure 21) This data

wamongisys supports the positive effects GLP-1 INWBUSESS/046602

in vitro on insulin synthesis and secretion and

further supports its use prior to islet

t[P33s prhgrfoner engan Hap Baesed anrbislssy lé?lléS'chWa thg semspypmated
Ay
tﬂe&odalﬁrsttah QV%Dmmitthen atf X28Ct slets f@i“rthe: oalitrol enomkeywvete cultured in
[ an islet trapsplant

dlabet under |n
ps?aeéémdé/ﬂpw %ﬁ?ﬂ‘ég e eXpsrIBIeat on PR Glgured 1n MM
r 7 f
BBl b Mok G MAR) W ey
ssippioartsplantagon mapﬂtémnedfvmdtetpodahmls it tel luati ng pair of monkeys

) ORI e GV ST S o
5@6 %fg?%ce %;])]%i 611: I ogene:li él%lm et eng;ﬁl (rég %ﬂ@ﬁrggg B&%&k and the
Iwngel raomk@/uhdl netal Forbagh therrontwblgunsl Gbﬁ’l—l«l dg([MBatrgatﬂbtnonkeys

del . The of a on hunman i mat e rgi na
TRIBEUIORLNEY PreNClipehy thiereid HEF ST SHBPAIn GRSF HARH as SFIS.

tdaakisthiiVér 16WRIBOTRBDE, ahgH @osdlrhhm yich, aﬁﬁ\lﬁﬁﬁ@ﬂldlﬁﬁon therapy), as 1s
di abetes with a reducedgnurrber of islets. In th

mémgqaﬂm employsd nddeiatals wigrg rrmnlmdetw%a @@aOIcEcgmgle festing and
gaioﬁt %ram%aplyl lu(cgsetigvelél ?heglt SQI%Q kqucf) rgt%‘&f:z{t%g w1tg msulm as

ve nor rmg ran

ir&b@dﬁo@hﬁlﬂmrﬁﬂﬂoéd @mbdsdaen StitmE{)OEQOOQgg/ﬂEta@igd pﬁﬂftra@@[ﬂant Fasting
elimnates donor and isol ation vari abl es

(TBAPSIEE 236 ﬂﬁ@"ﬁ@?@ §VAS¥ ORSF RIEG 2RchraNgRpEs lugpredplerance testng
RECCTTFAAR LA o JcRoH Lichid B cctidn 1S possible to

?g@ﬁtfﬁ
serve enhanced 1 sl et engraft I'n the nonkey
t n
58 P REL TP G SRSl  gepon
rfedl\kﬁkbn timatogdoas mailmrreqnﬁran&ntﬂ@@.ge D2AJ ZBHH 1mproved glucose
Reci pients were 2-3 year old_cynonol gus popnkeys

MRtk Varfugpeigiinstrateshiy desppid Fductiom mope KiERATS ﬂ%th; GLP-1 MMB
HRALR AlmAYE HPRRH S 1Ak ARG (-1k#O 928D/ T¥hs srudy further

streptozotocin Diabetic ani mals were treated with

i sngpxbrtsrthb efibzation o Gl hMigBrre altygent disbetic UNlelf doarg arsislet
efore the afternoon neal in an attenpt to maintain

Bfa(S‘B%la'&IHEB 8™ evel s between 150-300 ng/dl Four weeks

after abet es i_nducti t he nopkeys underwent a

[gP Tl Serlde u@%oe@h‘ Baye} |y CWS a3 f{thRElEE to treat type 2
91a989§ fgx@%ldé@%&ﬁﬁQH%g%gélrermﬁ‘er@ﬁer aRA1880ks\&EDr example, 1t 1s

har ves and islets isolated via the sen -automate
tristlin @l proddneyr the bd@rlufmoiﬂhaﬁﬁJ,Pel pepirid EdamptheWBql typsl Golvd dpeptide

by.?2 i ght t d 370C t

i 8 st Bt Neaftbgh et ke rbteans doiay Bliad SPtu AR nURFP v
THisSha I RFEf IMMle atiRel @ltamﬂk wHleyse GDP- 1t fpt8X Rittidr MM Adnutant
nonkeys were cultured in MM supplenmented with 50 nM

ompde SvRe (Hdkdysa paemsende. shaig Fiay bgjess enelwpac ssgonse n patients

B RRATR O o RSO MR Ry
hiQddog fin addit:be thahmgekonosf the GILPUr eﬂmaﬁbddl@mxy Ihxedude 1t from
above), qne nonkey received GLP-1 MVB (0 2 kg)

cioptind thedurnd Bramfameryddusyapy geenanadyantage %B?ﬁ I}%lﬁea and anxiety
mWn didcARN wifPEL PO dh (gtagl% ¢RNGEPL 1 RGNS Rl M\@lermore the
treated rmnlkeys rejecti WEs prevent ed W th sterord

free i mmune suppression (abbrgyi ated as SFI S,

consi sting of | ow dose FK506, high dose rapanycin,
anti-DL2R i nduction therapy), as is
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clinically enployed. Animals were nonitored tw ce a
day to determ ne fasting and post-prandi al bl ood

w@boocosm34 evel s (heel stick, gluconeter) and tPEERUSIHNS/046602

with insulin as needed to maintain blood glucose in
the 100-200 ng/dl range post-transplant. Fasting
;rnmetmddg}@la/mnﬂeimnsnn aetteswar of tablipeptideseh eaclmimetibody

leyen 1RoREY il Sy TRpLaesnctiFBRL 10 hatper Cpmee
8151%%% 8% tﬂﬁﬁkodi&‘%c?éé@@ﬁf'fﬁitg% HeQzh sﬁHEEer GLPW feBepfor.

S1 gni t reduction in ex genous insulin

rﬁ%‘é}%@?ﬁ@ﬁovﬁ{ 8%@2%3&?% %s?%@ereefgﬁ(t:éﬁﬁ%ﬁm@%[}{e Bhstructs
ldg kA GLP+1 MiMB Ghve- dn Mrdlffﬁ&tléﬂ oﬁﬁlet@ Itheae&n@mnbﬁrneﬁihﬁ secreted

t he non-treated contr ol (Fl gure 22B) This stu
foyrtbnisletsBIBRONE orrkevater|gluckes kelst and the lr&mvsei plogd glucose of

I
S8 AR AR TO00 M s LEOTRRLAR L1 v
ot aqeher plmrmatdlenﬂpmnbpwlﬁsovhmgay@hoZhejnaabzet@lsP 1 peptide or
provi des sever advant er ot h r GLP-1_anal o%ues
RSronsea ifshiee an °8”§S | q’ﬁr‘B‘IPB‘h"ﬁ PhEmAgPKnEfigsshgyvn 1n

aghddsRrelsul 8deinflSsubb &P ihat ﬂl% behéfits by 68 P-PIMBRRAIHER shéwn mn
the m netibody scarfold is resistant to protease

degrodeeithadels efybaietdsandy aetupbip-undereriimatatle eltelbemsfits the GLP-
t.r vvlththe Idt e GLP- 1 peptide rather
lﬁgﬁ&g%ﬁ%{‘gvetw}b %‘g GP-1 is a native peptide,

e na be Iess onse atients treat
O e@l%ﬁ%fl?%"ﬁ@hﬂﬁ P Bl GRa Bt DRt
A9 RALGHTY Fel ABRIOHE EelAtiveaidticleh&Pof b1l A Phchdad@g the
of the G.P- 1 m netibody may preclude it from crossing
tnnelbbr olodsmepradisang ¢edis amd itheunmsulorf seeretiam pelguiart thg@mount of
S|n usea .a nxi et n

ha 1sa %roﬂu&ghema %rﬁpy 1n§1ie?see%b r’[il%ﬁa? ?(:}E,grlvn\%/ltrl\EB therapy 1s

mbanmﬁmyqumml wlidre amrcesivd inSinbulingepd @3 ®h Gvoudd 1hp¥ove the
pepti des on each m netibody nol ecule. This may all ow
tCHEICéLCF@ﬁFmW@mﬂPEF&]O?lé of hPétile&'ét Thg trﬁpr@a%qqphff%@kmetw properties
|
R 0P MM BAL HARB e FAmER thitly i SAARA) b cEbhbIcdla
abovenaht e geredore 1§ & elgprsamu mprefeieat gvdr Ieatstmgj GLiPp] -tike

t th lif t
ersiatr Mo boreed o Qlen bR oo

'h%b&tgﬁycbﬁhar QHRARE R 1§ Quettb YR 0B bihePaRtAbENECHSordeRd IE RQlso
i hpr oved bl ood gl ucose of diabetic aninmals treated

\MSthl mHbe prerdipbaUoBtage to mcsﬁ_asq)thsmm of isigts angede@@yrthe chaveal onset
?a{aﬁgﬁg n t?l\rcl)se Qﬂ_‘ﬁn’%%%{(e %t Icé?oo ?e %ﬁlsingsr? ex\ﬂ‘fe dise r@aﬁl‘ﬁgwme 1t 18

@eaéfmgau &8 thel trhngpldh seing, lbditﬁ wholy ergad armaretﬁacwwm ebh@s and
shown in_prinmates versus rodents suggest that the
BRSABIERS s g alsp psqluhEhe MoaFFasiing RO WToAe hearpligEbon of msulin-

RSB RS R BB RS TR B gon o
pasulie pradu€ing frggeantgtsycem a experienced by all patients
wi th di abetes and ot her netabolic disorders is

dlhe eghples @b@leqsiotide nderceltidt ithweGLES 1l MIMB 0 thefpréseatinvéntion

i ncreasi ng the nunber. of insulin producing cells
z‘i‘ﬁﬂmtaﬂ)é mesith S (reataent ob diabpicy w%ﬁbﬁrametabmc HpIders r%ﬁﬂtmg n

[ g?es]ﬁge

_Pﬂéépgwgeﬁlﬂla HSSEIXQ%Q dt%ntél?cgﬁ Jé g?ta}{}ﬁlltéfnlogﬁ 6h ntial
shhealt usesnofvthe KGR ih MMﬁzsaswﬂl e omgosi tn thoose dku(tlt:d amthe art that the
woul d i nprove the clinical {Kbdl tion or prognosis of a
patient The inproved pharmaco fnetic properties



of the G.P-1 MVMB will make the treatnent nuch nore

clinically acceptable and convenient and therefore is
W@27/g#iss4 cant i nprovenent over existing GLP- | PCT/UK®05/046602

therapies G.P-1 MVB therapy is beneficial to all

atients experiencing hyperglycem a, whether it i e
REL T NRETGr CBirFs nyrab B BRY SORFTLGH (e Baks e pt iggp aptdiabeu
Usefiibe ifichlind At B ARE e SLAGAN Pk RRAGARE the mass
of 1slets and delay the clinical onset of diabetes in

I
[gé‘@se IP%L@{&%&E&%@W@Q% nocap%efﬂr?cqfc%’ Q?ngmtsgthtan Qs Rartlcularly
I Sease. Likewse, 1t is beneficial in the transplant
sattibatin thofdregunod desonpraon andtxiasiplsss, to both donors
and recipients It is also useful in the in vitro
irhérBEs mb@ificREsRanEe vhfigdis @ tHegiradenOMveORtion are possible 1n light of
| nsuhnproducing cells prior to their transplantation
dhejahaye seachnga ard, thrsefare, peer withindhe $99pe pf the Pugsept nvention
produci ng progenitors. The exanpl es above provide
evi dence that the GLP-1 MVB of the present invention
has many uses in the treatnent of di abetes and ot her
net abol i ¢ disorders resulting in hyperglycem a The
exanpl es are not intended to set limtations on the
potential clinical uses of the GP-1 MMB as it will be
obvious to those skilled in the art that theGP-1 MVB
of the current invention has properties that nake it
an ideal antidiabetic agent for indications well
beyond those set forth in the exanples [298] It wll
be clear that the invention can be practiced ot herw se
than as particularly described in the foregoing
description and exanpl es Nunerous nodifications and
variations of the present invention are possible in
light of the above teachings and, therefore, are
within the scope of the present inventi onWHAT IS
CLAIMED IS 1 . A nethod for diagnosing or treating an
GLP- 1di abetes related condition in a cell, tissue,
organ or animal, conprising contacting or
adm ni stering a conposition conprising an effective
anount of at |east one G.P-1 agonist or mnetibody
nucl ei ¢ acid, polypeptide or antibody with, or to,
said cell, tissue, organ or aninmal, wherein said at
| east one GLP-1 CH deleted m netibody nucleic acid
conprises at | east one pol ynucl eotide encoding the
am no acid sequence of SEQID NOS 2 or 4, or a
pol ynucl eoti de conpl enentary thereto 2 . A nethod for
di agnosing or treating an GLP-1 diabetes rel ated
condition in a cell, tissue, organ or ani nmal
conprising contacting or admi nistering a conposition
conprising an effective anount of at |east one GLP-I
agoni st or m meti body nucl eic acid, polypeptide or
antibody with, or to, said cell, tissue, organ or
animal , wherein said at |east one GLP-1 CH deleted
m meti body nucleic acid conprises at | east one
pol ynucl eoti de encodi ng the am no acid sequence
conprising at | east one selected from SEQ I D NOS 7- 14,
or a polynucl eotide conplementary thereto 3 . A nethod
for diagnosing or treating an G.P-1 diabetes rel ated
condition in a cell, tissue, organ or animal,
conprising contacting or administering a conposition
conprising an effective anount of at |east one GP-I
agoni st or m neti body nucleic acid, polypeptide or
anti body with, or to, said celd;, tissue, organ or
ani mal , wherein said at |east one GLP-1 CH deleted
m meti body nucleic acid conprises at | east one
pol ynucl eot i de



encodi ng P or a pol ypeptide according to Formula (1)
(Pep(n)-L(o)-V(p)-H(q)-CH2(r)-CH3(s))(t), wherein Pis
w@rooeass4 one bi oactive GLP-1 peptide, vari antPOI/US2005/046602
derivative, L is at |east one |linker sequence, which

can be a pol ypeptide that provides structural
flexi bility by allow ng the m netibody to have
avter ﬁ@ngisl I&ntations and bi ndi ng properties, Vis

at Ieast one portion of e}QC-term nus of an
i munogl obuti n var i abf &ethegfgsliagppsing o fretigg ap GhP-1 diabetes related

ﬂﬁhdlh&ﬂm@fceﬂmlsémgﬁﬁlr@bﬂpﬂal BorMpHRaR! cBnthdtg @r Al hP@nngdd2
is at least a portion of an |m’runogl obul I'n CH2

COREPSHAN OBBIIBAS Y & amounth akleast g5 /qliFohaggpisker mimetibody

|HMBIHQQ&HW[J6§E1@63 arﬁfbﬁ&)t ﬁﬁﬁ of %éa‘ﬂ‘eeg nttls|s§e &%gﬁ SLERA, wheremn said
an can

i aﬁ lféis @H@@H’ﬂf’%@#%@lﬂ“?% Qe 4014 gormprisesl gptag pRlgpucleotde
CHin@iRShé1gniAb adill QALERE oRSEEIPNDS D et oyl @t e complementary

condition in a cell, tissue, organ or aninal,

‘?’f’f}Pl sing contacting or adm nisteri ng a conp03| t| on
conprising an effectiye anpunt of at |east one
agoni st or i meti body™ AGEPEYE dREPeINe S5 IrGasEs R G’é«P drd‘abetes related

aRhdifiahy a\okll, Russuef orgzﬁh,orﬁﬁhﬁl G&Jnﬁrlslr%fﬁﬁth@m Qf gkIni9€ring a
ani mal , wherein salg | east gne del et ed

rﬁ"WE?ﬁ“tPcS‘cﬁ? MeBHYY gneediccipyejamgpntiof at leasine G ulsa%?ﬁ*ish‘a mypteody
qucl&E@lh PoNGeptie @F arthbody witt) ot Safkefll Aissil, SGROSH dna®wheren said

di abetes related condition.in a
St At ops Qﬁﬂé% Jgéﬁﬁeddw"ﬁh'i%wucl% AT PUTRIeb Hsops pgjynucleotide
cmccmd@ thd &hfs aa@seqummﬁprtsmg At 180PHel sSledted f6m SEQADINOS7-14, or
rnt of at ast on&eGLP- agoni st or m neti body

QP?‘Je"é‘gFﬂom GPYEBETEE or antibody with, or to,
sal d cell, tissue, og%an or agl mal , wherein s

at
| east one GLP-1 CH MEthad, foi; Wﬁ'ﬂ‘?sﬁ‘éd’f/trﬁ'r“n%@‘bm“gtl diabetes related
conitidnsiea céll, lusat, driud of aminaly tarhis1smgictiNad@ dsaddfimsttring a

| east one of SEQ ID. NOS 7-14. 6. A od for
S BB g B R g SRt ft i lisE e oy mmenibody
Gmcidllcfadzld,rpolymelalde et dnubbdyseitte pr @ sgah:em usara:L ﬁ@hn or ammal, wherein said

[1Si aam ni st er 0si ti
GPIRS b8 G AT PRBlA Py BeuBRTh 5 g St RO e Sfmuctconae
agmdlrgtP @ polypeitide eayrdmgad Eoranudaa(ind, poI ypepti de or
antibody with, or to, said cell, tissue, organ or

ani mal , wherei n sai (Pepfn)- Leaé/t(p)dﬂr(q) CHP¢r)-C8Bls))del et ed

m et i body conprises P or a polypeptide according to

Fdwerard Rus(at least Baptfionct Lo GI)LR- V@mtrdbj(\anarﬁ:bmdrl)vatmesl $s) z)t(léa)st one
ﬁ/nrelnPls | east one bioactive G

R S P B AP PERIE bl provides b enpihy by allowing
@R, misHeBbod P mve Afhd e DR nkftdons 433Gk dER (| 1D \N@aﬂ-l@st one portion
GGSGGGS(SE IDNO&I@)’ GGSGEGESGEE ( Sé I'D NO 19) and
GEESTiesmss of FErTHoRlePim) variaply @g@a%étaé'aasr A 8P PRANYSS

(DRGhdidbMGH Qalv)ableﬁﬂgé/&\éﬁﬁ CRELR at Qash@ értbn oﬁFAM;M 16baRRCH2
ID NO 23), TVSS (SEQ I'D NO 24), and AVSS

SEQ |
seystan| fepion e TSI ERPBPNeSED AP qeisbe 1) P\IGP'?G‘)“ regipp 1 1s an

fte @M rba RRKRIK AL M PSR TPE ALY MDY Side RREMI MWINEXSVEMH 0 to 10
NAKTKPREEQYNSTYRVVSVL TVL HQDW. NGKE OKVSRIKAL PAPI EKTI SKA

K (SEQ I D MQ 43), CH3\ msthod for diagnosing or treating an GLP-1 diabetes related

EP PSRDEL TKNQVSLTCLVKG-YPSDI AVEWESNGQ
%ﬁ{w@f PEBeSESER P5K] PYDICSRBIRERRASERR AR INEIPBEKS

k&hwsition comprising an effective amount of at least one GLP-1 agomst or mimetibody

nucleic acid, polypeptide or antibody with, or to, said cell, tissue, organ or animal, wherein said
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PCGK (SEQ ID NO 44), nis an integer froml1l to 10, and
o, p, g, r, s, and t can be independently an integer

w0 zomesso 10 7 . A method for diagnosing or trEEU$2005/046602

an G.P-1 di abetes rel ated condition in a cell, tissue,

, tacti
SRR o8 PP L el RRRaBl B 8RR TG B conprgnt prygo sots o
EBBQJmNoS 2afr 4/ east one GLP-1 agoni st or mnetibody

nucl ei ¢ acid, polypeptide or anti body with, or to,
said cell, 3issue, or@amhod f(ﬁralialg‘ﬂiasmg\Mﬂ&Bzeing as GLB-1akabetes related

| east one qu-I QG del e tXt(I:l TP E S stbrnS o @
C8P‘§S)B%fb‘f‘|aéf8 GRS mf"— F?H}Wrﬁmg e slefing a
(do)n()aeqn(nrc)amb(mbg A{(qﬁﬁeetH@q)mﬁihﬂibf at)ledsHB GOt Jgonish@maimatiody

bnucl%c agl?i %qtiy@%?tgia OF ?,[glﬁ: c&sﬁltl@&to %% I t%%@ogréart\g afgtjall\lo herein said

GB(eaXtond SER)1 1AM lmeieﬂ)mlnﬂmaéoﬁEan@nN@ all 8 the contiguous amino

SR B o B MR B o e vy O

GT LVAVSS | D NO VSS (S
(SEQ ID N(O Q and A%/égth%%dlag%% fg rea?l,gg ag&ﬁi’ 1 d1a¥etes related

ESW@R@BSGPAE’:‘EEL(&HH of &kfQal, B)rh@sﬂ@)cpntéﬁtlﬂg bsadministering a
SVELEPPKPKDTLM SRTPR C\/WDVS EVHNAKT PR
P R LT LN RN RORVERICE P G GRAR 00y

(rﬁE@cIaE)dN@lyi)Ept]de@i"ﬁltllbsdy W1th or to, said cell, issue, organ or ammal wherein said

REP PP SLTCLVKGEYPSDI AV ENNYKTT
P B P T PRSP SR 2t PRV R S e
(FsE@IA D) NO 46), n is an integer from1l to 10, and o,

p, q, r, s, and t can be independently an integer from
0 to 10 8 . A net hotPep@i-Leth)apeldigrgHa(n)-CHEG)thg an

GLP-1 diabetes related condition in a cell, tissue,
orlgeam Brs agleastahe biowhpr G-l gepaln sdettddfpnoSEQ ID NO 1 and 6, L 1s

%91%9& ﬁ&ﬁ st”@fﬁ é@%ﬁ%@@ﬂrcﬂ;@ggﬁé@@g (SHY b ﬁéﬁﬁg\(fcsc;ecs
{6604D N0t OCBOLFHBBI5HR BN GDI GEGRATSSGSH (R D NO 20), V

I .
FELReRatlom 5Py SLED 99 ALTEY A MR DA i yavss
e(SEQIUQ PEPED JEBY S SEIDNO £26), mwsw@g ID NO 25), H1s
: wh P

t east%jﬁr?eppglﬂggggﬁ§épggém peptl de 0 SEQeI“[a)I rl\]IO 6|, S’L
iV EPBRPRBTEMAYR ISV TGRS, VISERISE PBE K FHWMYY DG Y EVESGGGS
@ﬁ@rkﬁzﬁ&%ﬁ%wﬁ%ﬁﬁg W&M%ﬁbxm%kﬁ%%K
IDNOlQ: EQ ID NO 20), Vis selected
f(SEQﬂ]GN_ SHISEQ I D NO 21) GTLVAVSS (SEQ | D NO 22),

éé%ji/ E@sh%?ﬂ?g&@sﬁ@%déﬁ@ sDPAMEWASNG@RNd AVSS

(s D NO 25), H KYGPPCPPCPAPEAAGGP (SEQ | D NO

%PFEVLDSDGSFFLYSKLTVDKSRWDOP%VNVFSCSVMHEALHNHYT KSLSLS
SVFLFPPKPKDTLM SRTPEVTCVWWDVS NVWYVDGVEVHNAKT

A S@Wé%qu@vm@@memwgwsa ERTY Steajke (ggggndently

|2 N Bdm 0&b1B0 | S
GQPREPQVYTLPPSQEEMIKNQVSL TCLVKGFYPSDI AVEVESNGQPENNYKTT

PPVL 7. A method for diagnosing or treating an GLP-1 diabetes related

ol Tl

condition 1n a cell, tissue, organ or animal, comprising contacting or administering a
composition comprising an effective amount of at least one GLP-1 agonist or mimetibody
nucleic acid, polypeptide or antibody with, or to, said cell, tissue, organ or ammal, wherein said
at least one GLP-1 CH1 deleted mimetibody comprises P or a polypeptide according to
Formula (1)
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DSDGSFFL YSRL TVDKSRWEGNVFSCSVIVHEAL HNHYTQKSLSLSLGK ( SEQ
ID NO 46), nis an integer from1l to 10, and o, p, q,

W@ 2003468841 t can be independently an integer fROIMUS20033046602

109 . A nethod for diagnosing or treat| ng an GLP-1
di abetes rel ated condition in tissu organ or

ani mal , conprising EpaEty ﬁ’ép)o‘il(qéGﬁlle g{{é@%ﬁb

%ggeggs :a? lggsg glill’rcrs)l{loag{lpe%}%ll ?’%E‘gt #ﬁﬁ@ 4R né s se?ected ?rom GS,
ot ey @eQab NB(DtIB)bGSSBG@St(BEQQD N@n)saGSGgeslsl(SEQ ID NO 18),

HPG a6 B8 HanBiohand GBS oBENsEsEo Th NiF 3. VA Stected from
RS QEQapqm dl)ngTLVAEISS r(rsﬁ@mi N)o 22), GTAVTVSS (SEQ ID NO 23),

TVRUBER ORI ¥hPAA s EERIP NS el By oG Phrr Sap

dsEd YaNover), ¢Ht 8 at | east one |inker sequence whi ch
rovides structu

can be a ti that

A e e Er R e R ey N e S RRR Ry SN v v aKTceReERGQE
ANISTHRVALS WErNATHEDWRNGRESY ORIV SNRGLRGSIBKIIBHAK €SEQ 1D N© 45), CH3
at | east one portion of a Cterm nus of an

i"hmunogl obulin variable region, His at |least a

mﬂn VOf TIPS QEEMTERN PUSIL TAL WG F AN 5 AVERIES NGOPENN YK TTPPVL
i S _SVFLFPPKPKDTLM SRTPEVTCVVVDVSHEDPEVKENWYVDGVEVH

W&E&&EWMMWWWE%WMW Efet Gk D
KA FHQ Is B MR g#B8from Té310,9nd o, p, q, 1, s, and t can be independently an integer
%’REP LPPSRDELTKNQ\/SLTCLVKGFYPSDI AVEVESNGQ
RNYR TP PPVL DSDGSFFL YSKL TVDKSR\MmNVFSCSVM-EAL HNHYTQKS
LSLS PGK(SEQIDNO44 sanlnte
and 0, P, G r o Cartimen e BATsE GO P OLp betes rlaed

icoida@@nn h EQNMubué, Qﬂghﬂ oﬂ.arﬁmal Sonipeising dorft&imgibr%ﬁﬂﬁuﬂ@gw
treating an GP-1I ﬂtjabetes re ied coO tion in bod
ERPpositiof SIS 4R cHeG Ve SWP‘FPéP at d%B?ff‘é’éf‘P‘ﬁ@“ ody

@nclad adidi pplypéptide oﬂanaemmﬁtﬂ; bﬂﬁ @ﬂmpn Itﬁ!;dégor@a’h @ fah@at, wherein said

anpunt P-.1 net

ARG e et CH SR st Bimeiogy o SR Bt Ry Laeiropis: Sgipidine to
Faimhle@) | , tissue, organ or animal, wherein said at

| east one GLP-1 CH deleted m neti body conprises P or

a pol ypepti de accor (Hep@)-Lo)Mapri{qaCH2Jr)-CH3(s))(t),
(Pep(n)-L(0o)-V(p)-H(qg)-CH2(r)-CH3(s)Xt), wherein P is
athete@dd s atlnsst riedawiciweeGIR- Ppéptide pf SE{2 D Xe@p@mhtis slected from GS,

' iV [ I S , '
4808 VB Salipiio T, bEREOSIRQ NS T G8HA0ES s o 1)
AGSGEEIGE (SHIY ITANDOM) gl G(EGS@Gﬁ%éGGHSEQ IDANM2WeV 1s selected from

SRS GROTERL 2 SRRV MRIERIPLIREEA s koo 29,
iTViSSr{BIgR &B NQ 2¢)vaaud iAMIISESEQGD Y0 21, Has B3KY GBREPECPAPEAAGGP
%(5 h9910058)aéhi Jmunogl obul i n vari abl e hinge region,

: : KAKRRREEQF

%%%WWW%%M& A $6Qs), i3

BQPREPQVYTL PPSQEEMTKNQ\/SLTCLVKGFYPSDI AVEV\ESNGQ:’ENNYKTT

P P oRs AN etreev,
n |s ah 1 nteger froml to

BSDESFFLY SRLEVBKSRVAIE@eYV FHEPEHEARHNI YAIRK SHSe§BEGK (SEQ ID
NO 46), n 1s an integer from 1 to 10, and o, p, q, 1, s, and t can be independently an integer
from O to 10

105



10

15

20

25

30

fromO to 10 1 1 . A nethod for diagnosing or treating
an G.P-|1 diabetes related condition in a cell, tissue,

wW@rman4ess4 ani nel , conprising contacting or PCT/US2005/046602

adm ni stering a conposition conprising an effective

amount of at | east ong I St or y

nucl ei c ac?gd pol ypept [nggog)lfor 2%5?0351839 r ﬁtlﬂg alb{F'E?g diabetes related
sahdiugithl ,celt Itxsﬁbl,ea,rgam rog afmal; canpriyhig coMAitenhg bﬂadhﬂlludelatg a

| east one L1 Ses

acOBs?waﬁPwaré%a&‘oeffaftwa S5l it ?nfﬁéﬁ*’ Yo 3% mim8libody
(nRelpic agid Lfob)peptidp br &rKn(:()dyGHﬂ(, br) toCa‘ﬁi(c&Dl,)t(stde r‘ghﬁcb’rahii’nal? wh8rein said

at | east e of NO, 6

3t eas e GEBT P {Eka fRmp iy uBEBes (s Shotipaphds dedgriit o
ey i de t hat provi des structural flexibility by
allowing the mneti body to have alternative
orientations and bi (FdpiyL@)-OMIEFHigpEH2)-CH3aY)(1),east one
portion of a Cterninus of an inmunoglobulin variable
Na@ted P 1shat leSst diie hi€RG e @L}po peptaB, vaharddr defivinegL adatli¢aat one
varlable hi nge region, is at least a portion of an

ik ErIISE whlcttr:@n bom §?1é(ﬁ?PUrd§gjh%rPf°Ve§qs styugtugal flewhdity by allowing
R rwn%ﬂb&f t8Rave W&Qg'la QPéHtAtanQhﬁ b%ﬂ%t[ﬁwertfegg) @rélt lefkt bie portton
anlnteger froml to 10, and p, Q, s, and can

19é a Criganatsbé an 1ngmlawglpbnl@g@rlalfl¢ e, H 15 a1 fpast a portlou\of an

mmﬁ)&lébgfm dzirégfé@;ﬁig@%g% éﬁ@?st' ng an GLP-1 diabetes
related condition in ti ssue, Wg{an or ani mal ,

OB PBRRGD EMIHEHEY] CMV‘QBWIFEE@P%Y% \HryB¥H i on

W@Rm@ﬁsﬁﬁevgVEWEHQWLI@@KEYK@Q@NI@(L@A@%@(TISKAK
égé)nl st or m netibody nucleic acid, polypeptide or

RN WiHBBr to, said cell, tissue, organ or
AP PQUTATFFSRDBRIT NGy SLTRE N Ke FGbRA VERHSNER) et ed

m et i body conprises P or a pol ypeptide according to

E@NMMP)VL@S@@SM¥SK);TV()R)SRH(Q‘QG@HESCQVQH&(@}NH?TQKSLSLS

erein Pis at |east one bioactive GP-I peptid
\?QI? FQ IBNQG &) Oéstqn\}%‘egelr_ﬁpg‘ Idal@and 8 1 Aot @d“(%e tndependently
@Pprede SN bl ND 16), GSGGGS (SEQ ID NO 17), GGSGEGES
(SEQ 1D NO 18), GGSGGEGSGG (SEQ ID NO 19) and
GGGSCEGESEG BSEQ | D NQ #ithod ¥r dfagiisink @G éatfE en GDP- id@Betes related
of C-term nus of an |rmuno | obul i n vari abl e region,
HO?‘E“%'“ Péé:{]s frssye. prganopIgAl. COMANSINE SOYRYBE PY fiﬁ‘"\’x‘?iftgrél‘& %

hbmg@nroagb@pmm@ﬂ effSctat a}neaﬁ fof & 19260 dnk GLPOf agdiist or mimetibody
|ObiJ|In t region, CH3 is at |eas

BOER L P SREPHLG A AGGTBLUI A or St SEBfr A Pgrnn s
anlehdd bROGLP- ICPIN dtleted mhetit@dd c@mprides Blor 4 polypeptaid @cdordimdto
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GTLVTVSS (SEQ I D NO 21), GTLVAVSS (SEQ I D NO 22),
GTAVTVSS (SEQ I D NO 23), TVSS (SEQ ID NO 24), and AVSS

W@ B8Q04dB84NO 25), His at |east a portion of anPCT/US2005/046602

i mmunogl obul i n vapabl e hinge region, CH2 is at |east a
portion of an imunoglobulin CH2 constant region, CH3
s at | east a portion of an inmmnogl obulin CH3
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nucl ei ¢ acild,- pol ypept merdodfor aﬁsrrc’éwayr Fiahpg a'b@“fédlabetes related
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NO 39), ESKYGPPCPPCPAPELLGGP (SEQ | D NO 40),
CPPCPAPELLGGP (SEQ I D NO 41), and CPPCPAPEAAGGP ( SEQ

WO DoNi82) , CH2 is at |east a portion of an  PCT/US2005/046602
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I ntracartil agi nous, intracavitary, |ntracehal,
ntracel ebellar, I ntracerebrovent pcular, intracolic,

wo mior/aems4i cal , intragastric, intrahepatic, PCT/US2005/046602
i ntramyocardi al, intraosteal, intrapelvic,
| ntrapepcardi ac, intraperitoneal, intrapleural,

|cnmp<aproo$bmpmsmg anret‘feapa Iamnmabyat leasntqnaﬁéﬂladgpmst or mlmetlbody
|ntrarena i nt.r n intraspinal, intras

(t‘lelgflﬂ% rpggflp%ptld arngh Wlth or toh%agla @ tfs%ugi orga% (ng alal wherein said
Ianbaﬁblﬁﬁ}mabﬂl kieleted mlmalglodabomprsei Rbra limm)elald,e according to
}Ub| [ ngual intranasal, or transdermal 2 1 . A nethod

8corl%l )ngto claim1, wherein said GLP-1 rel ated

gggglrgl: (rjlg {2 ?I g}stma ?(n&}igo' ‘?‘?dﬁ(&rg §H% C%@épdl sor der

P LSt TR BEEREHRRuAS R lon

mk&ogéq@&ﬁ@r\dmem cirPbed polyBeptitle (NI FRAdRs StAichir FIEABMIyWS allowing
amount ‘treats said netabolic disorder by |owerin

ihegBiEnelpasiy 62 Bave @liesnaiive Areptgns 4pd bindingdecpertse rVe‘éfltg'QaSSOUe portion

Af ar@tta%@%mrmmogleblmnaﬂamb?elregmeﬁ %'s&e@t&i oref fective
anount treats sal ic dis $Y%DI NCr eas

ﬁ?ﬁﬁ%@ﬂ&@?%ﬁ%@ﬁp (ﬁgglmﬁ“%??)dﬁ%lf %EHTQP%C%&ELA\GGP
M@QﬂN@ﬁﬁﬁrEbmﬁMM@mmEAWmEqulm efyf ective

anount treats said netabolic disorder $Iéorevent| n

EEESOOKTHTIGPPCRARELFCEP GRRR Ih Y Oci2) EPKSSPKTHIGRRERAREFLGGP

Q@E@@N@sst) %Mﬂm%cm@mmﬁ}wtsgbf@qt@ ¥§, anount
treats sal I NCr easli ng t he

PR DTSRRI SER SR06 B 081 o2 8 A

@k@@@x@mmcpmpmd}a(m@m W@J@lmﬁﬂ-{'ﬂcﬁ@APELLGGP (SEQID
related condition is related to diabet

NO 37), THTCPPCPAPELLGGP (SEQ ID NO 38), ES KYGPPCPSCPAPEAAGGP (SEQID

NO 39), ESKYGPPCPPCPAPELLGGP (SEQ ID NO 40), CPPCPAPELLGGP (SEQ ID

NO 41), and CPPCPAPEAAGGP (SEQ ID NO 42), CH2 1s at least a portion of an

immunoglobulin CH2 constant region, CH3 1s at least a portion of an immunoglobulin CH3

constant region, n 1s an integer from 1 to 10, and o, p, q, 1, s, and t can be independently an

mteger from 0 to 10

16. A method for diagnosing or treating an GLP-1 diabetes related
condition 1n a cell, tissue, organ or animal, comprising contacting or administering a
composition comprising an effective amount of at least one GLP-1 agonist or mimetibody
nucleic acid, polypeptide or antibody with, or to, said cell, tissue, organ or animal, wherein said
at least one GLP-1 CH1 deleted mimetibody comprises P or a polypeptide according to
Formula (I)

(Pep(n)-L(0)-V(p)-H(q)-CH2(r)-CH3(s))(t),

wherein P 1s at least one bioactive GLP-1 peptide, vanant or derivative, L 1s at least one
linker sequence, which can be a polypeptide that provides structural flexibility by allowing
the mimetibody to have alternative orientations and binding properties, V 1s at least one portion
of a C-terminus of an immunoglobulin variable region, H 1s at least a portion of an

immunoglobulin variable hinge region, CH2 1s at least a portion of an immunoglobulin CH2
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constant region, CH3 1s at least a portion of an immunoglobulin CH3 constant region, n 1s an

mteger from 1 to 10, and o, p, q, 1, 5, and t can be independently an integer from O to 10

17. A GLP-1 CH1 deleted mimetibody nucleic acid or GLP-1 CH1
deleted mimetibody polypeptide according to claim 1 wherein said polypeptide has at least one

activity of at least one P polypeptide according to Formula I

18. A method according to claim 1, wherein said method further
comprises administering at least one composition comprising an therapeutically effective
amount of at least one compound, composition or polypeptide selected from at least one of a
diabetes drug, an insulin metabolism related drug, a detectable label or reporter, a TNF
antagonist, an anti-infective drug, a cardiovascular (CV) system drug, a central nervous system
(CNS) drug, an autonomuc nervous system (ANS) drug, a respiratory tract drug, a
gastrointestinal (GI) tract drug, a hormonal drug, a drug for fluid or electrolyte balance, a
hematologic drug, an antineoplactic, an immunomodulation drug, an opthalmic, otic or nasal

drug, a topical drug, a nutritional drug, a cytokine, or a cytokine antagonist

19. A method according to claim 1, wherein said effective amount
1s 0 001-50 mg of GLP-1 CH1 deleted mimetibody or agonist, 0 000001-500 mg of said GLP-1
CHI1 deleted mimetibody or agonist, or 0 0001-100pg of said GLP-1 CH1 deleted mimetibody
or agonist nucleic acid per kilogram, or equivalent concentration of said cells, tissue, organ or

animal

20. A method according to to claim 1, wherein said contacting or
said admimistrating 1s by at least one mode selected from parenteral, subcutaneous,
mtramusculdr, intravenous, intrarticular, intrabronchial, intraabdominal, intracapsular,
mtracartilaginous, intracavitary, intracelal, intracelebellar, intracerebroventricular, intracolic,
mtracervical, intragastric, intrahepatic, intramyocardial, intraosteal, intrapelvic,
intrapericardiac, intrapentoneal, intrapleural, intraprostatic, intrapulmonary, intrarectal,
intrarenal, intraretinal, intraspinal, intrasynovial, intrathoracic, intrauterine, intravesical,

itralesional, bolus, vaginal, rectal, buccal, sublingual, intranasal, or transdermal

21. A method according to claim 1, wherein said GLP-1 related

condition 1s a metabolic disorder

22. A method according to claim 21, wherein said metabolic

disorder 1s hyperglycema

23. A method according to claim 21, wheremn said metabolic

disorder 1s diabetes
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24. A method according to claims 21, wherein said effective
amount treats said metabolic disorder by lowering blood glucose levels 1n an animal 1n need

thereof

25. A method according to claim 21, wherein said effective
5  amount treats said metabolic disorder by increasing insulin secretion from insulin producing

cells

26. A method according to claim 21, wherein said effective

amount treats said metabolic disorder by preventing apoptosis of insulin producing cells

27. A method according to claim 21, wherein said effective

10  amount treats said metabolic disorder increasing the proliferation of insulin producing cells

28. A method according to claim 1, wherein said GLP-1 related

condition 1s related to diabetes
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