SUBSTI TUTED HETEROARYL- AND PHENYLSULFAMOYL COVPOUNDS

BACKGROUND OF | NVENTI ON The present invention rel ates
woResassbi t ut ed heteroaryl - and PCT/IB2005/000589

phenyl sul f anoyl conmpounds, pharmaceuti cal conpositions

cont ai ni ng such conpounds and the use of such

CONMPEHMARICAE L&ﬂhﬂ@é‘(ﬁdmeﬁ rCharfres anpplieatidnviatotscol over fub/lur

receptor (PPAR) agonists. The subject conmpounds are

particularly useful as PPARa agonists and to treat

at heroscl erosi s, hyperchol esterol em a,

hypertriglyceridem a, diabetes, obesity, osteoporosis

and BATCKCGROVNCaOEOT HEINVENTION abol i ¢ syndrone) in

mammal s, includi ng humans. The conpounds are al so

usef ul for the treatment of negative energy bal ance

(XeEB)!- &irld ke Hertigd di seases in runinants.

At herosclerosis, a disease of the arteries, is

recogni zed to be t he | eadi ng cause of death in the
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sequence | eading to atheroscl erosis and occl usive

hear tuptink ¢thedditestion df thercadio limk &oanthe esar %ttmg@enhto the

t hi t he f f tr

the GRRBPIR oo Msa e SR b A S roREL ST BESSAIRT nbfuee
3grt abetWBSﬁ% thR 8! g@ﬂéraﬂr&\ ¥ PAdi6WeitWokdomtrollEe (RNICY ! Emd base
presence of lip deposits found principally wthi

snDotSItatmlB(N@Q:BD tosc:srm ouhtheRnhasieagwent vithima mﬂbl!ema

| ayer _of the arteri nd aorta. Further, it is

post lﬁoé?@HnFﬁﬁ?nﬂﬂgchg t he chol esterol found W thin

the fatty streaks, in turn, gives rise to devel opnment

of the "fibrous Iaque " which consists of accunul at ed

i nti ehiDiseussion elRelaéeddrl s | aden with Iipid and

j#rrounded by extra-cellular lipid, collagen, elastin
d proteoglycans. These cells plus matrix forma
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debris and nore extracel |l ul ar |I§Id The lip [
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tendency toward mural thrombosis and arteri muscl e

cle . .
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cholestero i cular, essent step I n
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high ri's I ndependent risk factors 1nclude
gl ucose |ntolerance | eft ventricul ar hypertrophy,
hyperg.ensj on,. gnd bgi ng of .t he nal e se .

cor o B st indtes e RuBhing Beh Blpte ba ephanceshuplipk for
BoabqyTRASFHD Fféquéﬁcy' DieRion DupRk) &Rt u%lm‘kfkﬁarformance in
exi stence of pl e’i ndependent tisk factors
popul ati on. Successful treatnent of hyperllplden1a |n
the general population, and in diabetic subjects in
particular, is therefore of exceptional nedica

i mportance. In spite of the early discovery of insulin
and its subsequent w despread use in the treatnent of

di abetes, and the later discovery of and use of

sul f onyl ureas, bi guani des and thi azol i denedi ones, such
as troglitazone, rosiglitazone or pioglitazone, as

oral hypogl ycem cagents, the treatnent of dlabetes
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di spl acenent, | aneness), imune function (mastitits,
metritis), reproductive performance (oestrus, calving

WO Joot/@soesal , foetal viability, ovarian cysts, mPeIBRI0S/000589
retai ned placenta), and n2l k production (peak m |k
yield, 305 day mlk yield). Fatty liver has |largely
devel Pr tb f%%eélﬁé%bhﬂabbtfbnhame fordbaokgrraes irderactive
[ ndu secon ary) ketosis. It usually results from
i ncr earsk dtreamning hasesd frafficof NEFA absor bed from bl ood

coupl th the low a nant liver to
secr egga? 58&%"88? gjlé {: nS| ty
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RQ
treatlz ﬁ negative energy bal ance, the negative
exx enNodéBﬁmt lgdeschedWing be reduced. This is
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di rected tgnkawgegnests of Formula | Formula | or a

prodrug of said conpound or a pharmaceutically
accepFabﬂ@C!s’a$€ttUBf sai d conmpound or prodrug, wherein Q

(& Co8ey PG o' ane PEERERCED (A SESENICE o

hpd,o or with (Cr C3)al koxy, (Cr C5)al koxy optionally
substituted with one to el even h C 5)al k hi
opt i offﬁiﬂ YLEPEH capbe QM’?W’SHéOg%So%mg ﬁo& OIH1k Packet
COnl LAGELS SHp H%m“c AieHisn e @BwAlink (DL
%%%%1? sat/lRJr %g}@%gﬂl? y ur?saturate (BL)

or Aful I y unsaturated five or six nenbered carbocyclic
ri ng wherein each_carbon |ﬁ®ge carbon chain may
opt| o SAIMARY QfpiT BNV e het er oat om sel ect ed

gm oxygen and sul fur; R2 is hydrogen or (CrC 5)alkyl

E ionally substituted with C1-C3 al koxy; X is -
CO0R4 ,In ﬂ@s (rveBtiah -dReiRure ; Sgaaitg RyebeRaterfaes-(jutius) between

1Ht et razol
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Is (Chig ﬁdlﬂag)arraﬁw%té}s i sh%vsi?f to%up@)@ﬁ tffel gir infeiface @hancement on

nmet hyI| ene Oor 1; each R3 is i ndependent |y
hydr og#inDOHS. C4) al kyl optionally substituted with one
to nine halo or wth (Cr C3)al koxy optionally

sdfstituted with one or more hal o, or R3and the carbon

to whicl éﬁtl)ﬂ 7o éé&é’rﬁhi%@ dar tB@ fouhd ffomBGPP s@eﬁﬁ"ﬁlﬁbﬁomor

carbocyc rcrin C4) al kyl ; benz
p- i t nadamzeyurppeas lasits what |kmbqéfd?ﬁfémelt€?f3rﬁmuéﬁgéﬁ addeddn which

gz a{,v,k%/rhe% iy onaléil]% WRJ?‘%@%F@%&%}%&ES? EQ@@@L@'[X)H The
subst 'nd %@ﬁk IMérthd?meftnésrthe ®akR) mforfr@l:oﬁzmehieﬂts (1Ee) which

optio y substituted with one to nine halo o

or25R5 shutild be peavidedhta setip and o syeper Ea@ﬁéhfwﬁlﬁ?%!'% in the
4, 5, or d carbocyclic ring wherein any
carbod“gwog‘%nmgylg nenbered ring may be repl aced by

an oxygen atom Arl is phenyl or phenyl fused to a

menber sel ected fromthiazolyl, furanyl, oxazol

pyri di Fieys thergasl of this |rpqe@ﬁ9n Is for plpmd@rg@nerq}(@ggglﬁhg\methods for

: ﬁdggé QH{) "& lafe{%cbtpaﬁtweg{l H&é waﬁﬁﬁ Ode Bs I in order to be able

Sulpst | foldet@p Whil he%ﬂfggrewmmm E-0Ch ct(a@ihel aeaammmmr object to do
optionally substltute with one to nine halo I]Sr

C3) al kye withanayimusm Sexipilisy #1285 Nt lbareHEs led 1oy, hasticular
halo; B is a bond, CO (CY2)n, CYOH, CY=CY, -L-(CY2)n-

, -(CY2)n-L-, -L-(CY2)2-L-, NY- OC- - CONY-,

- SO2NY-, - NY- SC2- wherein each L is independently O S,
SO, or SO2, each Y is independently hydrogen or

(C1-C3) alkyl, and nis 0, 1, 2 or 3; Ar2 is a bond,
phenyl , phenoxybenzyl, phenoxyphenyl, benzyl oxyphenyl,
benzyl oxybenzyl , pyrimdinyl, pyridinyl, pyrazolyl,

i m dazolyl, thiazolyl, thiadiazolyl, oxazolyl,

oxadi azol yI or phenyl fused to a ring selected from
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chol esterol synthesis inhibitor, a squal ene synthetase

i nhibitor, a squal ene epoxi dase inhibitor, a squal ene
WO my&bsas® i nhi bitor, a conbi ned squal ene PCT/IB2005/000589

epoxi dase/ squal ene cyclase inhibitor, a fibrate,

ni acin, a conbination of niacin and | ovastatin,

an

2 b1 | esgadhu e beralar SRaHoA o ary Gaced riftaRe himessages
| t abl 't of id d

or a @‘E‘rﬁ%&%gﬂgé@%pﬁ“%&&p abl e sa of sai d conmpoun

or pr rmaceutically acceptable carrier,
vehicle or diluent. Mreover, the present invention is

di d t. hods f i . e
il rmmecf‘\%@@ftﬁ*mgo ”&t%ﬁrsiaw" ??F{s‘%@%tﬁlrf’dn g?%ﬁtﬁﬁ%eﬁf’rﬁa%ﬁﬁbﬁ‘é"é’ﬁdé‘f
treat %Hﬁgéfer{?ﬁr&gdio aplihk $lon§ araeer eduippeert tb iarsétwork element,
coﬁp

ound g a conpound of fornula |lor a prodrug of
sai d gompesesithe steppdseading ar infomatianeglersnd haxing aeel

said compgund or prodrug: ,apda 0 A

S econapeBi BarINBEr e RR Sher i o R UP oy e or more
' eductasiabal bhidiPiterticd BEweeh thisnidmork elotrieit bad.a dio
HMG- COA reduct ase gene expression inhibjtor,

) an . .
HVG- Cotworktdemtreligreioe saidbeerfigusing thairadiodtRlinkncqnfisusipg the radio

B secretion jnhihitor,,a TR, i nhi hi il j

abQor ;S'lp"’élh al thei i 8?',( éé?’%‘%‘n a&?&%@"ﬁaﬁ%?t&e?g " Redfekfork element
| nhi bidArNhe AsePehEPIRM afid BEhemgsa paylobd patketdrom the user
squal ene synthetase inhibitor, a squal ene epoxi dﬂaféghe uplink is

i nhi bidouipmentsqube estweskcelament axebihedadiouilBiA
squal ene
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I ovast,gﬂiiometﬁ,ar;{ SohtPoiRitange resin, an antioxi dant, an
ACAT inhibitor or a bile acid sequestrant wherein the

amsunts of first and second conpounds result in a

t herapeytic effect. . : ;

app! 1 aadigreraressry wilf thEFafRe b BeisERinuontion. e method
ther aﬁﬁﬂhéﬁc&ﬁg)ﬁ%s iHe stepeiacksowiedyBigneprmet keggionrof the
association a first therapeutic agent co r'siq g th

{her apmaloashpackes pf & NEBVaTIIFMEGt O adBHRAAMIEK o the
fornul a | ' NRRY ayload packet
phar mee P(@é‘ﬁﬁ%@%é’ﬁ?é‘%ﬁf;@gf’ﬁ‘e@? sal %@%dg'rﬁr%g]ueng )(,)r_ P
pradr UgoranBe achlicrkraiement tatHeyraaic pptvwaitk eootiolerdpllowing the

second therapeutic agent conprisin t herapeutically

ef f ect ¢areech reARtioprfrefR fﬁmsgﬁq\“@&g%}?ase i nhibitor, a

CETP inhibitor, a cholesterol absorption inhibitor, a

chol esterol synthesis inhibitor, a fibrate, niacin,

sl ow r gy stiiferthéradaord avithothie: firat aspech bf thespreseahigvention, the

| ovastatin, an ion-exchange rgesi an,. angi oxj :

ACKT | metsic Biingr Carmiprees de Ste. o asEiRihinediitgifaion ement on
phar mageuhi gald KeRESRPHRY RlicAstWIRK canffoler ikt amsthef radio

a ni stration 0? sald first and second agents to .
achi evaetwoek chetralferdor relay tesnothanoetveark ept tor cppfiguring an

" uplkianhrean b ot ARk eRpitTaR e fleet Saliont

pal liative, prophylactic or curative treatnent of
negative energy bal ance in rum nants. Another aspect
of t he Acooreing tora secark aspectsif the prasest inveptionoa mpble

I, in the manufacture of i t_ for ;
bab | addleempuopRyas svsted CRTPIERS B netbrd @ement and a radio
negat i wenfiiRcoNtrBferdtithedtediby aiigwdllinglint@dace for configuring a
associ ated wi th negative energy bal ance in rum nants, .

wher ei radibeiplink Fosi @ uset QHPMENt dp the netwask plemenle the ipterface for
l'iver tissue is prevented or alleviated, and/or the
excessi ve el evation of non-esterified fatty acid

| evel s in serumis prevented or alleviated. Another

aspect of the invention is where the rum nant di sease
associated with negative energy bal ance in rum nants,

as nentioned in the aspects of the invention herein,

i ncl udes one or nore diseases sel ected i ndependently
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I n anot her aspect of the invention, there is provided

a conpound of fornmula I, for use in veterinary
wo mesbgwse. The present application also is dirERiB00S000589
conmpounds having a Formula Il Formula Il or a

pharmaceutical Iy acceptable sal t thereof, wherein R2

i s hydrogen or [

OO cona ymgIrrnﬁsfagseﬁé-lésuI ﬁinfg erf)(gl% % c@ﬂtairﬁﬁé‘bbyameters,
hal 0,cHafdctefiZadinktat @ﬁtmf@mialnyn @llémbntt na\mg anqu S@Be:frco

five halo or (C C3)al koxy_optionall st.ituted

one tperaingterhalradior MkGREG@PRAMEIRI: &'3’8?’? SREPIYPYe inbne or
substit ut ed Wi

SUbSLno SEsthidk Bt ibldee B@Q%erﬁHeﬁ;ét@Xﬁ glen%nt%nd the
pie nYrbdfdJﬁélerIO canrrong foebaidk ehfigucng nnneregm uplink at the network
consi sting of: phen

pyrr atlement aﬂg&agpp?{mg Ay Ip?p%%izp%?ﬁgrw R f#ci ﬁmey user
| m dazok éfeegaaﬂ?iktﬁai 3 pﬁt %PQ&K& iy sEMAraE te ub¥téQiigment to

han,,Lt| y substituted with one to
el ev etﬂehfétﬂorl( élreﬁme%)tajvleome cdio aup ik 9ﬁsmﬂh@tumluke$jcwﬁgured at

Subs iheinaivork ERTES T06seE0E i RPYo58 paCkal tofhe radio network

( Cd% al kyl; (C3- C7)cycl oal koxy;
(@- r@%})‘é‘eg.al kylthi o; or phenyl optionally
substituted with one or nore: halo or (C C3)alkyl

tional | bstituted with to five h
&) ol Woythepaveate Wi tuse ot sxpat on 1 gt ryenin dhe

or (C st%fﬁ)|§|f|59ﬂl\édhér%r99%ri9@6|lhYha‘%%ééd»ﬂdﬁ&fihéﬂpbblo@ﬂ%acket is

under ét:mtd/vl‘ebgéd bg:tthe nebvork elguieny ogenadin dewslink wemndhe

and the follow ng detail ed description,ar

2FE1 R R ORHIoy NG pe R 800 B TS PP RpRPacket is sont
i nven BRSN bR\t drtrolisEfdibw@ifigth

Fi guréﬁoﬁﬂmom tﬂg ser%ﬁ%gﬁ%@ﬁ@for trgnsn tion ®
cows peligptiontfeme thevusar equipmend. Z1:

2-Met hyl -5- (4" -trifl uoromet hoxy-bi phenyl -4-yl sul fanoyl

) -benzoic acid (EXAMPLE 193), conpared to

cont r g ShiiPkakiek Egcm ke %’c@r_d akfedt Wﬁwb@ﬁeiﬁhaventlon the

present 1 nvention nay understood nore readily R/ :
r g0 er epstent is fulibef ohameﬁqe@’elﬂéhatébed%f@&f'?%@n Sh?"é? tis senton an

exanpl"ggyf?ﬁggﬁg{%e ﬁ‘@r dﬁé n%h*%}(gc%bkrgp%fée@ LiGther radio network

CONMPOYRAFOISITBPRIAY t®BRoEM nebvbkdslement. di SCI osed and
described, 1t is to be understood that this i nvention

is not limted to speci fic synthetic nethods of naking

that Abordpina i 2bes! Auhgfesdtifyeifio dTtat Shtictyre is

descr igbyided it at%éﬁftemﬁmdmmotagemla/cmnnuﬁes readable medium,
intended to be limting. The ?sent i nyenti

rel at dbe deta ateucpium ﬁ@meu'p‘msam ipfermation gl ﬁ@eaﬁﬁavmg a cell specific
ddi
A et Bldrs a g BRI CParlifetd, 27 BBih foR (&sHe?n one or

.phar ngagd m@@éé%esaéﬁ %htiﬂhir%ced»eiwedd iat metwodaélemem antea radio
af orenenti oned base co ounols of this jnvention

those naiwerk catralies for GHNMSUEROG kg Up §%l?‘t%“39£e?ﬂ“‘9me“‘ to

S 468 Rl e et WREZC DG RoniadiTR' iy S fjhe network

ni t r atglement foﬁteﬁ,abuh? tiahsmessiph of pipatylnadapaaket from the user
phosphate, acetate, lactate, citrate, acid citrate,
tartrate, bitartrate, succinate, nmaleate, fumarate,

gl uconat e, saccharate, benzoate, nethanesul fonate,

et hanesul f onat e, benzenesul fonate, p-toluenesul fonate
and panoate (i.e. . 1,1 -nethyl ene-bis-(2-hydroxy-3-
napht hoate)) salts. The invention also relates to base
addition salts of the conmpounds of the present

i nvention. The chem cal bases that nmay be used as
reagents to prepare pharnaceutlcally acceptable base
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heavi er isotopes such as deuterium (i.e., 2H), can
afford certain therapeutic advantages resulting from
WO mo&ewvaso net abolic stability, for exanpl e i n@cIaB@sI0M0589
vivo half-life o r reduced dosage requirenents and,
hence, may be preferred in sone circunstances,
| sot opi cal | S félﬁlﬁ@rﬂ r tHe Radidvupitk and &oeh there to
prodﬁ%ﬁgﬁ%ﬁéFgg@E%an ggggra |y(%E g?éparedpby carrying
out tihe rpdecestwoels cdnsollersed in the schenmes and/or in
t he Exanpl es below, by substituting a readily
avai |l abl e isotopically | abel ed reagent for a

non- | limlofbﬂﬁéf: 9’:&&@'\@&?%@%@%@& of thetgtesent invention, the data

specificatron an clainms that follow, reference
wis | $teuctarsistahagacieribed irothat trersansmissisneel thgpayload packet

defined to h the foll.ow ' :
“F enepmhe e oot 2 bR I8 ol RphOLR o
i ncl .uggaud%usagé%@hi gﬁc%ee@- rec@iﬂw thetpag)oaaiphcket by the

pal | i ative treatment. ~used herein, "therapeutical lc}/
ef f echetworkmemenbén a radiqpdamainkfeamdha nehmeifiemest to the user

is effective t hibit th - i :
Iait ievfeglf;iph%/eer}t ﬁgnds ?qr&réysgp%ﬁﬁ? b%&@a?ka%k% mctlﬂlgnnetwork
SHPI elemdntitB NG ramBuRtREMesSfrolledle ef fects (such as

undue toxicity, irritation orallergic response),
commensurate with a reasonabl e benefit/risk rati o when

dinth f th ' ' .
Lo BPsbi IR oy bSR3 B e, P efbor
sel ectghiroMstfoP8bnfiduiriged rddio uphek goaupserceriipminttood network
ischemc attacks (e.g., transient), ischem¢ stro

e i
(translament, cami@egﬁﬁjﬁéimej@a@jpapowlwg an information

heporr hagi ¢, st r.oke, ne ' L Clt -

(175t o ige & oot iadRink gikibarameter, or
time ot e BKctBtnessagesi amtheffirstinteriackeybdteeen the network
therapy for stroke. Preferable patient popul atians di

| ncl usterert an hajadio BEWeTKIOATONPEIoE Rt SoMaUfiRg e radio

or coronary heart di " Qi . t
L o SRR Moty
to, thrvigd kel epetifitipagamibtert hea«iigldi_njh_rspebmcmaaw@ter, or both in
e.d., prevention, regression, sta zatiqn .
aDne tablonermaE mesgacenpedinsramd il fisedigireen the radio
stabi !Heﬁ\%}l{)@r?tdwr %%Ha%kéc&{cﬁ%?o RERRTK CBALSIdraddhnected to a
al ca n(eg

arteri cificatio ., calcific aortic .
st enoggebndinetweorseldmmnt onbereimthesinformation elewent baving a cell

S e 3 s St VARPEE  Bfinn one or more
| nfar %EQ&aqe{?’yig%f Sbisfiduiing™™ 86&dridoadid epliikBetween the second

car di onyop stent Testenosis, PTCA restenosis,
aniser i patwos tlenumitandcibearser gqpipraer, thedirst ragiia satwark controller

e RS ot i M BGHR  ag o o
angi N§LReEIQ e s&edid Iiishe MR Ao FoLASRIVing the payload

exerci se capacity, 1schema (reduce tine to), silent

i‘ schenpacket ]frd_m:thha semondo)etwork element af@v geqqigtflynﬂjle second
R L ST VSThAT RSB O b o o e
Thiy t e%éﬁ(:%'n'%yr?%g'otﬁ(‘ glciflent faF seidiflg fiss Féﬂoadi ?alaiiaétgebeided from the

but™ no 0o, the group consisting o pid .
di sor deecond nétwoyk elemeent torthe s3dip aistworlygontrolipstodawingthe
di astolic hypertension. The term "ventricul ar
dysfunction", as used herein, is selected, but not
limted to, the group consisting of systolic
dysfunction, diastolic dysfunction, heart failure,
congestive heart failure, dilated cardi omyopat hy,

i di opathic dil ated cardi onyopat hy, and non-dil at ed
cardi omopat hy. The term "cardiac arrhythm a", as used
herein, is selected, but not |limted to, the group
consi sting of atrial arrhythm as, supraventricul ar
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retai ned placenta, displaced abomasum nastitis,
(endo-)-netritis, infertility, lowfertility and/or

woO Joesremee®s. M | k "qual ity" as used herein referCTB2408000589
levels in mlk of proteing fat, |actose, somatic
cells, and ketone bodies. An increase in mlk quality

bt ai ned ‘ | |
ont cracepben By dae seaend Atk g BlrenBlBhft fer fhdHient for
ket ong hod fon ﬁl\éeée%orﬁrhémﬂeé@ﬁrd)ll@ar i the fifst inétwark controller.

mean an rncrease in mlk solids or mlk fat or mlk
protein content, as well as, or instead of, an

i ncrease ipn the une o il

accunﬁpg@rdmg EJf }L%@sygg{ﬁ)%gkpr%&ggé déjrﬁéorngﬁﬁ‘?&\?v'o\’lgelement for
?éce“.\h ahhipliRREHaAheDos al ratiol lkyfesmi uber eooipenentdd the

1 YW W1 n ver tissue. "Excessive el evatiaon of

non- eaem@rmeé@hweat topmgises|acnen-sadig iRleriaae fakcqragynicating an

herei n neans non-esterifie

gr eat HOFRAGPBEISMII avmg ggéﬁl%bgﬁﬁ?ggér%ﬁd %dlo link specific
speci f 'aﬁcﬁ'nete?  Sis6thUonBRR o meek@gémbmmmu magwork element
untl I day’ of calvin Unl ess ot herw se sg&m fied

post partaradiorpetvork comhenior senfiauins the ‘éP W”@hﬁn the

B o354 B o bR A Bgtiog gt e

24 ho'ébﬁﬂ%n‘irﬁj tHeh@plﬁﬂM]fa"rﬁhev\Béw@qmﬂwbetétWanekehmnt and the user
ut erus eriparturient” means the period from

begi nmqng)méntta@ for eperiving peaylsad Piketieonie yoot ﬁ@U'Pme“t to
t
2w B oo B UBAFR et o, Sy e ik

that ichaflabi o theamadidfinpissceried out by tice aetwearkislsment wherein the
concentrations in association with other B disor

i A61 udiongradie sterfacmissiof GonyRyRgG th epiP%béﬂ?%PaC“e‘c%’om the network
dysli pi,d fotet t théRece tlon by the
oot e AT PyFie BETEHEL NERIERE comaRt ERAURG hefécention by
" phar maRuik elehiant &ote teabse” equmeaht the carri er
di luent, excipients, and/or salt nust be conpatible
with the other ingredients of the fornulation, and not
del et e ' ice Bl tHsreseht mvé]‘i’l"ﬁlﬂ#“@@er adiiment for
used eér(&l'l(?lm Iggjes a y pharmeceutical |y accept abl e
deoi vaidmmuorcamg Ipat:kets on aclenbianged: bplinds fram thealser equipment to

| soneraneaak derdaihihe HPEeaRigmarLbelPd hipaghitef tho) and o
racem r‘éce@b?ﬁ&ﬂ)%@&h@ céﬁﬁ’e@léb% afiafiteres forframgaditting and

i soners | vat es, hydrates, isonorphs,
pol ymrepbiving sighalserver agadisr tertage betwiess, the sger equipment and

e T

45“‘“ Hﬁﬁld(ahscﬁtgﬁi'ftﬁﬁ fd)rnpr%@éé,élh@ sigalling etiveenthe network element

fering, us In the position of a hydrogen
at om afd trmmser;qmspmfent fanconfiguring a sadiedlipk fiom the user

It Qﬁ{ gﬁ%gl%glﬁqet .4 g{gb\yg'gg%gﬁ\t@b%lié}ga{ afy g}fétrﬁgt[lon element is sent

CONMPOURSNing RadelrdfcificisarBhter, aagioMnikcdpdoifid pawar@ter or both in

admi ni stration, release the drugln vivo via sQ
chem cane or nmi9snessage@a1n an intedacy begveerbthgrrgﬁgwgg( gigment and a

et e g confoliey i e BugRdl e sadb i,

Exenpl ahgréin B kitfio wpfink 8 eanfigused &l hasretivoek element, the user
corresponding free acid, and such hydrolyzabl e

est er - equipmeptrerdatheaften sighaling hetwarmsthernetwerlpeleggnt and the
i nvention include but are not limted to those having

a carboxyl noiety wherein the free hydrogen is

repl aced by (Cl-C4)al kyl, (C2-C7)al kanoyl oxynet hyl ,

1- (al kanoyl oxy) et hyl having from4 to 9 carbon atons,

1- net hyl - 1- (al kanoyl oxy) -et hyl having fromb5 to 10

carbon atons, al koxycarbonyl oxynet hyl having from3 to

6 carbon at ons, 1- (alkoxycarbonyloxy)ethyl havi ng



Thus, for exanple, Cl1-C3 alkyl refers to al kyl of one

to three carbon atons, inclusive, or nethyl, ethyl,
w@roopysoosind i sopropyl, and all isoneric forns BIWIB2005/000589

strai ght and branched forng thereof. By "aryl" is

meant an optionally substituted six-nmenbered aromatic

ren ayloddradke Bz fdIm ﬂ’ie/hser

|ncﬁb Q%%Sﬁh&& ﬁggﬁﬁﬁﬁgﬁgag g|ph2% . "Heteroaryl'

useobdlﬂpraent toetheedwodpeleonent|oyes dn%tadl@u@ﬂnk plter th@rummk is

o RS g LV 8 B oo

by qkﬁﬂgggp sul fur or oxygen. Exanples of heteroaryl
i nclude pyridine, pyrimdine, thiazole, oxazole,
QU|noI|ne qU|nazoIine benzot hi azol e and benzoxazol e.

or fggéﬂ(}g ngé9 a séﬁ:\%ﬁh asgg\;}geﬁﬁg ﬁqgéé%{t(?nv@'ﬁ%ﬁoa 449 Utructure for

sat ustabast tBiHoPSE eaGR inky @cﬂr@\betércrbadableahadrahﬁ dhe data
hydrocar bon. Exenplary of such alkylégroups (assum n

t he stamtgmse:@ara;ﬁgtllﬁ(bh)t enpaiseation£igmept bayigg a C'e“gspec'r c
exa e%f &mﬂﬁghn%%é‘%‘ he Bgfz%m?ﬁer 6%615?8?’ franditf ¥ one or

Sec-

nﬁop.%w messages @h)erpmléﬂéce Betwridny4 betvytbrk element and a user
2-met hyl butyl ,; 3-nethyl butyl, hexyl ohex

|
and equipmentfarsondigriing @daﬂmvelu&fr@ﬂégﬁ @élumfﬁext to the
h d

s BRIRRS A A I S Pafld 05t & fepetwork

c ar b@l@&aeniﬁdh@mdr eqnﬁfn&emte or botmﬁjrelnlabhmg' traesissiey oba
branched, and they may al so

cycl @@wpeﬂpack%vwrapseﬂwéﬁy PQUWZ%'HH%%%%W?NCH K glgroept pyer the
£ SERMELPGR it frofh B 0 W YadiBReBticeoholler.

By alkoxy |s nmeant straight chain saturated al kyl or
branched chain saturated alk

bonded, t hr ou
Exenf)) Weéfacgqgﬁmgp §e\gerrgﬁ @pgg&g H‘Pﬁﬁef‘%ﬂ |nven%o¥1 the data
desi QG@%tEPe lseéiﬁksct%ﬂ‘z‘@&mﬁﬁﬁ%é h%n@ﬁréé.&vbﬁfheqa@m&backet
are e Yy, Propoxy, I sopropoxy, butoxy,
i sobfronxthe uwrteqargmemmoxpe nedwodxgienent psafajlowyed by

neopent ox tert| ent ox hexo hexo

FEpt aREroimadgemsil of cqrectaetaptan ot Rabier Prcket by e

car bﬂ@%rkcelé’rhehﬁéﬁb%ﬁﬁ dSwWARRIErYMRY RAwBANEIethedtt to the user
ot herw se attached to a desi gnated substrate through

diff equrpg)entraglddtajmnlaslphmﬁthd oayloadpacket frepeiiernetwork

poi nt chnent he al | sible points are

i nt ef‘? a&\kﬂg?%é?él?ﬁ‘rebﬁﬁ %O'E%cﬁ%i'n atomor, for

exanple a trivalent nitrogen atom For exanple, the

term"pyridyl" nmeans 2-, 3- or 4-pyridyl, the term
25 m Fhebe andatberobjeetsafaatumsyand agvaniages of the present invention

n ot Wlmys geQm Coé égr%u@gpgq?g%vﬂgigﬁg BE %1 .dﬁlt‘;' loe?iec:!egs\‘;cg@ﬂo? %'f'% best mode

si nv apdtddiMenPiheyastivich folldwa, %ﬁ%ﬂtatéd iy ﬁi@éé(fdmpanylng
di hydroconpactin, conpactin, fluvastatin,

at or dsawwgi n, gl envastatin, dalvastatin, carvastatin
crilvastatin, bervastatin, cerivastatin, rosuvastati n,
pi tavastatin, nevastatin, or rivastatin, or a

phar maceutically acceptable salt thereof. The term
"anti hypertensive agent"” is selected, but not limted
to, a calcium channel blocker (including, but not
l[imted to, verapam |, diltiazem m befradil

i sradi pi ne, |acidipine, nicardipine, nifedipine,

ni nodi pi ne, nisol di pi ne, nitrendi pi ne, avani dpi ne,

am odi pi ne, am odi pi ne besyl ate, mani di pi ne,
cilinidipine, l|ercanidipine and fel odipine), an ACE
inhibitor (including, but not limted to, benazepril
captopril, enalapril, fosinopril, l|isinopril
perindopril, quinapril, trandolapri, rampri

zestril, zofenopril, cilaapril, tenDcaprll splraprl

a o



aci d;

2,3-Dinmethyl -5-(4"-trifluoronethoxy-bi phenyl -4-yl sul fa
WO moybgeesenzoi ¢ aci d; PCT/IB2005/000589

2-Ethyl -5-[4-(4-trifluoromiet hoxy-benzyl sul fanyl ) - pheny

| sul fanoyl ] - benzoi c aci d;

2-Ethyl-5-(4' -tr] X [ | -4-yl sul fanoyl)

*benh @%ab,%&éﬁlﬁﬁb‘?\ﬁ DT AR RAWINGEY

2-1 sopropyl -5-[2-(4-trifluorornethoxy-phenyl)-benzooxa

zol - 5-yl sul fanoyl ] - benzoi ¢ aci d;

_and
2- Metfigl 4 shows-signaling between e HeFRGeH (_ltg{)_lg;qrgngtp\%vpe 3GPP

-benzqi c ,acjd; qr r.Qdr Ug-0f - $
bhar rideer clame el RRPE% oy "G, SRR g agh petwork
Prsodr dHirbiip @zh@f) frbsstiveent RNCs! nelyties patameteesitacoording to
t he ponpound of formula I is selectedrIron1,he %Loug
consi theiprgsent invention, to support the air interface up ink enhancement.
2- Et hyl - 5-[ 4- (6- net hyl - benzot hi azol - 2-yl ) - phenyl sul f am
oyl ] - benzoi c aci d;
2;) Met pig! 255hbg\}sé biribt HerpTREhitbn biniEsioTy bR 4-rabiouliplankdyom a User
- benzoi'c aci d;

2- | sobnuipymers (LB dpy Radio-Netwark GUHAIRE NG Kifed odg. B which
-sul f I 1:Db [ i,d: .
Yot Haoraiabie B Base 3fattin.of 2 sgeond generation system and a

| ] - bepapirsn@issidin of the packet upon receiving a negative acknowledgement
2-N@thy|-5-(4'-progo§¥-biphenyl-4-y|su|fanny|)-benzoic

aci d: from the RNC to the UE.

2-Ethyl -5-[4-(4-trifluoronethoxy-benzyl sul fanyl)-pheny

| sul fanmoyl ] - benzoi ¢ aci d; )

5- (4' Fie 3 siwy hpropdealy hecbrgingutiof anmeghgncdrplimil deagieated

oi ¢ aci d; . .

51§ 4- chammpldERBENSpnsapt tergihanasdhe uWrink bydypYing the sheduler
yl - bengai Lo e B but which proposal
2- Met %}f\ﬂrgtr?ﬁéhﬂgs {Orr} ??T}(r)?igrn%r? ﬁ%?q‘?-'\k‘)%rngtllogar?yl ) - phen prop

yl sul hagwipt ebexplainedabiednformation elements and parameters needed for
2-Met hyl -5-12-(4-triflugrqnmethyl-ph | ),-benzoo -5

-yl sulel"'é'h@?ﬂq betwess an g%lﬁ;and Q/No%eeé]%nb bEESS W@é

2- Met hyl - 5-[ 4- (5- phenyl - benzooxazol - 2-yl ) - phenyl sul f am

oyl ] - benzoi c acid; and i .
22hsofFiqpy shdw§ 4-UsSenequipment (B stgh las thg upepeuipment of Figs. 1
fanoyl | - henzoi c,.acid;, or a odr f said conpound or

a pha é%&F?@ﬁ#??t%ﬂ?%BF?ﬁﬁgwggﬁgogf sai d conpound or
prodrug. In one enbodi nent of the nethods of the

present invention, atherosclerosis is treated. In one

enbodi ment of the nethods of the present invention,

peri pheral vascul ar disease is treated. In one

enbodi nent of the nethods of the present invention,

dys! | PEEAILED DESCRIEAON ODPINVENTIONTENt Oof the

net hods of the present invention, diabetes is treated.

In one enbodi nent of the methods of the present

: ti h | ohal i . . t
embodiARENDHCR WP S ESEHRERSHis rdri pibposd RGP
hy per chgh®siRatba Homriitdesdnotder torprovideautiokiembancernents for
the net hods of the present invention

hyper tRedjcgtedrTrapapert Ghannels. et relationqte enhapgeduplinkfor UTRA

t of the ' I '

t rat deP DN hr S SBURREN bR RHAE pRAgERa1ck By be enhanced by
pr eseningroven Hybrd ARQEADmaiic Repett Rateest) protocals and Node B
enbodi mnent of the nethods of the present invention,

nmet abolic syndrone is treated. |In another enbodi nent

of the present invention, the pharnmaceutica

conposition is for the treatnment of atherosclerosis in

a manmmal which conprises an atherosclerosis treating

anount of a conpound of formula |, or a prodrug of

sai d conmpound or a pharnaceutically acceptable salt of

sai d conmpound or prodrug and a pharmaceutically

acceptable carrier, vehicle or diluent.ln one

Y Y " . Y L



reacti on schenes. Qther processes may be described in
the experinental section. The Reaction Schenes herein
wO degesvodoed are i ntended to provide a general PCT/IB2005/000589
description of the nethodél ogy enployed in the
preparation of many of the Exanples given. However, it

wi || &%ES) bg%%eaﬁm'@ t PRySigsdaY@cordaghes Iat/elomgnglimgamechamsms

inth perinmental section that the nodes of
pr epamnay iatso berprovided éxsepport the aehangeapetfe gener al

procedur es ri bed herein

Dot e bl it trnerrep i LA St Spedd DRwniink Packet
Schengse sfP\%erWQDﬁP@Wafs $6it A eimilar mmwcdmenem the downhnk (DL).
Exanples within the scope of this invention. For

eanpl e, an ester functionality may be reacted further

usi ng g? \;g)%g\,%g% R\éﬁloggt chgggé’mtfﬁgﬁea SIN) t&ﬁiiphténtt R8E) over an

art to9 Roam
car bi jQinkaad® HeéPa& tohe base IsmttolrﬁINmm B) amdtfrbl'rethere to a Radio

pr; ’ g g&'ggnl/graégrﬁ%8%%@%25@(’2@3?@%%3@} rlyggthﬁ p]ther than a
m(;;/ tr@d{fﬂglpafrﬁ%églq epli ??r ik P&dﬂgmlglﬁgﬁﬁ?ﬂ(ﬁ@d)er ei n

Pl MRh¥ksWIEs m‘éﬂGQﬁd%BMn@@ﬁher smdsex&cm)mr fallure (NACK) in
i nt er medi at esz The need for_such prgtection

depentiasiptaf the payieedRacket (e Ryl i1$ Gisa e t"i‘t"@?’" distinct

and t con 688
be r e&am glo%&tu&gﬂ%?r}] 'ttr)ﬁ&boﬁ{e &P(?‘f g g"?&li&f(tftﬁm@lrﬁi r ensmlssmn
art. Fhatrelsagedllingdle. ploptusetbiythédeser of Bt uset eguitrodet after setup
is also within the ordinary skill

gener af refesdgHEATBHINGN ﬁP@t‘»‘@&‘PP ﬁg‘cb@ébﬁ)yegmg@hg‘dreo text, etc.
T f
Sgﬁt hjguejg pr\é{jeﬁrn%ﬁt?yeef é?égg‘;e d)pr'?;alg@é\?(}‘oi:Pﬁorhflhéﬁgﬂége?wull be a

exanplstinchcérifiguration setups sbleedidinge borgtransmissian control signalling
conpounds contain prinary .amnes or_car

F Unct PeARET < EXSAIEn Ohyd 9o Spnen bauBe REiiEs gre shown
ot her J? faﬁnﬁfséﬁtﬁmbswﬁatd@bbzmr ot ect ed.

Accor such functionalities may be protected by
an approprlate protecting group, which may be renoved

23Pne PP SHPHD A0SR ACTEneb i whenpam LR i deficated
pr ot e%&?ﬂﬁl_ Q(rEgu , omyw@% peidt BEWIE nd@révérhbmsus:’.o enhance

(such yl benzyloxgcarbon¥
f1 uor engummpyemwygm@anmowladgamen fnghian mthe RRIC to the

| kyl b )
Se nér zi%‘iﬁ ﬁoﬂ% ﬁgﬁp ch{p I;Téegr@tf?@&ét}%nlg eaat%#cﬂ/ﬁq r eac Fr(n)nﬁénSn control
Copg' tf?ﬁ&?:orﬁtﬁ%? fd ReFhaAcorrolied Rit tise RNG and eedatdt be described
wi t hout ¢

emcally altering other functiognality in t
caspothede, Wr:taiis impartantdere fthe ngtuprk gatltx@@tﬁ%‘? %30”" this
S
ar e copeitg e HTeRBEHERS RS ok e M@é% Node B

H R (19Ré oAENtnol éfm%boﬂténﬂfaha;orﬂtlbyér tocthk &J§. The E-DCH
al kylthio and R1 and g are as descri

i ed
above propogaldas et y@ %Pmﬁ@s'nma“?ﬁ&tﬁmﬁﬂtst parameters
t. F t
26t o Ry IR PEAVE ERERE ikt ianaling

kngwn hractigressi Bethabhrah RNCayd bethideaBabeNvmﬂbeddo@ B and the
to nethods famliar to those skilled in the art

chl or odserresuwipmant, @andraise bewea) BNGs igorde ‘é‘ssu‘:h a
betvvee Qut 90 andl 10 C, preferably 100 C, for a
perlo about 15 mn to 3 hr, preferably 2.5 hr for

the acid and 15 min for the ester, | eads to the

hal ogenat ed sul fonyl 1b. The reaction of suifonyl
chloride 1b with appropriately substituted anilines 1le
(preparation of anilines le described in Schenes 4 ,

5, 6, 7 and 8) to formthe suifanilides 1c may be
performed under reaction conditions well known to
those skilled in the art. For exanple the reactlon of

o r ] I L e Y | o o A - Y



an inert solvent such as acetone or dinethylformm de
at tenperatures between 600C and 80 C, preferably
WO 200¢%1800%0 at reflux tenperature to yield the mcalByios/000589
sul fanilide ester 3b. Theltn-al kyl sulfanilide ester 3b
may be converted to acid 3c by basic hydrol ysis such
as the reaction conditions previously exenplified in
Schene 1. Schenmes 4, 5, 6, 7 and 8 describe the
pr epapabtt ddpeatof thads-DIGH coseeptii m idste Ngde Besindiguration control
shown in Schenme 1. Alternatlve

ani

Schenforuplink S@bﬁ%‘#'@/‘&aﬂy‘%v%loi wetgs Bl Ahe F?]'QC the Node
the |t 0
S bR PRl A PSRRI o sopetindia congoston. Again
4es5 Theniglesduass deiaysi Ehel RN spudmiséonwadioni abcm the user eqmpment
hydr ogen, R (optional ] resent) .is halo
al koxgapab 'ﬁi'?‘%ﬁquqls@ecé%l ramglization,an \és%[ erm.éw‘npn} ?%%c'ﬂc
f used r I9hiee Node K. DThé

o P BT maiaraig TE Do ray ©
IOF eIOabedf@yramanm@abmtless@nﬁedmght fioy ingtangeyinclude the number of

synthetic routes famliar those skiJd Led in ,
|¥ SCMT% Qoo i BERURIOn SURATG: MR fit rate, ete

dﬁgﬁ raleth é‘lﬁ)ri Sol8 HdadavséHingrup shared control
appr om I:%}% ﬂt)Eiyt ut edz4 am nobenzoi ¢ aci g fb i n
pol yplvhaphelsi allacstivnaf hesdware amd gower pegpurcesforf-CH, etc. The

Egr r g;ggﬁrgaﬁk%qe %Eé&%g&@&pgﬁ%t%a%ﬁﬁ ecgjy?da rﬂ'&?ude maximum data rate

4- benzgya dé%Ws t%eWod&‘BﬂWaﬂﬁbQ@, toQhe UE, the power offsets and
4- benzi m dazo phenyl am ne derivatives

Alter mgnaxm\g/;emmomfmtan be see@far walmtcamaé YE@nd by that
2- h |
34,5, \6,1 gjg(?@gc %eg@r@ﬁy ﬁ\‘%}t{]s% éﬁ@)gr?$nqcrﬂ$%§%%3mgﬁ%ﬂm'd toRe Node B

4-ni t rte%%ars%e Nb@@@@cﬂ@dulémamthenﬁbde ﬁ)hmrﬁerﬁitmgnaihng back to
nmet hyl ene chloride, in the presence of an am ne

such dbeser eguipynentithalppfaraisribe user gauipmrtal L},Séiaqgg rates or

200C t.0 .50 C f 04,30
t erper I i Oltr}ql)s Ij]l?e ugé ?(ﬂ.g h@?@{o r@spoér}p'%t& signal the Node B
benzanhfignfion o ¢elp tHéeNadeBaiarmmutaaAtslemanqﬂmilthemer

the thi ophenol der. vatlve 4d (D =_S ous
CY2di i z@cwlpmenhéowsrfeatha%w@ ats ff9é1 %3“ [pr ‘éyU'd just send

;I' 22 ggﬁg)glnaaqgfweo\fﬁféé\?ésn h &Q %s gﬁ%)h%% ﬁ%%h't?éﬂirﬁnppower it is

Ive treat ment
wi th datsiehylusaz dmeCNO@@BﬁlnayQo( DEADot psignal the scheduling

et F arGAMBRAaD ar hEr n o BpfRateate NtnH Gaiud Siang) fhguser
or di oé@,gﬁwe’ﬁ'i Wltﬁré‘t?'h%xﬁﬁﬁﬁ)a&%‘lgrrgfé”ms Fhainiim batadraté might

for 10 r, prefela roomtenperature
oV ni gleh. behealid amti agiewm pnens sgnmﬂgd by the iNadedB ; or fos enspecific

the aniline led4 by procedures fa r to thos

ki || edmerperiog: gt ey cheRas acEoriRa i sResbeRTic Yles. e.0-
conmpou Ueefatedd cal cium chloride in
aqueou'[sliﬁjaﬁé ﬂlt‘&gﬁé ggeet hanol at about 60 C tol 00 C
for 4 to 10 hr, preferably at reflux for 5 hr yi el ds

e e e ARSI ersin sch
ang, cap ?fe%tfrlcf gﬁb{ lﬁgﬁ&% gﬂﬁllﬁb rSé&!Uib'éUcﬁ%g & séﬁﬁb@edure

Lar ock, ani c ansf ormati ons,
Publ i sﬁenﬁgummxagbsweﬂzhamcbh@mmm Negwork

pona. - woptpl RNt EuRighoR aFis e ik SrH e Serdinb Bip 130 and

above, nmay be prepared by Schenme 5 o r by simlar
synthetic routes famliar to those skilled in the art.
Acyl ation of commercially avail able
5-(4-nitrophenyl)-1Htetrazole 5a with an acyl
chloride 5b in pyridine at roomtenperature, followed
by heating at 60 C for 1 hr and at 100 C for 2 hr,
ylelds 2 (4 n|trophenyl) 1 3 4- oxadlazole 50

Y " a e I T



acid derivative 2c, using procedures known to those
skilled in the art as exenplified in Schene 2c.
WO B®a»ggeso bor oni ¢ aci d derivatives 2c are conmeCTIEA003/000589
avai l abl e or may be readilly prepared by literature
met hods known to those skilled in the art as
exel dd Efbd Notfd8F33 Cacdeflin§ 1BITRE Predit GV etioR. for
4- bro ani 11 ne MAt an ary nlc acid 2c in
pr esedafigedngan &h&byted: uphmiudedlcéted channel (E-DCH) for a User

B e L R R S R
L1 B@n@é@h RS BN g%@fgﬁkpﬁwfeq%@@ &e32 W 4 BoRQUIBAILY Wterface

car bonat eas base and aqueous di oxane as solvent, at
refl lmom-eaqhe) diaooediogdo tieg ptesging Ilrd@nmophewmmnah@ messages for
deri vat er. 8, The deS| ed, Far al
corrchﬂP P%T"?le‘gg’ |%CH989%8¥W 'CJEHP{%{?&]QI' 53' example, on a
Pf eS 933 ?f'ohylh SRKX Y3010 B&NJIBI® 13B dridd bn a
%‘iﬁr) lirﬁ;ylf]ﬁ%a and e are as descri bed above, ma
be prssgmaﬂmg e tlBu-da ms;ha lteav'erssa dmtmfbfdomﬁhsmBgli’& o the
by S:@'&&[ §(¥>nt hetic routes famliar to those skilled
int 1 henoxyani | i ne and phenyl sul fanyl ani | i ne
?rlvatives 1e8 (Schene 8) may be prepared by reaction

4- hal oni trobenzene 8b, wherein halo is chloro,
br onAsknownl in the ar, \aherap‘m br inaves jiertbe range of another Node B

wldgl G@n éﬁgmﬁ}r)?tg?e f%ﬁﬂce rg):tlh%relgﬁjifn (gCtESFe f“a%e a need for

an i nrhmeAlcuash &@?ﬂaﬂﬁ)gcﬁlmﬂéhw fhat erRohslged over the lub interface
t et rahydr of uran or net hoxyet hane, at about 60

Cto
90 C lines @084 1ver ascalled lupiniedase betveersthedSRNC 730 and

3y duttherisfcated U SRR SR TBREE)
usi NGgnReRAcaRelIMNbde B19ER BdtindenttheSRINE 30 and the
such as those previously exenplified in Schems

4b.
ScherRRYCCHADcu paRfigration feluR memeeﬁ\gnﬁ issshown on a line 150
t hi azgl | [ |
Zfo qb%%’iﬁ'ﬁy p?r%eté eth?DRI@C aE:(?nﬂ@u}' IOQI sﬁap message

aI kyI él@lhél lﬁlﬁﬁb RéverSe dﬁ\éctﬁ)n i%, sm)w:mdn@ l&feswﬁ;bdwmn thedDRNC
above, may ared bx t he, synt hetic se%uen
ARl i @\ﬂﬁg d30a&hesg gignalsyare proMiedgyena sycalled lur

773 ( ggég §gg§g

appr oé [ el ysuﬁ?}nﬁgﬁh@enzal%c%yﬁ%%a IS %@@%ﬁéghﬁﬂm ona
Wit h find 120 hphsiheyDRMCaHh00 ¢ Hmaloﬁuec atomieyB iaodaameassagé signal in
zinc iodide in anh drous net hyl I ori

chI orlBedererse ditssd "2?)3'@9‘{’603‘(? ﬂ:qgfopg BJ10to the
t enper ai\ﬁ": gange?%mﬁ{ 'i%(%@é‘ﬁgﬁ%istcﬁﬁ gﬂ géyr?rt]% y ?}'?feéf aee which is
(23=CHalso ‘é‘mrc;admlir)telrface Qbr(aZg@em sntuatxum.\,ﬂaetmf@rmatioh elements

hi de 9b th th hi
chi or 91 PRIATCtRES ééhér%f e betiVeriir My s caited st gecer allof
for apaub 1GPakd uﬁpingrfbce@r af SHGthl e Jhd‘éaét%eftﬁmh%texample

refluxterrperature m n. Reaction of
chl or giggais det @thaEtive 8s)wilkbermade oleas dyireferance to 3GPP TS

S or 2aist: The Shlerdtae B2 B3R, ClbRinisRtg vith & UE 160
[ﬁe | WhiatLPRES BEWhENK 970 %nhra féainé apmsk 180, @Mﬂfa@l‘yYﬁieSN@Be B 132

i ntermedi ate 1 m not hiazol i di none wi th aquedus acid
at abisigho® inCanumuaication withabeddE 4600via @ radio downlink 135 and a
prefe eous hydrochloric acid at refl ux
tenpe?ﬁﬁﬁﬁgﬁhgiﬁg hr | eads to the thiazolidinedi one
9c. Alternatively, appropriate benzal dehyde 9a is
treated with sodiumcyanide in a m xture of water
acetic acid and ethyl ene gl ycol nononethyl ether at
roomtenperature for 1.5 hr followed by the addition
of thiourea and concentrated hydrochloric acid and

heating at about 100 C for 18 hrto yield
t hi azoli d| ned| one 90 (Chem Pharm BuII , 45, 1984
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| eads to the desired acid 11f. Schene 12 12d 12e

Conmpounds of Fornmula I wherein Xis - CH2(CR5 W -COOR4
woaneh/BesDs CH3CH2, wis 1, R2 is H R (opti on&CirgB2005/000589

present) is halo, alkyl, al2koxy or al kylthio and R1,

B, Ar2, J, p and q are as descri bed above, may be

synt hesi zed by the reaction sequence outlined in

Scheme 12. Reaction of an appropriately substituted

benzﬁbﬂﬁw@o@ﬁd wifbimathen oaﬁh@generfabmmsdsfarmmt will thus be

triethyl-2-phosphonobutyr assi ut oxi de

and pot
or sbﬂﬁ@ﬁi‘}%ﬂh%BNQ 1§th§}ﬁ$’@r‘ﬂi‘zﬁ’ﬁ'ﬁﬂ"%’fza oh With Brndth&RNC 100
di ”ESV'P' g%}ﬁh bR aﬁggv&'\ UE, 3R &drrﬁf Rﬂbp(l@eract) ora
hr, pre erably at room fenperature for ,
of ef SRMInG SING (SRbIGsner e sorcalled iveni@iate: T§,13|$BN§ZJ 130 of

hioride 12 h | f
houFicsd i the Seneor ANG GO B3 s PPnerBRUP sber Npde Bs
aboug cg%h%‘?rm eﬁiégtceilé The Urﬂ?@mé @uﬁréﬁtlﬁ@bét@mh the cell of one

chl o W t ppropriately substituted anilines
le usf tip Netd Bdscdmewtadta thesSRMG 1 3@ andns inadie communication

Sur { oBhaCNBAS TEaS welh s ings Nogtd BT IF PEeauselh g i proximity
Y| n% HLGHREH Nodlel s QWO frﬁetUE’%o% 'chh@ﬁiﬂy Beihbe‘sélﬁied” " by the

such as magnesiumin met hanol or et hanol™ at about 60
to 8SRNOMAE0 TheURattRsiaynhowererhaiirevelling tayarditheicell of Node

hyd t h 4- 4 h
at aBotll someste o ENG doodsalipd s HsMERTPandBOURE handed
pr ef %R/@P{d/th'éFGBI?SFHéTUEanEHHﬁ@ﬁ|e|tﬁbr aboyérvéa 6y RNC 100 and
foll owed by al kaline hydrol ysis of the product, ¥
{he (RNCr166 waild bEzomEA SN OTiEe A BrpotesNG: 130 may st

mul a,.1 " ther,.t
ég epé‘Pan‘b‘\?/mﬁee%g'Jngeﬁi Plgrsf 2 'ihodﬂﬁ@ﬁ‘? 15 neg W@%ﬁ%ﬁg 100 would

by e ?é’r'nﬁih ahrdrfrRNeE. Byté’stétﬁlislﬁlﬁgithef IUS&ﬂeﬂf@cé@ the third
menber sel ected fromthiazol furanyl, oxazo

pyr i ieneratiopyimpraveoveihieey| hatd -heRgeysT Siipatian %!ytée second

preparedfro i Nt ek a

Do ReBRetis S Bl IRE i B a0l Qo somIDTERte Yith mutipe

t o t hsde BEiat irfisarmettitge. aAl“sofF-hbndtxerisa‘theﬁgﬁ)eemméd that does
depicts a process wherein Arl is benzooxazol e

B8nz dot reguitere-synahranigatien apdpunlke$Ran geé}%atp’hﬁl‘ﬁtams
5 L R RBEmbBcEDfl ShoRsER ]SSR o presen

Of S)ln\le’iﬁloln$ hogever dhevdetailsrofdbe softhantdevérepmoess w:wt:ondary

a0 CXUNDRRGHEN N GHeER S U GRBIEIS! e BamElsra T lonzd below

benzapjy %rﬁ;tl‘é@ B v%ﬁﬁﬁﬁbr‘? Bl (f?ﬁer'k% Rottdifed ApR8saGeSLHansmitted

nitric sulfuric aci t about 75 C for about

38 migventise hir/labinterfaé®. C for about 1 hr leads to the

nitro derivative 13c, which is reduced to the desired

am nobenzoxazol e or am nobenzot hi azol e 13d usi ng

pr oc SR TRAY

wher el n ﬁ'r%fég(g%gn%lﬁﬁ ?szza onwe%d%?g% enyﬂ'i&efore be
and Jommtdedamea aae ddDi toe!ue SRNE 13y Likewisethe emessra@e signal on

2 e i LR el i il e
20 deﬁgﬁél% éMnﬁB 130 fRRARE em@ o the RNE Mm@fmrwarded

ing met s exenplified in Schene 2
Conpdmrdsthmevrethem12@tqmmb}.@deu&é10and B Ar2 J
land q are as defined above may be prepared, for
exanpl e, by the nethod described in Synlett, p.1993
(1999). Reaction of an appropriate am dine 15b with
ni trobenzal dehyde 15a in acetonitrile in the presence
of potassium carbonate and nol ecul ar sieves at refl ux
tenperature for about 5 to 10 hr yields the
ni t roqui nazol i nel5c. Reduction of 15c to the desired
am ne 15d may be carried out by the nethods descri bed
in Schene 4b Schene 16 Cbnpounds wher ei n A«l |s
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adm nistered to manmal s (e.g., humans, male or fenale)
by conventional nethods. The term HMG CoA reduct ase
WO 2ovkiokgos@or refers to conpounds which inhibit PEEIB2005/000589
bi oconversi on of hydroxyrn&thyl gl utaryl -coenzynme A to
nmeval oni ¢ acid catal yzed by the enzyne HMG CoA
r edugfageshoRkeihel DBIIIRiG.oN of §ig. Saatid levebofadetaitsuffigient to show
those“skilled in the art accordi n to standardg_f ﬁ%ei 0
(e. gthe arementen@%eqi to ¢agy: ouriheer SERHINYRANOR 6
cited re| n \Y;
desnobii-chirorafisy B Erbpfipiy 53t AARAR 70 Hchh he Node B
r edwﬁ@%@rdl tRBidowrinR 188 frofethi idode Bd 32hoBee bk 1$(éelsonncludes

O e Bkt B 50 5 S e
whi f .
culr fgﬂb@“ﬂg? (}R)g tﬂ%& fFr%\?b? % ABE thé N?ﬁi@ B HS2. A retransmission

f or mgbaRbITMBpiRides & sigral mnlashrae ﬂ:% hmtha/kr,sansmrtter 192 and
conpetitive inhibitor of HMG

at or VecRives A sianait é?ﬁrfr%ﬂéh%%“&weﬁ 1693] ?%Wé‘.g. t?rodh to Figs. 3 and
g? gf@agﬂ aa{c-EHSW écﬁﬁe/ Wédl&lo@ﬁéd{fé gbﬁbﬁfnay be received on one

exi s redom nan as the | actone of
1oe pbath af HtieOUOWnlmksdfﬂseIﬂQ by lneSecB!a(Be 490 pdhich in turn

ol o eRH P TR LSRG cono
di Scbggoj%é; egrafrsnﬁgs%g Fhhirel inPiun ¥aslbatdsitheifghedftigement or

in E and 5 01 1,930, sinvastatin,
di scinegative rackh@vledgémnmrgnarmdrﬂacsieiawmtber atrgansmission is

herein by referen ravastatin, disclo

4, 346eq9iredAr BAt. | @al TRUBPEEYSRYY rsnr&qg,rﬁd @r%qg rgng‘n%smn control
G8ri \é%%ts&l{) ij{récrle‘i’r%‘?‘n@rm@sréh% pRovREY difthe ¥hahines196 to the

i hcorporate er el n by reference; nevastatin,

di scltcamsrdmttar WBwHiG BetuI Gangfiitsta fedransaussien apame or both of

Qeairén g&/)hrgﬁ% %ﬁ ‘f&}l .e/el Oe‘itt A 'nﬁge ﬁn%&r&ﬁ P%A Earlrjbé viewed as a

| ncor HQ?OWU’@)I BVaﬁ@‘r@nﬁ@ﬁ@nlréﬂrawmissblnmontrol In other
di scltgés}fesﬁﬁ?%'ou 739,073, which is incorpor

her eiwoids, aqra@keh@érarmwpgdt ra&rarem%géaormbx} “Sontrol 194.
4,804, 770, which is incorporated herein by reference
I2<9vastat| n, disclosed in U S. 4,231,938, which is

' nCOfIP@hé@lﬁcbéW@aﬁth iyatrttheughcemajtalty afthet configuration

di scl osed i n European Patent %&I i catlion Pu%l cation d
No.  TomBmERter disclaped berein are ARCRIESHBA VAY fiatiare related to

(F; ?ths [}p%v@glﬁ%h@?i%nl? i E) @%ggcgghg Ha?gté%?ﬁ%%rt iS'gfite possible for

is i %@erﬂ@fc@ﬁtrb%ﬁhéveba rolefrartbercent@d)ofotsrqmudata tade. It can be
decreases HMG CoA reduct as gene e %reesﬁqg (nay be

RSed possible feoths u&mo&@é ? taje ¢afeofinQy enty

These, a r

i ooy sTeRRsIICH Bul Sedideta fald Apslichhs 8fd timing of
t r anshe! frawsrhibiobis tharsedidrathepcantrh informatiny meyed in the
transl ati on of nRNA coding for HMG CoA reductase into

pr ot edlewn@ilsh conpounds may either affect

transcription or translation directly, or may be

bi otransforned to conpounds that have the

ad@r eTRatpreset imdritiontdisslobgs vasous rnrfm’nmtrenqumentmand

t he chol ester ol blosyﬂthetlc ca cade or

Lhe aBOtATRRENS BYSRIeT AT LI perapeAr Sbenitic, gactly which
the a SRR te the
causeggﬁﬁ§&g$rg@ﬁ“eggﬁicFEgEfﬁggﬁggels of SREUF%‘ée

(sterol receptor binding protein) by inhibiting the
activity of site-1 protease (S1 P) or agonizing the
oxzgenal receptor or SCAP. Such regulation is readily
determ ned by those skilled in the art according to
standard assays (Meth. Enzynol. 1985; 110:9-19).

Several conpounds are described and referenced bel ow,
homever other |nh|b|tors of HNECoA reductase gene
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1H i ndol e- 2-car boxam de, 1-nethyl-L/-[(1 S)-2-[m
et hyl (phenyl net hyl ) am no] - 2- oxo- 1-

woO mheogsbst hyl [ -5-[[[4' -(trifluoromethyl)[1, 1' -miTpiBeonsiopess9
2-yl ] carbonyl ] am no]; andi4
N-[(1S)-2- (benzylnethylanino) 2- 0x0- 1- phenyl et hyl ] - 1- m
et hyl; Hﬁnbr\{aﬁ ne Bin-elétenfd A1 paRimvledh THEse v of tdgmehamierous

am no ol eM-carboxam de. Any chol estero
absor¢)t|$tmg mensagesaﬂwat aaylke ysed fgr conyeyigdhe disepsed

the co t|o c

term'd 'PQr Bgs 6%?1 'ltﬁd ﬁﬁﬁirﬁlét?z%ﬁh@\éﬁ ﬁésgﬂg et-ll:‘tﬂhSre

abi | i fnBbnéd ferRARdstcandieitesbutitis fesésrel thad otiadrseday be
within the lunmen of the intestine fron1ﬁmter|ng into

t e i usesbas well soene of whighomay 08 yabbe AeHIGH 1 @ne of fae more

o1 ood itz Oeabis el B BeLF AP N ETHARH Ritwi} Pl node. or

act i Vifeyndrt wikdetide tHetvaludssihdrgmietarse skilled in the
art according to standard assays (e.g., J. Lipid Res.

(1993) 34: 377-395). Chol esterol absorption inhibitors

descr Ratio FehdZE SaftfolerSeodtalriRodhp s ifyontion, has an E-
?feoz Zt Pmmtg?ﬁﬁgs(: htl@lb%lyrialli@nieﬂdcbi doonprising’ thH mf(érme)tlon elements

ering- Pl ough/ Mer ck bet es, can
t r eat 8ad Wr@@ﬁiﬁiﬁ slesenbe tofugth ﬁéfiﬁz.f’r\'t%eﬂ%‘@ g %%@989 over the
espe L1 r
o1 ucol s, T4FaI ol atic i s SAGRER, of PR [ RTlode B,
any Ofacéd}ﬁlrﬁ!j Rk mesaﬁtphvaatomrhﬁssa.mﬂimH enfigpestiop, signalling

nephropat hy, reti nopathy or catar

t her apeetfacaromPesngdhe Riosmalin e@@rm%ﬂtééwﬂoftﬁ{ amstetsdescribed in
IO se v Vértthe QIR R98BL $34 or 120, 122.
; ﬂhﬂtsﬁﬁﬁég8€hgga@§%pgﬂﬁﬁied tg t?eat J?a bet es.
Thl S A®)ststas at:ditﬁd(rigatsﬂbe mésmt_tmveht@hnehas ongeartrsolearagio
hos pRERYIASOTIOHEE 124 Sblashans e ofrl vadcanf-OCH
agent &.S}%ﬁ FacePAPREEHRY dHendrkbedinprising the
|nvenFPﬂE bH%k? rﬁ&@%@en phosphoryl ase |nh|b|toP 9
r ef er $nformatiom elemisnts lznd parhivisterstdeschibed imfusther sletajt below.
glécogen to gl ucose-1- phosphate which is catal yzed by
enzyme gl ycogen phosphorylase. Such glycogen
phosphgy, Pér@%fp bRAMNHIER heflvark tiodetwillidecideatielvalues of the
determ those skilled in the art according to
st andpadametary sthedfoliowing. cases cagrheconsiderednog)
2934-2938). A variety of glycogen phosphorylase
i nhibitors are known to those skilled in the art

i ncl UCig ‘W\et ﬁﬂﬁﬁ‘d&g&éé tHedalus ane iffrRisddeaBINGGe B follows the

96/ 393 al dose reductase i nhibitor can be P
i @5 comcmm cEwan thoughdbeindeB snay hew hedaking on {inctions that

t The t i.hi
o, comsIBRIvERSY PR IE R TekBOMSRRT i s Hot ork Cefdetely
to sonfdésindeMiiyCiihé RNGprodvides tivey Nole Bowitly ra&salc!wameters
reduct ase. Al doSe reductase inhibition is_readi

det er ricsotting te which & ghoulddhen neﬁfeﬂarthe%&wCHPﬂg ’@pe could think

P AR oo O e ety Borina

Capt r Qhe)gudblir‘\%%leﬁkb/orﬂfheaUEeSBe mmammman@ed thes Node B to
are known to those skilled | t he such a

descr iweik am Bytdhe panager ipa V@ﬁm?w@d DAveal E?Ses
6- (5-

chl or o- 3- net hyl - benzof ur an- 2- sul f onyl ) - 2H pyri dazi n- 3-
one. Any sorbitol dehydrogenase inhibitor can be used
in conbination with a conpound of the present

i nvention. The term sorbitol dehydrogenase inhibitor
refers to conpounds that inhibit the bioconversion of
sorbitol to fructose which is catalyzed by the enzyne
sorbitol dehydrogenase. Such sorbitol dehydrogenase
|nh|b|tor act|V|ty S readlly detern1ned by those



tri hydroxy-2- (hydroxynet hyl ) pi peri di no] -
a- D- gl ucopyranosi de sesqui hydrate, the

WO 2imoxrs908] i ri nyci n derivatives rel ated ther et oPCT/1B2005/000589
vari ous pharmaceutically agceptable salts thereof and
synthetic nethods for the preparation thereof, are
di scl d i R bR Whit® HMe ,
The Sﬁb%fqg\lgjg§pﬁﬁﬁ%ﬁ% E)"P {}QQ% otétﬁ] a‘{vﬁﬁ'ﬁand t%eﬁl\%gr%ﬁ}sa de by
pPSeudqsas B Addees caaldricitt theerat® aceording tcitopeaseint condition

Uus P No. 5, 091, 524._A j f. .
Cnii pilgndhe beuRAEURS Dy eBnENG AL Rk ?'gg‘gﬂh%sﬁﬁ Gapgbilities,
art. %gh?\(:@%rf% ﬂ?‘a%m’npm ?ﬁﬁﬁr}e& §adadtstapaiig, {d'®e Node B, but as

vario C peptides related thereto, afe disclosed
i 5 U. \well Rathenld Signakiscthé pasametTizatiamfikadeow NodeiB sesources are

Al -3688 and the various cyeljc | ypept.j.des rel ate

t her etogbeypliogated WQYS%‘&)(SH’ %ﬁé{ afsgiﬁ?)gy,{gp%h{_loq?a&%r,sﬂ I power offsets
The apyl QB R tid the HARFhein dita Phtedcurrent!

m xtu e'gis?}‘gg?g?'it@%k}jq’ma?a%i r? B and trestatin C y

and t Akowed bgtise RND &b beagivamtcethei W, elei nosugar s

related thereto are disclosed in U S. Patent No.

4,273,765. Additional anti-diabetic conmpounds, which

cap b C BRJFRNDI dufin®’ oM datides the
Cg@ﬂpogm%gg BE‘ErJdb%e%%C@é]Qe?@ﬂN R

e present invention, includes, for
exanpyaluet tin thisldaseiRNC hasyueedatanot to geceptdiods B siproposal.)
i nsulin secretagogues (e.g., sulfonylureas and
glinides), glitazones, non-glitazone PPARy agonists,
PPARD ' galitkd nadABaltyVand MN®idoess't eeed to know it.
PDE5, 4?n i bisf? gﬁgad% tigéskg%@délf ucagonwant agoni st s,
inhibitors of f-1,6- BPase(Metabasi s/ Sankyo),

CFoul BhIheS Gr Lkt s e B FEF Afl Bdn are st
O her %ﬁlﬂ%ses woul d i nclude PKC-b inhibitors and AGE

breakgrs e conpounds of the present inventjon can
be uséshiauld betalsmconsiderediwhether bath theddgiang thgargtwork have to

Any anti-qpesity agent can

' sudrvedn Sa BHEC Loich B R Rler, WURSERHP 1RISANC has to
Such 3Rbiv thBs&Ile ot phrbiheter toaafbirinyit tteUEr via medRBE (Radio
those skilled in the art according to stapdard assa%é@rthis

k26wn Resaunee gontroBunesssige. asel brnd P?S%@S 8 he s
phenyg%ropanolanine, ephedri ne, pseudoephedri ne,
phent ffne, b3 adrenergi c receptor agonists,

apol i poprotei n-B secretion/mcrosomal triglyceride
transfer protein (apo-B/ MIP) inhibjtors,

MCR- 4 '
agoni $tase(hisiabipiaabRrofasure (aseCR) sresifichagameter. That means
nonoam RIgY ' '8 fekides the exact
ynpat G GBI OG A PE o ool ShdHdde B tetides
cagnahjang dedording- tb)the alrdiptesfacarsitagionst s (e. g.,
ri nonabant (SR-141.716A)), dopani ne agonists (e.qg.,
bronocri ptine), nelanocytestinulating hornone receptor

anal 0qeasets] KvaAaN ic?%% th3TUGAE B GRORSIHG sbi:eSHHR, the air

ant agoni eptin protein), |eptin anal ogs,

| ept i rintesfaeptoonditonn oties E-BaH parannetes gisage but SRadas to
inhibitors (e.g., tetrahydrolipstatin, i.e. orlistat),
bonbesmﬁ"ﬁ@%m%?%‘?fagrﬁ%@%f’?@'tﬁg'é‘?ﬂ's (e.g., a bonbesin

a i st), Neuropeptide-Y antagonists, thyroxine,

tHyrom nmetic agents, dehydroepi androsterones or =

anal og3inthéhebbyergl concepttdf EoDEH iscespk undexglisgussioroin 3GPP and

ant agoni st orexin recgptor antaqoni st ri

bi ndi g TBAN sBRaling dgsh peen Braagantys Inyehlia? bty an the
receptor agonists, ciliary neurotrophic factors (e.qg.,
Axoki ne(tm ), human agouti-rel ated proteins (AGRP)

ghrelin receptor antagonists, histam ne 3 receptor
antagoni sts or inverse agonists, neuronedin U receptor
agoni sts, and the |ike. R nonabant (SR141716A al so

known under the tradenane Aconplia(tmavail able from
Sanofi - Synt hel abo) can be prepared as described in
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chr omat ogr aphy and/or fractional crystallization.
Enanti onmers can be separated by, for exanple, chiral

WO 1Pi/@39n8t hods or converting the enanti oneri c RGTXIBAG0S/000589
into a diasteronmeric mxture by reaction with an
appropriate optically active conmpound (e.g., alcohol),
separ aldfigitidaeTH hhigh dre dne thie idvention can be
hydr oﬁ/gzsﬁlggejgt Egéﬁgﬁgﬁl‘,ﬂg?gst er@%sﬁes to the

cor r edgliveridip anotkeremetmark mede. (Naded3 on RNGiptarynefrthe

m xture of the conpounds or, an internedi ' P

o e LR oo ot B30 R Sl % dyen

be Sgﬁ%f:@&?r‘é A Qrd i) ExiSOMRAE RKigHagNUBAUCApPidatizrsotocol (i.e.,
r

by formng a diastereoneric salt with an optically
pUr e uiseahe baistng preegdirgs) of nevy preessures (igy) defifsaew

or tartari,c acid) and separati ' . s by
f r act PIOREPUES 'Inleﬁﬁg?gﬁ)r%o'lmg ?%'ﬁéﬁeztdﬁ'ggfﬁ;at i on
to break the salt, thus providing the corresponding

pure enantioners. Al such isoners, including .
di ast Acendingsto the anesetanvention, Prrametess erepEyided gn the lub

consi dered a rt .of. the ent. i A E .

Cons! B ite D B oS Mt IR Ae cfbspeoire

afJ OPpSAFRSters ngspecﬁﬁkbﬁbi'émé@s,bir&mth,ﬁbr &AOCH. Such may include
consi dered as part of the

o ti . M
Speci bitatelnot imiteddertpedelvipg RaRMGIas P PhAERNASIe B.
b bt ai ' | [} ; :
Can CTORPLAAIGR PONRB IR OTERIE LER 101 hrddit. K
to f oNRGEK Pewer G (60ASK-NACK RepatiliaraF actor, (7)Rate Grant

techni ques are used to renove tne salt an id
enant Power Qffset.y(8)fRate CeaRidiarplition Fia&t(?fa(% ?/'\4 rqsﬁlgw B

; . . " ! o
PO o R Lo i o v
r acer WrRoffPartiBohingad13)Guidrling Inforavationtfer Nede & Scheduling, (14)

L St A oVBY Sup MR Bkt BBt oo & oo,
ot PRI DR Gl MM gt bl
Chiral Technol ogi es, Exton, Pennsylvania)) with a

0 o e AR 1o B ERBLAR Y Bt Bl

i sopr g,%?%ﬂgtnegé’)g \{i)gi‘éﬁ %hﬁg?% Fﬁ?ﬁHzre%BGrc%@ ifta @dcan be added in

bet we of an am ne (preferably 0.1% of
di et hy3arSetep/CaoReeonfiguration pfoaddure poGecmmen firanshaiy Channel

fracti ffords the desited i : _
e e 1 e TR Bt rvsica
for M &bl CHahRoPREBARAEAANS pRbdadure oF BRI protechues.

Sone e conmpounds of  the present invention are
basic and they forma salt with a pharmaceutically
acceptqple €g$on. | such salts are within the scope
of the fgXel d&BPention and they can be prepared by
conventp@nphrgget hods such as combining the acidic and
basic entTties, usually in a stoichionetric ratio, in
ei ther an aqueous, non-aqueous or partially aqueous

medi u as appropriate . r : ;
o1 t hor s bR avo gyl kb & B fod SRRE Clntoling Radio
nag- s Qadik Dohtrei&y thit therMod® B, schdaling freedom) Toe meaning
the solvent, or, Iin"the case of aqueous sol utions, by

| yophiofieashipatameter aph bepeXrigieed bigowtonpounds can be
obtained in crystalline formby dissolution in an
appropriate solvent(s) such as ethanol, hexanes or
wat er / et hanol m xtures. The conpounds of the present

i nvention, their prodrugs and the salts of such
conmpounds and prodrugs are all adapted to therapeutic
use as agents that activate peroxisone proliferator
activator receptor (PPAR) activity in manmal s,
particularly humans. Thus, it is believed the
conpounds of the present invention, by activating the

~ES AP - .. o o o



as well as the conpounds of the present invention.
Thus, the protocols described bel ow can al so be used

WO tsdgmosnstrate the utility of the conbi nati oPGI/IH2063180589
agents (i.e., the conmpound? of the present invention)
descri bed herein. In addition, such assays provide a
meanRauie LK(RL) eckated V4, itosetip ahd re-copbguresE-GiCH ebannels are

present invention, their prodrugs,ang, the l.ts of
ELchdsiesdorias. 5a RBELEYS QTR OB IS JaR oM the SRNC to

descry hB) mar. ssage,
w ¢ QR SRS JspleaA: BBIEEBIERlR 19AK Sofis Reqgest messag

r esulih a8 Ré&dibéseRecophiguratios Prepargseeasadeyin a Radio Link
determ ning dosage |levels in nmanmal s includin% t1o b
hanafkeconfguiation; Reaer! fhestads YHN FONREY Meprage yet to be
foll qygﬁﬂgdprot ocols can of course be varied by those
skilled I'n the art. PPAR FRET Assay Measurenent of
coactivator recruitnment by a nucl ear receptor-Iigand

coFoc e o0 58 TELICH o YBlOR i g 1T, Sk 1
nucl eaf, BEaaRLS into NRaBRARNK Felus Redpbass aitdeage, a Radio Link

Resonance Energy Transfer) assay neasures the )
lliogarRecepigndstitn Ready awdsagebstRasio LinkdReepnfigscatinroResponse

d ' . T/ PPAR b, and - i ndi
omiReptasty of &on B bopkeyry i a el sty 43S ot yebboen
ant i - GFheANH d8ardlid. SASTh PREAsé B)eIf NodseB aBRdias to propose

Coactivator-1) synthetic peptide contai ni_ng an am no
t er m amusluedoga pasametsroiticanrebse the Radia LipkPagameter Update

treptavidin-linked allaph i ;.
et A SRS BR TR el ngline 154 o
that @blrene SR Aftef it RMC YRO ReSdRieslthei prapogal fidra Node B 132

onor FRET nol ecul e (europium conmes in close

pr oxi sit cgn reusehtbesSynghronisad/Unsynshionieed Radiodiipkng i n

fl uorgescence ener transfer

exci {Bera Rt g aneBRE oEpsF® AR HRishule! Thelme
exci t ghiapibtarckotiiup endressiighire hiyrsmetchangetimtween the
rati o of 665nmenission to 620 nmenission is a .
neasuSBNG 188enghe atheiNogn® 11 uidheRIRNCETIq ysing the fur
recruj - \ [

A lerBiEs Tad A otyesh e SEETR0 350 BPDRNG 100 and the tub
f unct inestfdce EANOIRDehétiveengthet DIRNEPIGD apd dpe other Nidde B 110.
GST/ PPAR LBD Expression. The human PPARa LBD (am no
acids 235-507) is fused to the carboxy term nus of

gl ut at pi sferase (GST) in pCEX-6P-1 (Pfizer,

I nc. )fgmgﬁééﬁrh@l@?'a LBD fusion protein is expressed

i n BL21[ DE3Pplipa8 CRC! Rresenog lrediégtonM | PTG i nduct i on

at roomtenperature for 16 hr (cells induced at an

ABD0 of -0 .F&S@Qﬁ] protein is purified on

gl ut at hi onetgapar ose 4B beads, eluted in 10 nM

reduced gl utathione, and dial yzed agai nst 1x PBS at

40C. Fusi onTpAWEI n is quantitated by Bradford assay
(MM Bradf g)H_] Anal st. Biochem 72:248-254; 1976),

and stored” HcC in 1x PBS cont ai ni ng 40% gl ycerol

and 5 nmM dj i j RET Assay. The FRET

assay reactyg'n%ﬁhésgﬁfgrg{ag]sgg 1x FRET buffer (50 nM

T3¢ s- CI pH- BLOTrab§patiAc@mat@et ng/ M BSA, 1 M EDTA,

and 2 mMdithiothreitol). cantaining 20 nM GST/ PPARa
LBD, 40 nwr?s‘ﬂogﬁi@f?hs%ﬁ{m&‘gg?%'ﬁ%/no aci ds 676- 700,

5 -1 ongr%?iwa,m el iFsH&R§SHSSLTERHKI LHRLLQEGSPS- NH 2,

pur chased from rican Peptide Co., Sunnyvale, CA), 2
nM of europi um conj ugated anti-GST anti body (Wall ac,

Gai t hersburg, MD), 40 nM of streptavidin-conjugated

APC (Wal lac), and control and test conpounds. The

final volunme is brought to 100 ul wth water and
transferred to a black 96-well plate (M crofuor B,

Dynex (Chantilly, VA)). The reaction m xes are

i ncubated for 1 hr at 40C and fluorescence is read in

- . o, o o ~ a2 - e



days with the vehicle consisting of either: ( 1) 0.25%
w v nmethyl cellulose in water w thout pH adjustnent;
WO 005/§82)500. 1% Pl uroni c(r) P105 Bl ock Copol ynerPCT/1B2005/000589

Sur factant (BASF Corporati®on, Parsippany, NJ) in 0.1%
saline wi thout pH adjustment. On day 5, the aninmals
are wehghkeq ﬁﬁln and then dosed orally with a test
conmpound or the vehicle alone. Al conpounds are
adm mLMuér@a:tlarwl{DéHﬂd:’I\@C@f@nS| sting of either: (1)
0. 25% ceI se in water; (2) 10% DvsO/ 0.1
%)PIUF£%¥%5E§H¥VT allne MAthout pH adj ustnent; or
3) neq_? g’?@ﬁ@ﬂe%élﬁom pH adj ustnent. The aninmals are
then b fromthe retro-orbital sinus three hours
| 4t er- AGK Rt er mi nati on of bl ood nmetabolite |evels.
The f‘rﬁﬁgkypéol | ected sanples are centrifuged for two
m nut” 000 x g at roomtenperature. The
super_rw@arpg\}bém@,aatm@ﬁ for glucose, for exanple, by
the Abbott VP(tm (Abbott Laboratories, Diagnostics
Di vi si BACK ROPQ@IOHTE@C@M VP Super System (r)
Autoa ¥%§§Hé§gﬁott Laboratories, Irving, TX), or by
t he um CCX(tm (Abbott Labor at ori es,
lyovi NORAtE*Grafti dtitionA-datont (t m G ucose- UV Test
reagent system (Abbott Laboratories, Irving, TX) (a
nodi fiBate Bageesttf@ net hod of Richterich and
Dauwal zi ni sche Wochenschrift,
101: B% ﬁ%%éﬁﬂ%%‘% é%g Fﬁgggghethod) using a 100 ng/d
st andagdiddRha snerghtionser Nede BeSchedutingat ed by t he

here Gos ool el i 854 g e ot
hﬁmn;?@ ogr(egﬁ M{?&g the hematocrit is 44% . The

vehicl e maintain substantially
unchangedT imegRold DoeDelaygl ucose |l evels (e.g., greater
t han or equal to 25 /dl), animals treated with
conpouR@ EQQBQP‘H% c activity at suitable
doses RelI\f pressed gl ucose | evels.
FNpogI?géﬁtc actfgﬁfgkk%'gﬁe test compounds is
deterntmkﬁababﬁndhﬁshunam anal ysis (unpaired ttest) of
the mean pl ucose concentration between the test

ound grgﬁgﬁaﬁgi RAGYcl e-t reat ed group on day 5. The -

above assay carLhgfnotthamiddl a range of doses of a
test conpound allows the determi nation of an
appr oxi nat e m ni MaxAdterapt i ve dose (MED) val ue for the
in vivo reductloEg%J | as | ucose concentration.
Measur ement of Y ?nfg?ﬁgyceride, and chol estero
| evel s in the ob/ob nouse The conpounds of the present
invention are readily adapted to clinical use as
hgferi nsul i nem a reversing agents, triglyceride
| ower i ts a sterolenicagents Such
actiV|E§D§gﬁ ﬁggégg%y t he anmount of test
conpound thqanqguces insulin, triglycerides or
chol esterol levels relative to a control vehicle
wi t hout tesBiedingdOnd in mal e ob/ob mce. Since the
concentrati f chple LN blood is closely
rel at ed to'ﬁﬁagﬂevggaﬁﬁéﬁéa%?bcardiovascular, cerebra
vagcul ar or peripheral vascul ar disorders, the
conpounds_of the present invention, by virtue of their
hy poc hdtABOIMeMery Pastioidg prevent, arrest and/ or
regress atherosclerosis. Since the concentration of
insulin in blood is related to the pronotion of
vascul ar cell growth and increased renal sodi um
retention, (in addition to the other actions, e.g.,
pronmotion of glucose utilization) and these functions
are known causes of hypertension, the conpounds of the
present invention, by virtue of their hypoinsulinemc
action, prevent, arrest and/or regress hypertension.
Slnce the concentratlon of trlglycerldes in bIood



chol esterol (nmg/dl) = Sanple value x 2; Serum free
fatty acid (nEg/l) = Sanple value x 2; where 2 is the
woO mhos/etngn factor. The animals dosed w th vehiRi®RIB2005/000589
mai ntai n substantially unthanged, el evated serum
insulin (e.g., 275 mMJm), serumtriglycerides (e.g.,
235 ng/dl), serumfree fatty acid (1500 nEg/m ) and
serumtotal cholesterol (e.g., 190 ng/dl) levels. The
ser um E+DROHiinformatigh ye eradilys Safﬂ%‘@lt%ﬂ)ﬁ?"bbﬂ@"ﬁﬁﬂon
total cholesterol lowering activity of the test
conpounds are determ ned by statistical analysis
(unpaired t-test) of the nean seruminsulin,

tri gl Y& FrheiingO6f IERL AhicHhafeeddfiieal in e CECH IRDID dnformation I1E
bet ween the test conpound group and the

véhi cgreupranst BEH: nfematiogy BapponvedE grenenare samgavigly the

' e i As .d A ) .
Skl e JErR AR hln e RREREh IR W d glined
ex pengirthef Below iFRlHereRne  thelIF stotturgshowsconly yaerexaniple. Thus
addition, netabolic fuels such as, for exanp

. le, . :
gl ucoit ecukddbe wanyywithawt sontradicting dhe arpin sonceptefdnygrtion.
with the concom tant evolution of heat, comonly
referred to in the art as thernogenesis. Thus, the

su t onsunption in ani mals,
Fﬁgluggﬂgﬂﬁﬁﬁgﬂgﬁéﬁgﬁ%§npanion animals, is an indirect
nmeasure of thernogenesis. Indirect calorinetry is
commonly used in aninmals, e. g S se
ki || Shbsn hean bPATAHYoR it CEbL AL UP REGUE Shirggsage orfand
expengich yr e cHIgSR IRATIGH R@Qqsgﬁmes'éﬁgéro?t(%mn{dﬂﬁtransport
i ncreased energy expenditure and the conCom t ant
bur ni OhashenBeimpahessdgeedsgand Sommaog Tiranspat fhadoet i on
of heat may be effjcacious with rg&gest ég tQﬁ h |
t Feat Respntiguration Requsskmepsage or Ehypical Spargdghanne
conpo SRR nld¥4888 b ey BRRLABYdIn CRNC to Node
therngggﬁpg&#égggﬁge-cannLe dgnnnstrated acgording to
the f@&.lowi ng protocol: This in vivo screen is
designed to evaluate the efficacy of conmpounds that
are PPAR agoni sts, using as an efficacy endpoint
measur enent of whol e body oxygen consunption. The

pr ot gTOE/GHIIVn¥Y €Y. Phesthee APSRANGE 1] AlEtYpe £1dCK EFenfaddcS [ @iticality | Assigned
about| 6 days, and (b) neasuring @xy9en :qn&gmggi n. Criticality
Mal e {fatty Zuckerl rats having a body weight %ﬁE —
f r om| RSt n@Eoy |t o about ®500 d are housed for ftom ™ e

about| >Bxtra_Nob®ut |7 days {|n indijvi dual cages undef

st andapgthgboratgry conditions{prior to[the rnitfation

of the—study-—A-gonrpoundfef thT present+ravent+opf—and
a veljicle is adni|nistere¢ by orlal gavage as a sifpgle
dai | y—dose givemnm between apout 3 p. m to aboufl 6 p.m.

for about 6 days. A conpound of the present invention
is dissolved in vehicle containing about 0.25 % of

hyl_ cel | ul,0 The dosing volune is about 1 m.
Zg utF?xé%§B@?§€g the | ast dose of the conmpound is
admi nitHeEPpd nro NGHRB IEdsiHEstthe totaballtwaalie datereieieidue to E-
open circuif, indirect calorineter (Oxymax, Col unbus

| nst r ideHtuseredVedmBsschedules has)to takethu @ acgaunt when it grants

sensors, are l,i-brat ed w ) ' hei
( about Ao fYERES albalshined it tipe Rt oftathfigers' noise
N2) befseréxceaghhi@xipfié TR PrincipiettisiBj thetpartbbloataeserved for E-
removed fromtheir honme cages and their body weights

r @sor dé@H UseEsrats are placed into the seal ed chanbers

(43 x 43 x 10 cm) of the Oxymax, the chanbers are

placed in the activity nonitors, and the air flowrate

t hrough the chanbers is then set at from about 1.6

L/'mn to about 1.7 L/mn. The Oxynax software then
cal cul ates the oxygen consunption (nL/kg/h) by the

rats based on the flow rate of air through the

chanbers and the difference in oxygen content at the

. " . -, S A -



Chem cal Co., USA, Dallas, TX, 994-75409), and liver
triglyceride content is determ ned using the nethod as

WO mesevdiwed in the literature (J. K Drackl ey,PGI/1B1005/000589
Veenhui zen, M J. Richard2end J.W Young, J Dairy Sci,
1991, 74, 4254)). Al animals may be obtained froma
comercial dairy farmapproximately thirty days prior
to anticipated calving date. The cows are noved into
separate building, _approxi-natelyloriddays—prigr . =
t he rE&mer ¥amsal elreesevilng dXP&s” ant sW’?%‘ﬁed t%}n?'ﬁgsmmpmn
TMR{C ose-Up dry diet. |Enrol nent of Hff¥fis|in the
st Uty e OGBS appr oxi natlel'y 7 days prior to fheir
ant ilci-pated—ealving—dates—Theamimat s may be noved to
the "on-test" pen, weighed and are | ocked each AMinto
feed stanchions. At that tine, appropriate doses are
admi ni stere ' heppaeineter than
(see 15 o REPLEBasPURyhASssa BuRe AbApa .
agoni $ry GPNMSHERIIEZcan be used like allowed bitrate. Which RRM algorithm

7 bonmth beased hEMAPE £t Ak WERERen B PR, 19BEB. Nove 8
-Ben lalgr;
nere tn%g:glts ﬁg Ihﬁgé EPX\?Engeetoﬁﬁm BveBHanY 9@1&5" patedewill assign to UE

(eod) esti mated Day - prior to ] .
cal vi ngd BdoRBemplgaiol Pak_odl Node asnvethi-ove ilasle Bavill obtain

in TO2 were treated with conpo Z,

2- Met Hbis-igiofmpatipn hﬁﬁ&%&?&%m[}%’phenw -4-yl sul f anp
gl )- benzoic acid (EXAMPLE 193) every other day

begi nning at the estimated Day - 7 prior to calving,
ang orneg Fgajer at caiving. As soon as possible

post - cal Vi ng

7ot CBLT b Mo B 5 R LA ORROE R o co
(6:00 Ijgélg NI dé%cﬂ&?&]f | Thlis36de Bl Garfoptinizerhe capacity in a cell

ani nmal re adm ni stered every other day through day

8. Pr epwiidif frast -atehot sg MEIRAERGH userairagsedl yzed

usi ng the WAKO NEFA-C test kit (#994-75409).

Post-cal ving liver biopsies are perfornmed on all cows

o n days 5, 10 and 14 post-calving. Tissues are

transported on ice and stored frozen at -700F. At the
concl [USiDorogNmRie [sthudsnge Slanpl &sngar e an&F yesed off Srpagiss description
trigllyceride |l evels using [the nethod desefetdsed |by

DracklLey 1. K. et gl—(199%—3Dairy—Sci
(74): 4}25.&@33264). | animal s treated with test-lartiete
(TO2) exhibited significantly |ower (p<0.10) serum
NEFA | evel s as conpared to control on days 1-8, wth
the exceptions of T02 on day 5(p=0.17). Al treatnent

regi me ignific owered liver triglyceride
| evel s&ioﬁ%%?@cdp?%%‘%%{:éebo at all time points neasured
(Days 5, 10 and 14 postcal ving). Ketone bodi es Levels

of ketone bodies in serum can_be neasured st andard
et hodThedblowingwrplesn Hb. sRacis pamtEs. Ft aetefs from SRNC to

¢ . b ) > ; : .

oo BT A A TR SR, a madi

nunber | FHORAeonfifurdticiPPicpdre rvesdages sr aRadiodynk Reconfiguration

L P irasront Measage TRIGEWRT 3 PONURRYRAGR Go Be defined fér E-DCH
il es] Message: , :

&V?LogcaanM EeT L0090 2¥a ARl FToRNTIeSB 8 SHNC can be added in a

Machi n@SrIHELS gyv?rgr g

omatic cell content are also .
conmer GRaib Y inkvSétuplRespiorsesueasage, BNRAJP Lok Reeenfiguration Ready

TM M nor avail abl e from Foss G oup),. ounds used in .

t hi2§ | MOesFassn OrayRasko hins %FQ?%@E%’%\%E@SBP” ¢ message. Otherwise
conmbi nation with one or nore other conmpounds of the

i nvention or in conbination with one or nore other

drugs (or as any conbi nation thereof). For exanple,

conpounds of this invention can also be m xed with one

or nore biologically active conpounds or agents

sel ected from sedati ves, anal gesics,

antiinflammuatories, anal eptics, antibacterials,

e o s I



invention are adm ni stered orally, but parentera
admnistration (e.g., intravenous, intranuscul ar,

WO ®odieseoaneous or intramedul lary) may be uti | iPxadB2§06/000589
exanpl e, where oral adm ntistration is inappropriate or
where the patient is unable to ingest the drug. In
gener alnewnisseage cah ke defipaliful this puneogs: Earameters which have to
invention is used that_ is ficient to, achieve the
t her apaueithe spmectalyRs |y %%‘%E{ ?é‘.e,tw?ft'ﬁﬁ"tg ﬁ‘&%ﬁﬁ?&eﬁol have the
general an &f bY PARSAOREQr REPBIITSHTPANBHAS .. hlimd on which
prese £ |nJg%%$§%p"?%elr .ﬁgrodrugs and t he salts)of_ .
such ¢@deoBhas batidr idexthagsSRNG, wanthe inglugeddn the KRadio Link

O o 0 TRt Sl Ol i o
phar ggﬁ\gﬂtéb‘?@ko RRfCed 58 YRfingRBSs bicisajintg tHedpaidinidter to SRNC.

t he agonists Is used that is effective for the
i ndi cati on being treated. Such dosages can be

deternined, b dar d-assays. sSHc e :
O e e s S BRI oAb BERB SFERIER e o
be ad'ﬁ-pcﬁil %E@é’iﬂé) 5 SIPERBLSEINeY indpE eRidrablensen(eagy TFCH)
order. For exanple, typically an effective dosage for.

H\1B- Copherefiue frathds sadlion, only new E-DGH paramglers aregyplgined.
0.01 to about 100 ng/ kg/ day. The conpounds of the

prese i, N j I | ¥ 994d ghstered in the

form 3%0%9 ﬁﬁﬁ?ﬁf@%ﬁ?@gﬁﬁ'ﬁﬁé t onggonpri sing at

| east pmeNotetB FFCD Mpwestdd OF skt thel masinturodatae AdC the Node
wi th a pharnaceuti call acce?t abl e vehicle, diluent or

carri &B schigdiger tshall @t thendEpr esent i nventi on

can be administered individually or together in any
conventional oral, parenteral, rectal or transdermal

dosage_farm For or admi nistrati nn_a_,_ph,g_p.ga_g,g.up_eﬁ;__-
conposi t i'BAWINE akd t HEst6 m of sBit i onp, 1EPeand | Semantics
suspehsions, tablets, pills, clapsul es, powwdeiefsrenggnd| description

t he | i'kEe B TAOTHRERIGCONT ai Ni Ng _vjari ous €excl PINTBGER SUC
as sodum-etHtrate—~cal-etum—ecarbonate—and—tatctum
phosphat e are enpl oyed al ong with vari ous

di §§ nt 8@ BPCETIShokS(SRIMCch Mode B)ef er abl y potato or

o b haidt TRed e i B seR P Azt BfF tauh d¥E e UE is
sucr osgy .. gel ff héb.%ﬁf’eﬁ%eéivﬁneg PRI ALERRI Yhe RNT, itRaiNdte B

agent s such” as nmagnesi um stearate, sodium|lauryl )
sul f at gclpadliléradan adjasbthisparaengtenefepentently and signahi to the UE

pur poses. Sol.id 0Si 1] of .a,simlar type are
al so emhgy@at%%fcﬁgg?grt#&ﬁgfﬁﬁhoﬁd hard-filled
ge?‘@ti n capsul es; preferred materials in this
cofinection al so include |actose or ml|k sugar as well

as hi gh nol ecul ar wei ght pol yet hyl ene glycols. A

pr ef err e ERt RtaRt T Thesthes Ot [t T ORantd  SUBPEHGe@Rd | 1 Semantics
an oi}, for exanple jolive oil,} Mglyol (tm or. . . description
Capmul (tm, in a sofit gelatin capsule. Anfioxidants :

may beUBR@E@retiold pr evient | ong tler m degr adaj MNIRCES
appropriate. Wien aqueous susp|ensi ons and{or elixirs
ar e déstred—for—orat—admnistTation, —the conpounds of

t he pr%ﬁg‘“ﬁ%%@‘%{g@@'(?&m’%%g ith various

sweet e ofing agents, coloring agents,
enul si fHeNAICKAC K POV iy assigpeh by BRNG astsimilaswaglthan HSDPA.
as such diluents as water, ethanol, L I i

ol ycer Wil P4 Neds B e sebis Rawerhic Yt B AENAcK
pur poses of parenteral adm nistration, solutions in
sesane or peanut oil or in aqueous propylene glyco

can be enployed, as well as sterile agueous sol utions

of the correspondi ng water-soluble salts. Such aqueous
sol utions nmay be suitably buffered, if necessary, and
the liquid diluent first rendered isotonic with
sufficient saline or glucose. These aqueous sol utions
are especially suitable for intravenous,

o T N




consi st of one tablet or capsule while a daily dose of

t he second conmpound can consi st of several tablets or
WO mapesdb®s and vice versa. The nenory aid shouwai/meéds®oass9

this.In another specific eghbodi nent of the invention,

a di spenser designed to dispense the daily doses one

at a iéfd?ﬁlaitian R2sATiSEIbn @ thdBIET Note ématedClisediNACK could be
provi

ed. Preferably, the dispenser is equipped w a
menorsigraltkd with different poweeefisels ihys; having a%’%@%t"g for ACK
with the reginen. S b dol
mec h i %Eeﬁpgr%?éﬁg{a%ﬁ?gﬁtég&%% tn u gg etﬁécg}lf3 Qggli%ll tie cell.
dosesgidic prankaers sppicebiew alkihet BOCH e er ridis ikhspecific,
a menory-aid is a battery-powered mcro-chip nenory
coupl ieal deifinad sepasplely fof gachiUG-eadout, o r audibl e
rem nder signal which, for exanple, reads out the date
that the last daily dose has been taken and/or rem nds
one phelEd e NIEEt JOSPrescacdl O |DE [IagN. eIEogiypaiuNdS Semantics
of the present invgntion eitHer alone or{ i Neference description
conbj nation with edch other qgr other—coen o
genef &TYNACKPP] be ddministerdd in a convehi en
formulation. The fgllowi ng fgrnul ati on ekanples on|y
are Mtuostrative and are not intended to limt the
scope of the present invention. In the fornul ations
which follow, "active ingredient"” neans a conpound of
the present invention. Fornmulation 1: Celatin Capsul es

Har d a@)iaNAT K REpEiasn FaRic (SRNES Neda®)t he

followng: Ingredient Quantity (rng/capsule) ive _ .
i hgr edihend CENZEK Gepstitior irackir 1515 59S1gnaf O S"ﬁﬁ{?«aﬁﬁ gmilar way

powder.  O- i licang fl Ui ' . i
t abl elthzfrbg%g%agt"i lgﬁeﬁge%hog%ﬁga&yagﬁ %égﬁiﬁ?é?‘?%‘gfe [ ér(lths/NACK 'S
bel OWre;E?étEH.' SinceMEK/NACKekpelitigt Editenfor@iaDPAtig defined in
(rng/tablet) Active ingredient 0.25-100 I 1 ul ose,

ni cr oHiSIBPAIIEi greupib isBot StipnossH taibsIEYESSf umed 10- 650
Stearate acid 5-15 The conponents are bl ended and
conpressed to formtablets. Alternatively, tablets
each containing 0.25-100 ny of active ingradien%s U ——
made [up B/GrerNIMe: Fdr mATEFTHN i: Fabieet 5| | EGPPER! en}( o
Quant{ity (ng/tablet)| Active ingredi ent 0 23¢feEe St jar dgcription
45 HACKNREE RepHHled OCr ystal Tine {35 PonV|tha¥mrolidone

(as lqybsolutlon inwater) 4 Sodi um car bpxymnet hyl
cel | (I'8¢% 4.5 Magnesi um stearale 0.5 Falc-1 The ackive
i ngredi ents, starch, and cellul ose are passed through

a No. 45 mesh U. S. sigv i.xgd .t hQroughly. The
sol ut i%ﬁeﬁ’%lpﬁwqﬁgﬁr(g%@ﬁeﬁpge:ﬁ}xedgwi %/h t he
resul t ANESL 5t pbi_llﬁgsg{sgigtr%arbyDSRWaé Bimsilzg vy than

14 nes .S, Sl eve. ranul es 'so produced are dried .
at 50 ACROMAGKIPQavitiithis PEuljode Bhoan set therowerof the scheduling
si eve. The sodi carb hyl starch S| .

St oar aelategawrlink Sinaliic v cpRd Eeri R etdneterppplicable
U'%% SioSFthed-DENR AT IR adio lihk 8pacifidUlee Hetiféd Beparately for each
after mXing, are conpressed on a tablet machine to

yi el d UBbl ets. Suspensi ons each containing 0.25-100 ny

of active ingredient per 5 nl dose are nmade as

foll ows: Formul ation 4: Suspensions |ngredient

Quantity (ng/5 m) Active ingredient 0.25-100 ny

Sodi um car boxynet hyl cellul ose 50 ng Syrup 1.25 ng

Benzoic acid solution 0.10 nL Flavor qg.v. Color g.v.

Purified Water to 5 ml _ The active ingredient is

passed through a No. 45 nesh U S. sieve and m xed with

t he sodi um car boxymet hyl cellul ose and syrup to forma
snoot h paste. The benzoic acid solution, flavor, and

color are diluted with sone of the water and added,

wth stirring. Sufficient water is then added to

produce the required volune. An aerosol solutionis

prepared containing the foll ow ng

ingredients: Formllation 5: Aerosol |ngredient

S~ a0 \ AN L " - R ~ o~ P T 1




The solution of the above ingredients is intravenously
admnistered to a patient at a rate of about 1 m _ per

WO wFesveso Soft gel atin capsul es are prepared WPIVIG2408000589

followi ng: Formulation 8:2380ft Gelatin Capsule with

Ol Fornulation Ingredient Quantity (ng/capsule)

Active ingredient 10-500 dive Ql or Mghyol (fm | i
500-[T000 IFTGeuranicve | hgPeemeEnt | abdemay| alteWtf B o Semantics
conbli nati on of therapeutic agemts. GENERAL reference description
EXPERL S—The folf[T oW Ng exjanpE&x® ar e| put
forth so as to provide those off ordinary} skill in }he

art wWwith a disclosurel and desciiption ofl howthe

conmpounds, conpositions, and nethods cl ai med herein

are made and eval uated, and are intended to be purely
exenplary of the invention and are not intended to

limtg HE(SHNEM Rlodler®Pard as their

i nvent ft’]on@%qlqg%%tﬁghg?ééd thervvl se, p@?cent IS

per ceTihe IRatavGrght Rgpetition Eectoo#ﬁ:)mmlgmbv IERNGt Hidefines, how

at5 aﬂ%]ag&tt}ré]@%%dg\mgﬁ@ag@g hiCsns I'th Q%E%eétgd_

Wplnk goig
at nospheric. Commercial reagents were utilized wthout
furtfrier purification.

Room or anbi ent tenperature

refers _to 20-25 QC | | _non- agyeous rea-ctiops u?r 3 i
run (IndetEGowiNaPBgen| at BEEPKer f oF BNy EnieRREE Sng tmantcs
maxi fri ze yields. Confentration |in vacuo freaff§reptsat | g description
r ot al ¥a&0apRpaied Wap used. Thg names T of INTEEER

corrp)yacgs of the inyention werle created|by the

Aut oh am 2 0 PC-batchlversion frlom Beil st éin

| nfor matl onssystenme GrbH (I SBN 3-89536- 976-4). "DVBO'
means _di met hyl | fox re recorded on

a Var R SQ%BW‘EVQ?%&E%\“%%@H"%A@? CA) NMVR

spect TRRELAE REéqUERIFIIE iseﬂﬂﬁ]@@édlby SRNGmsCsamuahwbtjsthan
are expressed in parts per lion (d) relative to an

ekl er ATK/NAGHE BIQ! thattwérfé@ Nads Bdwneys the popesiofiskhgeglied by
are deno ;

tripl gf ; bﬁd‘ 35& eb ?‘P@lat f(f%é?ﬁjhﬁ b o a"?ﬁ’gwpr eP?vt)?r%?ter makes
i ndi calddeB fedwivadsimpteroiigamit acabees thepliplink sahestuling signalling
(J) data given have _a maxi mumerror of +0.41 Hz due to

t he dinfpematian #AMYE: he spectra that are acquired.

Mass spectra were obtained by (1) atmospheric pressure

chenical ionization (APCI) in alternating positive

ancJ Lon—Apde --e-nﬂﬂ Fisons—Phatformtl -
Spect r orBYEPURNA™S M Er oNEELE \rh Sp%cfrom dF tvpe Semantics
(M cromass, Manchester, UK) or |[(2) el ectr oslfffeéﬁ?“ description
i oni Z®bt Rquestmoal ter nati ng posi i ve and ne@emEGER | Of]

rmdelusn ng a M Cromags MZD Specrtrorreter M cronass,

Manc ha-G-lson 'f"\RH‘*uFfaceiﬁ'se“

TC

| @St runments, Mddleton, W) or (3) a QP-8000 nass
spectronet er (Shimadzu Corporation, Kyoto, Japan)
operating in positive or negative single ion

noni t AR Reépelifidn FacRIr¢SRNGPINydé Bl)l zat | on or
at mospheric pressure chemnical ionization.

i nt endiheyRate BafuestiRepafitiopfatterlEcs rﬁsﬁlgﬁ'ieﬁgf’)ﬂ §R§'%r"é0de B will

(appr BErbisc SRR Flogelie el Redlest tiBmmAaE REFRUE. 1

1% f AefifBBr ﬁ@w %Eén)ﬁmﬂbalme sgheduling refladed bpliplosighating is
of only the lower rass ion is given. Colum

chr omaepgateghy was performed with either Baker Silica

CGel (40 mm (J.T. Baker, Philiipsburg, N J.) or Silica
Gel 60 (40-63 nm (EM Sci ences, G bbstown, N. J.). Flash
chr omat ogr aphy was perforned using a Flash 12 or Fl ash
40 colum (Biotage, Dyar Corp., Charlottesville, VA).

Preparative HPLC purification was perforned on a
Shi madzu 10A preparative HPLC system ( Shi madzu

Cor poration, Kyoto, Japan) using a nodel SIL-10A
aut osan‘pl er and rmdel 8A HPLC punps. Pr eparative

. I L N1



7T%vyield. Ms: 483.2 (M1); 1H NWR (400 MHz, CD30D):
.52.48 (s, 3H), 7.35 (m2H), 7.44 (m 2H), 7.64 (m

WO BbH08905071 (d, 1H), 7.82 (m 1H), 7.92 (m 4HCT/I82@3/000589
(m 2H). EXAWPLE 6: 24

5-r14-(5-Chl or o- benzooxazol - 2-yl ) - phenyl sul f anoyl I -2 me

thyl - benzoic acidl0 %yield M 4411 (M1); anqzsg_____ i
(400] VFEIE/@Re®Dpe . 8P, AFFEsSice 3H) | R2%F (] M“‘?‘r pp Semanties
(d, . lH) 7.7 (b, 1H)} 7.81 (m|1H), 7.92|(nyefegpse § 2gescription
(m + XANPHEE—7 INTEGER

5-(4 éen%ofﬁlpgg%nl 2-yl - phenyl sul fanoyl ) - 2- met hyl - b¥enz

oic afW 7% vyield. M5 425.1 (Me1); 1H NMR (400 M-z,

CD3OD): .5246 (s, 3H), 7.26 (m 3H) 7.37 (t, 1H),

7.47 (t, 91 (m4H), 7.98 (b, 1H).
EXAMPUE EhIBSNQHWQIX(&RMC(ﬂNQd or onet hyl - benzyl sul fa

pyl Vp nyI & %RN@' Nod\@ séfedder will
(1) TPl R FST0 TS P B ephe BY S Sy % 0a

(s, 2hﬂ)werfih8®f£ ¢ FQAH)hreghdid (td tmgw)ajuaa@er t@@ Uk thas beepoinactive

(m 2H)

7.47 (m

Wf}:?ﬁTBF‘%%\g’Fan% @8@%@;Epﬁenyl sul f

1H NWR

2- St iy a periad @&t
anmovn- benzoic acid 8%yield. Ms: 464.1 (M1);

(400 MHz, CD3(I)) .52.56 (s, 3H), 5.07 (s, 2H), 6.83

(M 624N lﬁé‘l T 3bredehte 1LH), Range/ (M| Bffypeanfl §3 Semantics
(oI5 drE TRl EaNe e 1. reterence | descrption
2- Met th 5-(4-stvr VI Dh nvl sul f hnovl Vbenzoid QNG%R?’?’

yi el d.UENBesh@ODx2 (M 1); |1H NMVR {400 MHz, CD3 ;

. 52. '=4(s 3H), 705(m 4H), 7{18 (t, 1H), |7.26-7.4

(m 46— m—2H)—7-67(m 1H), 8.18 (s, 1H).

EXAI\/PLE 11:

2- Met ifd iy IndenBy! sul fanvn- phenyl

sul fa%%jﬁbé#zéglacﬂtgg Aélgg eI d. M y480 1 (M1);

NVR (4D M&ZThr@BBE)Ib) Dt)BQem lEgjeﬁguq)s the inartivdy perpd after which the

6. 98 (GE ‘ dzs,igt tﬁg(\gl]é @wﬂ_ﬁg’ﬁ'%w%?qrfghéﬁ [583 after getting into

280017
5-r14- uty lis e SN e iy ttid rfsamitt data on E-
nmet hy fﬂggﬁéo?g a%l‘gl 31%%%% I\/‘Sn?acg%m(b yl:‘glar&
%195; @NB/RUE has

( 400 MBICH ) GaRIEe) durafion of this delanjhe Noge B @gsu
E 3 1::')510 d?§34tog Qgganﬁrp}_& or y_(‘éaé\nf)g}raégg'n?t tg%t}}ét?‘ CﬁﬁH‘Qan peddrm
1

5H)(4 Benzot hirazol - 2-yl - phenyl sul f anoyl ) - 2- et hyl - benzoi

c pid 6%yield M 4391(Mkl) 1HNI\/R(4OOI\/HZ
CD3 0D} 51 19 /f ﬁ'ﬂé

Semantics

7.39
8. 15

d,

t , [EBjrgup Name o
1H) . EXAMH

t "”iﬂf 17.

LE 14:

79 (§ 1H)

’; T Hpe aéd")

referegice

description

2- Et hy
p- benz

TUE Fhrésold thx met
%l%am d 9% Y

hyl - benzoo
|eId I\/IS

xazol - 2-vO
437. 1 (I\/I+1)

D RERGFR Ul

1H NVR (400

nov

M—|Z

(d ' otp 9?3135 Q]%Q%Hbﬁéﬁ’ggg‘("gh(%%wcz%—o@é

EXAMPLEhEDela {

2- Et hyl -

1H NWR

4.04 (asiigtbe

22 (A

- 2- metaiyE-=

MR (4
.94 (
7.31 (
2- Met h

1H NMR (400 MHz, CD3QD):.
6.98 (m 2H),
7.36 (d

2H) ,

d,
yI

-5-f4-
400

1H), 7.61

op | - benzyl sul

ringdbedeiey

\., oll,

4-trifluoromnethyl -
pyl sul fusingythie-rpaxisiro bitgate dveds the

(d, 1H)8

245 6,

ben

bplies npESedn
S(Pat%e) gggépe%%uragéy bf tﬁlg de th

16 (s

) 1H
2" (d,
due to UE Ptx Power IE defines the penod in which UE is not

@E I%éc lggf\gér l)pﬁ%*og If the UE
w%hd’%m@ezﬂ%;"@&fq'?v‘%@ daté: r8?e fdihth@ b'hratlon of the

ut HaPHot(Baenlédmptély ( miacth)(J eEVawFFaEsmﬁted some data

Elﬁg maanHm allowed
81\%&@3 assbimes that the UE is

sul f

¥>139

2795 (T,

7. 47
1H).

7.1 (m 2H),

1H) EXAI\/PLE 17:

-5-1r4-(4-trifluoronethoxy-benzyl sul fanyl ) -phen
yl sul fanoyl | - benzoic acid 29 %yield. M5:496.1 (M1);

7.06
) 1I_|)a

52.5

(d, 2H),

7.67 (d, 1

9 (s, 3H),

H,

4.01 (s,
7.14 (m 2H 1 7.20 (d,
8.22 (s,

2H),
1H). EXAMPL

E



EXAVPLE 29:
2-Met hyl -543-netr)yl -4-(4-trifluoronethyl -benzyl oxy) -
WO pbesgbdul f anovH benzoi c aci d6% yi el d. M5 4PETABLAB/AD)G5S9
1H NVR (400 MHz1CD3OD):.6®. 17 (s, 3H), 2.60 (s, 3H),
511(3 2H), 6.80 (m 2H), 6.88 (s, 1H), 7.36 (d,
ﬁ ﬁ@?ﬁg(a%\e 8Hrandinitthd dithhit higKAMPata 13t due to power limitation
2 I\/Et -5-r12

met hyl - 4- (4-trifluoronethyl - benzyl o
henyl eulhﬁaadﬁ\mew&_&ﬁi@ladclttﬂf@m)é I @icafverlrﬁm}mwww%)b&he

2/:;)'2 %%D%W‘aq nyd:a(}?%per%rﬁggééqd@y i%o?&b#&%d fl(Jactlonahty

@ﬁ% lgério arl@ thé fa8xinsum2ilbwedddiRrBtedtolwhat is indicated by
5 (4 lg nmet hyl - phenyl H1

, B 41&J&Hhm10k20}|)%tﬁf anvp- et hyl } -
phenyl sul fanoyl ) - 2- et hyl - benzoic acid 49% yiel d. NS

524, 416k Namet IT NVIR L AQ0 . CRnke3) . | 62E §feapd, | 3H) Semantics

2.59 (S’ Bﬁ)’ 303 (t’ ZH)’ 3. 41 (t’ ZH’ %fe%ce(d description
70

2H), |7.13 (d, 3H), 7. 27 (h | 1H) 7 61 INTEGEI(’ 7175

(b, JHMplay@ee¥E(H 1H). EXAVALE 32:
5- (4-|fra-poker ( 3. 54 Di chl or o- phepvn-ri

. 3. AToxadiazot=2-ytrsut fanyl I -ethv)) -
rhenyl sul f anoyl ) - 2- met hyl - benzoic acid 0% yield. M
566. BTWHloﬁde&Hu@mmmr RN(D!SINt)de B§2. 55 (s 3H),

%. g; ETtdfe 7%,3}—; ugdgng%}p B_Lpgntrql 751%&;@?%”_}5\/h1c§]t gbrt c'_r?a’nnels are

tral. Thus Node B can use this information for
5- r4%@ﬁ ?%r%rsrgt] %‘Q';?‘go‘;eon"z&‘i sullf]any - phenyl sul f anno

ylib- 2-sehbbylind)¢0nei Coded d:odvmdﬁityal'ﬁrladspWSCYmMeB(Q(W myH) may

éHQ gl N(I?@(\/g%qmt%elgfl)%r%)gm cﬁe}n@?jgzyré I}—_l'i_&omg) n?g(tedt ar'{fg itis
3 4 po@%bﬁéﬂha} Hbme ofthel FrcHd tnaybel Sottoliablid to éANYGYEEB and

2- Met lydménb¥) (2-tri fl uor onet hoxy- benzyl sul f anyl Vpheny
| sul f anovn- benzoic acid 27% yield. Ms: 498.3 (M1); 1H
NMR (400 MHz, CDCI3) : .52.60 (s, 3H), 3.98 (s, 2H),
7.01 (d, 2H), 7.10 (C,_ 5H), 7.23 (c. 2H), 7.68 (m

1H), . 48/Gfotlp Nabtel) . | EXANWRIsgmce35: Range IE type and Semantics
2- Met hyI 5-r4-(4-ttifluoromethyl- phenyl sul f anmoxefejenqehgn description

hon=zoil b At A 0/ v 8 ol A, 4059 oA

yl sul Famvh ‘Zzet-t—acta—6%yrelrd—NS—512 9 (WM 1) 1jH
NVR (45 Wﬂ&w OP): .52.55 (s} 3H), 7.20 (jm 3H),
7 30 @ntohH) | 7.48|(d, 2H), 7.66 (m 3H), 7.90 (s,

.20 (d, 1H). EXAMPLE 36:
5 (54 r5 (4- Et hyl - phenyl )-n . 3. 41oxadi azol -2-vn- p
henyl sul f anmoyl >- 2- net hyl benzoi ¢ aci d34% vyi el d. 1H NWR

(400 28 ; _
o, ZWE gac@%)q[t)?ﬂs lgﬁq}rma;%&.éar%% cﬁf@&%ﬁ |§90rfrﬁtrogﬁos’?mc > Node B)
8. 03 (Tfhe Y Ca?asﬁtléﬁ Inféh%atr@(%t&ndés information related to UE
544- (5-tert-Butyl-ri 4loxadi azal - i)g np’(tl sul fa
e G canabiltiosdur 5 LChbousIsa9agvaly the LU copmficsmay be
MR ,
”éd? (rrieappact ang i DE caloftadmett} cafbBsidraled ® the Node
8 B35 (d, 1H). EXAMPLE 38:

2 I\/Iet hyI 5-(4-[5-(4-trifluoronethoxy-phenyl H1

. 3. 41loxadi azol - 2-yl | phenyl sul fanovD- benzoic acid 6%
yi eld. M5: 518.0 (M+l); 1H NWR (400 MHz, CD30OD): 52.47
(s, 3H), 7.2-7.34 (m 4H), 7.50 (d, 1H), 7.67 (m 1H),
7.92-8.04 (m 4H), 8.22 (d, 1H). EXAMPLE 39:
2-Met hyl -5-r4-f5-trifluoromethyl-pyridin-2-yl car banoyl
) - phenyl sul f anovnbenzoi ¢ acid nethyl ester 60%yiel d.
M5: 492.0 (M 1) EXAMPLE 40: 5-r4-(5-Cvcl ohexyl -
. 3. 41 oxadi azol - 2-yl ) - phenyl sul f anmov p- 2- net hyl - benzoi c
acid nmethyl ester 32%yield. Ms: 454.1 (M1)The title
conpounds of EXAMPLES 41-82 were prepared using
procedures anal ogous to that of EXAMPLE 1 from
appropriate starting materi als. Enhanced Upl i nk
Dedi cat ed Channel - Appl [ cat| on pr ot ocol over [ ub/ | ur

PN A PN ZNE" N IR ™\ N\ =pmg gpe— g R /R =1 /7~A 1 L o



nmessages in the lub/lur application protocol to
support UL E-DCH. The present invention defines the

woO teszos90donf or mat i on El enents (1 Es), whi ch showad/iBeoos/000589

provided to set up and to2support E-DCH functionality
in the network on lub/lur. Thus the goal of this

| Vet i 8rohpNante P OpftselRe JENRIngd  $1 gn@pel | NCSemmitis0 dsCoitisplity | Assigned
thejlub/lur interface betjween the R)GS angksdipiodNode Bs Criticality
in order to be able to setup and rnknggf gure the UL

E- DAH channel . It]is anotlher objéct 10O dp so with

maxi nuBCapdbiides bi | 1 {y so asj not to|be restricted to any
part| gil.ataessage but to be | ater appliftable to jany
sele ;ﬁdopn°°age Dt essages—m {he yet pndefine
protpcol. ‘Accordimg to a first agpect of|the presEnt
i nvepf®?®h, a nmethod for configurilng a rafdio uplin

“ froma user equipfent to g networlk el enept, conpr] ses
t he steps—of sending an infornati on el enent having a
cell specific paraneter, a radio link specific
paraneter, or both in one or nore nessages on an
interface between the network el enent and a radio

net woNknstsertof HARQ praccessicoultbé bgare‘xagmleue’n thislio group. And
upl i nk, confi the radio upJ t.he networ k

el emefitrthgrilde %eﬁpgql?ﬂlt)’ |pﬁ§a'5‘§t%é!\q'b ezié‘?%or k el ement

and the user equi pnent, and sending a payl oad packet
fromthe user equipnent to the network el enent over

the r aiRQUpEMoky Riattitiorting (Node kk-> SRMSH i gured at t he
twork el ement f Ioad packet
adi o H@?’#ﬁtr{’%?n&’t%%%’l Fatiofinon i sEeaBRFafpe i HRQ memory

first as g of the present invention, the nethod

furt hef onpri ses the steps of acknomﬂedglng correct
reception of the payl oad packet at the network el enent
on a radio downlink fromthe network elenent to the
user equi pnent, and sending the payl oad packet from- —
the fetmBrokp merdntPresenct he Ratgs d HevRiaPk |cOHERER @ Critical | Assiene

foll owi ng the correct reception |f refretdae |udeesriptions ity Criticality
equi va il st —further—accorRTadeRn {he 11T st
aspedt the present | n\u:nfj on the—metHot—farthet

conprﬁ@@@”?ﬁ%ystep of senC|ﬁHmfhe i nforndgtion el efent
on ar) Pamidoeind ace et ween t HeodTddilo networ K control ller
and gnot her radid network jesméa ol | er for jrelay to
anot her network gl ement fqrgonfliguring an uplink
bet wden_t he ot herl _network| ?E@ﬁ he—tdset -
equi iRt MeEEbr difig to a |second aspect of the prégsent
i nventsSizon, a nobi|l e tel ecqmuni cati ons sylst em
conprises a net work elenent and a radi o network
cont reH-er conne;&ﬁ b&Mda stgmat Tt Ty T Nterf ace Efanation
confilguring a radio uplink froma—uger—eau-prentmt
t he nie¥ansPAlARPREGESHE the interface f ?§8§53§+§§fﬂxkapmwﬂm‘
nmessages having information el enents contai ni ng
paranmeters, characterized in that an information
el ement having a cell specific paraneter, a radio |ink
speci fic paranmeter, or both, is conveyed in one or

e Messages on the interface between the network
el ement and the radi o network controller for said
confi gOne pyssibe anllainonp‘hpﬁﬁ of this pararaetes GandrethahNode B,

after nal.lin td

dser NG A4 sERERul? Brotfs i sy B2, a80det Ry many ARQ
the US&bc@@%sﬁﬁ@ﬁeé&d.hﬁtH@T%M e tpe ttm/aumbbeof ARQ
radi o uplink after the uplink is configured at the
network el enent for sending the payl oad packet to the
radio network controller. In further accord with the
second aspect of the present invention, the systemis
further characterized in that reception of the payl oad
packet is acknow edged by the network el ement on a
radio downlink fromthe network el ement to the user
eqU|pnent and that t he payload packet |s sent from

" L, I M N L L, T I




for receiving a payl oad packet fromthe network
el ement over the first interface, the second radio

WO ned/e89030 controller for receiving the payl oadqraskes/ 000589
fromthe second network e?enent after receipt by the
second network el enment fromthe user equi pnment over
the second radi o lin e
for sunarrers neoyhedaes PlfuRRHaEE DR e et ore were &
secongloResHY KitRIHSBRR, irmpadteftadiining bhdownbolsigoklieg to be
foll owi ng thereception by the second network el ement
from@henm&t@rac@@uﬂbﬁ%me“%/-or transfer fromthe second
network controller to the first network controller.
According to a fifth aspect of the present invention,
a snet NBgk Eingomng UEofvia SRAG) the ramber ofitkocesseasdo musged and
radio link fromuser_equipnment to trﬁgsnetwo

rE el msnt‘tjb
conprihegemansner ARQ Preeess: SNe oSN RS ae HE Wuia be

i nfor i e Vi AGa G RE e IccAvoid UE

" acr ey g e SEE RS AR forhMERRLY froBsSRpicRavoid UE
nor e FEGAGIE Hchainine sephmtalyteverk Tl bowrmuendata withivhat coding

network controller for conf q ring the uplink channel
on t hean kgiteansmiked dma in‘?'hgig interface for

cEd;Truni cating signalling relating to the configuring

t upl i nk channel between the network el enment and the
user equi pnent and for receiving a payl oad packet fro

t he uFartheginfpmeationt o give arguideiine @ Nada B whaduling might need.

radi o link after the confi ' h [ o
on't nEOF gpEwk TEnEspRitag By bty b U M G o Bttbre tis
el emedfiowBhes Qisk 16NE hitfier dath paterdrRIf@Beiffes sizer(or RLC Window
conveyli ng the payl oad packet fromthe network el ement

to t hSizegddhight eerdite besignaled & NosteiBwi ng t he

reception by the network elenent fromthe user

equi p i b X4 t of the present

i %en@gﬁ? Qz?%%?é@gheﬁgﬁgr@f OIN comni catin gacket.s,

on an TenhelpddstieiBl gchiedbilimgninioemnatien opguiip s haveypriority when
network el ement, the user equi pnept Jhaving.a .

trans ﬁPh?’é‘#"r(gl%é%fﬁdaE?sr 8&i5\9§?e f&&yar@[}%éﬁ]@}(e traf.ﬁc class, SP,
conneqigg \paﬁlaﬁiét@rf,‘h%&% fiffer bi@n3 Mighi bWnasded.ecei vi ng
signals over a radio Interface béetween the user

equi pnent and the network elenent is characterized in
that the user egui pnent al so includes a control for,

pr oceRefaying 19 lng- beeartenl hecetworpplemantsingluding the RNCs

t u [ fai i il

(A8 DD, 33, BIREbap B, FRE M A he U piekiy iRflde a

i nf or rggd rpr@d:é%ﬁbmttfl\émﬂaye bt ahfpecn@ ar gmielralsmﬂrpbi&) signal
paranmeter, a radio |link specifig ter, or th.in .

one orPrasessafedsggial BW‘?&ﬁS'PBtLE}"f@%%?\X@@an edha"’"g with
net wor . -adi f b f tori
Cont | el BRkice8hudiAd o BbtRaKeanbidr Shd embRffor storing
i s conffogiiatignaémipbearitetinputioatpahpotts atepravided and all of these
equi prent, or both, after signalling,betwen th .
ngxsmrwara%r@wcweﬂﬂf@mg@ne%&ﬁ bx@%ﬁ% % ang; gpryro! signal
payl ogg agket,d t IsRsrBAsthectidn® coded
netvvorqE'egr gﬁg tér@\?zgﬂtﬁe ra irﬁg)ﬂglésﬁl?gg?ter triﬂseh?}pl [ nkc? ©

i s corddagudiag tardsdlbeted vontpiitepprognammingdanguagerfencarrying out
to the radi o network controll prdin .

seventthedepaation pf thedmpserlah ‘%W@%&W"e lh'g'{n ormation elements

struct : -GBS palaphaers. | ThérefdtBPisRbuld be
r eadab@g%ﬂgg‘%ﬁ’? t*‘ﬁgﬁé\g g struct Br e is characterized

bysoan umderstomidi that tHespmarioba\companents withiget pivep network element
paranmeter, a radio link specific paranmeter, or both

for transfer in one or nore nessages on an interface

bet ween a network el enent and a user equi pnent for
configuring a radio uplink fromthe user equipnent to

the network el enent wherein the configuring is carried

out at the network el ement, the user equi pnent, or

both for enabling transm ssion of a payl oad packet

o g, N a o o o,



Fig. 2 shows a payl oad packet sent froma User
Equi prent (UE) over an uplink radio interface to a

WO bmses®smt i on (Node B) and fromthere to a RaRliDIB2005/000589
Net work Controller (RNC) é®nnected to the Node B by
means other than a radio Iink. The RNC replies with a
radi %rld'ew&e%?fsziﬁhe idns RF Fipnesia e ihtediaeatidistiosed
ei ther 'success (ACK) or failure (NA in receipt of
t he piphvead packet. By "payload" is neant information
di stinct fromconfiguration information such as setup,
scheduling or retransm ssion control signalling, i.e.,
for use by the user of the user equi pnent after setup
or reconfiguration in an application such .as a.web
page, Alliodeh the dnventendiasiinn shvunand e ssrbed Wifftisspect to a
oF Pgylep denérﬂﬁgﬁfrﬁé’rﬂ tﬁ@ of. iVshbulBdeturd&biodetby those skilled in
configuration setup, scheduling, or retransm ssion ]
cont rthe asi haavaioes ehangsdy poissrasphd dedgtiansiindhe form and detail
generatjion signalling procegures ar sg w .0 det ail -
o Septhaoraatugimoy be Tais dopegn i Rei4Earlie B ne spirt and
prop tidpgoho an enhanced uplink dedicated
chan%;tl%lpfé% congept. One aspect of the inprovenent
Is to enhance the uplink by nmoving the acknow edgenent
function fromthe RNC to the Node B. The
dOnPIEYEYEAT function is a known retransnission
control function that is normally controlled at the

RNC and need not be described here. Wat is inportant
here CETrEGH netGodéd Eumpasiteel rapsedrttaimel orm t hi s

f unct The E- t hel d |
ki GG Nod BV akANGn contr ol of ¢ GNGHS o)
functigschl oserghRaidiy bbdichtial EhBRhEIPT opRsipoRtecharmiel)

yet explained the information el enents and paraneters
nsedeDDo be exiciegugady iDivisies Rules- nent (Qesation \qdedt

si gnal.lLijhg procadures b an RNC and Qlﬂg :

bet vveéh he Nod ugragﬁgefb\éﬁg%gr equi prren{‘?aran ?%lﬁso
bet wegARIRNCS | NHOBGE AutemanE Repeat Reyabst (function)
change. Anot her aSpect of the E-DCH concept is "fast"

S . p t
Node HSESH i gur BighohpeethDowinlinkPaghket Agcess  (concept)
schedl i ng/ | oadj rds, inst { he
RNC, e Node Bfr\?\%rméc}%gﬁ{éﬁﬁ%ﬁgﬁ“ guratio cgdr?t‘opol of
sghedrNQYg and/ RadioRessdricerComgdien, t hi gneteddcelement)
del ays. The RNC_sends i nfornmati on about khe user

equi pR&ht capabRete G&ant cel | specific paflahBESS29€} on
and u equi p Lid ¢ paranetri zati

i nfor i on relnggéedﬁfggﬁé%cH to the [\bdeklgfm?ﬁgage)
confi g@ ati on c8phbdilirng Rsorty dndicatdt i glparboreter)

i nstance include the nunber of HARQ processes,, the
nodul 8RNfn  suppeendRg maxi num dat a rZ‘f‘:étY"oé’f 8[13"'??1@)

ced | ificp 5”%? ' i could include setting up
sﬁar ezﬂglg'ntrol ?Lan gﬁsc,éﬁé{?rfmocati on of hardware and
power Ugesour cesUker Equipoherdt c. The user ¢upergleyice)
specific paranmetrization could include maxi num data
rate RNC allows the Node B to allocate to the UE, the
power offsets and signalling repetition factors to be
used for signalling to that UE and by that UE etc.
Cenerally, the user equipnent may send signalling to
the Node B to assist the Node B schedul er and the Node
B may send signalling back to the user equi pnent that
inforns the user equipnent of its data rates or limts
them Thus, the user equipnent may (or may not) signa
the Node B information to hel p the Node B schedul er.
As exanpl es, the user equipnment could request a data
rate fromthe Node B or it could just send information
on how nuch data it has and how nuch transmt power it
is able to use. The Node B may (or nmay not) signal the
schedul i ng conmands to the UE. For instance, the Node
B could signal the user equipnment with a (maxi nunm

N N



radi o uplink 136. For background information, in third
generation systens, it will thus be understood, the

WO TbE0gh8 may be i n conmuni cati on with anot herPd@NB2d03M00589
which may, with respect tewa given UE, be a Drift RNC
(DRNC) or a Serving RNC (SRNC) over the so-called lur
interface. The SRNC 130 of Fig. 1 is the "serving" RNC
for UE 160. It is connected to other Node Bs (not
shown(laimsot her cells. The UE 160 is currently | ocated
in the cell of one of the Node Bs connected to the
SRNC 130 and is in radio conmunication wth that Node
B,as BRridguipment (160) to
o T ptB8 b EolfiLRing AR UAR ¢136) (54 rieuipment (160)
car r eahetwdrkishgmest(haey;' cdnynpnhtegmteteoof The UE 160
rmﬂy) however be travellin

connec’t"éﬂj"ﬂ%aﬁ Oi’@@g?EQ\{\argan{ Iﬂ%vm%lai (f‘%(h p%%%% ;?ar& meter, a
| WhoMOmledsd
ST ISR By o gy fonenidetion n
tIse Siﬁmféaer(mﬁew}t':‘) betwicen tmmetwgrlﬁagengqnnatndc@ rdianetwork

dth
130, Wt ?ﬁ(ﬁfgmw ol I RS RCt abi i ng

the lur intes i% thBgalbid uﬂtrﬁ%ﬁhéh@ﬁﬂoﬂk@éﬂmﬁsaﬁeemgnalhng
t he "hard- situation of the second generati on

by8 p_rbetmaanqhemwerh alerrmnartdylhedlseémumreem afpft h
mytiple I\bgrﬁ(ggé giéq)aheed ﬁ%ggetﬁ'o(ﬂ%rt éusép%uﬁm\fgthe network

i s’ t her eby®

r gy SYBeitidHtickal tiraRisl uplink aker srcosithkde tenfgued at the network
systens, makes the handover inperceptible to the use

For pelemeddonsendied frepavpapmasket theﬁaﬁ&ﬂé?fww'héon"o"ef
details of the soft handover process is secondary. The
inportant thing here is the nature of the paraneters

di scl osed below and transmtted in infornmation

el enments contained in nessages transmtted over t he

| u}/l @b Thamesthad of ciave hdyshgecenpHaNIdhe sirPY Phe 122
he No
| e 140 + RCvERRIE LG/l ReRplone ¥ HUGA] 80K EL ol e

ons t heetwork eléMeht omat radidGV ANk frost th|e| niedvprineiginent to the user
have originated as a signal on a line 150 fromthe

SRAC eguinmeenthand®ne 100 and forvvar ded fromthere on

th line 1 t m% ft radio
Flg 1 or égnﬁﬁgthgd&ﬂﬁcﬁﬁ) é et aﬂéeguffl'((:lbﬁ?éltﬁgg he radi :
shew triearv@ﬂk&tmtlbﬂenfeﬂdwmg saidanariec ecaptiondramdhe user equipment.

i nvention. The UE 160 includes a receiver 190

responsive to the downlink 170 fromthe Node B 110 and

the downlink 138 fromthe Node B 132. The UE 160 al so
includes a transmtter 192 for providing the uplink

189 f pifhelretibdtal ddim NduethBr compsistng the siep pﬁﬁeud!ag the
fromthe UE.162 t he Node B ,132. SSi 0

codt r énforation glament op an g aB‘ﬁA!a‘{(F @%&ng”?%n ﬂHeeradlo network
trans 'Boht@g%ﬂ@éoﬁaﬁd HRoterdadid ﬁéamk céﬁﬁoliérqrmomr relay to
recei ver erring both to 4,
acKnO\Mr@ﬂgm'lrretgatk elemmrit (b0 )foy eoelg @tm;ﬂg m}dpb@k between the other
receiv t he downl.inks 138, 170 by

t he é'??g‘("‘c?a?g' ’\E\ﬁf‘aﬁﬁ?h's?ﬁ?ﬂu'ﬁ%‘?ﬂtdes the received

signal on the line 198 to the retransm ssion contr ol

194. The retransm ssion control in turn evaluates the

acknow edgenent or negative acknow edgenent signal and

deci des whether a retransm ssion is required or not.

If aretransmssion is required, the retransm ssion

control sees to it that the retransm ssion is provided

on the signal line 196 to the transmtter 192 which in

turn transmts a retransm ssion on one or both of the

upl i nks 136, 180. The retransm ssion control 194 can

be viewed as a transm ssion control or a

transm ssion/retransm ssion control. In other words, a
packet 'S transrritted, retransmtted or both by the

e A~ 1 . I T 1 o, ol .



work on. But the manager is always right and in
overall control2) The RNC gives the boundaries within
WO eiis®Rshoi ces may be made by Node B. Node B panigkwei/aess9
the val ue according to its0present condition within
the boundaries given. The RNC could signal the UE
capa S data rate
B e R o i e

sg gnal somawoanetmnemtﬁaa) bhd @ nacie RbW@TBCp@H@L@fc(é§O)

? %it fg?)g?\gﬁ@l &%{C,étﬁ? |§ateg%{c|ie Q’Yg@ égﬁﬁfgg %ﬁnf@%aq EIU%BIO uplink
t | d
HE (SR g tisneeiion derett e

val uentbdaeueommmgzmwges baviggdnigenatipr gts containing
(In this case RNC mnot to accept Node B's

pﬁopd’é’aﬁ?mﬁt%fqné Y% he val ue dynami cal | y and
does“ atﬂbd<é1@w|éﬁt haBihgQ bew specific pardragtelrya radio link

be conten‘p ate as well and these are just exanples.

| 8 srscptelccrct;mrarrme:c@n@oﬂeuse@nmweﬂem OpB{CH MgFe TDESSREES on the

h h
B A AP AL e o
afo t %t\'f?/@ﬂ@@@ﬁt%lletr% 30 for %tald chifigdrngithe aaimBR@thmﬂ itiee network

esource Control) nessage. Case(l and Caseé can be
uded dlemenhafiecsignallicgdetapendhe kflepeptaod the per
a Cell s eCIL(ﬁﬂdO@‘r nmeter. That nmeans RNC confi gures
tife & ool and Node B deci des the exact

vl ue accog %P@atiq)édket R gertiicmn e asei éqtapnnent to the network
&ase 3) is va in case that Node B knows t

rlets owelemenit ovar thenradinuplinl after therupliakdy ﬁ@tﬂftg%ﬁd ah i petwork
b
R BT A YL ALER 3 R0BES e copvoter

of E-DCH is still under discussion in 3GPP and UTRAN

signalling hasn't been discussed, this invention
covers all thepossibilities. The paraneters which are

r opo Eﬁh% a¥§t?kgaf &éﬁﬁ‘h‘ W%fﬁ%&@h?é’& Le SE fé)bcc?bgtr)lggﬁ the

I Izst eﬁaﬁbé(d padket isheknontaiyedisethe netoark gzlemmnta)rga vadio
procedure can al read exi st b(n t he ﬁé"i‘ %3% ub/ | {. and that
Apbl | dawnlink bt?&)ét%t\ he ngtworkglermep ’r‘?&”'Pme“ and tha
prpcedur esy I el t to the radio
pr‘gcedures hanéaﬂe ggggaggrﬁitg%ﬁ?i)haeranet Qfe%gl{%nver ).

Acs or detwprk eohtrelier fetlewing receptioo fronp theansarerquipment.

provided on the tub interface, the lur interface, or

both, that define either cell-specific paraneters,

RL-speci fic paraneters, or both, for E-DCH Such may

include but are not limted to the fol |l ow ng
par angt The systenPok clairh S\duithes, cHaraetexizad trgtitat thesinfermeation

Eo{;?e@%&fé %'(a% §obRhotaeaD; 1o Sepwbah R network

a lay t
(o UE gég{and %??@gﬁrg mm@%?@lg (’gtg@)tf@f relay to

) UE Capeﬁéruteﬁwbrﬁeiemﬂxﬁdﬂo (12) HARQ Menory
Partitioning, (13)Cuideline Information for Node B
Schedul i ng, (14) QoS, (15) delay due to UE Ptx Power
and (16) TrCH under Node B control. The nature of each
of these parameters is explained in nore detail bel ow
To support the E-DCH in a cell, new sem -static |IEs
(cell related paraneters) which configure E-DCH
resources in a cell can be added in Cell Setup/Cell
Reconfi gurati on procedure or Comron Transport Channel
Set up/ Common Transport Channel Reconfi guration
procedure or Physical Shared Channel Reconfiguration
procedure or a new procedure. - Prx _nrt_Node B -
Prx_Target These paraneters are given to Node B by the
CRNC (Controlling Radio Network Controller) to limt
the Node B schedul | ng freedom The meanl ng of each

o e



- ACK PO - NACK PO - ACK Repetition Factor - NACK
Repetition Factor - Rate Grant PO - Rate G ant

WO Repm84050 on Factor - Rate Request PO - Rate Reqasn05/000589

Repetition Factor - QuideBine Information for Node B
Scheduling - QoS Paranmeters (like Traffic Handli ng

Priority, GBR, discard tiner etc UE Threshol d

-1 UE7Tﬁrd=,’c§ﬂ stryciyre f@eqa ast t@g\wabh%qugq)@ %9"‘!96'\11% readable

Ty CH RidhidrinatibAfedemeht BaAving a cell
3 LR, MG ﬂﬂ%%n%%"a‘g‘%'%m vanp - 9
Rﬁduﬁéaﬁnﬁy\éerame‘érmmaﬁnﬂmﬂ(memm prspwieie or bottHarransfer in

Binding ID - Transport Layer dre

Phr  PRBGNITIGEe EEBRROTH PR IAIPCed 1aaa 11 A 2 ERvecn 2
1B (1 oBE£(130; 100) f

TR G 5, O e et 1. 100 o

| af orconfigunindia sadioseplink fgym@usqreglgmnwmﬁ))m&e network

O eh A T OGP < B fEbonvn
Sgr uc&l%ﬁn?f&?%aﬁﬁh tr%ﬂ@nﬁé@@fﬁbﬁa pHyIsad ﬁadk@ufrdnbfhe user

vary Wt hout contra |ct|ng t he mai n concep t of
i pvergquipmenietol thepetwhrlcelementever ﬁwermseuplw 2ng frggn there to

|ncI uded i.n SET EQUEST nessage or/and CELL
ﬂ%@tﬁfjﬁjﬂ?ﬂﬁ Glessage or Common Transport
Channel Setup nmessage or/and Conmon Transport Channel

Reconfi gurati on Request nessage or Physical Shared
Channel Reconfi gurati on Request nessage or a new

gﬁ)s(szrar?er gCS?ENJ%&téq% (ﬁb cgg' pﬁg &;%?aﬁf IFPG %E]a-{l?r%nsmlssmn of the
i Bt efé( 1G4 Badied fiom EREHsusegsipnidatieo Biesndteduik eferhasst is followed

to take this into account when it grants b| rate
UBs. bhacknsivdddgemenhyf sorettdecepiionseinngpay! @@H’%é%%’ gw the

I
ook ¢ P ETEEH, i TadP difgieR R it Befudsk dlerngnt ifthe user
the téqupapybnlasr@nRRbibh of dsegdayloadpackétdromahameteork
than Prxjnit NodeB | E can be used l'i ke al |l owed

bitt r aelement te theadiangbyorkANMONIEr-be used shoul d be
decided later. In addition to Prx nrt NodeB, Node B
needs to have know edge to |ink between the data rate
it wll assign to UE and the consunption of

Prx _nrt_NodeB as well. How Node B will obtain this

i nformati on has to be decided |ater. Prx_Target The
Prx Target |IE defines the target of the total uplink

| oad of the cell to hel p Node B scheduling. Thus Node
B can optim ze the capacity in a cell even if there
are not so many E-DCH users in a cell. RL Specific
paraneters The follow ng explains RL specific
paraneters. Paraneters from SRNC to Node B can be
included in a Radio Link Setup Request nessage, a
Radi o Link Reconfiguration Prepare nessage, or a Radio
Li nk Reconfiguration Request nessage. O herw se a new
nmessage can be defined for E-DCH paraneter delivery.
Paranmeters from Node B to SRNC can be added in a Radio
Li nk Setup Response nessage, a Radi o Link

Reconfi gurati on Ready nessage, or a Radi o Link

Reconfi gurati on Response nessage. O herw sea new
nessage can be defined for this purpose. Paraneters
whi ch have to have the same values in both the network
and the UE have to have the sane values (e.g., Power
O fsets, Repetition Factors, etc..) and on whi ch Node
B has better idea than SRNC, can be included in the
Radi o Link Paraneter Update Indication nessage or a
new nessage to all ow Node B to be able to indicated
its willingness of changing the paraneter to SRNC
Since the E-DCH users are basically DCH user, basic
parameters (i.e., not E-DCH specific) are already
deflned in the earller release (e g., TFCl) Therefore

s o, . pem pe~ 1 .



ACK/ NACK Repetition Factor (SRNC-> Node B) The ACKNACK
Repetition Factor IE is assigned by SRNC as sim | ar

wo aag/ogdvam HSDPA. 1t defines, how nmany tines tpPeT/H2003/@0589
ARQ ACK/ NACK i s repeated. 38 nce ACK/ NACK repetition
Factor for HSDPA is defined in HSDPA | E group, it is
not supposed to be reused. Rate G ant Power O f set
(SRNC-> Node B) The Rate Grant PO IE is assigned by
SRNCoaRasligthétvorkvapntrober (AGR) MCQQnﬁ@mW alradio gplP® (136) from

Node B can set th ower of tPe sched |2 rel at.ed
Nountakeavigrant et ¥ oSty B SBCEEH B SR tifg
pgr anet er afﬁ}g{ i'nfé”’l%c,% ({1‘?;36"1@4} R cbridhthidahg aﬁﬁnﬂbﬁ@hlaﬂon element

[T nk speci defined separately for each
UE. Rhlaeing aoell Ezp«psﬁa: pamé@a:t@ra@@mmspemg@mmm or both in

' aepeaTORbessRgEs Prdse i miETaf K] ) TP heibEn te
Qé""'”'d Fk' SBAlnt gﬁazg%ﬁ&m@%a% nétlopk Befilieisdr (Fe0¥for said

fset RNC— The Rate Request POIE is
a%si goetigbyndsRNG aakio Qphmk @ndway t han ACK/ NACK PO. Wth

(1370 R it BB 5 AR,
Par angt BenRéARg Naskl Hecimeparameaientl ridioigaspécific parameter, or

acquires the uplink scheduling signalling_ informtion
floombidih irRthtecom@ quEKITe Ragrsages o theseseng dredase (4@, 150)

Rat e . R titi
0} LGBk R A SRR L o et SoogRpl A Hetmonk
FRat e JRpfrenst (1 L'Oﬂf)%ﬁﬁét’t@ﬂ (irom 28 told s@t&fnmeawolmowmmm (110),
tlnes the scheduling related uplink signall.ing

rlépeamte@rewawnﬁn iomelesrp! Bavng & mpeplfrqo@%rasjet%@ radio

gghlglﬂ?gh df]q Péff 8W§téfs ggﬁégg{%’g%'é) éﬁ]r eE% %@gge@ is for configuring

\463' uey 86¢&Hd Edtho UBliflast 88 dretweas they sedand raetpmrk euamem (110)
by UE Threshol d Dt x DeI }épUE Threshol d Dt x

(1§RN@nd tascesezjeanirmest (iS0sIhs kastm@séiwwﬂf an%@'ﬁ%{e(é 30) for

SR B PR o Bshubon orbit s

118t O iRleXfavedd 33| 184), te BdaeDmErdMnbtvmrklmathme(w&()for receiving

h[sﬁﬁéééﬁ%ﬁ%%&r%ﬁé%i setopk efetSitd ThDaties receipt by

&?) r #B¢lconf et ﬁ@é‘%@ferﬁ"(ﬁ‘(?rﬂdmttﬁé‘hsgﬁé |6ﬁﬂarﬁ@)'ver the
rform accord] P

to UE Ptx Power (S
Nade $¥cohaeraéd agllrdw(d 80% tblE s@b&n@o&hmod(elemﬁnhéﬁ)&) Ii@r

gﬁe%rsl ? &éqﬂ\h@g\/\hﬂg g?ifE@%\%é’E 1|t3ﬁ rﬁgngpgﬁem nl?ﬁé( Iﬂ% %ﬁ rk %Ilement
%e at ﬁo g? ‘iﬁi eﬁﬂgdé rﬂ doﬁﬂ%ﬁeﬂ@%@) fcﬁfo@mﬁg?fhé ﬂé%;/aptlon by the

ut has not been conp
i24act second nawokiaelementsfmm thelusemequipmend (11 ﬂ@)mo]—transfer from

gauqu ng the del'ﬁ@?H(t@H} rqi@ét(mgpltﬁm ng the r'@feqrﬁfpmer (130).

the Node B assunes that the UE isnot capable of
transmtting with that high a data rate due to power
limtation or the UE produces data to transmt in a

| ower rate than woul d be the maxi nrum al | owed, and can
perform accordingly. A proposed functionality would be
to drop the maxi numall owed data rate to what is

i ndi cated by 'UE Threshold DTX1I E. TrCH under Node B
control (SRNC-> Node B) The TrCH under Node B contro

| E i ndi cates which transport channels are under Node B
scheduling control. Thus Node B can use this

i nformati on for scheduling. (One Coded Conposite
Transport Channel (CCTrCH) may have a nunber of
transport channels (TrCH) conbined to it and it is
possi bl e that sone of the TrCHs may be controll able to
the Node B and sone not.) UE Capabilities Information
or UE Category Information (SRNC- > Node B) The UE
Capabllltles Infornatlon | E prOV|des |nfornat|on

o o, a - o o r e~ ~I I I



processor. A central processing unit (CPU) may be
provi ded along with nmenory devi ces including both

WO p@sosgeent nmenory and nmenory for storing i nf OPOEIB2005/000589
tenporarily. Input/output 3ports are provided and al
of these various devices are interconnected by data,
address, and control signal |ines. The permanent
nmenory may be used to store instructions coded

accon gi Metviork alerabrioiad; ¢ oaptareeceiviogramwplink chanyedge a radio
for carryi out the formation he,ne e
ol BT8O LA Ho" bR EENbE 65D S BOPRR element,
o?nvg%kggsﬁge above-described paraneters. Therefore,

I

under stood that these various conponents
within a gincerradi interkace €Yah1134; 420i b&2)dehsemmunicating an

A ? ﬂfméﬁrrr@ jos R hadingi cplsRe Gt RArdthalicd Bk Specific
ng%ggﬁ'] dﬁgrcb(ﬁh RE® he R IRoRRIs AR bétheseatthe ridtwork element

erstood by those skilled in the art that
var i and a:lmintgaetwanhrceetroher @30; dePrfor sasfigyring the wplipk channel
and detai | & R $regO|ng may be nade therein
Wﬁth@ﬂtthaéﬁ pein omthe spirit and scope of the

gvention. Bldriiceds cOMPhihicSmstesighamngselating to sa'd
Transport d%gnwnel CRNC Control RNC ( ngtvvorg el enmen
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