S| X- MEMBERED HETEROCYCLES USEFUL AS SERI NE PROTEASE

I NHI BI TORS FI ELD OF THE | NVENTI ON [ 0001] The present
w0 povenodoen rel ates generally to conmpounds thatPCTis1e0$/021751

serine proteases. In particular it is directed to

novel six-nmenbered heterocycle derivatives of Formul a

(I): (1) or a stereoisoner or pharmaceutically

accept abl e salt or solvate formthereof, wherein the

vari abl es A, Z X1 X2 X3 X4 and X5 are as

def i ned herarp Wﬁ@m@§ﬁﬂgBﬁﬂﬁ%ﬁN?BVWﬂNQWENSare

useful as selective inhibitors of serine protease

enzymes of the coagul ati on cascade and/ or contact

activation system for exanple thronmbin, factor Xla,

factor Xa, factor c nd/or pl asma

kal likrein. In part.gﬂﬂéﬁ’bgﬁNVEFQFQ@ to conpounds

that_are selectjve factor Xla inhibitors o

i BRE SRR RIS o AShEien PR < o5 o topsheet in a
dllS}ﬂ)Vz&iIEt higbrbattsaticlel dh garticolaip hisis nmestitni @akes CloNocst webd Sreated by

t hese ounds and nethods of using the
o SRRy T eEd PRORRITCRTT0602] Fact of X1 i 5
a plasna serine gul ati on of
bl ood coagulatlo X@b@ﬁﬁﬁu@ﬁ%ﬁ* @g& 8F§qq8§eis a
necessar ort art f the requl ati.on of
or gamsgo sabl€ rﬁ]%sﬁ%bgfgttagéﬁ ess su ar%)ra iha%elrso gguqtclgcéo&ltjpentce roﬁucts sanitary
napk®e plaﬁmmeld,éieetoﬁhmd ltlSatmf:tﬁtq:adlSs banBages,iand thanike are well known in the art.
0si s i:s.the an res e .of a
Suc:p;oﬁl cles §en§ralllg th tfl esrrsng leothséleet1 atnﬁ %%d 1P1ﬁ>emﬁzbble ?acksheet and an
atfSorbént ao@lmldiedfoemm the dgwhdenaral thé bﬂmtshcetstsealbsdnb ook camgpin body
ﬂC|rc%lat|on and i nducing a heart attack or stroke.
Fonboenbol i ¢ disorders are the | ar gest cause of
nnrt I|t lsab i.nhd
[ 000 aé)gpl% ola?nlsj afhs%%sailalse ali)gor enat1 taggztlc?shsuvclh%xg(g%r\{\%tr%napkms and

pdntindemQit gt dE$1&$)l&Et(f ﬁkﬁt(ﬁﬂy aB&oxb thady-akidz bM to ﬁlfﬁilhilﬁe fleid on the
generate Factor Vila (FVila), The resulting TFrFVlla

b(&ymﬂ thg waerer. vk o it fiy Fw bemxyimized tyaenseiinghatsar fluid enters
T
SR AR ot Mo PRACRAG BlRVg 364 8 b B Kidesed B squeczed
owtf pVhild rmuob iwork Ihhsobcsamieddne amoumiirimide tebveotaotha bbdf/ athere remains a
this t hwa ssue factor
gL %Poseg*p@ﬁaorpq*ﬁ art %@ééé"ﬁ RYKEED &zﬁ}rsa{smﬁ Ef’afl Hadhdry-
further pro ated via the feedback activation
Fact Aﬁféor@mg@; ergaifch KePespble absorhent artighe that belps prowde for a clean

o4 5300 4 5’“%%5“% §f%195'9‘&d i Sroéigit. .

this | .ifjc on IS racti

t ar gé?c'ﬂ? 8?a1§,ﬂ?}?e-r gc{ ? oL g rﬁlgghgg lfsr T gadldﬁﬁ Wﬁxpen51vely making a
dlabdsebleadbsmemlalé thﬁtl hélpd prvidef foe Qa@eéxabb@nbeﬁeﬁt in the area of

operative when blood is exposed to artificial surfaces
sangtary napkigg prgpadiiBEisal ysi s, ' on- punp' cardi ovascul ar

surgery, vessel grafts, bacterial sepsis). This

process is also terned contact activation. Surface

absorption of factor X1 |eads to a conformationa

change in the facSHIMMARYGFJEH INVENREQN,y

facilitating activation to proteolytic active facto

XI| froPRigAsy 83PKiR SRMBFisiNG P LPARRSL FRIBPIYINGG PluyalitF Q€ td@erete tufts of

t

FOF ol Wloil B Bp BRI o Bl T s BRI Vatec under a load of
0.p04psiparkiad denkitedflefsuthamn 61068 at 4 hoad eﬁo.ﬂacpt;ior X,

| eading to an anplification of contact activation.

Contact activation is a surface nedi ated process

responsible in part for the regulation of thronbosis

and inflammtion, and is nediated, at least in part,

by fibrinolytic-, conplenent-, kininogen/kinhi-, and

ot her hunoral and cellul ar pathways (for review,

Col eman, R Contact Activation Pathway, pages 103-122

in annsta3|a and Thronb03|s Llpplncott VVIllans &

o NN A ~ 2 a



carbocycle, -(CH2)n-(5-10 nmenbered heteroaryl), -C(OR
, -CHO, -C(O 2R, -S(O 2Rc, -CONR 8Rc, - OCONHRc,

WO Gepd99C] . 4 alkyl)OC(O-(GC _ 4 alkyl), or -gDpe200£021751
-4 al kyl)OC(0)-(C6-i0 ry) ; wherein said al kyl,
carbocycl e, heteroaryl, and aryl are optionally
substituted with 0-2 Rf; [0047] R8 is, independently
at each occurrence, H C alkyl, -(CH)n -phenyl, or
-(CH2) n-5-10 nmenbered heterocycle conprising: carbon
atons and 1-4 heteroatons selected fromN, O and

ohE) B SO g heapgggesoovcl o are

a! t efipat is‘é?g n%ecme @E\g ?Bﬁweﬁmﬂ: @Es@ﬁqmgtién.o the sane

ni trogen, Ine to forma 5- to 10-nmenbered
het §rECY Glaf FIQERA isk BB p&ASHAIAL @ RoANA FIG21.

addi tional heteroatons selected fromN, O and S(O P;

whergin 8l thsDedBERE Ve Of iestichRs bi gt #d with 0-2 Rd
;[ 0049] R8a 1's, independently at each occurrence, R7,

OH, G: Hisal gt view bt adortl ok QX dhe webas in@icabd/by 4-Fir FiGab Koxy,
- (CH2) n- phenyl, -( )n-(5-10 nenbered heteroaryl);
whergigns gal ﬁérsg&ﬁ%’ View Of M appLiGudIRt BI-ARIE e VAL the present invention.
optionally substituted with 0- 2 Rf ; [0050] R9 is,
I ndepend antdrdks-8dctiBRe BepREiGH b £06on dflthe@bpdatdd hyn indIG. 5.
- (CH2) n- phenyl ; wherein said al kyl and phenyl are
opt i Al ks peripedivé Wit ®Af MpdriorlofZhdipparhdfvt forMBig oné embodiment the
i ndependent|ly at each occurrence, H, C al kyl, or
wely ithe PRespHEMFNEON 0052] al ternatively, R8 and R9, when
attached to the sane nitragen, conbine to forma 5- to
10- N8 et B QETRIEVCHR o] & PO BB BIPRa S Ripihe the web
ofthepra@ftiihientis. heteroatons selected fromN, O and
S(O P wherein said heterocycle is substituted with
0- 2 Rd&. v if AD&Fdreddlhew $f a portiep enatertiel ymbddireat bf a web of the present
.occurrence, H, C _g alkyl substituted with 0-2 Rl1Qa,
ngligh-g| kenyl substituted with 0-3 RLCa, C2-6 al kynyl

S 5 s P SR gk RS e

menber ed het erocycl e conprising carbon atons and 1-4
heteroatons selected fromN, O and S(Op , wherein

sai d heter oc%gjgggjéén? P}‘L‘ggﬁiﬁ)ﬁ(ﬁg oMttt QN{J’E{%?'I_PN[ 0054]

R1Ca i s, inde each occurrence, =0, Cl-4

?lcl(()(/)J{tﬁF?g%%%t’ ir%:%aﬁ‘:ié)f&ab)g:&gtﬂ:ize?gt %&g@f c@%pﬁ&%& %)%r%:n%ro’ducts. In

a piS{e@pReGbodiment,I(@p ARChe pREHHInvERLidN Sor@prisds i sangatly kigpkin intended to

oL KL, S S AT ol o s

cambpoyenyd:  sutopshiettybeldtion aipplied 30 Rig tapsheet, @RI Jag RibSYrberCFofepin fluid

carhocycl e..sybstj e ' - - . fih
eSS eyt SR i dicteRadh oufl el o he web of e
presenb dmengib s sanitaly Tagkim ef the qagsentsnestiac taacproyidarfora desirable clean
a SO p ei ' oGy, [ 1 £
o P 50, SIS L B SBRA e o e
c@FTESIOT Cagistapevs eqmpdrableQo @l ofkngivk fprmeOREM WS sechps DBEIVEAVE®

toPﬁ%?’dtWﬁ) ZOn :@R&B%&gé%@&lﬁ%glg?sgng%ggd € gi gg\egégl?te{:s B 6Gamble Co.

Ingpyreted abiapiessiod) resdstdngé derrayes the revettpagpgaick 9f b yanitary napkin, such that

le?s&a%%{d:@d iits gqu%g):eg Bgﬁghﬁﬁﬁﬁ%&duk%%h%c;@ Pt Wbrer. OF

nmenber edhet'erocycl e conpri sing carbon
atons and 1-4 heteroatons selected fromN, O and
S(Op , and substituted with 0-3 Rd ; [0057] R Ib is,
i ndependently at each occurrence, H5=0 =NR8, ORa, F,
a, Br, CN, N2 , CF3 OCF3, OCHF2, -NR7R8, -C(O Ra,
-C(OOR a, ~-C(ONR R, -NR7TC(ORb , -NR8C(O) 2RC,
-S(O) pNRBR9, -NR8S(O pRc, -S(OpRc, G _6 alkyl, C2_6
al kenyl, C2_6 al kynyl, C3_6 cycloalkyl, C 4
hal oal kyl, G _4 hal oal kyl oxy-, -(CH2)r-C3-io
carbocycl e substituted with 0-3 Rd, or -(CH2)r -5- to

o, o o o .



Br, CN, N2, -(CH2)rNR7R8, -C(ORa, -C(OOR a, -OC(OR
a, -NRTC(ORb , -C(ONR 8R9, -S(0O) 2NRSR ,
wo N8B H2NRBRI, -NR8S(O) 2R, -S(O pRc, -(CF2)prCHBs$2005/021751
_6 alkyl substituted with 0-2 Re, C2_6 al kenyl
substituted with 0-2 Re, C2-6 al kynyl substituted with
0-2 Re, -(CH2)r-C3_io carbocycle substituted with 0-3
Rd , or -(CH2)r 5- to 10-nmenbered heterocycl e
conprising: carbon atons, and 1-4heteroatons sel ecte
fron‘F‘N"er@"n StPrsiooppts usgthlsredin 1 dugp %e‘%%‘lmoc&/e&l‘e q§° kPa I foot =
3@t tuted with 0-3 Rd ; [00116] R4 is, independently
at each occurrence, H =0, F, d, Br, I, OCF3, CF3 ,
CN, NG21 sKdRa.a |9maate web DoRte prebdnOnCEhtidn, suftXb{dFoRusd as a compression

-NR7R8, - C(O NR NR7
resiipRS PSRN & @tpeya@mésor@nggr&ﬂw? e U BT s comprse
orBlfiakﬁr b&idn @ padf&ﬁémehlgw&sﬁtlcbmpms a1 &3t thOZayBﬂs &he (33er® are referred to

al kyn ituted with O- -

hegelp %gi?&ﬁaﬁy Blapt Wou@l”é*answnﬁlwr%fuswwsbs Stts?ﬂ ag %E@W‘stm e 20 and
se&&rdrma‘e@&e\demﬂt amqyakreed@fmﬂmhm goth aschredr wadbe Bk rdAtloven webs.

heter gat | ected. fro
PO R aagﬁiﬂa@ﬁaey E‘iedé“’r“%‘ B Pﬁiowd%P@P%V% thepal, bonding,
ul&&e&l%bnd?ﬂg?\addsme ihlaé‘j&:ﬂ&ﬁld@i?&fbr}(blﬁﬁmﬁﬂl&hﬁlﬁﬁﬁﬂkﬁﬁﬂ 6fadhkbive or other
forr@g( Qﬁ)b@gglgg gz!f\é %»@t@og%uent NW@WQBS oc%(we)bFiacan be joined by
inteS0RINE N Rehicat N@Sg%ﬁ'r@)nﬂaﬁlltmgﬂoﬁ) the annﬁfon-oS(u@)s 62RC,;
[00118] R4b is, independently at each occurrence, H,
=0, wWAR hads fifst sidB¥ and a seC¥rd,sidSRathe @Mn ‘BIABs” beNNR TR, in the common

usagdg\ﬁgﬁglly %E%tygélm@géaﬁ%%su&@s%oé R 86?& t& héve two sides

wﬁénllﬁy ﬁ)gtmeirm fEat egﬂﬂﬁtﬁ)ﬁ] ]FEyéhl, prédursdr vah o@hidy21, haota fId.sdrface 12 and 13,
al oa XY- 9 a rLnat e R
rota B eisnl AR AT SmE el D B P ak h 1Bt g 1 s @

rewg&thve
mbdhideQliBatdn @SID) d e aﬂ'obﬂﬁabhlne diredoish (CIDY &ds véntrhorlly RndWa: i the art of

- ed heterocycl e.co [
w5k BT EHE PAPORR L DA O QO Lt 8 PRRH R ap SRR s and woven
wesOIp a, prefRet®iembsdin@nthBdte rm&yﬁ:ble webs atehsbriviovtedvebs tchmprised of

-2 d ; 0120 [ i.nde ent t each,.
s PemBampone et by - SRS s or e egagont tha,due o
pm@(s@)é%ndrt@(s@)fﬂﬁ precuiSiGycdRMiere day b6 Ehizher aptoanydf fibers oriented in the

Mi)tj% Ié& gg)c OF rVé(ﬁ: Vé:rsg’ %ddaé(grgélfa,kiﬂ R7 I 5 !)gndgsmigtg)?owmg processes

conanac yednds of fikeH2gre) dposifd oﬂ’Ethﬁﬂfo@tdmh\eiigernahf WD)., Desp{tOptRmpts to

mgl%(tbdépe’(na?ti% % é%?@ &%%f&u{%nd_og%ﬁeﬁgk%gvy ,nbwy I\?veg truly “random,”

usufl(yQ) DeghG hléhealpktyédt@(o@ﬁbc(r%eioﬂ'errtgu) in; tha\MEr @i d‘pp&d'i t:b the CD. Ina

het er oar | ti
prg‘{?B%‘{ C?E?déraer&nyflﬁt Breiurf_a; we %ﬂO!I?ZaZ]‘-e l& hy%rolgalglg enﬁ Véon\iep web and
se@ndgAhrsocetl neﬂ@e‘pmbbve@we@ iscd ﬂekahye{)( Bd29phelpib emM/qvemWCb For all

ST S WIS SPGB BN s R b

profdDcharsctaniatias pormhesaectirsat wWabls ,carﬂfbem:yﬂed arcviitrt desirey claeacrigics.
optionally substituted with 0-2 Rf; [00123]
al t emnatei anﬁjo;iuneﬁﬂ fandide® ofmvein 14$ tefierd byt expoded psaivas of the first
] rr]tlact:egr%go? 9% oft ghréclzurr]s%rt b fZP ncdaa?begs_r% 0 blﬁsprg@rgplg g)qjurahty of, discrete tufts
6 atlidh tareontagralrﬁateemma:taﬁ |ttsa f‘fk:etS@rﬁatdclasf fisnpradursey weln2id 8(d@rderably both

wher het yel e, i

pr; (dlésfgz?bsR as%P% nigFgé.ps‘éﬁa lé r’g}l.ff 69&1?1 grlﬂs:w%%él}g%rtgoploépeﬁ%ygned fibers
8 SHend@} t&ogg}ksptond(ﬁrecdrsal ka2t anq @utwhndl}aﬁr(yh yhe@irst4urfdck @ yhereof. In
wherein said aryl is optionally substituted with 0-2

Rf ; [00125] RO is, independently at each occurrence,

H, C alkyl, or -(CH2)n-phenyl; wherein said al kyl and
phenyl are optionally substituted with 0-2 Rf; [00126]

R9a is, independently at each occurrence, H C _6

al kyl, or -(CH2)p-phenyl; [00127] alternatively, R8

and R9 vvhen attached to the sane nltrogen conbi ne to

a AN o, o o o o



[00186] R3 is, independently at each occurrence,

-(CH2)rC(ONR 8R9, -(CH2)rC(ONR 8(CH2)sCg 2R3b
WO £@0bB)9BE2R3b , - (CH2)r C3_i o carbocycl e subse@t/usm®os/021751

with 0-3 R3a and 0-1 R3d, or -(CH2)r 5- to 10- menbered

het er ocycl e conpri si ng: carbon atons and 1-4

heteroatons selected fromN, O and S(Op , wherein

said heterocycle is substituted with 0-3 R3a and 0-1

0018713 R3a is, independently } each occurrence,

ano@er (Ftnboé}men Fach ﬁutéﬁgrgcor@fge a(a“xralr{bg non k) t? (as shown in

F I§R§)bthat ex&@‘@t\ﬁli\@z/% thefirsNERir a9 N:QaR%ne eMméﬂR tufts 6 can comprise

ﬁbse?sdlt\g? :§9R[h @kc'%%gggsbsl\ﬁ?%x) q,nsicr%z) [ NR%g%Ol)s R%%rst precursor web 20 are
forrﬁe@H%}lﬂé\'B&%@) REB fibers YF@&nd precuBoOweRD6ing Gubstandhllky tovering the
substituted by R3e, C2.6 al kenyl substituted by R3e,
O‘G‘de@f&el&}fﬁyl subst ituted by R3e, C3_6 cycl oal kyl
ﬁ;:)zéslf %ﬁg Bg{g,m the ie@_mop@@%ég% refe(r%q%\%(eé(l@ylﬁﬁa gtﬂg:ture of individual
fibexsSnenre 4B hiZre8MBslaid, (HotHaox Iir%bbatm@ﬁﬁhi as- £W3ydnRO&Hltted fabric,

TSty e o o e S B o

foﬁﬁedogfg&hihﬁlﬁ@%iésses- F@ﬂ‘@@ ﬂ)RgﬁamplNHm@mg feoddsieR lanbonding
, alternate ar e . .
Prib BRSO B g SEoREIed e POpEof sy including carded

thErﬁﬁEﬁdﬁangV\ﬂFﬁi@rstcB@b@bl@ﬁﬁpdn@nty\dﬁulﬁbbrﬁﬂbﬁ%t ahdtiadnbtaGdngdind the like, as

form afl car bocycl e substi.tut ed Wlhh 0-2 d, or a
g, o G . W PBRY IR TG I SO B S sauere
méad (ghmat hﬂieewa@lat\@eﬁgxt&ﬂ tBe teaindté (Wész th cé\’ﬁBinéE( @sﬁ}; welght of the

wherein said hetet:i1 é(g 1S su Eé dV\tIIth 11 di
conguesb 12y s 3nd &y PHHE %’ FaeneRope i hBTE ﬁ[rsraé%gséla 3f—|e"p€fsse n
micromk;Kfjber ﬁz&@hlatsblbe mes&ehi i0-d2niet3 Ghickcds Hurdd dfaveydht per length of fiber.

stltu subtltute
TR R e A Al 7 e PR BB (S fom 10 ssm
to\W00 psnf)- 3 R3d, or -(CH2)r-5- to 10-nenbered heterocycle
conprising: carbon atons and 1-4 heteroatons sel ected
f r onTWY, cdastitagndl fibefd) ¢, norverai preslbadd ekt 20 acyZll ean e comprised of
TR S oS R e Bk Uy s e o con
co&‘srlplﬂsd tdllutoed] rWohhccﬁtoﬁ, d3ddher Gatubal axhak&mﬁbﬂlorshl&mﬂi Iof pﬁl@ﬁier and natural

il Tias TG a9 o B DUt QHIEHICS P g ate o any
con(bzHAdT ob suitable Iifateriaid e Thel fihet eno cby ahcmommmném [ b\lgOmponent and/or

carbon atons and 1-4 ter oat ed fromN
blg%atltg?r@) Ibon-rowglefeeg.,ncaggfal ﬁl}é’fl% ?e I Scaélul'gwf Intlael(‘t\r cabss -sectional
dlmeiidibn@-(ag R3dmetef 00 1&ibH fR8d) ranging rfﬂbe‘pémdéﬁmﬂlgroﬁﬂ: Baciample, one
typei cS ljre?s,r\]i%ytﬂge for é)dddﬂ(vg\;g% \&%aﬁ&deg:nagwg élag? 1be|r\%e described as

fibeNRGGHOR Rizan dmfﬁél@ MRS Rfn l-rﬁ(;1®)12NR&ﬂE¢rs <NRBBPO2NRFRBg fibers in

a _gdl}lgws §0252% 81‘ Wp{) 10%)p§ ﬁb(arsc(':i%)aégzs ven %SSESG%I ?Otnﬂfmeat fibers of the
ndMWbi?ﬂnQ)-réZ:uRer webGnaybalsl He}anylktus&dsfsmffdr ‘tﬂt ﬁuer\ﬁmieh, diff@inRdn such features

Q3 bacycl e ubstlt d Wi t
as CE‘EEP@% (e f‘i[‘: ancfl;%{ )i & 8?%1'( 5 (ngno; rag C i céencl:e(r) E_pgro deﬁ%r and%20 denier),
sheger Goncaptiiarysand rounth 4nmétedﬂ<eatTd1m01$etuemtfdmrSfcraomnme f@m about 0.1

de%ﬁ:d OS%OO%H wher ein said heterocycle is substituted
e PQ%I nf(f')0192] R3e is, independently at each

oot ATt e RN TORE, gy s s s o o
extNRRECMO) (R thermaplB)itNRaBRE, as- HAGRENRSRY, plutRESHTORNRRYY circular
-NR8S(O) 2R, -S(OpRc, -(CF2)rCrF3, C -6 al kyl

substituted with 0-2 Re, C2_6 al kenyl substituted with

- 0-2 Re, C2-6 al kynyl substituted with 0-2 Re,

~(CH2)r-C3_i o carbocycle substituted with 0-3 Rd, or
-(CH2)r-5- to 10-nenbered heterocycle conprising:

carbon atons and 1-4 heteroatons selected fromN, O

and S(O)p . vvherel n sal d heterocycl e |s substltut ed

NN A N o



[ 00256] | n another enbodi nent, the present invention
provi des a pharnaceutical conposition further
w@ooupno®dng addi ti onal therapeutic agent(s) sebErUSmOS/021751
from potassi um channel openers, cal ci um channe
bl ockers, sodi um hydrogen exéhanger i nhi bitors,
antiarrhythntc agents, antiatherosclerotic agents,
anticoagulants antithronbotic agents, prothronbolytic
ents, fibrinogen antagonists, diuretics,
caa tnilqsy)éé@plgmetv@thgb@ﬁ@@etemf%@(tmm fHalp@,tssthen being rapidly reduced.
Sﬂﬁh&ﬁlﬂaﬁ&%oﬁ&' gRbAy %Gte pat:@’ whBd Mnérét& osited on a collecting surface.
phospodi est erase i'nhi bitors, ant|d|abe ents,
Spapbandifibers areasneply eqlintoys aratﬂawwea%ﬁtdsameahsg& 9FehEEPle of at least

1 B Snicreitl ARTEROPL QTS ROGRE Aboul OF AHAMD microns.
fepl acenent therapi es, hormbne receptor nodul ators,

oral LOREd ReSRHMES ' n?éi‘tblo@li}%s kdfdts QI Sess in which fibers are formed by
antldepressants anti anxi et gents, anthgs ychoti ¢

exiying ¢ makan Pewigplastia Maipgala % a plyralipy .ﬁnsg‘éwlgv circular, die

capilibiidd|a§ Kol hrAAS b t@l@ﬁ@iﬁ@ﬁﬂﬁ@nv&@ﬁ% Hekh q'lal%@i%s QsiA0P Réated, gas (for
growt h hornone agents and/ or grow

exa@ple iy §ugne svhighnsfiepiate WFrﬁéﬁtmees Ofaml fep ﬁlteélml%séw Sjpéiipk to reduce

th@Plib ¥kt WhRE SR De tRtckdIRel Birhddr. BRLRKSH tt@'ﬂﬁdltf)lé%fﬂbers are carried
bprgents cholesterollll pi d Iomerlng agents and | i
%

®high &elptilrasppleem d“-‘a‘&é?ﬂ‘t% PhaFollfFiRecsurfacenhefiing Buile still acky,

toB6REPRE b QRdoRDy 8RR nMBIEHh dibark. MeUBIBIvAGiber® aredmicrofibers which

combi nation thereof. [00257] hi apother epbod nent
mih B¢ SPRIGEAS PIndiesRniBIeUh AR, Pifetengrabn AR din & microns in average
digadmosi tion further conprising additional therapeutic

agent (s) selected froman anti-arrhythm c agent, an

ant i AQYRE tHeRs, Ve a@ﬁmt':po@ﬁleangémﬁaqggmbmﬂas agent,noamimited to,

anti -pl atel et agent, Eronbln |ng'§%t|n a .
PP BBy EPROERR( SUch 15 9T RO COlStferd™ita T AP g atemating

co@@l@ﬂl&@' te bl‘?ﬁlkl@ l'atc. 3a|;16 ib&]ngéidnﬁ mldiflchtingl theRve ihi Mlt@gaﬂﬂess otherwise
a.co |nat|on t her eof . . anot
SP@%‘&?HV HEHted: R derpy dobmer’| H\Lr]e‘a‘ts %]np‘ﬁF‘B\?l 55’8’?“5‘; configurations of the
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EDCI (0.079 g, 0.412 mml). After 15 mn at 0 C, the
suspension was warnmed to rt. After 2.5 h, the solution
wowamedodost ed with water to give a suspensi on. H¢EEUS2005/021751

reaction was extracted with a . The conbi ned
organi c | ayers were washed with brine, dried over MgSO

filtered and concentrated to give ID (0.155 g) as an
off-white solid. The material was carried onto the
next step w thout further purjfication or
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nnDI) in thionyl chloride (200 nL) was warnmed to
reflux. After 4 1 h, the clear, red-orange sol ution
was cooled to rt and the excess thionyl chloride was
renoved via rotary evaporation to obtain a red-orange
liquid containing a small anmount of solid.

Di chloroethane (200 nL) was added and the reactlon was



rt, diluted with EtQAc (10 nL), washed with water (10

m.), brine (10 nL), dried over Na2SO4, filtered and
w@onceowoat ed. The residue was di ssol ved i n 50P€T/US2005/021751

TFA/ CH2C12 (2 nmlL). After 18 @the reacti on was

concentrated. Prep. HPLC [30°X 100 mm 12 m n.
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of /@b, I8shlan embedimers, bogh s(l@,s off web ¥ appepisto bg RpnwErenR guith apdifference

beg\?gj_pll_t‘j_rg ?X& (S%Iéé ?ng,?d %n%aén@ ’Odétgfe( llDSsﬂrféc@ tekfﬁ')e’. NS ( IJ;&refore, in one

emhqgimem@)nvejrtion wn bg descrilpd a4 5, lapiiRigs myfitgriad gif ¢wvel of yrore precursor
A BTy B e AR e SRR o AL TR 8y one of
mfpm94$¥n@@yano fluoro phenyl) -
pyridin-2-yl]-2-phenyl -ethyl}-am de,
6/s-trifluoroacetic acid salt [00366] To a flame-dried
flask was added (+)-3D (0.258 g, 0.546 nmmol), 4-
cyano- 3-fl uoro phenyl boronic acid (0.225 g, 1.36
nmol ), Ms(di benzyl i deneacet one) di pal | adi um (0) (0.0247
g, 0.027 mmol ), t -tbutyl phosphoniumtetrafl uoroborate
(0.0188 g, 0.065 mmol ), and cesium carbonate (0.355 g,



(m 3 H, 2.18-2.24 (m 1 H, 2.75 (d, J =7.2 Hz, 2

H, 3.10 (dd, J = 8.8 Hz, 13.8 Hz,1 H), 3.23 (dd, J =
W®2@06o99913.8 Hz 1 H), 3.55 (s, 3 H), 5.37-5. 48C/082025/021751

H, 6.70 ( d, J =1.6 Hz, 1 , 6.85 (d, J =2.2 Hz, 1

H., 7.21-7.30 (m 5 H), 7.46-7.53 (m 3 H), 7.66-7.68

(m 2 H. HRMS nfz Calc'd for C2BH33N32 (M + H) +:

444.2651. Found 444.2669. Exanple 37

4- Am nomet hyl cl ohexanecar boxyl i ¢ aC|

[ - (65 shemgn EI%%elniﬁlonf)ﬁ}qu%ﬁteﬁlSt? 3,f t}lftS Cfﬂh‘&w‘}?F pg:fiﬁrwn]ant directional

alrfﬁfﬁb&{%f tHefibkis 18l e @8. ap&tdx&n}ﬂé: |l§’op‘é@|atlg1{e@913&@:|8 c&?ﬁe descrlbed as having
hl or o- 6- et hyl - 4- phenyl p i ne: suspensi

a ﬂglﬁiéfaﬁwr major Q’ﬁgﬂwomponﬁgquﬂyhtoéheo;ng(Rjanfgigd awe lc10ped fibers 8 have a
Mt%llﬁﬂﬂf&}%1§m(egt with Rkpect t@ AR bbe dxls PWhed vidwéd-h p\lﬁswew such

heated to 110 C After 1.5 the reacti on was cool ed
a3 Fl§. 4. (Benerrsd” fibar 8 dent Qheds & fhat arcdRieeTH WP 3dagin and end in

ﬁﬁh&e&ﬂmlmsdo%gmm du&yzﬁ‘ﬂ@ lweez m&h&d it ﬂ'}stsﬁlt*face 13 of second
NaHCO3,  bri ne, drlgd over filtered,

PGB MEP Al e BY Egnst itk ﬁ%%fool@?%?ﬂrﬂb%rﬁ %f.tpﬁtscslsgwam that looped

ﬁlﬁe@s’ ﬂ-ﬂ%ﬂfg&}%ﬂﬁ@ﬂ@lﬂﬁ)su@f Bt i @idwed/if pld .vieh3asGn FICDH) eaal$ ofdthe looped

ow ol | . NS 204 M+ H+ and 206. 1 (M2+
ﬁ%/e@sbgélﬁ a grgglﬁcant vector co(mponenlt_l)paral el to the transvegse axis and preferably a

mhjof GchtiRndrt PRAEINY to Ry frardidise2x¥ M), - 2- phenyl - et hyI am ne
bi strifluoroacetic acid salt: Conmpound 37A was

CONVRY dofast, doB IdBparcHirdi sge iegtd evifhl B ®dlyrRginde Sigst pkedtsor web

(ga%igﬁ(a%e g|5free? ﬁ%él gxt%]dgngigu%%ar%]gdrll\l '}{'? é_:ﬁggcg%bn%t%agélm of second
prbBu.rso? w£14 2(ld3L?:>tlse—ﬁl§:r3218‘|Zan dlsdave 8. géQerhith; unlf01=m]a,11§nrfr%,éi ddscribed as

, -7 7.71 J
ha@mﬁ agl%ﬁcarf %ﬂgw nzpoeg}teafaﬁ &tmﬁﬁ%%@w (M( n

o [ TR BRI S a5 - B SImsih a pras s 7 s o

piiid? admylpbst-mefaahewfmittwldhe waribding enta 6 irddl, bedompbdstiyih in use in an

e a solution of 37B (0.067 g, 0.12 mol ) in
o iR i
132 3° s added Boc-tranexam c acid (0. 035 m,

0,12y TR A TG o 5, TR o

lodfieudnaloads 10 when xibwr:celnvyﬂax wbw rasaa FEG. 4 hasf Osigrlificant vetto@ component

GRS T oAt PoeRPeee loBpTner 8bFRuHhap anste of greatr

thNaﬁ(Sﬂﬁgreeﬁ Ifllohe]begituamdl ok evhiei &ieedd inGalhumiew, as in FIG. 4, has a major

vetc rég(ggﬁoggr{t %gr%){e(lg) z!trlﬁgearlﬁgi% '1( 3 g% ﬁ%teg %lg(qu(F Q,K’?élegg\é&’ 0, more

pibBibl af Mast 79%-,l-a1&hrdor5 5&.f¢1rak(1WH-t2ddsb %1% pOORS3$ oBEB.6 have a significant,

a@%%glpgﬁ%%ggly’zgmﬁor Vea agongponen %’Pé t&%gr?sgfrse 6’“%2 oFll?eir%hentatlon
carthle @eerizingdObyOike &F magﬂfmm if)nec&ali%@uc(lﬂaswmrogcope ﬁtted with a

surl]t&l%e n%sgreﬁa?ehttsce}%cqs Waéen glg og% enan-blillea}r) ue@gfelntn(gq'é)reb \gﬁw n piaa view, a

straight-lidehapptont inatinm $or o thl lengltuémd axi3dl. nebubt i lqmped/\ﬁberh&aﬁrebk used for

de%ermxmra; tl%];tmgte O?Eoopecp fib rsh$e 3 fronl Cc);%télg%?n r%xl%ﬁm%r%g?r%p € ras Shﬂ,]wn in FIG.
4 amer’ﬁben@d issshgan lemplhaaxyaﬂsy a/\)maw hmheﬁtsvunbeh abpmmmatmjr $bed shown as
eEezdoll éﬁo@%eﬁblcrm m%;]k:es ger gl \%g%%%ﬁﬁg; gfgj degree tg ltl%egl%]gitudinal axis
(nma$ured|‘¢’5u18@‘3l0ﬂ<v(l$d fioriH) . [ 00394] The benzophenone i m ne
derivative was dissolved in THF ( 1 nL) and 4.0 M HC
i n 1Tkt diiepsatine of lodpedrifiperaels irathdetdfts Hois | toviedcdnirasivalt with the fiber

e S t
o(-rg)ogg%)a%ia g‘\tlédl%glgl:ol‘ltgre fi ¥$§”§8¢%er%&&@&@§?2%? on@EA\%t \D&)s is best
0.5 h, the reaction was concentrated. Prep. HPLC (21 2
x 100 nm 8 mn. gradient, 20 tol00%B. 20 niL/mn.)
gave Exanple 37 (0.020 g, 37% as a white solid. 1H
NVR (500 MHz, CD30D) d: 1.00-1.08 (m 2 H), 1.28-1.44
(m 2H, 1.52- 1.60 (m 1 H, 1.69-1.72 (m 1 H),
182185(m 3 H, 221226(m 1 H), 276(d J:

N AN NS = A - A N




tissue factor pathway inhibitor (TFPI). The process of
coagul ation is then further propagated via the

wo emdibedls acti vati on of Factors V, VIII and Xl pbyus2005/021751
catal ytic anounts of thronbinl (Wal sh, P.N. Thronb.
Haenostasis. 1999, 82, 234-242.) Factor Xla plays a
key role in propagating this anplification |loop and is
thus an attractive target for anti-thronbotic therapy.

dEs0REM] asABaxﬁﬂgt ar fuBithn¢RIYa¥ndofnly- &iehie@t fitRP BEnRQRIUIAL T Wéven web
e@E%?% |ve when bl ood is exposed to artificia

%Qnﬁntatto&ﬂf Ithegloﬁ%%@?eﬁ §é’i’ g.xfts We the same as described
aﬁ‘cﬂlé dtth\ﬂﬂaSﬁbHrsﬂde Bt ﬂSJuYsor VWeb 20| walll@hdve .thd@sdnBibRhssociated with the

g% .This proc is also ternmed contact

Clial weﬁﬂﬂg Pregess ue toa’a% .ﬂrftweéne Bf 2 JHUE HeaRIPRTRAdS t O

a co rmat i naI ange i.n the factor Xli| nolecul e

t her g'efeémo ﬁndBtF IGaf it lopgitydingl axss it pE tulistq g generally

aIﬁ@t@d BlrtthVIID rmktes 'dlhd‘; thetef@e i@zitddiha aRR A, EaC incprrméﬁbief De ahgned in any
er of target pr ot ei

o8B hth fﬁp%é Wat%(f)@at B\ Furkoamir seaeion L bbesd G ot cach w

6ﬂhaﬁ)ﬁﬁedlﬁﬁhﬂdd Kibexis 8 afellilighe geAdrhliyVarthBSonh 6 iR longlithdinal axis L such that
lification of contact activation.

%?ln? to_.an anp &

Yot SERFRPERON SoTPRIeL Pl iAoy Scpkmore preferably a
nfapsmnslc@h@nbmpmanél td @dnsteiR akiegul at i on of thronbosi s

and inflammation, and is nediated, at |least in part,

by f Inoine @mypddidents, dodjoltiefRererred it dP G Midg tidfts 6, as @REbed below,

her, hunor el |l ul ar t hwa for reV|
R E R R R g B oo Pt gt ot Hhoss fooan be thei
génaraHie npmitsagdngre alndaclhiza@niyompies yoid htféﬁ)ilm&éﬁnéd Mitdriot 2 BBtuss 6, as shown

L0300 SO e SR A S SR BN o3 o

theaelt 6ranKhartved az fhebgen 70df the mfty(pSTlﬂs isl dplp6sits ad ltHd:&hape of the tooth

t eas rese | asna at a relative

wBERCERES A8 R PR 0Py o Bek Paief oo el fee of any
fiR3§ %e 4BV nivamchs yigedetk deschigtion)of ﬂl&égleﬁbrf(l ApFeatifitd 6T 1@ 61SPherefore,

and X l i ht ch
35 R ek Aopts e 4 Py eh Y prp i oz Fole pampgpresent i
thD4G#!, aren 1i0. 8357)operﬁo¢owatza nmednt f}ﬁcttﬁrthHoxtg)(tuﬂlhﬂCHﬂfbé Bf tuft 6 are

eve cur o tively char urface

el RS oGS uF 4BEORe R i BeP ek e stuctur i
arRinabdrepredsed gaataashowhiighl@Bf inity (0.8 nM specific

sites (130-500/platelet) for activated factor XL After

act i xadiiionlly,faaa bme@éhme roéﬁraiefﬁsres urethad ef dﬁﬂdﬁgﬂwaﬂﬂ the second side 5

e o nlz act.or JX nmact,
of; w Cos g?’s ({\%allttmutttes chaﬁ zeﬁt& o @Ia &erbeva&@rﬁone%lade%eb defined by
fomrlylﬁﬁdOﬁOﬂbérﬁ Gﬂﬂﬁ]sedomd acidtict i1 I’bftf@sttdﬂ@ulfseted&ﬁck having been urged

gh descrih bov
REont LR B2 Tl VEFRa PORTR a8 RRRE B ntsgp a5 shown in
FIGBAFk) 3)amp| tafin@by the baxty efald fodatmg strinatre,dle@aibesin detail below. The
-term n ) roi.nine residues
oo Y, ¥l RGBS pES R FindB B, G ot i
prpctuawmwmbgérﬂeﬁmtm tthati(spon(ahﬂé() 1@ egacidenibitp|aaimeariggch that it can be
t I ce. 0 o] o FXI
de@% beX ?s lga,glgg géllt%tg Otl(l:(g rllﬁ;? LS gp eral%})zg?lpetl bl %tuala%lnafuséf 9fthe tuft 6. Due
toplm@tme JiAmny come®et wabs weful a(sB'UﬁIm&;cuIBor Wébs @0, d&tcontmmty 16 may not
be;r%gi?sgﬁ?ctyﬁlgﬁcgrziglgg%mg%g150(?1%98 rgaég'n )th (Escohtrnuqies l% b gn he second side 5§
ofpyrebflicem gnwingti¢ed anc[ 0a0r ge&!ﬂﬂdﬁ urxdeteqlcdjteﬂnsewr:MH iscitselg inspected. As
b i tasis
sub e gl e S, Dol L B gl et 0P LRI REEA GRSt v 20
nechanisntconpared to conpeting antithronbotic
mechani snms. In contrast to henophilia A (factor VIII
deficiency) or henophilia B (factor |X deficiency),
mut ati ons of the factor Xl gene causing factor Xl
deficiency (henophilia C result inonly a mld to
noder at e bl eedi ng di athesis characterized primarily by
postoperatlve or posttraunatlc but rarely spont aneous

-~ oy . o S g,



0-3 RIGa, -(CH2 )r -C3-1 g carbocycl e substituted
wth 0-3 Rd, or -(CH2 )r -5- to 10- nenbered
whedosnaoyT! e conpri sing carbon atons and 1-4 PCT/US2005/021751
het eroatons selected fromN, 1© and S(Op wherein said
heterocycle is substituted with 0-3 Rd ; [0051] R a
Jg, independently at each occurrence, H =0 G .4
alkyl, ORa, SRa, F, CF3, CN, N® , -C(OCRa ,
ThL'l\s!RZ @ne emkgd@é(}ﬁj?% 1 c%{ﬁ?@&x@}e%md lo§£ Q)d tgel NBte%%loth on first side
3@1(141 W@p@y ﬁnypoth,_s@@.l;pk) q—ng(f RS FEpnd s@eé hcpt ;des bemg comprised of
ﬁﬁéilp%}nt ﬂﬂe %ngnBer&er?’ wab, Je 2the flest p@ecﬁrsgrea'm 28. uﬂsgthér%gdlments
C2-6 al Kynyl substituted wt
dllscoatmumﬁ(sclkﬁzrmsqr as gpBrtygs, gad mc'gﬁcqpémgeﬂdbrovgfuw@ul WPtﬂw ends of the
uﬂmgl&gnﬁﬁh , or -(CRR 5r 5 _ 10-nenbered
het erocycl e conprising carbon atons and 1-4

het epQat @E"?les%ﬁ#)tﬁﬁto? Qreb 1 QUIDYisifg 2 ﬁ&gvoﬁ'@rphﬁt re%ﬁfr %}eﬂ 20 it can be
said heterocycle is substituted with RR

sqry that the fibgra 8 epbtrfdwt ¢ genprisiateng %mdrfm@theﬂhe iyt sue&ace 12 or the

secOn@ulide 14 IR r%curséa‘@b 20.FOf Edrse WMibers SNRABRf 1uft 6 can also extend
) NR7R8 C(ORb, -S(O P NRBR9 -NR8S

Op
frglg((t}@ pgng@@f@g precuge@f?h:gp s ’6’0&'9641 5K k’;yphe fy II?S& or 18 of tufts 6
etélacmt ktlavinEbedh Q8 Jf %)gheneral%@wg d)rﬁen‘m@g‘ﬁ fine of ﬁrst precursor web

car bocycl e subst uted wit or - r -5-

20 §eruigsd inghe %tdérﬁﬁw’éwhe%wﬁlgr Py e a%r?h thyy %P?E* Sa?fdﬂ "of the tuft

6 lorﬂprm@hﬁér%tapmmeeg}ae@h@ ghd dx @AY Nom@he MIRE oPHRst predfitdor web 20.
substituted with 3 Rd; [0054] R1L | b is,

I ndemﬁéﬂ&sﬁt tre/mate a@@@me% wnr ﬁﬁgclﬁrdeﬂs-toof@at i Nﬁ%Sembo@Baeaneb 1 can
] C( ()) Ra = (Ra
be é@&bed as ?3@2&@ lanNRa;pg/eb for@(e@j)wpg}pgve m@'(llde atlon of at least a

ﬁrsNB&qe@b&Rﬁrecursos(v@))p NR&B& th&NRGst ?@ﬂ&w@b@n@'a%woven web, the
-6 alk cycl oal kyl, Cl1-4

6 .al k
1aﬁlarra&faw@%av'ra a4ﬁrﬁaﬂv%fa|ﬂ{ﬂo}ﬁ§?f sidp epPPY§ing. i SpePnd ATprESyE Meb and a
piakRst ditdidcrRet 10k, Radk oF the disdéte u(f@-clambﬁsmgSa gﬁram@rmﬁdi fibers being

het erocycl e ¢onpri sing: carbon atons and
inffgfad FYSISENE o5 Bie R Ty 216, exgrﬂ@nsc*wh P precursor web,

arfied eI bRE, ARy Rt dhdisRle 8&1@&tslntglﬂﬁeqﬂst\/yr§chrsgr\3ebR [ 0055]
alternately, when two Rl groups are substltuents on

adJ aEMxt?\ﬁ@ﬂﬁf ﬁl{]wsys oEns daﬁ bt a&eﬁpi@@?ﬁwgenwgt f3duicfi6n in fiber cross
to ich t are att to m - to
Se?‘“?f’é EF%%"%‘@tge &e{fftﬁr for coipd i gﬁshﬁ‘eéaP%éW %{mﬂ%{mf the fbers and
P&i@ge’@ @aaiocamgctg e’rmafaé the QBN 1obpedadrs B(SDprt 8B%h have an average fiber
substituted wth

Ra: 0056] _.R a R15 are, . ;
Rt bR e B AGImEl g RLBbors 1 Tt ey ugb 20y s believed
theO0R fdduadidnah ﬁeérelhayneteRlcoxﬂnmﬁmd e perdditdd sBtfesé of thOfim sdk 3 of web

1 ,[aos%gtg Rakz%;lrsr be c?rgﬂqua%? dtg rc]:t n-,ter@y@Ptggqeggﬂc %Jnrgro?rn 5 emjitlerlal %E%emes of
the st pRc@bor lweb@D. Ft(h&dbdan fouhd thafltheBsAb@I0R Gh filsdr efo@£$é6t|1(ﬁ1al dimension

1sfgf%ﬁ:;tll\llg’tlen edQFFQ‘L%F E; %%Flé &p 2. he er O bgnEK}IF 18 bgfg,\ieg to be due

toahlprbfeirel meed & nghking P daskRsedfidre fiﬂlly Ibyloau [Bsiefy, 4k stbwi dnlFIG. 3, it

isg)é%ﬁ% térﬁtcgé)?tpo%g%f t%eag‘t th@%gsgﬁg (fgxﬁt%l?/po%?_ngqgt] wﬁs ’6 are(aéﬁﬁent the tip

of) teeth TBO bf q;llcnmbmwﬁee nsoukd filliy thalo@gl avd &rk fﬂetﬁ)nﬂly, lo€ied and 1mmoblle

du&{ng %oc%‘sﬁléag 1T ush@)? g;{fer 3 het r OC% %&’t%fé: aé?'g?. Sf'@e g%ﬂl&?clil or elongate
arﬂ(a@)qﬁdmgly\ﬁwni elpariaaé dcdt&:ﬁ}ﬁfndmg 6be crs ssabial dittbatbrveddation. Some

fi %eés ?f? rréé H[&e&urscé]ﬁxépﬁgo @Ey éateg?lﬁp %Q%g%@“f ¥%Sﬁ t1 g 89 %‘Q ttLH't %_Ehelgase 17 of the
C3_6 cycl oal kyl substltuted with 0-2 Rf C6-10 aryl, 5-
to 10-menmbered heteroaryl, (C6-10 aryl)-C 1-4 alkyl,
or (5- to 10-nenbered heteroaryl)-C 1-4 al kyl, wherein
- said aryl and heteroaryl groups are optionally
substituted with 0-3 Rf; [0061] Rd is, independently
at each occurrence, H =0, =NR8 , ORa, F, d, Br, |
CN, N®, -NRFTR8 , -C(ORa, -C(OOrRa, -OC(OR a ,

NS 2~ 7~\ I~ ~T  ~\ ™~ o~ ~ N RIS NN R IFSNTY SN RIS NS



[00111] A is 4-CH2NH2 -cycl ohexyl, 4-CO2
Me- cycl ohexyl, 4-CONH2 -cycl ohexyl, 4-NHCO2 (
wo Buwpoaped ohexyl , 4- NHCO2 Bn- cycl ohexyl, phenyPCT/US2005/021751
4- Me- phenyl , 3- OVe- phenyl, 4- CH2NH2 phenyl 3- CONH2
- phenyl, 4-CONH2 - phenyl, 3- 53m di no- phenyl ,
4- am di no- phenyl, 2-F-4-Me-phenyl, 2-Bn-4- CH2NH2
- phenyl, 4- SOZNHZ phenyl 2- F- 5- Owve- phenyl ,
2F4CI phenyl , 4CH2NH2-phenyI 2F4C(]\IH2
tuft §Heayyeven lg:.c@scch(lwﬁbgs fr@rﬁétm,tpft 62re|:_qlosg _e@qgmp@ethgmg FﬁPFh) or may
4 | 1%2 Hg or narrowing or
re%? IM_A%FIZ %ﬁ%%‘éyn%m? o U t%éfé?rsal i ydr oﬁggﬁ% g2(-) yl, s
sqgeeging of Paer- fp_)_ew at the %@p@ 17 5aryhelp forpepbilize I}Sﬂtufts, a4 Aefong, psc;pursor web
21.ndazol - 6-yl, 3-NH2 -indazol-6-yl, 3-NH2
- ni dazol - 5- yI | -Me-3-NH 2 -|ndazol 6-vyl,
3- NFhederbi8R 4 BIOX 3Z@bre Bs Mown an ap aratus and method for making web 1 of the
1, 2,3, 4-tetrahydroi soqui nol j n- 6-yl
prg_sth 13vegpn@rét lef’rﬂpﬁ?réti%é SIS TS- a3paj) 0 of intermeshing rolls 102 and 104, each

rot?atl ut arf adis &, R £:R0WIbQhS P ieN @ ih8 sgrnU Ilang- ®GR 102 comprises a
4-tetraliydroisoqulinolin-3-y

plpra@tyg)f Auig%st llﬂéi"i‘f)@ ,c%qreégcd)g}nlg(ﬂrqqyeq 1Q§nwlgc}y pxtend unbroken about the entire

cirdlinbeses! b Rl 102! I@(ﬁl‘ @043’ s, sirhi®@ 48 ird1P102) b6t dakher kiraltaving ridges that
-1 soqui nol i -3l\/|9|squ|noI|n6y %\I

ex_tesld Gln’?rogert él?quéﬁ%‘d an}rg Gﬁgﬂnﬁgﬂepc‘ﬁ 601&, |1 4, cpupprises a plurahty of rows of
mt’cGMfe?éﬂiﬁlU ékte?ld%F,rl%F:!' ehdi Hiﬂ%olbdeﬁ‘ ‘n4crdﬂféd7t0Y$ea r({“Qoéfla}cuB‘ﬂerentlally-

spgceFl tgretlu{ll(b H@hg}ftendolln sgamelatg)@}wa ﬁli%llt 9‘ lea%ﬁdpmlq_fe%ll F%[M The
méhvidﬁalM%ws nﬁqp&mtmb ,ofCerq”l@hQ%é/ls%t&l' by C%p%gWBQJIZ In

OPﬁWé‘ﬁIétr‘Hiﬁl 102 gnq\,gmbxgﬁtwph sugh fhat tBeelhc%g;;F 10 f IW)H b@rﬁ‘ﬁﬂ‘d 1nto the grooves

13-4 Ilaﬁrlmf'and P8 NAY lof rdlt o enel 1nt02t'h€:|grchﬁébzlﬂ8 of roll 102. The
3-d -benzyl, 4-d-benzyl, 2-Br-benzyl, 3-Br-ben ¥

1n@ngqshxﬁghsz pwngn greager CB’@HZ'S} |the ciosggestional ﬁs?msentazlop\"qg IG. 6, discussed

bel e or edthbiH rolbﬁﬂ)@)ﬁhd 1@4 N@mbﬁﬁé’d’ by m3arl¥@oWeNZME art such as by
- benzy - benzyl, 3-0CF2

4- NO2- benzyl
“Sﬂgﬁ’@h‘%‘ﬂ/ﬁ”ed?'&ﬁ'—% <lsetis3lly- heétetﬁlﬂgrs benzyl, 2- OPh-benzyl,

3- OPh- henzy| nz 3- OBn- benz . .

- G Shé anpaarmOBE. g s Pl TES Bigyationshapiag one pattered
roNbe pennyiod, add Nhu\ﬁorblﬁilﬁ&)ﬁéd gréoVsticEIPIe20 eayever, in certain embodiments it

oy P ST AL 2 ) O DR,

thg Ej‘nﬂ@ RE \iffereht [cSEEpodiv) B@bnbem ihy | respdet{viI(ryRy. SGHch an apparatus can

prgdl[c?eaquf(z tlgﬂl)%tg %@éﬁg@}ng%ﬂn‘% }éﬁ\lﬂ Sod" Fsléeh‘ﬁh 5 ] AB élwtus could also be
de3igh &bl v2-tddeth R doinbiag #ydpposde [icébibi{sInvee 2k ol eMzgakould result in a

Wé’- %%E% ébé\{bﬁ%g‘g ‘1??‘5)?‘]%‘%%?1% I"E%G\I(E%O\lﬁsﬁ)h : ]beﬁiﬂfy'
%&Q?%I%EQZ 1 of he pres(:'nt inven 1on 1]1 a comrXerélally viable

co’ﬁtlfx eficflvin PIO. ]5- beetz y lis, made[ LyONdGiniAcalliide forming precursor

ouNpIotER CHA
%bz sgﬁ\;%t_d%g n@reﬁkaojr WEE}% Iand él thg%I can Q;?c]u bkeJ %esc}/ {)éd as generally
plEnaE Wo@rﬁ):r&ﬁﬁ]al—ﬂ)&ﬂZq/ﬂ)rpceBSnﬁgO@\WEZ])pabz&ﬁBZsylbwn in FIG. 5. By “planar”

aé:“%@%ﬁ%%ﬁ’gﬁ%giﬁl&ly|ﬂ}33_tg’_g%%%9é‘§iﬁﬁﬁ° %% H%aﬁ;e}qerhlly flat condition

reBm{/{ﬂ‘tﬁd\/ﬁx)l{fﬁd Meb Phiak hhﬁhmylbt out-of-plane, Z-direction three- dlmenswnallty due

toghﬁ{ %}%}E %;ft ‘Eﬂ%r}a bg@ gtxvlo dlmer[s%ga\ll( are)ngp 1l1ean‘te{<]) 1)41pfy any particular

ﬂz&ne[s@@i@&tbr)e@ﬂer(ﬂhm&sl))]]alimenzyl 3- [ CON( Me) (CH2CH2
Ph)] - benzyl., 3-[ CON( Et) Ph] - benzyl ,
3-[CO(I - pi peridino)]-benzyl 3-[C] 4-Ph-I
- pi peridino)]-benzyl, 3-[CI
, 2, 3, 4-tetrahydroi soqunol i no) ] - benzyl, 2-Ph-benzyl,
3- Ph- benzyl, 4-Ph-benzyl, 3-phenethyl-benzyl, -CH2
OBl1, -CH2 SBn, 1-naphthyl methyl, 2-naphthyknethyl,
t hi azol - 4-yl net hyl, pyrid-2-ylnmethyl,



-NR7R8 , -C(ONR 8R9 -NR7 C(ORb, -S(O 2NR 8R9 ,

-S(O2 Rc, Cl-6 alkyl, C2-6 al kenyl, C2-6 al kynyl,
wE&3006/0a9pe3 oal kyl , Cl-4 hal oal kyl, or Cl-4 hal ord k03005021751

[00185] R is, independently each occurrence, H, C

.b al kyl, Cl1-4 hal oal kyl, - g Ra -C(ORc , -C(O 2Rc

, -S(O2Rc , or -(CH2 )r -phenyl substituted with 0-3

R ; [00186] R7 is, independently at each occurrence,

H, Cl-6 al kyl, -(CH2)n-C3-10 carbocycle, -(CFf2)n

- (5- g I?FE‘FPE%P’@,‘H am[agpdgrtpc Presch(nU)ep@_on is_ i in @Ay ZFgpects to a

processségzr%%@ in U.SREGRE 5,5 130N Ed “We(l;( Qﬁ@‘l&l?ﬂxm‘ﬁltmg Elastic-Like

al kyl ) OC( Q (C14alkyl), or -C(OO(C
Behaiign”) aod(refprredtn osupsequet gatentnlitsrivge ay r<§/ELF cHpIsopich etands for

S*Br%&t@rrapﬁfaytlmhk@wn@r HowR(&, ﬂ%'a%drﬂca%ﬁ"&r’eﬁdés g&dw¥ént the apparatus

R8 i s, 1ndependently at each

an@@@qﬂessegﬁ (glg: prﬁent@&ye@tlg] W' the gppara pr,ocesb H@ﬁpqed igyghe ‘801 patent,
and(t%}fere&ea-gremﬁﬂﬁaneﬁuia%sss&lwae d&e&m&a arerw sz\@rdb&nbed below,

atons and 1-4 heteroatons selected fromN
thesteeipt 10 ofyprdl Wirhaves epegifip gromesp@sspriatgd dvmébee%ie%rr@ tefligg edges

thg%hﬁﬂﬁre|té/ett§{éké§§ehﬁéﬂyeguﬂﬂht thrflgR R prec{u%g-&&])s 20, 21 as opposed to, in
alternatively, R7 when attached to the

espneg: ggferming iéibiche ht bt‘r%llar‘ﬁr dpnyoatg Uehblh?é%%i’éhurge Rbers from a first

prl%%&s%r el 20 isfml1taADu s P BBLAESHIANY 2B kRSUEH ALINE pmdrsor web 21, which is
-2addi ti onal heteroatons sel ected from N,

puseto)eé so tupslibh thedrech HOtuphipg/Be Ebsrss dupehitg {W@aufwﬁt Hherefore, a

wl lzoﬁhe prEQthllg%nthﬂ @an' h%ve iuﬁgﬁﬁﬁ‘ﬁg&rﬁﬂe}/ erﬂts 18 @86d%or “tunnel-like” tufis 6
occurrence

of(lg@)_efi@rgpch ﬁ@rs eéqekcgg@throu@équ ?Way B‘H@ﬁbc surfae@ll@ of a first side 3,
urﬁlﬁe (R 4 WREDEE-BK: Heh&hOaf JEDF wels( $Aible each- lﬁ(/p}:grﬁ%uous side walls
C(O O (CMalkyl)OC(O-(C 1-4 alkyl), or - -4
asgrc;@i;qd) we@)lth(ceﬁ foc%ntrppous WIS IE PR, gog d mpen\yl}pch adroy|not exhibit
m@gfénéifah&rmylayé&h@&ghl 6@k 1yesubstituted with 0-2 R ;
0190] R is, independently at each occurrence, H,

Cl 6Pr@<!u|ﬁé6r wel 20 dn@Hi2 &J‘pr@h@é’(‘ﬁ’dﬁheﬁ@r@ét@' fors @eft r8dpkotive WRE making

phenyl are aoptionally substituted with 0-2 Rf; [ 00191]
prfeeaset g indieedl SRerenpply rolls (eedier evnre m%ed ig, thegiaghine difection to

théII l116 Qf c‘o(u%lzroaafin%lﬁﬁé}ﬁlleshn{gogohgzﬂm alntieroaat W@'pYecurB& webs are

R9 when attached to the sanme nifrogen

prefgraply, hldainga Syigicion)- Wb iSBRQIShEL tor sy thg elprﬁq@ £'§enerely fatiened
coa@lmr b hﬁﬂrswlh@ﬂwﬁlﬁrpﬁs afRE web Rarddsl. t A©Bth pk@ﬁ@maéboms 21 goes

sel ected from 6!“0(]? wherein g
thouglpthg £ipch18 ey 514 gl 2 Wt erd inferpgeshefl i ggyoveg 108 of rol 102
mrkrfﬂl@hﬂ&ﬁr@l@ﬁﬂéej portedns 8A£Rt HeGoF Q'BIS?QO ot of €ik-fand lolf Yikst precursor web 20
subpstituted with 0-3 R10a _C2-6 eny% substi t ut

angl fiqugl secqpfiRyecursen ab At 3 fRm b8 Tt Eed 651 116 Bk puneh”
fibers df G poebursdedveb 20| tHeduzh esyad gecuasives 2t.ed with 0-3 Rd
or ~(CH2 )r -5- to 10- nenbered heterocycle
CONPA4 ik fig of &ethor 0 pludntroagtdfidt shdiedond ROEE veebk eamdhe portions

oéﬁpgégcrl\ls’t qft(t?’épd)%c,nﬁglfsﬁrg g%tg t}ﬁt m[%g%&%léﬁc’rg d ugpitlg [rn t%g %h) across teeth 110 are
urpRidsaRNEdan 1/ odbf daphanOedlist hesdesor wdb 280 Fiberb-cdn Be@ydd, out of plane

du_gg?(i)‘)bﬁfngglpégfy’, gr[:%ﬁ)’? é'(lcrtN)PcRBl\%d ’_ogi %ﬁﬁﬁ%ﬁoﬁg{“&é@%& ﬁ&i/qr’ plastically

def&med Rcthe ZadireetnOP3R®Ns of ﬁl@ﬂ{Q&ﬂursRﬂ.wblSZ(ﬁlrgéd hlﬁ|dffplalﬂy by teeth 110

capplsp Py Y SR AU TSBRSY FLYCLE T °DIRSY Y el iy second

praduksybﬂwbb ELJK)S itihhsreRdvely Ioh'eﬂex&nﬂalhtyi), ther{tpRashRibg id forraBioh Of tufts 6

rbo Lut d Wi th
PSR e ho kb oE Bt yRr e Sl 2L B E R anty orentea
atons and 1-4 heteroatorrs selected fromN, O and
S(Op , wherein said heterocycle is substituted with
0-3 RLI b ; [00196] R a is, independently at each
occurrence, H =0 Cl1-4 alkyl, OrRa , CF3 , SRa F, CN,
Ng 2, NR7TR8 , -C(ONR7R8 , -NR7TC(ORb , -S(O pNRBR9 ,
-NR8 S(Op Rc, -C(ORa, -CCOORa, -S(OpRc , C3-6
cycI oaI kyI d 4 hal oaI kyI Cl 4 haI oal koxy- (CH2 )r

S~ o o o s R . B P ——



t et rahydr oi soqui nolinyl; and [00269] RL | b is,

i ndependently at each occurrence, H F, d, Br, CF3 ,
webme/o@Eys 0(Z-Pr), OCF3 , OCHF2, CN, OPh, OBnpCMIR2005/021751

-NH2 , -C(ORa, ~C(OOQCRa , i ONR7R8 , -NR7TC(O Rb ,

-NR8C(O) 2Rc , -S(O) pNRB8RI , R8 S(O) pRc , -SO2Rc ,

G -C4-al kyl, Ph, or Bn; [00270] alternately, when two

R b groups are substituents on adjacent atons they may

be taken toggether with the atons to which the)é
geatrelheprerlicl 9 thedpraitydigal axig Ly i-ereifieer MB o gregpraryrepg0 as S shown in FIG.

o B&JIB ate g 1@ e dnfiln&bahaall ﬂ?ﬁtlﬁ:ﬁ'& fAfl randoml

fromﬁw%g % y p.and substituted vvltﬁOZRSrgti d

or[emgéygl}dltfﬂn Tbclwé mlly @%\lﬂgﬁi%ﬁg‘gsp§efﬂ exhghit tB? arigpg fiber orientation in

enhHo¥ BrkthisQhcH LGhdISRSSheRARORINSS 1af whiRh M4 Righ \&r,cel%&gfehif Mibers of each
the scope of the twenty sixth aspect wherein: [002

12
tufa 6jhaving ExipNfigant wawwes&w coapownwﬂaalplrfe ﬂ&ﬁ@ﬂwrse gHyT of it 6.
[00273] R3 is hen phenyl
5- B 1 g 1 pPded ?g?ﬁeth? |f°rg%m&)€/58<>ﬁwgwyﬁhat @Eﬁé%ﬂeﬁwadc by the
apgarﬁr’t_]ls an@"hﬁi}%ﬁ of%@’f)&serﬂh%}ﬁhon rafCEHe ;Hecﬁi?@ﬂ)@abs 400@ can possess
en

1%]r§ﬁgﬁ§”a p@pmlth g,t]o th%z%%% thepmgzﬁvpr webs to iongate before

faﬂurﬁQ\ﬂ'NBrhﬂb a@iyilo, terérl@@\dé%) Br}ﬁhﬁilbéf c? rén%@e@@lwﬂ%regurzs%rﬁveb 20 can
n | no | enyil. .. .

nay el TGP RS pREer Shse Pedion: UL DA Ae o second

preduedot @6 21, futle thaatueaﬁbe@ tH@EdTQﬁn ke bf e@dtdhng@ifficiently to form tufts 6

oenbolic or a i nfl anmatory di sorder,,
Wlel}ntﬁ? SesPMpPrerdFPnVER glr TRy g-Sa %% o sffetqhrfo s tephrseesstry to form
tufls. tHS\K/@I@ﬁlxﬂ btgéed érr)bo@.frfeﬁt@tuowﬁpradmmvewhaaé sifeésdt eigation such that

d of For nul S _stereoi somers,
e O e M R L Teienf, o LBt 6 cal t o

3. Bhecewsdag Shahalip e b LT TN WA S

plﬂfe ﬁltlﬁ;ut bmstﬂczcle“mmaemreddneﬂ@emtypﬂnethe Qlepet Sf I’ltger ﬁlﬁf bomding of the
at ons a}r)w 4 hegerfol? g %te ected from 1 loosel

PIEGUEsPp e \Mﬁ%rr BERPE I 3% HhEY YETRAE grﬁﬁgiolr t“ﬁ’P é'lﬁe 9/\‘/\‘ Y jery toosely

entinglelRlo edttl othed, thR2 will[ 20Rd16]able tb Slip 6 EAINRIHD (r.¢., toNRBE relative to

ad_lca’gg)rzt ﬁhﬁ_réggjze%génwﬁp& 8@@&@%&&%\&%&6@ out o(?)pgr_xﬁ iloqa'rzm tufts. On

th&oh2ZNRd Ofibers of GHANRI@N ﬁ@)@orweb—tﬁ(t@)@xﬁi&fb&ﬁb‘l?gly bondBRT6r example

byﬁ@éﬁé@%{ th{:réa%rﬁ or_u?iﬁg’, R&g%%nt; mml in:ore_lﬂjgh( require

grédter ddgfdd? of, plasGtiZdeSilr@htion- in eﬁénﬁ)&d)@d?of—plane(}ﬂtsﬂ-ﬂ"h@eﬁore in one

emb%%%'%@it@%w web E{?—ﬁarbl(ed nom@x%&(n%? (ljgﬁmg (rg‘)it%ﬁ%ﬂ mter-fiber

bdnfi) -and s€cohd ﬁilelﬂﬁl’dz web 20 kan K&(d3)dokaven; wdbMARIAE frel&ib efyshigh inter-fiber
TV, M By S e

seeddQrephi8RGeb ¢ Cclthnpt. NBiFdRBsufficidnCifizce) sNRId (ORI} preeurdd? MdB 21, the

ﬁB’ers: t%:%igiléﬁ%ateé %/Ihg? %9)5'2 g%ﬁsﬁﬁﬁ%‘é%b lu%;l%e) 0 exl\l Hg tend to

bredkH( C 1-4 al kyl )NH2 -C(C 1-4 al kyl )2NH2 , - C(=NR8
a) NR7R8 , -NHC(=NR8 a) NR7TR8 , =NR8 -NRBCR8(=NR8 a ),
F, Crhe BBmpber, spaG@ganCEi3e of tuftObiRan) eGReed by ¢IEh{fing thERamiB, spacing,

anlg:s?zle_:'d% te?aekh; F]g/)gelﬂ-%%]rla ;c"ér%?&f’%g gﬁkﬁ%ér)aﬁlé%%%ést aléfr%gﬁ%xlég\l&goll 104

andoNRYIRB02. TINRS@f4tioiNRogether WNRARS var(3(i@) ppBRle, inFprec@EpBwebs 20, 21

per %s mﬁwrlgﬁg{:%\& to %%de@?&%ﬁ@édﬁei I@i?%ﬁ?%mé]( Q@ from a

ﬁnsts;requmde‘pdxm)sntrﬂpygm a whtkelp bigh bassneaght Woven(fabrie haging MD and CD
Br, I, OCF3, CF3 , CHF2, CN, NO2 , ORa SRa , -C(ORa
-C(O)(Ra -OC(ORa -NR7TR, -C(ONR7R8 , -NR7C(O Rb ,
-S(O2NRBR9 , -NR8 S(O2Rc , -S(ORc , -S(O2Rc , Cl-6

al kyl substituted with 0-2 R2 a C2-6 al kenyl

substituted with 0-2 R2 a C2-6 al kynyl substituted

with 0-2 R2 a -(CH2 )r -C3-10 carbocycl e substituted
W|th03 R2b, or (CH2)r -5-to

. o L I oy o



a patient in need thereof a therapeutically effective
anount of at | east one conpound of Formula (I1):(H or

W0 b@emb®pEOi soners, tautoners, pharnmaceuti cal | BCT/US2005/021751
acceptabl e salts, solvates, ﬁ{ prodrugs thereof,
within the scope of the twenty eighth aspect mhereln
[00335] Ais substituted with 0-1 R 1 and 0-2 R2 and
selected from C3.7 cycloal kyl, phenyl, naphthyl
1,2,3,4-tetrah drona ht hyl r|d I |ndazo

woygh plasicaly xtgnst l%@ﬁig%%‘}?a?zw%ﬂd P"?%‘&am”ﬁ‘bﬂ ﬁwpﬂsmg relatively high

basls @elghﬁreﬁa? £ A EQenSBRUY MAdtic P¥lymer nonwoven materlal could be made into a
4 tetrahydr0|squ|noI|nyI gqui hazo

i
strm, e BB difoYerigRyfuch 33a0 PR8I, paniol $evice U%fﬁerhfor reducing sloping path
de&HoﬂbeﬂﬁﬁQhéHﬁnﬁg@GMl of indigen6lisR¥Et AR b uns@Bldisaip! i n-
1-onyl, 2, 3-di hydroisoindolinonyl, and phthal azi nyl;

[ 00336] 6 khdws in €06d dktion a‘;@ft@)‘nN&'/Ere,mteﬁ(eQ)lﬁK #8291 Ind, 104 and ridges

IOé(g(ejogqpé)plrl](? &%t hl%lw)@@eﬁl 11'6%64 tﬁﬁllé%’@% ﬁgﬁnotﬂp&%@q aiso b.e applied

to A3 Tght; B b PrefelBdl@nyaddnt loythakighamb nﬂg‘&hﬂigheﬁle equab, arﬂla tooth-to-

tootmerzrlcéfio rl%SQNp@dﬁerJ(edctéLgs the CEH(:]R/EIS N}gﬁ s'_flzown depth of
eng%@ﬁﬂ*‘t Zs a needNoet of thd\IED of intetmiBshing ofNOITEO102 B, 104S&4 is measured

fronC@) of r“%ge IOMWtIQU&OEhF'dep &%ﬂ&?%ﬂ ]'l@(tj?t exg2ht l'ilH and pitch
P cﬁ(t@)v’ﬂh'ecﬂas, desﬁ(d(a)ewﬂ%hg on Q{e@rhﬂdﬁ[&s oppr&tor Subs 20, Qutaedithe desired

EB apht hyl . subst i ted mné»l F f@ {E, th
CHABESEPS SN 1 JPoR TDETors i GFalf e gfef of enelgement E, the
graa&)errmértiﬁ&@@qhetoagmycdreﬁ&amoﬁbesimxgmltg ahiaderaticyTsheafisbrs of first

1-2 heteroatonms selected from
PIRRHEPEIVED &4 MYSIRSEsSET0 Y .ggeaéﬁa@&feflﬂtye% f%{%%d%ﬂ%‘ fRafts 6 per unit
aréa ¢fO0H3H)] thR4mhaerthe Pitch GhouldBbe, atlVEhe sWtdler, thE€kadth 1eh€R TH, and tooth
| kyl substituted with 0-2 R4 a

diﬁ%@ﬁ%@&%?ﬁ%?éﬂ‘%?ﬂmﬁ 2bR4 b, or 5-10 menbered
-4
e Syl SO A S A YOS g1 e o

m&aigth BEY elotcljie!vebilSramdsdnwomtretisvprédarsor RetR20 havhig34asis weight of

bethl(ﬁ:éﬁi Emg g 6 %J_EXJSEQQ_ gsl;r'tz @Br)alﬁg a&%ﬁt%dz%sg}l_%g{)\l )I;?)B%leﬁnic film (e.g.,
pobyebiylent it ;ﬁiﬂypmliyhné)-sé’col?d prkcursor (Webi21 havighedankity of about 0.91-0.94 and

substitute 0-2 R 1, CH2 )r -naphth
a@ﬁ%?@i Uﬁggmﬁféﬁ“ﬁ 2 R1 I , oE -(CiQ r F)5- ¥o

S eI g&f & grg?d ﬂ?\%{ﬁ ggt é 1S s §\tgl} %ﬁ%}ﬁd 8,‘(“}1} gnzs e|m2qod1menp gf roll 104 teeth
110eav @2 @hifdrm ¢msuml£ez¢mhyll lf:ngﬂy ﬂ]lnﬁi:yélon Wy,rmemsldedlgdznerally from the leading

edg%{l Efglzt%) :ER}: tfailﬁ% aﬁl Iay tlhf: too Z?llrln oé b Oult 1 qglrr}én and are uniformly spaced

fre I]Zd)idﬁ»ﬂﬂiﬂkcjafn,ferqmnﬂ‘goby myist,andesm of aimht hylmm For making a terry-cloth

l i d trah
WTbOIE)% %v Eai%lﬁj\lllrrllgoer ng}e/%délrslgvn 1% tﬁetaraX o?' I'cl%ogg{?ﬂ, t?%h!&u@Xb S%E’geeth 110
of@bl] 18t canGagde a 1<ohfh, TLO:_ahgmg)fromFéibbut 030/ to ADTHPB2MmGNG a spacing TD

oP N2, -NH2 - Ra, .~ C(O - )-NR? R
oS e e Pty o vy R S g s o
and a—;S@FICbe,tw@n—z(Bdutal kaytd (0 (ﬂh,incdles) Bn¢g ap@034Rin (0.200 inches). Depth of
engll egqgré al% ga&x%’tig r%go ri)out\%:)S tg %Excgl.iﬁgﬁnr? (Sugaetgﬁqga&%rﬁﬁ Q(ﬁl,fr]ll Booth height
TH) @fsotee, i) iP; TH, Hd}/aralrﬂ airt becvreidd trolepepdently of eachgother to achieve a
deﬁu rﬁgsrgggr gcd h% aé%lfdé% t? Pg%ﬁ%& I(%rrﬁ)gr wgbeﬁhﬂpﬁe eb 'lflf

substi tut ed Mﬁth 0-2 RS. [00343] In athirty second

aspect, the present invention provides, inter alia, a

met hod for treating a thronboenbolic or an

i nflammat ory di sorder, conprising: admnistering to a

patient in need thereof a therapeutically effective

anount of at |east one conpound of Fornula (V): (V) or

its stereoisoners, tautomers, pharmaceutically

acceptable salts solvates or prodrugs thereof

NN A - ~NES AN o __L.L.L__l



S(Op , wherein said heterocycle is substituted with

0-1 R and 0-3 R2 ; [00399] Zis -C(R I|)(R 2)-;
w 0@600J993 is -C(ONR 10 -, -NR10O C(O -, -CH2 s{t1uhebs/21751

-CH2NRI 0 C(O) -, -C(O)NRlCH217-, or -NR10 C(O CH2 -;

[00401] R is, indeP endently ‘at each occurrence, F,

ca, Br,-(CH2 )r C(ONRBR9 -(CH2 )TC(O NR (CH2

)SC2R3b , -(CH2 )rCO2R3 b N (CH2 )r - CS 8

cycl oal kyl substituted wt

- ( CHss shpWn hhElGy B, eaglhtopth 110 @as ww Fﬂl@ aéeaﬁegad%?rJdE endla fragling edge
TE Tﬁ&b@th)tlgmﬂﬁmlﬂnga&d ﬁﬁbﬁu% Eﬁdy‘m giﬁldﬂragor%ta@oﬁré@rr&pandmg to

r -1 ndan stituted with 0-3

d
th@lo_[lglﬁglmagpxes (Icpﬁtuftp 6_ang f@c%]ﬁ-blgﬁsew hgtlélbﬁlte}yeq that to get the tufted,

loGRAMIfs S dwhe &a;rioma Bh Qa&:saméd As &lﬁgeeay elRthaNE, tae LeGhedE should
fromN O and erein said heteroc

besigpstepsly, PRkpERRA FP be %Cﬂaeapf&fﬂy sgyfage 10 of roll [18%462]%&!411? gansition

frdth i@ & 11Bland ILE @E‘i shogf_ﬁbe’ a QBQIeCNchN@a right An&leRBaving a
- RNC(O) - S( O pNRSR9

- C(EN%128 NR7R8
sufﬁm srgetll@aﬁp&of' curvgtclé)sgﬁh that t@f]’d IQFQ(L}sh th@ug}GsegPWrecursor web 21 at

th§ Ehs:iridtm ed’VMdoﬁhbe%gzbdaﬂd dy %@/ &l s BBdved tHas havinlt @ditlvely sharply
wth 0-2 R4 a - ¥Pné‘ substjtuted with 0-2

angled g ﬁ?PSl%‘H’Bé’F‘i“F?R o i fpoln. 50y theghk gng Mecpeitbr gth 110 0

pull &t AFREY Frlebursod Wby 20, DO cldadlly )it & Ibﬂﬁlyaiﬂd dibtisktly, so that the first side
het er oat oms _sel ected from N, rein said

S(O
3 pléheienting veebiloag fpdernge ay W"Shr %ﬂaa ge@m@ios 3 hgggo processed,
thé ﬁ/eb i n.dﬁﬁ aﬁp@ea h)thahy B@6u1R GRS ondWhdtithe Recalsky webs 20 and
COR, -C(O2Rc , or -(CH2 )r -phenyl
215‘1!?@’31’(3?’? Eﬂsgﬁsewof‘ﬁn@b’s Rd : [00404] R is, independently
at ea h occurrenc -6 al kyl ubst d.wth 0-3
g‘ le patupshyne. tﬁg‘? PO"d‘d gart}%@'ylfl‘%bei‘ Yfgtt*‘ u{tg?j figrs pf tg‘i precursor
weBG h.avé)ﬁ htghg‘alr\hgnealeﬂaQe rdbeaiied fibet, Fmee%gltflt (flﬁﬁm ini Ag/e more
carbon atong a er oat ons ,sel ect e
0§ Bpregnd Tah BickTh ee 1 HOREPOEY &1 O MEUET FQlfatations. i
beWibvieB thht 3udRdfiber @BkFonA0dfaSavdRh 1dksdrchinke 45f ibﬁhg]ﬂé Kétbveen two adjacent

- ( C( O) NR8R9 G | sub u W t
teeéh,%;%gsaa 5P @H@[ arg 5§ p{opﬁfoegé/wqcﬁecgg pél%’fg breag? g @oint, and thus
ha@d K yRe¥ter G tof Fosingg anblhte@oo@ sRulcthre@ FurthéretdZe, Juich-cGidrilib@ar-shaped

carbocycl e substituted with O- |l b, or - r
fibees. opy 3 dlSﬂ&te&%%lﬁawameawa} F@qfﬁgﬂ i Siioh Btsqibingat foers,
sudh 4 VihpoRat Ohss ®atia edpdly«iyvidie afd nyasid S(O p
wherein said heterocycle is substituted with 0-3 RL
[ 0041@@)}eférfbd6bntbbdlfﬂe§(ts fiest il dhseacdgR écursbheelragsSediitvoven webs in which
th%rg\é%%bg?% ?réo ggeréaﬁném f_l{] 5d ! o J’x%ﬁ}?%hlig%e\?eb can be a nonwoven web
haemg'[al‘plaﬁdrﬁl of dieddlete thesiiat poingbdnds, as pabmﬁmhlylldnone adtht e f@@bnwoven
% era #)lcally effecti ye_ amun one
webs rag OWEVERI 1§ d?svijle 0 Pppize fhe nélg}ggeof g)f)n({ points and maximize
thé tﬁaéxhg SEBAO E]ltb\xaﬁ)pﬁn@ilmm&‘rbet tﬂolillﬂt@éﬁ(y ﬂilslécatlﬁn @5duGing formatlon of tufts
cl Oeall % i} EE {1 ving rel tl\(ﬁr d1 meter; 8/ r Il—_\;évél nsion to
cy EFEATK Wﬁ‘lg B3 ‘i‘t"lﬁté& yt}Hglb it ?5 érf‘d‘ GrZRCY ‘ﬁaﬁiﬁ ©
brsakbﬂtd!ofr el elpihigh BerlmdBilandesitSinB2ttar apdinbngldissindiytfodmet @dts 6
with 0-1 Rl and 0-3 R2 , or a 5- to 10-nenbered
het eﬁkﬂmygﬂ er:l‘)ﬂ‘[dlsbl@ﬂeklgn pneﬁrrbrbemlatdmmtsand t@e liyer web made from two
pr%cursar Hal%s 1?2 anog gc%%sggsu ét{]l;:et 1teg1 toap ?ag)éfo%pﬁﬂ’r e%mﬁaﬁ%l ghrﬁ&layer or
more [Izﬁﬂﬂﬂe]:an% male fnondhlpe pd:emdryweht ae fmp ao ocuefrtieneequrder webs can

ex%g a’r%ﬁ pl(l%'(_ér'_clw)%g%%ﬁ sN %SaR %ﬁ&k}yr b o?;lm f%) 215%& ar{q&l% \cx;(b2 1 could

with 0-3 R3 a and O- 1 R3d, -(CH )r -naphthyl
substituted with 0-3 R3 a and 0-1 R3 d, -(CH2 )r
-indanyl substituted with 0-3 R3 a and 0-1 R3 d or
-(CQ) 2)r- 5-10 nenbered heterocycle conprising: carbon
atons and 1-4 heteroatons selected fromN, O and
S(Op , wherein said heterocycle is substituted with
0-3 R3 aand 0-1 R3 d ; and [00409] R is,
|ndependently at each occurrence, H or CI -6 al kyl .
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of either straight or branched configuration and

havi ng one or nore triple carbon-carbon bonds that nay
wW@emdanodops any st abl e point al ong the chain. FopCT/US2005/021751

exanpl e, "C2-6 al kynyl" (or gl kynylene), is intended

to include C2, C3, ¢4, C5, and C al kynyl groups; such

as et hynyl, propynyl, butynyl, pentynyl, hexynyl and

the Iike [00463] "Hal 0" or "hal ogen" includes fluoro,

coBlP);Cﬁﬁ: Ctﬁé tap gheat etc?%d%alht{)psgﬁeé aF%aoqgﬂ#'y }emu{lr‘?é lgrggepé ﬁrg?téct. In general, it
is A hegsaryshid adlickive ot sher Emalmglrmahﬁabeoaﬂhkqdl to grbeilgminate web 1.
include, but are not limted to, CF3, C2F5, CHF2 ,
CCl 3the ChiGtiRent 1GREHL wahd (¢-hepreuker WEBOAGA] 2T hed anyrother layers) can
be héd 118%1(¥a1c& L fapeai('inxyna%?)fel?tro%l-))% g’y xtnguea& the O‘l@ékh%l’ eﬂéc? Upt'he tufts 6 that

I ntended tO i nclude
exté‘nd th@figh ofRings €in se@Hd paaeois@ vwlbl&bxin e spbodimeatapiney be desirable

to us? )c(ixesg'lt:so %ﬁsthén%gl H(gn%ln)%bw offtky bgh%nélr gtg%ntsxeq é; gdlng on the end use

applmammqifoxgb)t deamrbutaoxgb 1 camiprising bicbiponcl fier agiwoven webs can
be é@ \a%tranhb é\decggfter E"ol?r!r\@ﬁol ﬁj?)te(t}ftls r? C}Ig @g)t%gi %151 g;@%?@f%gﬁrysﬁit Ror greater
peelt sormgtiat Addihiedlly,ht maygbe dps'g@hlq)hwpplmadhtgefe t4 afrleask@apyprtien of one of
ther.‘re pél?l}/rgqr iézvoe)’%s ‘i:!')]ly éxaﬁtgiebﬁ'ﬁn%n‘f I']a%lbphlfnggtrs [eag@eé?g] callwwlcal bondm resin or
pogdaipndisg, d:eﬁhemad bamb%bwwh layles cembié esdactveln erabed tooter’tam regions
r F

oSO D LS, L B GRS 1 0l con
apﬁJZCd in €8ontiBdous @BnnenwiciCasky] sdxalckaémg ay nm@@gaon@émwbmé@ebﬁuch as by
sp{a?'m 1 %xgr(raé n% taﬁl‘d‘l llrledﬁl% biylgcoﬁﬁrﬁ#opsoép 1!:15” %)Q()s alifisive can be in the form of
stxmemtbalﬁdsmrmdeth@ng/theéh@l the like. Sl m I ar | Y,

“hal oal kyl t hi 0" or "t hi ohal oal koxy" gresents a _

hal dalakopbltilgyeswsb dscackeprieqresgr azbbs@vhamd@ ©n{ malpra peperties, thereby

f 0 H! PBfosable absorb

e
arwémtah buosadutiyepiin., Fogrsdaraie WebRecompigngBio (Pheroteg pigpursor webs,

Cf"(r? glﬁls&%hd {egtrr%%vekp cy ﬁ"JvE %Qféﬁahlkﬂ/dld He[ngﬁn‘}gs%ropertles For7 superior

I Ng moh or poly-cyclic ring s
ﬂugg/ bhrolting yibr ¢)gmph:t érstl Q@CQI@})Y|W$@| dkan &8, coggnse@g)f r@atlveynléydrophlhc

ﬁb%?s C@é%nﬂ%&\ﬂso%%%ap%é@%r%e@ Xﬁrlef%ﬁ{féf)y hy&%ﬁl‘é&% fibers. The tufts 6

ut are not ., cycl opropyl
ofcﬁydi olgb ycbuld (f(y@‘q a)tggﬁhpguhawgg/g |rqjﬁgvg5y| hydW@hqp@( b@qy facipggsurface, with

h}dn)?h)bt: I 6its tcL g&t‘ﬁi (i ﬁ%/ HEE the IB@H)%J& throﬁ'g"hr RORYGE. FRId deposxted upon

reS| I'sS I ntended to nean any stab
th@ -uppet, relaswelyahydrqphﬂw trgriven bel ariskiycjrasRasted ravigy i ﬂa,e relatively

hﬁfopZoblc ﬁy r t&the P&%on ofthe ar%xéiéwg]ndegflmé-?he m@%&&r@r QX6 lay6r (e.g., the

tricyc icr any be saturated
aqaqut adey Withet bplag beind by Shgons tl‘éheltﬂ'edath@fr?é‘? irgason for the observed
Cﬁ%ﬁmgf%s@c&n&%meﬁaw QQ&V&n@rﬁlly‘ U&t&éﬂ%ah@iéﬁ fdeR SHQQ of tufts 6. The
, cyclopropyl, cyc yl; cycl ob uteny ,
fileysc, 3B Emmydiirectiopal lyorbigpdestprort Cek'/'t!‘lflﬁ)ﬂi‘éwﬁff'“ C%‘}?E‘Ie%ﬂ?é‘pt enyl ,
cycl oheptyl, cycl oheptenyl, adanmantyl, cyclooct
cycl @{ﬁﬂé}@hows eg,@px@@lﬁué@pvghy]an viey 8. smlg%yqﬂ Hloba(vg]geas one of its
c&n%og’en% Pigycl naRIN&entl iflvéhi®d. DI gedepdesanay napkm 200 comprises a

bi cycl ooct ane, fluorenyl, phenyl, nap

chhs@acﬁg}n aa‘ﬂ@fﬁﬁﬁ@% andaqqtah%@éhwe 2 sposed between Itpt/a topsheet 206 and

bdcRiheA RS LARARBE BY |oifct @bsurlaitht) perifferp hﬂ)’mSz&lﬂﬁh\yGlaplbﬁ i1dgetave side
rings are also included in the definition

exgensigpY gemEonly referred|te asy wings; &%teétsetdatﬁ &jrap e é'riasr ¢t crotch region
carbocycl es, unless otherw se specified, are
cycl opropyl, cyclobutyl, cyclopentyl, cyclohexyl,
phenyl, and indanyl. Wen the term "carbocycle" is
used, it is intended to include "aryl". A bridged ring
occurs when one or nore carbon atons |ink two
non- adj acent carbon atons. Preferred bridges are one
or tmo carbon atons It |s noted that a brldge almays

. o o - . e



i nclude, but are not limted to, those described

bel ow. The reactions are perforned in a sol vent
wappsopudat e to the reagents and material s enpbowyeskoasicr1751

suitable for the transfornatlgns being effected. It

wi |l be understood by those dilled in the art of

organi c synthesis that the functionality present on

t he nol ecul e shoul d be consistent with the

transformati ons proposed. This will sonetines require

ofzthe pragjere theuserpd sansiary mpkiro} ianitesy nenkinsipeiuding ﬁoes*@fté&g use as the

b&y thnSRAHBRIhAOSE, PAWEN kibwalin HeQRQHES n&@%m@taﬂéﬁescnptlon of various
another in order to obtain a desjired conmpound of the

alremﬁ@m pginoptiapal dlesigns. A @4 o] pitash nepkinshwel § ¢amalsp be used in a

|39 alfultd BBt AEIpB@ICOVS othdr dispodable MGgi R6&IROHIWRAr, it is noted
proposed reaction conditions, including choice of

thébw%htcaﬂ P® 4890 25 OTadSrib SPPROPEN Of.HE 1T GRPTE B dRCtShizel core material,

tof$tedt! s@Ondfy tdpeheX RRIWiIRE MatetAll WRSHK W ReaRlRGERHIE GBultifiE Qayers and
chosen to be the condjtions standard for that

CGPLISE @ﬁsheeweewdérw&ﬂsbe% goreP3eishset ce Ry ghImPe gy eBne
skilled in the a i s und od by killed i
the &ep 1t esa?cgaélﬁ.u&ef%‘m HESIE! 0t Spifey Pee 14 néZYqbtlyS particularly
b@l’éﬁ(ﬁﬂrﬁs Dopdieel 2065 fd@0dahitdN Hafkinst AL tB’DﬂheQ:UJanEﬁtﬁlt ofb@mellent fluid
npatible with the,reaggnés and reacgtions E
a“SH’éWOP 8% FYTHTSYAR TS isteRe T O p BtV EeR L5 TR RO ¢

toP SHIR 0 Bihen W sk RBWGet c@Rld 4 REulCTRAEichdt BAS cAlvkds] (D%queezmg out of the

readij |y arent to one skilled iLpnt
P%&‘# h‘ﬁf‘ 28 tPRESEEe AR e sarpfany ngrkin, &y an‘? ?Tg%b‘ﬁﬁmflsf eRffapped within or
01ii|th‘:di) tdpeheee Q0@ Ni Ined ;irh&tredatb@maetr 2060jb6th g@p&&i@rfaﬁd Qfyuisition and

t he pl anning of an ic route. i.n th ]
CHEPHATEIBIS GROMTGPY SHEMBFbBdERITE gr b (G gprefeably
toyshiet vil exHiiOhigie fate® Bf Ofid hdy@isitiomthd Wy Ievecdfirémdl gr oups

present in the conpounds described in this invention.

AN alit hedithrigtriapldn DF CRUTEseatei Contibi, Gpshdte 2080830 have applied thereto a
alternatives he trai ned pra tltloﬁfﬁg’s G.eene nd

0
lo\tAm §01(1p§}sgl(ogct %}Q)ee o@)rb ﬁﬁrélpcfsﬁw&cdg € aniyt)y §vn lotions, su as lotions
chﬂn@Mg et 4teh) wiictecan prdviteta skﬁh beﬁ&ﬂ% thk Q649 8] a Meferred embodiment,

ferences cjted herein ar re ted in
e e SRRl PR ROD Y G B TOBADA P RSy renders
mem;ﬁspmtkl’];dﬁzeptﬂﬁef talstidkig tb h& oty tiltgling hafr ahdsic oPrefetab s thedefore, the

IOEJ%@P hg%daﬁfrgﬁixﬁ%ﬁﬁﬁﬁéﬁgllﬁcE’%Zﬂi o i era
. 1(5),, . 741-745) .

S asion P b et i donne s iy 0 v S oMy dokiaf Rlyonwoven
welsl doftidn cah be dﬂpﬂdﬂ@)tm- tigr(i.&, the A@(aD)rk(stﬂ)lfté 6.0t lma lbeeni found that
o PR IS P BRI TR T o SR foue eing
bdune ay ddtory itlis hiasd ,thas thehufassaccaditilnbroshed @naipe thetlaioh@nto the body

dr Olgﬁgn1§9%;llrhe salt is isolated and re-suspended
‘fwg£’ ’ g@lé &Bent , such as dinethyl fornanide, and

Conbll'ﬁ‘eg%tl th%gl%rgserg)t 1%%91?18{“8!1( el on Ofnols(e iilsccfo P%{?’ki%iO%; US

ester or na 0 es
6,62%1870US bev&,wam 6),42161494 068 6586,6580UD A1489, & US| 6@3;526 6,287,581;

u§ %"ﬁ% 1§’f1 U‘é%ss%? oY yd &56{%5?%}??&6? “ﬁﬁ%obo%?# ot Bps LB 0s0.

dy-facmg surface of

use
alky
Str u*e*?a&?"é’ B8 @Pwst%%@é? iof B8 e B 3bBuBT I e porgops thereof) can
bg grtatedk with cahesunattqbllseosmmwmtlonsstwcwnéss ix phiginiestly hydrophebic. For
e 1a R I
ofPER° I o E 4GS AIRRUMNIRGH SlEpHE Moy SuBRE I buens,
also be carried out by conbining the keto ester 3 and
amoni um acetate in a suitable solvent, such as xyl ene
or ethanol or a conbination of solvents such as
di net hyl foram de and et hanol (1:1), using mcrowave
heating. When Y = R O(PG N, the protecting group on
the amine is renoved in preparation for acylation of
the an1ne mhlch |s outllned |n Schene 18. For

o o . o NN .



al kyl amno or thiol. The aniline enployed may have
addi tional substituents, R3a and R3c, known to those

WG koobhedos n the art to be conpatible with the rperUS2005021751
conditions. The two reactantgy are treated with a
protic acid, for exanple, ora-toluene sulfonic acid,
to effect addition of the aniline and subsequent
cyclization and dehydrati on to formthe fused

het er le.74. The am [ e
nusi EERFadreB wedireniyl B wRk b, AUl E, AERP Y Haceril o
cofipbditionelthving aSeinaneangl?. wﬁmwatent dfeat rastt abotti Tgdagress préferalely at least

abgﬁ?nggreette rf ge(?lreggclcévtv Isgr?ag:(e: %8855? Qxﬁ%?selgss\%gn ab%&{ NGy R 'pgr square
ceﬁm‘)hetanpre&u{bty las thhndbbmﬂﬁlmtlhememuaredmctmtmﬁ angd rggir preferably from

an 75 he his TFA Scheme 157 172 Q=
aboﬁgi?% u%ﬂﬁgpfrﬂuaregﬁ brotic acid solvent = O

’ ith a high
0 ol i 0 SR o B v 1

capaciity hmsmghly)ﬁbsoxbmp@umdg4 ofn getiral, 4 prefemed absorbent cdye is an airlaid core of
thg gyeejg S%seg 8@% ? l7'?7 §IC Bg g%ﬁ%@ 4, '%n%té'réfé@d%nﬁk’@ﬁﬁhtt éﬂs@x@ent core

‘a am no such as cysteln
20d6¢ thy Itypegererany 7efareel te anthiPEdfdanisn sugh gsithpsetslisslogest ipdfHt 5,550,167; US,
a t
5 SR R DL P10 e By ] e
cabavcy redief dcsotpruomat 3¢ coupslessothpmabdit d 0% ohits freg @bsorbent capacity; a
a f
BB ARSI SRR 0020 EPE Ly By g
frc?f@ almut &g: abbwr25ema apisistancrein gempswiod ideficctien ofromegbout 5 to about 85%
o sur %%deg%r%)ﬁﬁ er%ssﬁllgpclfqy@d nanhhd' ﬁeesgb(:s‘@rb&{'ﬂ Q:Qpa@fty of from
Sm ano- | %zoqw none. am no
abgntmupo @25 zgms/gradepEmheaﬁté@e|pnrap1e@r§a¢aathedi¢te|h®med as set forth in US
5 SE1T 48Py SR L AORLE DL U5 AR SEUR oo
fosmodwrea%tdlsctdsworsahateth@r gbsatben} dore eani heampde w\y@m Foy gkample, an

ab%‘?rf’?'{t %@ﬁ QF &g%gg%g ﬁ]é/grg]yg Sgé{f%ﬁg%ﬂ ?v %%e %ﬁgy}epﬁlﬁ%ssygﬁess than about
2oy, preferrblydess than ebet | OmurSaighehicknegs eande desg happbegtizwmg
het er ocycl e contai ni ng an am noal kyl side chain
sui t azmleel ftomwnrbelost shawys edmpression dath iy vehpat the preaqnt invention, as well
as c%ltnﬁg Cﬂnd[%blefloé Jﬁﬁié‘ﬁ% 8.3, 3899 atd W@é&%arﬂﬂbsdand Sample
cy ano enzoi ¢ acl under standard am de bond
Neo b, lalr@S ébardlmbﬁmféhe(@tsh@n@’e&tﬂﬂ) Reagent conbi nati ons

commonl y enployed for this transformtion may be used
and Samtleitiés,a fomedpolyetizleny filf qoswatable tPRI- WG\ topspets used on

AE&\%@ gcrmt pklﬁ%l’labm'm P)leAPKiRR Ploi&s, Tokre BRYE, IN.

yl" nmor pholi ne. Sol vents suitable for this

tr an§§n‘ﬂfly§ id D FRorinBE bMQ&hlek‘tﬁlﬁrrﬁad@ (BS/ Thé JrEFillnI Products, Terre Haute,
pyridine, THF and di rrezb@%&éor manm de. Sol ven

Iw@mrm:amdwgew@ygwfw disued dnCureo ¢fjek An QF%dét ¥4fre

and DMF in ratios suitable to achi eve solubilit

the Puepjedisa ddmpinpsruabondvwedrad 2p/8P E/RPhicogtpopgag i fg?ré pyailable from
BBANGHRSontnIR, &Nd 9-16 can be reacted with suitable

subst ituted al kyl ating agents or sul fonyl halides,

USi NGarfift BQES web @ihet fReseitaniliiion Mekdel forh i vadbt of Jakmple 3 processed
shoul d be reco%nl zed that additional deprotection

aceprding 't Progese Aeserivedie®i®onal group mani pul ati ons of

conmpounds obtai ned via Schene 17.usipg neth .

T RETRY § 1g F3HOc0 HRRM B e EOHINE SO H%beﬁ%g"f@n%@ﬁﬁ?w"mpf’nem
fibddé Sndi SOVENdenRAPET @6&4, @Y ailablt &bmaEBB A/, Sinpsomtike) SChe

het erocycl e contains a aliphatic carboxylic acid

contai ning side chain, am de bond formati on may be

effected by reaction with a suitably substituted am ne

or aniline with the reagent conbinations descri bed

herein (Scheme 17B). Schenes 17A and 17B [00517] A

suitably substituted carboxylic acid (A-CO2H) is used

|n t he an1de coupllng shomn |n Schene 17A Nhny of



yl ) phenyl) acetate, bistrifluoroacetic acid salt: The
product from Exanple 25 Part E (99 ng, 0.17 mml) was

w0 e@a@d9sv t h TFA according to the procedure despusiesio217si
for Exanple 1 Part B. The pr?puct was i sol ated by prep

HLPC to yield 6 1 ng (50% of the title conpound as

the bis-TFA salt. 1H NWVR (500 MHz, d4-MeOH) 6

1.02-1.11 (m 2H), 1.24 (t, J = 7.15 Hz, 3H),

1.32-1.45 (m 2H), 153161% 80 (br J

12. 6Sqq2ple 9 1S|)madg_b18@e Pmcesa as dpsctl n&he@elﬂfromgm webzofﬁgm()]letS

J = 12. Hz, 2. 775 (d, J = 7.15 2H) ,

3. 283@@% ”(G’EP 6(96%8@%&“%;?”?«/@@‘1“%%‘a1¥7b by t@spfea‘ds dgseribed herein.
Salﬁ)le% 8- fe Hiade al:cch'hmg & tﬁ@gl(e&mt Abdntioft uélxﬂgshx(o%reoﬂlrsor Webkas described
thEn azﬁ)v’herg bgé p(ye[cgfsor(\mbs gﬂ)trl;%u-ye fjrlierst @ theJtugts én Qge]stezll_q;)nf%gsuratlon S0
tokp&R. (Tfus, Jhe:ﬁb%rs?cff thdZsecottlprecursotdvdbSare hd)* puridﬁ@zﬁh{o%lf’ i} father are

for C29H36N4CB, . cal cd ml z, 489. 2866, ops: 8% 2861.

fOER%‘OéI tyl along w1th ﬁbers of the first precursor web, the two s contributing fibers to
thé 8¥s2- (4- (2- (1 - (4- (am nonet hyl ) cycl ohexanecar boxam do)
- 2- phenyl et hyl ) -| Hi mi dazol - 4-yl)phenyl)acetic acid,
gi ?t Sei(nﬁzﬂlé(rli@rl? ﬂﬁ?@ 552 tlﬂ:Cﬂ)chl:quﬁhsI dﬁ{slgmﬁa Sﬂere(nsfrmgtthé/ |twod la)yer laminate of
4 4- (am nonget 0 necar boxam do) - 2-
fiRsArsnAnORA YO Mampgfa}oﬁa { JaiFiet Famalrod SpEPRR S 30 Esm web of
50/50 PE/HP bRAMEdrieht faﬁfsdm& ﬁietsecfoh@ MyExia a1k @sm veb 2OmpPlking 50% 6 denier

042 I SSO dtre d

QB HERP Rerdratr oS ity ST p R Betivbin Bad BB o Gt UEe fpm BBA

Sitpbondfile/sC. The sol vent was removed in vacuo and the

resi due re-dissolved in MeOHZH20O (9: 1) containing

0 10/855&% Qllilsdmidéeﬂ thiprofasesh daycriped PerbilIlfOnt Otwol 18Yedl 122ina wherein

i - 0,
o 5 A S ROTERRE, 250 s PR RSl e eon
ladter 3slalso shbfadtimt tr'e’zhth td.ifagartla @lkti(¢ly highbr,levkl othy@faphitlcity) asHs known in
2.28 (tt,

th%gﬁlglll_%"oa%slal \ﬁeﬁs gre lz_lﬁallgt:ﬂﬂfrom?{?»ﬁ? ersogvkﬁe §815 Hz, 2H),
3. 28%2“‘1&)%6_[%6 ﬂf& ﬁy &)re,elgrgeb as(g,_| ‘%ﬁ? Ei)etoengirg%t {\ﬁodlayg lﬁgnnate of

ﬁlbﬂﬁus dnfvoven. itebs whereinJthefifst Gyélzcomptifies aB302RmAw@0of{FB/PBbicomponent

rapaohs sl ycpia i Vo eOnBoib 1 st PRAEY bigSppent foer
andlB0% R&enizr PBD fiberdl 6HotR & élR. ardavaitgdleefrady BBA, Simpsonville, SC.

)-4-(am nonet hyl ) - N-{I - [ (4- car banoyl et hyl - phenyl ) -1 fi

-1 m skazdd 1P-iy Inhd@by the process as described herein from a two layer laminate of
fi Iglgs{] oln%vgst/eg%/t%)& grgp gCI Bl %)ro%()%)gg%g] 3[9 g:Sul »xeb of PE/PP bicomponent
fife$) frﬁm(%g:(sZC@éch(Mep(ﬂ(ltceartd- the second layer is a 45 gsm web comprising 50% 6

But 0 rbon t lohe ecar apm do) - he

II?’%//E? |_Elcon){péfazrrgl H%rs) %{& Sﬁt%n?rlaf I8 p?ﬂ(cﬁ'&eés ava ée r}%m BBA,

Slmpsxﬂwdle §C.om Exanpl e 25 Part E (200 ng, O.34 ol ) was

di ssolved in MeCH (3 nL) and treated with 1N NaCH

( O Ssanmlc)s 12Tdnd 18 epectachmadaby dteiprocess atdesqribécbheriiﬁ ftom a two layer

05850 AL B8 DE LN w05

PIEJ/PB (’du:olnpw&st fitwol atl ¢ sbgonp laypr BRKC g1 @vetrgpmnﬁ%g 50¥/56 denier 50/50

}%—"/gﬂ F%F&P@ﬁt Llﬂb(:és%gé g&’} 6 I([l)l)%rO ']i']{' l%r L%oﬁll)i/fnj)éﬁfrﬁr webs are Fvallable from

BRBAySinpsonpitles 0. et hyl )car banoyl ) cycl ohexyl ) net hyI car bama

te: The product from Exanple 27 Part A (33 ng, 0.060

nmo| Fached theSamplegoftharpresedt igTentipmeiioynugeTeblel] wstsl precgsspdhaccording
to OpréEsl%CI 1MtlonNhMEélht¥e @%Pnl?eln?ngsﬁw%}glszas crll%d]agomitl) a pitch P of
sequentlally The reactlon as stirred for 30 mn at

rt. Cone, aqueous ammonia (5 drops from a Pasteur

pi pet) was added and the reaction stirred at rt for 16

h. The reaction was diluted with Et OAc and washed wth

a 1:1 mxture of water and brine (5x), 1N aqueous HC

and brlne dri ed over I\/gSO4 flltered and drled in
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Hz, 4 H), 1.37 (m 3H), 1.56 (m 2 H), 1.72 (d, J =
13.20 Hz, 1 H), 1.83 (d J:880,385Hz 4 H,
w@280/0¢995 1 H), 2.76 (d, J = 7.15 Hz, H) 3. BOr/{simbps/d21751
= 13.75, 8.25 Hz, 1H),3252(m2H),4 (s, 3 H,
4.20 (q. J = 7.15 Hz, 3 H), # 25 (t, J=7.70 Hz, 1
H,7.16 (t, J=7.15 Hz, 3 H), 7.19 (d, J=7.15 Hz, 1 H),

7.24 (t, J=7.15 Hz, 3 H), 7.67 (s, 1’H): HRI\/IS(M+
Na) + for C24H33N504 calcd mz: 478.2403, obs:
1.9 pgn gabgut 0. %pamgh)e a4got]\/@plg§q TH. ({f(agyuq lzmm (about 0.145 inch), a tooth

d@% mee 41X &4 ﬂB RAARIHAU 0. @%Cin%@(ﬁﬁeﬁ@f)m‘%@m 4@) 6f2r.25 mm (about 0.050

' ethyl)-1H benzo[ d]i m’'dazol e-5- car boxyl at e,
inel s Fh ¢emh1cﬂfe@a?e@m@t ROERng ding sr{eefb%al]owmav faie 1 for each sample of the
présgﬂt 11'1\4% lhéﬁl

2-(1-(tert-but oxycar bonyl ) - 2- phenyl et hyl') -1 Hbenzo[
d] i mdagehen Tanan bRl RHR: prdsent@nalish ha8 eRdellent density and specific
L- N- (Boc) - phenyl al ani ne 2p my, 1.0 ol e) and B(%
voﬂ@xgéﬁnen(ea@ad%ﬁoadaS@UI@H%IO&S SXpeTi§Ysaddn the WepHng Pl 3 sapiary napkin.
FRd 1ETRtdoy HAQH 8 HERAEE expbB&cEBDwhile Ha | @hile 0.23 psi
Thgﬁ?peactl or?sﬁaﬁtcgﬂrrég&was s?)lzérgr ed )g% 80 0OC for r{gl% The ?
cag GPRRSPANC\IR 3 PreaTHIR Bhen HfHRE oAl Tacrnandr B Ly g fan fepgespond to sitting
o BtSsehaed in EtOAc. The solution was washed with
wat er and brine, dried over Na2SO4 , filtered and
evaporated to dryness. The crude product was purified
by prep HPLC to yield 178 ng of the am de (45% . M5
340.2 (M+H) +. [00565] Part B: (S)-Methyl
2- (1 -am no- 2- phenyl et hyl ) -1 H benzo[ d] i m dazol e-
5-carboxylate: The product formed in Exanple 42 Part A
(178 ng, 0.45 nmol) was treated with TFA according to
the procedure described for Exanple 1 Part Bto yield
180 ng of the amne (76% . Ms 296.2 (M-H) +. [00566]
Part C. Methyl 2-((S)-Il-(trans-4-((tertbutoxycarbonyl)
nmet hyl ) cycl ohexanecar boxam do) - 2- phenyl et hyl ) -1 Hoenzo[
d] i m dazol e-5-car boxyl ate: The product fornmed in
Exanple 42 Part B (178 ng, 0,34 mmol) was coupled with
N- (Boc)-tranexani ¢ acid according to the procedure
descri bed for Exanple 2 Part Ato yield 75 ng of the
desired product (41 % . M 535.5 (M+H)+. [00567] Part
Do Methyl 2-((S)-1 '-(trans-4-
(am nonet hyl j cycl ohexanecar boxam doJ”- phenyl et hylj -1 H
benzof dJi m dazol eScar boxyl ate, bistrifluoroacetic acid
salt: The product forned in Exanple 42 Part C (15 ny,
0.028 mmpl ) was treated with TFA according to the
procedure described for Exanple 2 Part B to yield 12
ng of the title conpound (65 % . 1H NWMR (500 MHz,
d*"MeOH) d 1.04-1.10 (m 2H), 1.29-1.42 (m 2H).
1.52-1.60 (m IH, 1.75 (m IH, 1.83-1.86 (m 3H),
2.27-2.29 (m IH, 2.77, (d, J = 7.15 Hz, 2H), 3.45
(m 2H), 3.96(s, 3H), 5.48 (t, J = 8.25 Hz, IH),
122-126 (m 5H), 7.80 (d, J = 7.0 Hz, IH), 8.19 (dd, J
= 7.0 Hz, 1.2 Hz, IH), 8.36 (s, IH; M 435.3 (MtH) +.
Exanpl e 43
2-((S)-I-(rm5-4-(Am nonet hyl ) cycl ohexanecar boxam do) -
2- phenyl et hyl ) -1 Hbenzo[ d]i m dazol e-5-carboxylic acid,
bistrifluoroacetic acid salt [00568] Part A
2-((S)-I-(trans-4-((tert-
But oxycar bonyl ) net hyl ) cycl ohexanecar boxam do) - 2- phenyl
et hyl ) -1 Hbenzo[ d]i m dazol e-5-carboxylic acid: The
conpound from Exanple 42 Part C (50 ng, 0.093 mmol)
was hydrol yzed using conditions described for Exanple
38 Part A with the exception that ethanol was used in
pl ace of nethanol yielding 38 ng of the acid (78%. M
521.3 (M+H) +. [00569] Part B:
2-((S)-I-(ti-ans-4-(Am nonet hyl ) cycl ohexanecar boxam do
)-2- phenyl ethyl)-IH benzo[d] im dazol e-5-carboxylic
aci d, b| strifluoroaceti c aci d sal t: The conpound from
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filtered, concentrated, and purified by flash
chromat ography (silica gel, EtQAc/ hexane) to yield
weOdenupoes t he desired product (39%. M 307. 28CT/WRidps1021751
[ 00595] Part C
3- Phenyl - 2- (4- phenyl -1 H-i m da%ol - 2-yl ) propanoi c acid:
The product from Exanple 53 Part B (350 ng, 1.14 mmol)
was dissolved in 9 nL of EtCH and IN NaOH (3 nL) was
added. The m xture was stirred at RT under N2 for 30
m n. Aqueous HCl was added to the reaction m xture
until pH 5. The precipate fornmed was filtered and
dried to afford 284 ng of the desired product (85%.
M5 293. 33 (M+H) +. [ 00596]

t.D: nyl ) 3- phenyl - 2- (4- phenyl - |
TPB{‘?] Sfi\’%}(?a“?rwag?@;p%fﬁﬁﬁ? eril %YCIIFlﬂmsalt The product
Ig}_lépl e 5p—1 gm Par-t o ﬁmml) nd
~A=am UI nobenzafr d. Ae—hyjer
wer e di ssol ved]in anhyd
reagent (90 ng| 0.16 mmpl) was;adddds % agt
Waitst BreduFsbi@tbbat | Rmibger| femebof Slgg) H. S%E}Td ﬁ{gsgit \Aa};%i{inpf
removed in vacuo. The rlesi8@ue vﬁ rleBfs gl yedP PE/PP -
CH30HZH20 (9: 1) contairling 0.[1% TFA an )urul,/;’fgr B fo ot
everse phase HPLC (O [8, 28x100 mm Me HZO’O L%FFA
e cC
3

d*::_
o

gradient) to yjeld 15 g of tjhe titlTe oqrpoun‘d (7%
% ?f’d) 1H-NI\/F (400 MH4, 4- NeOH) d 3.33|(dd, J ¥
YRR 1M, 3. 59A(dd, VA 3 19 62, WAO3 Hz,NA
H, 4.54 (dd, J = 9.23, 7.03 7112 (m p H),
létﬂkllldrlf?al\u,v;%.uuu 2!") 770(,Q
Tiofja! Bagis Weloht fgsm)) H) .25HRMVB (M + ©25H24N50, [al gd
meﬂthofltngbbbmb.%&ﬁl, uua 416260 le—54
N- (34heshani nildoyNShenyl 12919- phepl - | H- p.rdod
2 t1°pea (P Repr gpanami de| Bis-{rifA ugroagef i ¢ aci df Salfp
DIEIH B/ch3) bheDok T[T E L.Ullpuun" s—prepared—Hsi-hrg—t
or nr‘pmﬁlrqu dedcri 18y f()ro'%?armp-gaBSS.o-NNR (4‘U’@9M- 0.017
BRI 408 42 (whdz J|=0dR. §201. $300de. | L o5 3 Odoms
bty (gJem3) al®7504, 7,03 Hr, T Hi—4-6+{deh13—9- 1,
725 ppl 1 k) 7. 98" (] BVE) | 921 ] (#9%4 5| Hy00o%. G pess
eciiic b .
e e 0 4 Hana?. 77 G 3 Wy B8 (5 A
| PETB T nonmehy | | cysd ofiexse ) | 3rahehyl 13- (4- pheny
2—yH)prppanamde—bistriffuorocacdtic
é&ﬁ?ﬁ@o@%ﬁ%@b 998]16F°art A:8.4Benz i3 10.7 10.4 11.3
didvanse @mBgyhtNPCy T Qhexy et hyt carpanmat-ey
é\LA OLOMnSh?I:h Iva!clgnhpyy “ar Zlﬁgifte (%44 |ng, 4. 5 [meAH
ondvol me(cm:i/ t :
shasg0! ved|in M AR (7 nl) sand| ceal dd
\!Otdeelb&i(bm3/gT£tl ethyl.gnine ( 2T S mo
by b :n7\/| chl or mtsé (D. 2% 1, %5 ol9>
dr opwi se The mixture was stirred at rt under N2 for 2
h. The r eerotersigns: rfiinkt 1A5@ mwvaspstH elsaikrad fasl 1304 CRRCI 2 and
washed with water and brine, dried over Na2SX4,
filtered, and concentrated ,to a white solid. This
solid was dissolved in 10 nL of 4 N HCO -di oxane and
stirred at rt for 10 min. The solvent was renoved. The
resi due was dried under vacuumto give 350 ng of the
desired product as a white solid (78%. M 263. 36
(MtH) +. [ 00599] Part B: Benzyl
(tram 4- ( 3- phenyl - 2- (4- phenyl - | H~i m dazol - 2-
yl) propanam do) cycl ohexyl ) net hyl car bamat e: The product
from Exanple 55 Part A(75 ng, 0.25 mmol) and the
product from Exanple 53 Part C (60 ng, 0.21 nmol) were
di ssol ved in anhydrous pyridine (5 nL). BOP reagent
(115 ng, 0.26 nmol) was added and the reaction was
stirred at RT under N2 for 4 h. The sol vent was
renoved in vacuo. The residue was re-dissolved in
Et OAc, washed with water and brine, dried over Na SO4,
concentr at ed and pur|f| ed by fI ash chromat ography
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m z: 447.2396, obs: 447.2397. Exanple 69

aws-N-((S)-1-(4-(3-Am no-| Hindazol -6-yl)-IHimdazol -
w@200bpeR9phenyl et hyl ) - 4- PCT/US2005/021751

(am nomet hyl ) - cycl ohexanecar bgxam de,

bi strifluoroacetic acid salt [00625] The product from

Exanple 65 (10 ng, 0.022 mmol) was dissolved in

1- butanol. Hydrazine (66 ng, 1.32 mml) was added and

the reaction m xture was heated to 118 0C using

m crowave irradiation in a sealed tube for 4.5 h. The

reaction was cooled to rt and stirred for an

additional 8 h. The solvent and excess hydrazi ne were

TaBle0V&dtindedvacuo. The product was re-dissolved in

MeOHZH O (9: 1) containing 0.1% TFA. The sol vent mas

renexmdeUNdgr yac@um g0 povi ¢e rn[e tire—gonpoynt

(8.8 ng, 59% . HHw/b (M=) +(é| ot ul ) .“w?), :aﬁau 13
m z: 458.2648, s | 458. 26>O Exanpl e 70
/' an5- 4- (Ami[n8get hyla N benzyl - N- ([(Bpsr2} phany | ad gsio 4- 3P
sy preduiopriveb | a JHC- .>50/5pf’;/em g,gs %%’1 dh ne P@fﬁbo | Brplg, T
bi strifluorqaeesi ¢ aéid salt F 06267sic 3 PBE,’;P PE/PP
(S) - N-Benzyl|- 2- ph 3ny| -1 - (4-phenyl -]l Hi m dazol - 2- Bico

anamyr The product from EXqanple|l1l Parf B (33

o
ny, O. 1 mol )%gﬁd benzal d=hyde (14 489sm P. 15 rrmglg}m e He
%ﬁs?s%’ ved i1 g 259(5450% Oﬁ L Qreoye 63 & gy 50%%8 1 0% 6
N9 Prégaserac f 2 /p Bi RPE @iﬁf Oeg Thepr
reacton was %g}gf;r of et gdpf - wf sofactd8 hsovTch 5%@%\0“5@21% LEE
diluted withogreq 2 and washed wi t|h St e6pr etd| DI Ne 5t
over{Na2So4 | filtered and levapor t"EQ | rPeT

.,.
I\,\ TV CT

—I—t—wa
v s',ft)“t?'g@'l e %2 hy, of the cpude [praduct 7s Mg 354. 5
yal W N L1271 F\ri-

(Mtbdothor L 0027 —FPprt—8:
t r Engayerden( Ami| namet hy | 91\ blenzylss N (s 2 RSOV dhoo( foRB
_%Aq%mggg) im dazol -P-yl)et hyl ) cycl ollexan€car boxlam de

Bi%S Tﬁdtf“]eU’é’? hatdetilc aesd sjal - sEhe preebucit ago0nh Exanpl &

?&sﬂaﬁltm%w\ﬁis nver to tne tT{te_conpoun
ol Watyshy_ 03¢ mogsgp ref?fes r?'oﬁ%d i°2Exaffite| 8027
PEFELATE ) H R | 5004VHZ], CU\0-7WEQ‘|)O(ﬁ1O D5y M 0d3H 0042
Den@ﬁ( /em3) 4t H 50) Hy M H—23—49 —J
b u’?,s.u, T T P 4 Lo Loy g e | o
,,f '°\é 004 o ‘|)2574 80 fom 2 H) 37.96. 14 gda, |J 728.[296%. | 176

16—H)—M5—493. 20 (M4 Hy+ I 00628]

J\.) \II; Lo T VO —T9o 5 )
§ 23l 4.0
6

%z‘”"""‘*'“’“";l 7®4ard Banplle 862l i sfedairn Tiab

SRS Ied| by agpropratie—apptiecattontof—th
pragedases pesérilbed'Por Exaﬁﬁle 70108r |by93 131 | 152
Vait! pedy km%/gr gxt I of he prgcedures gescrijbed
~3t 0. vv%gb\ oﬁ?‘g%cm | p?‘? Ln h:g’%art 36'EX’ n‘BSfJe 7758
Vbl Volurre nﬂﬁ% N T
;tn;&s&] hotteét hyl -2§cl ghex®&necaf beRyl|i a7.acifd224 | 230

VP'quMrren:yrblg)l (Qiptenyﬂol Hr1m, gazo 112

2 20ySpst i i de. h. stdiflior na"p?l clacid gai?’
[ 00629] pﬁwerﬁens 1inch = 25.4 mm; 1 psi=6.89 kPa; 1 foot = 304.8 mm

{4-[ 2- Phenyl - | - (4-phenyl -1 H i m dazol - 2-yl ) - et hyl car bam
oyl ]- cycl ohexyl - net hyl -carbam ¢ aci dphenyl ester The
product from Exanple 55 Part A (36 ng, 0.1 mml) was

di ssolved in THF/ DVF (2:1, 6 nilL) and cooled to 0 C

Di cycl ohexyl -carbodiimde (162 ng, 0.1 nmol) was added
to the solution. The resulting m xture was stirred at
O Cfor 1 h. The product from Exanple 1 Part B (33 ng,
0.1 nmml) was added, and the reaction was warnmed to 50
Cfor 5 h. The reaction was cooled to rt, diluted wth
Et OAc, washed with water and brine (3X), dried over Na
SO filtered, and dried in vacuo. The title compound
was i solated by preparative HPLC to yield 27 ng (40%
as a colorless solid. M5 552.1 (M+tH) . [00630] Part B:
4- Am nonet hyl - cycl ohexanecar boxylic acid

[ 2- phenyl -1 -(4- phenyl-1Himdazol -2-yl)-ethyl]

-am de: The product from Exanple 77 Part A (27 ng ny,
0. 04 nnDI) was converted to the flnal product (16 ng,
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and purified by flash chromatography ( 120 g x 2
silica, 15-70% Et OAc in hexane) to give 2.2 g of the
walemsnedos m dazol e. MS: 407 (M+H) +. 1H NVR ( 408C1VER2005/021751
ChA 3) d 1.39 (s, 9H), 3.30H§§n 2H), 4.86 (d, J = 6.59
Hz, IH), 5.32 (d, J = 7.47 , IH), 7.14- 7.24 (m
6H), 7.53-7.61 (m 3H). [00654] Part D. tert-butyl
(S)-1-(5-chl oro-4-(4-cyano- 3-fl uorophenyl)-I| H m dazol -
2-yl)-2-phenyl et hyl car bamat e: The product from Exanple
120 Part C (2.2 g, 5.4 mmol) and N-chl orosucci ni m de
(0.80 g, 6.7 mmol) were added together with CH3CN (I OO
m.). The m xture was heat éré‘:sgtMFgHQB(sfor 7 h under N
. The solvent was renmpved, and the residue was
di ss¥Pig &elump aget spagific m‘u%%anﬁagﬁ@aﬂwdﬁ‘m P ke nsBEBes

NaHCO 3; End bgi ne, dried over MgSO 4, and

conc give 2.4 g of foam WMs: 441.3, (MH)+.

i%%ﬂ,](v%&%)e%jeﬂ goDn(iCl;Hgs)m\?g g}a§ :2071§Sl§ffd %FDIQ'SOOE’,#%% (acrpa O?')J_SD pounds per
sqard Inchipresird using aOMTS Zémsi(etestéHThe tenbitk t€d1r rhdRured MO EHB]ing force

Part E: .
as A P3tepiglgyas) commyetsd Pepyrah g FRIAYE Pl A G il e b b ppterial was
cofpydsged aPa Ednitanitaite roonfotce of 300 EhEoroé axdiytiter ponitioftwartpédrded.
120 Part D (0.20 g, 0.45 mmol) wasstirred with CH2d 2
(6 mMzyid avkdme Fak a(givkn plateh poditiahels caMRildiedrusDg thetequalios:
sol vents were renoved. The residue was dried under
vacuumto give 0.26 g of the bis-TFA salt. Ms: 340. 94,
(MrH) +. 1H NVR (400 MHz, O 4-MeOH) d 3.33 (m 2H),
4.56Vydd=J = @50 (A6) @ dlmm H), _7.121(d, J = 6.59
Hz, 2H)3 7.25-7.30 (m 3H), 7.67 (m 2H), 7.81 (m

I H) . [ 00656] Part F: M Pfiber
trans-(4-{(S)-I-[5-Chl oro-4-(4-cyano-3-fl uoro-phenyl)-
| H m dazol -

2-yl) 1- 2- phenyl - et hyl car banoyl } - cycl ohexyl net hyl ) -carb
wni cWaered tert-butyl ester. Boc-tranexanmic acid (0.14
g, 0.54 mmol), Bop reagent (0.24 g, 0.54 mmol) and TEA
( 0. 38VYrtvoivoummafinjatenal ia coliclesitimetgestrbegrami t h 10 ni of
THF. The mi xture was stirred at rt for 15 mnutes
under xiganigiploplatdnepopitioniiiern thebaspiEwalipeters120 Part E (0. 26
g, 0.45 mmol) was added. The resulting m xture was
heat ed=®latepPpogjtior Hom Itiahpesifioasn wHete S, The reacti on
m xture was cooled to rt and the sol vent was renoved.
The r &sT dgeolmaierifl wSeIaenimeEs OAc and washed with
water and brine. It was dried over MgSO4,
conceNMaaseef maferépl BUEIPS ed by flash chromat ography (40
g silica, 10-100% Et OAc i n_hexane) to give 0.21 g of
the dResTARY dpRsHY ifcgramisT cubeaeestimetiH) +~ 1H NVR (400
MHz, (14-MeCOH) d 0.94 (m 2H), 1.25-1.37 (m 4H), 1.42
(s, 9H), 1.76-1.79 (m 3H), 2.15 (m IH, 2.85 (m
él:)') : Fo?;'veegg, %aggw%mnuggiej ﬁq%bé/g%}ﬂep%?ﬁb?é Zén:sli?y iz'tgeswéig}]lt average of
eack MdBAdhalMiBen@iBitny| - cycl ohexanecar boxylic acid
((S)-1-[ Schl oro-
4- (4-cyano- 3-fl uoro-phenyl) -1 Himdazol - 2-yl ] -2- phenyl
-ethyl }-am de: The product from Exanple 120 Part F
(0. 21 9, pfer, 30 =IOV Yo WlSines) HI (We bt PefHi2.2 (8 nl) and
TFA (2 nmL) under N2 for 0.5 h. The solvents were
renmoved. The residue was dried under vacuumto give
0.25 g of the bis-TFA salt. Ms: 480.3, (MtH) +. [00658]
Par t WHeret r ans- 4- Am nonet hyl - cycl ohexanecar boxylic acid
{(S)-1-[4-
(3-am no-| Hindazol - 6-yl)-5-chl oro-I Hi 7ndazol -2-yl]-2
- phenyl -et hyl }-am de, bistrifluoroacetic acid salt:
The product from Exanple 120 Part G (0.21 g, 0.36
nmol ) and hydrazi ne nonohydrate (0.69 nlL) were added
together with 8nL of n-butanol. The m xture was heated
at 120 OC under N2 for 1 h. The solvent was renoved.

o o o o =t ~ 1 o



IH, 7.92 (d, J = 8.35 Hz, IH). [00685] Part E:
N-{(S)-I-[4-(4-Carbanoyl - phenyl) -1 Himdazol -2-yl]-2-
w@bmeybooes hyl } - 4- cyano- 2- et hyl - benzam de: The prDUsmmhs/021751
from Exanpl e 143 Part D (90 gg 0.51 nmol ), Bop
reagent (265 ng, 0.61 nmol), “and triethylam ne (0.42
m., 1.5 mpl) were added together with 5 nL of THF.
The m xture was stirred at RT under N2 for 15 m nutes
and
(S)-4-(2-(!-am no-2-phenyl ethyl)-IHim dazol -4-yl)benz
am de prepared using the nethods described in Exanples
2 anWt’eg= ( 3Bsighipercontof thedibenfms imthga@d T¥He resul ting
m xture was heated at 75 C for 70 m nutes. The THF was
renoved, and the residue was dissolved in EtOAc. It
was vvashed with waster and brine, dried over MSO4,

conc¥itt rat etiber ¥stgh tp‘BFP‘PP‘@H‘OBy f Fashi%¥%r omat ogr aphy

(S|I|m_a_03aéhﬂxa% I%I ve 80 ng of the desired
product . MS: ORESPMPoFiNAR Yeight [ 50686] "Part F:
4- Am nonet hyl -N-{(S) -1 -[ 4- (4- car banoyl - phenyl ) -1 H m da
zol - 2- yI] 2- phenyl et hyI} 2- et hyl - benzam de: The

pr od

EXx 143 0. |
G S<Si s PG R (G ke dpri s e Ay e Affce e

wdlh mwﬂ\ﬁ)rksﬁaftﬁh&tah@ S@ Moot ceﬂf Rt sl AUt Hadsa ﬁﬂdieldlsﬁl’after in size

xtur er a balloon of H f
i Feglel P AR MERP RO LA LRy R B BT REREBplaten dov
unti eeffirbttstiostmtislefsrce @namsﬁm@ttﬁﬁplaaxd 1sphle‘nl Bacled Upyonk énv@é¢nsaat, and the

crESé FFV%III % ¥s%e i %%M?ﬂ%&lﬁ 0 anipqzlllts dgl'b?trlx\{gﬂg the platen
avaélﬁle Hixed Bise, to 2. (ﬁslan(:é gredter—‘chn e ihizial tBidkr)e,ss 8f thd n(athﬂl,al JFrom this
62, 8. 3 Hz S Il_Q; E%
pq_sglon f}‘gl)p’latefl i A)W(sl;ﬁd u? a fop?e g 1 dé applic d g ngqssa is pos]\tugbfrom the
zef®heighths,recdrdd® af e mi|t1a1=p18te8 Posktion (Zhfnd tEB(ﬁmslhead];ﬂ)éltlon is re-zeroed.
3-ainino-N-((S)-I-(4-(3-ainino-IHndazol -6-yl)-5-chlor
0- | Hmi this itedaz 819-cr §ibhetdr- cn;ainlemgdhtert yd l)seﬂ to- exmipndsh materials against the

o LT B TARTL P I SR Bl s e
plutars WGSJﬂ’l&’/IEII‘etuBtédtaothb EPEnedetBIt(b‘ thel irpitiat dlateh pbgm(aﬂ‘pr aph Bea)ﬁ}ﬂe The initial
l%:g s tlot opes a Dm v Ii d edee 1c1:1r on thlckness (6] tk'e materia] as described
P Rptet 20, (4#8F & ?1 el (H/’dlr iNe was Use Tptery] a5 f
atoydr &ivenepealdByerd 2é‘rfc8m(3d\/bh-l}ieparaﬁl-ﬂhl’dﬂe(p4®68 lahik ;hed'@el\fb@l-@ averaged.

E%psn‘?ate%{gg?%%%’ tes?e'di Vézg(l%gerﬁé_%fei aisaﬂ'%f(;g%fe I IéQlf sir?a}_llgram %@? éhan the fixed
basel, J = 8.35 Hz, IH, 7.79 (s, IH), 7.84 (d, J 7.91

Hz, IH). Exanple 147

| - an$RECIRK] YGLUME( 4- ( 3- ami no- | H i ndazol -6-yl)-5-chloro

-1 Hi m dazol - 2-yl) - 2-

phens'peei(ﬁh)MO)un& lﬁldé'r @nipedssiorh yely Gilwbtpdi ah 6100he)- 2B, et B@X agnnds per

3. ]

qk:%@ 1rbcl3 (pges%l%ll: o@ﬁs :t}éélgl\lle?t%}%) SI@% Eeen%1 %Otg{é% r{nétj ?Jréd ﬁ‘e resisting force
asMatriagctlale\yasmmpaﬂsmmb[eMeblea(nlovA,lﬂe @late:n @dm'rﬁpte)i tapad The material was

cofl\rrg)?éeége%ég? i:ogxgtgﬁtqﬁg EPS/J 1%{.9{:'3? ?%% %@ pgz&g} po%rtlg Wg}%l réc rded
N2 SREEDYRILR for b BRY B AR ARIA0G MR AP R feg Jel?%n

precipitate fornme tere |ve 1.85
g of the desired product. Ms: 504.4, (M:H)+. 1H NWR
(400 MHz, O 4-MeOH) 5 2.95 (s, 6H), 5.27 (d, J =

13. 6gyHz~ | H), 1/% 4 (m IH, 7.42 (d, J = 13.18 Hz,
IH, 7.54 (d, J =7.91 Hz, IH), 7.86 (s, IH. [00689]
Part B: 2-(2A-D net hoxy

enzyl)-I-imno-1, 2-di hydroi soqui nol i ne- 6-
carbonitrile: The product from Exanple 147 Part A
(1.85 g, 9.38 nmol) and 2, 4- dinetlioxybenzyl am ne
(2.6 nmL, 15.03 mmol) were heated with 5 niL of DMPU at
140 OC for 3 h under N2. The reaction m xture was
cool ed, and Et OAc/ hexane(l :2) was added. The

preC| pltate forrred was flltered and drled in vacuo to

- Y a1 o, I APPSR



cycl ohexanecar boxam de, bis-trifluoroacetic acid salt
[00713] Part A

W@200Beombsy/dr yl i dene- am no) - 3- ( 3- di f | uor onmet hoxpepbsmgs/)21751
- propionic acid ethyl ester, N- ( Di phenyl net hyl ene)
G ycine ethyl ester (500 ny, 7. 87 mmol ),
Tet rabuyl ammoni um Brom de (63 ng, 0.1 87 nmmol) and
3-(Di fluoronethoxy) benzyl bromide (0.5 nL, 1.87 nmol)
mere%Placed in a flask. The flask was evacuated and
backWVeb Persityifar sitien glaten RARIRR itealubiesHsiog e auptionadded
to the flask, and the reaction was cooled in dry-ice
acetone bath to -78C. 2- r -butylim no-2-

diethylanino-l,3-dinethg| rhydro |, 3, 2-di azapl i osphor
ine 0@ 7 1L, 2. 44—HHB#¥;W§§—é@3@@QS|Omﬂy under argon
at -78 C The reacti on was d.to stir at -78 C
for 30 minutes, and tﬁ‘en"?/\ﬂs{)réﬁ‘% )y oom t enper at ur e
over 16 h. The solvent was renoved under vacuum The
resi due was pre-adsorbed on to SiQ2 and the product
was | Iated via SiQ2 to yield 700 ng of light yell ow

oi | €424, 0 (MeH) +. [00714] Part B
3-dif th [ id
3 et hy PV QREAIS S IR SR Pl P e BB Bab A (700

' ced i.n .a f.l.ask and dissolved in
THF Q@G%ﬁan%w Bl P g Bics 85750l uti on,
30 i, —1\é\@§Lﬂiggn§pdols@in9 frE)mQhe b%?ect-\ m(i’lnl stirred at rt

| ON Was extract e mnth di et hyl

th N dj usted t
ZpHeé‘ ‘@e@%‘“gﬁﬁﬁwé{]&%}%ﬁﬁﬁ%ﬂﬁﬂgﬁfﬁﬁ Fon. The aqueous
I [ h :
asho Chpe FRE FaEHA G Mt p HR IO [T e and

evaporated to yield 420 ng (97 %yield) of a clear
gl ass. M5 260 (MtH) + . [00715] Part C
tr an t%Blé [eéj 'for £ %y&)@lrdqw&ﬁgkﬂgﬁe {EEtELh(WﬁS model Alliance RT/1
cyc exan ca - am noj} - 3- Tl uor omet hoxy- pheny
with Tgﬂt @‘@r]@mﬁtwa@mﬁd é hlylpacb@llbr Thykpstepmyeidieve 4 figad base larger in size
1 B (
thgg@%la%ﬁe&%? géérfe) gnelght bgé%g{)rlgle é%t?ﬁanmﬂgén% é@%y té)glr ?L%&e glaten down
unyil @ed'lrg@gbsmgn%lgq% VAl réq:aglg’yd dlie plateghisttbenshscked up\gde increment, and the
créQ%@M ﬂ?ﬂ‘l‘tlon [sggr%l(ﬁ] T}F%Eﬁlplpgagg length for each sample 1|s)set by raising the platen

trans-2-{[4-(tert-Butoxycar ' am no- net'h

aheye theHixrd Rase 49 lBotisante gightaiothan th@smaalf thubrreéhe& the xyatgsigle nkrom this
pds)nof? 'El%gﬂa%' 1§3lo%f'eg untliRGoRE ijpgttls Ilﬂ aed t@f%hﬁlel ﬁxs%glﬁoncfrom the

was treated accorded to
zepcr }éﬂ*@@@rf@ofﬁéé ay tihb Bifial platEn pepioa (}%artddhweweaﬁamswn ifre-geroed.
white tacky solid. M5 469 (MH+)-. [00717] Part E
t r ank-this 195 16 ﬁévh%lﬁmesfcq“@vierxra?fet WPDERY 9 eompegsy materials against the

basd af frafe35f 0.51 cmy/min from 1 to 1000 gf. (0.75 pounds per square inch pressure). The
am no-| Hi ndazol -6-yl) - IFL|n1dazoI-2-yI -2-(3-di b

Pl WaetheioRAISH@hihe Jamstaly [tq the inia alatep pasition; fpy ¢aely pasda.  The initial
p@teﬁ gos%htor teItrg%g@feQ%H Ghridd' depRnkma BRI thibeneRAdtithdnbtedB4s described
.6 mmol ) was treated sequentially according to
abphe pﬁaﬁcea@ﬁsegera SEMER AN iSePaicatRpIPE BicgsnpRd Me fivg dpRyltpaveraged.
E#h RdtdriaBsaftPR (EXRNPsQardetGn BRA Qhah'tﬁe%lé&éne b6t shafterTH afea %% the fixed
yleld) of the title conpound as a clear glass after
%%rlflcatlon by prep HPLC 1H NVR (500 MHz, NeOH-d4) 5
2 giAs- call lylurviﬁﬁstogd.lfroi’n @5 ap_@/e dfeqflptzolgéfgvébs llar]_q) apgar?fys H?)O of the
prés@nt ihvehtid® ity vhribds sBudibred 65 wabsH) cah BPmade3witul H&paﬂtmﬁ')from the

scg@%g’ t]%e&ijes\ggtzg\%gt.i%s céurg%l ig@;liéqsgijied%cﬁ%@z.'( {ggr e\%iﬁpléj%eet 206 can
1H) 7.77 (d, J=8.25 Hz, 1 H) 7.84 (s, 1 H 7.98 (d,
J=8.80Hz, 1 H; HRMS mfz Calc'd for C27H32N5C3F2 (M +
H) +: 512. 2473 Found 512. 2485 . Exanple 176
(S)-3-amno-N-[I-[4-[4-(carbam m doyl | )phenyl]-IHimd
azol -2-yl]-2- phenylethyl]-I|Hindazol e-5-carboxam de
[00718] Part A

o ~ 1. T T Y ' B L e 1



Et OAc. The filtrate was concentrated, and purified by

flash chromatography (silica, CH2O 2MeOH) to give 12
woooobodobe desired product. LCVS: 184. 18 ( MH ) PET/US2005/021751

[00738] Part E: I-anino-S—ne%?ylisoquinoline-

-carboxylic acid: The product”from Exanple 192 Part D

(35 ng) was added with 4 nL of MeOH and 4 nL of 15%

aqueous NaOH. The m xture was heated at 70-85 OC for 2

It was concentrated, acidified wwth HJ and TFA to

adﬁmomlbf beTRatedopr Heajgds Wi Imedicamensh ¢t leguing fiuids. Byti-pastrsiak golutions,
eGSR, ﬂﬁﬁﬁfcw bfosutrRc@hty.e LABWNE, Hbarhtd€ 100-CanS donfifeddSio only form

203. 03 [0073%] Part F:
tufts ¢ 49 ﬁBQrRPI{ qf§)e yeb(l4 o 19 for Vapringsiden aaen desifgsyof B ) or o

-1 Hi m dazol - )

2- y| fuoshss advantags plthg rrgcesiiqrgibed SRURFRBICE M- ebe QF e Prrssny dnvention

is thdR it Wéts| R b PeRALED iAGing witdl ditier TRE fpaf daetimt eqf.lfpﬁﬁht or in-line with
le 192 Part E and the. product om Part
s

of
Wsarbeyt ficle pémﬁtwqawaet% gl CtF T pnaher solid sate
foRAtRAIPRRBES tBatéah Budeld 8ittiER HAGAS oﬂeﬁ&&ﬂm&ebﬁoﬂaﬁﬂ@teﬁt invention.
120 Part F and Part H, respectively. MS 537.0
For exappplgy v\(eg G@Jlmproa:gfseﬂ/@mdnag to ttgg)rcisgnt 1rg/p61t10n3angf %e? ﬁ;?eltured with
a %ﬁﬁt@hlg’g g)ﬁ)césts; su]ch—as7019€1 dé@énbédH)n US. ﬁa'f_ter{t SNo.| $%58,6892@ Chro et al.

Amalvgly,l@metglal |°P-Bld bg m&ée (na) a go!)ngao?@ tpE)ug}’ Hvzmeg(%ﬁiﬁp(‘éagses such as
o2 QRscib&Nth 'U]S%bNéthMS | 0bwezsesAl hﬂ&)ﬂd & aR6# fing rolled, for example as

m{liisﬁ)’a;ﬁznéglgoq( 162 897 }o W?lgflé Ege;}l | a%!glﬂ]’?? P}oc%smdoaécordmg to the present invention.

TR Sestifiibd | WesOametive aGibit gl torhkiRtdd Bgnefikti 5f aRE¥POMBIEiple material
mas prepared follow ng the procedures described in

mE‘% fAYPES- 120: 1H NMR (500 MHz, Sol vent) d 0.90 - 1.01

1. 50%11 lzlbfcwntsrﬁlte% 111_'5%1e [get%lgg De crt-?gort m’ thﬁ ]Ip_bentlén 6 1n|_1|)efevant part,
1n20r9&at6dﬂherlm|'ﬁy, referdnte;(@le cdtationldy drl& dodurhidnt i n&4to(kdeonstrued as an
8. 80 FE,.E Fg, 3.02 %E J=13.00, 6.04 Hz, 2
‘tJﬁt)‘SS“’E thyat it asqior JLyih gespect (§ thepresontinvepgion. 4 "52 7 "4 65" (m
1 |'|)Wh17le Krtrculér %&bédﬁnerhs |'th the . Iﬂ&ent ﬁw&ﬂloﬁnhavé bden Mudrdted and

cqpiived s e B it e (Bl in g i U Voridun baggyphanecs and

médificatiéds/ can R Uhdile vﬁ%BuQ&@ﬁﬁﬁMrdﬂthe sﬂlﬂ@eﬁﬂls]com tBS inkerfion. It is

BT B oS ah o B A s ot o

wiNWENEINS oFthslifyefdonl NVENTI ON Thi s |nvent|on relates to 4
fi brous nonwoven webs suitable for use as a topsheet
in a disposable absorbent article. In particular, this
invention relates to fibrous webs treated by
mechani cal formation to have increased conpression
resi stance. BACKGROUND OF THE | NVENTI ON Di sposabl e
absorbent articles such as baby diapers, adult
i nconti nence products, sanitary napkins, pantiliners,
henorrhoi d treat nent pads, bandages, and the |like are
well known in the art. Such articles generally have a
fluid pernmeabl e topsheet, and fluid inperneable
backsheet, and an absorbent core sandw ched between
the topsheet and the backsheet to absorb and contain
body fluid exudates. In sonme applications of
di sposabl e absorbent articles, such as sanitary
napki ns and pantiliners, it is desirable to not only
absorb body fluids, but to mnimze fluid on the body
of the wearer. Fluid on the body can be mnimzed by
ensuring that the fluid enters the absorbent article,
and does not conme back out, such as by being pressed
or squeezed out. While nuch work has been done in to
mnimze rewet to the body, there remains a need for a
di sposabl e absorbent article that hel ps keep the users
body clean and dry. Accordingly, there is a disposable
absorbent artlcle that helps prOV|de for a clean body

Y LR



conpl etely cover tufts 6, such that they forma "cap"
over tufts 6. In one enbodinent, flaps 7 may extend
wo@uioc0699p8 ane significantly, even being as hi ghGT/E82008021751
speak, as the tufts 6 thenseéyes In this enbodi nent
flaps 7 can cause the tufts to be nore resilient and
| ess susceptible to flattening due to conpressive or
bending forces. In one enbodi nent, therefore, the
am nate web 1 conprises at |east two layers (i.e.,
W&‘ﬂ%[ﬁ@bﬂ%@?slsm and 21), and both layers affect the
tactile qualities and conpression resistance of tufts
6. Tufts 6 preferably conprise | ooped fibers from both

precursor webs. Therefore, tufts 6 can be, in a sense,
eﬂt meﬁﬂﬁ@ﬂﬁﬁc?ﬁyﬁﬁéh second precursor web 21 or

pushed into" the tu f second pre

oFther oo sbebshegt S e s e aap R b BB tscrelt it of
pr ecur sorfimelsnaianl be "l ocked" in place by frictional
engagenent with openings 4. In sone enbodi nents, for

exanpl @, dhagctehded ﬁta{hal\/ﬂaﬂttbpsﬁéet Bpendendiry 4f (ebs than 0.02Veunder a load of
di nensi on asure transvyer,s i S)
can be | e% ﬁpﬁhﬁn‘f%‘g f‘rﬁ?ﬁ?ﬁ%@\? gbig e 4 loag Sg? 23( PHhat

L A g S

0p e ninangyotdngirecusmdgebl.0 constraln tuft 6 fron1puII|ng

back out through opening 4. The frictional engagenent

of3. t e tauitdrg napidn @p&iimgd @r Hvwitkesn fsad tepsheatricn@pusesveb least two

ita:] u%teclil]?s(e% YI:]VYE \él \rI]VI : E rdrggrrc]: rt]ueftsstclcgrfntgrl1srt1:§l'1b{9rr:% é:?cl’lrltei fnﬁl ge%lértsg]r web.

B%C a'i’lhe sanﬂa klg m? rkf] Au?é%ltal n%vhg!e n Paqd ltﬂ’ﬁ/segfs material
ver atl pol yner

t|ssummpapEMu@h@@mUmpwd&@msor web 21 in FIGS. 1- 4)

does not significantly contribute material to the

t ¥f t BheGafismcimphm df anyt dfghepriocedingwhirgs, stowm stid teis@BSt comprises two

1-4) C V, r

20 c%%mgﬁgcﬁgrggﬁé?? uggpggp%gﬁg?%%Jﬁ$hgﬁ?§%% Q@rgﬁgwa are

on bobsamiatesovefed meﬁbezts {pm fanly lene 61 shidpsechyigonigebs.

contributed only by nonwoven first precursor web 20.

Tiber Efeoreitaryt nepkis of anyand theepreppdingefaignsf whestie prid {ppehiegigemprises from

SO a £

tch! S OBt sk S Gl S} Bl Ll 20t apaid ciseree

nonwo{ieper squatereentimiitérf er ence bet ween the two sides 3

and 5 being a difference in surface texture.

THer Afsenitery napkipgharasteedibyent , the i nvention can be

descri bed as a | am nate naterlal of two or nore

pr ectir $6Ppsireb Bavinghe badyrfadieg fidesindecemprisipgfiom 4 ity 49 disgpsts tufts of

are Su%kﬁ@h‘a@hﬁ%epﬁﬁﬁé @thlpbétef' bers fromonly one of
t he precursor webs. shown in FIGS. 1-4, one

chargct,gkhsddig l&fontc%f)&altgn GARlieR%o hiasPs 5&9&1 Qiasrfltd body-facing side
dlrectlonal alignnment of the fibers 8 or 18.
exanpl &f sdibigpdect; @i gned fibers 8 can be descrlbed as
having a significant or pmjor vector conpone
par af-| eyheges S@Wémzh@dwalaﬁ@wﬁ&leﬁféaq (b%?ﬂéﬂd?ruaki%dsof §-004 psi, and
have a getshs beedsitiinl s Bict of dMos dr@AREt W th respect to
transverse axis T when viewed in plan view, such as in

ers 8 is neant fibers t hat

FIG 4. B
ar8e Thersayragy “WF‘EHQSHH“ E’e‘lﬁ}fefF i atep ‘ioﬂmf‘?ers PP WBUr sor

0 but ext twardly t he ection.fro
£ Br sTreiase ok oralR gty pBeiioal GRS poRset & Bhst precursor
"al i getedhd awedond prRSReE twebowhedip ededsi (bferof sdid precurssk tv@bbis relatively

is nean ed fibers eneral I'y

or 1 eRpBaRRoERaR e e R e dRE s Vo A e
4, each of the Iooped fibers 8 has a significant
vector conponent parallel to the transverse axis T,
and preferably a major vector conponent parallel to
the transverse axis T. In contrast, non-looped fibers
18 are |ntegral mnth but onIy begln |n flrst

~ N T T S .




the spacing so as to allow for maxi mum fiber nobility

and di sl ocation at during formation of tufts 6. In
w@eovenedogs uti |l i zing fibers having rel atively hpg@hus2005/021751

di aneters, and/or relatively_high extension to break,

and/or relatively high fiber3 bility, results in

better and nore distinctly forned tufts 6. Although

web 1 is disclosed in preferred enbodi nents as a two

| ayer web made fromtwo precursor webs, it is not

négeé§%rﬁﬂm%ﬂﬂnﬂﬁﬁﬁﬁﬂﬁﬁﬁﬂted to two | ayers. For

exanple, a three-layer or nore | am nate can be nade

fromthree Brierstipss sPmprtyg a Ai§st |pesyrsais wehandp se¢pad precursor web,

precursor wWeiigremad 18X &R £P&§Jamt WVERUY mmaglmg h:dtophobic

another layer to formtufts. For exanple, web o

coul dconpr i gathiresgeqt ¢hsashetber, of Said PRIV YO siid athereihgpid topsheet

core of a f @nd} Qfnpt¥di BREPUAHYE fibroh mBERML TR said filsSor second

not necessary that adhesive or other bondi ng neans be

utilized toPfPAKEr"¢h-nate web 1. The constituent

| ayers of web 1 (e.g., . precursor. webs 20 and_21 and

any ot herb | 3perEw)saiddppshest Ay ydgnpityzofrless dhap §.424 vader a load of 0.004

| am nated r ﬁkl?&ﬂﬂ@%xﬁhtp oP¥ss\Mhdnl U8 @fcc hf¥Eload SKI3NGL., and

effect of the tufts 6 that extend through openings 4

i N seconde. PhgabbofRft dRDn2hid donMBRL@MRE bAi® fohshebt, sdi@¥bsorbent
be desirable to use adhesi ves or thermal bondln%nfr

ot her bondi A ARAME" AYerpetBickyS ot tshEapARPULS B
application of web 1. For exanple, a web 1 conprising
bi conponedt abhdistieetjbitvdoand\ dbiseecan be t hrough-air
bonded after formation of tufts 6 to provide for

| ayer-to-layer adhesion for greater peel strength.
Additionally, it nmay be desirable to apply adhesive to
at least a portion of one of the precursor webs. For
exanpl e, in sone enbodi nents adhesi ve, chemni ca

bondi ng, resin or powder bonding, or thermal bonding
bet ween | ayers can be selectively applied to certain
regions or all of the precursor webs. In the case of
adhesi ve application, for exanple, adhesive can be
applied in a continuous manner, such as by sl ot
coating, or in a discontinuous manner, such as by
sprayi ng, extruding, and the |ike. D scontinuous
appl i cation of adhesive can be in the formof stripes,
bands, droplets, and the like. In a multilayer web 1
each precursor web can have different materia
properties, thereby providing web 1 with beneficia
properties when used as a topsheet in a disposable
absorbent article such as a sanitary napkin. For
exanple, web 1 conprising two (or nore) precursor
webs, e.g., first and second precursor webs, can have
beneficial fluid handling properties. For superior
fluid handling, for exanple, first precursor web 20
can be conprised of relatively hydrophilic fibers.
Second precursor web 21 can be conprised of relatively
hydr ophobi c fibers. The tufts 6 of such a web coul d
forma topsheet having a relatively hydrophobic
body-faci ng surface, with hydrophilic tufts to pul
fluid away fromthe body and through the topsheet.

Fl ui d deposited upon the upper, relatively hydrophilic
tufts can be quickly transported away fromthe

rel atively hydrophobic |ayer to the portion of the
article underlying the second precursor web | ayer
(e.g., the absorbent core). Wthout being bound by
theory, it is believed that one reason for the
observed conpression resistance of web 1 is the
generally vertically-aligned fibers 8, 18 of tufts 6.
The fibers 8, 18 formdirectionally-aligned support
colums that resist conpression. FIG 10 shows in
partial cut away plan view a sanitary napkin having as

o - e . A " oy



