TGGLE METHOD OF PREPARI NG 4- HALOGENATEDQUI NOLI NE
| NTERVEDI ATES BACKGROUNDOF THE | NVENTI ON Fi el d of the

wo pawsb3sen [ 0001] This invention is directed tpCTESVOUB14793
of preparing 4-hal ogenated qui noli ne conpounds as
internmedi ates in the manufacture of biologically
active conpounds, for exanple receptor tyrosine kinase
i nhibitors. Related Background Art [0002] Protein
tyrosi ne kinases (PTKs) are critical in regulating
cell growmh and differentiatiion. One general class of

PTK i { NGsi j
acti vmq}@ﬁmtﬁ?mgﬁ%ﬁ@ﬁ%ﬁ% E%%% an
RTK initiates signaling for various activities, such
as cell growth and repl]i I 003] The RTKs
conpri se one of the I§$é§$&?§§1 I'es of PTKs and have
(00014 Ver sea ia@bag i ah oagdnizedtopllediorpoRdaat A ditaasastanagement
ni neteen (19) distinct sgbfan1lles f RTKs Qﬁge b‘gn dt
systerp GBIRIVIF) s CpRtELRIRESILCTPPLY YRICEIR, oot Fhe) dsfimed to
L Chd Rl dpdRFioRPbA BldBita B4RekBd baGuffermBaiphil A
ma“*‘?%k‘é?%a?g%f%‘sz (HERZ), ErbB3 H{ilst‘gﬁ and B b HEng{%
DBMBGAloas ayeries icbe waitien enh gxequssisto rgieye taadate. §rDEM$may also
0 Rkl Ll o HOUR chitBd irom th
alow b -l B g R 3L et R UGS a9 s ephiaizom the
DBMbh| Biess custonmizada]uedids/tports/pmny may sedudne thsl corfabpprirgglgrs be

Lo, funor aro ) V SubRRE&bmized
provipig befbRt o 484 RaBo PR Rkl abifigsrihe Bab i SubR Rtbmize
querids/repbppifoinantypidilg imedve severad cbmplicatbd sieps andtheFesultis typically

.. 3. .B. Lippincott ., Phila., 3 (1993)). For exanple,
dﬁﬁ%&#é?“@hﬁ@%@@ﬁ%ﬁn the receptor kinase product of the

Er bB2 oncogene has been associated wi th human breast

and ovarian cancers (Sl . et al., Science,

244, 707 (1989) and Sci ence, ., 177 (1987)). [0005]
[0002)n addi TherSurtmasgis lpadvided of infrGHeCc&a sedetionad copespts in a

. sQci ated wit i der npi umor s, (Rei §s .et al...
simpfiEe doripi StebrBR AR bR I R Dt pFserieflon s
Smnﬂrar;efs it -inteﬂtI]Hdi odaarity Reg feaﬁ?reﬁ%%séxfl(l%\}/'sétgrea bg tHelotmirsed

_invol ving ot her or .organs .l.icC J. rit.

subjogh TRAHBBIRRT 3 1 oteriedtp 88 1ot 2 GO HRisTBIBheoapé of the
clainkdiPWBid® niteP be involved in processes crucial to

tunor ™ progression, such as apoptosis,_ angi ogenesis and
[000Abt ast agh gus_t?mwbje upREETTEICE 1s Pronidsdifor eatering FragigstRe Rarameters
relatb@¥fa H%ﬁ%&' f}er)‘. hegeRRhized phtsbt@ usthRtdriRBpIBHeOparameter

cancer and ot her diseases characterized b .
entryidiebnpsfwindews dr cetelatiorato axddth vigvo (s &, foxscentaperyl aat is produced

tudies j . .

oo RS0 SY d THEYSRALE Sl A7 pARIEL QPR G o
the dateviape UAlso, thg amimegérenfghe ddtabadeanay RryctiveplataGpiews of a database to

autog%,gl{r‘%lihﬁ gltcg}{?éjgo%gts ggar%ﬁ]n%g%% })gpo?‘b%lgﬁg%%i’rﬁ@ﬁxe‘] 'eby the database.
Thestrbiptd MmAF barcastsiingd Byothbendnaper drithay be provididdceording to
. .conpounds in the nthesis of RTK inhibitors. For .
GiaIGER ARG 5 PPR PR A PO BE paVERIS: VIR RO P user interface
com@Bhéntat A¥€srdaigly, dinSauRHRd effitiert RAd GRIIRALBIE FaR e i dpRAided.
to be involved in inhibiting PTK activity: 6,288, 082
(Sept enber 11, 2001) and 6, 297,258 (Qctober 2, 2001).
[0009] In addition, vari prAwENGSEIs for the

repar ation_of 4-hal ogenated quinoline internediates .
0084l o knovifonimitiag apd nomgrhaystive crbeABRRNItE Bhihgipresent invention are

desc¥ el ith tdfichéd 10Hs f&iﬂﬁﬁngfﬁ hghpéh GRBRYR kO PefSfentHAREAES refer to

. by-products. For exanple, e chlorination reaction

like pagy thraughey dhe yayions vigver wijessrashemdsaimerifiedi ves
suffers fromthe generation of viscous tars and
deconposition products that are difficult to cl ean,
renove, and inpede stirring on |arge scale
preparation, which results in yields that vary w dely,
typically in the range from 30-50% unless a |arge
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that are useful in treating the various conditions
associ ated wi th unbal anced Thl/Th2 cel | ul ar

waledoBme2saL i ati on. For many of these conditi onsPCTES2007/014793
currently avail able treatnent options are inadequate.
Accordingly, the Thl/Th2 paradi gm provi des the
rati onal e for the devel opnent of strategies for the
therapy of allergic and autoi mmune di sorders. SUMARY
OF THE | NVENTI ON [ 0005] As described herein, the
present invention provides @onpounds of formula I

[0005}!{'2er ei rFI(@IRE 1 ifHuBrked ¥ exeplaltdoRiputing a?clﬁfectdr@!lﬁ'ja computer;

are independently seI ected fromH, CI1.

[0006d] Kyl , liiéiUiREmdélﬁytratem ﬁmnenalﬂ%@céq tiagragt of @ e)eemplary system
o 4 0 BB LORRE  BRT Bsafng B s

OBMEBLhyl ; X is nethylene, ethylene, or propenylene; R5

oo}, DTy 000 Ol o MR o Vg

custofii#ddoparhmet@f enisyi s tndsestisdowihik tawiaeibabe q:mi-y5

substitue i ndependent |y sel e¢cted from
R T Py TN R AT ONC R e—
acusmkgwb&ay{ef@tfbﬁh, and hal o; R8 |s H net hyI et hyI
JJopeny Cl- 3. al koxy)C .3 al (G - 3a|k|th|
[0009]3 5| ky¥FIG Hipgtates an mmplaﬁ@mpﬂ b&éﬁs;}vﬁmgfra?‘}llﬁed by entry
of anRMAft ki ar!ax%ﬂﬁ%@tﬁél queBPY{ha? Qén\é&‘atc_ad grt@azol yl,

I sooxazo p%/ , or threnyl; wherein R3 is
[001Qubst i t EI%ER@ Hhtﬁ@@t%&w exeppdarg repist of FIUIARE 5 with a selection

- d , . halo, C1.3
be‘n%ﬁgggﬁ?ﬂﬁ%téxgﬁ%ﬁ% M"E’%@@%‘ﬁé’&?% % al kyl . (CL-3
[001HI kyl t hFE}CQRES7 ahisgrlates axexmulaoy(ga’ampte,r gefbratiGn form;

r capt benz fur [m daz I
[OOI%‘Er azgl g?&ﬁ%ﬁfg s ,atelsso { é( E élrall‘ngk)eg )?g%gﬁlgﬁfn that has not been
custopyizédlyl , thienyl, pyranyl, dihydr opyr anyl ,

et r ahy and cyclo and each of
oorfg! AR ﬁh@&éﬁ& g ERoB LR Ltk d R gy forms and
[0014)y dr OXY FIGUREN X MiusBERE Heeport b POGORESS @h@6 vAtH e results
met hyl ami no, di nmet hyl am no, and phenoxy; or one pair

modifiefl ats TR bR ERiTHhRRTRBCtoEd Rb and Re. t aken
together, is -O(CH2)-O or -OCH2-CH2-O;0r a

phar maceuti cal | y a - al kyl ester or
am de, or a C2- ﬁﬁéﬁ%@ﬁ@iﬂgﬁ t her eof .

[0015P006] Bﬁi&idlihﬁén@ RORkrBRMeSerit da8m BB P el W Sl r@ﬁrence to the
provi des a pharnmaceutical conposition conprising a

acCORPABYINE dravingsrwhich formya part hgrrodiangrwihigh ¥how sperifie gtamples for
practiding &id Ghbo BHRAR TR Sver, M RIMALAR M bERhp ERERRE ik hﬁﬂy
I's useful for treating rheumatoid arthritis or
diffepqmit tf<PrmSear§1cﬁ|h@rlbbm<§ be[cgognjed@sHianiteshtodtie mmbodinpensy sed dorth herein;
rathéx‘,ﬁtﬁeég ?ﬂb & ﬁf’ vqci)é'dr%l tfla thlS(HIS os?ﬂ? %v?{l b8 fthc%@éﬁ’ Lned
ereo e Facture o icanent. I'n
completet amdlwelmﬁldw cmnvey the svepp péﬁwrstubjmt/nmtbotm tpbmlélmﬂeml in the art.

o) or a bset .
EmbpdiniiEa Rriofe PAVRK Wardiona A PAURrvstoms Sralfv ke Apcordingly,
embf)dlmehl’sedlkdleﬁdn’ﬁﬁlj‘r talk thdfoued fantendikd1h hiatdvear® imPlénidnflt®n, an
erosi s, [0008] O her aspgects of the present
en“fﬂgf OftYasR ingplementatiop o gn fraplsmentatien qomrning Sefiyiarg ayd hardware
aspebls. PHETHNy YRRl MaNESrigtiohHE, th&NEH ] !
P [ 0009] Conpounds of thﬁgﬁlnvent|o%mgﬁgwaggegﬁ%?ghglﬁEﬁng
SenSgescri bed general ly above, and are further illustrated
t he . [
OO oo et AR e 3420 GEALCA 2 O fine BlesBAR HEfein e shoula be
appreified that dhe loghcal bpegptibys ofivasioys embedimans mdmpwmehted (asa
[ 0010] As described herein, conmpounds of the invention
may optionally be substituted Wi th one or nore
substituents, such as are illustrated generally above,
or as exenplified by particular classes, subclasses,
and speci es of t he |nvent|on In general the term
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Rl and R2 are independently selected fromH, C1-3
al kyl, C2- al kenyl, or taken together are G -6
wa@bdoglopzene or C2- al kenyl eni dene; each of R3, RAT/URBN7/014793

and R7 is independently selected from hydrogen and

methyl; X is nmethylene, ethylene, or propenylene;R5 is

phenyl , quinolinyl, isoquinolinyl, indolyl, furyl,

t hi enyl, pyrazolyl, quinoxalinyl, naphthyl, or

pyrrolyl, and substituted with between 0 and 5

substituents independently gel ected fromCl. 3 al kyl,

| utin

sequogi T RPNt i B aolelr profi né*“ﬁ“&‘é’%‘ﬂi“%‘”f‘é?“‘*yf?p e
systerfd Iaﬁ@’eﬁ (/2) as @ﬁitrc:&nabétgd( yjachine 2ogik leirbuity @Icigus Rodylpd U}th}n the

dr oxyal k
compiag s The HamTm ks e Of tagiFgkpapecSafhe
perfoﬂxﬁegﬁls @Z@in)ég‘xentbyd;]ﬁ ttgy bom@nd%g byséeny Ilmplgnmn@ng ﬂRSlI‘.IVSIlthIl
substitu W t et ubst |
Accoqdmﬂb,etha 1\]:%) oggagep Fraﬁ,a %{1]?] rég'?dxme&%s deécnbed
hereu%xlé‘%éitiéﬁre@)l(z: 3@%\1@1 bbb ra(uﬁis, Btrﬁdtkﬂl(sli&fbesj% actk loy mod(uﬁ‘ls These
io)Ci-3 a roxya
operaﬁen% sppesarat geyisae @93’ ans *Fla)' nnpi’mi% ipy software, in

ﬁrm“pa)fé Ei‘é Qké’dlal I%)'iﬁl‘;?]ds‘%lcﬂéltal &8k hdxﬁzaﬂy)domlilﬁﬁﬁ?ﬁaﬂeﬂe)ﬁ‘
ri i e , pyranyl, dlhydr0£¥rany|
(00170t ahy]&htfepyrgam to thedlrayaiespiopiich likaauesetls sipresgnt like
gfide a brief,
ol B8 yl AEOEEARALY, 88 el s gt i
genermatldmphatwm of a eumxm ydnamlmg enwiconpieah bxyhichrenghndiggats of the

% egelm% and Ro and Rc, taken
mveqlé)aé?w 5 mglt(e 2) O or -O CH 2- CHe- O: or a
[001$]h ar WBCGHﬁetraHy | gtograuemodblee incdtde roau@esapkg,gramg; eompusnents, data

s s e 1 S 585 B 3 mptemen

partit1&r ﬁisﬁa&:ﬁa&ﬂ@p&? Oftier icomgprendgtthcon s gmtleds fnagmisid be used,
met hyl ,  eth

X . or taken toget her are CH2=, by ?fgene
mcluﬁmd}anﬂdtﬁlfé VP& BRYIPRSFRSOT %isteé?ﬁawlﬁ?@ﬁ%esi% Gt
progfiAh IR Bhhm R L1RAGNIRE, AifcbngeRa)ARmitins ebaphres, bho e like.

H and nmethyl, or taken together are CH =. According to
Distrilpnsed epmpyiiRgFHainmaRts may 2k bsused wispsdiasksare performed by

remcﬁgg F?sgp%ﬁ&m:{sj th{'@gg Yl!nkec?ﬁﬁacﬁ'_%h &&:ﬁﬁﬁﬁ{h&@ﬂ@ﬁé{@bﬂar Ba

ene = In certain
d1strﬁmb®ij¢qmutmg eeaauhnmfenmrw@mmomées méa¥ pe deratad ip both local and

el ecte thyl, and ethyl. In other
remd;tﬁgbedn%g %or&’é‘godr;éew Rl and R2 is H and the other is
[0010%t hyl ®efatingnow o BIGUREJ, e exanploti caanputer anchitesfturifor a
ot h

comggtbr&R%evb?e mlétihzg%nd the s e oc}nonrerr}gl w1\ﬁ|e|:§e Sgltlglgc{ For ex]?.mple,

erern one
the ddnyiitel 2y bs cd)ilﬁg‘tﬂed) a@la pgrsbmaly:etnpam; aerobdaiconipoentand the like.

As sggwgzgom%t iSRG RE RS § oR Pl dragnge wih L (HEBG), 2 systom

hxohemel.udaigwfa@laem wceﬁrrﬁ&ﬁﬁw BUE("RIAMCedrided read-only
net hyl ene or ethylen In

mew(goip%m)gos,)@qua systeriphugyLl 6 that cepples gnemggyhto the CPU 102. A

k 8 1At RENAH KEBRP 1S irafdel in®rmati
ba&e%ﬂt&u%E %mmgtl%?lﬁ%g}egg%n [00t029] ACCOl?dI trfg to on

betvesebedimens within the oomwier, Suphias curing Stariupoig stored ilmw%rkOM 108.
The'crcl Yﬁlg d 'cggﬁélﬂéﬁ%ér'mﬂﬁdmta@/&or g@ Qevc‘xggslﬁ? e £6king an
ween 0 an tly

stituents 1 ndependen

opemﬁlng sygdmf128mapplidatibn pregrims,yandiofargrggranbmordules, which will be

fluar.o, d According to another embodi nent,
des‘ﬁébe(asmﬁﬁe E?Id%padﬁ?eﬁgw nyl, isoquinolinyl, indolyl,

qui noxal i nyl , or naphthyl and substituted with

bet ween O and 3 substituents i ndependent |y sel ect ed

from hydrogen, fluoro, nethyl, nethoxy, hydroxyl, and

bronpb. In certain enbodi nents, R5 is phenyl,

qui nol i nyl, isoquinolinyl, indolyl, furyl, thienyl,

pyrazol yl , quinoxalinyl or naphthyl and substit ut ed

R " o




ER- 819603, ER-819642, and ER-819628. Yet another
enbodi nent provides a conposition conprising a
W@ oopomss2 sel ected from ER 819-891, ER ER-8 1BFWRS2007/014793
ER- 819771, ER- 819770, ER-8 19769, ER-8 19768, and
ER-8 19767. In certain enbodi nents, the present
i nvention provides a conposition conprising a conpound
sel ected from ER-819556, ER- 819557, ER-819558, and
ER-819752. Yet another enbodi nent provides a
conmposition conprising a coApound sel ected from ER-8

9877, 8 2ompRttriEiddble medi
201817 58 e 8, 4 A o bl i

prov1d$arqlatelp ané@pnw&iﬁtlle stpragef{prihe compnuiing dewicg 1A8n The gpmputer
r G085,- t

readatif idofl e Bctiny G KPR Arld Ha/Gon Ao 28R e

[0021}hi ch iTthei ®nfotingldavied 1 0Ploperatesdntaj mwmkeé@uemlamré using

. carrier.s dj uvants or, v cles that
ogica R R CHHEL timpite sl A Tbn P et g ilommer. The
compilt@hg dévitd B(oh inay cofiece xethengersck H2uhiovgh aianwnmmterface
st ear at e, ﬁ L ? serum proteins, such as human
“nﬁlégFﬂﬂ?%WTﬂHﬁ ¥&r substances such as phosphat es,

[00229! yCi neI‘hé&fn‘i{hﬁu@Qie@meﬂ@b&ﬁﬁy 4180 SUHRRS £, inpaydutpht controller 114
gl yceride m xtures of saturated veget abl e fattg cid
for reGaiving, and ArecesHins AR fiog § PEEbes aEAcvcespPuch s fkeyboard, mouse,

electréﬁ'llcfs%tlﬁs af #RA[KMINALAY AR RpRBIHE coMPdIRE 311 4 May provide
hydr ogen phosphate, sodiunchloride, zinc salts,

output ts} & displdy xrqencapnn@gm@mthéme etdevicafany shavym)-

o0 A NPT BRSSO 8 i

may ‘tp:mdtymdny Ithaet mass smmgs devxce 120 and RAM 106 of the computing device 100,

1nc1u<§gg égtcwéfag %?q Fe %Flb%ﬁ'ﬁyopera%’on of a networked

comphifed/ Mhe @hdsss (Sﬁirhge c&ﬁrmp]tzmbirﬁ EAM $0@fnayrmmmmma@s nodre
this i veanon |q t hose der,i ved

progrﬁwarpﬂg 19u $5 Slorage ldaxgﬁ? &Eég_ﬁﬁ g}eg%m 106 may store
a 1ocﬁ%ﬂﬁ>oaeﬂk &&S@&abﬁém@@nﬁﬁt SytéRfDBMS) dzzs al ts

ncl ude acetate, adipate i nat e, aspar

[0024Jenz oat &he fnsaleamaranenbatihe 1 Hipgl udsﬁfwg?%ahty for
preseﬁhh% A lcBstofARRI M Ahter & | gfﬁé’é fo? %ﬁfe?mg garameters in relation to a

cyc opentaneproplonate uconate ecyl sul f at e,
databastspreduqiesmailbe codpmized pafametemuser ng‘-iel(fmygvraln@mremeter entry

oSO B U B A7 B8 G ORI
acco@Mg/tdra)dqﬁehdsa qesl f’ﬂromaeamétatst etered my'eaatow fqmnmﬁca’aion of the

esul f na hth quo ate, .ni,cotin
data Y 2 BRREGn i REB W SR AR I Gl Rt Shmen. The
modﬁrcaﬁlﬁnyiapraml m&t By dipbaBphaddyingithe qicry stﬁtetﬁérﬂt &he persistence
ro nate, s at e, i nate, sulfate, tartrate,
of the i icationdnay & Sa?létegﬁﬂﬂhﬁ’&él%%fﬂéé%md wé?ry jegl and/or a

parafibeh pAspetyalAlSo, théinafadt@lof kit dNBMBE S Structure data views of a
harnaceutlcally acceptabl e, may be enpl oyed in the

datalﬁ\ﬁ% inputemHcally msluds preraplsiforparprieterniefpEs resultsare returned by the
a

oL L A YO8 15 PGB Bebovies

aOCO{Cb@mH diglggs suetead pagdups; pmlabmruppmm, fybads or anerigyeof other user

0 iu
interflct FphmpBRes, KoSaingl P blIive, SRR e Raef view i
provadedyl )4 salts. This invention al so envisions the
aternizati of, cn n cont ai ni, n roups

100281 e st RS SOnBE L ERErUb S Ioa et cipld displa) Tai an
applichtions Qsdslih %o@'&mﬁlﬂl&pﬁitﬁ'ahb@lepﬂﬁglé&tﬁmﬁ@ﬁb REfRRL ?l%‘inpﬁt and

such quaternization. [0044] The conpositions of

present invention nay be adm nistered orally,

parenteral ly, by inhalation spray, topically,

rectal ly, nasally, buccally, vaginally or via an
|nplanted reserv0|r The tern1 parenteral as used



[0061] Specifically, the present invention relates to
a nethod of treating or | essening the severity of

wo b@anexssi d arthritis or nmultiple sclerosis, WErE52007/014793
said nmethod conprises admnistering to a patient in
need thereof a conposition according to the present
invention. [0062] In certain enbodi nents, the present
i nvention provides a nmethod for treating rheumatoid
arthritis or multiple sclerosis by adm nistering a

conmpound of forrmula I. In ogherenbodi nents, the
d
outpu?{lg(éfﬁﬁlés 4 a?ﬁéts Sggnggbﬁﬁu S@WE%’;@% Fg%cﬁsataht;‘ﬂaﬁalso be use

in othaﬂﬂisﬁlaytfﬂime’sg G‘am'yrods‘ Wlﬂnmrlbailngboxeﬁﬁoggle the pser Wwith the means to
type tﬁ’f gléqﬂse oRgtgm Ia8 o{:)tSal cgglotg%OQQ? tc&?p%%? Pc? %%%?rt h@ontrols in other
dtsplefyl'ﬁéiﬁaé Srofidrrd #m-ldty of srviked, sugh zts lettingythe luserkp}loose commands,

adm ni sterlng a co d sele fromER
iow S50 S R S5 s LS T on
menuytﬁat ;ﬁ’@%&ei clAfP8Eplay tifaeneds licayeH 1% user iiefdte es a
d for treating rheumatoid arthritis

|t
[002651 cI e r osi Bavigwnicenaelly refgrsdo adppsaos é‘P&@F %’1‘? Yhéﬁ’fepresents a

8
oo BBy LSS0, 1AW SR B o

providediirBRe §o119 59 eportreceelsing oridatabasasearch gueryy ddisdata view may
be mocs1 tt“i% bl?fé]e glﬁ%?%ﬂ' pﬁaér i CF%chfdt &@Me'&s&ﬁﬁ%a‘?hﬁeter user

erosi s y admnistering a
mterfaoe:‘rpound sel ected fromER-8 19595, ER-8 19597, ER-

T T DO L L T

of daeaiaéseBddatetl Rétipihe slatatinclodedin aadatprvma;w dEatemedmhmdters may

for trea rheu toid ar hritis
modiSE pgrERAT SRR A Aot an ekt prgmeter user
interfade. 819602, ER- 819689 ER- 819646, ER-819655,

ER-819703, ER-819667, ER-819601. ER- 819605,
[0028R- 81965 F arametgn JEBEPTORR GEIRIlY Tofers {9 ppser igisgface dialog that is
provﬁl%d%&g% of! §gaﬁﬂﬁté?% aSBPRALAGA PERY VAP PhOUsH Siterface

nmet hod r treating rheumatoid arthritis or nultiple
dialogohay trkie sheforaef mglsplev ifianea PeRp oPHi-dewnareray flyrQits @R variety

ool by B S B g 5 oy

mayen’mmdwdedmsa texth bop cewpr pilhdewn isolectiemboxi@s othardypes @f data entry
Iéttreaotln epeumatmd arthritis or nmultiple
“Seré%tle PEST LR A ni stering a conpound sel ected from

[0028R- 8 195%urambe8 filt8bpropettiR? &’HH&‘,” &pnaaﬂy Efers&(:b @ pb@perty that

Yet ot her enhodi nent ro for,treati
corte R PGP PR R P FaP Gt By PR itr
propReti s a@deartb RBe quér9 ¥Rsiicht 26t @aingdo faBdo 16 ANIDSpefation to modify

ER-8 19878, . ER- 819879, ER-819882, and ER-819763.
the Eeggisapcloded inthe dafmyieVhe i nvention described herein
[oo3ngy be 'T@Pef‘rafriétér)foﬁWEﬁfp’éhg@@Fdrﬁﬁ gfegéﬂanynrmrs&zs&rmbﬁ&ty that
are set forth. It shoul e understood that these
wheaegtipted indieatesothat 3 pupempized Parampte fors inasspoiated viffpa particular
NALwt O be construed as limting this invention in any
data View.
manner. For exanple, in the clainms bel ow, where
[003ddnpound ¢Regardisdarce’ Bensgallyy refers torb etoredEproprrtx mrrespondmg to the

e, conmpoun to be | Ius
quegfitefinl S5 FPIBOE T datk P8 L Biten 3 it 1XlGed fppocordance
witlathy ppésehtdicclobureaihle parmiot@tmby be Sadd&adchﬁﬁﬁ@fo 4 Boglean AND

a .ige tifie gB%n t he deflnltlons above), even if that
pe@%ﬁﬁ QI FCECE T ed as "salt free" or as a
particular salt in the Exanpl es below. Additionally,
where structures of conpounds are depicted in
connection with a nunber "ER-xxxxxx" herein, and that
structure contains a methyl group depicted by a

si nusoi dal or "wavey" line, that the conpound is
|ntended to be |ncI u3|ve of that conpound as both a

.



Subsequent repurification by HPTLC (8% EtOH in
Tol uene) provided ER-819651 (128.8 ng, 53% as a
w@od081002585 sol i d. Schene 10 ER-817118 ER- 819626P¢DOFH)P7/014793

ER-819626: As depicted in Schenme 10 above, to a

stirred suspension of 1 Mof magnesiumin

tetrahydrofuran (4.990 nL) was slowy added

1- br onp- 2- pentene (485.6 ulL, 0.004106 nol) at 00C.

After stirring for 2 hours (the reaction solution

remai ns bl ack), a solution 6f ER- 8171 18 (204.3 ny,
[00328 00041‘% ksdatdrRerfi® ¥ortEdpohd®tdhk swe%néttql\ééd' f&cw@érﬁto the

he reactlon mxture was warmed to roo

atabaserﬂpﬁémdmes theglaga viepe dlnfaos’cru&mm@ ﬂgeryrlwge kSQE) detabzse, the

aery AR BB L SO BB o Lo

retriedng lheldatztha)se tasuhaueleestpbadmgac theodntaiviemur e t 0 becone

005321, SRR AR o R b By sy

for prm"mmy £cwstsmized peniidadader intarfeovitiin dr@ataimsa tahagengent system

e or at Wit h e u of
@B o hrer R oot ST T RN PHA YL eludes data
view mstet 202, Watdindtérd grofpt adbduee 204, @agtoﬁ@iddq)araﬁetepmntédwb 206,
y flash chromatography (eluent: 2% EtOH in net hy

and pmeawwag%z% Ffige i eRbEYes §0¢ furileprinclyd eszpéa)@magt generator
210 a.té@R t§8 gougféd' td é%ﬁg@eﬂgtnéﬁtz@ 113&&@&%%&%% IEQQZﬁﬂed to database

epi ct'ed in Schene above,
240. Bmmanarmgem%mmumbd(tg s@@@«gﬂ?o S}g@g@@ﬁml)ld%rﬁnmes fora

f
esor P51 S R 58l ropls D34l Lt ik 220,
[0034] et r ahyldropkration, d8a 8nm))r<a?tser Zeljcomnemni@ae;stbe@wem ddtabase
war. Q at tirred.for hour
enginf230 R b SRPICAATRARL IR 2 ot Bl MV e =
form atmpoit, sde me'ﬂmn 3l) of datatconthimat withial databass 240 eStatement

t he a.ct m xture s rec ed to 00C and an
gencrfha 1 ofeldge 5 S ey Bepwiact SO SrRERISS At b Bgt 232 that is

passea% utataaasel dihg!&t zwlm@a&byrswemaﬁt 23de dxeclitshlé ﬁaﬁt bRBent form,
xture was stirred for hours then guenched

databateoﬁw%@%btﬁmm% AueRy r§§t‘t§r2§§éa dﬁﬁ‘d@%‘ﬁ%’“&‘f‘f’f‘ﬁf@o@m%f instead, query
statelﬂmrm' i6lBoBBlebhiaBl belBEseTt i@qutr@s WRAL AR S RfnTial

times wth ethyl acetate. The organic extracts were
paramggipbngiancladed mammswmnwa%rth@mdatahm epginge230Thiauns any
ium sul f at e,
nocohiiirint 8 Ruble (S Bl RE25E “H 2en
[0035]hr onat Dgraapéwy bf elvser02 ®%muma:rteé an)npa&tdmyteraecp,teat&é)m to

para By oS8l SRS HER, Braet- ey hefils 208 FoRuB Vien property
managepR0] edddternBab éihecistoratzed @araﬁi%té}%ﬁﬁ& ésihﬁ&aﬂedl’ﬂg].th current data
0..0002935 nol s dissolved.in trifluorqaceti
view( BgRsrmmariEsb 3t RS 1 GhPIRERS A6 g G140 it Sorage 212 to
makd 98 @eiePminitioh U ISEordBs 2 YRR hetateAROfard BE pSirhArcad sthnge 4nd may
hours then concentrated in vacuo. The residue wa
corregpaHIRIBIHIMSIERA | 94 Shiap steReEs devisn d 20 Abowadn FIGHRE.
[0038f 1N & srRb brdRitidsQE. gOfZIQQIﬁ)?% Hﬁ'sé:étbpa @Ql'é%clé%dll:ate that a
basi c. Flash chronat ogr aph el uent: hano
customiggd paraseter dorm rm&sq@ateémsn@sﬁata(\@awmgmumty asovaded by
00781 ER-8
cust G0 b &5hetr ToBl 200 1STE ahbia AL Bl bt ineteF form in
assodiRi@PRtU Bhe datdJiayy. IF HdIvEVerythe pliopelttret; (@Qy dn 9220 i‘mltcate that no
0 ol added a 1.0
custggioed pRRmSIer 311y Fasgndeied i el e Rerere merpagter form is
The reaction nmixture was warnmed to room tenperature
and stirred overnight. The reaction m xture was cool ed
to -78C, treated dropwise with trifluoroacetic acid
(21.8 nmL, 0.283 nol), and then concentrated in vacuo
to asmal |l residual volume. Triethylam ne was added to
neutrallze reS|duaI TFA and the ntxture then

o T e 1

- o, o o o



ER- 81956 ER-819662 [0092] ER-8 19621: As depicted in
Schene 25 above, a 2nlL m crowave reactor vial equipped
wowaok/0eesst i r bar was charged with ER-819585 ( 7RCDURIN7/014793

0. 000138 nol ), N, Ndi net hyl f ormam de (830.0 ni, 0.01072
nmol ), benzyl brom de (40.0 niL, 0.000336 nol) and a
1.00 Msolution of lithium hexanethyl disilazide in
tetrahydrofuran (350.0 nL). The reactor vial was
seal ed and heated at 2000C for 900 sec in the
m crowave. Purification by preparative reverse phase

provicggﬁgl@g%é%éﬁg{o%%gﬁﬁ@ 208 % 48licientd3IPthe FHa8sttd parameter from

661, ER-819659, ER"819650, ER-819647, -
the usBR- 819641 were prepared in substantially the sane

nner ,.as EFR-.819 ,
o R s AR 0
represeitaion @f thipfunvdi@iat bXocks pesibly asswidepivitheddBMSScAddgional or

fewer Ziipgt ] DloRkS BREPRT e 1aks 4 o PRbgH iRin@aded
purpo(@% kg%r é}@m)hﬁ ple, diﬁl(ang.ﬁgﬁﬁﬁvg.ehboldﬁh%mﬂh giag}hed rthhti7ad!istmmieed parameter
. ana . l, o-dl azabDl, of| ». un -/(-eNn
Ul mqdle g8 sempmpnjcateplirec 4op dagp &re%@]‘*%ﬁ?@%mé‘%%h%t ed
comngllniéa@{?x%%o%h @Qra%?&&*’ﬁ&niﬁﬂ nidafld 2, AwaBthePultérhatiwd | on
a

preparative reverse se HPLC provided the desired
embogimentce deczing may e rpe@@gy agatbate managehhat gugry fpgn g1 report to

el AN r O s REniZ8d PhrabRterASrm. In thi
be pr ep?g%rdypﬁﬁg@ha;e%mg% gb‘g‘\k/ie,s a2 m_l m gr owaveé_ react or *
embodiméntepuametad prdmpt module 204 and wadaipipd teprorerties (e.g., 214-220) of

st j ' . . . .
sorsfy R4 AL ARy o S0 ol o il bt et spgomised
parami@ey) foamd a 1. 00 M sol ution of |ithium

examet .Sl azide in. tefrahydrof ur 350 . The
[O(mgeact orP{fil}ﬂ#%WJa’§ a?é’é’leéa&mgﬁtihﬂ‘g WO ST 1O rﬁ‘f)llal“&!’
custo&i28d pAGmicter ARy Torei V@s6ciafton vitheaddtabasdyugypinicabidance with
reverse phase HPLC provided the desi r&d l[;r oduct . datab
the prssRRIisOigsIER. Brsseingtents Whep P oyss) hasRes §8epaicd dor a database
that &R NGt §R1UdR aHCRE PRradfeidl A¥ossdr9 fBr SQcUib9Bf Bk query such that

ER- 819585 (31.6 iy, 0.0000622 mol) and . _
paramefess {15 TerTeEtA PE epteEed, | Processys optigues with opgration 302.

00007 .o B oDl A S fi \ Q& o Q4
0053, 25007 Bt A B 658 R, M 0o
that retirhs thErespamac ta the quiext irareadidy yoderstendable farmght Witlerihe report

. yenc [ v,y £ " : extract ed
15 bels é/(@)reg?&tpﬁﬁgéssgﬁg? RX%%? Ih“\zg%{ei%gflél.l %?E%}lgrrl gg%'i c extracts
[0040FEr e conttideeidjonvapehaithnvd (4 a\deteemirstion bs mads wihethed a PFalter

nmagnesi u fate, filtered., and canceptr.ated. i .
propgid i spepibisaror fisSiigt TSR eE Pirwkty TEH6AE fITHERE dpuse in the
querk s tadtes)adgitivnalfleriiy 8B YuefyliS b8ingyequkstédd. d6na PFilter

col or] ess sol jd, Schene 23 ER- 819639 ER- 92&8 009.7] .
PTOPEFtY 33 b%B8 SPokiticth progeating AdwiiTeH e RFrafiR08. Howryer, if'a PFilter

1O PYRBEERdAC BEdcRSsiyd Sdntitaigs f\ePedsbn80d) ER- 819639
pmp@}ltgzl. éﬁ% : 6.909028:][5’%1 r?él_) > , _ _
(00411 (2- br ggbm%;@yl)?&és p RVl slansp gpERSRERAing tatthe spegiftpsddTilter

) i f i.d .

Do R ot 0 Lok oo e ekt M one tha
indieases athglghaifet Hanita(ieB Of Cespity beginpingewith the leiter|“Alagnd the original
quer}ﬁgi}sgf\%é ?gge ﬁ:ggt‘r%d e?%,it%%loz(l\l)égﬁ%; 'sgagg%c,g ?Lgc 'etﬂatttﬁg resulting query is for
customeecihaedint withateiidtte®tAl’. Processing continues at operation 308.

- ( 2- br oppet hoxy) t et r ahydxo- 2H pyran (80 .D. e
1004311 OAMPSR R A élaea%m;ﬁam#ym ész?’éf@“?git [Wﬁ%wheﬂguefy
statdrRénta8 ¥LUcalddl ARbcE &ntintedwaf)debRIch GRERBANG. t he

vial reheated at 2000C for 900 sec. Purification by
preparative reverse phase HPLC provi ded ER- 819638
(57.8 ng, 44.5% . Schene 30 ER- 819638 ER-819660 [ 0098]

ER-819660: As depicted in Schene 30 above, a solution
of ER-819638 (57.8 ng, 0.0000957 nol) in ethanol

NN N NN N NN

o .



acet ate/ nethanol (9: 1) afforded the desired

product . Schene 39 [00109] As depicted in Schene 39
W@b@smp256D a solution of starting material (0.POD0OFB07/014793

nmol) in nmethylene chloride (2.25 nL) was added

trifluoronethanesul fonic acid (20 nL, 0.0002 nol)

dropwi se at roomtenperature. After 40 mn the

reacti on was quenched with an excess of saturated

aqueous sodi um bi carbonate, vigorously stirred for 20

mn at roomtenperature, and® extracted w th nethyl ene

[0043 ! or i dgt §ebidion EPErafienBI Madicterhiiafich Weh&lcdhaHer®%@Eution of
2SC>4, filtered, and concentrated in vacuo.

the quagy S1AIEBI SAAWYESTA RASHTIBIRF Wwe&m I 8p pgrateRion s feapired, then
poccii BB YRS 1M B8 TR EREl o o ntor
then proodssig r&wmtgmtsmmmwiom?éa in Schene 40 above, to

006221 AP 5 e o B30 Rl o s

been @p@xﬁédsaitemb'd‘nr ode r neeubsting) thy entrg of the paratheter. i Heonen

tet r dr ofuran. (3..42 v.er m nkee
ennbogd b4 P et i Sty hShRat S PR PR STRDY deno
fomw@eaiﬂday\pﬂ)cbﬁsm@ﬁmsé mvdp)érdtibn-:ﬁﬁC (over approximately

5 hours). The reaction was _ I}ed w th saturated
l004§queous%ﬁﬁmrlaﬁﬁi% DROFR LGy ﬁ. oLFRHeTAng thy PRERSiFY that does

not ifRI1N the easBhizdidnk avﬁ%l&ﬁrﬂ%d’l‘ﬁﬁeﬁi‘ oA bénanRe® asbor@tlg to the
over Na2SO- , and concentrated in vacuo. The crude

presept gigglosusga ORngrihe prammiys disalaped resrssiagcaphgues|with degision
operfMdnB 1@t hyl acetate/ methanol (19:1) to afford ER-8

19676 (85 nmy, O. Schene 41 ER-819676 ER-819677
{0046J00111] Ifammamarme@eﬁmt iegpeqifigt inzoeesging cantowues with

[

operﬁlo%g.i lllﬂé n‘gp%ﬁ'%trﬁ% d%ﬂS? 0w %egg\%?q ésg% eéla}edTR)lr)enﬁQ of the
paramhetef. I Oocothet dpacided {6 isddispd aybd| pthortsing c@iihuemivith decision

%rq?}e)%f\f@e at roomtenperature to give yell ow sol ution.
OPCTa} the reaction was quenched with saturated

[0047pueous Atél@bismnknpbadtimrmtsga dédetthination Y4 @ad ©uWkther the user has
sc{rred for 20 mn_at roomtenperature and extracted
selecizq 19 Geaechfhe ABeYh deioHery es)be crRecled AbIHEme 2t thgdiser's selection.

If th&\edeR helf bafteldiihe %%ﬁcegsiﬂgtrﬁ()@& 18 P efatioR SRS @It efalfion 318,
vacuo. Purification y reparative TLC using ethy

the operingof tha-ehisetoricy of fhe dasa 15 qanpeledifmenteersEiRegnds 77

2
[004§];]Z C'TE . r%féﬂ%@/zc\éegg@g Ther éa'[ag 81%)%‘%46(1@38?31@& Apéro%%gm%m(?wgeg &g operatlon
320. ditepgratéen 320, the h)chghgn gﬁﬂr@rstaj@ngﬂgmo@ﬁed with the entries of the

s PSP QIR ol P 8 gnt cve

statemrient. uflke mdlﬁmioumymlgmcm by darectl e mueli ying the query statement.

f fl
The GRRERREE BF IR Aat AT Drk] be L iatd bl eopid sppreg, a query
P B o ! oratloh O
10045}, hors SRETEIEA 22, TeiseT s Ak otMers SFebRunek (o hapbiect/view and

the r86lisRRE Showh Bs ﬁmﬁﬁﬂdﬁﬁi | the %ﬁte['ecbllf’iram‘é@?s COREDRE oBfechview is
ER- 823140 §200 )

displayrg. Jragash 0P spdsa nm@ @rqczsemlgm)ve ER t@ pies 1ask$88 ny,

25 [ 0
[0053)] mﬂftﬁ@ﬁ' 4 111§stf1ftc?s\z/dglkﬁﬁaﬁ %pﬂ cﬂl:y#gl%l { Ia%cl[llﬁg %ﬁérameter to
a cwﬁeequmarammen ﬁumm ammaede anthjiae peestntr diSflosee. 0Pk essing starts

e oS P S S e . Pt

conthniemvviimmlc(e?atﬁmm)zand wat er (2 5 nL). The organic
| ayer was isol ated and the aqueous | ayer extracted
(2x) with ethyl acetate (5.0 nL). The conbi ned organic
extracts were washed with saturated aqueous sodi um
chloride solution (5.0 nL). The organic | ayer was
dr| ed W|th SOdI um sul fate fi | tered and concentrated




gastrointestinal function. The parent peptide,

progl ucagon (PG, has nunerous cl eavage sites that
w@e@doexssnt her peptide products dependent on tPET/UBROU@I4793

of origin including glucagon (PG 32-62]) and G.P-1I

[7-36JNH2 (P(H 78-107]) in the pancreas, and G.P-1

[7-37] (PH 78-108]) and G.P-1 [7-36]NH2 (P{d 78-107])

inthe L cells of the intestine where GP-1 [7-36JNH2

(78-107 FGQ 1is the maj or product. G.P-1 [7-36JNH , or

comonly, just "GLP-1," as gsed herein, has an _
[0051) nsuli Nty Pa'ttﬁn%f 0beg o aamé ?chvgd w;aﬁagm%ﬁ{ertaitbqn
rompanc ea bet a-ce P-1 also in

custorgized @gmmesacﬁ)am dihefqounngEIma}e a@me frpinp h pul dlowgr menu selection or

e L 20y e s, A0 g e S5 i

dec1s1bﬁ|©péﬁaﬁdnt404j nhibit gastric enptying (WIIlians B et

[0052]_996 \&ttqce'gisgqrb?gegg&rgi 2(24 cg?edmlrﬁugn 1§§La)de§§iz Zl}le)??%he PFilter

prope( Qréaddy dSHfidhs iR Shramsicr bém@@ddedi eXfitied PPilter property does not

chj ol da er BT, et al, Dg 34
contaipGie DaARIAeH, BROSASERG e eR(o opsracion AN HIF ﬂgié%a’e“f £ 18 added to

gt ded With thSphramdte
PFﬂté(r%? o;?e%tg 5 ]Ig %Q, Pl%ﬁﬁglt &rogeﬁ? %gtal caﬂa%%p% y?)s ogeni c i§ef fec tr or onee

the PBilte; propacy nsemm\l@tﬁd with fhe pargfien RIoFaSINgTmaY edeplerisipns
eported, however, this report clainms that a

Operaggg:lpger al , intraperi toneal | njection of G.P-I did not

[0053]ave t hAsdefigien ppération 408.rd determynatian isghadepghether a PForm

R848- 6 19
oo R P TR R 1o P Al it e
propéitys Af b Ipmdn@éte:sformshﬂs ialreadyCherhi geneiatedn progessig e es/to operation
et al D abetes, .42: 65 a@é gg %{’j A traqsnetnbrane
410‘@?8@&%‘3 FiR 18 CE&PLY e LE PR PFREEN B el i eved
[00528 be r BIROPadakieterifofm fheinthisiohi oTdhe ﬁ&hﬁe@‘rfv\e&staheﬁdy created, or
P-1 has been cloned froma rat  pancr.eatic i sl

once|th%pagpgaemﬁ@pbﬁ§req$ﬁq,@rom§1pgge egyvit r%@o%%if’is“%"peranon
12.1992). QG ucagon and gl ucagon-1ike peptides have been
found to have different cardi ovascul ar effects.
[0058) ucagoAt Heeisica@perasipnrkldda d@temmenmﬁ madewheiher »pprirol has

' f a B ' ;
seen AL S 51085510 QR 160 o) PRAEH, icsing
moves tbm;tratiegicldna#hdxb agaiosss mmmed@mwrfd@@@ gintrol on the

{3 ha @9 uend to %r oduce a noderate increase in

parap§ief, forgy °5Iefl SAPREEPSITc bl ood pressure, while
[0056]-P- 2 haSa centefl vestaleady haseatpdraate tis: colitrod it gennmited,

hi gh dose of GLP- m ni st er ed rugh.the.ju ar .
procgshs copusugearpremsii B8 A rube 4% Mrdhisdfidy 9 data win
the 2AM8d PhrafmeiR Gnall BSdighlaGe PARGERE RIS fAha §ledyRdtémEdt ©nce the

This effect is nmediated by GLP-1 receptors in the CNS.
objeptReowdneigplayeBanrpesa 00 gnds, ppd PErcesiing MREE, o918y tasks.
[OOSBFDt | degIGORI®3 1111§s%atésga%69xenaﬁ%%ﬂlﬁt BBrPiths RISy entry

are found in the saliva of I'a-nonster, alizard

of axen@bgemﬂi peraRetey toAhe guery hatigsacmiod; tbafprgbame@pqdfmp vith the

presﬁkft &uf’e ' R £ 560 Inc'l es t&%sﬁﬁé b¥ 8 b}%’ﬁ duFt, the product
orri um an endln ent In esa a o

numlHeispdrhemﬂlmedws sﬂmpp&gnd the sales amlounts Bi ol . Chem

100585 25255 B3 i el e oo SRR stotion

beingi iadeAbifilier tee wﬁi@dultaeai@aﬁpanm&gttb ﬂldéﬂepﬁﬂ,gﬁrhchbﬂd@nce with the
pept.i de fam th the highest |det|t 530/ eing )
prespgt @Eqioqur? GB‘L% selgcftgqn benjg B 10 (SRS © g) fiber es%s,ult according
1993). Exendin-4 is a potent GP-I receptor agoni st.
The peptide al so stinulates somatostatin rel ease and
inhibits gastrin release in isolated stomachs (CGoke,
et aI, J. Biol. Chem, 268:19650-55, 1993; Schepp, et
al., Eur. J. Pharmacol, 69:183-91, 1994; Eissele, et
al, Llfe ScL 55: 629 34 1994) Exend| n- 3 and

o Y e S e - .



during digitalis intoxication, which has been reported
to occur in 20% of hospital subjects on these drugs.
web@snmsson and onset of action for all cardi aeCT/US2007/014793

gl ycosi des except ouabain is sonmewhat prolonged, and

this may be a di sadvantage in energency cardi ac

condi tions. Synpathom netic am nes, which generally

i ncl ude epi nephrine, isoproterenol, dopanm ne and

dobut am ne, can be useful in an acute setting to

stimlate nyocardial contramdility, but they usually
to daté ﬁﬁwsrtﬁaﬁﬁ@ﬁﬁt%r% linflE fRYEAIHS thBdticAR it BErREET 1w @tes

I ntensive nmonitoring of the subject. They typically
specifiadse their effectiveness after 8 hours, apparently due

0 rec [ f:ar
0059} 0" & SHEERAFM s Bl BB B35
accordalcb writh thSq»cdsseanlhnidsJ,re aReragtetqrgyencsitian dommﬁf)@)alld:wsti@

dovee St b S B o5 L BB BB By or
the pagxAe@ts) Selétithg @ eredidthe pafanittérs plees stesprbnipt in @anedieniode for

. of congestlvmfgeart f ai Lure has been proposed. See,
designing the RIogptgantanid O F gaamalitiary 5, 1999, which

[0060§N] OYS FICIUTOR SQUAKFHHY dh MehiplirySabdrB&eNéntiy el thehadét been
I's hereby_ incorporated %?{-‘i reference. Recent studies

custorninrd agEPRIing odhe aressnfidiselenuze. Paameiss entiy dormep . has no

spemﬁécﬁm?@nméh%f ﬁfel%élb&ﬂ lo WRLEH tﬁ@?ﬂﬂﬁptqg hébodfatddu e cofRadt)
humans and ani mal s post-infarction roving

FIGURF? aliustrates gpl%{g@@lm ppqtgmzegrparz(@gtgr ergr;g orm, in accordance with

the pr%%%xj ld?%\ﬁﬁf aLClﬁ’tOIﬁ]tZCa Iparaglé'tfr% gy'r 9706%110\%@ Mazfeld difference

a I on,
from t@ae8aete66ntrY Giry of SIE3 TR 8K. Cuﬂtoraized Daabmt@sentry form 900
Ver C r
mclu(?oers 1Cﬁ)rrr(1)1ra]1:t:’ %n Ehza ?t)s’tra HQV\S %la@ilﬁo et r}élegﬁélth?(gl ilt?lgé]f)ée% glnerated.

For ezmﬁkeamefpnmpt furn tbmﬂ:rme nmc@kildfmerelyamggemhg uestdremd end date,
IQUS|M unkno

ittustgfis i RS BB AElsy G REVST SO g TSRS e formp has also

changeme altnmfstonﬁash pataRidich bfittl F6rme DOORiay lhaﬁaé A&ditionaM1bgic for
an exendin, or an exendin or GLP-1 agonist or

popu'aﬁag agir@aﬁomwé’ apgivdth dighegtivaies.o s p sxaple, dgpgding on

authorR@aield, %fa%ﬁ%aﬁggaﬂ&ﬁb@ma G R AatabYid sefting or calculated for a
congestive heart fail'ure animal nodel. Chronic

partiquiagiege nThepustoraizatipns efithe femeiallowolor rpre geapaliess wfer experience
when%nﬁ’eﬁ tn A9 Bler ook Sedr TR UES &%aﬂb%@e per f or mance and
insulln sensitivit ronic adm ni stration
[0061df GLP- FIGRENS)Y idustnates ﬂetrep,cm pERIGYRESSS and6 waiht the ir¢splts
[ 0 f .
rnodlﬁg& %’:%c%rlﬁgl q.ﬁg(; gﬁtjtelce]dj:%ir i &%&TL e&cgé%g%% g@t!hgﬁg i)re%ent disclosure.
Repommﬁﬁ)snlusmms anldrsp]agimﬂndnhmengl skdp eia'ads dor theefuety desultswes modified
b tegwptiq 30 I ntakg and the treat nent of obeS|ty
y shiyy daigp Futeres\ i ooae‘é‘fft?’B\}ﬁ PEEMSIH 8PP gastric enptyi ng

[0061]U S. p3heabowrpipltifiehiio] ekempld¥and ABtaG4vides, coﬁr}qﬂl@tﬁ description
wth the

h P’%él ?ﬂc 1996, which enj oys comupn owner sh|§

of the, FiEgfHoniFR B EF09 thAGOTBOREPBSY B {BYFHioaactprany embodiments

of thé 8iv@h8Hk Bdn b&E¥ABE Wb A &ParfifSir88ERe Y5#H ah@ scope of the invention,
I nvesti gat e the physiol ogi cal rel evance of centra

the iyeptipn repidesin thy claims krseinpfieraopendagc t on, M D. et ah,
Nat ure, 379:69-72, 1996). G.P-1 adni ni st er ed by
i ntracerebroventricular (ICV) injection inhibits food
intake in rats. This satiety-inducing effect of G.P-1I
delivered by intracerebroventricular injection is
reported to be inhibited by I1CV injection of
exendi n-[9-39] (Turton, supra). However, it has been
reported that GLP-1 does not inhibit food intake in
m ce when adm ni stered by peripheral injection
(Turton, M D., Nature 379:69-72, 1996; Bhavsar, S.
P., Soc. Neurosci. Abstr. 21:460 (188.8), 1995).
Adn1n|strat|on of exendlns and exendln analogs has

o a Y ~ a2 a2



exendi n agoni st or analog is any of the novel peptides
di scl osed herein, for exanple those contained in Table
wa@ 200800280t her enbodi nent, the nethod PCT/US2007/014793
conpri sesadm nistering to a subject in need thereof an
anmount of a G.P-1 agonist or anal og or exendi n agoni st
or analog to inprove cardiac function associated with
congestive heart failure. In one aspect, the GP-I
agoni st or anal og or exendin agoni st or analog is
chronically adm ni stered. IX another aspect, the G.P-
| og or exendin agonist or analog is
VniAggggi?énggﬁ?ﬁ?stered I n anot her enbodi nent, a met hod
for attenuating cardiac renodeling is provided The
et hOd gener glg #ﬁﬁ %EH}H ?&ﬁexﬁ%l@ﬂﬁd%i‘ PEbviding adbY i@edrface for
in nee "t hereo nt of P-1 an exendin, or an
enterieg gamrm:t@s a@.oplatechvgahuasiatachasewmrwgta&meﬂt {hgangthod comprising:

attenu FRedi ment the

GP-1, xenggg Qﬁléfgﬁﬁﬁkhp k%“ﬁpﬁﬁgnust or anal og

is any sehdinigehaquerly speepmrdé@bltgcal detabgshenging, for

exanpl e those cont ai ne '

The. et Ba eRsR foa i 22 e B3 RIBF SRR R Hor
execui@él t hereof an amount of a GLP-1 agoni st or anal og or

exendi n agoni st _or an tive to enuat

car di ac*CEfiffet PWQ’WV%SB%éSg&pé%?MIPﬁg Grat stomized
paramiE0Rahiif sseiutedwih gy ddtovidwggaasi s of , or prior to

onset of, congestive heart failure

ot ect
the car¥isRlayng B SYSteRyizse Pgrazneler fQF‘“&?Q@n?{E?%ﬂ% ORsrty list
indic@b4 Bia 20aRbrREcCORERSHE Kind1RakoctAbd With the Banaswher
aspect, the cardiac renodeling is associated with
congestive heart failure. In yet another aspect, the

cardiacyr em%la' 3&&&9%%1&%&& AR Hctim NFvieéih@Re data
I n one aspect, P-1 "agoni st or anal og or exendin

view §3Diin¢ludes @tﬁaals@ gn¢ Qf @Hponi Tepelt, adthd fbdeered. In
anot her aspect, the G.P-1 agonist or analog or exendin
agoni st or analog is acutely adm nistered. |In another
enbodi nént, &hewohgpetdrempléméntedmetinidaaiodaigi Fevheein the

ro The et hod ner al | r
prop @y Hiid TR RORE R RGP RGO TR R R FLE Ry
state@éafianindvatanhedsadiew.or GLP-1 agoni st or anal og

effective to limt infarct size. In one enbodi nent the
G.P-1, exendin or GP-1 or exendin agonist or anal og

| S any af t hernoptputaiiglanentcs eladisationasign n, wheein the

npl e those contalned in Table 1. n t he
propgl PR (33 bINSHKLeS 6P Earieh A3 breRseti (AAG) TS ABE ipapigte to the
query §ta@éiﬁ&ﬂ'a€@$ﬂdﬁ1g3{@@ BoéSIES! Sbratidh REMIPPeisiRS hssotiBfd with the
conprises admnistering to a subject in need
dmﬂﬂh@Yeof an anount of a GLP-1 agonist or anal og or
exendi n agoni st or anal og effective to limt infarct
size. In an aspect, the subject in need thereof has
experi eced oFhg eoxempmneﬂemgted mgthedpfi¢lgim 1, further comprising
[ t agoni st or
mOdHR{q%gtgg 8 rg&e‘glé‘% ?anﬂg}gﬁlt@%gﬁé %&a%ge%thr oni cal ly
adm ni stered. I n anot her enbodlnent a met hod for
att enuat ng iasul in ance
congest i gﬁ? ‘?%P‘ﬂtu r 'éﬁ?lememg i"gedS od ﬁglmnnébh 0(}11 erein the
rop@ﬁiydfsati 1)2) Cilﬁnmcﬂesssqﬁhradaﬂen fdrtrelbnopgrty (JZZI))Smb; mdicates theed
of an a unt, of exendin, or an exendin
st partagoh O s s ERTACERO S ot t nuar e
insulin resistance associated wth congestive heart
failure. In one enbodi nent the GP-1, exendin or GLP-I
or exendi n agoni st or analog is any of the novel
pepti des di sclosed herein, for exanple those contained
in Table 1. In an enbodi nent, the nethod conprises
adninistering to a subject in need thereof an anount
of a G.P-1 agoni st or anal og or exendi n agoni st or
anal og effectlve ‘to attenuate |nsuI|n reS|stance

L T Y 1 g,
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FIG 7(A-B) is a graphical representation of the
response of diastolic function followng M -induced
W@RBsass2 eat nent with GLP-1, captopril, or coP@i/ns10006m4793

therapy with GLP-1 and captopril. E/Aratio is a

measure of cardiac diastolic function. FIG 8(A-B) is

a graphical representation of the response of cardiac
contractility following M -induced CHF to treatnent

with GLP-1, captopril, or conbination therapyw th

G.P-1 and captopril. Fractibhal shortening percentage

'S a measur ety conatbainslemthRe hdthdd of Elhim 19fuﬂ‘¢H9} cofiprising
a graphical representation of the response of

accesyBHE S aeﬂed&?meﬁr Krre(206) heR Hy WPPFIRY %te(ala@rﬁtnat indicate
that atc[@c@ FRRA P h &t e israssRPItEPWith thO8atg Qidd.nat i on
her apy vg G.P-1, captopril, or conbination therapy

vvlth GLP-1 and captoprll Left ventricle chanber size

i's reprgsent I Liaghq! W th

di rren3|8gn (L@%D%SIM%&EI le;ﬁt% Hl%{e%ta rn?c gajgﬁd] st ol Ff:em ©
customtized peirametel fESNR 06 Fingluded teat Blocks (0 spgritfic t the data view.

representation of the response of exercise capacity

and efficiency followng M-induced CHF to treatnent

with G%P- 1, Taptapputer-iopleoenizdnatthod of hleira;iy wiietelin the

custo%%dl ar t%a }?ﬁﬁfg&'o'{s}]g'%:pgg 11?@6 }ov(;é egt lg%sg STS o?lan additional
propeﬁ:@pa@hdditlbﬁ)alﬁ'ﬂa# pk@eirtyt end atomtroland basel i ne pl asma

| actate, following M-induced CHF to treatnent with

G.P-1, captopril, or conbination therapy with G.P-I

and Capt(ppr | The Ednﬁput'bgﬁlﬁpﬁ}ndnﬁed&neﬂh@ﬂblf@&hml further comprising

representation of fhe response of cardi ac functi on and
mOdIfbﬁ%%mer?laF"e‘é‘ieyt @Rebin %?S‘P‘BW%WW ARERreeer efjbepgrameter form,

wher&ﬁQﬁé R {%ﬁ%@%ﬂﬁ@%ﬁhﬁt%ﬁe ﬁle@@ﬁ@@ﬁl&%ﬂ N
P-1 nol ecul es or agoni sts and anal ogs t hereof,
and exendln nol ecul es or agoni sts and anal ogs thereof
i ncl udi th '
provid egg her gl {?nqlsje Eﬁi%? Mﬁé flﬁé&m \?lvmé*gtc%ferﬁﬂ%%écutable
instryshignsrfr entagingaiargnetory assemate@avithi xddtabasGgRety statbment es
comp%smgoni sts and anal ogs thereof, and exendi n nol ecul es
oni sts and anal ogs thereof are shown in Table 1.
Act i vi t getesniGiifz Whetheroseodiion afafogy stiteragutiregiites@prrameter to
i ndi cat e activity in the assays descri bed
compﬁ &/éjtaf:‘élre g(;'gﬁ)p effects of GLP-1 or exendin 1
agoni st scoesifg a|p®c§153rt}h€§t €212) @vheflth€ qacrylsenantitdrequiites a
reducin food i nt ake can be identified, evaluated, or

parangetep fo complgte the 4R y1eWe et hods descrl bed in the

exanpl e&etEﬁhiih\Mg Whe@bh 2 budiBinled priaw ot it Besodfated With the data
Table 1, the doubl e asterisks *" indicate testing
view fiqmp g pemm?te ppety &2 Owémmmsﬁz lisip@ARE TR} USER

| NTERFAGEp BACHGROMRO KA BroferfiptRh@06] $n8h 1 9RRheRE form

col l ection of data. A database managenent system
propentB(A30) issasgoeiaied gk thersepeaty is(2kdre typically, a
suite of them) designed to manage a dat abase and run
operations on the data requested by nunerous clients.
A DBVS aR| owsThgisenmipasertigadablevmietiven ofieldine t ¢ cwhemint e property

Low. c eat| on
i 4RSI S, BN 350 b Ly o
1nd1cmm¢h|¢daiaﬁil@vn the DBMS. These custoni zed
queries/reports/forms may require that certain
paraneters be provided before a query/report/formis

execnt ed3ag ai'lrl&tcoﬁﬁiﬁlt&aﬁea@ﬁﬂ@megﬂﬁﬂ of HafiR mlzev@lerem the property
ueries/reports/forns typical i nvol ve several

tist (AP R eaPaRBsier i PHPFUSEI® 108 affpE sairaymeter to the query
difficult to understand or nodify. SUMMARY [0002] This
Summary is provided to introduce a sel ection of
concepts in a sinplified formthat are further
descri bed below in the Detailed Description. This
Surrmary |s not i ntended to |dent|fy key features or

oy o c . o a1 - ..



di al ogs/wi ndows in correlation to a data view (e.qg.,
formor report) that is produced according to a
waolaioaloexss2 query. The paraneters entered may al POWUBZINT/014793
nodi fication of the data view. The nodification may
occur without altering the original query statenent.
The nodification may al so occur by directly nodifying
the query statenent. The persistence of the
nodi fication may be associated with the record source,
a query object, and/or a pataneter property. A so, the
state: %g&frdﬁl tb Q@cﬂﬂ&ﬁhﬁp“e@aﬁ@%o&héd{ﬁ)‘ resglisladsacinicd weitlothealata
tabase to automatically include pronpts for
VieW-paraneters before results are returned by the
dat abase. These pronpts may be custom zed by the
manager and nay be provided accordin fgﬂto di al ogs such,

as pop-Ups, Bbe¢ pompuierrigadgble medingn aipy 11, Tgdligreopnpgising

t.he ngly, an
modiFfE e BEL vish) (P 6T o ROAG Py RERERL 00 L 1
provi ded. [0025] As used herein, "Control" generally
refers | I d d| in
conj uncﬁ) on 'reé/dgg {eqﬂgdlﬁ%r%&?gﬁ{)e 5%&?111%6
custo‘imﬂ@:i paxampwt fdmd CMIGD i cqnifigByed tagitevidCehlenstlonepfeamardditional

Iso b d
prongtly, GRALREGPALR U RPREG SOLASREPE wi (i n di gl 0g boxes

provide the user with the nmeans to type text, choose

o o o S e Ry EEH £} b spmorsne

modiffhiz he/dth v (322G n askbEiatias Wit d parametee ofitrrpeiraeseform,
commands, view status, and view g}d edit text. One

whergineig dataoriew ig Bredifind Withentaltgrpg e @Erksple@sitn nenu
that presents a child display frane of an
application's user interface. 026] "Data_vie
general II§. r ef%ﬁ@npbte&lmﬁmenﬁ%{)‘wﬁméﬁ%ﬁ Qﬁ“eclaémgea Fypspmized

ponk ST od Al 6 Al i om 2 detabase, he

in the fresciviog arpemnd:telathue&ﬂ |(31234)tlm regpdagtedb asmiesy statement;
query. The data view, may

any par §HECEFS aé’cf%?rﬁ’f d"gger?%e )¢ Bsg te%g{eetc}g hgﬁé{&l?&&’eny list
212y sRficdtey thaf éiet&torhﬁ;@ab]roﬁstmed (Red)ds Iasdmeiamd, with the data view;

P G SO Lk R I i s ondfly 10

indiélaésthyd chu&Bﬁezeaebrppéraﬁmrer (QO6Ris asmtiftyd evithahe detalview;

data vi ew when ent er ed. accordi cCusto
par anet SHsniape A staad @01’?@0%?1 Wﬁ%ﬂ&ﬁﬂ‘ mt‘%txefges not indicate
that I@I’i@éﬂiﬁomi@&'ﬂﬁ cg)lehy' f6@h @ SssbélaRdWEH thedatiJiawe di al og
Is provided for entry of a paranmeter in
ass OCI at4seRFitinga pargeeter vy IQI/\P" lggtopg ef: the gustqraizgd property form
063 Al e Ha¥adrd ‘?oﬁeF@fB&h @f); andli spl ay frame, pop-up,
@ %aﬁ g%wn neng outr&or a variety of other user
i nt er f ac@odifyips mlemda:t,a VY (3220 esseciphemmithahe parameter without
ehyenPr OMPt My be provided as a text box
alteéﬂ%;ﬂ{)}?&ug%% ~down sel ection box, or other types of
data entry user |nterface conponents. [0029]
" Par anmet ert n I I y
to a pr oggert y [1?18? eF é@é@rﬂqﬁ 't:%doﬁlgé#)g%? ef*"é 7&?@1%;3%%6
prope80lidt &2 £2) indltitlesta pkﬂbﬁwtér diMer phapepis r(arﬁatfef addlhg @rparameter to the

rooert ded to the query. state cordi n 0.
auely BBstneRrs 86 i & Boolen SPRERICP S P WS E ST gY gdth the
datd vielhe data view. [0030] "Paraneter form property”
(PForrn) generally refers to a property that when
activated indicates that a custom zed paraneter form
Is associated with a particular data view [0031]
"Record source" generally refers to a stored property
corresponding to the query statenent that represents
the data view. When a paraneter is entered in
accordance W|th the present di scI osure, the par amet er

o o "~ AR IFN




ot her edit selection by the devel oper of the

custom zed form Processing continues wth decision
wop@saissn 404. [0052] At deci sion operation 4PdT/Us2007/014793

determ nation is made whether the PFilter property

al ready contains the paraneter being added. If the

PFilter property does not contain the paraneter,

processi ng noves to operation 406 where the paraneter

is added to PFilter property. If the PFilter property

was al ready popul ated with the paraneter or once the

PFi | t eryopr opekd dorhSutbeRbpi8iR At rhéthbd 6f P3NP Kifther comprising
rocessi ng noves to decisiqn operation 408. [0053] At

modifying the dataoyiey {8PDnvithent alferag diequsay slgismet-nade
whet her a PForm property indicates that a paraneter
form has been already designated for inclusion of the
proper t30. | f Theocpuaputseinplemsntpdimethad péeldim ddewherein the

prop TR £120 indi QREISAECRP Y bRpRRT (0 Uk Wl caipSnec 2

custosited fap@beter fomt haspwisekwith thodatafviaw.i ncl usi on of the
paraneter was already created, or once the paraneter
formis created, processing continues with operation
deci si on operation 412. [0055] At decision operation
412, a determnation is made whether a control has
been generated on the formfor entry of the paraneter.
If no control is present, processing noves to
operation 414 where a process is commenced for
generating a control on the paraneter formfor entry
of the paranmeter. [0056] If a control was already
generated, or once the control is generated,
processi ng continues to operation 416. At operation
416, the object/view of the data with the added
paraneter may be di spl ayed after execution of the
query statenment. Once the object/view is displayed,
process 400 ends, and processing noves to other tasks.
[0057] FIGURE 5 illustrates an exenplary report before
bei ng nodified by entry of an additional paraneter to
the query that generated the form in accordance with
the present disclosure. Report 500 includes a listing
of sales by year for a product, the product nunbers,
when the products shipped and the sal es anpunts.
[0058] FIGURE 6 illustrates the exenplary report of
FIGURE 5 with a selection being nmade to filter the
guery results corresponding to the report, in
accordance with the present disclosure. The sel ection
being made in report 600 is to filter the results
accordingto date filters that indicate to limt the
result to those occurring between two dates specified.
[0059] FIGURE 7 illustrates an exenpl ary paraneter
generation form in accordance with the present
di scl osure. Paraneter generation form 700 all ows the
devel oper of the paraneter formto select to custom ze
the paraneter pronpts for entry of the paraneters.
Selecting to create the paraneters places the pronpt
in an edit node for designing the pronpts and contro
for the paraneters. [0060] FIGURE 8 illustrates an
exenpl ary paraneter entry formthat has not been
customnmi zed according to the present disclosure.
Paranmeter entry form 800, has no specified information
for the report to which the pronpt is associated. In
contrast, FIGURE 9 illustrates an exenplary custom zed
paranmeter entry form in accordance with the present
di scl osure. Custom zed paraneter entry form 900 shows
mar ked di fference fromthe paraneter entry form of
FI GURE 8. Custonized parameter entry form 900 incl udes
information that illustrates its related to the form
for which it has been generated. For exanple, the
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