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30 ac emhedgpentyia the ydraujic @ngS,?@flﬁgq Bolt 21 connection between the

kh@%t?&@éyd@ﬁﬂi% ;fsgew {5 ?é‘@egég%ea 134&%%9619 LA 1@kt i bolt by

i V m@ﬂlﬁéﬂ(eﬂnﬁiﬂg syeltehwemca’ibrt tpwardly dr-dokvsmlat diny Lrathiseypect,
6- met hoxypyridin-3-yl]-4-netliyl-

1, 3-thiazol - 2-yl }acet am de,

-{5-[5-(2-Acet am do- 4- net hyl -1 ,§-thi azol - 5-yl sul fonyl a
m no) - 6- chl oropyri din-3-yl]- 4-hethyl -

1, 3-thiazol-2-yl} acetam de and N

{5-[6-Chl oro-5-(3, 5-di net hyl i soxazol - 4-yl sul fonyl am no




protecting group is, for exanple, a trialkylsilyl

(e.g. trimethylsilyl or r -butyldinmethylsilyl) group
wo@erooals@Bikanoyl (e.g. 2,2,2-trichloroacetyl orP@EeBi05/004275

group which may be renoved when required using

conventional reaction conditions. Process (M may be

carried out using known procedures for reaction of a

sulfnic acid with a heteroaryl halide, or anal ogously,

e.dg...as hereinafter d N i <t he . s

Con ke S PR N RS-0, P AT RE: Gt it s mot

sal gorgerad agaimst 6APBEIhe ranhpd3d,i3debiftds heated i S termediate position,
iodide). Further, conveniently, the reaction may be

car $9 & paspiblero sheer hechodingleingt doynsyardadirestiBhos phi ne
l'i gand ( - . . -
2. 5-bi s( NSRS milling sysiom § igrelaged Som the whinstock, so the milling

S ui $yateneistro@are dnd aio ved lalgiindinally ddwhwaglly within the casing 2 so that
tri i benzyl i deneacet.on i pal | adium(0)). The,pr.qocess
ry DU PRGNS 0. P10 S SRt b ramgs 3 by s of
DMFe B0k ERMERQR3! Q_gﬁ}ﬁf kT3 600 QMR IIRDSurkRes of the
150C, about 12 maybe

0C, conveniently 0C. Process (N) ] o
car miltsB, Suere periergdlyprevemtasl fooreduitleg tho rampsadtheowhipbtogk, which is a

sul fonam de with a heterparyl halide,, .or anal [ y.
egg{im%fg’aﬂ@g%%é? PEPT ﬂi*s%r"b(}elv Dj ﬁce;c‘ﬁ% s %ggg%q e distance

10CoNy&RRb& Mk YapetddShor @I ORe fiusst SRt REMSEAIISSE It Ani¥RE@he distance
salt such as  a copper (I) halide (e.g. cuprous

i odbaiwyen thy samp g whigsterk. sapachanilla O hap bledenyhichicagage a

sol vent .. €. Q. . [ . ays
oSSR o MR OB IS BESE 0 anplis oo o
abogyistenrd OThuspthe @0fting Towel i shared asigotimatsly Bvdndy bétiwebd the ramps 31,
free or_salt formcan_be isolated fromreaction,
mi x3 2kt nthepsipres paEbie todBrGe o SRIIAA dios Uping fhq present
o : ) s . ) ot
10 RBHER P e ol B 3eR S hBE i Pbiaa b, I buton
gr oclpments 8B, ¥salsvydooethe cisk bbeuttingint@thenwhipstockpsthien than the
the starting reagents or internedi ate conpounds may
needSt§- be protected by protecting groups. Thus, the

pr epar at jaBe PbsitidieshoWHIA W Re 9f tht akiAyY Aohddudi@illy lower, first mill 8
involve at a certain stage the renoval of one orf nore

Pr d@a@@iqulgsr Gramebey witich isexzakier ‘é}gn}'ﬁhaé péthmgtgw second mill 9 and is
o] B0 S SERTRRIR R AT Sl o 34 e

gr odépsndid] Phad £dikmerer avificiois RhightBClksstha®thefibtesial Giaddeter of the
groups is described in 'Protective Grougss in Orttgani C

Sy riaRiagi2s ' It isplggirably thatthe cyttipg seyfecerad leagiastptsgoput (hgrvandow before
W | i and. P : Py
o &Y bh{g{;rfél%é%@g&%y%}ﬁ%%@g gvgau( flxggﬁ)@ﬁe' @91 %@éﬁﬁﬁ?\éﬂ}@

ci'ens I ene or exanp
pr dbegitudigallyrdowmshersegpéativgemeapsl 1, 38, shihs enllingeystamyis déflected off

t he groups, descriped in th iteratuyre,or kpown to the
255 | PG SEHLS S bt P By WSSt LA Ghe RUE surface
t heyfGhOBRAds™ 1%'&%&% Qht ARFHdTYinliRe Edide0H URBM dB¥tinued movement

conventional nethods. Protecting groups nay be renoved
by aleng o mamps Hn 82 nwtthe firs il estiinglsarfagas ardhalso brought into contact

literature .or kno to the skille em.st as

oV B e SEIEHA ch@msar Sefne RTRERETg gr oup i n

quest i ONWhenEHR nills BOY Baaeirivebrdel @B frasEht @86ction 351 BLGH the window

renoval of the protecting group with mninmum ]
30di sheingyailled bafth@was@mengb@%pm intp thenwingpwarilled by the first mill 8.

Spegi fi - .

For st 4R SyRnehl 9 66 Lififs X QS LR It ol Wups 32,

f or33eatdnit the nhillitgrsystbito, be Singitdr fdeBsctédaiitiltab ehegladys dfenill 9

which it is applied preferably has 1-4 carbon atons.

It wll be understood that these exanples are not

exhaustive. Where specific exanples of nethods for the

renoval of protecting groups are given bel ow these are

simlarly not exhaustive. The use of protecting groups

and nmet hods of deprotection not specifically nentioned

- o Y "



(i) respiratory tract diseases: for exanple

obstructive di seases of the airways including: asthma
wa@eaelosopthi al , allergic, non-allergic, intrinBCTGB2005/004275

extrinsic, exercise-induced, drug-induced (including

aspirin and NSAI D-i nduced) and dust-induced ast hma,

both intermttent and persistent and of al

severities, and other causes of airway :

hypsr.- ' e C: I | e pul .

PR SSRADE YRR 90 RBTF S HE BB s moved
eosinttoplttihg ornatios bs & kign terplb yhegs, fufth@eRight taafbs 36 and a
cystic fibrosis; sarcoidosis;. f?rnﬁr's Iun? and o

r el aPergd getiondd havmganeapiitynicallyip the rege 3T 1o {o the longitudinal
pneysoni tis; lung fibrosis, including cryptogenic

fibrosing alveolitis, idiopathic interstitia

Spneunoni Begause¢ thedasidingamnilp I.¢.alotwnstreant firsnaidp$ Aat 4 smaller diameter

t her apy, an hroni ¢ infection, .includjng_ tuberculosis
ncak fsrgit £ go eedsratts SRbe AR AcHeNtls Bgouay trough
CONBhEAH. O0SntRiued HOEMWAANRR cathbf BB mill A2 btbil GuRBFhe mills to
thronbotic disorders of the |lung vascul aturé, and

pul exdiihe gasingp 2 and fos¢us throught formatgin/ btoverd eney drillidgideatipn.
treatnment of chronic cough associated with

i nfl ammatory and secretory conditions of the airways,
and i atrogeni c cough; acute and chronic rhinitis
including rhinitis nmedi canentosa, and
vasonotorrhinitis; perennial and seasonal allergic
rhinitis including rhinitis nervosa (hay fever); nasa
pol yposi s; acute viral infection including the common
cold, and infection due to respiratory syncytia

virus, influenza, coronavirus (including SARS) and
adenovirus; (ii) bone and joint diseases: for exanple
arthritides associated with or including
osteoarthritis/osteoarthrosis, both primry and
secondary to e.g. congenital hip dysplasia; cervica
and | unbar spondylitis, and | ow back and neck pai n;
rheumatoid arthritis and Still's di sease; seronegative
spondyl oart hr opat hi es i ncl udi ng ankyl osi ng
spondylitis, psoriatic arthritis, reactive arthritis
and undi fferenti ated spondart hropat hy; septic
arthritis and other infection-related arthopathies and
bone di sorders such as tubercul osis, including Potts'
di sease and Poncet's syndrone; acute and chronic
crystal -induced synovitis including urate gout,

cal ci um pyrophosphat e deposition di sease, and cal ci um
apatite related tendon, bursal and synovia

i nflammati on; Behcet's disease; primary and secondary
Sj ogren's syndrone; system c sclerosis and |imted

scl eroderma; system c | upus erythenatosus, m xed
connective tissue disease, and undifferenti ated
connective tissue disease; inflammatory nyopathies

i ncl udi ng dermat onyositis and pol ynyositis; polynalgia
rheumatica; juvenile arthritis including idiopathic
inflammatory arthritides of whatever joint

di stribution and associ ated syndrones, and rheumatic
fever and its system c conplications; vasculitides
including giant cell arteritis, Takayasu's arteritis,
Chur g- Strauss syndronme, polyarteritis nodosa,

m croscopi c polyarteritis, and vasculitides associ ated
with viral infection, hypersensitivity reactions,
cryogl obulins, and paraproteins; |ow back pain;
Fam | ial Mediterranean fever, Mickle-Wlls syndrone,
and Fam |ial Hibernian Fever, Kikuchi disease;
drug-induced arthal gias, tendonjtitides, and

myopat hies; (iii) skin diseases:. for exanple
psoriasis, atopic dermatitis, contact dermatitis or

ot her eczemat ous der mat oses, and del ayed-type

o o " L 1 . N |




The present invention still further relates to the

conbi nation of a conpound of the invention together
wowak/08oadHi nat i ons of am nosalicyl ates and PCT/GB2005/004275

sul fapyri di ne such assul fasal azi ne, nesal azi ne,

bal sal-azi de, and ol sal azi ne; and i Mmunonodul at ory

agents such as the thiopurines, and corti costeroids

such as budesoni de. The present invention stil

furtiggggglates to the conbination of a conpound of

t he= ion together with an anti bacterial agent

including penicillin derivatives, tetracyclines,

macr ol i des, beta-|actans, f| uoroquinol ones, .
met Foni dasileiragiae sysiemderluding a griy o gxigby corpegted mills located

ant Lwi inacl udi ViL.qe i Vi .

o0t b Bl 95 E OH ARG ] Tl ey
Snddisposed raiiillyesxteridiayblades,caclaharity b tapered posiidd, an®ydt kome of the
pro i nhibitors such _as indinavir, nelfnavir,

eas .
rit é‘ﬁ%ﬁ Vg P g FalAce theprom) Tebeytting p aiadaygin a casing and then
r : o hibito . . _
| RIS o BiAtoh A PUElp s B GAR LIRS thrce meally spgced
noneamps [teyedry eacheraspsiaterspacesicryi psusentialhy dtislhr extendihy portion,

el O T T S T —

100 &headd Wi Thd vl the d8kB %ﬁ%l%f thetiRkiP4aR6 tHpef oP@dMapered portion
such as cal ci um channel bl ockers, beta-adrénoceptor

bl oelidbe blades gheodistarterbetwennche rampscieimgabsiamiBlly the same as the
I n hﬂi?tla}xgerge’twge{}gﬁlg Itaﬁ:%%e'{fgﬁoﬁic%fs%ﬁlg & é% er:]%t ﬁ?ig[ﬁglf%téaiy clo}n?elcged pair of

| owering agen y)
o cklR] aheretf the roagk appbrt Bothahillsdgfors He mil cut the casing in which

pent oxyfylline; thronbolytics; and anticoagul ants
i ncyaibidstEopisdeeated aggregation inhibitors. The present
14 nvention still further relates to the conbination of

a conpound of the invention together with CNS agents
such as Anysteimmsehdmaod & ¢lsinch wisersiarahropbtres®) mill has a larger

ant i..- Par ki,nsonj an drugs .(su as deprenyl., L-dopa, )
O ARt LA 3o e e 30 R TR SR IS eEreatts cut the casing
sel rghRehadSivhdeagdihiine. conP inhibitors such as

tasmar, A-2 inhibitors, dopam ne reuptake inhibitors,
NVDA ant agoni sts, nicotine agoni sts, dopam ne agonists

@Ndy i Nhi pitors of . neuronal. njtric oxide synthase nd

2Oa_nt A Z& é}’%%?"aé c]&]uga(ims aim gr %’o‘ﬁ G b’lxton e eme)nt of firdened
ri vidgetights RRateHaeWhrdes snfdilr diatidttrRhd OfF & least some of said blades on
propentofylline or netrifonate. The present invention

st i qach plisaihmilly for aeting agginshihe semps t9aaspishingrevgntngihsamd from
of . y . . i '
Cr ol B 3@ ARRE AL ol ARV N SRttty cutwardly to
cendut adifl wiadwlv.per i pheral | y-acti ng anal gesi cs such as
opi oi d anal ogues and derivatives, carbamazepi ne,
25phenytoin, sodi um val proate, amtryptiline and other
ant4 deprggaadh a8eRh&d m%&%‘f&%&ﬁ&g' clARI WRORISAIPERY gﬁ? shavea
anti-inflanmmtory agents. The présent "invention sti ?
f urbubien elegieat povided thee@onbi nati on of a conpound of
the invention together with parenterally or
topi cal ly-applied (including inhaled) |oca
anaest heg biT‘_st@ﬁ anEBiBMTR aﬁ? précaRG I, Mherein said cutting surface is
anal ogues. The conpounds of "the present invention nay
30a| gordediaeeand of wenetsifmatura diamard, pelycrystllinsameridsand tungsten
aggg%ik;ncluding hor nonal agents such as ral oxifene,
an I'Sphosphonat es such as al endronate. The present
invention still further relates to the conbination of
a conmpound of the invention together with tryptase
inhibitors; platelet activating factor (PAF)
antagoni sts; interleukin converting enzyne (| CE)
i nhi bitors; | MPDH inhibitors; athesion nol ecul e
i nhibitors including VLA-4 antagoni sts; cathepsins;
Ki nase inhibitors including but not limted to

- Y . S o ~a ' -~



20 N-{5-r6-Chl oro-5 -(6-phenoxypyridin-3

-yl sul fonyl am no) pyridin-3 -yll-4-nethyl- 1, 3-thiazol -
wQ20pblos68®et ami de bi sftrifl uoroacetate) Using apCT/GB2005/004275

anal ogous nethod to that described in Exanple 11,

I V~[ 5- (5-am no-

6-chl oropyridin-3-yl)-4-nmethyl -1, 3-thiazol -2-yl]acetam

i de was reacted with 6-phenoxypyri di ne-3-sul fonyl

chl gri dext Y Is

ret gntl on S?St%l OCTI %H%%ﬁmﬁ %‘7@ Sg%‘?%%f% nﬁ%algceacﬁ%ave 2
Specdmvaxmui(easwfacaefemhtﬁadlﬁgsdi&wbiﬁdtookr s); 9.17 (IH, br

s); 851 (IH mM; 831 (IH d); 821 (IH m; 8.01

(IH, d); 7.45 (2H, m); 7.27 (IHmM; 7.20 - 7.15 (3H,
?167§n37é(1 Hems%s r%a%tééalﬂ@llﬂzn'l S br 6 Mifisre AR ButtBn’ clditdilts are formed

N- { ot pagurahdiamond of golyerystalbine disnsuidf ony| ani no) pyri di n- 3
-vH4-nethyl - 1, 3-thiazol-2- yl| acetam de

trifluoroacet ate Usi ng an anal ogous nethod to that

desgri bed syﬁeﬁxa% hlied ln anfM\prbéed iz @) therem said angle of inclination
6-chl oropyridi n-3-yl)-4-nmethyl-1,3-thiazol -2-yl]acetam

i deofrash ramap prdhthgitanen oﬁ$at1d tapened @arion grothg bladhs isrin the reage 7° to

g|v ot oyund (Method A HPLC: retention tine
SO tgﬁbetﬂéﬁ lﬁld u%qyl el d; 1H NMR Spectrum :
l(IacetonedG) 11 O8(IH br s); 9.40 (IH, br s) 845

(IH, .d); 5 (2H,. m,; 8.02
(SI-P s): Xfyszerm(ag»q@l@ d iglaim &ndhereip spid aquﬁs sto&healongltudmal
470,4;Exampl e 19 N
{5-r6-Chl oro-5- (" 3- net hoxyphenyl sul f onyl am no) pyri di n-
3-yll-4- msthyl 1, 3-thiazol - 2-vUacet am de

LA A B 0

13- chl or opy&iifs B panm;eﬁaﬂny%bhﬂéaéd il hfe@e?a@ébiy? ca(ﬁlileé&att@m

ide was reacted with t hoxybenzenesul f

onyl
chl Whlip@teck mtqyp berehple qasmg,esadcmﬁl@ ¢ach havinga nlunahﬂput

| .
5 B S U B By
( ladd sdi)d whip&3cKk thuSg 8 least tHhé Ldidlly sphoed/radths Q)fd‘h&ddhereon each
7.29 23.(2H ; 382 3H s); 2.27 (3 ;

( 372id anw&geglgsﬁ’@é%naa% W s@s@ bh@nal%extmla@ﬂm qach ramp

201 5| lf %&hﬁ%@tﬁﬂi&% W@%&Ha&fg@ A@@Rﬁ[ﬂaﬁbﬂs fad the

tr |tapar@naaldetapdral pJatmg oﬁsambhﬂmwmg‘a‘:‘mhmﬁr aueplé bfinclination, the

gei %t%l?cg&?{:\yqygﬁﬁ% s én%phiﬁn(t}allyr%e same as the distance between the
. 3-thpdré¥ firtidn ¥r bRE&L am de was reacted with

2. cyanobenzenesulfonyl chloride to give the title

c 0 rrp oundriemingithe whipiepgk: sortbatahe rampstarw@ectmwam atlesied

25g) :otnisBBg fou e Vo in Ggink i giting Hgghgh g formation o a

7. 8Bsitddhedv Wratioh, 33 (3H3 s); 2 16 (3H3 s); Mass
Spectrum_ M-H+ 448 and 450. Exanpl e 21
~( 5- { 6- epleRsiRg thecanpertioy hetsieem theymibls eng K whipsiptlani no]

D1l R 0 g s i

desd b&dfﬂﬁéspebﬂfﬁ(mnib hlﬁ:adelﬁﬂédpécﬁvé ParaAplidoovnward movement of said mills
6- chlorog ridin- - 4- et hy

307 gepinptearanpy P?‘%:?E’e& B 0n¢ @ibe aeillsfa st cut the casing and
4-
{1 R SN P AT St M dB R Rr R P i,
m nutes); 1H NVR Spectrum : (DMSCQd6) 12.25 (IH, s);
10.32 (IH 3 s); 8.31(IH d); 7.72 (2H, d); 7.63 (IH,
d; 7.15 (2H, d); 4.28 (2H, t); 3.04 (2H t); 2.29
(3H, s); 2.16 (3H, s); Mass Speéztrum: M+H+ 492 and
494. Exanple 22
I V-1 5-(5-Benzyl sul fonyl am no- 6-chl oropyri di n- 3-yl V4- ne
thyI L3 th| azol 2 yI 1acet am de tr| fI uor oacet ate Usi ng

o o o o N a o, o A A




7.63-7.57 (3H); 2.21 (3H, s); Mass Spectrum: MrH+
424. The -[5-(2-am no- 4-net hyl -

wa 2®e6n0ki73z 0l - 5-yl ) - 2- chl or opyri di n- PCT/GB2005/004275
3-yl ] benzenesul f onam de used as a starting materia
was prepared as follows :- Using an anal ogous net hod
to that described in the portion of Exanple 49 that is
concer ned mﬁth the preparation of starting nmaterials,

V-] 5-. : :
5. e nRE RS mavemeyt sasine &y gow bt pihinio te pging nd
ol - ddettdching topeiatiens @sbepseiotmyd tdowdht foragioaous

hydrochl oric acid. Preparative HPLC under neutra
conditions gave the required starting material which
was sufficiently pure to be used in the next step.
Exanpl e 51

5 r5-(5-Benzenesul f onyl am no- 6- chl or opyri di n- 3-yl ) - 4-nme
thyl - U-t hi azol - 2-yl | -5-net hyl - 2-phenyl-2 -ri, 2,3

~| -triazol e- 4- car boxam de

-[5-(2- Am no-4-net hyl -1, 3-thi azol -5-yl)-2-chl oropyrid
n- 3-yl ] benzenesul f onam de (19 ng, 0.05 mmol) was

di ssolved in dry DMF ( 1 nlL). 5-Methyl-2-rhenyl -
-[1,2,3]- triazol e-4-carbonyl chloride (12.5 ng, 0.056
mol ) was added and the m xture was stirred at room
tenperature for 35 mnutes. The progress of the
reacti on was anal yzed by HPLC (system A). Addi di onal

5- net hyl - 2- phenyl -2H-[1, 2, 3] -tri azol e- 4-car bonyl
chloride (2 ng, 0.01 mvol) was added and stirring was
continued for 40 m nutes. The m xture was partitioned
bet ween aqueous saturated sodi um hydrogen carbonate
and ethyl acetate. The organi c phase was washed with
wat er and brine and evaporated. The resi due was
subjected to preparative HPLC (Reprosil 100 C1 8, 20
X 250 mm 10- 60% sol vent B over 40 minutes).
Appropriate fractions were pool ed, concentrated and
freeze dried to give the title conpound as its
trifiuoroacetic acid salt (12 ng, 30%; 1H NWR
Spectrum (DVBSQd6 + D20 8.67 (IH, d); 8.35 (IH d);
8.19 (2H, d); 7.91 (IH, t); 7.79 (2H, t); 7.53 (4H

d; 7.51-7.44 (IH m; 2.50 (3H, s); 2.24 (3H, s);
Mass Spectrum M-H+ 566. The title conpounds of
Exanpl es 52-56 were prepared by a nmethod anal ogous to
that described in Exanple 51. Exanple 52

-[ 5- (5- Benzenesul f onyl am no- 6-chl or opyri di n-3-yl)-4-ne
thyl-1,3-thiazol -2-yll- 2-benzyl oxyacetam de Usi nhg an
anal ogous nethod to that described in Exanple 51,

7V-[ 5-(2-am no-4-net hyl |,

3-thiazol -5-yl)-2-chl oropyridin-3-yl] benzenesul f onam d
e was reacted w th2-benzyl oxyacetyl chloride. The
reacti on product was purified by preparative HPLC
(Method A) to give the title product (retention tine
9.6 mnutes); 1H NMR Spectrum: (DVsQd6 + D20) 8.56
(IH d); 809 (IH d); 803 (2H, br d); 7.83 (IH t);
7.70 (2H, t); 7.31-7.26 (3H); 7.26-7.24 (2H); 4.41
(2H, AB system; 4.12 (IH d); 3.86 (IH d); 2.24 (3H,
s); Mass Spectrum MrH+ 529. Exanple 53

N-r 5- (5- Benzenesul f.onyl am no- 6- chl oropyridi n-3-yl)-4-m
ethyl -1, 3-thi azol -2-vn- 2-(4-net hoxyphenvDacet am de
Usi ng an anal ogous nethod to that described in Exanple
51, iV-[5-(2-am no-4-nethyll,

3-thiazol -5-yl)-2-chl oropyridin-3-yl]benzenesul fonani d
e was reacted with 2-(4-nmethoxybenzyl)acetyl chloride.
The reaction product was purified by preparative HPLC
(Method A) to give the title prﬂpuct (retention tine
9.1 mnutes); 1H NWMR Spectrum : (DVSQd6 + D20 8. 60
(IH d); 8.01 (2H, d); 7.93 (IH, d) 7:81 (2H, t);

7 68 (2H, t); 6.85 (IH d); 6 78 (2H, d) 3 68 (3H,

P T 11 N "~ I~ A 7 1 1 SN NS A a
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