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Suitably, Ar represents cyclohexyl.

Preferably Ar is pheny! or cyclohexyl.

Suitably, R represents C. alkyl, for example methyl or ethyl or iso-propyl.

In one preferred aspect, R is ethyl. In another preferred aspect, R is methyl or
30 1sopropyl.

Suitably R, represents hydrogen, C,., alkoxy, for example methoxy, or hydroxy.
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group.
The term 'carbocylic' refers to cycloalkyl and aryl rings.
The term 'gycloalkyl’ includes groups having 3 to 12, suitably 4 to 6 ring carbon
atoms.

The term 'aryl' includes phenyl and naphthyl, preferably phenyl which unless
specified to the contrary optionally comprise up to five, preferably up to three
substituents selected from halogen, alkyl, phenyl, alkoxy, haloalkyl, hydroxyalkyl,
hydroxy, amino, nitro, cyano, carboxy, alkoxycarbonyl, alkoxycarbonylalkyl,
alkylcarbonyloxy, or alkylcarbony! groups.

The term 'aromatic heterocyclic group' includes groups comprising aromatic
heterocyclic rings containing from 5 to 12 ring atoms, suitably 5 or 6, and comprising up
to four hetero-atoms in the or each ring selected from S, O or N.
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wherein R', R4’ and Ar' are R, R4 and Ar as defined for formula (I) or a group or
atom convertible to R, R4 and Ar respectively; to form a compound of formula (Ib):
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The reaction between the compound of formula (II) or the active derivative

thereof and the compound of formula (III) is carried out under the appropriate
conventional conditions for the particular compounds chosen. Generally, when the
compound of formula (II) is present as an active derivative the reaction is carried out
using the same solvent and conditions as used to prepare the active derivative, preferably
the active derivative is prepared in situ prior to forming the compound of formula (Ib)
and thereafter the compound of formula (I) or a salt thereof and/or a solvate thereof is
prepared.

For example, the reaction between an active derivative of the compound of
formula (II) and the compound of formula (III) may be carried out:

(a) by first preparing an acid chloride and then coupling said chloride with the
compound of formula (III) in the presence of an inorganic or organic base in a suitable
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wherein Ar', R', R'1, R'2, R'3, R'4 and R'5 are as defined above.

It will be appreciated that a compound of formula (Ib) may be converted to a
compound of formula (I), or one compound of formula (I) may be converted to another
compound of formula (I) by interconversion of suitable substituents. Thus, certain
compounds of formula (I) and (Ib) are useful intermediates in forming other compounds
of the present invention.

Accordingly, in a further aspect the invention provides a process for preparing a
compound of formula (I), or a salt thereof and/or a solvate thereof, which process
comprises converting a compound of the above defined formula (Ib) wherein at least one
of Ar', R, R'|, R'3, R'3, Ry or R'5 is not Ar, R, R, Ry, R3, Ry or Ry respectively,
thereby to provide a compound of formula (I); and thereafter, as required, carrying out
one or more of the following optional steps:

6)) converting a compound of formula (I) into another compound of formula (I); and
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wherein Y'| and Y') are respectively Y| and Y7 as defined in relation to formula (I) or

protected forms thereof.

Suitably, Y'| and Y'; are Y{ and Y5.

Suitably, reaction between the compounds of formulae (IV) or the corresponding
alkyl (such as methyl or ethyl) ester and (V) is carried out under conventional amination
conditions, for example when L1 is a bromine atom then the reaction is conveniently
carried out in an aprotic solvent, such as tetrahydrofuran or dimethylformamide at any
temperature providing a suitable rate of formation of the required product, usually at
ambient temperature; preferably the reaction is carried out in the presence of
triethylamine (TEA) or K;COs.

A compound of formula (IV) or the corresponding alky! (such as methyl or ethyl)
ester is prepared by appropriate halogenation of a compound of formula (VI) or the
corresponding alkyl (such as methyl or ethyl) ester:
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-[110% & () (S 11fdngl-pyogy)-draie&’ ()-[-!10% & ()-[-!10% & ()-[-L, tkC8' (! 10%
[ - Sck* 2.75(3 1 p@fol) of the Fmoc protected derivative of Description 12 afforded by
l'hH, " (!1109% &p l}rmh-tl’lelﬂ%é’duﬁot{Bésa@%d& 16) t.h4 % %dé’é (gofftﬂejtﬁf’@c&n{p})nﬂd'lo%& ()
[-1109% & ()-[-gK+ (1 109% & ()-[-!10% & ()-[-1!10% 11098 & ()-[-!10% &
"()-[-110%8 & ()-[-!10% & ()-[-tT8" (! 10% & ()-[- 1110%&() [-110% & ()-[-111
0% & ()-[-110% & ()-[-!10% & ()-[-!10% & ()-[-pT8' (! 10% & ()-[-!!10% & ()-[
S110%W & ()-[-110% & ()-[-1109% & ()-[-!10% & ()-[-'!109% & ()-[-LO! 10% & () - -
110% & ()-[-&Sck*:  pL2 p9E
| pT4' ()-[-110% & ()-[-!10% & ()-[-1109% & ()-[-!10% & ()-[-'!10% & ()-[-! 10%
& ()-[-110% & ()-[-1L0" ()-[-!10% & ()-[-!10% & ()-[-!10% & ()-[-!10% & ()- [
-1109%8 & ()-[-1109% & ()-[-! 10% & ()--
gkl ()-[-1109% & ()-[--110% & ()-[-!109% & ()-[-!10% & ()-[-!10% & ()-[-!10%
& ()-[-'10% & ()-[-
KI'()-[-110% & ()-[--1109% & ()-[-!109% & ()-[-!10% & ()-[-!10% & ()-[-!10%
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-G (c 110%B & ()-CG(c 110 & ()-Cc 1109 & () -
-CGc 1108 & ()-CGc 1108 & ()-CGc 108 & ()-Cc
-CGc 1108 & ()-CGkK4' ()-Cc 11098 & (c !109% &
-Cc '10% & ()-C-Cc 11098 & ()34-c 1098 & ()-C
-C-Sco) ? ks I 3f IpT4'()-Cc 1108 & ()-Cc !1
-Cc 110% & ()-Cc llO%&() CGc l10% & ()-C
CtT8 ()-Cc 1108 & ()-CGc 110% & ()-Cc 10
CCooHnB® & ()-Cc 110% & ()-Cc 110% & ()-C
-CMW-";LQMQA() Cc '10%& ()-CGc 110U & ()-C
-Cg NMQ%(@MSG@ P& 63D);@-57-3.8: ,'2(331(43}3%3&'(
- n:éob LI ¢94(1m%ff g r(%&g@@f@ﬁe(&n@r&@
co) c '10%B & ()-C(c 1109
% ¢

;
() m? ési@ " ggi (h?fgﬁ‘i“g: :g%ll % gz{g‘@i
G s

| 100kof Ty F@Qés@(ﬂ%@oﬁ CLOILO' (¢ !10% & (ﬁ c Sco)’7 _ s‘.l
| 10% solvyntovas conepnirated andihg gesidug puwfigd byflashic

Uk raphy.oa

- Csilichgad (WKL Gy MeCH | 982} ff qmgﬂé@(xxadlﬂ@%)&f@atmeccorrmgw@ ()-Cc
- Cwehi¢hl 984 &ed Witbout putifiedtiin(iy the-folldviiogsep.() - C-c 110% & ()-C- 1 LO' (¢
-Cc 110% & ()-Cc 110%& ()-Cc '10%B & ()-Cc 110% & ()-C-c

- CO3HANg0%: ()-C 1 P4' (¢ 110%& ()-Cc 110%B & ()-Cc ! 10%& ()-Cc
-CMW 38884 ()-Cc 110%& ()-Cc 110%& ()-C kO'(c '10% & ()-Cc
C

- Clygay ! 395hr 14 148 &1631@651{ 1988 () - C
ZC759< )3*5'7“3*)9‘7”%‘? 22 (ﬁz)?(m’g%; &7 i )%&() co
-C7C56c°5 i E@ ?'Pc‘fg‘cﬁc I10%&() CC

GC $ |10%]1& O%ﬁ% )-C
6 3- lirpin me
-cpem{ws B A g@%‘f‘(& %ﬁg‘? -F%g/aog-&:%%é& ié f?yb) g °
- -Cc 110%.& Gc !1109% c'l
- n S ST e P(n%fe&éﬂmmf;a() gq xd%%c
- Cleeyechobegd-ethy-amide {¢pm xample3s) end sc(hoa?me!) of - ¢ NCPQ_OC
- Cearbonimigladifijcicasd fymethylguifonyd)-di BéD@)I“@m/mte(d)
-cameﬁumo/a%b(r)amxmep@%r&qu@en 8 ok @HC c 110% & ()-Cc
- CThp salyentiwvas, copeentragdmad the residueipuafisdby flashchromateryaply(Op- C- ¢
- Cs&mageltﬁwl(zd\ef@ki p1BYatording 0-52g! ABade title-cOmpoyridrwiich Mos weed
- CwitHouopariicatioCincthe fodleavdng stepC- ¢ ! 1098 & ()-C-c 110%B & ()-Cc¢
-Cc 110% & ()-Ctuwxz{|I PO' (c 110% & ()-Cc !10% & ()-Cc
- CQyHM0&,()-Cc 11098 & ()-CGc 110% & ()-Cc 110% & ()-C LOc
-cmwae%ga() C-Sco)? _ ks I13f 1k®B' ()-Cc 110%& ()-Cc
- C'HoNMIOS (0B @9513@%{& 1(28¢ Lg;%? 114304 5%&1 62:1G4¢s )L O WBEH)) - C- C
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-Cc 1108 & ()-Cc 1104 & ()-CLOc 104 & ()-C-c ! 10% & () - CSco)’>
I pP4' ()-C-c 110% & ()-Cc '10% & ()-Cc !'10% & ()-Cc

-CGc 110% & ()-CGc '10% & ()-Cc 104 & ()-C | P4 ()-Cc

-Cc 11048 & ()-Cc 11048 & ()-Cc 1104 & ()-Cc 1048 & ()-Cc
CC 110% & ()-CkQ' ()-Cc 110%& ()-Cc !10% & ()-C-c

-C-c 1108 & ()-Cc 1108 & ()-Cc 108 & ()-C (c

Cp 8'()-Cc 1104 & ()-Cc 1104 & ()-Cc 1104 & ()-Cc¢

-Cc 11048 & ()-Cc 1104 & ()-Cc 104 & ()-C Sco)? _ ks I13f Ic
-Cc 1104 & ()-C pT8ks 13fc 11048 & ()-Cc 1108 & ()-Cc

-Cc 110% & ()-Cc 110% & ()-Cc 1 10% & ()-Cc 1 10% & ()-C



1109 & ()-Cc 110% & ()-Cc 110% & ()-Cc 110 & ()-CtX8 ()-Cc
110% & ()-C-c 1108 & ()-Cc '10% & ()-Cc '10%& ()-Cc !1 0%&() Cc
110% & ()-C-c 110% & ()-CkK/'()-Cc 110% & ()-Cc !10% & () -

L110% & ()-Cc 110% & ()-Cc 110% & ()36-¢c 110% & ()-C (¢ 12June 2003
110% & ()-CL,kK/ ' (c 1109 & ()-CSco)? _ ks 13f 11L0" (c 110%& ()-Cc
110% & ()-C-c 108 & ()-Cc 10 & ()-Cc 110% & ()-Cc 1108 & ()-Cc
11098 & () - Copifit hy@roickdd it bF theritle Ldfp Lﬁad(ikﬁ i§cSmpokRdtiiis Giedlwithoul Bidngr () - G- ¢
11098 & () - Cpfirif %dgtlm%&( C oK+ (c 1109 & ()-Cc 110% & ()-C-c
110% & ()-Cc¢c 'l %&%‘ 10% & ()-Cc 110% & ()-Cc 10% & ()-C 1 P4 (¢
'10%&()'Cccl-k ()-Cc 110 & ()-Cc 110%& ()-Cc 110 & ()-Cc
110% & () - C; ENJ%%% ()-C-+l P4' (Sco)? _ ks 13f I(c 110% & ()-C-ILO" (c
'10%&()-0 Cc 110% & ()-C-c ! 10% & () - C—c 11098 & ()-C-c
1 10% & ()-CHNM.B%(@L dodk&ﬂaé(ﬁ ok B(3W); 1 AGOAER: ()5 -B(IH %2 5GcC
1 10% & () - CRA6(3HNWB Q5 36(HHNAB B (H); ¢02(IHINPA &7 O) (8Elar)G8.06¢1 Hatl3os & () - C- (¢
1 109 & () - C8SS(HHERWith-IBO)pEnd.0% & ()-C-c 110% & ()-Cc ! 10% & ()-Cc
110% & ()-C-gG+ (¢ 110% & ()-C(c '10% & ()-Cc 110% & ()-Cc 110% & ()-Cc
110% & () - CDESCRIPTEON )1 8 C3440x0%iferidin(-glisd etliyd)-2-p@h ¥-uindline-4-ddi¥bRylic) - C-C
11098 & () - Casid!( %ﬁh‘ﬂﬁg Spylads ()-Cc 1108 & ()-Cc 108 & ()-Cgk/ ' (c
11098 & () - CS@‘arﬁ @& 3(Brofsometh} 138 Bedylquf &méJtQ&b%x&Qc&&&mkﬂaQ%s&r() Cc
:ig‘ﬁg 8'C lscﬁ:pnénﬁﬂnd( oﬂ éhéin} /fh ( Yo% proded &&t&x_;\a(c I'10c

9 - dQscr z%gym ¢ iHed i arfd
110% & () - W& ()-Cc
Ilo%&gg-cll g%ﬁ@% jﬁ %“y) f"{[’b%}gﬁ @E&Q@@ p8 )c
'10%&()-Cc 110%&() Cc 110%&() Cc 110%&() Cc !110% & ( Cc
110% & () - G, ./ 010S8' (¢ '10% & () - Cc'lO%&() -C
110% & ()-C G J@%d& Cc 110% & ()-C (c '10% & ()-C (¢
110% & () - cNi 32 10%& -C-c 110% & ()-C &Sco)? _ ks’ | 3f
1 4679: <=?gKHNMR qumwmﬁ%ﬂ LIO(BHY; 214623 GH-3S8C2HN SRBEHD) - C- ¢
1 109% & () - C7d2+8L08¢1 €M 4r); xzmlmmmzh@zoopxﬁ@CEFm P4' (c 110% & ()-Cc¢
110% & ()-C-c 1108 & ()-Cc 10 & ()-Cc 110% & ()-Cc 1 10%W & ()- Cc
11098 & () - Cﬁﬂéd}@@TmK*w(a-rbr 1(1) pkﬁe@%x& i-)cnﬁs% A4er-bn
1109% & () - egtllotycs&() Cc !1 -C 110% & Z[ t gK+'

1 10% & I1 % 09 Cc
1 10% & 8 co ségﬁ@ﬂé%l)% ipraging: Fifgﬁ)g@c(af‘d&%%“%@;%‘%(?ﬁ 7%%%2{’65?“;‘}53 | 3f
| Nabcdef goStissglved iaclS 2 laand 452062 & muyolpoBK.CQpwerg'addedcThe mixture

1 109 & () - Cwas kodled & Q°C 26464 4 (3B r(xmekxoﬁtenmlau(fam@@upmdmwmu( )-C ¢

: ig‘)ﬁ g 8 - ga&o'réﬁgﬁo?ciﬁ 1D.90C 0684534, )56@-89 disa&%d&n(sbn@wcmc%&ré dddedc

0 - ‘ r Cc
BRBe o AR el
110% & () - fﬁ%"&
| 1096 & Ei-cex&aqteﬂo%ﬂ& HCle. Tha orapihasescyre coleg .g@r(ep el ©
1 109 & () - Cevrpoyated zmmatfo dryness focyield % gof(the Blaconmpuhday 3 yellow solid
110% & ()-C-c 110% & ()-CGc 10 & ()-Cc '10% & ()-Cc 110%B & ()-Cc@' (¢
110% & (¢ ! % guc)ch 1109 & ()-C-c 110% & ()-Cc 110%& ()-Cc
110% & () - Cg @%% -CkQ'(c 110%& ()-Cc '10% & ()-Cc 110% & ()-Cc
110% & () - C; 1 rG1LO (c !10% & c
Ilo%&gg-clg 3(%9‘@ MG 8 7,005, 9182633% C '1(()%&() HURE
110% & ()-C SCC%M ks I3f Ic 110% & ()-Cc 110%&() CtX<ks'13f Ic
11098 & () - CRESCRIFITEON 20C4eDinethgleul{amapl-piperasa sl (privxylic 1dduar-bytyC- c
1 109 & () - Cestet10% & ()- C-hLOksc !110% & ()-C-c |10%&() Cc 110%& ()-Cc
:igfﬁzgg-g eailéa%s&éc):é"d Lbés@ n(l)qﬁ?o bé@ §5ﬂn rhvol) b Odlﬂﬂ&g)-c-c
110% & () -G ‘%) & €65 sty
1109 & () - c{ %@)@& i '~‘(‘3° E@é&jaﬁ’ed ks' | 3f
lc 110% & ()&seyebex 90'10%&() 0c|10%&() 0c|10%&() Cc
110% & ()-C-c 110%&() Cc 110%& ()-Cc !'10% & ()-C pP4kSc 110% & ()-C &
1109 & ()-C-c !10% & ()-Cc 110% & ()-Cc 11098 & ()-Cc 1108 & ()-Cc
1109 & ()-C kO3kSc ! 10% &() C-c !10% & () Cc 110%& ()-C(c
1109 & ()-C-(c !'10% & ()-C-c !10% & ()- c 1109 & ()-C-t X<kSc !c
110% & ()-Clc 110% & ()-C!c !10% & () Clc 110% & ()-Cc 110% & ()-Cc
P10 & ()-Cc 1108 & ()-CLOc 108 & ()-Cc 108 & ()-CSco)? _ ks | 3f
1t X<'()-C-c 110c 110 & ()-Cc '10% & ()-Cc 1 10% & ()-Cc 110% & ()-C-c
110% & ()-Cc 1108 & ()-Cc '10% & ()-C tX<' ()-Cc !110c 110 & ()-Cc
11098 & ()-Cc 110% & ()-Cc 110% & ()-Cc 110%& ()-Cc 110%& ()-Cc
11098 & ()-C-kK/' ()-C-c 11048 & ()-Cc !10%& ()-Cc 108 & ()-Cc
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Ccl1I0B& ()-Cc 1108 & ()-Cc 110B & ()-Cc 1108 & ()-Cc

Cc l1I0%B& ()-CpT4' ()-CGc 1108 & ()-Cc 1108 & ()-Cc

CcllI0B& ()-Cc 110B & ()-Cc 1108 & ()-Cc

CpT4' ()-CGc 1108 & ()-Cc BBOW & ()-Cc !10% & ()2 Guoe 2003

Cc 1109 & () CcllI0B& ()-Cc 1108 & ()-CLOCc 1108 & ()-Cc

C-Sco)? ks I13f IgK+' (c 110U & ()-Cc llO%& ()-CGc

Ccl1I0B& ()-Cc 1108 & ()-Cc 110B & ()-Cc 1108 & ()-CILO (c
) - ) -

C
-Cc 1108 & ()-Cc 1108 & ()-Cc !10% & ( c!lO%&'()-C—c

- CCoHaNA&' ()- G- 0S7' (cc 11098 & ()-Cc 10% & ()-Cc 110 & ()-Cc¢

- CMW < 293989 ()-C--c !10% & ()-Cc !10% & ()-C toS7' (cc

-G 1 QP42 H10% & ()-C-c !10% & ()-C-c
At 2&9%%18% Fed7 9%0%953 e 06 & ()-C-Sco)? _ ks’ I 3f
- C 1 109% Cc 109 & Cc 110% & ( Cc 110% & Cc
- CD@JSCc%é%@ 1(:3’@“%“)8'&5(“)“1'%‘})? agid 1gr¢- bw&amlﬂ)ec 110% & () - 8 c
-CA6 8 (ﬂe%r&n@) o4 gerv-borydselfimoyl-piperazlieg lecarpoxglic atitigey-uty) eter
@mbolnd 6F Desctipliod 19) Werddifsolved B4 Bm( pf CHIC!, hﬂd)% 1&'1 6930% (c

s
- Cefhereniliafe @ex@)ad&‘:d( ?hé gcﬁtﬁd% was S%Téd:at r%’n@té‘ni 7 h(TheC- cC
-G )-C-c
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- CHite 9l & c 110% & ()-Cc '110% & ()-Cc '10% & ()-Cc¢

- Gy

- Kl 04 0% & ()-Cc
-SH% aﬁ%ﬁ% 1l e W O 7 T g

- C- | #$ KK/ éff 110% & ()-C (c |10%& ()-C-c 110% & ()-C(c

- CDESORIBTAQIN 23 - Biperazined gulfynicCacid /diwethglamide- $9&' LOc

- C18 g!(44034 fin{oly 6F Seimethylsulfamb Bk daerﬁixﬁefl -Qéxbﬂ'ﬂyl{c)acﬁ-tﬁrtlbutyl ester

- C'(&mwa% 6t ésc%ﬁ&ni 1(530 \Qd ﬁ : 1o G C
i Cc c;e‘g%gw’? e %cgﬁqég/g %Luirbw sgrrp 6%0%?“ ratire “fot }g A ()-Cc
- Csolvens pRerygePrated inpgoyagtodrymeseyieldingd g 9 t@c title compoyndps g ¢

-CM(lutelscllO%&() CGc '10% & ()-Cc 11098 & ()-CGEFA JMO L+ (¢
-Cc llO%&() Cc !10%& ()-Cc !10% & ()-Cc !10% & ()-Cc

C
-Cc I10%&8 C IPO'(c |10%& ()-Cc !10% & ()-Cc
-chngN%@s&() Cc 104 & ()-Cc 10 & ()-Cc 109 & ()-C pP4 (c
()-Cc 11098 & ()-Cc 110% & ()-Cc !10% & ()-Cc
|

- -C- OPQRLOC !10% & ()-C-c !10% & ()-C Sco)? _ ks' | 3f
pTil,1 aé;%?q ;10%&() Cc 110%& ()-Cfc 110%& ()-Cc
O 6( 6@ 1336, 043 1p47.84, %61 éﬁ%‘%m@ cloe (-G °

-Cc'lO%& gh j kmmp glK+(c|10%& )-Cc 110% & ()-Cc
- cDESCJRi%I@ 3c3d taryBugylsylfamayl-pipeyazin-(yyl@ethyl)-2-phenyl-
- quqswmﬁmbqvlwmkbm\hytestm% & ()-Cc 110% & ()-C-c

- Clcs gqam r&mp))- dEptpeka]zﬁ%lgsL(lﬁonﬁ-md' r&z@-%&la(rhxd@(doh}pohﬂtoﬂ 10% & ()-Cc

- CoRSQ)Bon 2 Puld¥.od re(éus :ﬁe& JnO% il A
] C'2‘3412 48%4:\)){) 85 éﬁ?’ 4 lacthyl ester
) C(%oqx sc&pgoq 350 ed i )solttxch Va0

- Caddg 1fe%=&“5 19@%15961'9%182[ R regulting W)@f&‘”@ st@r%i at 1Q5UR teMPFLatire
- Cforgit. The splv:enlt ¥@8evapoeated ihe6u& to YiryBesscthie T&idue’ wWastaken up wnh 6N
- CHCY 2h@ Wadhed) with EtOA& %&a@eocs ﬁmé WD 81 e vt DN SEQH ard C
- CeRirfredd with 10 AE. T d{hed oler 141‘32594 bdd&%agorated o C

ooy ow%@r °‘*fﬁp§wm%% CpTen

-CGc 1108 & ()-CGc 1'10%B & ()-Cc I10%&() CpP4' ()-Cc
-Clashahede ()-Cc 110% & ()-Cc 110% & ()-Cc 110% & ()-Cc¢
-CMW 439663 ()-ChLO' ()-C-c 110% & ()-Cc '10% & ()-Cc

-CGc 110% & ()-Cc 110%& ()-Cc '10%B & ()-Cc¢

CkQ'()-Cc 110%& ()-Cc !'10% & ()-Cc 110% & ()-C Cc

Cc !10%8& ():C-c 110%& ()-Cc '10% & ()-C-LOkQ" ()-C-c
C)Sco)? _ ks'I13f IgKl'()-Cc 110%& ()-C-c 110% & ()- CC
Cc !110%& ()-Cc '10% & ()-Cc 110%& ()-Cc 110% & ()-C hL,
Cc 110%& ()-Cc '10% & ()-Cc 110% & ()-Cc 110% & ()-Cc
Cc 110%& ()-ChLO' (c 110% & ()-Cc 110% & ()-Cc !10% & (
Cc 110%& ()-Cc 1108 & ()-Cc 110%& ()-C-tT4' (c !10% & (
Cc !110%& ()-Cc '10%8 & ()-Cc 110% & ()-Cc !10%&'()-C-c
C tT4'(c 110%& ()-Cc !10% & ()-Cc 1108 & ()-Cc 10% & ()-Cc
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-C
-C
-C
-C
-C
- C-carbaxydic gci¢
- -3 '(6.04 brikhlY 6F I-J4-fBrmbuitylIodHadiof)-piberazihd noyzﬁn&tt(y))-z;pmym@%&u(e) Cc

1 10% &
1'10%
1109
1'10%
1 10%
1'10%
1109
1'10%
1 10%
1'10%
1109
1'10%
1 10%
1'10%
1109
1'10%
1 10%
1'10%
1109
1'10%
1 10%
1'10%
1 109
1'10%
_ ks
1'10%
1109
1'10%
1 10%
1'10%
1'10%
" #$t
1 10%
1'10%
1109
1'10%
lc !'1
1'10%
1'10%
1'10%
1 10%
1'10%
1'10%
! 10%

A PINAA AT

2020202020202020202020202020202020202020202020

3

N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N N

N

(
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
' (
() -
f
' (
' (
' (
' (
' (
' (
() -
() -
() -
() -

mmwwmmwgmmwwxmwwmmw
/vvvvvv* Qovvvv
>ooooooo:oooo

NN AN AN NN

) -
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1 10% & ()-[-@mm%e&h(qndf:amg@so igfiltearedpifan dlﬁcastedO/&Ih utmwaf ! gK/ (8
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cCO' (8 11098 109 & ()-[-8 '10% & ()-[-8 | 109% & (8 110% & ()-[-

1 A NN AL A PNAA AT A PINAA AT ~r~ N7 I~
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110% & () - [ -dBetbA®O8AdRAA thg [of Buckibfddnkydride] were addedSTRelfifnde (vas fhed refluxed for
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1109% & () {8 T 0% ( eDéE 1189 g et 1 109 & QD T 2| &
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1109 & ()42 T 2@ T) £D- T3 1698 &3+ DI HQE m_,T’Mocmﬁg)-[ﬁdw
110% & ()& T |18 sg’i.@DT %@E%‘-Dgzj[_' &é})-‘m‘r!% glgte T
llO%&'()-Emegrjgu_ & 2)g kT 40@&()4 T|'E1 %aj()-qjmu
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110% & () -t T T T T IO% & = DF T 1095 &= 00p000qc G T HTows
1109% & ()4{D-T |! & ()-D-T110% & ()-DIT 110% & ()-D-T 1B & [()ID-T
110% & ()-8 QC ?, T 19 !B () 18 T |BL0%E ()20 TR BB &R (R-D{ T
110% & ()-D-T [l 10% & ()-D-T ! 1098 & () - D{ QQQOOQAYPT ! 10% & (|)-D-ft| 3[1~!T
110% & ()-D2T 11004 & (Y-D T 11004 & () - DI QORRRRRCICT 110% & ()-D-kT
1109 & ()-D-T 110% & ()-D-T 110%8 & ()-D-T 1108 & ()-D-T 1108 & ()-D- T
1109% & ()-D-RR RRRRR ?T 110% & ()-T 110% & ()-D-T 110% & ()-D-T
1109 & ()-D-T 110% & ()-D-T 110% & ()-D-T 110% & () - D- RRRRRRA! 2T
1109 & ()-D-et 3[17 T 110% & ()-D-T 110% & ()-D-T
110% & ()-D-RIR#R&R R)R RcCT 1 10% & ()-D-eT 110% & ()-D-T 110% & ()-D-T
110% & ()-D-T 110% & ()-D-T 110% & ()-D-T 110% & ()-D, R RLR3R6R8R R_?T
110% & ()T 110% & ()-DT 110% & ()-DT 110% & ()-D-T ' 10% & ()-D- T
1109 & ()-D-T 1109 & ()-D-; RKR?PRARBRCR ?T ! 10% & ()T '10% & ()-D-T T
1109 & ()-D-T 110% & ()-D-T 1108 & ()-D-T 110%8 & ()-D- T

& ()-D

1'109% CRDRERFRCRHR~bF*?T 110% & ()-D-T 110%B & ()-D-T 1108 & ()-D- T
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1 10% & ()-D-RS] S*S_SaScSgSgG+T T !10%t T !109% & ()-D-T 110% & ()-D-T

1109% & ()-D-T 110% & ()-D-DT ! 10% & (
110%t T !10% & ()-D-T !10% T ! 10% &
"1 109 & ()- D pSqSr SsSt SvS~bF&G+T ! 1098
110% & () - D et
110% & ()-D-T 110% & ()-D-T ' 10% & () -
1109 & () - D ~SSSSSS*pT8et  3[ 171 T 110
1109 & () - D- SSSSSSS_?8et

F'10% & ()-D-T 1108 & ()-D- T ! 10%4-&)

)-D-T ! 10% & ()-D-gSi SkSmBpSgG+T T
()-DT 110%& ()-D-T 110% & ()-D- T
&9)-D-T 11048 & ()-D- T

3[ 17 vSwSySzS{ S| S} S-SpT8T ! 109 ! 10% & () - 01121 9&%5‘2(9??

DT !10%& ()-D-T
W& ()-D-T 1104 & ()-D-T 104 & ()-D- T

3[1T 1108 & ()-D-T '10% & ()-D-T 110% & ()-D- T

- SSSSSSS_C8et  3[1T !110% & ()-D-T

Ro

110% & ()-D-T 110% & ()-D-T ! 10%
1109 & () - D- SSSSSSF&CST ! 109% & (
1109 & () - D- SSSSSSS_?8T ! 109 &T
110% & ()-D-T 110% & ()-D-T ! 10%
110% & ()-D-T 110% & ()-D-T ! 10%
1109 & () - D- SSSSSSS_?8T ! 109 &T

=4

plEnerepyd-

T110% & ()-D-T
3[1M T 1104 & ()-D-T 1104 & ()-D- T
()-DT 11098 & ()-D-T 1108 & ()-D- T
SSSSSSS_?8T 1109 &T 110% & ()-D- T
T110% & ()-D-T
()-D-T 1104 & ()-D-T 110% & ()-D-T

1109 & ()-D-T 110% & ()-D-T ! 10948 §) - [ SSSSS_28T ! 109 &T ! 10% & ()-D-T
110% & ()-D-T 110% & ()-DT 1048 -DT 110% & ()-D- T

1 109% & () - D- SSSSSzZ: _?8T 110% ! 18Y&& (|)-D-T 110% & ()-D-T 110% & ()-D-et
3[ 171 SSSSTTT_28T ! 10% 1108 & (){1B{2 11048 & ()-D-T 1108 & ()-D- T

110% & ()-D-T 110% & ()-D-T ! 1048|%) - O TTTTTT! T_?8T ! 10% ! 104 & ()-D-T
1104 & ()-D-T 110% & ()-D-T 1104 &€ -D-T 1104 & ()-D-T

11098 & ()-D- ! T"T$TE&T*T. T~A>T | 1004&2()-|D-T 1109 & ()-D-T 110% & ()-D-T
1109 & ()-D-et 3[1M!. TOT2TATOT; [@f 22T |1 1098 & ()-D-T ! 10% & ()-D- T
110% & ()-D-T 110% & ()-D-T ' 104F| Q) -0 T 110% & ()-D-T

1 109 & () - D- =T?TATGTKTPTRT 2T Iljge'g' (O)-DT 110% & ()-D-T '10% & ()-D-T
1109 & ()-D-T '109% & ()-D-T ! 109 &|€) - - T ! 10% & () - D- RTWN\ T] TAT=_?T
11098 & ()-Det 3[1M T 110% & ()-[BI2 10% & ()-D- T

1109 & ()-D-ATcTdTf ThTj TI TcCT | 108€ ()|-DeT 110% & ()-D-T 110% & ()-D-T
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110% & ()-D-T 110% & ()-D- T ! 10%
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110% & ()-D-T 110% & ()-D-T ! 10%
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-piie

alinerdxc

T 110% & ()-D-1 TnToTpTr Tt TvTgGT
110% & ()-D-T 110% & ()-D-T
110% & ()-DeT 110% & ()-D-T
110% & ()-D-T

T
?2T

11098 & ()-D-TTTTTY=_2T '10% & (){B[® 14 & ()-D-'et 3[1M T 110% & ()-D-T
1109% & ()-D- TTTTTTT_2T 110% & () 3*‘211 % & ()-D-T 110% & ()-D-T
110% & ()-D-T 110% & ()-D-T !10%'% BT 1109% & ()-D TTTTTTT_?T
110% & ()-DT 110% & ()-D-T ! 10% &8(E D|T 110% & ()-D-T 110% & ()-D-T
1104 & ()-D-T 110% & ()-D-TTTTTTI&4% ! 10% & ()-DT ! 10% & ()-D-T
!10%&'()-DT!10%&'()-DT!10%2'§- T'lO%&'() DT

1109% & ()-D- TTTTTTT_?T !110% & (){B[& 14 & ()-D-T 110% & ()-D-T

110% & ()-D-T 110% & ()-D-T 1 104 8| ® - T 1109 & ()-D TTTTTT-A>T
110% & ()-D-T 110% & ()-D-T I 10AR B -0-T 110% & ()-D-et  3[ 17 TTTTTTT_?T
110% & ()-D-T 110% & ()-D-T 1 10%%|&) -0 T 110% & ()-D-T 110% & ()-D-T
11098 & ()-D-T.110% & ()-D- TTTTTUUSPE + 109%-8-() - D T 1-10% & ()-D-T
110% & ()-D-T 110% & ()-D-T ! 1094§® - ' T 110% & ()-D-T ! 10%'& () D- UULU
UU-A>T 110% & ()-D-T 110% & () - Démoo & ()-D-et 3[1MT

1109 & ()-D-UUUUUUUUI L, T 11T 1104 z§)-DT 110% & ()-D-T 110% & ()-D-T
110% & ()-D-T 110% & ()-D-T | 10A&|Q-0- T 110% & ()-D UU U UsU&U) UcC, T 1 1T
11094 T 110% & ()-D-T !10% & ()-D{FE|*QB & ()-D-T 110% & ()-D- T
110% & ()-D- (T 110% & ()-D) U, U URUSE|=cC, T ' 1T 110% !10% & ()-D- T
1109% & ()-D-et  3[171(T !110% & ()(2DEBIHU7U; UAQBUEU 2, T 11T | 1090
110% & ()-D-T 110% & ()-D-T 1094 &[)-0-T 110% & ()-D-T 1 10% & ()-D-T

1 109 & ()-D- EUI ULUNUPUULUWI_ 2, T 1 1|1 109 ! 10% & ()-D-T 1104 & ()-D-T
1104 & ()-D-T 110% & ()-D-T ! 1094 &|&) -0 T 110% & ()- D-WHYU] U UcUeUi U 2, T
11T 110% 110% & ()-D-T 11094 & ()-O-T {1004 & ()-D-T 110% & ()-D-T

110% & ()-D-T 110% & ()-D-i UkUnUr

Ul

110% & ()-D-T 110% & ()-D-T ' 10% & () -

1109 & ()-D-zUUUUUUU 2, T ! 1T 1109 !1
1109 & ()-D-T 110% & ()-D-T 1 10% & () -
1109 110% & ()-D-T 110% & ()-D-' et

1109 110% & ()-D-T 110% & ()-D-T ! 10
1109 & ()-D-UUUUULU ?, T 11T 1109% ! 10
110% & ()-D-T 1 10% & ()-D-T ! 10% & () -

110% & ()-D-T 110% & ()-D-T 1 10% & () -

110% & () - D UUUUUU-bF*?2, T T 110% & () -
11098 & ()-D-et  3[ 1M UUWUUWUM L, T T |
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U? T!1T 1109 !10% & ()-D-T
DT !110%& ()-D- T

0% & ()-DT 1108 & ()-D- T

DT 1109 & ()-D UUUUUy] = 2, T 11T
3[171T 1109 & ()-D-UUUUUUD 2, T 1T
%& ()-D-T 1104 & ()-DT '10%& ()-D-T
W& ()-DT!1104& ()-D-T 11048 & ()-D- T
D-UUUUUU 2, T 11T 1109 !109% & ()-D-T
DT !10%& ()-D-T

DT !10%& ()-D-T !10% & ()-D-DT
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@A) ACAQA eA~AAAAAAAAABCf EFI H JJJJJJ KKKS K4K@XJKQK[ KeKoKy KKKKKKKKKKKKKLLL(
LSLBLOL[ LCLnLyLLLLLLLLLLLLM\/NF VB MavL MSMe VB Ve MMVMVIVMIVMVMINNE N NSN@NLNYNE NpN| N

ﬁ ('\ .
N G TR S e o s o
RCRHRSRXRefRioRa RRSRRRRRES Cs2 SSRIYSH g5 SEIRSAIBRally sﬁbsﬁﬁ]%@éflsii;gT&"éFﬁ"EHTUUU
) USUEUMLI Uz UUUUUY VX ] An=" defghj | | #$Y& ()*+, - ./ 01234567809:
< >? @ABCOHRERIPH %&@% Pi\]~ " abcdef ghij kl mopgr st uvvw<yz{ |}~
"HSOR () *+, - RQIR #inear or branched C 1, loalkyl, C loalkylalkyl;
< >? @\BCDEFGH JKI. ETOMKYZL V] A at')?ééu? Y P aiylalkey;

"HEUR () * 4, - R();ngs@atsgwdrogen or up to three optxonal substltuents selecte ﬁ'om the list
< >9(%§ ??q%gggl %f% Q%WX %hée]n/}\'l- axchﬁef %ﬂcdxbl Hﬂﬁ%}g{' shalft\)lélg(n}/ %itl'c} cyano,
< =>? GABCLEakady) K NGRS, Usiviieilantido, agdelkeRydasbonyhp erifbidtuiettad,| heyloxy,

$%&' ()*+,-./0123456789;
< >9@\BCEE”@P|I°JKL‘?WOW§7Q§T@W9&Z{3¥’]’E°" abcdef ghi j kIl mopqgr st uvwxyz{ |}~

THSOR () *+, £ Q3noiet éCH )e-NY,Y; Wherein n is an integer in the range of from
< >’>@\BCDEFGHI J Q?ST r abctef ghi j kl mopgrst uvwxyz %
"#39R' (¥4 9, X0 mgdﬁﬁqzrggndcpcndmt y selected from Cs-alkyl; Cy4 alkyl subsnmted with

= " oy gl ST gl 55ET, Ol ARSI S RGN o ¢
GHI1 J I@ﬂacydlMl@lPCQ-Eﬂdﬁniﬂ; By onaxy1NCi1Z-4lky] dr Yy and Y atdgether withfthe nitrageh k|
m n$00/&p( ;Iatgry_msto; Hﬁyﬁdf&{s;;ée éttgc}led}rep?resent an optionally substituted N-linked single or

< ;;O%B()*+ ] %%%{%?@TWZ[\]A_ abcdef ghi j kIl mopqgr st uvwxyz{| } ~

<=>? G\BCDEFGHI BKL s\hterehRd PotRKaF 1 alkyh Sod syeienikyl Geopgeioaliovatioy pptionally

LT e /Quﬁsntufed) a.ryl, or' an optiéna?lylsﬁsﬁmf'cdssiﬁgl% & fhsed ;n'nﬁ aromafic @e@ér«?cyc]ic
group; and
R, represents hydrogen or C) alkyl;
Rs represents hydrogen or halogen;
wherein the compound of formula () is selected from any one of examples 13, 20,
25 29,32, 33,34,46,47, 48, 53, 55, 62, 67,78, 79, 80, 81 and 95.



kK 1 mn pqrstuvwxyz
#PUR' ()*+,-./0123456789:
<= >’>@\BCDEFGHI JKLM\IODQ?STUVV\XYZ[ \']~_"abcdef ghi j kl mopqr st uywyighk} 2003
" #$UR' ()*+,-./0123456789: ;
<=>? @ABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ] ~_" abcdef ghi j kl mopqr st uvwxyz{| } ~
I"#$UR' () *+,-./0123456789: ; =74 -
<=>?@\BCDEFGHI JKLMNOPQRSTUVWKYZ[\ ] " _~ abcéef ghi j kI mopqr st uvwxyz{| } ~
" #$UR' ()*+,-./0123456789: ;
<:>?@\BCDEFG—|I JKLI\/NCPQ?STU\/V\XYZ[ \]~_"abcdef ghi j kl mopqr st uvwxyz{| }~

"HPUR () *+, - /0123456789

< ;; %BCDEFG—II g}%‘, prcpara[noll of a%%?n%%{;gg H‘ormu?ep &S oY E %é J:l%:m 1,or

< >°@\BCDEE WTWXZB& vAtleK pfdield &4 rsi
#OY&! ()*+ﬂ_r| /01236Ti mes New Rona‘rJlfArl al Cgun er W 3 dﬁYlW%ﬁlbound of

Ent r yVor dfoseuiae@b er an aetpanderivative therqpf3456789: ;

<=>? @GABCDEFGHI JKLMNOPQRSTUVWKYZ[\ ] " 0 abccﬁf ghi j kI mopqr st uvwxyz{| } ~

I"H#B9R ()*+,-./0123456789: ;

<=>?@A\BCDEFGHI JKLMNOPQRSTUVWKYZ[\ ]~ " dbcdef ghi j kl mopqgr st uvwxyz{|}~

" #$UR' () *+, -./0123456789: ; R’

<=>? @GABCDEFGHI JKLMNOPQRST

I"#B9& ()*+,-./0123456789: ; ~

<=>? @ABCDEFCHI JKLM\ICPQ?STUVW()@ \ A

| " #3983 () *+, -./0123456789:

< >’>@\BCDEFGHI WELAIORORR p\/ﬁ\g(Y \ 1. A .
"HSUR' ()*+, -./0123456789% R ard RIHIRS HdTR?QGEpQécHV% %! 8dfined in

< >? @\BCDEMGHMLMWW@ZPN convertibigetogRi, jBeb Maoqmgr B nesnrstiziehy;~with a

2> et RGBT
>’>@\B YZ[\]’\_ abcdef ghi j kIl mopqgr st uvwxyz{| } ~
#PUR' ()*+,-./0123456789:

< >’7@\BCDEFG-II JKLM\ICPQQSTUVV\XYZ[\l] A" abcdef ghi j kl mopqr st uvwxyz{| }~

"HEUR ()*+,-./0123456789:
< >’>@\BCDEFG|—|I JKLM\IODQ?STUVV\XYZ[' ) %ref ghi j kI mopgr st uvwxyz{|} ~

"HEUR ()*+,-./0123456789: R’
<= >’7@\BCDEFG-II JKLM\ICPQQSTUVV\XYZ[\]" bcdef ghi j kl mopqgr st uvwxyz{| } ~
" # S %& () +, - 012:84156789(1]:1), <=>? @QABCDEF
GHIJKLMNOPQRSTUVWXYZJ N T abcdefghij kl
mn ol® q r s wherein B/, Rayand Ar]arp R, Ry an Arasdeﬁned for formula (I) or a group or

atom convertible to R, R4 and Ar respectively; to form a compound of formula (Ib):

H Ar
N
v '74.\

\_.

_CDEFGHI JKLMNOPQRSTUVWXYZ[\]~_"abcdef gh
i { I
1!

‘/ab def ghi j kl mopqr st uvwxyz{| } ~
N _— (I
_ B’ocdtﬁghlj kI mopgr st uvwxyz{| } ~

AN Rz
R X |
/S SN Ry (T)
R's

wherein Ar', R, R, R, R'3, R’y and R's are as defined above, and thereafter carrying out
one or more of the following optional steps:

15 () converting any one of Ar’, R, R';, R, R, R’ and R's to Ar, R, R, Ra, Ry, Ry or R;
respectively as required, to obtain a compound of formula (I);
(11) converting a compound of formula (I) into another compound of formula (I); and

(iii)  preparing a salt of the compound of formula (I) and/or a solvate thercof,



" #$UR' ()*+,-./0123456789: ;

<=>? @GABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ] ~_" abcdef ghi j kl mopqr st uvwxyz{| } ~

" #$UR' ()*+,-./0123456789: ;

<=>? @GABCDEFGHI JKLMNOPQRSTUVW\KYZ[\ ]~ _"abcdef ghi j ki rmopqr st uv‘y\%wg‘k} 003

" #3$%&' () *+, -./1 0123456789 : ; %%

GHI JKLMNOPQRSTUVWXYZ[ \]~™_"~ abcdef g hi j

mnopgrstuvwxyzf{]|} ~ _75.-

" #$UR' ()*+,-./0123456789: ;

<=>?@\BCDEFCGHI JKLMNOPQRSTUWWKYZ[\]"_" abcdef ghi j kl mopqr st uvwxyz{| } ~

I"#B9R ()*+,-./0123456789: ;

< >? @GABCDEFGHI Apivvorcretalsunymysition comyprikidgyhcptpowmhof formulax(fy 4dcording to
"HEUR () * o+, - /0123 56789:

< ->> @BCORREN 13 R m\i@s@sﬁwmazmwtabéﬁ)%b%fﬁlm RIERp 2pd Wahprmpgeutically
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thereof, for the treatment or prophylaxis of the Primary and Secondary Conditions.
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6. Use of a compound of formula (I), or a pharmaceutically acceptable salt or solvate
thereof, in the manufacture of a medicament for the treatment of the Primary and

Secondary Conditions.



