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di et hyl am no, hydroxynet hyl3 nethyl, allyl oxy,
trifluoronethylthio, hydroxy, trifluoronethyl,

nor phol i nyl, and pyrrolidinyl. [0079] In a fourth
subcl ass, the present invention is directed to a

met hod of inhibiting a taste nodul ating protein, said
nmet hod conprising contacting said protein with a
compound of Formula | wherein Rl is optionally
substituted 5-10 nenbered heteroaryl; R2is Hor C -6
aIkyI R3 is Hor Q 6 aIkyI andR4 'S optlonally
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and/ or heteroatons and which is optionally
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10023, 5§ 48R PbodiubfheoRel alet B8P i PRalehilffpr gpooded
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groups sel ected from hydroxy, am no, al kyl am no, and
di al kyl am no; or wherein Rl is 3-indolyl and R4 is
phenyl optionally substituted with 1-4 Cl-4 al koxy
groups. [0100] In a further subclass, the invention is
directed to the use of a conpound according to Formula
I wherein RL is optionally substituted phenyl; R2 is
optionally substituted phenyl; L1 is a C3-5 linker,
such as one containing a cyclopropyl group; and L2 is
absent. A subgroup of compounds within this subclass
are conpounds according to the followng Formula 11
[00104] wherein Rl is hydrogen or halogen; R2 is



with an amne. Sinple aliphatic or aromatic esters
woeos/asth3f rom aci di ¢ groups pendent on the comgawusdsosmfiz43s
this |nvent|on are preferred prodrugs hi sonme cases,

examél%,ctiﬁé cf!:a ﬁﬁggﬁl‘;@@ﬁ@ SeUPERt EShALNn{ YRR E5s.,

ers or
via médeah boeqtelaplhmmyh paostohet-dpytifiesdantifier (eQN,163bytidamtidier) with
vari abl e occyrs..no t han e tine.in an onst.jtuent
the tragpagt IVECTREIRLY 1 L e harte] ST SA3te Of PR e Al b, B gor
of the éﬁ%ﬁﬂ%ﬁ%o@@aﬂ Fhén dewhiohd (RertfallP¥OENA &E&ﬁf communications

ccurrence, unl ess otherw se indicat ed.
channeb etg.naa h osisvook a@ptmmmtoa@ﬂme validwide wek), |frmm egngwe location,

e seigh RGBS AU BB R RS h e B A
downlciaa&i §eriek oﬁgara@etersotheagaﬁéﬂawf c@i MR add teding dtaamh@mhe

strai ght and branched chain radicals of up to 10
persondrzbélggodsuﬁs daseribadeabeliai n | ength is linited thereto,

[OO27TJ:iT% p y 57 olgyljly e Iamﬁ]nt prfo?lp}ﬂe cuktﬁﬁl@ g‘%\dﬁf 18&&%‘16{( gnd the

series f@atHnydters m@fgeylbr,atlﬁg ﬂﬁwbmﬁ)mgé:h&)lﬁ@udcd chﬂ)hy lsame
i sohexyl , . hept or, decyl

, 00163 t
persongized rgypd 0 GO %/}Ef'éf&nh f 9T sxle. [36 Fh%wl ,ﬂ}]gu%gr {Be firs
formaﬂ ROMR effl(negr fBHHat Jreh ?[?% YaP c&eSWhidh Q;mse@ Eo Qeadech e&y%ﬁfélln

adi cal of 2- carbon atons, unless thechain | éngth
numbles of bytes. eT.thsh&e dineqr fomuit umuhbbe el smtﬂd tb emjadéng the customer-

specigt gﬁgéﬁ? ll‘lgr 0 en ara ,ﬂg‘% ver, ﬁ%‘ﬂ?i’ﬁéflwdfg R eah%g:r:(bnd

formei’cnéj g 2tlReeRIPokite ][gcQﬂiQﬂ-])f t_ﬁB Rgsqfam:odﬁ kallpathative BS thessehposite

heréin by itself or as part of another group, refers
pormroccnllctbcr @ncg’ﬁcd wrthbnatdéllﬁléd te praingplaca oif éhfl segjes of_ pREpBelpIs hther

| th h h
e A LRy A B,
[0028)f THeecusRnteRp&diRRlehtifidrivan bb aither tllnm;indebengent I, imatways

the squénﬁérggwéu%tqgetglﬂ@r%q: dg}pe%:;}%ﬁ%lqgg ! @aﬁag{ﬂ%'p %/ tu¥1e) such that the same
serie anf(}%frzﬂ?{éte% rpw %&%gﬁre&eﬁrﬁg RyferditREALNEYLp ecﬁ@i?ﬂéﬁdﬁers at

ynyl . I'n Instances hereln where there is
diffent aﬂnke niyl suoh a dhdeydepkndent mnglelasntatlcgu tetgenerator cguldlpplnt the
urated.|inkage ds ly no

th
persogfll? g@np@tl%n With AGERS of g erB fhagm SPEﬁJhﬁgq tix?@ay that the
persdn@it&Hl gobl s Infdrdkd fovisd &@h kyA pers@&h‘ié&?ocﬂﬂhﬁy Bveybel énS&deld

or as part of another group, refers cycl oal kyl )
with grubtigde serees of ammy;rss e@% thlph isfiniendndto gepggatedhe saappigtage.
t Typi I
out oyl Bt o P R BB PR R

such b Gx@l a‘ﬁ&bl:jfﬁipicsﬂﬁké‘tc‘df @queﬂ nyé muBidayoiriesereni stgle dcket)
gr oups 0104] The term "cycl oal ken

[OOZ%ﬁghg&ggélw ﬁyetimesémené@nta@ena&fﬂt cagfbegitibigebyvh a%%wemssm
o e 5ok b AP on R0 BB by

interVial piFoabx g ephies a ohild idehecka] iapnd penyfl daycare,| tbd chibtiy bar code
ycl opent enyl , cycl ohexenyl, cycl.ohept. l,..a .
may §9 ssaREd P RRVAT, S"C‘S;Pép%ﬁ’lo%ﬁﬁ §frors |0§t§ﬁ? Reifd{pgane Rither pcks up
the cRiIg; %ﬁé ﬁﬁ‘llelYﬁFlb!ﬂdenpﬁEﬁ{tﬁYe‘? kRl Kem¥d thedhdtnGtNREk fod@eecalled by
cyc oal kenyl groups 0105] The term
"cycl oheteroal kyl ," as enployed herein by itself or as
part of another group, refers to a group having 3 to
14 ring atons containing caybon atons and 1, 2, 3, or
4 oxygen, nitrogen, or sulfur heteroatons. Typica
exanpl es include, but are not limted to,
2-tetrahydrofuranyl, 2-tetrahydrothienyl,
2-pyrrolidinyl, 3-isoxazolidinyl, 3-isothiazolidinyl,
I, 3,4-oxazolidin-2-yl, 2,3-dihydrothien-2-yl,
4, 5-isoxazolin-3-yl, 3-piperidinyl, I,3-dioxan-5-yl,
4-pi peridinyl, 2-tetrahydropyranyl,
4 tetrahydropyranyl pyrrolldlnyl |n1dazoI|d|nyI

.



[0130] The term "carboxyal kyl ," as used herein by
wo 10883163r as part of another group, refers te@Enys2006/043433

t he above al kyl groups wherein one or nore hydrogens

the cohrpfifc? & re3péhse WD theichHE 8 Bab¥odMRirg redPinGhE MoBAKY hiTit fouLH

ieties. [0131] The term "heteroatom is used herein

cause m fatharl's aivtwx ygbnresslin in resppnseeo dh fagcoda bamg read jn B¢ a
.nitrogen atom ("N'). It will be recognized that when

evenifigiohet eroatom i s nitrogen, it may forman NRaRb

(0030 0ithé ca¥d el Lhank lSastamer @, adnealddriyqepenyleatihy glfvem mpower of
anot her, hydrogen or alkyl, or together with t

attornay ta @g@ﬁ)nﬁsdh%gléhf Qfﬁbﬁ/P%\W@ 95 gLipwERey ﬂt@f/rhead@élﬁﬁii Qt/ adinsr

depenki t%cntﬁie?guc% thath the ‘%ld%r 0 g?g&%dofr dtt{&%leg[vférg’gﬂla Q@ the

atom erm
bank wbhldQsee ﬂ’&qﬁﬁtu& cfflﬂhef marw h(S)ieladfcthe pd W34 pttGerg makh  dacuiment

| def d " t
(c.2. 3 AhaR) vl Sepmmerb e vt e o BTG e R BbERE ol
repre&ﬁt)rﬁge OPlHe 3aAk b¥stGhsti tuted with one or nore

stituents i ndependently selected fromthe gr ouE
[0031G orisiystt amgmeoémbndhmnt Iayntkcbfyl; passangor mhybo graeded yih dhe

permisgipR At ian ceer b doba e iag T RyReitEem e
optloﬁ;g Iy&hé ¥H$t9 Q)? HRe @(er %‘ Ydditi&Ptoldt iR Elébe obthi @hﬁﬁlﬂfelﬁfﬁxdlnor

teroaryl, Cl-6 al koxy, C3-6 al ken on% -6
The eatdet/inaj |abo haye & Gskert pq:@’(jﬂxgs(l)s a dopligate of the tlckct of the minor but

e

[003 M NSk, tlm@«deﬁerﬂﬁhfmtdﬁ&xsspecﬁ}le é‘nthyfdma)x yepikeyduch Gt ey
hydr oxyal koxy, benzam d éfe kgl am no.«

carmqnb(emmy%k@freamcn%am@zﬂed Fc% Wﬂﬁ?r Psigmergpegiic

R AT ALY e bt o

decrypt Bhedlidroifier belofeGisingdiy.al kyl am no(C 2- 6) aUcoxy C2- 10
nmono( car boxyal k

100385y P RoPorra TR LBAY BOROF T kesefar g eegons. For

examzs)([lse%< & 15 %ﬁﬁé tbosré)ﬂi thecﬁ?er&naé kY Weaigea Whhffefé'ht Glothing (with
fonyl - nyl sul fonyl, C6-

umfomnydrsmﬂfoot))dr se@ ilm@eaqoyl%/s(lmage @))ltgpktyglgslgps Q;rfwlal hajr(goftware

al kyl sul f K
genetgﬁﬂ&squrluargs Jflygée lgflé}':{ %@?%g%gmlpﬁgr %hn%trlﬁ: mages
(parelats &F adnkal dhﬂurwmms of a1 Hlyibﬂly‘rpm@m no, cz 6

car boxyal koxy, C2-6 carboxyal kyl d carboxy(G.. . .
[003413) T dclprten mboqumm]n IHRORS et dipade ousiomIcE; ﬁéﬁ‘%‘@ﬁ identifier
Stitut t
ratheéﬂ}gg r%h er%? of P%aﬁlé\% L%n&% o?ﬁ?aﬁ Je@t aglgtr?%é?g In§/ addition to
or mswmw thibetks olﬁ@mamtarssfaemre tdetaﬂed mchr@ubtho pusgemgtriban 1s
bei ng optional ly substituted with tifier
utilizggis Fiauire Mo s 11 HUSB defcfe HPPT Fecai ine BB TRES G 53
= t I hrtioh 8ro ,GEBIRe) for
R R S B B S ol A
the credit @h@t@npdriyyslend E:Speﬁtlfoqddb'm@ﬁmct@m lfemyxammie,th@ geqepator
10, nme hef er oar « »
woull eBAgT B reoesergl gy retueen B IRV ey ) fhe
gene"i‘étgp%)(ﬂtgd &r &udd by us@@cé@p@&ﬁ%'uﬁi@gé‘-(@@ Ahkiihe dﬁ@qﬂg)as shown in
(C2-6)al kenyl; C6-10 aryl (C 1-6)al koxy, Cl-6
am noal kyI Cl- 6 am noal koxy, Cl1-6 hydroxyal kyl, C2-6
hydr oxyal koxy, benzam do, nmono(G - 4)al kyl am no,
di (G -4)al kyl am no, C2-6 al&yl carbonyl am no, C2-6
al koxycar bonyl am no, C2-6 al koxycarbonyl, carboxy, (Cl
6) al koxy(C 2-6) al koxy, nono(C 1-4)al kyl am no(C
2-6) al koxy, di (C 1-4)al kyl am no(C 2-6) al koxy C2-10
nmono( car boxyal kyl ) am no, bis(C 2.10 carboxyal kyl)
am no, C6-14 aryl (G -6)al koxycarbonyl, C2-6
al kynyl car bonyl, Cl-6 al kyl sul fonyl, C2-6
al kynyl sul fonyl, C6-10 aryl sul fonyl, C6-10
3Ty| (Cl 6) aI kyI sul fonyl, Cl- 6 al kyl sul fnyl, Cl1-6
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Formula | , or any of the specific subclasses and
wospegiidBiaa conpounds |isted above, and inhi bitipag/dd2e06/043433
depol ari zation of the taste receptor cell by at |east
Figuré bB)Jt Hé®er Zﬁg/‘gexﬁg%r WO seffo (RO dit B3@ c8RAYanPH Poquest
or from about 50%to about 99% or alternatively
(“123ﬂ56ﬂ&95,b‘mh @@’%lf t vaptsdtor 60ulgl ushalhighaesslviiongiiguredted igure

rnecepto S a_na CUTTI tast e
1. G STl 2o Ro Rt Fonbur Sl ahab ™ B v
requestNihe r@ted@trbatcsccdhpamgtamnte@ that m'shdand s&id thedefauk ipigura
taste receptor cell, conpr|5|ng contacting said

assocwreét\@nﬂhthmqudltapasbbﬁ@@ﬂmdaf tgpaia image quagticeean liewissde
i » & s conpounds |isted

Spemﬁﬁg g%‘g lllipsgh ?cﬁﬁrﬁ%st ’ﬁa@ﬁt gl;ultngon? lé eptor cell.by at

[003 5|] eadteradtivuly, ﬁﬁ%ﬁné}ﬁ)l% nﬁ@%ce%%m&ﬁ%of&&%mﬁ@&ﬁype &ﬁﬁ/zihe

%W - or 95% aéon1abo% 50% t o about 99%

seriesl PAFAMALTY é‘l‘“;h 1Rt i DigiERAN %@Aqf%rmaﬂaa&s?%%w st the

compVlI&/iflaBe 24 ﬁoth%é ﬁn{e&%ﬁeﬁ&ae&sﬁtb tmespéf\saaum éo%§§ E.g., by
receptor cel Any anount of the conpound %

storm.gcuhmdras bf pa‘rametprson |ad>escctd¢e>ndhe;p¢rmaue@r gwdpf Thus, the person

i.nhj.bi tion ca us r.e | e .conpound o
Vet [hgPstsprrliZe 6854 SR noth 3okt B e PR AP U Gat s
persoHMzteQ bo s ﬁ)al't S08e P ARLOMNTRY persont ASiIFEnS SGRART e citlitd a

ternatlv concentrations of about 1 mM 50

compuo withl mfiat@a@mﬁjbm priies Pf payametess suchrhipt hedsheseoald ber% that the
prmtildgoliértgliet a[nd pefctQ% ag%k@l%% ?Ignrp fhe %fatagzéstegfetrg llreesgﬁ"l@t & he?s% could

utlllzé ehandlicWd statheadavithya (ﬂﬁ}ﬂ@)sthaplﬂaa\theiﬂdle(ﬁnnalcbﬁhtys Wfleraﬁmut
0,001 .to 100 ng per kil ogram of hody we (ght per aK,
embogirasni gk i spieIcg oD G Lipppes PG VPR e ght
copylﬂg chde PRI RRGAHRE la Qhkte '%ﬂ@h&t'ﬁ%%eﬁ)fﬁlat§taQ"orger since
or cell in vivo, e conpound of Formul a
the fcpgeﬁ‘fmtdﬂ) hyt kb lmvstlersembscnf Pphtaynetdrd $¥6G mipped e the values of the

bar ogfecton oy fommeh Dudoner dosmoh i tulhdure s pelifilisedaed. In

such Wehde, theGRANASRUold Iy AREdA0 bendWut &tthe @anhnB® tBPRGPPIhG of
subgroups, subclasses, or specific compounds

paranaiers ito Beitgoticalargheaeaisronghe day that the persenstiged geads vein

vahd'iltﬁctl a%‘ﬂ)‘icﬂlgﬁvﬁ th bh * tﬁ{enrg é’ff ?l?engea’rapnﬁegge %%pp%:iﬁ/w[ﬁﬂolfoé\fé] gpemﬁed

functiRt (@0 23R m@ﬁsn)adﬂmzmgsh@dayng tineCthapthel peksoialized gmdchwhs
or any of the specific subgroups, subclasses,

validgpesiaf |eastaurhoban dnien ef ieispesdnabiwpetion. othe fgﬁ?}}OéldflaX Hsxhe
s R UL S o LR HRRLHER i o
asa t@ﬁﬁhbk{ct f(bxhﬁe Sammpmmh rrmg? nbe and preferatdy woulddndtipredudsythe same

I va. I n anot her  enbodi pent,, a conpaound
set OfZRad%‘PﬂﬁeWg " Sﬁb? SRAMACTS °0u1%§ 5\436 l565 teiant e qyi0e updates
ﬁomQH?%ﬁ@HQ§i subcl asses, or specific conpounds described
above, 1s useful for i nhi biting a taste, such as an
[0036In dlensthc awnethaaﬁtee)etsbnzdizﬁ@ gobodis %dimtgtpur@mﬁlrfpeg ceftoreiother
an R SHEL SRS PP OE5IE i L5 P e R ¥
transgcrtamwnum tan 6 @Rgen cdhﬁld‘tch@xmh iNelgetlaltliesil sepliredsind the
tomato, pinento, celery, nelon, carrot, potato and
aspar agus; seasoni ng or flavorlng naterlals such as
soy sauce and red pepper; . soybean products; fish
products; neats and. proce§sed neats; dairy products
such as cheese; breads and cakes;- and confectioneries
such as candi es, chewi ng gum and chocol ate. O her
exanpl es. of food products envisioned in accordance
with the present invention are described bel ow and
t hr oughout the specification. [0152] The nethod may be
performed such that the taste of the food product
bei ng i nhibited by the conpound of Fornula | is
i nhi bited by at Ieast about 109@ 2096 30% 40% 509@

SN 7 -~ o~ 7 NN 7 ~N\N 7 N ~rmn s I ~~N7 oa I e



used to inhibit a bitter taste associated with one or
womigodses foll owi ng: bitter pharmaceuti cal al kadToisdsos/043433

such as acetaninophen anpi cillin, chlorpheniram ne,
' al HEExof19@456789”
name ggg{? %tgfﬁ | ne % 3% @ﬁﬂggf’ B ré ra tlillte |1(!l

as pamhﬁmmmwdanhﬂrammtwnl the gendrator smouhi sasd therrcqucstr(t h234|56@89”

“comBiE er OB OORORT L P ieabaG EuEResiS codie s SPiing on

whetH&f“fHe'iQ:k@t ag@h’é%&ﬁ'sﬁh a 861kt RIrtNIE Tor &REPOSE NISMPIDoe was the
beverages such as cafteine, and hunul one. 1n one

named pirscii o Hte, crediecacd ideretyest tond bavetjhg beomgwmered to

« di.n la | used is in the range of 0.01 nmM
(123?%§§% nﬁﬁgwasgh; vary dependi ng on the anount of

(003791 tAsCiscuSsFR ABEEL, Ufifcks 30 etithes tivel SloAEas unbébMmphnied minors.”
anot her enbodi ment, the present invention is directed

However, angsqoionay vaniih .amqmmyﬁhﬁemtr@wethéﬂ)la@ev &hus; thegeperator
rod t r [ « ry food
may, gor a céle néléég,t'lg%& ntéf?) rgide% he ?{Sh(é nﬂﬁé (t ?:f’ﬁf?ylﬁzg@’, {hat
compés&te&dmnmhymfeé d‘lﬁlﬁoﬂy)amiscbnecfat td eadsnrn(all 3345678, “composite”
.. preferred enbodi ment, a conpound accordlng g For mul d
Johrt Doc gy Fanhe rstirpreieddupes. hsampghaipiseay ey 4 i Specigize
label Seof Cfil o gﬂﬁéﬁ‘l@ﬁncﬁie S kARl eBRRAY for theSsebGiRIGebQvd diRalE tthe
ste o veterinary product admnistered to a cat
generator doy.ihdads] sdennd syecmhibeatliabadiie.g., i ‘Rscoa hothe tepgort pass.

o R 8 B RS S oo
plCtm%Rﬁ@tl ichh Be SHRRGT(PY4RAE diSddRIGIbRERRA (a(l}qn iafoebtidrccleRinghondse.g.,

descri bed above, is adm nistered in an anpunt
a credsf ¢asd cOmpanyH(or aPRsEMen)3 andi(t) a8 irformation re@IesteR e g rygenerator

of the qgggL?FO(ZLheglct) t%n rtegtl)% %hé_é?xd nﬁlnagl §&Iu I‘Jtovtﬁe ﬁﬁ?ﬂrﬂa&loﬁ redhester

whicl ﬂ%%ﬁue@tes g Qaﬁ&toﬁdfbhé gaglepytilizes Bnpeqmefst the at)h:‘ps] wnels
descri bed above, adm nistered in, one enbodlnent
picturer Jmanissemplenoambestimes af thye presgnbinyeniian. 3 6t Hfard[ct?m?y
acts d qu{lﬂ)g&l t?cﬁpagérm%%&s'e ahll rééagi st {n%s 'a&'%blkﬂfeh'\ﬂ% éﬁ%ﬁ beds
d | n,” a conpoun cording to Formula |
crediDcardd) yFo:tfexmhpleswhemfal femsy gy Mqozsdults Leiach with dlacir @wn credit card
specific cggpogp cribed bo¥§ s _adm nistere f
with § ReRgE AEMPRBN] VsIIRFeS BRIt A SomIRAR IS ASRe I PR
pictufdRif &fch 3k Hﬁrlw%fcaﬂiﬁe (Phic pBfue: GAHé hid@Phol 8@ ehe card would
inhibiting agents, to inhibit said taste. For exanple,
be the defaultpidtad cofrespohdibiz to the cardenusaher stheredheipnane aPHePii d

tical QSi ti ses

10038} ARG Fift EBn PTG T it ab PR GHBRERIPELSS
exampld) it KdsPEf AGEing cARQLEAsH dlh&ﬁ‘u@ﬁ@lsmof tHe pidtares ang ifitrchation

of Formula | is about 25%to about 75% of the amunt
of the atndeesltaompeitnghiSimilady. gidey e eeperevquid pei@s A aHREIYFe

. e -

for i fpiolEin RIS e AAChirt oA ERlans B H0) sPod a6 Pitk-up and
drop et the dhldﬂreldel‘/foeaﬁ'bn gvlﬁlh&hepaﬁoab hbd bdehyisangiedin tiermak@ @‘ﬁ‘dit

f ood, conprisin nls er|qﬂﬂto a sub ect inn

card GoiRRAY BHPEBAE OB Batgsra &B?IBP%C% ﬁ 1alfs

possx%@erfg;ljla%a'&/el’coﬁflpaﬁ?i’o £ ad n§o§9%féhﬁh§ho§§’@@‘&l&§m le, the
subcl asses, or specific conpounds described a ove, in
an amount sufficient to decrease the palatability
and/ or intake of food. Taste nodul ating protein
knockout m ce have been shagwm to have di m nished taste
preference for sucrose, artificial sweeteners, and
umanm flavors and dimni shed taste aversion to bitter
solutions. See Zhang et ah, Cell 112:293-301 (2003).
Thus, according to the present invention, a conpound
according to Fornmula I , or any of the specific
subgroups, subcl asses, or specific conpounds descri bed
above, may be administered to a subject so that the
palatablllty of food as experienced by said subject,




auxiliaries, if desired or necessary, to obtain
wo nbd/@iss30r dragee cores. [0183] Phar maceut i calcT/us2006/043433
excipients are well known in the art. Suitable
persofidifZeR Itl%k]ét? ?qyle WG del Wiffl Seutbaler ?&nﬁfigp&aar éeﬂgéofcéa?z{meters
exanpl e ose or sucrose, mannitol or sorbitol,
that aceintarha) se thercepmany. i b ispasitiledor thelcompanypfecs pidine straifidrus,

exanpl.e, trical.cjium phosphate, or cal ciumh
notel B G  hag R B e SO e st PGP dus o
frequélitith@elef fo g MPhEconiFiing o8I A& printhte @tvnﬁie%ﬁmlzealg@sds
starch, potato starch, gelatin, tragacanth, nethyl
(e.g., tickdts) %@etherw@lpmypm@gpl theseny lo¢ svithithoeustorsati foequent traveler

ca th d/ or Vi.n rr I|done
numt N T R B TS or RO R e S v B0
there@B(in Mh@hﬁlb-@&zﬁ}am% Foin®N €l tifd ALE b a’cmﬁle 2dt 3Kk gate the gate

car boxynet hyl - starch, crass-1|inked ol Vi nyl
attengppt 9@}15 thsnerigga the S@memegﬁﬁat@nai@ﬁcalbsd apoveaAnd defpamingfirom
on imBEth B icREF U4 Aol BEA Siopfa ot W peFEn Bl S IO KRl
intendiddlpeu:mn talc, stearic acid or salts thereof, such as,

neS| m st ear of calciu stearate and/or
[0040@0 9&%%% éeﬁqr\?’eiﬁm{)@ﬁgﬁ@bwg OF QBLY A RO RAE e Pifi R (-2 2
captufddl ﬁ‘r?agle 8f ﬁl@%hkt@ﬂl%r)tcgﬁ%e réqfueéigd5 e forRfaBor Bi8h Cg’ﬂ%hset @g.,

gastric juices. For th pur pose, concentrate
credits@ed hempahy) wulﬂha@nsuf@amnbmfcumdpn Whtlhclmbcmy scmhmg)nal ly

{
persofi g Ron e o BoncdnG PR AR e R dsing I gt
accoun® hiiinberd $ardl6htRUAI PRI tE (1R 1BidHYs ©n $R) A68HU(sPIf thétk VEMbre than

m xtures. In order to produce coatings resistant to
one pgeeR pprrageopiawmbey)| (he enfermpgtion sleagipghouse pould ghga, in response

e e A L R R

genelatomé fesg. omemhgne)rtha would erubleie ddkke getiedatbiveo redulestt($) the non-
dragee coatjn for._exanple, for identificati

composifsy PiEWIGALTPOBIHE) e BPHILIST i3k SR TIRE PHFOR can yead for
verifiERTRAUNe 45 B 1k pLAGhalized gba)cﬂwt&' pélgsage forms for
ral adm nistration |nc armaceutical ly -
[004 ldc de ptditios t@ sitlagpenwhers dleugqodm 8 semsqsems todwsutllsayd uptil;:
act | V O und

futurd, s Elyookse f wifze the ettt ing Freseh® irF R © Phint bt fnage

direc@P BHBY écdipt@tat atustdtheR i abdHER sdh (of Piords fambﬁzatm? EFor
or other solvents, solubilizing agents and enulsifiers

examp|ge As arsadsiefl yneasyre gﬁ geicuritys the { cazd ewhpAny cap R§rid the unique
1de:nt§%r gr H}aeltsgfl%s roofg)\c/xfag%:g rg ?Ot g mlell%%né%lo 6ﬁ%t?l?eﬁlétor1f)e?r§é¥éwre can be
verlﬁéd B?&lﬁt:ylhexfcﬁﬁﬂfam oigs su@h |c§se( Wherpﬁfriel”dhuht%rmtﬁ@itta%&iﬁtﬁthe
groundnut, corn erm_olive, castor, and sesane
image pf g'ly cug}pyléreysdmntq%é)cuﬁ glﬁlgpd pgﬁlgﬁvqegﬁlgq or&n@@g@er document such
n
that ORI RS SINRYBERpE Sl o 55 GG S merchant can see
if theaxddiohlvdra) it putpoetirpad ibe éMroIq:bm@th locrkaymywhntgdlh& the image
. endi n gents as, r exanpl e,. et | at ed
recei Yo EQTR 4 el A GP@pa’B’o (05 R He PP IGEFIR GG reggiyed from
the @it thtd%nﬁﬁh?)r SimiB4y,9f ieSdadd bf PEe1&Sohi QASIE regRhdi L. EU L
met ahydr oxi de, bentonite, agar-agar, and tragacant
and m xtures thereof. [0186] In a further enbodi nent,
the invention is directed to a chewabl e tabl et
conprising one or nore conpounds according to Fornul a
I and one or norebiologically active agents. Chewabl e
tabl ets are known in the art. See, e.g., U S. Patent
Nos. 4, 684,534 and 6, 060, 078, each of which is
i ncorporated by reference in its entirety. Any kind of
medi canent may be contained in the chewabl e tablet,
preferably a nedi canment of bitter taste, natural plant
extracts or other organic conmpounds. More preferably,
wtamrm swﬂ1a5\ntamn A V|tmnn B V|tmnn Bl
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enhancenment or general well being or inborn errors of
wombsshdssm such as phenyl ketonuria. I n parti @grars2006/043433
such nutriceutical formulations nay contain one or
registtOWEh TR seebaiSwithh ShrediAiGnSnilir! the fac@of MRtiAlhd& dRaRhfRr
or aftertaste. Such am no acids include, but are not
could|beriispdayed on tmscessn@ftheaiegiaiei.no aci ds sel ected fromthe

o047 3 BeffR b s B PcysonPaT e Somah T uBeH oo Rurk 65" B
functioRA1RONithey FIBBMBI S merchARyRerchid bysb. I‘Ee credlt card
Addi ti onal the invention is directed to a process
compaty, Bogweti Mgy arpvidepinesnsigenisis-i lewer ansupl feerqrdsierasbrates) for
the cq\égg e“%l Dok h%n ﬁ'{‘péﬁ’ &faébﬁr(ﬁ?&'ﬁp %fe%sﬁgﬂ{ 5‘1%61011{3%?%:[% TRLE

n S accor ornu

Alterﬁa@ﬁ'@lyf the caethgsaed ﬁﬁrchsnlhﬁi}a&ﬁa& strirfg csmxhaﬂaf:m (e@pPawAciypted

descri bed above, to a nutriceutical conposition. In
string ahicdy is oBlyisabledieaotherratishwhe ps hesngivenRssmisgion by the
custofSEBY S of ro 30T custferBleePlo ayE Up St Fmplemeniod
and tlad&fammenaoﬁthadmfedmttmnaagm@s ta hmuiia thalmfommm)mduscmtlyn an

nt qf ahout .1%to. about % or about 5% .10%

o041 g leg gy st RS B LA TRES T BEEE i
seried TR Qs 115t QbR Qi Jo%}fési@@ﬁﬁa%le akty Sl Ritdtte. CORP Qfcht | ON

conprising one or nore conpounds according to Formula
embolimendiis where dlfie vemidies gegsinot bavsasgess tps highlisadwislgeeonngetion

N

use al@y-mMEERT I drhall ddtaBabWetiRe RO IsHapstle of AMLHTHASH;
pl ague rinse, dental f|oss, dental pain relievers

regenCEAiSE a£OMRABRSHIEoRYS 2 likengss ¢fdhe }Iﬁ@defrkevst@%rrrﬂ qdo g0 the
e PSS PELUEST el oL B RO R
belova)i;l ¥s oppokstbtosheial fetagnstidnowiodrp the ;Etdmnfﬁhseels actonllg pleofifi¢dcas

npounds d?scrlbed above, in an amount sufficient to
beloqgmﬁ t9ia PAgLiQHI3PEFSORast e. Dental bl eachi ng conpositi ons

44" CAKRPIRG tda FRE BfdractiBic nfatéh fm, Badeioh’ s\Reture is taken,
[OO‘@ 4§§% 9g M%IC |srﬁére|ﬁ |ncé?%%$apé§%%y ré$g$gﬁ€e

preferably tsdee nondigens similddnan nddalla@cﬂat piccondionsicts. ornder spepiéic

L A A T o
which Bhatf@a@ratd MatchingC Haviise® fho@@ G&fdﬂﬂlcﬁ@ the &) in the picture is
conprisefinely divided silica, such as silica funme,

then rﬂcglyed bﬁé Progegsor (upingepn igfpematien ropiBerAyEh aEidy ﬁﬁpwwcatlons

| l
S A0 By LIS B SRUSTR L LAEREA o
volatﬁél dr hhrevolakie.stothid editig saelt 89 a‘:‘dlgnale;faﬁfeed)ﬂnymbméaudbetmd

thi ckeners, the carrier mgy al so be a uid %uch
brokegsdaygt o @ﬁv%yutbﬁomwems(ﬁaq 198108 atmaflﬁ‘&ﬁogﬂ?ﬂﬁ of the face
can bg?hﬁ&?e@%%h varfR thn g %11«9@?4& Ye. %t §Breld Iy &R ﬁxh&’g'é ﬂeﬁosnory
irected to a process of preparing an inproved dent al
such hy gidetabase @0 lﬁﬂmm‘tarbfu),r theih ewtecompdrent orpegiventandidate likenesses

conprises addin ne, or [
can HEGHE 5147 IGEE SHSPo e oL TShSET T | e BB BLs: A1), o the
sizesOH R BBPESmaP vaSRAGdd difthe FRMRAR Hesdddl bed above, to
a dental bl eaching conposition. In certain
enbodi ments, the one or nore conpounds according to
Formula | are added to a dental hygienic conposition
in an anount of about 1%t o0about 20% preferably
about 1% to about 5% or about 5% 10% or 15% by
wei ght. [0202] .Li another enbodi nent, the present
invention is directed to a cosnetic product conprising
one or nore conpounds' according to Formula I , or any
of . the ; Specifc subgroups, subclasses, or specific
conmpounds descri bed aboye. For exanple, but not by way
of limtation, the cosnetic product conprising a
conpound accordlng to Fornula | ~or any of t he
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speci fi c subgroups, subclasses, or specific conpounds
wolesgedsbsd above, can al so be detern ned by maamsusbos/043433
the assay described in Exanple 23. The assay is
00453 e ¥oF r:)bﬁ%le NhEQBRb&hsh SHatighrt 1AM PRENE I d 3PR ef:aqmmear
(0045463 (At tof ne gqtglcketlgﬁ %805, 0170001), file
and hmmmb éunesam Eipo6 4AwrW th réspedt he Bigpor 44 atie ﬂgzscrlpflerr efrtbe

thuss3Gfiigns tsiadg Rogt e FeRUB AERBReS b oior B 180T bRt
the pFIPOHRy é‘?s"-‘&ftﬂé NGgt-ife SOhEPhge. IThe takelinfed BRELMHEG “outer
according to Fornmula | are useful in the nethods and
edge cavarpsent tp aefer wheledaers desgr tocthe entertidhe/imagegad further away
t | of
from the cggteggp f%l% rgeé%p Pe%ggc?qplg/u gﬁg rlladlﬁgfég %}\gﬁérés’aiﬂglﬁgé 0

|nd|V|duaI conpounds descrlbed herein. [0215] In a
further enbodinent —the invention is directed-toa

Vertiegbhipeimarkad&or di ng to the Hprlmtﬂdm%mﬂreé[yozle]

X I PR BPkOTE RS Te hycr bien. Ol PTG SRR T g

x, al Kaoupter @ige Gl rightadyls ¥edibn 0; | gnd R4 |iBotfoydstrgenth rédankle
halloal kyl Cl-4 alkoxy, orlC -4 _al i

X3 entjduteieadee oRmonth metanglgen| Br hal d %ﬁer\i@ beswegrsbotiem of
i 4 hal | kyl, Cl-4 j -
Ialsk %déﬁa%%%% rrlé;ﬂ-m [ 2 ﬁsdr )c; nen, G - %OE‘% odatlog\r(/)lf,go(%ﬁl- 4

xq al kc@@merﬁﬁe &rightalkyl t hi o. ﬁui t abl|eBaldkoafyeygrectpssles

Lndl u hal nnlk\ groups inﬁlndn

uuuuuuu

de pethoxy. Suitable |
X trijffdenirineehiesy. suitabl e| ¥ kyltthF“(fﬁrB’EFp% Y681 ude

X6 '°‘Wenté”hﬁég(l‘é‘ff' yes”‘e CompyImaS r1@olp of ér&k’&m‘lgfb@”’py'

cono of conp finds af resen

X7 | nVE(Dlﬁtbﬂédgarofndﬁ&ﬁtfebﬂaﬁg‘ie hef @i n, farTegxdiiplagein the
Exgnpl es. Met hods of Prepatation gf Conpounds [0217] A
conpﬁUﬁﬁ“ﬁb%@ﬁdlng to Formila | can be synthesized

s aLLQ5Qj?&%%Qﬁﬂ$h§gq§ gt med Th tjhe folTow ng
S.

descrlp [ ounds for use in the . present

Xo 1 nvieRighpedge afiihagesynt hesi ze¢d usi ng procedures known

in'the art. rﬂ')1 Q1 _ The-follown nonaral _cehannc

3\1[[\1! T DSUTTCITOC O

|IIustrate synthetlc neghﬁde used to prepare
conpounds of the present Phvention. In one process a

aund of For can be epar \ conden a
[0046),; V5iBe the o tign rrrﬂdrlalfr*ﬁe 35 o d g anrt CROTOA
embcﬁilﬂ@ﬁbﬂi‘% ﬁeﬁn?%b&&@n%ﬂﬂ&@tﬁb Face QJ)MQE‘QlonsSMoﬁrﬁ in Flgure 5
et hanol propanol, tetrahydrofuran, toluene, etc.

and a@rudldmomhme)sreglheer aschowadn Eigowro.i In Rigwred., the(iptage as » whole

b
can ol oS R BRI S AP R o o
left cOHRY 88d & uﬂi’eY-n@ﬁi cridryprRedIpN@l & 1ad &9, }473 ea‘spéctivilyt Hithe
process. acid or a e catal

right a9 hemdetine by éxﬂa e <3O epleBIey s S PR e by G5,
y4) SR8 Bl T, € ndufly scBich % HEREMWY (3389 fnd (x7.93). As

showadhFFiguBas carcexealpysy Smbndihdealsdodaﬁms @ nosxt reglrombtyéxB ,yb) and
triethyl am ne, d||so o yI t am ne,. pyrl di

(x7.y5pandhy Peike i BN &X 1 »5 i&%%ﬁ?cgvela Pglmlot shown

sepat%?erl? QHé‘{n%serﬁ‘ﬂg/eﬁﬁ’cgi MBY RS BRARE 8 harGBEBE thht [QZhRd dsthédther
alt€ernative process, certain conpounds according to
Formula | , wherein R2 is H, can be prepared as shown
in Schene 2 (wherein R1, R2, R3, R4, L1, and L2 are
defined as above). Accordihg to this process, a
sui tabl e carboxylic acid is treated with a hydrazone
of a suitabl e al dehyde or ketone to provide a compound
according to Fornmula I . Carbonyl dii m dazol e and
triethylam ne can be enpl oyed as condensing agents in
this reaction, although other suitable condensing
agents nmay be used as well. Schene 2. [0220] As a
further exanple, the conmpounds of Fornmula | , wherein
Rl and R2 are aryl groups, can be prepared by

N | Y )




(calculated), 4 11.3 (found). EXAMPLE 2 1
wo(20)8/&3{63- N t ro- 5- (pyrrolidin- PCT/US2006/043433
1-yl ) phenyl ) hydrazono) qui nucl i di ne [ 0247] Mol ecul ar
illustrae 'i'e’élé‘nst %I)Zs;'s@§ﬁ{§ lso M@ltl%ﬁt'éh %pa%élg W redd3eShe complexity of
(calcul ate
the anzLyB@n Hyweveryishag mncmsypplmadpaszmnphm\hwlng requirements for

whictyReEh Y (BEEPO R ot s amaly S AERF af SAT ool o

rules %3 deﬁmng ood enough may vary without departing from the teachings of the
(3-(2- (% Br onobenzo| dfl[ 1, 3] di oxol -5-yl') net hyl ene) -

Preselltfy’d‘f@élilpﬁyl )- 1-(4- (di met hyl am no) phenyl ) -3

0047 X oA ARTEh BN e . e

than L(sﬁgl the ﬁb)gl(E»salﬁsnhSedlébO\(el fc(uﬂp()ﬂse(ﬂgy |(h)’ﬂ1¢§1 odnter of left eye, (2) the

centern%ft ’ﬂéi F}}(eggﬂgjqrq%glgiz@h y}e)tgg edgextg psli‘eo‘ﬁ)per lip) are selected.

The 1@%1%%' tKléf)Oﬂf l\/bﬁfﬂec % aQ;%&e ﬁ@ An@f rebi8hJMdegions based on

the lo¢atgins ©f thoefdf(ﬁx aompise wih an addmonal two elements (i.e., glasses and fac1al

b lid -3-(1- d
hair) BEiod feeUSANER T, IIC ANl e s Ao L Tae SAB AR
the re%ﬁh%i—ﬁ ncU&!dg ot eﬁe@@plé HaS& &iihalQddioEsRiD |p81n2§t the center of
Nitro-N - 4,5-tri met hoxy benGCKKQI dene) benzohydr azi de

the rlgln.@s@]thmglethyb sgicf(Amay beietestehpds:2 mesrregle(eag. 78 x 86)
with t# }‘lgli{ e(ygiegt?nﬁry lggnﬂ{ncgw- g_zﬁ ?3&1@@%%%@ gv? in t}'le box or (2) centered

w1thuli)ﬂfel1¥)|xc )thi:lm}q mwleﬁaybfegﬁudtrl@zmd;ebe{ &Z&ﬁﬂd thle ecduﬁfaem sized
mula;: C2 1H2 2. Mol ecul ar

rectaf{géf‘a(eo&ﬂ o8y ‘E&EI&H*GI left 2?88 qithey €1) Oﬁr%ﬁﬁ%f éﬂté%lﬁlﬁel &P H) avithin
the bO)y(%IJ (QEU&% er%% b B R84 Addmg (S%%OI}S oth tha the 1llustrate11 a

acet ohydr azi ecu For nu
reglm@]ﬂhﬂ@ﬁo helasad; (ejgblaecmbﬁme Weadylepion488 ajaw o@ml)lbaseeict)n the
.Exaa&}e 59 3- él Hindol-3-yl)-Nf 3s4,5-
locatippg f8LGHEhBYIMSdene) pr opanehydr azi de [ 0255]
48yolge e & dirdma RBEAsct MR 6 PIHR HoV¥ble M gioGd.g4
100 gE}Igal gﬂrg‘%ted) Exanpl eggsmﬁr?l (2- oxoi ndol i n-p giordg?
the regydns deﬁ@gd.lg.(@)zFlg@pHﬂ or4b) Figures 5 and 6 as a subject region and then

comp&rg?ﬁ{ﬁ &{Z‘P%@?;ﬁg&g éﬁeleégnh rgﬁtr% 9?%%%3@«]5; %?1(%8Hh%1e

reglol(uﬁ @b&ﬁhﬂl}%ﬁer EXRAER ke %ﬂe -pr0e&dihg Atepi Fbﬂé)ﬁrrqfle as shown in
-chlorobenzaldehyde 10 g, 7 1 mmol), nmalonic, acid
Figure §A7 a §ubjog nepblepionds peritaresecd(to aveentiaje jusithe maiar gk
regloﬁg{nm “Y\,\\@E bgg g ?ge lteﬂ) og%' 4 8&%2}5% tl{h? g%@beeﬁ Iafegfeﬁ%ﬁngHe
same loy glifvi B paa-processing it mad or obtainoentipl hatking Tépgons. The database

ecipitate scol cted.. filtrati on an ried to
prefe%&b«ﬁ@@éam S HBFIgRS 9 e?ﬁyea?nt fws%]m?ﬁﬁ ﬁ Mg e
verifitddhdh &mp 19er]egz i oL ahff’e?e?lc@sdl?&@eéy tﬁ@ﬁ‘lffe%rﬁ’\éﬁe[ e@ ﬁgwever

m nut e perlo to a 0C solution of portlono
the ngmbwred |eng1esm thd d@mbasz should @oBbawroligeias tavsakeai difﬁ(:qlsta)

en_heat ed at .80
erearf ilab I Sl B HE Sk g 5 SRS & B v el R aame
partidul® foRhdtih HRSIaMDA&Y, mv@dowéw@w%b The residue was
taken up in ethyl acet at e (200 nil). The m xture was
washed (3 x 100 nmL with saturated sodi um bi carbonate,
2 x 200 mL with water, 1 x 100 nL with saturated
sodium chl oride), dried (sidiumsulfate) and
concentrated in vacuo to provi de nethyl
4-chl oroci nnamate. [0259] A portion of the preceding
product (5.0 g, 25.4 mmol) was dissolved in
di chl oronet hane (50 nlL). The solution was protected
fromlight, palladium acetate was added and the
m xture was cooled to -300C. Ethereal diazomethane
(prepared from21. 0 g of N-nethyl-Nnitrosourea) was
added dropmnse to the stlrred n1xture The excess

. o o o oy o -



heteroalicyclic group), and G is H CN5 SCN, N3, NO2,
wombgesns OR9 -C(OCF 3, -C(OR 9, -SR8, -S(OPRT/US2006/043433
S(O 2R8, N(R9)2, tetrazolyl, -NHS(O 2R8, -S(O
Priedocted h
[0049?&4 NRlO II\II(Q%R@B% Dhe ﬁﬁgdatabagé @seéh‘i‘dg( Fs cg:( O:\e}s a
matchii) }oR &)98,8% whish anghmsuthajttw&;89%@§ ﬂmwbpg&mgawhyd

vt of B THREH o L Py gt sion

corres‘pbﬁdefdst)bl ppdck tp e@%)nﬁlﬁ w}ﬁdsl 1%&'&@@%(&1&%’(% frolmahedmabdze S
Alternag@iy GyNim, the S{eondx atghase ¢ wgg) fror@ ﬁhe@gft,(gndw @7)? 093{,(@,6@42({ ¢fjthe
plxels(cgg% Q‘:t (il(g dtthg gul? Ect X ' é%ﬁt@%&l ,&g%] g%/efgnt invention can

insteadhtast tHe HuBbeO6r pm&mb@e Iof whae pﬁmsl ih the( sibfest iepionabatomatch a

unsubstituted heteroalicyclic group) .or a ubstituted
selected imageipdhq databage neipalanlsy P presei Hesvenrlgn fgn 6‘@{4@ Aheopyppber of

plxels&@&%{%@% @Q%g%ﬁgm&%?&d Blfgc:igCRllxeﬂN;Er%?Ed%lack pixels.

Color)¥as€d ﬁiaﬁ:,hmg M y=AIR1 BY NflR@Y 2 In mmmmsm)sm@mhe color images

@&R‘g&‘ I(%‘%?gz’lor Eiﬁ?%o Nf@?%)@ven%% reduce e tal

numbexS loé@)@ﬂ@ cBmpakl db%@ a $iR81 nhm®dex ?gb Sl%drstth’dnem) OHowever,

unsu stltutedaky) - (substit
full-calos ubmhlmgnwdaeaiskcémythy most sLo@hx(sgmt;gi; impleraentaion. The present

nsubstituted heteroal k
invenl i R e it S B GRS Fsba o gotpd SRR bty lner than
1nd1vidﬁ1§l%i§élh tsutlegk Mey BE oaldiia ¥ @kiral AHteukk) confParator. _
s substituted or unsubstjtut ed aryl), whereip L% IS
[OOSQ]N pxmq(g(lgy@tlonwa{lyq\]m 1ze 0 spe r@ymng or

e (5 ik g e e o

deterfinethit thelbedebtad i mwge i&dost lehmghCan}ltlhiddba widex obthagiselected
active netabhol | har maceut i.c
image, c¥ep theyeh o rtmage‘f Hhthﬁa hase bavq |YF‘ybe§885 @P@X could be
closePr odrug thereof. [0008] For any and all of the
enbodi ments (such as, e.g. Formula (E), Formula (E-1)
[0058 dfmthrebthmilme¢Eieldcied fon e databasediksavisemoreenands Exa unique

mdexF%lrcH]é!}{agD ﬁﬁ‘l%e‘f ra]%{:]n c%b?ﬁg Zq%egg{yl,élg{eyéﬁé %t taggse%{]ﬁ% 11¥1§g°‘6 with
that indek x&ﬁ&bﬁkbfwhg tls Obrrasponting icglone d'he eﬁcﬁmaionemhumg to the

group). I'n further or alternative e
illusttrsedonasas picKighied Agprguisomdefsiq-glite 7, flrl o?ﬁ tliQQO g9r9oq§16 P Thus,
on t n l.
once ?T% cg%ss cﬁg @ﬁ%@@& dn%lgpﬁaes tb;%erg B%?xlgg‘r??d glpén nffiht! ﬁ'rﬁ‘cﬁl oftthe
imagp hﬁ%ﬁ@ré’b@ed”&o o8 aairespondigg immlediinthd datapasedt.g, lbm the database
di hydr oi m dazol e, a tetrahP/drofuran di h}/g zol e,
table SNoRSS™ raieageal byhicis imisidyan S posgs! irﬁ%to v such that the
entlréjh@éq gﬁ '150&}385&1"}1 g' l1PR&Rbdr A BROEIn e embodiment, there
yrro I none, rof uranone, a di oxol anone, a
are atnidxdmomhi afi 65&536@0531];:16 moshs rvdm@h ara enmdaéhy@vmbmmﬂmwe ifa
hydr o ot hi

smaller, 86@{’?’?@ pr(gn %& Hlﬁﬁ et r ah I,Rj)sggfﬂ ggﬁe %@/_er 1rgs per

reglofnL{E Lhao 1 f&f th@ ﬁ@s@tlf ¥Rreedtd fé‘gé ﬂ?ﬁﬂtl 824 hdk@ images).
heteroalicyclic group is selected fromthe group

consisting of: [0009] In further or alternative
enbodi nents, R6 is L2-(sbstituted or unsubstituted

al kyl), or L2- (substitutet3or unsubstituted
cycl oal kyl), or L2-(substituted or unsubstituted
aryl), where L2 is a bond, O S, -S(0O2, -CO,
-CH(OH), or substituted or unsubstituted al kyl. [0010]
In further or alternative enbodinents, R7 is
L3-X-L4-G; wherein, L3 is a substituted or
unsubstituted alkyl; X is a bond, O -C(=0),
-CRO(OR9), S, S( =0), -SC=02, -NR9 -NRAC(O, -C(ONR
9, -SC:O)2NR - NROS( O)2 OC(O)NR9 -NROC( O O,

~I 1 R I~ ~RA 1 AR IFSe 72~~7 7~\ R
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I -indol-5-yloxynethyl]-pyrrolidin-Il-yl}-etlianone
wo(feogBw3d 3-5); and(S)-2-[3-tert-buryl sul f anyctius2006/043433
(4-chl oro-benzyl ) - 2- (3- hydr oxy- 2, 2- di et hyl - propyl ) - |

: e ° iy . ol d
10052] A oot RIBNTRePEates EMASIgheS s by e IR 80
supplgmentiitjecerheha@i moiepeaplpisamagesart entaied dnopbssytstean In other
word, S S R S SR B B
for nefLJ\QiQ?a%les bvﬂhé‘!ﬂ%bﬁ? tGSRRAH thePdRade dl“lhlg hRhAs thit e AREAREE

or treating inflfamation in a nmanmal conprising 5
‘decodinigi lookuptableg da npheged fe be upddi¢d/ofisinf ddis e signbfivant advantage

CONMpo rovi de erein.to the.,mamul .in need. [0
over RO mB bR E SuDEDRsHeisGond 35 ! 1BadhS B e i
replichfiiathe REtiRHatibase for RoRBHHE refidfdlotationg adm ni stering a
etapeutlcalu%:effectLve anmount of a conpound

th
[0053pr Simdlardy. eneaithe meuthriegina ahPhatn insstagted theanquih image Ry
=] s O | | .
e 1 SRR SR BFoss P AP DSH R PR ot
than thstrased sié el rioge gggdnﬁrr@)emﬂtip@mﬁbioyeﬁéd gtedll. E//g(ft@mgw ijbteé(procéssing
.conpoun rovide rein, wherein Zis R2 .C(R1
that isgo he&OPﬁéﬁ?r&fP_m montggien it ermpared o akkbe mouthEsgions in the
databBe QY hgﬁﬁi R8Tl el SnAciTBhRRd e LM pid bERLLATH, SRPIbHPIYuth
I seaSe in a mammal conprising adm ni'stering a
region seshape mtarandty imédes baving imhoasit, 66134, toi?Boamid7S. Mouth

. ovided herein to the m i eed. In a further or

imagdf RApR eSO EhoBOR MR gy Buh - EF @aishi <ot RS pprren

to ond & orin@At 4kl themBlithah@EY c6lils 88 86mpited a SHRANTR any more images
conprising adm nistering a therapeutically effective

than agershawn. ofhus, e spliestangitlo vagiuwpidd de ricompresssilhdgwn ¢o the

. [ nCLRi ) 20, the mammal in need. [0023] In

"kagﬁggﬁ%angﬁ%éﬁfSgp%%?ded herein is a nmethod for

[0054 r ettdrrilee pracsks dviepaatddafor gl SLmDet dfMhEertHEsRlthe datitvass forg
adm nistering a therapeutically effective anount, of a

each Qidhpstlrdiediegiangdlehibe dads B be FReoREFHFAd Usihendugdhe indises for

the in%& SPHRINA AR fholiltEed 'b?ﬁ%%req '6‘?% (ﬂ%@ﬂa@ iélQée Wd be
various variables I's contenplated herein. It is

convartedeo Stimdickst bzt fos edrhtdft the idfeeyenthesighs eyet, thtei mone,h¢ tnonthsand

on the c ounds ovi ded herein can sel ect ed .
the nR gl LR 4R5h APy TeCiors PRECSREon s dy T Eo CempetNindex,
they drb8bncafeRael ihe 8ldey spebaiet By Idinfdiaati6R @le@ﬁn%ﬁbﬁﬁé"@%‘sﬁﬁﬂsh
by techniques known'in the art, as well as those set
the sefrigs phpdremefers. thitoesient theameghet peasope dior axamplorgsoumiag that
resent.ed-in, any of., Figut 8,.9, 10, .or.11, or
the ndlE FERIERT pio Al BGPLETE B pumts it bose g mgutn ar
encod@GeRgaABl sitsNn@8L 8 SresPRREK ARCEALHA tHeaktiys Gfatangeters would
met abol i tes, pharmaceutically acceptabl e prodrugs, and

includsthe Aeyiaseasf( 1y 0 Ay pwhere dhasagse apd rouHeindises haygibepn
[ arinhi-hit o F reat
comvARiAARLAE BlaL O Ind ol D 2O R Crolet W other
fieldsoespil¢sented as Rxx:daRlegsepwhichahaychergthebothemiatickd of wisde b,
) ast hma,, chroni c. obstructjve pul mpnary dj.sease,
lmagmffmrgwawﬁ%?f 1549, ?Bﬁ?e 'rf%%F’é‘i"i’nlﬁF‘réﬂenP BE 15 BYDS%,
rhinitis, arthritis, allergy, psoriasis, inflammtory
bowel disease, adult respiratory distress syndrone,
myocardi al infarction, aneurysm stroke, cancer,
endot oxi ¢ shock, proliferative disorders and
i nflammatory conditions. [@026] |In another aspect are
conpounds presented in any of Tables 1, 2, or 3, or
pharmaceutically acceptable salts, pharmaceutically
accept abl e N-oxi des, pharnaceutically active
nmet abol i tes, pharmaceutically acceptabl e prodrugs, and
phar maceutical |l y acceptabl e sol vates thereof, which
ant agoni ze or inhibit FLAP-and nay be used to treat
patients suffering froml eukotriene-dependent
conditions or diseases, including, but not limted to,

o, - I



for treating an inflammatory di sease or condition in

woanoseusnal i n which the activity of at | east eua/UsS2006/043433
| eukotriene protein contributes to the pathol ogy

. S f the disease or Tongjt )
Iﬁddzﬁ%@%anﬁgggﬁﬂ%ﬁﬁg aspect, the |eukotﬁﬁéﬁ§}82?ﬂﬁg§§
protein|is 5-1iroxygenase-activati ng|Reptegém FidltLAP) .
I n another—or further enbodinentof this ;

I i nf I anmgtasy/mpuslerseodinaiiondi t i ons af@ respiratory,

Tardi OVcﬁg&E?ﬁouﬂﬁ%c&ﬁTHa%er artve drsggses. [ 0064] 1n
e a n

any of t ore I oned aspects are further

enbodi ngrRight ¢ye whioohligederi ni stration g enteral,
. parentenal —or both —and wherein (a) lthe effective

£

amount  qfRIKEYE SreoteRts s syst emi cal |y administered to

the gt %‘}Z'-&&or (e t e effectivegmount—of —tie
conpound iS mnistered orally to thé manmal ; and/ or

(c) the |didfieskiyveoadipatet of the conpogand is
intravenously admnistered to the maf |, —and/or (d)

the ef f ddbiBlfeyanesisnt of the conmpound Adni ni st er ed by

rhatat T ggqﬁ&)& (e)y theeffective ZITouTTt of —tte
IS

conpound mni stered by nasal administration; or

O oo 2] N W

and/ or (|{fNosehigdegf f ecti ve anmount of the conpound is

adnmnistlered by iniection-to the mamml:

10 the effddVPyiddeSunt of the conpound |iZs adni ni stered

11 topicalt Y1 (dermat)—to themammat—andiLor—(h)—the
e i

effectiV nmount of the conpound is adm ni stered by

12 opht hal nigotegs ni stration; and/or (i) 2the effective

anmpunt f the conpound is administered rect
mammal . [0065] In any of the aforenentioned aspects

B R L T R

“0%4 06T 834 G390 B #40ITi stiitable for eaomling o bar coklbée.g., an RSS bar
condi tjion(s) selected from{he grqup consisting of .
code) | That alipgam&rw SHaneds thegrsiated | ‘i‘%—taj%ag"ein@ reeqrd coFEsRopdipg to

the c@sdo@, acute severe asthma, chronic asthma, clinica
ast hma, nocturnal asthma, allergen-induced asthng,
[0056s pWhem as erfsintative clstingimuseiseeqicsted tnphovield agstitaa,

I socapni ¢ hyperventil ati.on hi | d- onset . ast.hma
parary O BB op g o RS D R Rt S0t RS SREES onal
correSSInANR, to SREPRSHr dndSkid, Abihg aTbAMBuniQAliosLaRpRALucASsAMBodem
or chronic obstructive pulnonary di sease, or pul nonary

or nefyqrk edete Svehors anr0B08(1009 Ftherast gdamteron §63.41 netiogkh gdapter
ora R R BT S5 TSR M BRI, o

alternatd ArdgfbddiMent (€)xa MlleasSthe infodmativnalaripglouseland thergendrator are
[0066] In any of the aforenentioned aspecis are

one and th samed e BPRBNPS AU PAIRPTHGCladeH conaetHon (8 8p A1disHts

: . 33 ]

conntichy & B bRk U2 AIRUAG BT ok AR e S fPneter

may helin ¢ithet enendrypreceyr eiétypted ier (€ @mbeving been adnypiedoangd
to .the mammal. nultiple %ines over the span of one d

symIpSifig ST TSNS P PG SERPERLEUEITENT SHRUT el es

publiefkey Basf RAE/PROL) Ooned aspects are further enbodi ments
conprising multi'ple admnistrations of the effective
anount of the conpound, including further enbodi nents
in which (i) the conmpound is adnm nistered in a single
dose; (ii) the tinme between multiple adm nistrations
Is every 6 hours; (iii) thesconpound is adm nistered
to the mammal every 8 hours;. In further or
alternative enbodi nents, the nethod conprises a drug
hol i day, wherein the adm nistration of the compound is
tenporarily suspended or the dose of the conpound
being adm nistered is tenporarily reduced; at the
endof the drug holiday, dosing of the conmpound is
resuned. The length of the drug holiday can vary from
2 days to 1 year. [0068] In any of the aforenentioned

. " e




al so be known as a "cycl oal kenyl" group). [0088] The
wot®osne3adskynyl " refers to a type of al kyl growgTius2006/043433
which the first two atons of the al kyl group forma
[0057lr ipk SRR og\tﬁ@ﬁ)eﬂs%alﬁgd g&é&wfﬂén FEQHR, R Wi dliochhe
tons -C -R, ein astot e remai ni ng
receiveofd.g.om sommunhetlcaislayimtbr gebapa mademior matwdnke addpéer{suvh as an

ferent ' in xa es of,,an al kynyl

10/10f1gfih B agerte s 81 | ptdhoiEA0iRleF B Rhpeelorfotobary. e
receive@'iffoffat®fn. t he al kynyl noiety nmay be branched

strai ght chain, or cyclic. [0089] An "amde" is a
[0058¢ héml@aqaswhetetheﬂhesfe@ [gAugrates @m)tmﬁrner@ﬁnahmprtg@dr{e g.a

[ d fr .oy n

tlcketghﬁ nforma%’lf)oaefqilg%t’rma 19 nVﬁxg?he%:’rggerlyecf:a? g}ngn?ﬁ&ng é%g
“%4X69894G@09@9$#4&¢Bi”hﬁtc€5 ba doﬁNQ‘d g.Csuchag d;eﬂotvhﬁmﬂglnrearz Figure

ring carbon) an amno acid or_a

am d
3 or Figyse Pyer n‘brrée@ﬂh@lear@r%#elaawga(e@o dppterEnagk). alythg fase where
I » eby
the reﬁﬁ’ers'i@f eﬁlb(e@rj *ru(s)lglg H“l:%éd%re} qqeéo o@%@fé E’ %{gtl& ng
write)/the htefomammuntdsthdpamnahmﬂ dvexide.p., emlbedhiedamoc&nﬂHHD) The
rocedur.es a %iL ecific rouE tﬁ make such am des are
alphapyragic $tEng AeENa e§9‘?‘1€ﬁe tR¥ Q% and can readily be
[0059;1’o Witelthe pRERRNGE DR WA BSenS Bnt%a v@flﬁ&%lﬁﬂ@e&/\‘éiﬁ at least
rotective G-oups i1h Organic nthesis, 3 Ed., John
the alp#dnawnegic String, th&l@md{mﬂtpwﬁm o1t itendiad ghstq)lger For example, the
ncoy pqr.a rein reference inits entirety.
twket[xﬁ@@%‘f%wpee%q%pﬁ trpglr‘%t or "aryl" refers to an
[00608T GfEHould 16 fi6d i &b pb@@naarzed g@siine@d Aof b ygrohidvd fgthe
conj ugat ed ﬁ el ectron system and i ncludes both
customgr gy timed %lrryrsaf(t@ngs corgpleted| foawnm!ﬁ dn g gmppdimgpiyhere
the pfgr%nal'ggcf §c§0 %Xﬂ le&fomé]ﬁ%l?e? AR g&t;ﬂ?lt i5 Shld 94104 1&aﬂa g.mtll the
pyrldlne . e Ferm| nel udes nocyclic or fuse
custopet yloacks lrc(e{gi.,.aea kiask ngiag hiv/ieh ceda rC&rdadAadxerthan@ﬁ dheclorﬁl the

carbon ato oups. The term "carbocyclic" refers to

good g Wﬁ‘&%‘gwo‘&‘&ﬁ@ 19 e CBHeMBr nore covalently

[006 1@ Qﬁ/ﬁé’n {eRYstSmbr&tied S 1o lﬂﬂf%e b erdolili_H ¥BBd, fa%ﬁ@h‘i‘rg: rellfer
ackbone of the ring are all carbon atoms. The term

(e.g., tsmjsasoh lsarrcn@mmhm magrmt.lc ytripr reader,ovatérotack maslcﬂ arenRHEIgs

reader) hc a n?r rﬁ Rack b"e” #%ﬂrns A kS Rhp g & gm

\m Hgia§ IR AR ?‘FSH& g8 AR IPRIRTS BB RG

embe@fed i tAgp&sbramgded sRfdeNS tHeade @hﬁ@bf@h 16 Qlﬁtfi/eb@k\t\@ﬂer fens
atons, or two noieties when the atonsﬁt0|ned

back ﬁmﬁér)l&meménnsﬁrmer(ea Fo4BEF PHGGEP39% e ) du bgherrlylé@rlfr@ted
or en&%r&gt%ﬁ]g?ﬁl Iglytg k)%?[ﬂg et{é)?ig Qr%&nﬁ%ﬁ%l ggllé‘?sucﬁ' p[apag?e:ﬂrs the

readep teyiGl¢cddes tliearﬂfdi‘ﬂlhtlérhﬂito rowdriius pamﬁepre@aﬁimgnhﬁvailous
hydr ogen, and may be saturated i al I$% unsat ur at ed,

reglOBf‘r Far] qumaws&rearaalréaonve%i%é?(ﬂjﬁ 4&%@%9 el Liddtyr oups
xxx}aﬂ)\'i'lﬁg){)fggo Eh(?thteﬂ réds maf ﬁ{éfg ; I'g%rjtb Ysidudtd @nseﬁ(rﬂ:mn?gsoml

groups 1 nc omnn noi eti es:
(hex)[=€)UD€t]eciﬁlm&) foe thra foss st 07 (detiarad) foothe nodedmi. cal noi ety

t f t
10063, ridp it Aifedping o indie o ey pad s o gy pebior
the 1n(1£§%@ d6HcdpBhAHE b e ldeREnbRA Waesarrﬁeéaeﬁﬁg@%aw@kh@ from a

bonded through a ring carbon). Any hydroxy, or
carboxyl side chain on the conpounds descri bed herein
can be esterified. The procedures and specific groups
to make such esters are knpgn to those of skill in the
art and can readily be found in reference sources such
as Greene and Wits, Protective Goups in Organic
Synthesis, 3rd Ed., John Wley & Sons, New York, NY,
1999, which is incorporated herein by reference inits
entirety .The term"halo" or, alternatively, "hal ogen"
nmeans quoro, chl or o, bronD or iodo. [0095] The terns
“hal oal kyl," "hal oal kenyl ," ™"hal oal kynyl " and
"haloalkoxy |nclude aIkyI aIkenyI, aIkynyI and

o " o, o o s



swel ling {tunor, from excessive inflow or restricted
woaebgeaavesof fluid), and | oss of function (funadmus2006/043433
| aesa, which nmay be partial or conplete, tenporary or

databalgg h%@gg ﬂhagg rle@it)h ?ﬁ@gtmﬁ @Blet gégf Sa H@é&fal;lé’ A Bo@Adable, a hair

Imt In arrmatlonthat IS
table, 6409 od maytreacaf frdnhea p‘emldthswgageabmce or fitthsesiev sing a known

atrophic, catarr chr oni tic, diffu .
naming e EARHRAESH] CaiobR e F1 Bpesi il fishiestisrytigttion or
“\nosedT0BTH @ 9 H&adBMﬁﬁf R3t8831) C ThE YeREEL thewhicEnstructs an image

Interstit , hetastatic, 'necrotic, obliterative,

havm@ﬁledﬂ@hqsswtf dusntepdeaisctus@mep bpalacingeach paretspersting Enage in its
do (Wole]

oG35 TR IR SHE B PGB b 1 on
[0063§ OXi the chiRWREE ki, re@ﬂf&haﬁbﬁ @fchidey thore fhah Bx&trﬂﬁtsemcys of

di sorders further include, wthout bein imte
parantetess sheadispley plag pravidep Flas:o\ffrhﬁegg epr§0wbwgrtbeeﬁ*4detﬂ<§w
1nfoma)a§{g£1 Ly lheléil L trllcse?, tétg O'THE §ea(1%r Jalﬂrthéﬂ (ﬁspl%';e Métlﬁﬁlagé (ARd
addltlgﬁ’eﬂﬁlﬁ@trﬁﬁtﬁﬁi) It(ﬂﬁhle vetifyig Iﬁer@lrmela(s e, tbcketﬂig agent or securlty guard)

Sttt B LGS B GRUES USHRR ©

tion, Kasper DL, et al,
perso@fz?ggg%d %E%%\%\%ﬁlf?ﬁéypub |fsher s]. 580128] The term
a

[0064)i 1ih ﬂfeﬂtasds whérealytsmfdmﬁom hdbs thoreadatidoes angrcontain the series

char ac ed b ower .abd al .di scont
of pargiFtest g ot apesif REME rRh PR bkl E e
mforrﬂ%rpﬁb@ﬂl:r @@618/" JTathd ViSisal uifGIfn%tfth@ be L1584 t0 Verifyr @igtGIED. For
tunors [ Bouchel'ouche K et al., "The cysteinyl

exampleythetreddeesdnds thegetst ivformationtoribe li‘rf@maé!OBIPé%‘tld?r&“d ferRuests

T e e
paranfigtéts #q¥ied to generBed likeatesd dre rétafned and ceceivkéby ke énfatphagion

to be produced in a patjent resul.t. from
recelwm§ﬁqgkwéﬁ%a¢ aw st BAIENES Sl ine BRTsoanel for

f QRhizedlebBd, LTCA,
com %%ép Wltﬁ% 25%|'n ?’e‘ﬁggéﬁﬁlﬁécyt ezel nf | ammat ory
[006ﬂr dWﬁhile c(nMiﬁ‘id@) subjemt Egioemtk ientri@s {1l tlhe dptabasat it ks dsskpassible to
|nterleuk|n 13,

utilizg R ARERGRTS AP 1 pasatise (RO i Doiest impeg) i lgring

the 140G rOfe T@%é%%fltﬁe WtiGAMf tl&cﬁnlégé EFérAMhple, since an image may
myel oper oxi dase eosi nophi | peroxi dase EPO) ,

only hadffgefawrmkels wrtha mﬁathemﬁemn in¥ention maychvigele” either the subject

ook 3 L SH5H B B 000001 G38 BB R LB o A

up or doVH§QhA r&REt the LRIR G HBH ivadliaths imags musehd (Weriedescribed below,
refers to nol ecul es able to be produced, |n@? ? tient
the impggs doenpt hasaup et pigaledl ersfap sings B e fipns gf 157 or more

appe!dregé(é\tx reI v%mﬁlesd‘i{%(%g EW faLfPE['eJcﬁ%m Y nl%%plegySMﬂYarf?f a

systdnﬁ&ki@bﬁﬁh@ﬂﬁﬁe pfmm ¢1)Meﬂt1d)mﬁ1la§lmmﬂeah9/mmgelshghﬂ}( Npdhvisedr,
i nterl eukin-8 - |nterl

counaclackBif: FASNTTDE BOmBansin BLHOHEn Bk Hitiops iy the eve

(whilbf ﬁntag sBerh Wlalr er vﬁﬁéﬁgﬂg % {h@tcE)ﬁ‘i‘foﬁ{ebLHa@é ad&thresd effect.
nol ecul e sol ubl e , myel oper oxi dase (MPO),
eosi nophi | peroxi dase (EPC» and general inflamation
nol ecul es such as interleuMn-6 (H6), C-reactive
protein (CRP), and serum anyloid A protein (SAA).
[00131] The term "l eukotri ene-dependent”, as used
herein, refers to conditions or disorders that would
not occur, or would not occur to the sane extent, in
t he absence of one or nore | eukotrienes. [00132] The
term"| eukotriene-nedi ated", as used herein, refers to
refers to conditions or disorders that m ght occur in
t he absence of |eukotrienes but can occur in the
presence of ~one or nore Ieukotrlenes [00133] The term



uncharacterized transporter and may activate other
wocmbd/es3iaar the cell it was made in, via high afdrius2bo6/043433
bi nding to one of two G protein-coupled receptors
l i 1eflaf e shape
S PR B g bICA At e o
of a repfuivmey bd uged fbrl: ﬁiétchmgtrhnéelaidmm ﬁmh\odua(j; pgdelst a’ftvylexample the

transpepti dase a d conv ﬂﬁto LTF
present fveaHPR BRY SFargh Ta YPPEA %Fc on

when %&Jrélﬁﬁ% Fotel rMatEﬁf §1H1Pagl fhe %ﬁaﬂehﬁ 0% Ye%hdﬂé' sdcﬁ WK eHel shepest

or previously as sIOM/reactlng substance of
the headaqahnybe ailizgd SR@dAyonalegloog/mlm rnytlchdde ukot ri enes

oosef 3 KGR0 SRShmS obisePigh LSty DR ROl B,
cente%h& fdRatén @/tﬁue?gﬁms@is\leﬂ FOLERRE, sumre&wfoqjeaple In[hytH?beh

human ai rway eosi nophil s, neutrophll , _macrophages,

have thadeft ausl 1ight egeq gfripdieesykleandHdrospestiv lyniiess woeapledpmiclook
vry G RSATTRES e B ey A Ao TALY 0 bl

least dlﬁlaﬂw\%ﬂwadrf tha ¥y &i ancialditional mﬁa&hageﬁay maed tto be thded
t he human pul nonary, vasculature Fi guer og et al
in themgpesol Raragyeters: hrpigicadpat apperysfhat o1 dnhpap identical on
Bin[190108 b1 8
oo s e B 0 s L Al o e,
positidetait lat gmateheariantesrmovenent bedaw. sgems twbeBusbeger@leh51dered a

. Exp, | er 26: 868-79, .1996:; Chest p.
likenesp. Irpolersuasds, g deriiiak fagqsbat rfqb ohe Jvigg eYﬁﬁé’% 5@*}’ wider
apart n tﬁé&h@%neaﬁ%s aﬂﬂebﬁi@%&hé‘sa@ﬁe fibe., Ifdhe &fek Reere 15% wider

nvest 170, 1950; Davidson et al., Ann.

apart,Rhenuthey Bppﬁar toruze m fao@v are of 983 SeRatate PPnih eTslkBWEQUE a facial

marked infla respon e
part (P S PRt VEIraHEesse atRaey Cpe od \ihid 5 SRBEE be
the sdnfe. FIQoMELcr NWREOhE BiSt Sarlatia)_n\llé‘llﬁ’}’& bignek ot smalleeshérathe fzhzesen

detected in psoriatic, |esions %Kragballe et al. {g
appeapglififerent  Thuy, witlsa suffisient nupley of prrameisTs being exagpidand

f 0 beflat higiRl i%@ﬁt fi
encoqed LR LS haAIRARSET o AU, DR AEHARFRL G BIRY Rbhifis
the p@asormary change is an increase in vascular di aneter,

mhlch results in i ncrease i,n Io od, fl.ow

1006 e MBrepE i e HE PGB T SR PP P BB S 4 Pameters

otherftﬁmﬁé inQlked BF ihQ %g{@ﬁs%bﬁ Mia@ﬁdcﬁ’dl&ﬁ@pﬁ)lsﬁz\é’l infsaftibakd provided.
on e surfaces of snmal bl ood vessels. The second

For emapkg,euslsg oy afewibitatthe nolcf ofethel ey hedni gl ineludgdsalpngnivithy the

bl ood t dh
e S e
for tHaPSHpBRELRN THe ﬂ&w%&ﬁmﬁélmu w@pre@auecewnadhbs using a
nol ecul es” al | ows | eukocytes to _attach t

colore:mumrhwrth ahacbmihawlgnaprewuhmtt ﬁemiqugstbé&lelgat p the sugomer
knomm [
(e.g., i nches)ym 1%}(1{ t b Te %r&t?&'tgﬁ(@éﬁg Br gﬂ@ﬁgﬁgyﬁggcta?\@g%ggts% iR¥%
vmyamanapm@@eann@nce i nfl ammati on has begun, the first
cells attracted, to the S|tg of_ i nfecti.on are(aﬁ era%h&ld
[0068)e uThoghove discyssian ofdavisign bitedadsy neorpieys BT criorine
SRRS xhﬁh le, it ma
elthepgi' E&Bs{s}%g%jgy s%%,‘k{}g?m nﬁ%?f%ﬁ&ng?ﬁgé}p eukocl;(%ﬂebs g uch g
as eosi nophils and | ynphocytes al so enter the infected
site. The third major change in the | ocal bl ood
vessel s is an increase in ygscular perneability.
I nstead of being tightly joined together, the
endothelial cells lining the blood vessel walls becone
separated, leading to exit of fluid and proteins from
the blood and their | ocal accunmulation in the tissue.
(See Janeway, et al., Imrunobiology: the i Mmune system
in health and di sease, 5th ed., Garland Publi shing,
New Yor k, 2001) [00167]- LTB4produces-rel atively weak
contractlons of |solated trachea and Iung parenchyna

o oy g,




Zis selected SOMN(RL), S(O1n , CR1=CR1l, -C -,
woob¥mBR2) J n, [C(R2) 1nC(R )20 OC(RQ2[ C( R)CI/UB2006/043433
[C(R2)J nC(RRS(O)n , S(O1InC(RR[C(R2)J n, [C(R2)J

oo HEER MG o LG B o
the fae QB ARRdpointIHeOYRNHR GRe dmdmiuth. NIRAGHVEY, NR@e locations like the
Q) O., S(O 2NR2 -NR2S( O 2-, wherein. R1.
center TKID GHBERUTY 1 Tesp AeBROIa b S TLSTATT TEHGE b el e
idemig%% Alkloc /RS draR 1Rk ey Bdyserforied 6%ib&ﬂpr"<‘5§bﬂnﬁhﬁi&a}2‘y by

orma carbonyl (=0); and each R2 is independently
examiBH)g @ldy, vaGEdonsgn thermexph iregier. | I issvely eornmpn that dweegignky |

and two R2.0n the sane garhbon Loin. forma
betwe@%ﬂl?o‘?ﬂ?f: a?‘égs’% Vaiep Botea ygfoﬁfh%gécljﬁglﬁ n ilttéalf'n dependent | y
[0069P. Id addBtio®Fwhile the atbve @(S@)dﬁfdﬁ(ﬁ@b@d@%ﬁiven Wit APETE Edain
-C NR NR , - CON

_ RO, - OO NRAC RS)Q%Rt (R4):., -L
segregasighs of the fecialdmaga Sthss facia) sesgegations BaY be pessitle.gFepgypmple,

. -, Li- = - - =

emagpb A R e D T B o

than t& totfite] the kereartlineyf thecfagy. ditmaly s e pobdibit eal redwbethe L1
is.a bond,  a,  substi ¥ted )., unsubstjtuted al gl,

complexiiy of thircalulption Ry atdipg addienal cRsipnts b oo

Alterﬁa{tivgw HRS @El%gte@t)yﬂ{%reselﬁt_ BVER{ontnyashthally have glasses

unsubstituted heteroalicyclic group, "a substituted or
superimsasbd bv¢rubertshaftthe faaia) image iSddssred.t Howdvesr since the procedure

. unsubstituted_ cycl.oal kyl, a substituted or .

is conffiSRigee ¢ B B raso R WRHaT g Pisfention may be

deembieteplableth @flch & Sop@l k@M thofac@ substituted or
unsubstituted heteroal kynyl; where 'each substituent

[0070]s A< direyssedaberaispme ampunicofipsenrersapestnan bp ytilizrdtetredpce

from.a bond, -0-. - =0) - - . ~.S(=0) - = -
the iRy SO pyrafiquon Segieky ggabiect g gt e e
databad¥-X AHown in BHURsBA to SEIG( ©)pdtible Tt @ith an @BHE) image
. Cl-C6 al kyl, C2-C6 al kenyl, -Cl1-C fl uoroa ﬁgl, .
(Figure$ A} th apiply @ filfer to 6906%1%%%%\??@%% €eRRY uJ,E, uppgeof Eiguee
hScy R ’ i i c {LOSHOP
85 whg e RUEASRE R Sk P SIaRAE Tk EPabhildhfe MTRTAdobcNTRO
familgye pamlukty] SimiGirkyCehefimage ofFigyte, 8thwheereated bising the same filter,

oot RS i LSS b Dbl GE RO s
after gsﬁé@g% redédd the edg%idm%ﬁé&ﬁé ¥t the @andiGdrefe@rinky As daRassed

I's”independently sel ected fromsubstituted or
aboveiribel e praprodessingaeedindtybe appligskipicaeh wgiogy For example, for

unsubstitut ed | ower. cycl . . ; .
nose G G AR LAY b DR PRRRY g ARl
of 8BIMBRS the ndteshd mvkh repidasl wousdibs taptueédt different times and

unsubstituted | ower cycloal kyl, phenyl or benzyl; or
analyzad agingy stripslyaioesydtekiPn$ orma 5-, 6-, 7-, or

e 0 | ’ . . .
1007, BRRRRH P Ao Bh QU el peRipal T R RBR TR I s ymall
the prdseng;inWRnition lan but{lssed s inhty epplivatienssylese the wtassmisbionof a full
. L2-(substitute .unsubstituted cycl gal k
imagE 5 £ RGP OF AP B TGN e I BUORIEe i Dok of such
envitlogfn% H4RSekd MESHPRte UNSINRAY bdib&ERiEMLInORLK 8R0d)ng a picture in a

L2- (substituted or unsubstituted heteroalicyclic

group), L2-(substituted or unsubstituted heteroaryl),

or L2-(substituted or unsubstituted aryl), where L2 is

a bond, O S, -3S(=0, -S(0Q92, (O -CH O,

-(substituted or unsubstituted QC 6 al kyl), or

-(substituted or unsubstituted C2-C alkenyl); R7 is

L3-X-L4-G, wherein, L3 is a bond, substituted or

unsubstituted al kyl, substituted or unsubstituted

cycl oal kyl, substituted or unsubstituted al kenyl,
substituted or unsubstituted al kynyl, substituted or
unsubstituted aryl, substituted or unsubstituted

het eroaryl, substituted or unsubstituted

o, o

~T  ~\ Py S e—



C(O)ONR 9C(OR IO N(R9) 2, -CX2R9, -C(OR9, -CON(R9) 2,
WO B6806316S3(O R 8, or -S(0O 2R8; each R8 is i ndegandodeons433
sel ected from substituted or unsubstituted | owner
bar coﬁkI |§Xéhi assblﬁ dkte’c“@ﬁilepé a‘ﬁ%&% ﬁ&lh@léjt(?)dthle %fdu?@’&ﬂ é?ﬁh{fdﬂze or
enzyl ; eac i's 1 ndependent |y sel ected
purchisecmddrl or salbstelcelpt iach gmallshepivdiere tht emnpmemzaamapamty is
ted or unsubst i.tuted | o cl cal k
imited g8 Ao it g b el B gEHBpB s B R 0
chara&evs o@ﬁnfgnﬁ'ﬁfﬂﬁe(ﬁ @hé"ﬁ?&frﬁﬁb’& bh 5 b[lildﬁﬁ mgﬁ’sfs whighd hel igan
together forma - ered heterocyclic

RFID rchipgwhioll rreahtrbemdtq@m 196% p@n@técrs DQH@@M@@@@M? p baigqde on a

wnstbﬁéé) &{hgczs iﬁ% Q%anﬁl\p_glt_? ggaalr?ascéers %!\IR[QS)W&RF&%M %eréscrq%on

bottle'vlﬁlﬁc}( ﬁHQﬁtbeGtcﬁ&aaérsunSUbSt i tuted Q C 6 aI kyI )
substituted or unsubstituted C2-

[0072] | ét is glsp popsible seuidlize fhe ispchingsafdbe Pféff‘é‘f‘ BE{PWC)H togyovide

1dent1g Rat Ooshuc%%s E&gh%l? n%%h'trb%qg%; 5§ Ht}t\ﬁ% %( a)conﬁﬁé%g ') %"d&@s IS a

sportin@ey &t I(\Ii'd,ch alNHE(@Ympids)jahOE N driver’s JiCéSpend tRe like. In
L7-L10-G6 0, N\Iﬁmr ein L7 i S
a

embodigrgugsy gic 0se (g(@jly € @e@s?ﬂﬁp to prg@})otﬁ(astmsctoﬁwléqu%?ue
and a3 RRE bﬁt“éo%g & \Ce&?}’lﬁ% kel 1)1f0r195t1&§6}p§1% '1déﬁhﬁ€|at% card. The

unsubsti t ut ed kenyl); LIiO is a
inforrhatidstoibeves fed may bs (bisthe text etithe Ildcytlfls:at(og @bgit (etgutnetheor

. unsubst te ted T .

denififaeeTe vBtercyaIBR gy T obb R 4B gpnviication, or (3

both UNaKPEL)! Mdreshdnahe aiFesatt fortioﬁsl Bftht infogeatidn to be verified may
unsubsti t ut ed aryl ), or (substituted or unsubstltut ed

be stared wyaither hy shme bgrrqsagls)or ingdjffersgt bay cpdesciVhesmultigle bagepdes

are utqg(e%gt% agrq%te Q%pﬁé::fz:% Fc}lﬁi&%%g g% Qh@otelg%@ é'fcgh%ther
and tl%y(rﬁ@Q be pmxﬁé@d\ﬂlﬁééﬂ@ diz&8Bion oS FRNHCYE)RoBSs. -

N(R9) 2, -L5-(supstituted. or unsubstituted

[0073:;1| klwa} leastLosle sushembadiman. bot a%’gméﬁr« f‘f?PBg"%oRéPﬁS?‘l may
1nclu<%fgp1f ' ol Wi cle SR DS ak Uh 8He 518 8PRBM chde BF arrother
|tut ed or unsubstituted aryl), wherein L5 is

formatNH@@G))lﬁ sid@HB(IPedi-r, it MEZLE)PBferablo®d @if-: portippof @)least one

bar code e b Do maC St QLY HEEEppgto ShhLeal wie

a nevk hiS! dditRAalOntildbERsfeiting n@d s 6k e n@ R lls6 B Iplaced into the
(substituted or unsubstituted aryl), (substituted or

identifivgtitys cards;sach ¢se110é¢g§ams oyeseTmarigy 8i9p) or a (substit ut ed

0074 ,\}&%ﬁ“g’t R %@@%ﬁh@ﬁw@%ﬁl %&%ﬁ%@z@la&l&s from

a datatfas&iNHoGd) b&dﬁbrecraﬁd:t@)tt BN A Rinlteabe oblamay Zrom multlple
N(RO) (O R 9, - C(=NR 10) N(R9) 2, - NROC(=NR 10) N( R9) 2
databamgeemcr@czb?wemsez Also eﬂormganamﬁm RIy R Royes, as sepdeyRiles

rrer IS ARNFER 10RO, oot Refhum BB by - S%

“\nose\IOUDSpg’ ’trﬂi}ecbrr:dskgﬂd)tp thd fmagsubSKigtnes 84 apd 7B and could be
nsubsti t.ut ed al kenyl ubsti t ut ed

t w - .
storeg| 98 gjesd! il %Va%?rear%a%%wef SL@ R LU S Whosgmame s
prepé%ﬂ%&'p@fh'etb‘é%l%ﬂl R OMeMante. - LS5- (substituted or
unsubstitu eteroalicyclic group),
or-L5-(substituted or unsubstituted aryl), wherein L5
is -NH -NHC(O O -NHC(ONH, -0OC(O O, -0OC(O NH,
'NHC(O)’ 'C(O)NH’ 'C(O)O, 20 -(II(O), R12 is |—8'|—9'R|3a
wherein L8 is a bond, (substituted or unsubstituted
C-C5 alkyl), or (substituted or unsubstituted C2-C4
al kenyl); L9 is a bond, O S, -S(K)), S(O 2, NH
A0, -NH(OQO -OC(QNH -NAC(OQNH, -OX(O G,
-NH§ O -, -C(CONH, -C(OO, or -OC(O-; RL3, is H,
(substituted or unsubstituted Cl-C6 al kyl),
(substituted or unsubstituted C3-C6 cycl oal kyl),
(substituted or unsubstituted aryl), (substituted or



unsubstituted heteroalicyclic group) or a (substituted
wotoogiessudast i tut ed heteroaryl) and G7 is H, tetrcaamyie/ 043433
-NHS(=0) 2R8, S(=O 2N(R9)2, OH -OR8, -C(O CF 3,
0075F( @hyh@‘iﬁﬁgotaﬁ&’ 1n'tl§( ﬁ@ab& F@\Fﬁrygacc@f\élm MR8 dloseness of the
R 10) N( NROC(=NR 10) N(R
matchg)x@t is nMd@ edCl;m NCRI(Q’) an som@(c@gemahgb(dﬂgmequwwl% may be

obtameg&g)ng§§?rgg)rﬁ 10%& an9% @ff% eglli)g ng)lga%%he{ %Rtlgr)sza

largerUit®ibes flal bk @de RUK YA drder loFaciligdmbiching ehtéory-specific images
unsubstituted al kenyl), - L5-(substituted or

may alseshebssed ifithatdmpenves @ar%mg) For example, ardptabass og Cgpcasians
versu uﬁ%‘s gl§ %é {) %ggn{fﬁ% ?/éc%}g chmlg%s %)Q%a'lltﬂﬁmr Bf bits.
[007645F(@mé)9@h¢m§ ﬁdln@erﬂﬂﬁaﬂmi oﬁthﬁ ptdsm[ jrventiodhar £handheldi s

scanmqgmtg(vg’;' Igll?élgs% Wk%&%&@wﬂ&a@d&maﬂeé %ﬁqure 9, the

t
vrinf USSR TGSt e oG ablthn o s
From alod sevies nﬁpaahmbuetser;:acbfromohwbﬁr@pde)(or ptteevadosing acghd gustomer

AT ST e
case cﬁ@%g CHERhat e{léiﬁ&ﬁod’e% otleor Safofr@4tival the (EanneF8aBlel ta velfyl the

and Formula (Ell)), substituents can be selected from
name a(mmtgexfmﬁmnau@u ipodhe tigket picthe pametmey Aspyradd Yeapprecdgted by

one of KR il BT, SRR} o sy R HaHaERs ©f

scann@t that Rateve npdifditoentd (and pehiallg doalpt) ydar codgr(otipthers

sel ected fromthe group consistjng.of a guinolizine, a
informptén FRETICTAIP PErSPRFS R PAEMRSFTD ABIdPR 1er PS¢ iOBFNFALe &

r [
comnl S AN SR S AEFERE s B SapR e
adaptar @i glyajwrred(alzwireipssamnnmmeaumps adapter mpti¢sdiibed heaein) for
razol i dine, a di rothlo henon
commPRiGH PRI iSRS SPRAH TP Ea BB L et OmS A demifie iip @
serlesdéf(}j&?irﬁa&@ﬁ a thiazolidine, a piperidinone, a
t etrahydronaphyridi ne, a tetrahydroquinoline,

[0077t]etT}wrgomp@slltﬁ opigenel thgprqsm;@m\fengon gan also be utlhzed as part of a

t et.r ahydr ogu ohne epa r

“polif AT T aseitBat hets ot ARERAT S Gier ol S GF B orgerol

throu?ﬁ kiRciRded SRR f/ihﬁ)l@ r@tiPnsaByifg it feigatofa ko9 of a bﬂrson that
urther or alternative embodinents, R6 is

he/shg hag saeBsWihew thechseiris saistisd that theagsuliing qomposite jmage is
I B R PSR RO i o ssem o

then sxardh, a @Atat@se foBpEYHe wnﬁ(tﬁé serieCbil fmetors thallwbﬂ)debthadmge (or
unsubstituted al kyl ther or .alternati ¥

at leagi R B AR ey 8 BIEAauReh BF B ameigis in GO on vt the

“skeéh@h@geﬁéh?d or unsubstituted alkyl; X is a bond, O

CRO(OR9), S, -S(=0, -5 O)2 - NR9, NR9C(O)
OO78]C( mlhlﬁnga da@bas@)of 2RO r@gmmmb@ tie dala(ga}@qumbed above, it is

possxﬁgﬁg%e&};%magggg? g‘%e%ans%&lwﬁﬁ%ﬁon)ﬁg RHI?LQ}S: it would be

possibfel o R alOdHaractedd fbr ledmb $ wherd SR HAFacerSate Spédi fiddelely tEIference to
unsubstituted al kyl. [00197] In further or alternative

enbodi ments, GL is tetrazolyl, -NHS(O 2R8 S(O
2N(R9) 2, -OR9, - C(=0O CF 3, -C(O)NHS(O) 2R8,
-S(=0O)2NHC(O R 9, CN, N(R 2R, -N(RO)C(OR 9, -C(=NR
10)N(R 9)2, - NROC(=NR 10)N(R9)2, -NROC(=CR10)N(R 9) 2,
-C(O NR 9C(=NR10)N(R9) 2, -C(O NR 9C(=CR 10) N(R 9) 2,
CX2R9, -C(OR9, -CON(R9)2, -SR8, -S(OR 8, -S(O 2R8,
or G is WG, where Wis a substituted or
unsubstituted heteroalicyclic group or substituted or
unsubstituted heteroaryl and G5 is tetrazolyl,

NHS(O 2R8, S(O 2N(R9)2, OH, -OR8, -C(OCF 3,
C(O)NHS(O) 2R8, S(O) 2NHC(O R 9, CN, N(R 9) 2,
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ring having 0-3 ring heteroatons selected from
wOonobg/eged3, oxygen, or sul fur, wherein each PCT/US2006/043433
substitutable ring carbon of said fused ring formed by
iaRRgions Bf | e 4 ddulth Bl ealld B PeRer
the valigyAlffegiont BB UGRBRGE T, RN S B2 g
the lodldzﬁglfheltcrf&ganctersfmgamds ring formed by R2 and R2' |s
i ndependent!|y substituted b . each R3 %
[0079] nggnb\éaﬁg/emqry otiggr enﬁléq)lgnent&%ere acf‘(o.n@ rg_eeﬁa%gea eness of a
f%é‘c% obl&at dqglk nehdadst llkesl(ll@)( P%Edr,oom RSuch
persoqﬁ%% SR 72, SO 2\ %7)2 “00( =O) R N?;R
characdrECR, could a(lR) 7 G chrccommlltqr hmtare’j) coulld(aszozl)eme(@nal)@d to

- C= RA2 . -C=N - N /
look k5 &pRIR 970 o ey e ievl b s Pk Eyreiidbip B
databas@ Mtﬁaﬁcﬁeﬁﬁgglgﬁ!ﬁﬁ vadio&Epdiitadnls Bhedacl oOthe iiliced sGih that the

g ring, ‘a heteroaryl ring having 5-10 ring atons,
face car aammaéﬂdocyclyl ring having 4-10 ring atons, the

[0080Ee§3§§egu§frz ghe acr)no 'ﬁ%firn d&%ﬁ% 01#]1 ’hor e:ﬁgraewaﬁ/&d]ﬂ@dsxté pfc‘tlﬂg is sosm small,

the prédeat ﬂllvblﬁﬁbﬁltm@y @E@b@nﬁﬁ@o%ﬂhn& variogs b@nmgnmpthmmal‘ﬁallldey, e. g.,
substituted b R4 is

PDA, celbphesesiang caf iﬂsé{) ttqugé dincsacly 0%@%%@#85“““‘%& Feseipt ofgfhe
series'ozg%%ﬁ%te\[ {V%ul'd% E&% ¢ e con%ﬁhmcact%%fevrce ‘td\'ﬁl%}%%@?e pieture of the

incomify EARCOOYhe 1ntbi(d§63@@\l(eR06ﬂ}e call NTR@J g@@dﬂ(oﬁtl&]commumcatlon

devics pYikd oD Eemindig pSVIAPTsOB ks SEEFIN _e%rggn ELERH

persofid-. C(R6 2N(R 6)- , - C(R6J2N(R 6JC(O) -C (R 6J2N (R
S)C (O O-, C(RBI=NN(R)-, -C(RBI=N
[008 1] C(TIRS S2gsRe PR(aRIclers calqlﬂsbgmrﬁnatt@mra(w@yr of it

env1ro%$1§% 2@'%? 6}]1 ﬁéRS‘] ISVX {e§td(1%%é 1}3@6’3@ dtkesMS or

Instamt (&8I, Bu@ﬂth,at ﬁl@@amcr&@%-can sexﬂ(dﬁﬂ&é@ﬁ(e(ﬁie serles of

- C(R6J2 ONR6J-, -C(R5 2 R 6) %{
parangiqrg & that othq ]pggge{m(tﬂgajx see ) lgmmtléy are interac ing. In the case
of e- rg% ﬁ%%&g&%@?gtersocp%@%g AngaS\} §§§’§§ﬁ)a§§of anétd address

itself] o*rdiepeﬂdéaﬂchywhy'mdmgad\/lﬁleamesenget onal | y substituted

| .
0 L 8- S08 EbyheBe ondBce
mech@hiSfs [ ich 9§ Hﬁs@%s?@érﬂé’ n@§1h¥ wakpshiks bt @ 1fkeSa BEIHRRS €4Hd or

eterocyclyl or heteroaryl ring; and each R7 is
lettericouldermeodddywitly the sories afparameiqys bushahatys recipient eaudbe

t R7
i PR SRl BN AT Al P
sericPO paAiadtbs oIl dnbbRd t6 c&d@ﬁh@écﬁﬁbd%ﬁé picagycodfithe principals

het'eroaryl ring; each R3 |s hal ogen, -CN, or - NO2;
of theegrhpaRy. is -R, -halo, - C(=O R,

[0083 %WW%&&f%aBb%g @fﬁ%&:@ on SB%IQ)&(U%%SCS devices,

such aleRidhéﬁ@énnerd\J(rﬁ' e)@@%n(c@hécl@lut feigstdrs )out thity Riay)algorde ) 2

N(R ") 2, R <
lmplijS@}ZNt o ag@eralmu(msi Ce@ﬁef (e ade CW%%%C}’ EN(“@O& {PSP),
memgép ah $hfBrrita tﬁ%’@ﬁf& dedaet Ghe fdﬁ%ttbﬁn Etbfh%e GEdH a%'d"ﬂkrkﬁlvlas ZJ(ape

het er oat ons sel ected from O, , and S ; each

is optionally substituted with O 3 occurrences of J ;
each J is independently -halo, -OR oxo, G _ s
aliphatic, -CO2R, -COCOR 280CH 2COR, -NO2, -CN,
-S(OR -S(0O 2R, -SR, -N(R 4)2, -CON(R 7 2, -SO2N(R
72, -OC(=OR -NR7)COR -N(R7JCO2 (C1S
aliphatic), -N (RN (R 4)2, =NN(R )2, =N-OR, -N (R
7)CON (R 7)2, -N(R7)S@2N(R 7)2, -N(R4)SO2R , or -0OC
(=O N (R 7)2; or 2 J groups, on the sane atom or on
different atons, together with the aton(s) to which
they are bound, forma 3-8 nenbered saturated,

partl ally sat ur at ed or unsaturat ed r| ng haV| ng 0-2

o, e o o

o ' ~a A



or haloC _ 4aliphatic; or, two R, together with the
woed0081{s3)63t 0 Whi ch they are attached, form =0, POUT/US2006/043433
optionally substituted 3 - 6 nenber ed car bocyclyl, or
i EAGkhge) A nRmpldsnd ihlcBfplrer AaHekY !
drlveé.jﬁfdgdﬁlﬁ( I'n %egrre e#ﬁog}énn%r?'{e;a%%ﬁ% elr g?npeggﬁ@drl ng
compur ppigranatddyctandudascepparpuen réadakle Istdrageune:ﬂuw wikth R2

instrugtgcgtgcetné% ' d#lgcgégl]e@l t%atsq%gle%g;g?nfjplgtr{e? [[](% ﬁergxg;‘]etig ﬁlmget o
heren@ H§WBW the Qlinctidhs cah@ls%%ﬁmﬁmteﬂﬁﬁhﬁrd\k@ré &.g., Nﬁ'an F‘I”GA
I'n sonme enbodi nents, Qis -S-. In other

or ASéGb@mnrmqmlmaélonof hardWarwa@d softivere. enbodi nents, Qis
N Q017 ) ;
00555 R TR e SRS e el
prefeﬁétbéhbwtneﬂts Snznmmgtsl@m@wd)dlﬁéadaﬁ& 89 Wl bd evidénd tthaey
nmbodi nent s, Dis an optionally substituted 8-10

skllled@nﬁw FEmay Yp nmde metheriglepgiting fipns BspiitBBd PeAPA©S theri ng
S l. tut I\
mvenP ﬁh’o nﬁgfr?eo {élkgrﬂg)}n r% tnht%y H&f:g b I%ﬂteg té ﬁw ?H &ﬁq?l)% of merthcﬂﬂ)iogy
or codtnastion set Eettibabbe mama lvadathmk and &royliﬁdanm@ aré intemaied to be
enbodi nent s, menber ed nonocycl i c, .
includgd Withig rtlgasfcgpe ?ﬁntg@ mVFW‘% %‘CSPFBB RS Rrierd neggsiagy oy | F nt n
the proU&%é’ﬁ e BelvdsnEo Partlcdlé‘r or8fBo %f«?ﬁ?gf éf?égs Sf nfRitfds Qr bl%cesses
pheny I'n some enbodi nents, i's phenyl
describeil drathod disclosurg mm:éuChng)thmHmncs Is mrtpéle64 bymhny carsmgle order of

formed by, the. fusi,on
proccs WP 1EY R et oD AP SO EP S sk P e
methé&QRYEAWRI ne . I n other enbodiments, Ring DD is
benzi m dazol e, isoqui noline, quinol i ne, or
i soi ndol i none . [0019] As woul d be understood by a
skilled practitioner, when two rings are fused, the
two rings share two adjacent atons and al so the bond
or bonds between the adjacent atonms. For exanpl e,
phenyl fused with pyrimdine could form quinazoline.
could form[0020] Phenyl fused with pyrrolidine could
formindoline. fused with could form[0021] The fused
ring can be rotated in any chemcally stable
orientation. For exanple, a phenyl fused with an
i m dazol e could formone of three possible conpounds :
[0022] In some enbodi ments, Ring Dis nono-
substituted in the 4-position with T -R5 or V-Z-R5 .
in sone enbodinents, Ring Dis optionally substituted
in the 4-position with V-Z-R5 . [0023] In sone
enbodi mrents, Vis -N(Re )CO, -C(ONR)-, -O , -NR
)-, or -N(R JS®2- - In other enbodinents, Vis
-N(R6)CO- or -CCONR)- . [0 024] In sone
enbodi nents, T3 is absent.[0025] In other enbodi nents,
T3 is a G _4 alkylidene chain. [0 026 ] In other
enbodi nents, T2 is a G _i 0 al kylidene chain wherein up
to six Cunits o f the alkylidene chain are optionally
replaced by -0 , -G =0-, -S(O-, -S(O 2- -S-, or
-N(R 4)-. [0 027] In sone enbodinents, Zis a G- 4
al kyl i dene chain. In other enbodiments, Z is absent.
[0028] In certain enbodi nents, the substituents in RG
and R 7 are independently selected fromR . [0029] In
anot her enbodi nent, the optionally substituted
ali phatic group o f REis ad _4 aliphatic group. 2
[0030] In another embodi nerd, Ris Hor G _ 6
aliphatic (which is unsubstltut ed in certain
enbodi ments) . 2 [0031] In another enbodinment, Ris H
or C-3 aliphatic (which is unsubstituted in certain
enbodi nents) . [0032] In another enbodinent, Ris H or
C _ 3 aliphatic (which is unsubstituted in certain
enbodi ments) . [0033] In sone enbodinents, R2 is C _ 6
aliphatic and R2 ' is H. [0034] In one enbodi nent,
ins-R halogen -NO 2, -CN, -CO2R, -OR or -SR

NN N



R2, R2' RQ, J, R4, and Ring D are as defined
womiged163Ri Nng D i s phenyl or a 6-nenbered het eicaarsgho6/043433
containing 1-2 heteroatons selected fromO , N, or S

CLAIM%a”d Rs is C.-6 alkyl optionally substituted with R9
0064] In sone enbodinments, Qis 0, -NR -, or S.

[ D0BSystetn Ba@ﬁﬁ)dﬁl‘ﬂﬂgdlﬁémhalze@gbsd Qheodysfom confpristrpe

enbodi nment s, ri)50066] I n_anot her enbodlneﬁéﬂ a
cm@&rcremsﬁpm @clruﬁmé yralinjages fop pasheni phgalyggions aig face of
apms [0067] In sonme enbodi ments, the variables are as

eplcted in the conpounds of Table 1 or Table 2 .
[ @0 GHdrnavioqnecedved fali rrmmtmg,ttbr @ch ¥ e pturality iofi sdidi dexsors,
conmpaund sel cte from 1 (or a phar ceut|
informgtiongadiptteye 4 Whi 6pf sa abraégquaﬁﬂ@gt cped fpfolm
E SFaild gol}mg\gglgt%h Nepihod and System for
an im ﬁgﬁgﬁﬁﬁﬁigﬁg |ﬁa}#§rConp05| Ina es BACKGROUND OF
ThEchNXVENGT Oprifferdm] af emlrm@drnrfwemnfqrmupg)odqqst qpeeof printing

n is.directed thod and system
and e’gg ‘fﬁf ?%‘?H‘S H&?%ﬁ%f‘tr?aﬁlr%sr?nﬁﬁ%e&%‘?ﬁnﬁr on on goods, and
i n. qng s?sﬁ?rﬁ@'s URfthed B claifiEL, RErein the i ipted Romfises a bar code
_ personalizing tickets and ‘the like with an i mage of
pnnwthe custoner who is intended to present
If/ ersel [
T SR 3 éﬂffu%{ﬁ%ﬁﬁ Of iH3Feih ielithnier Db RBHSS'aWarBfmark
pnnwtransactlons occur dally wher e consurmers purchase
goods and services jn advance Qof whe &3 ood, or
sdr ihesystem;as clanedin daigel, ydisgein ﬁt?rer‘g%?g | c@mApises HRFID
erte]_travel agenci es and event pronoters sell tickets, in
person, on-line or over the phone, prior to the tlcket
a(5t UBHelsystbmi asglairmediin dxianhlvderah theuioformadimeteseivercdonaises
kllne tickets, bus tickets, train tickets,
afw“@ @MR%Pshow ti ckets, and sporting event tickets
(ign Cfﬁéck'yﬂgmtdstﬁ@d frpélai‘hhﬁ VY éTh itlgesSnetwbiRQABpted domprises a
addi ti on, peopl e have becone increasingly interested
wiredmctwettkmdaptyr after the attacks of 9/1 1. Additional
S at_a R S
e&en tsygtpwee}s C:ladlglgé |mocnl!7§\?n 9%}1&1&& rai nﬂ% R{l%gﬁ(gﬁ e

comp@iS@0irSEthadet KApREt ai nment venues such as sportlng
events and concerts, At such screenings, secur

ek sHireptemrascnimed i Haim S puherein the neqwprk; adapigy ? rises a
I s license or passport) and verify that

W"déﬁlg“an H%ﬁ%'ng a ticket for the current day and

I cmaf hexwystem @wdaimed Hovleine B, whéreikaehswaelessetworkexdaptyr

connected to their intended users. SUMVARY OF THE
COmPFIRRAENTH ¥[- It is an object of the present

I e nfﬂe%?st‘éﬁﬁ RPN B irfc 18R §achadl tR)Wir8BsitwdrkAldhmer

visib dentifiable customer information to purchased
compgisosdsBpretcmth adaptdne ut il | zation of those goods, thereby

ersonal iz 0005 on L
odimarien A R SRR RET s8R b g RREE pRi e
conqﬁ@é@h@ﬁg&wgoods or services, and, at the trne t he
purchase is made, the goods or services ar
pelX dhalsysten a@ylalrmstrn gl tvr%ereélbﬂleanfsrrer-ttﬂnéeB?S“PWe
t is intended to utilize the goods or
COHK%%F%??E%“§T '006] I n anot her exenplary enbodi nent of
the present invention, when a consuner purchases goods
or services, the goods or services are personalized by
imprinting thereon (1) a ppgture of the consumer and
(2) a machi ne-readable marking (e.g., a bar code such
as an RSS bar code) that can re-generate the picture
of the consumer for verification purposes. [0007] In
yet anot her exenplary enbodi nent of the present
i nvention, when a consunmer purchases goods or
services, the goods or services are personalized by
i mprinting thereon a machi ne-readable marking (e.g., a
bar code such as an. RSS bar code) that can be used to
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series of paranmeters such that the picture and the
WO 096383 on necessary to regenerate the conpeETiEs2006/043433
i mage can both be printed or encoded onto the
pe b n ries
Do R shdet a9 QR chim 1 Rl TR BB By
conqﬁhasammhneﬁeﬁ&amrverlfylng t he personallzed good could

both_| ook at the §¥ pi cture and scan the
pelsdharysen agelawn inglyim lowherean the infprmaiiqngdicatiye of which

imagBEA MEF) Infh 30 SRt b bipped dofirises &BMRHHE b Malcly Fach
indexcindicdting forf ascdrteaportdives negiontof saip iphtralrregians] which inrage
d froqlthe dat abase were the sane, or he/she

t
Conegﬁﬁﬁa%h s PINGREMel d scanner with a display that
hags. tine spdtR ab bRRhdORMdit), whBRM hRiistoRiRad lﬁ&@awesof which
used in conjunction with a time-dependent series of
lmagpwfaﬁm Erra] 1magsn sy begroupest ¢ramprisesien fdenhfierridemifyinga

r_dat uld.not be hel 0 a f.or
phuraify o et B4k M BBl RordtyoRistootedse Gh 98k T nlfd,
regloﬁ@r\ﬂuﬂlﬁﬁﬁ)&g‘é cofreipdadyal thetacobf tagekran. code for the day
for which the forger does not actual]ly have a

pel&ohi Sysiem ascdpmed in elaioh 1.avhereia the wEorgatien shangeswner d
time.ONl'y need to send out to the scanners the mapping of

‘paraneters to their particular elenents on the day

t hER. Theesypensasvddimzd th geind$, witsreinlad inf@madon changes over

Al ternatively, the changing of the paranmeter mapping
time.coyl d fol | ow a specified function (e.g., a hash

fupgt Tl%r@ysféhi dl czfélﬁ‘lgdtnhaaﬁ@l' Wherkih e ﬁlﬁﬁltl ithfi%s of the i image

personal "'zed go was vali1d on as at” | east part of an
rep031tq>d3exompr1$el’oéa<$<|s@dr\ﬂnlwinfagcﬁct ion. The function may al so

okttt vreret Abfgin AGR PngherdRibdRpF Basts bl e

reposhto@%ﬂ@&mf)ﬁ’sfe Pré®revesied BRERAN-N@eW imAges. and pref erably
not, produce the same set of paranmeters. Thus,

t he0. s“t‘%ms’yétegl aslaimepén el 1) whascinghg plural gnages o8 the ingee
nerator. [0036] In the event that
1ﬁp0¥ﬁ%9%§§ 5%a f%gﬁ %%od IS being purchased for a
cu3t.omky sySteheds diimrdtimelait ¢dwhereiarthe plakadémagdshodrhetihage

generator would receive an identifier as part of the

repo%‘%ﬁ%%?‘i‘%?rprmf(tcﬁs% SOIEINALEY i n conj unction with the

| eyel rpd S}gﬁhﬁég clﬁlﬁﬁa'lﬁ edin? D8 WIReOa TR ﬂ%%rfdaﬁoﬁ plceRged

consuner.” For exanpl e, upon Treceiving t dentifier
compris28 4b GARR' compapmnfooéommlng;bd eachadiplurakmgioas of tha face of
h t he Ene aHor woul d send the r uest % 123456.789" ¢
the p@%ﬂ% & ppuzal imagesp thsimage frpogis %&%%Sf girespopding sedions.of an
image HEAR @@@Of)theg gR&ndi ng on whet her the t | cket agency

was issuing a ticket for M. or Ms. (I fM. Doe

wa%3 t e systestapdeiged inplaithé, whedintthe mf@rmaﬁlpg indieptias of

st. been ened t

whlcfu rar%es oef”vgl.djptlI ral[ W?i gl{&gl Obesggu%%e é:% 238 sss%ﬁ%mentlgl few bytes

) as&@ﬂﬁhhd]’@@edtlﬁ@\b@ddltaiaim@arﬁ&tloﬂnacCOrT'panl ed m nors.
Hovvever an escort may want to acconmpany the mnor to
t hed-pi Bhaystenhaclaimed ig éhtm At whergimthe mdprmeption dngigative of

Whlcz“-@ggé&;"ggg‘gﬁ{lﬁﬁﬁgléﬂw%gg.ﬁ}%té‘ﬁ* bqo@‘&ﬁ[#? B(F)@%sé@ l@%rthan, ;0 b%Ies

one for the escort ("123456789", "conposite", "John
Doe"). For the first received inage, t he generator may
include a first specializedsl abel, e.qg.,
"Unacconpanied M nor" on the ticket and, for the
second received i mage, the generator may include a

second specialized | abel (e.g., "Escort") on the
escort pass. [0038] According to the present
i nvention, a conputer systemw /|l contain at |east one

picture that can be either (1) sent directly between
(a) an information cl earinghouse (e.g., a credit card
conpany (or consuner)) and (b) an |nfornat|on
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over systens that m ght have full representations of
wa hees/eisi@i nal i mages by conpletely replicati n@dmes2006/043433
entire database for | ookup at a renote |ocation.

[Q05 Simlarl t h ut h rediQn_ of h S
soredbe s TmE et R lale S Bk SEeSMuRlorTnBERYg o
whlchﬁ bEAH syid plutahEndp@s ShduUbOFroupd) copipisps 28 beed with a
techni que ot her than that used on the nose region or
(39 Aotystselopprablisg eepdaction pf peryonalized gpods, despsEls si ng
com,ﬁﬂn% is to be done, the subject nouth region is
p ared to all the nouth regions in the database to
agfiimadd redositoey dsREingmtrahimdges foneacxaliphirel mgidﬁ's gtia éace;

7B, the subject nouth regiaon i.s sho ear
i ﬁ&@g@amléﬂ@cquégeww% anjmage afm 511%4?“ té)rfa’rffspondmg

R

detenﬁmhgmhychﬂf tHel contmndmgnmagaw@tocbnﬁsdd bereprespeteaiface of the
agai nst many nore inmages than ar e shown. Thus, the
SumeguﬂFgct mout h regi on woul d be "conpressed" down to the
I %%ﬁlxﬂuxﬁ&ﬁ@hﬁmt& for Sndin to a gexﬁydt@xsaf -pelda8ied Abbey
the process is repeated for all or nost of the entries
mformanctrhedaam\emfselnﬂoef thaeprrespondiag iyaagss prectobe gpeshas PRl
f facetcan %gttﬁ aggg ¥£%§® #S|ng just the indices
comp]og EC M REES Ef ed enbodi ment of
Fi2gurme spstamchs 6lauhé'tE1nCU1a1gi T8 whicrag theimadg dlrepesitooy venprésts
to 5 indices, one for each of: the left eye, the right
atka@ybmgwméoﬁagye the nmouth and the neck region. Once
agh 9f. < k gm a§ gl hﬁﬁmhle%‘ M&Yﬁflﬁ%@dp‘ﬁra‘tdr%ompnses a pre-
correspo t are concatenated in an order
procesge o preq)rdix;ess:lh@thle mtfhagemaﬁ the sulgéat pripnighrogpering the image of the

establish the series ters that represent the
SUbJeF‘rPﬁtﬁ]éc%‘Fesﬁg?‘g%lm?ﬂ?F OgQ‘&rPS‘Fg{m%%m ng that the nose

' r@exA kéanhingafRdick Rér dIRIying AEGMpdsite Tma@d 6t ansifiteitidtuser of a
that the nose and nouth ‘are encoded using 16-bits and
persoBaliedsgood cthp detica/edmprisitgen t he series of parameters

woul.d include the, 3 XXXX

g pdiier riea 6L PREY SR o SRE LY Pl PO dritace of
a perfixadeci mal notation and where they are preceded and

fol | owed by other fields (represented as XX

y yapyinfarmiatipn peyichrsadar fpreqb (t%itlﬁlsr for frphde %ﬁlfaﬁﬁéféﬁga‘&ﬁegms

f i

o085, AREGRRGH! Bt (b A sy mae
shouliceadTBlRIdS0 fBKyn drhigmagh @f an nuemteé ds¢rof axid zpbq:shmimé goed; and

stri ng %¢X6F€%34CBGC939$#4K21 sui.tabl e for ﬁ h’ég

= by de PRI 1ne ROTRESSTIS SPaRURes theapecs of RN aIHiFh iffiaees
that sholild % drSu O;Seraqa f&{'rptrh@ Gmhgb &F tﬂ@hﬁ@ﬂ%@ ud? oft s4i8 $OrsEnalized good.

corresp to the custoner. 56] Wien an

i n3@r T cﬂm/mceczis elimad hodsier 2% wl@cmneﬁteeafomatmwrﬂ@ rgader

ser|e§ r%geters corresponding to a person inits
COMPILESH E%“X$Fe Y retrieve the record corresponding to

t ey PERS@SVIANE BEMEd it ShiRg2$ vIRRTH MHeGaformasoracapitatader

such as a nodem or network adapter (such as an
compryed:00/ 1000 Et hernet adapter, a 802.1 1 network
28R B 1 AdFelR B8 R ARRL L Infornldifon RHHE
paf feters t orna I'on requester n alternate
an enbodi nent (e.g., where the |nfornat|on
cl eari nghouse and the generator are one and the sane),
the comuni cati ons adapter ogncl udes a connection
(e.g., a direct connection) to the printer or
"“enbedder" of the information. The series of
paraneters nmay be in either unencrypted or encrypted
for (e.g., having been encrypted using symetric or
asymmetric encryption, where exenplary asymetric
encryption includes public key-based
encryption).[0057] The generator of the personalized
goods then recelves mnth an |nfornat|on recelver
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[0076] Figure 9 shows an inplenentation of the present

wo wgeBian on a handhel d scanni ng devi ce such ra3/es2608M43433

equi pped with a bar code scanner. In Figure 9, the
ver . . r he
! FebiplyFhicafiolt adaBBEHE Koo R Rl h o Bt
read idéntifiar, anetiesr« pasacktdrs alentifyindwhich adegesof saidtplureMieviges
using a yead custoner identifier), the scanner .is able
should be PyBRLIOAPEN BRmFgRR)an Seadsd b ttadpnad oty
tBe GAR&HOH R pPuchRdSerdhliRISHB08NEO AR ARG prising:
information, the scanner is able to verify the name
( storiog phwaliimhgesrfat ¢ash of phiralwegionscdden fagg of thpersqintd anjimage
As woul d be appreciated by one of ordinary skill in
repos{HE art, the handhel d scanner can be any avail abl e
hadald fSCABMES a plagdlity aﬁsahﬁ%gidﬂ@,dhfdrﬁdtiérﬁinﬂﬁaadve( afhehich
potentially decrypt) a bar code (or_ other inforpation
imagecefrseideplyral images phoultbq groupsd to fpranan inagesy an dpppded;user of
., used .t nerate a conposite imge. Such a handhel d
Smdp§@8ﬁﬂg§d S%f u?ther i ncl ude a conmuni cati ons adapt er
( @t Bast ofe Of patinprandietrtledding saitinfoimatidnan fomtaptmonaiged
descri bed herein) for communicating with a renote
good.conputer (e.g., to convert a read custoner identifier
into a series of paraneters). [0077] The conposite
i mges of the present invention can also be utilized
as part of a "police sketch artist” application. In
this configuration, a user would select fromor scrol
through the images of the various regions trying to
recreate a |ikeness of a person that he/she has seen.
When the user is satisfied that the resulting
conposite image is sufficiently close to the person
that they are trying to describe or identify, the
system can then search a dat abase for people with the
series of paraneters that encode that imge (or at
| east a series of paraneters that have a high nunber
of paraneters in conmmon with the "sketched" person).
[0078] Utilizing a database of facial regions, such as
t he dat abase descri bed above, it is possible to create
i mages for other reasons that identification. For
exanple, it would be possible to create characters for
games where the characters are specified by reference
tothe various facial regions of the database. Thus,
pl ayers coul d have greater control over the | ook and
feel of characters in ganes. [0079] Simlarly, in any
ot her environment where a conputer generates a
| i keness of a person (e.g., the fanous
conmput er-generated "tal ki ng heads" |ike Max Headroom
Such characters (as could al so be used for conputer
"avatars") could al so be personalized to |look like a
desired person or character. It may even be desirable
to include in the database nouth and eye regions in
various positions for each of the indices such that
the face can be ani nated. [0080] Because the anount of
information to generate a conposite picture is so
small, the present invention may al so be incorporated
into various conmuni cati on devices, e.g., PDA cel
phones and caller-1D boxes. In each of those
envi ronnents, the receipt of the series of paraneters
woul d enabl e the communi cagfng device to display the
picture of the incomng caller or of the intended
receiver of the call. Thus, a user of the
conmuni cati on device could be rem nded of what a
person | ooks |ike while communicating with that
person. [008 1] The series of paraneters can al so be
transmtted in a nunber of text environments. One such
environnment is a text messagi ng environnment, |ike SVS
or Instant Messaging, such that the participants can

I 1 N | o T o e s T T



