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METHODS OF USI NG PDE V | NHI Bl TORS FOR THE TREATMENT OF
CONGESTI VE HEART FAI LURE CROSS- REFERENCE TO RELATED

WE20EME78APPLI CATI ON The present application clBETES2005/041465
priority under 35 USC section 119(e) to United States
Provi sional application Serial No. 60/629,030, filed
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ereln

I NVENTION 1. Field of the Inventlon The present
Backproved bf tie Inedrsions t o novel nethods for treating

c gestive, heart f ( i nmal s .
oS Ao 5 GSBRHUOR G AT psispecifically to the
depoﬁ’ﬁ% Bhedll bleﬁﬁ-%aﬁsa?lo%’ Bodfedts BEtMel corhPesedlofas réIectropla’cable
invention also relates to pharmaceutical compositio

substfadw, sudeas metal,ioe mcomﬁaomaFar@@ﬁbamg algchoplaiablsang n@me&q@troplatable

pors B PR, i P AR TR o3

capatﬁtdii@alm Roigtoed fhaChaBtnhetal thEan @emllae ceraafic, ghfss) @ IMSQU Portions.
1-2% of the general popul atl on. In the US . no

t hFlegesizg 9f gl Wf@@ﬁﬁ% heg jpeen gdramafsally f?@&‘ﬁe&@de%’é years. This
reducﬂﬁ)?( i @1{25 Bl ?ﬁﬁ%ﬁﬁ? cor éht?é ts%ﬁlﬁ?agﬁ% \E}g)trr@ hifggt?t ﬂ)cé%c@ffoplate
Add1t1bﬂa11ye ackhp guﬂac&gnmm $echnd>lagya SNy uqymmmgs haas p@ltsaiwez:emmlc

B 2 S 553 T M PR v
probféﬁp n@ieh] Hp ?{%ér%e‘dﬂﬁ'leﬂH elebtropifting sofldfons hfeQivsirie.

Fram ngham heart study showed the 5-year nortality

r aNeutrai ror GkiE nevelmH tin layd ‘rle/ﬂmlmllng elmtmlmg dygye hgentnade in the

vaI for d

past %qn q%&mﬁf e ci%'{lgatwgenglig algl;ll Ngfr::s e{%fan gﬁf%gflaude UsS
paterR9RU 63700, 3@9 Poraaorraegs, 613, 47?0 4168 16576 ahd Jaxianede patent

di seases. CHF nay be caused by the occurrence of an i
applicainnd38A1 S&y c?heaf@rraulw@@aieaqrdqed imhese PaERs Medidercomplexing

I e

s 35 s R A AL s ABCE SRS Nt o comple
the tidhi das decad Bae remite mem/mmble mthetshletlonsaalshe eleeated pds fequired.

an_initial declln i.n aC|t of .the
Thesgalifelosttege BRLFRIFEY t%ia@S%% pRadRRIPOsFAR e erigigfsare less
than 48G}b ir'ﬂs ifH'cﬁﬂe&Wéty may not be inmmediately

noti cea ue to the activation of one or nore

C oﬁplematpdﬂ yapenebeapritentepplidetien B02-300 68 Hdiselosesshasthapaths should

F -h b f dt dent
be ORIy Narh Bt e S fep L B IR et fllaF bats e,
pHCﬁt@t@w DY Thebslhs 6Pmeseaxamples SR found (ONGHeGabky &pH values
whil e the patient remains asynptomatic. In fact,

t he
abOV@&qQ; eﬂs%m@ieyt 46300 melndaing slenifigpriaoinh of #ramonia in it baths and
car c t I
o VB M SHATL P DA IO i o B
4, 68fl ©170 exdacand ﬂlabyrobl@’(si aré gnddﬁh’etealr Witthy ée;ﬁfsftelualstycm pHB greater than 5.5.

heart and circul ati on of i npor t ant .

Thuss FRABHRYSTSID &}ecst%hﬁlaiﬁggg dWﬂSErﬂanfcm'}D these % Xﬁ’@n operating above a
6F§5%Q& P&y of the hypothal am c-pituitary-adrenal axis,
system ¢ endot hel i al dysfunction and nyocardi a
r effhe ptdsen. inintion mowspreyides 4 neaneytralietestropldting solution and process
countera éﬁéqg_ﬁge activation of the

that QYEIEPRE BRTEPLIBPEMSt ar y- adrenal axi s i ncl ude
bet a- adr ener gi ¢ bl ocki ng agents (beta-bl ockers),
angi otensin converting enzyne (ACE) inhibitors,
certain cal cium channel blockers, nitrates and
endot hel i n-1 bl ocki ng agents. Cal ci um channel bl ockers
and nitrates, while producing clinical inprovenent,
have not been clearly shown to prolong survival,
wher eas beta-bl ockers and ACH i nhibitors have been
shown to significantly prolong life, as have
al dost erone ant agoni sts. Experinental studies using
endothelln 1 blocklng agents have shomn a benef|0|m
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present. Representative hydroxyal kyl groups include
hydr oxynet hyl , hydr oxyet hyl and hydroxypropyl groups.
wab@etosrsms " car boxyal kyl ," as used herein, neanBCHUS2005/041465

substituted hydrocarbon chain, preferably, a

substituted al kyl group, which has a carboxyl
Sum$ddbpbf the e fenfin 9- » - COOH) and may al so have additi onal

substituents (such as one of the representative

s ubbe pregenttinventiemrliteetd aa&@bﬂ@mfor usetia ceemqwon with the deposition of

tin or ﬁH ?ﬁcgy I Uta;ﬁ%tg%erpé)ﬁ ! es? ’ﬁﬂag ?(ﬁ cﬁ%&%g? ﬁ{}fer' tin ions in an

amoﬁnt@dﬁﬁ%&@@bﬁovﬂfe@lﬂﬁde@@ﬁ ofl ﬁ[aitab@é pMﬁ5n§ dS\iPsiuBﬁfate§ d@bmPkexing
t he correspondrng esters. erm "am no

ageny; g6 gn Reidar salt thezeed that instale aigp ofd 9t abysty alrcb%elwﬂrﬁ? pgpsent in an
l

o BRI phE Hemerd ST o SR 3g0 o paftant of

alkoryated palyalmhmlqnamnehmﬂmoumg siffiomnotodacititaterepakikiph of tin upon the

platsblicbqriip Otihg Ssbtaks O ovaniasealbily THE FlFon P yihe fosge of

aboR 810 Ab&R IS Ivhi A fb%dél[s%@ FHecQbark VY @k k8MYibn of a suitable pH
substituents, where the nitrogen atonrof the am no

aQUQH@umeH% not attached to the al kene-form ng carbon

Kk I h ,
Th EREE RS Gy e DB o PR sfifofe s8BHe A RoRErme sroup
consiRing oY tif WhGhe bulfaites] i swfuted] ¥ tirgedomdds] arfl the complexing agent is
-NHaryl). The term’ alkylrnrno as used her ei
selegipchfrgmzthe EreuRsoREstEs ofteliconls asith an plkal pr alkrahrlwrﬁr lragﬂral
glucgﬁméutﬂeéﬁgfﬁkgmg Qe an afkahk ofall.l@(l dr)e earj’_cﬁ(fnétﬁr tagﬁicgheﬁ&
set Rerein, neans conpounds confainin e
pyropﬁ‘ed}sih@‘ﬂﬁ 8cid @d 'an‘ alkaliwh &ﬂ(&ll]ﬂﬁ&rﬂh&ﬂﬁa]fp}dmﬂgﬁphm om or an

e TSI e SR R e tered polflosy g yalcobols
1nchﬁ%ﬂfq%§c?£lk@§ylé(t€d ﬁgfg% u?éﬂﬁe@ﬂ? 8428%h pRAdeRaARRLD ﬁﬁheth%[lt&?propane or

term "aryl oxy herei n, means an oxygen a
neomatml gb'ca}pranydulrssrtistero{ veanated (mtlgethyler@ euige, )prop‘mhenetoerndn or mixtures
ther ster," as used herein, neans compounds containing a
bstit ut ed car boxylic aci d (e.g., -COOaryl). The
t eIARo, 88YHntagls areGRbVABY tvhen B sUSBHaMAnE infbtal TBRAS pi‘esent ina
carbon to ox gen doubl e bond, (e.g R-C(=0) -), i ch
concggiating ratip aﬁlvv@taree@ﬁbcalt 2aepd lnéhaé@galomtwg of rﬁlee Substrates during

£ OF |
i ETE 00 e S R B S gy ot
25 aﬁ& po@ glﬂe ﬁﬁdithe\rtﬁl ivay hregresgpiSinianGinotat aitetyéen fpmbl @1 but at a ratio
) é}gn and benzoyl groups. The term "acyl oxy," as
withipg geneans an oxygen atom havi ng an acyl
su @F&e‘sﬁé@ '&tch(r?el& lﬁ ad SAAGH Ibé rcfv?dedqﬁ aBh®unt su 1(Hent to depos1t a tin-
e term ab yl'am no," "as used her el
leadraialayr ﬁosmtha |80]ru1uono Ireaqrdlﬂum; amg))adatmnwgemtuw bet inefutled in an amount

suftﬁ%pﬁm iaﬁiwﬁlﬁrcc@r@ ogﬁ}&}}enxi%g Hrrtggs m dﬁ)éc\)%grrqmllogal additive is a
condﬂb'lf‘lvﬁycse@ inMNMiHadldont sFficRnC@iRGERE %é/\édnﬁuéthﬁtyfdfrtﬁ@écﬂutmn such as

-OR, where R is an alkyl, cycloal kyl,
an aEﬂak @n 91ka mgfmletaéslraéa’rgrlsulfema@my peetate ppmpyad. or
tI?rr ?%ﬁ 181? 1l§g Qt%g‘) W m-g&l%dtfgrr e%ctr%ﬁlaglpg atE?cLe%%gpen Slratable

as USG erern, nmeans a cC

portfolnlsl of mb@rrate@dmmart cmprRed edkactifh kwohi sﬂbﬁ‘ratéy’wmh d esluﬁa@l as described
fluorides are preferred hal i des. The term'

hereyy apdnagsipg 4 cuprgntghoughy tgmlu‘g\q)qgsq providg §n lglg]éqfltﬁ &R él',lerplatable
porRFROER VRS RRA: CHRLD SRS SRt brMEh it urin
elecpoghting R ryferany thesudiskraeainthnle @icotroplatblt andston-electroplatable

preferably, one to four carbon atons. The term

"polyhalo," as used herein, rgpresents substitution of

at least two halo atons to a group nodified by the

term "polyhal o." The term "am nosul fonyl," as used

her ei n, represents a group havrng the fornula

NS R IFN™T 7\ PN N o o [P—— o . s s I T Y
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| woul d provide a neans to treat disorders associated
wth glutamate or | eukotrienes. In addition, it is
w@nioso5sas ed that in disorders with a gl utamatBCEHOS2005/041465

| eukotri ene conponent to the onset, propagation and/or

synptons, the conmpounds of fornmula | will provide an
portibhd &L WNEh ERAbrif@paldhty AtenHougt R s@ﬁﬁioﬁ% rovide tin

consequences of such gl ut amat e dysfunctl on nmake [p
depoabm@?k@rdecubplataé@pmqmmfa@ s;dvlstr@imwéb@msiebmermmbrraf&nung the

Y,  OF THE | NVENTI ON Th t
non'Fl:’%Cté?Fﬁ?etgw %%ﬁnaé’ﬁ%?% &hd of formula I : ?\%:?:Pn

Rl is sel ected fromthe group consi sting of Cl-C5
al kyl, C3-C7 cycl oal kyl, C4-C8 cycl oal kyl al kyl , phenyl
LEE@ﬁﬁﬁﬁﬂﬁgﬁ of #he Prafempil Enghpdimenis| ect ed from the group

108,
glogc;'{a? Bh %e@xfl dﬁéﬁx{/e?&ﬂﬂatkp(;%?cf% a%ﬁﬂ ﬂh@&?ﬁ@lﬁ%gﬁgho%ls%rfactants
are eﬁ‘fe_umeoailpk(y\hdln@l‘d, sefaiiftfght degusiphkigl Icurrsmxtﬁ'ﬁmbmdm’sdat pH values above
o IR S50 L SR tepie A
solu\%@% Pladt] cula?lﬂft{ﬁtsﬁltl %r%@ec%ﬁl%ﬁhé/ .lsubs’cr%.t; BE @cé‘gﬂgdéhte articles that have

substituted’isothiazoyl, 1 soxazol yl
elecirepatable ippttions ad nom-)eh:dtrqzlaﬂaplle jportions ‘without deleterlously affecting the

non- SR CHeghG Poreyie, ThEN h et Rl et Ao el it or

tm/léédl atlo Ngglaeﬁtgeﬁl o li%\rideangé&p&bmbﬁt i@isafH RngSakd Blso suffer

Y is selected fromthe group consisting of
fronmooe:suramwififé‘a@l}qma e pobgtahphelsyriaatats agg yegd érifgniunction with
com e}ﬁg%{;@ﬁts v%,?c%qu f?lg)[négc% el s? @\{ngntcte d&ﬂ'l Jrqg%cf '(R(?hc%r %iilovalues to
providel aofrhaetivatihgdr ,neﬁmﬂﬂ{ él%tﬁ@ldtiﬁg@phlﬁbﬂdl yl,

t hi,azol edi yl , substit tedth azol edj yl diy
s U BHTRGtERtS bl i, saalgﬁr Y UgliEscn @Ry al E%iwrpﬁf% such as soluble

s S M S 0 LI S Bl i
comp@mda,zwlhémn)sblub@mmﬁ tositde doimpomaispsauiiiqr soluble tertiary amine
T T A
the durréntinQ&ARINATE B pRve d@pdéﬁt crystd BnSfhRE1E dnd [BFRVE @eposrc quality at

group consi sting of -C5 al kanediyl, substituted
highgurrest @[nklgﬁ@@ﬁhyxyla‘rgd ar p@pqy_-lwd po}yakghg}mis bavgrleen found effective at
m the group consisting of a
ﬂmIk@gg%?ﬂgﬁgib%gé%Fiéﬁigmn18 ‘R3 is independently

hy dhe gesferesd ﬁifaﬁﬁnal 1Kcylhde Hquié a&@kﬁaﬁee qbofyroqmbatséteo@pau&rythmol
. consisting of (CH2 n and

trimethyle FEARADS tOF ye@pen}[yl gbycg]f regctecg;@thm%}ilmq Qrd}rplg,yleneaomde These
sviBSRELA el el oo e calo T
conoghteateing fiom 8.5¢e ISQZL €xhe forf ordlmdrrg skjtldn }theca)'nsarsparﬁngmqbutlne testing to

et R BB 2P 5 B 5 ton o any
partﬁﬁlﬁpﬁlldﬁﬂ% Qéluﬁ&eoif 1Bk e&wsanhmaeﬂ@ioﬁl phar maceutical |y
accept ab | uent. "Because the conmpounds of formula I
ard lrpmte@hts @nolraliy@ﬂd@dwt@ thf(}qmthnee@emtamous blsycoifooatn dalt, a
re us the treatnment
stanfius i SfoliS BuStios Pl p PnbE 3 foPheeFat S Bpblooxide and

is prégehbinnUingsta of Bytsieem ebdu@ B and 100 ddiang preﬂ'@lﬂbl@ is from 10 to 50 g/l.
neur ol ogi cal__and psychlatrlc di sorders_such

as
Wheadeadymgial sedded fo5 thmypesgof depesiting afiindeagplar <t may fepgded to the
soluﬁ{)‘l‘fl adHd ﬁghfeﬂgle?c? Blkgaﬁﬂfo‘ﬁgﬂé ) ,asl.l llhgscllggd'r}n%thaﬁg éﬁ%m@ 258 or
rauma, head trauns, perlna al "hypoxi a, cardiac

glucamarte sdlt artilyip pedsytdnian an@untiwofdetvaabout 0 aRd10 g/l.

(i ncl udi ng Al DSi nduced denentia), Al zheiner's disease,

Huntington's Chorea, anyotrophic lateral sclerosis,

nmul ti ple sclerosis, ocular damage, retinopathy,

cognitive disorders, idiopathic and drug-induced

Parklnson s dlsease nuscular spasms. and dlsorders
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hydr ogen, hydroxy, al kyl, substituted al kyl,

cycl oal kyl, al koxy, substituted al koxy, hal ogen,
w@ 20060538781 koxycar bonyl , am do, substituted anmPCDPS2005/041465

am no, acylam no, sulfonyl anm do, sulfonam de, cyano,

nitro, phenyl, and substituted phenyl. A particul ar

va

LR s OBl B T SR GERLONL A
YTOBhFI!ﬁQhatBuMGI qﬁth @mzplepau,g ygentscaséosedélemlmwnh@msed in this invention.

| ent ect t for

salpgt fesEBbighFen o e AT RLN alitRind el P2t B U Gitine metal
salts! Afty gf Bidfe fsl c‘éhlbe glsaf at Ia»t ieg@mouy 6f £beyit 284KM0 g/l. The most

substitute cycl oal kyl, al koxy, substituted
prefegradseynpl mmgag&eﬁ IScﬁv@@s@yam@%&lyw&ﬁm becaie dlagse compounds have
a rel AR 1otHd al?d‘er%adﬂﬂ"a%hab?eCy' am no, sul fonyl am do,

sul onam cyano tro, phenyl, and substituted

p hé’h@’ Iamomtpﬁ rcbm@ldxafg apahtygreszht &ouldsaﬂaytdmhg&m belsuéficient to render

'0Xxaz and s tltuted 0

the meJ313 Pyl 1y o soa S At S Ba .ﬂﬁﬁq soliigingut spuld not grealy
exceg@ﬁﬁéf ﬁhgﬁ‘ﬂt s skl ﬁleea%ouhﬁgf &RlpledifPs rﬂé g&?ﬁg IifoSI&uonal to the

fornmula wherein Ris or 2 group5|
metad ebmochiatidn: ot # tie cg}tcomqgatmnﬁ i1§tg/Infprekamyplkes ‘d‘gqmqfeae& glugonic acid

coneBH Rl 43S o B e s RS vt
expﬁilmtdtfoﬁttl@@ pr%ﬁfate @ﬂbﬁlﬁs of@¥aPdidémplexing agent for any garﬁcular
fonyl am sul fonam de, cyano, nitro, phenyl,
bathé@nmtlattqn @dpptifia ylatmg\ap}drqatl@w ar value of R is
f .
t hg‘h? gotip GIHI% a%gﬁtq% gfé@érﬂ glf( e XsBIglfztil?é L?p&lﬁe ern&@l%tga%gn ratio to the

tin of h:d'd é@ls sath thHaeoiilgtindmovmo ef emrﬁlekmgSLgsxﬁl@ﬁisedlfﬁdSlelm tb lbemplex the
consi,sting of al kyl, substituted al k # phenyl
metalfyiiBo ¥ vidad f excpinammonatsn While pounalk exeessial free
comﬂfékfﬁ% g?ﬁ%nf# Wﬁrresee-ﬁ? glrt?lng Eogﬁltjlgg{gll)l?tg?ré c}%fgrén célsg’ersal?lgs?gé Gdided in
ordentor prdvead hggbmetation of thel sabstlta@a'seiumngwiqcﬁophtmgt @hie éxaotmatlo will

a0 54 a2 K BB g B 21

is less4Rst 16:Ut edeRDBMOL ranfe Bt Aot 811 t&%btiﬁmfe‘i’lﬁan@"’l | $he ratio in any
met hyl . Particul ar values for Rn are hydrogen and

SpeCHiL ¢ay¢ masrlbe esf@bhsheé@ylrMm@xmr@ﬂ@rtgthm a radical of

condy H4THs RO Rl S R L Flo ERTP RS RE preser

invepddr. | Getlepdllyy &ielsl@s@‘strﬁi@s Gremedde)df a nldial dueh B3 copper, nickel, steel or
squonyI anido" refers to a radical of the fornula o)

stainfgsaieplei 1 tegnyi %C%n@etaéamp% PHY Rrsibatseqitseslsaligristing are

I [ ' :
il SN SEISHBRL. WG O o na e o
exanaplk pf sucA paest Fothamowagthese pants &Rp compusaterwhclemm haval ar

val ues, for e hyd en.and nethyl. The term
clecttGyliFle 2l aBh-cRcRapsp b HRRicH, Al e Rl G grecpetals or
meta'ﬁl@tmrﬁél@ctﬁﬂ)lét%l@ %In%é:ér@ HficaR c‘ehﬁm@ r élh’ﬁ drPhiiist THé?present

of "al kyl, phenyl, d substitufed phenyl. Aparticular
solutjeqis pse partlpz@iaﬂg uﬁﬁuh@br eleﬁtgopl@tlm@h Icymapép‘@r?emle& o those

Kt el e, B8 SOTRALE 18yl ST By ot

betwfe&UB@ﬁ&Blaﬁdﬁmfsﬂpﬂlf&am%EWe%ﬁ 6taidens so ﬁfaeﬂfécsahfmﬁ liésbatible
as included in the present invention. any

withythe elpeiRmdc Fompenesisdpgiareierheanated &ﬁ@néhe @m@p@ﬁe@haw;metalhc and
I
nor 8 A8 Ol R OMRR B ot b R i
m xtures thereof. For exanple, mhere the group Z is
tetrazolyl, a conmpound of formula | exists as tautomer

| and tautoner Il. As such, _ig_is understood any
reference to a conmpound of forrmula |I where the group Z
is tetrazolyl as tautoner | enconpasses tautonmer |1l as

wel |l as n1xtures of tautoner I and tautoner 1.

. . o . 1. i Y
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(R-(-)-2-piperidino-I,Il,2-triphenyl ethanol to afford
3-{[A-(tertbutyl dinethylsilanyl oxynet hyl) phenyl ]
WO geogps18yxir oxynet hyl } - benzonitrile; (ii) acyl apCTygsS2005/041465
3-{[4-(fer/-butyldinmethylsilanyl oxynethyl)phenyl]
-(S)- hydroxynmethyl} -benzonitrile with acetic
portRARMalthb Gea MBRE S Hfteefindthe ﬁﬁﬂrgaﬁh@ Eoﬂtllaﬁs 4G€ﬁé?£ﬁ}b %%}I High or very low

di met hyl -silanyl group with hydrochioric aci'd
pH sefytiong will damage the ceramic portions of the composite articles to be plated.

> el WHBSY FREOUL DO Loyt PR QTR MR oS0 Or ree

base— ald&hggymhﬁgd]!}%lt albge[acbdm Hasé ban Y dised &t g1 REuSt ch® NGénerally, since
the @Tt[twgll(lﬁ%tlf%lgngkﬁﬂ%;% RYIDSRRANFH! istuiliged toagnvert free acid to its

[ {
oS UL WL AR bl o L USRI,
ammeeafry hydroxiderse vrﬂlleqsanealylomhersnf a conpound of formula I

corfo R fschPnualgi e OF ap et RS fd-piaed and
pref@a8ly A% WARS Y hdveRRERBH dif the SubsERIER O WS c%B&pBBi@e 6k e MHat have

i nvention may be made by a process which i's anal ogous
elecftr@plétﬁblel@némmeiﬁctmpla@hl@moq:mnsmr@ tof I@rplaﬂqé the solution shoult be
forrr%ﬁ%%&réoé{eo h%gcrkglﬂﬁclré) on— gtlflc;] g%taﬁg é’P on]s 8? ﬁ}%ﬁggstra?es A simple

test carhefhided o éeteriniae @ud:rmatulsdluabn tomputitalidy. %e‘i@tﬁdléb&@ be plated can
ab ve are grow ded as_ further features of the
simply, e Hemersed Mythg meonased salytianslar ppetiodof dme gt igequal to or longer
r {
than%egﬁéﬂ;’ Eg? B ug\!H 12)2 ‘ce}}e:f{:ﬁtr ré’%e:gg 2?62@2@@%&4& o gme s@ﬁmon can be
that w&ncbhaipprmmagmmﬂ& tampemmlré ofkthe wsiuaml dmm:g the iphtiag pratetd)er an

clevfled SRR LSS BE AP FF L 1€ BFe o persed i the
solufiGPfo? 2 RRbi%e PtiE BRUIRA ard @c@ve&é@aﬁﬁtwagheﬁ%@ Qi@‘?enﬁlnes\{ré?%t loss that

a). More specifically, a conpound of "tornula I
Occum@ﬂel te attaelbobdht indiclesiby thesadwtiar duringriingersionr eact ed

table base.. uch ot assi um hydr oxi de in

SUI a%siﬁ S6IVERP! u%lﬂ nggfcalpsm SRATYEACIrg BH’B&%ng made
withef lofvofired Icerakmumerl@ezeﬂaml@sadohwh G g@Giréportietlbf s1agahary .

a conpound of formula Il where RIO is cyano is reacted
convgptipn ﬁeralsz@ea%@r@ Sfre prong i@ gitask dyring Mh@l&mmfi@ﬁ nifhgpresent

b el S A s o8 GBSO O LI

A pastzéude]yeusdfid deviot far deitdphtind sah dlédtgtdd goapomats is d1sclosed in U.S.

chl ori r a ni u ride.. The reactlon is
Pate%%(ﬁ{f@ g@n ngedl it B AGRSHPe éﬂ\ﬁ%@&'&qrﬁ% diosthe pXigRfieeessary, the entire
contéi o@'ﬂgﬁghﬂénﬁg e§1§’ﬂe¥§yn HlsmferdedePelfn BZ ﬁ%ﬂtﬂ@é fhefgol vent is

an al co such as 1 sopropyl or a tertiary
ammproyempntaso tepethguslipyaterded sjisteonbavetiche dlseboaﬂbindsmhshed

N AR R T TP —

heretdreftgerR@dhéiodl UHeddhidesiodsf hE lplatidg chz!i}ﬁber into the electrolyte, as
trlalg%éswylamdes such as trinethylsilylazide. A

appliGagi pra P Brepants fhe grifirarg inprayemsnt in thatlektienal soluble
elect;&@gggrgné‘gbg%gecpr nmore steps wth cyclocondensating
provi de a conmpound of forrmula | where Zis A

C oItmam bebncﬁouﬁd)thﬂw blact&flyﬂe!; wiiesh do@itai gRabahldxinagants of the present

npoun quornul 1], (Reaction Schenme A - step. b
invegfjor gy P@ra?z ?ﬁﬁéwro mena tcRRStiead gloysovhle minymizing the fusing or
coupﬁlﬁg @PEHeQ:‘Fecﬁ%g S&sgpelf%s w@ﬁ&u‘f délgﬁﬁoflw abreid Pg‘ g&?
b, “a conpoun ormula 111 ere Xi1s Oisre

electmlﬂfﬁablwlpblstums bﬂthccammhld:s dnshiswdgard tleseplevinclytes afeosupertier to those
IV where R11 is OHin the presence of an
or ganophosphi ne such as tribuytyl phosphine and an
approprl ate azodi carbonyl reagent such as
, - (azodi car bonyl ) di pi peridine to provide a conmpound
offor mul a | I SUI tabl e sol vents | ncI ude t ol uene and

o r

oy o o .
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manner well known in the pharnmaceutical art. The
carrier or excipient may be a solid, sem-solid, or

wo p@peiosrsmat eri al whi ch can serve as a vehicl e PCT/DBH0H/0A1465
for the active ingredient. Suitable carriers or
excipients are well known in the art. The

of thE PAOIRE LI if Phrte AP RSbAARat BRY cR@tcAAE. ehd &fmﬁléﬁhg agent serves
i nhal ati on, parenteral, or topical use and nay be

to majafaim thettisy and/ardeadHa splatipe at the pHtofdhe eleeralytet abl et s,

g g{fﬁ cgﬂc'duc?%g}géﬁtglg (’s)%lglﬁgr?hl% mf:feﬁge%oihéc%{s’%ﬁgzgﬁ Hgsadg*tlonal ofa

salt. tIﬁa pofetiesdluticivie esied, ABihpkesadktich s petasturd sallfAty maly®e used. Ifa
nple, with an inert diluent or capsul es or

tm-liaér%l@@ dsdesipmhRotasaiymensthansshlionaie pyp@esamp acesiawould be

P PREU
oS0 ST S AL W01 SRS e b wed
promaibhmide, digsomtion and esps il degtraglepositian. suspensi ons,

oS B Sy e ST EReL e e e o,

ammoAiRe H?&oﬁfdet iRk ﬁ?&@kldb Ry 8t11@Ner daABea6iENE with an acid such as
I ngr edi ent, but may be vari ed dependlng upon the

sulﬁp@rqrmqshwsmlﬁrm aAt! alkaye eoalvansl emif¢ryc bed,tﬂemhefememccsalfomc
acid, ai? ﬁ_getferz 00/% Em— Mﬁ)ygh%m ¢ r}lgﬁ gu I cﬁc%ebjig%teolea& suelfate

oun resen

whlc‘hlis I@bl@ldﬁﬁ&ﬁ@ﬁ)lmdd anldewlabi WbﬁEldencPtoQﬁé&pfﬂatS derih@f—ind)r@ the
the art pmay determ ne preferred conpositions and
amopyted apmplcaing ageRbohaRlegiot be imgreplaxsesstto thay aerded o comlex the tin in
ordef RAhfibianBlihiiniz aPAMLERoh " OChes, and the 1ike may
contain one or nore of the follomnng adj uvant s:
bi hgeical swiokidasts mbezirimm)amﬂainulembscﬂeﬂldmlm@,ebe ipdhnded in the solution

tragacanth or gel at.i ients suc s st h or
of thp ZEBUAmV O (g rate ol Ship Ehachataiscligd it LS et 4.871.429)
Prinogel, corn starch and the like; lubricants such as
ma nesiun1stearate or Sterotex;glidants such as
EZE@AELEidaI silicon dioxide; and sweetening agents such
or a.flavaorjn

2 oS BB F1BlroRaRSLR (B o R Llfonite Suen G S iiflgene

follohWigy elettheplatiMpedontitenslosage unit formis a capsule, it
may contain, in addition to materials of the above

type, a liquid carrier such as pol yethyl ene glycol or
. nit fornms may contai n ot her
Tnuga%%%@%mgh¥g¥§gggaﬁﬁ8 gﬁ%@lfy t he physical form of
Glucbhie AlGd age uni t, for exédplle, @ncaatatiogsatiolt1ds:])

t ahl et's '|LS may be i ﬁted wi th sugar, shellac, or
Propgxylated o8 ‘ﬁb gents. $fup may contain, in addition
Thebﬂjhﬁ%dﬁﬁﬁﬁg%nggﬁpRy@ﬁs sucrose as a sweetening

agent and certain preservatives, dyes and col orings
Temperdtui¢ avors. Materi al sllQded in preparing these various

conposi tions should be pharmaceutically pure and
non-toxic in the anounts used. For the purpose of
The ggveRbRItidh vii @epReikem-badht ti stdupbhiQibnsiiBE o CQMROUNASTE.

of the present 1nvention may be incorporated into a

solution or suspension. These preparations typically

contain at |east 0.1% of a conpound of the invention,
but may be varied to be between 0.1 and about 90% of
the wei ght thereof. The anmount of the conmpound of

formula | present in such conpositions is such that a

suitabl e dosage will be obtained. The sol utions or

suspensi ons may al so i nclude one or nore of the
foll owi ng adjuvants: sterile diluents such as water
for injection, saline solution, fixed oils,

pol yet hyl ene gl ycols, glycerine, propylene glycol or

other synthetic solvents; anfiibacterial agents such as

benzyl al cohol or nethyl paraben; antioxidants such as
ascorbic acid or sodiumbisulfite; chelating agents
such as ethylene dlan1netetraacet|c aC|d buffers such

e . 1 . . r
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At present, the fourth edition of the D agnostic and
Statistical Manual of Mental Disorders (DSMIV(tm)

W@ 1@8457828er i can Psychi atric Associ ati on, WAShPE@USIV5/041465
D.C), provides a diagnostic tool including anxiety and
rel ated di sorders. These include: panic disorder with

or w thout agoraphobi a, fﬂg@gg@ﬂ@ga W t hout history of

pani ¢ di sorder, specific p Ia, social phobia,

obsessi ve- conpul si ve di sorder, post-traunmatic stress
Whgiscgr.der,._acute stress disorder, generalized anxiety

ahisSomER S'anxi ety di sorder due to a general nedical

condi tion, substance-induced anxi ety disorder and

anxi ety disorder not otherw se specified. As used

helei n #hsoluteannfor Bgexn sexnectine Wikidhe densaitionof tigfor tin alloys on

' ' I el d di d
el IR 5 oA AR PRORERE e arti San w1

regagn ze that there are alternative nonencl atures
nosol ogies, and classification systens r

fo .
netipdensgn anemeyat ERcent 4 pravids atn denosit ogplatehle ppigignspf
subsftBskety, and that these systems evolve with nedica
scientific progress. Thus, the term"anxiety" is
i nhenaptbxing dgent afde acidke sdit slmretditbattihstoblanta pdsdfabdredS.5 and

v aE 1 AARaI REE P en e B! BB S s and
begRudsiaitiopes an@s@m@wmyawoﬂé? Efésé‘iﬁqlﬁé hn Qﬁaoﬁﬁ&hﬁﬁdﬂ%et ié@ facilitate

the dural extravasation nodel at has been descri

depasitionrydsinsipen the platablefpertuis of Gie(spbytrates; 117- 2126 (1997)

SR T GBS O PR M i

necebstiry, dyatabdditiod BREJuitablel B Hfjudtaig appatague- Dawl ey rats
(250-350 g) are anesthetized with sodi um pent obar bit al
(65 mg/ kg, i.p.) and placed in a stereotaxic frame
(Dgvi d 'ﬁigfs ]llu’ﬂﬁfl bROGR ﬂxih‘é@ethbtﬂeh[ﬁl i'oP§ b3 WresRAY asS&bifon soluble
275 mm For owm ng a mdline sagital scalp 1ncision,

salt telextqulafirom thd gioup adesising v kia allane safodatesdtin bultateshot tiechlorides.
skull (3.2 mmposterially, 1.8 and 3.8 nmmlaterally,
all coordinates referenced to bregma). Pairs of
st ai nl egpe 3bMEbn oF E19M RiiRELICHRUNAGSng AdtatlsaEREted from the
except at the tips (Rhodes Medical Systens, Inc.), are

groupepesisithg ¢fghucpmic 4eéd, lao latkalijon alkalihe pasth mplabglaconate, heptagluconic

..dept.h .of .nom The fenoral vein is expgsed and a .
acic, 5 EIRF O ot B FRRo Bl o b Rop B AP B g Ry el or
alkalihe darth @étabBpy@ophdighatel ume of 1 nmi/kg. Approxinately 8

m nutes post i.v. injection, a 20 ng/ kg dose of
Fl uorescei n i sot hi ocyanat e- bovi ne serum al buni n
(Pl TCEShels81uftb 8 40P F YWRdi AUBAOUR Y » LGRR dlG1R bolyol
functions as a nmarker for protein extravasati on.
basetboact peptabOythiitolttamethgblipropjrec heapentyl glylke!l dresshixture thereof reacted

) cogﬁoundh the |left t&#gentnal gﬁggl'on is stimulated

withiedYlenc e, eEoR{ons oxideREMINTHCREFEY of 1.0 mA (5 e,
5 nsec duration) with a Mddel S48 Grass | nstrunent
Stinmulator with PSIU6 photoelectric isolation unit
( Gbass- Tk eblativn of claith 1 evhesttin thel sprfactantsis pees¢mgdn an amount of
overni ght . .ar 0S ofally with test conpound via
bdm@ﬁ@3§§gg¥nd“@6ﬁﬂﬁég%${2 nmL/ kg. Approxi mately 50
mnutes later the animals are anestheti zed and pl aced
in the stereotaxic frane as descri bed above. Exactly
586mi nutlds splwtien pf gaimyd dpyigg atpfbolhsityrednsé ardS.dosed
with FITCBSA (20 ng/kg, i.v.). Exactly one hour
post-p.o. dosing, the animals are stinulated as
descri bed above. Five m nutes follow ng stimnulation,
the animals are killed by exsanguination with 40 nL of
saline. The top of the skull_4s renpved to facilitate
the collection of the dural nenbranes. The menbrane
sanpl es are renoved from both hem spheres, rinsed with
water, and spread flat on mcroscopic slides. Once

o, o -~ o~/
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yl oxy) - nmet hyl ] - benzonitrile 17
3-[[4-(4-Acetyl -3-hydroxy-2- LCVS 498 M.
w0 s@pns7893 - phenoxynet hyl ) - phenyl ] - (t et rahydr oP@I/USI02041465
yl oxy) - nmet hyl ] - benzonitrile 18
3-[[4-(4-Acetyl -2-fluoro-3- LC M5 474 M 1.
hyér oxy r
0 gxy) Tngta ﬁgﬁi@g@% le%lﬁ ! P@ﬁ'@féﬁyﬂk “cohfpidxay fHeftt MM A&taPion are
preséht[ifi 4 coucentretion rafio ofibetmeerBabduCRE and O: 1MOIreduce or minimize

s S DRI A BBy (1587 avko-pyvan-2-

3-[[4-(2-Chl oro- 3-hydroxy-4- LCVS 504 M.
pr opi on I-phenoxymat hyl)- phenyl]-(tetrahydro-pyran-2-
yl §Xy) £ BY ]101bgf]c‘21@,1m 1 pheeeipthe complexing agent is present in an amount

of be%w%%%?ﬁf TG} enox%///l Iﬁ]tlﬂf{ %qu%enypﬁe%e? At {rn%)t ogyfztweeﬂ 5 and 100 g/1.

yl oxy) - met hyl ] - benzom triled44l -59- NEAR NEUTRAL PH TI N

EL CT ATI NG | ckground of { ntion
ﬁtSOII“H%% éfglﬁlg}\lgv eé§01%‘8“¥1H% ad@ﬁge,wt fqag galpn an amount
sufﬁeﬁheéosclepsgt ARA %aﬁ%ﬂ%%ffﬂoﬁ?{he%oﬁﬁohhe deposi tion of tin
or tin-lTead alloys oh objects or articles conposed of

an el ectropl atabl e substrate, such as netal, or a

co osi art cI e havi ect Iat abl e an Cq .
gL B R -
amoﬂlersefﬁm@ﬂeo ﬁih_eﬁt (S)tlﬁzﬁion“{ﬂ‘m n§ iPtHeRoRSioaUr f ace
nount ed capacitors and resistors that have netal

porti ons as well as ceramc, glass, or plastic
i on r

L N e
amouut saffzederas urwsiee ﬂlheeedmannpaeﬂiessomt@ﬁj ficantly rror e

difficult to electroplate. Additionally, many surface

nount technol ogy (SMI) conponents have sensitive

ceram C danag :

o B ghi e ST ears A £ hentin S BARH R AT, &) EMEbFalkalne
metah eulfatel sulfonateanr angtate camppihd| ect r opl at i ng soI utions

are desirable. Neutral or near neutral pHtin and

tin/lead alloy electrolytes have been nmade in the past

i N13N atrheIHlutidP oPEaied MEakthéY cem@risﬁmgseera‘fgbﬁﬂ ¥ Pré&fb6i@Fhéde

SMI's. Exanpl es incl ude US patents 4
dissofuary 207, 4, 640, 746, 4,673,470, 4, 681 670 and

Japanese patent application HO2-301588. The

formul ati ons described in these patents include

compl exiThg selgton 6f elhint 3RARedih shesdle dRsalutisrad @t is potassium
Iuco ates, ascorbates or pyrophosphates to conpl ex

etk Sylfopai aygront wa Abigride et SERE S8l o i n | he
solutions at the elevated pHs required. These
di scl osure are not entirely suitable for their
i niénded ma‘whpdz msele%m;ﬂanﬁg ttemlnrdeposit @ ple&bletﬂwﬂllons of substrates
esirabl e r use curre For

SMr's.
whichESHERES SRARSHES Sph Dt il e o R e G d Gad persige 2 current
thou%]!i‘ ﬁlebs%hﬂﬁ)nstb 91‘8tid€blﬁl &Hf)%ﬁl@sbér?th@\f)ﬁta@e PhendEF ﬂh@ @ﬁlfsnﬁfes 4vithout
9, but the exanples illustrate near neutral
causiug, ségnifieanp Paggif)msratlon ?f §)ch sthsratestdvsingfelectreplating anpl es
were found to not be stable at pH val ues above 5. 0.
U S. patent 4,163,700 includes a significant anount of
amlre Ni aThe nidifodudtchsmaridyiditia tha@ibeaheNincRAb eRitalktable and non-
eramc or glass portions of SMIs. US patents
electaoré&tebl? Pertigrg and pichausherrempaises passing srisentdharghithe solution to

prov gﬁqu%?%glﬁdoﬂh% E{/egﬁ faBleﬁ)%?th tf ﬁ% sfﬁ%?tyaqgsﬁ\gﬁ euéic)lgfé%mously

affe(xlqmglthet yomélecﬁtqﬂaaﬂﬂapbmomeﬁtlﬁ;sabaialte’sg above a pH of
5.5 is desired. The present invention now provides a
near neutral electroplating _golution and process that
overcomes these problens. Sunmary of the Invention The
present invention relates to a solution for use in
connectlon W|th the dep03|t|on of t|n or t|n aIons on

N . .y s o



