
WO 200 610 773 66 PCT/GB2005/004981  INDOLES USEFUL IN
THE TREATMENT OF INFLAMMATION Field of the Invention 5
This invention relates to novel
pharmaceutically-useful compounds, which  compounds
are useful as inhibitors of enzymes belonging to the
membrane- associated proteins in the eicosanoid and
glutathione metabolism (MAPEG)  family. Members of the
MAPEG family include the microsomal prostaglandin E
synthase-1 (mPGES-1), 5-lipoxygenase-activating
protein (FLAP), leukotriene C4 10 synthase and
microsomal glutathione S-transfcrases (.MGSTI, MGST2
and  MGST3). The compounds are of potential utility in
the treatment of inflammatory  diseases including
respiratory diseases. The invention also relates to
the use of  such compounds as medicaments, to
pharmaceutical compositions containing  them, and to
synthetic routes for their production. 15 Background
of the lnvention There are many diseases/disorders
that are inflammatory in their nature. One of  the
major problems associated with existing treatments of
inflammatory  20 conditions is a lack of efficacy
and/or the prevalence of side effects (real or
perceived). Inflammatory diseases that affect the
population include asthma, inflammatory  bowel
disease; rheumatoid arthritis, osteoarthritis,
rhinitis, conjunctivitis and  25 dermatifis
Inflammation is also a common cause of pain.
Inflammatory pain may arise for  numerous reasons,
such as infection, surgery or other trauma. Moreover,
several  diseases including malignancies and
cardioavascular- diseases are known to have  30
inflammatory components adding to the symptomatology
of the patients. WO 2006/007366  PCT/GB2005/004981
Asthma is a disease of the airways that contains
elements of both inflammation and bronchoconstricion.
Treatment regimes for asthma are based on the severity
of the condition- Mild cases arc either untreated or
are only treated with inhaled  



E-agonists which affect the bronchoconstriction
element, whereas patients with 5 more severe asthma
typically are treated regularly with inhaled
corticosteroids  which to a large extent are
anti-inflammatory in their nature. Another common
disease of the airways with inflammatory and
bronchoconstrictive components is chronic obstructive
pulmonary disease  10 (COPD). The disease is
potentially lethal, and the morbidity and mortality
from the condition is considerable. At present, there
is no known pharmacological  treatment capable of
changing the course of the disease. The cyclooxygenase
(COX) enzyme exists in two forms, one that is
constitutively  15 expressed in many cells and tissues
(COX-1), and one that is induced by pro- inflammatory
stimuli, such as cytokines, during an inflammatory
response (COX 2) COXs metabolise arachidonic acid to
the unstable intermediate prostaglandin H2  20 (PGH2).
PGH,, is further metabolized to other prostaglandins
including PGE2,  PGF2 , PGD2, prostacyclin and
thromboxane A2. These arachidonic acid  metabolites
are known to have pronounced physiological and
pathophysiological  activity including
pro-inflammatory effects. 25 PGE, in particular is
known to be a strong pro-inflammatory mediator, and is
also  known to induce fever and pain. Consequently,
numerous drugs have been  developed with a view to
inhibiting the formation of PGE2, including "NSAIDs"
(non-steroidal antiinflammatory drugs) and "coxibs"
(selective COQ; -2 inhibitors).  These drugs act
predominantly by inhibition of COn-1 and/or COX-2,
thereby  30 reducing the formation ofPGE2. WO
2006/077366 PCT/GB2005/004981  3 However, the
inhibition of COXs has the disadvantage that it
results in the  reduction of the formation of all
metabolites of arachidonic acid some of which  are
known to have beneficial properties. In view of this,
drugs which act by  inhibition of COXs are therefore
known/suspected to cause adverse biological 5 effects-
For example, the non-selective inhibition of COXs by
NSAIDs may give  



rise to gastrointestinal side-effects and affect
platelet and renal function. Even the  selective
inhibition of COX-2 by coxibs, whilst reducing such
gastrointestinal  side-effects, is believed to give
rise to cardiovascular problems 10 An alternative
treatment of inflammatory diseases that does not give
rise to the  above-mentioned side effects would thus
be of real benefit in the clinic. In  particular, a
drug that inhibits (preferably selectively) the
transformation of PGH,  to the pro-inflammmtory
mediator PGE2 might be expected to reduce the
inflammatory response in the absence of a
corresponding reduction of the 15 formation of other,
beneficial arachidonic acid metabolites. Such
inhibition would  accordingly be expected to alleviate
the undesirable side-effects mentioned above- PGH2 may
be transformed to PGE2 by prostaglandin E synthases
(PGES). Two  microsomal prostaglandin E syntheses
(mPGES-1 and mPGES-2), and. one  20 cytosolic
prostaglandin E synthase (cPGES) have been described.
The leulcotrienes (LTs) are formed from arachidonic
acid by a set of enzymes  distinct from those in the
COX / PGES pathway. Leukotriene B4 is known to be a
strong proinflammatory mediator, while the
cysteinyl-containing leukotrienes C4, 25 D4 and E4
(CysLTs) are mainly very potent bronchoconstrictors
and have thus  been implicated in the pathobiology of
asthma. The biological activities of the  CysLTs are
mediated through two receptors designated CysLT1 and
CysLT2- As  an alternative to steroids, leukotriene
receptor antagonists (LTRas) have been  developed in
the treatment of asthma- These drugs may be given
orally, but do 30 not control inflammation
satisfactorily. The presently used LTRas are highly
selective for CysLTi. It may be hypothesised that
better control of as'tlnna, and  possibly also COPD,
may be attained if the activity of both of the CysLT
receptors Wa 200610'7366 PCT/GE2005/00498  could be
reduced. This may be achieved by develn^tn2
unselectly- LTP..as- but  also by inooibiiin the
activity of proteins. e.g. enz.;mes, involved ii: the
synthesis  of the CysLTs. Among these protens, 5
lipo:_ arase: 5-lipo:_y~enase activating  protein
(FLAP), and leukotriene C_ syntbase nay he mentioned.
A FLAP  5 inhibitor would also decrease the formation
of the proinilanimatory LTE4 



mnPGES-1, FLAP and leukotriene C4 synthase belong to
the membrane-associated  proteins in the eicosanoid
and glutathione metabolism (MAPEG) family. Other
members of this family include the microsomal
glutathione S-transferases 10 (1+4GS T 1_ MGST2 and
Ar1GS T 3)- For a review, c-f P.-.7- Jacobsson er al
in-4m. J  Regain'- Cr-ir. Care Aged. 161; S20 (3000)-
It is well known that compounds  prepared as
antagonists to one of the MAPEGs may also exhibit
inhibitory activity - towards other family members,
r--f. J. II Hutchinson et al in J. ATsd. Chen. 38,
453E (1995) and U Claveau et a/ iu.1 1in/77-unol. 170,
4738 (200). The former 15 paper also describes that
such compounds may also display notable cross-
reactivity with proteins in the arachidonic acid
cascade that do not belong to the  MAPEG fancily, e.g.
5-lipoxyygenase. Thus, agents that are capable of
inhibiting the action of mPGES-1. and thus  20
reducing the formation of the specific arachidonic
acid metabolite PGE2, are likely  to be of benefit in
the treatment of inflammation- Further, agents that
are capable  of inhibiting the action of the proteins
involved in the synthesis of the leukotrienes  are
also likely to be of benefit in the treatment of
asthma and COPD. 25 Prior Art Indole-based compounds
have been disclosed in international patent
applications  WO 96/03377, WO 01!00197; WO 03/044014
and WO 03/057670, US patents  Nos- 5,109,054,
5,294,722 and 4,960,7006 and European patent
applications EP 30 429 257; EP 483 881, EP 547 556, EP
639 573 and EP 1 314731 In particular  .European
patent application EP 48S 532 and US patents Nos-
5,236;916 and  5,374,615 disclose
1(N)-phenylindole-2-carboaylates as antihypertensive
agents WO 20061077366 PCT/GB2005/004981  5 and as
chemical intermediates. However, none of these
documents disclose or  suggest the use of such
compounds in the treatment of inflammation. Indoles
have also been disclosed for potential use in the
treatment of inflammation  5 in international patent
applications WO 99/43672, WO 98/09519, WO 99/43654,
WO 99/43651, WO 99/05104 and WO 03/029212, European
patent application EP  



996 666 and US patents Nos. 6.500,853 and 6,630,496.
However, there is no  specific disclosure in any of
these documents of indole-2-carboxylates in which an
aromatic group is directly attached via the indole
nitrogen. 10 International patent application WO
01/30343, and European patent application  EP 186 367,
also mention indoles for potential use as PPAR-y
binding agents, and  in the treatment of inflammation,
respectively. However, these documents do not  mention
or suggest compounds in which the benzenoid moiety of
the indole is  15 substituted with an aromatic ring.
Various l(N)-benzyli_ndole-2-carbo),,-yylates and
derivatives thereof are known from  international
patent applications WO 99/33800 as Factor Xa
inhibitors; WO  99/07678, WO 99/07351, WO 00/46198, WO
00/46197, WO 00/46195 and WO 20 00/46199 as
inhibitors, of MCP-1; international patent application
WO 96/18393  as inhibitors of II-8; international
patent applications WO 93/25546 and WO  94/13662,
European patent application EP 535 924 Al and US
patent No.  5,081,138 as inhibitors of leukotricne
biosynthesis; international patent application  WO
02/30895 as PPAR-y binding agents; and European patent
application EP 166 25 591 as prostaglandin
antagonists. Further, international patent application
WO  2005/005415 discloses such compounds for use as
inhibitors of mPGES and this  in the treatment of
inflammation. However, there is no specific disclosure
in any  of these documents of indole-2-carboxylates in
which an aromatic group is  directly attached via the
indole nitrogen. 30 Unpublished international patent
applications PCT/GB2005/002404,  PCT/GB2005/002391 and
PCT/GB2005/002396 disclose indoles for use as W0
2006/0-136i, PCT/CE2005/004991  6 inhibitors of mPGES
and thus in the treatment of inflammation.  However
there is  no specific disclosure in an of these
document of compounds that are substituted in the.
3-position of the indoe ring with a carbocyclic  acid
or equivalent. Troup 



5 Finally, international patent application WO
94/14434 discloses structurally  similar indoles as
endothelin receptor antagonists. There is no specific
disclosure  in this document of compounds with
indole-2-carboxylates in which an aromatic  group is
directly attached via the indoie nitrogen, nor of
compounds in which  aromatic and heteroaromatic
moieties are attached to the benzenoid part of the  10
indole via a linking group. Disclosure of the
Invention According to the invention there is provided
a compound of formula 1,  15 R` C?-X1  Rs ~ II ~T-Y  N
R` RS RI  wherein 20 one of the groups R'", R3, R4 and
R3 represents -D-E and: a) the other groups are
independently selected from hydrogen, G1, an aryl
group, a hetetoatyl group (which latter two groups are
optionally substituted by  one or more substituents
selected from A), C,-s alkyl and a heterocycloallryl
group  ('which latter two groups are optionally
substituted by one or more substituents  ?d selected
from 0' and/or Z1)- and/or  b) any two other groups
which are adjacent to each other are optionally linked
to fona, along with two atoms of the essential benzene
ring in the compound of  formula I, a 3- to 8-membered
ring, optionally containing 1 to 3 heteroatoins, WO
2006/077366 PC:T/GB2005/004981  7 which ring is itself
optionally substituted by one or more substituents
selected  from halo, -R6, -OR6 and =0; b represents a
single bond, -0-, -C(R')(R5)-, C2A allylene, -C(0)- or



R' and E independently represent an aryl group or a
heteroaryl group, both of  which groups are optionally
substituted by one or more substituents selected from
A; 10 R' and R8 independently represent H, halo or
C1.6 alkyl, which latter group is  optionally
substituted by halo, or R' and R8 may together font,
along with the  carbon atom to which they are
attached, a 3- to 6-membered ring, which ring
optionally contains a heteroatom and is optionally
substituted by one or more  substituents selected from
halo and C1.3 allcyl, which latter group is optionally
15 substituted by one or more halo substituents; Q
represents a single bond, or a Cl_s alkylene or C2-8
heteroallcylene chain both of  which latter two groups
optionally contain one or more unsaturations (for
example  double or triple bonds) and are optionally
substituted by one or more substituents  20 selected
from G' and/or 71; X1 represents: (a) -C(O)OR9a
_C(O)N(Riob)R9b' -C(O)N(H)0(_NR90)N(R1od)R9d;
-C(O)N(H)CN,  _S(O);R9c  -P(0)(0R9i\_
p(O)(OR9g)N(RlotnR9h P(O)FN4(R"i)R9i)2, -B(OR9y)2,  25
-C(0)N(H)S(0)2R11 or, provided that T does not
represennt`a single bond when Y  represents -C(0)OR9',
unsubstituted tetrazolyl; (b) an aryl group or a
heteroayl group, both of which are substituted by at
least  one substituent selected fi-om X2, and one or
more further optional substituents  selected from A;
or 30 (c) a heterocycloallyl group substituted by at
least one substituent selected from  X2, and one or
more further optional substituents selected from G1
and/or Z'; WO 2006/077366 PCT/GE2005A10411 ]  G ?.
repr cents -C((~)= R . C(O)N(FcjO`')1 9 CfO)N(I-l
)C(=NR tN, R OC)R sd_.  -C(D)N(-H)CK SO/;P.y,
P(O)(OR4')_, Yi0)(01 ]2 0i')i4h  p(O)(ti/h101)R,9'~
B(OR9N.)t: -C(0)N(1-I)S!O),Rii or unsubstituted
tetrazo]yl: 5 T represents: (a) a single bond; 



(b) a C;4 all-ylene or a C heteroalln'lene chain, both
ofwhicb latter two groups:  (i) optionally contain one
or more unsaturations (for example double or  triple
bonds); 10 (ii) are optionally substituted by one or
more substituents selected from G'  and/or Z1: and/or
(iii) may comprise an additional 3- to o-membered ring
formed between any  one or more (e.g. one or two)
members of the CI-s alkylene or C24  heteroall)'lene
chain, which Tina optionally contains I to 3
heteroatoms 15 and/or 1 to 3 unsaturations (for
example double or triple bonds) and  which ring is
itself Optionally su5srtruted by one or more
substituents  selected from e' and/or 7'; (c) an
arylene group or a heteroarylene group, both ofwrhich
groups are optionally  substituted by one or more
substituents selected from A; or 20 (d) one of T' and
T2 represents a C]_s all ylene or a CZ_s heteroaJl
y1eae chain, both of  which latter two groups: (i)
optionally contain one or more unsaturations (for
example double or 25 triple bonds); (ii) are
optionally substituted by one or more substituents
selected from G1  and/or Z1; and/or (iii) may comprise
an additional 3- to S-membered ring formed between any
one or more (e.g. one or two) members of the Cl-s all
ylene or Ce-s  30 heteroallcylene chain, which ring
optionally contains I to 3 heteroatorns and/or 1 to 3
uusaturations (for example double or triple bonds) and
WO 2006/077366 PCT/GI32U05!004981  9 which ring is
itself optionally substituted by one or more
substituents  selected from G' and/or Z'; and the
other represents an arylene group or a heteroarylene
group. both of which  groups arc optionally
substituted by one or more substituents selected from
A; WI represents -0- or -S(0)m ; 



m represents, on each occasion when mentioned above,
0, 1 or 2; 10 Y represents C(I3)(CF3)OH, -C(O)CF3,
-C(OH)3CF3, -C(0)OP.9a, -S(0)3RJ-,  -P(O)(OR9`)2,
-P(0)(0R'9)N(R"oh)R9h, -P(O)(N(R'o')R9') , -B(OR9y')2,
-C(CF3)e0H, -S(O)3N(Rbo')R9z or any one of the
following groups: O ORni O  \ `IN 00 O NN N-N  R9k0
R9^O R9PO OR'4 O  HIS S //: N+ \ N O  NsN N N O  RerO
R930 R91O OR'"  O F N-N  ORed , *0R9W , N  R -N o7 F
Rex  15 R6, R9' to R9z, Rio6 Rod Rtoh R'' Rtoi and
R'o'' independently represent, on each  occasion when
mentioned above: I) hydrogen; 20 II) an aryl group or
a heteroaryl group, both of which are optionally
substituted by one or more substituents selected from
B; or wo 2006/0"366 PCT/093005/004981  1O III) C1
ali_yl or a heterocvcloall:yi group, boto of -which
are optionally'  o'" ~ : Or substituted M011.`- or
P.]0: c S1LO5t1?ll;~n'.s SeleCleL from (77 and; 



any Tall of R9, to p9] and high. F,,] Od M R10' Or
RIOT may 0e lllll.ed together 10  form, alone with the
atom(s) to which they are attached; a 3- to S-membered
rung,  optionally containing 1 to 3 heteroatoms and/or
l to 3 double bonds, which rirlg is  optionally
substituted by one or more substituents selected from
G' and/or Z1;  Rlirepresents: I) an ayl group or a
heteroal-yl group, both of which are optionally  10
substituted by one or more substituents selected from
B: or II) Cl.a alkyl or a hcterocycioallyl group; both
of which are optionally  substituted by one or more
substituents selected from G1 and/or Z_ A represents,
on each occasion when mentioned above: 15 I) an aryl
group or a heteroaryl group, both of which are
optionally  subset ted by one or more substituents
selected from B; II) CI-g alkyl or a heLerocycloalkyl
group, both of which are optionally  substituted by
one or more substituents selected from G1 and/or Z1;
or IU) a G' group,  20 G' represents, an each occasion
when mentioned above, halo, cyano, -N3, -NO2,  -ONO2
or -A'-R12': wherein A' represents a single bond or a
spacer group selected from -C(O)A.2-,  -S(0)2A3-,
-N(R13a)A4- or -OA5-, in which: 25 A2 represents a
sngle bond, -0-, -N(Rlae)- or -C(O)-;  A3 represents a
single bond, -0- or -N(R Al and A3 independently
represent a single bond., -C(0)-, -C(0)N(R13d)-,
-C(0)0-,  -S(0)2- or -S(0)2N(R13~ 30 Z' represents, on
each occasion when mentioned above, =0, =S, =NOR12b
=NS(0)2N(R')R"`, =NCN ar=C(R)N02; 13 W0 2006/077366
PCT/CB2005/004951  I1 B represents; on each occasion
when mentioned above: 



1) an aryl group or a heteroaryl group. both of which
are optionally  substituted by one or more
substituents selected from G3; If) Cl~ alkyl or a
heterocycloallryl group, both of which are optionally
5 substituted by one or more substituents selected
from G2 and/or Z3; or III) a G3 group; G2 represents,
on each occasion when mentioned above, halo, cyan,
-N3, -NO2,  -ONO2 or -A6-R14a 10 wherein A6 represents
a single bond or a spacer group selected from
-C(0)_A7-,  -5(0)2A6-, -N(R-5a)A9- or -OA10-, in
which: A7 represents a s igle bond, -0-, -N(R1'b)- Or
-C(O)_;  A' represents a single bond, -0- or A9 and
A10 independently represent a single- bond, -C(0)-,
-C(O)N(Rtsd)-,  -S(0)2N(R15~-; 15 -C(0)O-, -S(0)2- or
Z2 represents, on each occasion when mentioned above,
=0, =S, =NOR 14b,  =NS(O)2N(Risf)R14c, =NCN or
C(H)N02; 20 Rita, R126, R12c, R13a R13b, R13c, R33d,
R13e R13f R14a, R14b, R14c, R15a, R15b, R15c, R15d
R150 and R15f are independently selected from:  i)
hydrogen; ii) an aryl group or a heteroaryl group,
both of which are optionally  substituted'by one or
more substituents selected from G3; 25 iii) Cl-~ alkyl
or a heterocycloalkyl group, both of which are
optionally  substituted by G3 and/or Z3; or any pair
of Rlza to R12o and R13a to RI' ; and/or R34a to Rla`
and R1-5' to Rlsf may  for example when present on the
same or on adjacent atoms, be linked together to  form
with those, or other relevant, atoms a fiutber 3- to
8-membered ring, 30 optionally containing I to 3
heteroatoms and/or I to 3 double bonds, which ring is
optionally substituted by one or more substituents
selected from G3 and/or Z3; ~{%O 2000l0"73Gr;
PCT/GE200s/001981 eseRTS_ on eacr- when mentioned ove.
half. anC. -~~ -l\'C}` . 



G' rnr ncca=inn ab - s- ..  -ONO' or -A i selected
from -C(0) ".'- wnerein All represents a single bond
of z space; group -S(0)2A1'-, -N(R''r)A14- or -O 1'-,
in which: 5 A'2 represents a single bond, -0-, -NCR
1'n)- or -C(0)-:  A1i represents a single bond. -0- or
-N(R17c)-; Ala and A1' independently represent. a
single bond, -C(0)- C(0)N(R17d)  -0(0)0-, -S(0)~- or
-S(0)2N(R17c)-; 10 represents, on each occasion when
mentioned above, =0, =5, =NoR16L,  =NS(0)2N(R"')R16_7
=NCN or =C(H)N0,; Rl6a R16b, Rla`. RI7fi, 8176 . 17c
Rl?d. R11 -2nd R17 are independently selected  from:
15 i) hydrogen; ii) Cl.b all:3y1 or a
beterocycloall-y'_ group, both of which groups are
optionally  substituted by one or more subsituents
selected from halo, C14 allyl,  -N(R18a)R19a 0R18b and
=0; and iii) an. aryl or heteroaryl group, both of
which are optionally substituted by one  20 or more
substituents selected from halo, Cl-4 aicyl,
-N(Rl$0)Rl9b and -OR' 2d; or any pair of glee to It16c
and Rile to R'7' may, for example when present on the
same or on adjacent atoms, be linked together to form
with those, or other  relevant, atoms a further. 3- to
S-membered ring, optionally containing 1 to 3
heteroatoms and/or 1 to 3 double bonds, which ring is
optionally substituted by 25 one or more substituents
selected from halo, C1-4 alkyl., -N(R1Be)R19c, -ORisf
and  =0 R182, Rlsb 0c R18a R12e R18r R19a R19b and
R19c are independently selected  from hydrogen and
C1_4 allyl, which latter group is optionally
substituted by one  30 or more halo groups; or a
pharmaceutically-acceptable salt thereof, WO
2006/077366 PCTKGE20051004981  13 



winch compounds and salts are referred to hereinafter
as the compounds of the  invention" 5
Pharmaceutically-acceptable salts include acid
addition salts and base addition  salts- Such salts
may be formed by conventional means, for example by
reaction  of a free acid or a free base form of a
compound of formula I with one or more  equivalents of
an appropriate acid or base, optionally in a solvent,
or in a medium  in which the salt is insoluble,
followed by removal of said solvent, or said 10
medium, using standard techniques (e.g. in vacua, by
freeze-drying or by  filtration). Salts may also be
prepared by exchanging a counter-ion of a  compound of
the invention in the form. of a salt with another
counter-ion, for  example using a suitable inn
exchange resin 15 Compounds of the invention may
contain double bonds and may thus exist as '
(entgegen) and Z (Wusanu en) geometric isomers about
each individual double  bond. AU such isomers and
mixtures thereof are included within the scope of the
invention. 20 Compounds of the invention may also
exhibit tautomerism. All tautomeric forms  and
mixtures thereof are included within the scope of the
invention. Compounds of the invention may also contain
one or more asymmetric carbon  atoms and may therefore
exhibit optical and/or diastereoisomerism.  25
Diastereoisomers may be separated using conventional
techniques, e,g. chromatography or fractional
crystallisation. The various stereoisomers may be
isolated by separation of a racemic or other mixture
of the. compounds using  conventional, e.g. fractional
crystallisation or HPLC, techniques. Alternatively
the desired optical isomers may be made by reaction of
the appropriate optically 30 active starting materials
under conditions which will not cause racemisation or
epimerisation (Le. a `chiral pool' method), by
reaction of the appropriate starting  material with a
`chiral auxiliary' which can subsequently be removed
at a suitable WO 200610"7366 PC7/GS200510('4981
Staffre, by derivatsation (i.ea reso)ution: including
a d_'namlc resolution.). for  ei{ample ~ ith a
nomoclural acid iiflInwed hN senaranor, of the
diasiereomeric  



derivatives by conventional means such as
chromaioeraph`. o_ by reaction with an  appropriate
chiral reagent or chiral catalyst all under conditions
known to the 5 skilled person. All stereoisomers and
mixtures thereof are included within the  scope of the
invention. Unless otherwise specified, C;_, alkyl, and
C(_, ali.ylene, groups (where q is the  upper limit of
the range) defined herein may be straight-chain or,
when there is a  10 sufficient number (i-e- a minimum
of two or three, as appropriate) of carbon atoms, be
branched-chain, and/or cyclic (so forming, in the case
of allz'L a C3.9  cycloallcyl group or, in the case of
ali;yleve, a C;_, cycloallcylene group). Further;
when there is a sufficient number (i-e- a minimum of
four) of carbon atoms; such  groups may also be part
cyclic. When one of the groups R2 to R represents
-D-E, 15 and any one of the other groups are C-s
alkyl, then it is preferred that such an  alleyl group
is not cyclic- Such alkyl and alkylene groups may also
be saturated  or, when there is a sufficient number
(i-e- a minimum of two) of carbon atoms, be
unsaturated (forming, for example, in the case of
alkyl, a Cz_y allcenyl or a C,_q  allrynyl group or,
in the case of all ylene, a C_q allcer ylene or a C,_,
all ynyieue  20 a oup) C3_, cycloallcyl groups (where
q is the upper Emit of the range) that may he
mentioned may be monocyclfc or bicyclic alkyl groups,
which cycloall yl groups  may further be- bridged (so
forming, for example, fused ring systems such as three
25 fused cycloalkyl groups). Such cycloallyl groups
may be saturated or unsaturated  containing one or
more double or triple bonds (forming for example a C;
,q  dycloallcenyl or a Csy cycloallcynyl group).
Substituents may be attached at any  point on the
cycloalkyl group. Further in the case where the
substituent is another  cyclic compound, then the
cyclic substituent may be attached through a single
atom on the cycloalkyl group, forming a so-called
`-spiro"-compound. 30 WO 2 0 06/0 7736 6
PCT/GB20U51(I04?SI  15 Cy_s beteroalkylcne chains
include C,_s allcylene chains that. are interupted by
one  



or more heteroatom Groups selected from -0-, -S- or
-N(R20)-. in which R2)  represents C1 alkyl-
optionally substituted by one or more halo (e.g.
fluoro)  groups. 5 The term "halo", when used herein;
includes fluoro; chloro, bromo and iodo.
Heterocycloallyl groups that may be mentioned include
non-aromatic monocyclic  and bicyclic heterocycloalkyl
groups (which groups may further be bridged) in 10
which at least one (e.g- one to four) of the atoms in
the ring system is other than  carbon (i.e. a
heteroatom), and in which the total number of atoms in
the ring  system is between three and twelve (e.g.
between five and ten). Further, such  hetcrocycloalkyl
groups may he saturated or unsaturated containing one
or more  double and/or triple bonds, forming for
example a C2_9 h:terocycloallcenyl (where 15 q is the
upper limit of the range) or a C,_G heterocycloalkynyl
group. Cz_y  hcterocycloallcyl groups that may be
mentioned include 7- azabicyclo[2.2.1]heptauyl,
666-azabicyclo[3.1-1]hept-aryl, 6-azabicyclo[3.2.1]-
octanyl, 8-azabicyclo[3.2.1]octanyl, aziridinyl,
azetidinyl, dihydropyranyl,  dihydropyridyl,
dihydropyrrolyl (including 2,5-dihydropyrrolyl),
dioxolanyl 20 (including 1,3-dioxolanyl), dioxanyl
(including 1,3-dioxanyl and 1,4-dioxanyl),  dithianyl
(including 1,4-dithianyI), dithiolanyl (including
1,3-dithiolanyl),  imidazolidiuyl, imidazolinyl,
morpholinyl, 7-oxabicyclo[2-2.l]heptanyl, 6-
oxabicyclo[3.2.1]octanyl, oxetanyl, oxiranyl,
piperazinyl, piperizinyl, pyranyl,  pyrazolidinyl,
pyrrolidinonyl, pynolidinyl, pyrrolinyl,
quinuclidinyl, sulfolanyl, 3 25 sulfolenyl,
tetrahydropyranyl, tetrahydrofuranyl,
tetrahydropyridyl (such as  1,2,3,4-tetrahydropyridyl
and 1,2,3,6-tetrahydropyridyl), thietanyl, thiiranyl,
thiolanyl, tbiomorpholinyl, trithianyl (including
1,3,5-trithianyl), tropanyl and the  Like.
Substituents on heterocycloallcyl groups may, where
appropriate, be located  on any atom in the ring
system including a heteroatom. Further, in the case
where 30 the other substitueet is another cyclic
compound, then the cyclic compound may  be attached
through a single atom on the heterocycloalkyl group,
forming a so- called "spiro"-compound. The point of
attaclunent of heterocycloalkyl groups 



so 3006i07366 PC17CB'005/0049$I  to may be via any
atom in the ring system including (where app op_iat) a
ileteroatom ;suet' at a nitrogen atom, or an atom on
any fused carbo_yclic ring  that may be present as
pail of the ring system. Heterocycloallcyl groups may
also  be in the h'- or 5- oxidised form. 5 For the
avoidance of doubt; the tern "bicyclic", when employed
in the contexil of  Cyr,cloallyl and heterocycloallyl
groups refers to such groups in which the second  ring
is formed between two adjacent atoms of the first
ring. The term "bridged",  when employed in the conte;
_t of cycloallcyl or heterocycloalkyl groups refers to
10 monocyclic or bicyclic groups in -which two
non-adjacent atoms are linked by  either an allylene
or heteroall<ylene chain (as appropriate). Aryl groups
that may he mentioned include C6-14 (such as C"-is
(e_g. Cf_to)) aryl  groups. Such groups may be
monocyclic, bicyclic or tricyclic and have between 6
15 and 14 ring carbon atons, in which at least one
ring is ar'omatie- Ca-14 a yl groups include phenyl,
naphthyi and the like, such as 1
2,3,4-tetrahydronaphth) 1, indanyl,  indenyl and
lluorenyl. The point of attachment of aryl groups may
be via any  atom of the ring system. However, when
aryl groups are bicyclic or tricyclic, they  are
linked to the rest of the molecule via an aromatic
ring. 20 Heteroaryl groups that may be mentioned
include those which have between 5 and  14 (e.g. 10)
members. Such groups may be monocyclic, bicyclic or
tricyclic,  provided that at least one of the rings is
aromatic and wherein at least one (e.g. one  to four)
of the atoms in the ring system is other than carbon
(i.e. a beteroatom). 25 Heterocyclic groups that may
be mentioned include benzothiadiazolyl (including  2;
1,3-benzothiadiazol) l), isothiochromanyl and- more
preferably, aeridinyl,  benzimidazolyl, benzodioxanyl,
benzodioxepinyl, benzodioxolyl (including 1,3-
benzodioxolyl), benzofuranyl, benzofurazanyl,
benzothiazolyl, benzoxadiazolyl  (including
2,1,3-benzoxadiazol3,l), benzoxazinyl (including
3,4-dihydro-2.U--1,4 



30 benzoxazinyl), benzoxazolyl, benzomorpholinyl,
benzoselenadiazolyl. (including
2,1,3-benzoselenadiazolyl), benzothienyl, carbazolyl,
chromanyl, ciimolinyl,  furanyl, imidazolyl,
imidazo[1,2-a]pyridyl, indazolyl, indolinyl, indolyl,
WO 2006/077366 PCT/GR2005/004981.  17 isobenzofuranyl,
isochromanyl, isoindolinyl, isoindolyl, isoquinolinyl,
isothiaziolyd., isoxazol'L naphthyridinyl (including
1,6-naphthy idinyl or,  preferably, 1,3-naphthyridinyl
and 1.8-naphthvridinyl), oxadiazolyl (including
1:2,3-oxadiazolyl, l,2,4-oxadiazolyl and 1
3,4-oxadiazolyl), oxazolyl, phenazinyl, 5
phenothiazinyl, phthalazznyl, pteridinyl, purinyl,
pyrazinyl, pyrazolyl,  pyridazinyl, pyridyl,
pyrimidinyl, pyrrolyl, quinazolinyl, quinolinyl,
quinolizinyl,  quinoxalinyl, tetrahydroisoquinolinyl
(including 1,2,3,4-tetrahydroisoquinolinyl  and
5,6,7,8-tetzahydroisoquinolinyl), tetrahydroquinolinyl
(including 1,2,3,4- tetrahydroquiuolinyl and
5,6,7,8-tetrahydroquinolinyl), tetrazolyl,
thiadiazolyl 10 (including 1,2,3-thiadiazolyl, l
?.4-thiadiazolyl and 1,3,4-thiadiazolyl), thiazolyl,
thiochromanyL thienyl, triazolyl (including
1,2,3-triazolyI, 1,2,4-triazolyl and  1,3.4-triazolyl)
and the like. 5ubstituents on beteroaryl groups may,
where  appropriate, be located on any atom in the ring
system including a heteroatom.  The point of
attachment of heteroaryl groups may be via any atom in
the ring 15 system including (where appropriate) a
heteroatom (such as a nitrogen atom), or  an atom on
any (used carbocyclic ring that may be present as part
of the ring  system. lieteroaryl groups may also be in
the AT or S- oxidised form. lleteroatoms that may be
mentioned include include phosphorus, silicon, boron,
20 tellurium, selenium and, preferably, oxygen,
nitrogen and sulphur. For the avoidance of doubt,
"heterocycloalkylene", "arylene", "heteroarylene" and
"cycloallcylene" groups as defined herein comprise
"linking" groups in which a  heterocycloallcyl, an
aryl, a heteroaryl, or a cycloallryl, group (each of
which are 25 as defined hereinbefore), serves the
purpose of linlcing two different parts of a  compound
of the invention together, in exactly the same way as
an allrylene group  can be said to constitute a
"linking" (i.e. a divalent) alkyl group. Thus, for  



example, a phenyl group that serves the purpose of
linking two substituents  within, or parts of, a
compound of the invention together would be classified
in the  30 context of the present invention as a
"phenylene" group. WO 2006/077366 PCT/0E2005/004981
IS For the avoidance of doubt. in cases in which the
idea iT of two or more  substiuents in a compound n
the i vention may be the same. the actual identities
of the. respective substituents are not in any way
interdependent. For example, in  the situation in
which R' and E are both aryl groups substituted by one
or more 5 Cj. allyrl groups, the allgrl groups in
question may be the same or different  Similarly, when
groups are substituted by more than one substituent as
defined  herein, the identities of those individual
substituents are not to be regarded as  being
interdependent. For example, when E and/or R'
represents e_o. an aryl  group substituted by G' in
addition to, for example, C1_6 alcyl, which latter
group 10 is substituted by 0', the identities of the
two C' groups are not to be regarded as  being
interdependent. For the avoidance of doubt, when a
term such as "F 9D zo R " is employed herein;  this
will be understood by the skilled person to mean R9a,
R9b,"R9e, R9d, R9e, R9r  15 R9g, R9h, R9; R9j 0:, R9m
R9n R9n, R9n, R9r, R9e, R9`, R9u, RPV, Row, R9X,
R93and  R9- inclusively. nv pair of R9a to R92 and
8706 R'o7. R'o6 R1Gi. Rioj and R7O' may be linked
together to form a ring as hereinbefore defined. Thus
R9A to R9z, Rio6 Rtod p tb  20 R10', R1 and R10'
groups (e.g. R9d and R1od) may be attached to a single
nitrogen atom which also forms part of the ring, or
two R9a to R9' (e.g. two R9) groups may  be attached
to different oxygen atoms (for example in a
1,3-relationship) all of  which may form part of the
zing. 25 Compounds of the invention. that may be
mentioned include those in which:  X' represents: (a)
-C(O)OR", -C(O)N(R'o)R96 -C(O)N(H)C(=1-\tR9c)NCR
tod)R9d -C(0)N(Fl) U ,  -S(O);R9n, -P(O)(OR9r)t,
-P(O)(OR9a)N(R1ob)Rm', -P(O)( (Rtol)R9i) , -B(OR9')2
or  



30 (b) an aryl group or a heteroaryl group, both of
which are substituted by at least one substituent
selected from X2, and one or more further optional
substituents  selected from A; or WO 2006/0%7366
PCT/0B2005/004951  19 (c) a hetcrocycloallryl group
substituted by at least one substitutnr selected from
X3, and one or more fitrther optional substiments
selected from G1 and/or Z1;  and/or X2 represents
C(O)OR9a, -C(O)N(R10b)R9b,
_C(0)N(H)C(=NR'G)N(R10d)Rvd.  5 -C(O)N(11)CN,
-g(0)3Rva -P(0)(0R91)2, -P(0)(0R9=)N(R10h)R"'
-P(0)(hT(R10i)R9)2, -B(OR9y)2 or -C(O)N(H)S(0)2R1'
More compounds of the invention that may be mentioned
include those in which:  Y represents -C(O)OR?',
-S(O)3R96 -P(0)(OR9F)2, -P(O)(OR9=)N(Rbeh)R9b  10
-P(O)(Irt(R1..)R9~)2, -B(OR9j")2, -C(CF3)2OH,
-S(0)2N(R10?)R9z or any one of the  following groups:
0 OR9m 0 N - ( I -Np`i I  \ l 0R9J -N 0 YN NON  Rq"0
P9n0 R9a0 0  N ORDI -N N~5 fiN --\ 0 N NO  P9rO ROsO
R9'0 0R'  O F 0 ORs. \ / OR' / N-N  / J  3N ,N10f l q
R F  



R  15 Further compounds of the invention that may be
mentioned include those in  which, when Y represents
either: O  0 0  N O I  OH or -NN   H HO  _.._
............ .___-.....-. WO 20(R/(177366 PC
t'C13200510049S1  20 an d represents C ~, ali:yiene or
C---j. hetc-oali-'lone, bo-h of a aich ane.
substituted a. thn carbon atom that is adjacent to I
by- Z': then Z~ represents =S.  -NOR' t5(O)_,lv(F,;
sr)Rt'` =NCN or 5 Further compounds of the invention
that may be mentioned include those in  which, when Y
represents -C(O)OR9`, T represents: (a) a Cl .,~
alkylene or a C,-, heteroall.ylene chain both of which
latter two groups:  (i) optionally contain one or more
unsarurations (for example double or  triple bonds);
10 (ii) are optionally substituted by one or more
substituents selected from G1  and/or Z'; and/or (iii)
may comprise an additional 3- to S-membered ring
formed between any  one or more (e.g. one or two)
members of the CI-E allylene or Cis  heteroallylene
chain, which ring optionally contains I to 3
beteroatoms 73 and/or 1 to 3 unsaturations (for
example double or triple bonds) and  which ring is
itself optionally substituted by one or more
substituents  selected from G' and/or Z1; or 



(b) an arylene group or a heteroarylene group, both
ofwhich groups are optionally  substituted by one or
more substituents selected from A. 20 More compounds
of the invention that may be mentioned include those
in which:  R' is preferably phenyl substituted, for
example in the 4-position, by A.; A represents G3; 031
represents -A]-R12a; 25 Al represents -N(R13`)Aa ;  Aa
represents a single bond; R123 and R13fl independently
represent C1.6 alltyl (such as C1.3 alkyl (e.g.
methyl)),  which alkyl o oup is optionally substituted
(by, for example. halo atoms) or,  preferably,
unsubstiruted. 30 Preferred compounds of the invention
include those in which: WO 2006/077366
PCT/G82905004981  71 T represents a single frond or
linear or branched C1-3 allcylene, which latter group
is optionally substituted by one or more Z'
substituent; Y represents -C(O)OR'2, -B(OR9'')2,
-S(0)3R9e, -P(O)(OR9f)2 or a tetrazoiyl group  as
hereinbefore defined; 5 Q represents a single bond,
C14 alkylene or nitrogen-containing C2-6
heteroaiylene, which latter two groups are optionally
substituted with one or  more G' groups; X' represents
-C(O)OR9a, -P(0)(OR9')2., or an aryl group, a
heteroaryl_ group or a  heterocycloall:yl group, which
latter three groups are substituted as hcreinbefore
10 defined; X2 represents -C(0)OR9a or -P(O)(OR'%: A
represents G' or Ci_2 alkyl optionally substituted by
one or more G' groups;  G' represents cyano, -NO2 or,
more preferably, halo or -A'-R'2'; A' represents a
single bond, -C(O)A2-, -N(R'3')A4- or -OA'-; 



15 Aa and A5 independently represent -C(O)-,
-C(O)N(R'3d)-, -C(0)0- or a single  bond; R12a, R12b
and R12c independently represent hydrogen, an aryl
group, a heteroaryl  g oup (such as tetrazolyl (e.g.
5-tetrazolyl), imidazolyl (e.g. 4-imidazolyl or 2-
irddazolyl) or pyridyl (e.g. 3-pyridyl, 4-pyridyl or,
especially, pyrid-2-yl), a 20 heterocycloakyl group
(such as Cos heterocycloalkyl, which group contains
one  oxygen or, preferably, nitrogen atom and,
optionally, a further nitrogen or oxygen  atom) or,
more preferably, CI -6 alkyl, which latter four groups
are optionally  substituted by one or more G3 groups
and/or (in the case of alkyl and  heterocycloalkyl) Z3
groups; 25 Z' represents =NOR12b, =NCN or, preferably,
=0; G2 represents cyano, -N3 or, more preferably,
halo, -NO2 or -A6-R143;  A6 represents -N(R'5a)A9- or
-OA10-; A9 represents -C(O)N(R''d)-, -C(0)0- or, more
preferably, a single bond or  -C(O)-; .  30 A10
represents a single bond; Z2 represents =NOR14b or
=NCN or, more preferably, =0;  G3 represents halo,
-NO2, or -A"-R 16a; ....... . WO 20061077366 PC
/GBZUU5/004981  z represents -l'~ir !' ~'~ -" Z.`
represents =0; loa 106 Id= :7t. 17c 17d 17: 171' any
one of R , P R , p17-7 R , R , R . R and R represents
optionally substituted C;_, all-,),!: the optional
substituent is one or more halo  5 groups; when any
one of R1ss, p 1s6, R uE. R' 6d. R18 , R16f, R192.
R19b and R19c represents  optionally substituted C1,
allyl. the optional substituent is one or more fluoro
groups. 10 Preferred aryl and heteroaryl groups that
R1; X' (when y1 represents an aryl or  



heteroaryl group) and F. may represent include
optionally substiruted carbazolyl or,  preferably,
phenyl, naphthol. pyrrolyl, furanyl, thienyl,
pyraznyl: imidzzolyl (e.g  1-imidazolyl, 2-imdazolyl
or '-irnida-rolyl), oxazolyl, isoxazolyl, thiazolyl,
pyridyl (e.g. 2-pyridyl, 3-pyridyl or 4-pyridyl),
indazolyl, indolyl, indolia:tyl, 15 isoindolinyl,
quinolinyl, 1,2,3.4-tetrahydroquinolinyl,
isoquinolinyl, I,2,3;4- tetrahydroisoquinoliny1,
quinolizinyl, benzofuranyl, isobsnzofuranyt chromanyl,
benzothienyl, pyridazmyl, pyrnnidmyl, pyrazinyl,
indazolyl, benzinvdazolyl,  quinazolinyl,
quinoxalinyl, 1,3-benzodioxoiyl, teirazolyl,
benzothiazolyl, and/or  benzodioxanyi. Groups. 20
Preferred values of R1 include optionally substituted
earbazolyl (e.g. 3- carbazolyl), benzodioxolyl and,
preferably, phenyl, pyridyl (e.g. p}aid-2-yl) or
imidazolyl. 25 Preferred values of E include
optionally substituted naphthyl (e.g. 2-naphtyl),
quinolinyl (e.g. 4-quinolinyl) and, preferably, phenyl
pyridyl (e.g. pyrid-2-y1) or  imidazolyL Optional
substituents on R1, Rr, R3, RR, R', X1 and B groups
are preferably  30 selected fi-om: -C(O)0R-1;
-c(o)rr(R71)R''; WO 2006/077366 PCT/CF32005/004981  23
-S(0)2R2'; or, more pref rably,  halo (e.g, fluore,
ciiloro or bronco);  cyan; -NO2,  5 C]-6 allcyl, which
alkyl group may be linear or branched (e.g. Cl,l alkyl
(including  ethyl, n-propyl, isopropyl, n-butyl or,
pref rably, methyl or t-butyl), n-pentyl,  isopentyl,
n-bexyl or isohexyl), cyclic (e.g. cyclopropyl,
cyclobutyl, cyclopentyl  or cycloheyl), part-cyclic
(e.g. cyclopropylmethyl), unsaturated (e.g.
1-propenyl,  



2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl,
I-pentenyl, 2-pentenyl, 4-pentenyl or 10 _`-hexenyl)
and/or optionally substituted with one or more
-C(0)OR2' group or,  preferably, halo (e.g. chloro or,
preferably, fluoro) group (so forming, for  example,
chioromethyl or, preferably, fluoromethyl,
difluoromethyl or preferably,  trifluoromethyl);
heterocycloallcyl, such as a C4-5 heterocycloalllcyl
group, preferably containing a  15 nitrogen atom and,
optionally, a further .nitrogen or oxygen atom, so
forming for  example morpholinyl (e.g. 4-morpholinyl),
piperazinyl (e.g. 4-piperazinyl) or  piperidinyl (e.g.
I-piperidinyl and 4-piperidinyl) or pyrrolidinyl (e.g.
I- pyzrobdinyl), which heterocycloallryl group is
optionally substituted by one or  more (e.g. one or
two) substituents selected from C1-3 alkyl (e.g.
methyl) and =0;  20 -OR21; and Nrp 21 22. wherein R21
and 872 independently represent, on each occasion when
mentioned  above, H .or Cl-c alkyl, such as methyl,
ethyl, n-propyl, n-butyl, t-butyl,  cyclopropyl,
cyclobutyl, cyclohenyl or, preferably, isopropyl or
cyclopentyl 25 (which alkyl groups are optionally
substituted by one or more halo (c-g- fluoro)  groups
(to form e.g. a trifluoromethyl group)). Preferred
values of R9a to R9z include Cl.4 alkyl (e.g. ethyl)
and, particularly, H.  Preferred values of R'ob Riod
Rich R'' Rlol and R&OZ clude C1.6 (e.g- C1.3) alkyl
30 and H. More preferred compounds include those in
which: WO 2006/0-7360 PCT/G82005/003191  24 one or R`
and- more nrefe:ablr. F.' represetts -D-E and the
other (,more  preierabl) ;represents H: D represents a
single bond or -0-:  R' and/or R5 represent H; 5 T
represents a single bond.. Cl , allylene (e.g.
cyclopropylene (e.g. 1- 



cyclopropylene), isopropylene (e.g. 1-isopropylene),
ethylene (e.g. 1-ethylene) or,  preferably, methylene)
or phenylene (e.g. 4-phenyl(,ne); Y represents
-C(0)OR9'; Q represents a single bond, linear Cl-4
a1ylene (e.g. methylene, ethylene or  10 propylene),
branched C1 allylene (e.g. 1,1-dimethylni.ethylene')
or cyclic C3-7  allylene (e.g. cyclopropylene or
cyc)nhe ylene). all of which all.-ylene groups are
optionally substituted with one or more G1 groups; or
Cl-, (e.g. C2)  heterocycloallylene, wherein the
heteroatom group that interrupts the C2-2  allcylene
chain is -N(R20)-; in which R70 represents C-3 alkyl
(e.g. methyl); 15 X1 represents unsubstiruted
tetrazolyl (e.g. tetrazol-5-yl) or preferably,
-C(O)OR9a,  -P(O)(OR9f)2 or a tetrazolyl group (e.g. a
IFI:-tetrazol-5-yl group), a phenyl or a  pyridyl
group substituted by X X2 represents -C(O)OR9a; A
represents a C4-5 heterocycloallyl group as
hereinbefore defined or, preferably,  20 G1 or C1.6
allyl (e.g. ethyl, isopropyl or, preferably, methyl or
r-butyl) optionally  substituted by one or more GI
groups; G' represents cyano or, preferably, fluoro,
chloro or -A) -R'2'; Al represents -5(O)2A3 or,
preferably, -C(O)A2-, N(R'}a)A4- or -O.A.'--, - A2
r'epiesents -N(R136)- or, preferably, -0-; 25 A3
represents a single bond; A4 represents a single bond
or, preferably, -C(O)- A5 represents a single bond;
R12a, R12b and R12e independently represent II or Cl-5
allyl (e.g- ethyl or,  preferably, methyl, isopropyl
or cyclopentyl); 30 R13a R13b- R13c, R13a R73e and
R13f independently represent H or C1.2 all.yl (e.g.
methyl or ethyl); WO 2006/077366 PCT/GB2005/004981  25
any pair of R12' to R12c and R13a to Rl3r are linked
to form a 5- or 6-rnernbered  



ring, optionally containing a further heteroatom (e.g.
oxygen) so forming, for  example, a piperidinyl or
morpholinyl group, G3 represents halo (e-g.'fluoro).
5 Preferred values of -Q-X' include -C(OOH,
-C(0)0C2H5, tetrazol-5-yl,  -C(O)OCH3, -CU-
CH(N(H)C(O)CH3)C(O)OH, -CH2N(CH3)CH2C(O)OH,
-CH2((2-C(O)OH)piperidin-l-yl) and -C2H4C(O)OH. 10
Preferred values of T-Y include -C(0)OC2H5,
-CH2C(0)0C2H5, (4- C(O)OU)phenyl, -C(O)OH, -CH2C(O)OH,
-cyclopropyl-C(O)OH (e.g.  -C(CH2-CH2)C(O)OH, i.e- a
cyclopropyl group substituted by -C(O)OH a to the
point of attachment of the T group to the essential
indole ring), -C(CH3)2C(O)OH,  -CH(CH3)C(O)OH. 15 R1
preferably represents unsubstituted phenyl,
4-cyclopropoxyphenyl, 4- trifluoromethoxyphenyl,
4-tert-butylphenyl, 4-dietbylaminophenyl, chorophenyl
(e.g. 3- or 4-chlorophenyl), methoxyphenyl (e.g. 2-,
3- or 4-methoxyphenyl),  benzodioxolyl (e.g.
unsubtituted 1,3-benzodioxol-5-yl),
4-carboxymethylphenyl, 20 4-isopropylphenyl,
(9-ethyl)carbazol-3-yl, 4-dimethylaminophenyl,
4-(piperidin- I-ylphenyl, 4-(morpholin-4-yl)phenyl,
5-methoxypyrid-2-yl and, preferably, 4-
cyclopentoxyphenyl and 4-isopropoxyphenyl. Preferred
values of E include trifluoromethylphenyl (e.g. 3- or
4- 25 trifluoromethylpbenyl), 4-isopropoxyphenyl,
trifluoromethoxyphenyl (e.g. 3- or 4
trifluoromethoxyphenyl), 3-cyano-6-methylpyrid-2-yl,
3-carboxy-6-methylpyrid- 2-yl,
3-amido-6-methylpyrid-2-yl, 3-amidopyrid-2y1,
5-carbo7-ypyrid-2-yl, 5- chloromethylpyrid-2-yl,
5-aminopyrid-2-yl, 3-carboxypyrid-2-yl, 3-
carboxyphenyl, 3-methylsulfodylphenyl,
3,5-ditrifluoromethylphenyl, 00 dichlorophenyl (e.g.
3,4-dichlorophenyl), 3-clrloro-5-methylphenyl,
3-chloro-4- fluorophenyl, 2-naphthyl,
7-clJoroquinolin-4-yl, and, preferably, 4-tert WO
2006/0773(;o 11CTIGB2005/00498.1  26 



burvlphenyl, ch1oronhenv1 or 4-cnlorophenyl), r
luorouiF-bylpyrid-2- y1. Particularly preferred
compounds of the invention include those of the
examples  5 described hereinafter Compounds of the
invention may be made in accordance with techniques
that are  well known to those skilled in the art; for
example as described hereinafter. 10 According to a
further aspect of the invention. there is provided a
process for the  preparation of a compound of formula
1, which process comprises: (1) reaction of a compound
of formula II,  R2 0-X'  Ra T-Y II  R^ / H 15 R5
wherein Q, X', R2, R3, R]. R', T and 'Y are as
hereinbefore defined, with a  compound of formula III,
20 - R'L1 III wherein L' represents a suitable leaving
group such as chloro, bromo, iodo, a  sulfonate group
(e.g. -OS(O)2CF3, -OS(O)2CH3, -OS(O)2PhMe or a
nonaflate) or  -B(OH)2 and Rt is as hereinbefore
defined, for example optionally in the presence 25 of
an appropriate metal catalyst (or a salt or complex
thereof) such as Cu,  Cu(OAc)2, CuI (or CuI]diamine
complex), Pd(OAc)2, Pd2(dba)3 or NiC12 and an
optional additive such as Ph3P,
2,2'-bis(diphenylphosphino)-1,1'-bnnaphthyl,
xantphos, NaI or an appropriate crown ether, such as 1
S-crown-6-beiizene, in the,  presence of an
appropriate base such as Nail, Et3N, pyridine, h; N WO
2006/077366 PCT/GE2005/004981  27
dimethylethylencdianune, Na2CO3, K2C03, K3POa, Cs2C03,
t-BuONa or r-BuOK  (or a mixture thereof). in a
suitable solvent (e.g. dicbloromethane, dioxane,
toluene, ethanol, isopropanol, dimethylformamide,
ethylene glycol, ethylene  



glycol dimethyl ether, water, du-nethylsulfoxide,
acetonitrile, dimethylacetami.de, 5
N-methylpyrrolidinone, tetrahydrofuran or a mixture
thereof) or in the absence of  an additional solvent
when the reagent may itself act as a solvent (e.g.
when Rt  represents phenyl and L' represents bromo,
i.e. bromobenzene). This reaction  may be carried out
at room temperature or above (e.g. at a high
temperature, such  as the reflux temperature of the
solvent system that is employed) or using  10
microwave irradiation; (ii) for compounds of formula I
in which Xt is as hereinbefore defined, and is
prcferably other than -C(O)N(b))C(-NR9C)N(R10d)R9;
-C(O)N(II)CN or  -C(O)N(f)S(O)2R", reaction of a
compound of formula IV, 15 R2 L1  R3 T-Y IV  R4 N R5
R' wherein Lt, R1, R', R3, R4, R5, T and Y are as
hereinbefore defined, with a  compound of formula V,
20 X'-Q-L2 V  wherein L2 represents a suitable leaving
group such as chloro, bromo, iodo,  -B(OH)2 or a
protected derivative thereof; for example a
4,4,5,5-tetramethyl-l,3,2 25 dioxaborolan-2-yl group,
9-borabieyclo[3.3.1]nonane (9-BBN), -Sn(al1.gl)3 (e.g.
-SnMe3 or -SnBu3), or a similar group known to the
skilled person, and Q and Xa  are as hereinbefore
defined (e.g. X1 is preferably other than
-C(O)N(Id)C(NR9 N(Rtod)R9d; -C(O)N(H)CN or
-C(O)N(IJS(O)2Rn). The  skilled person will appreciate
that Lt and L' will be mutually compatible. In this WO
2006/0 '7366 PCT/CB2OPSrua4n t  respect, preferred
leaving groups for compounds of formula V in which Q
is C,_c  all,ylene or C _r hcterocycloall.=viene
include chioro or brorrro groups- and  



preferred leaving groups for compounds of formula V in
which Q is a single bond  include halo (e.g.. chioro
or bromo) croups, -B(OI3)2, 4,4,5, -teuamethyl 1,3,2
dioxaborolan-2-yl, 9-borabicyclo[3.3.1]-nonane
(9-BBN), or 5n(all yl)3. This  reaction may be
performed, for example in the presence of a suitable
catalyst  system, e.g. a metal (or a salt or complex
thereof) such as Cui, Pd/C, PdCI_,  Pd(OAc)i,
Pd(Ph3P)2C13, Pd(Ph3P)4, Pd2(dba)3 or NiCl3 and a
ligand such as r- Bu3P, (C61411)3P, Ph3P, AsPh3,
P(o-Tol)3, 1.2-bis(diphen),lphosphino)etbane, 10
2,2'-bis(di-tern-butylphospluno) l,1' biphenyl,
2?'-his(diphen),lphosphino)-1,1'- bi-naphthyl,
1,1--bis(diphenylphosphinofcn-ocene),
2,3-his(diph(,nylphosplvno )- propane, xantphos, or a
mixture thereof, together with a suitable base such
as,  Na'CO3, K3PO4, Cs3CO3, NaOH, KOH,. K2CO3. CsF.
Lt3N. (I-Pr)2NBt, r-BuONa  or r-BuOK (or mixtures
thereof in a suitable solvent such as dioxane,
toluene, 15 ethanol, dimethylformamide, ethylene
glycol dimethyl ether, water;  diroethylsulfoxide,
acetonitrile, dimethylacetamide,
1V-methylp)arolidinone,  tetrahydrofuran or mixtures
thereof The reaction may also be carried out for
example at room temperature or above (e.g. at a high
temperature such as the  reflux temperature of the
solvent system) or using microwave irradiation. The 20
skilled person will appreciate that certain compounds
of formula IV (in particular  those in which L'
represents -B(OH)2) are also compounds of formula I
and  therefore compounds of the invention. In the case
where: (I) Q represents C2_g allcenylene or C2_m
heterocycloallcenylene and Xr is as  hereinbefore
defined; or 25 (II) Q represents a single bond and Xr
represents heterocycloalkenyl, and, in each case, the
double bond is between the atoms that are a and P to
L2, the  slcilled person will appreciate that the
double bond may migrate on formation of  the compound
of formula Ito form a double bond that is between the
atoms that  are p and )' to the indole ring; 30 (ha)
for compounds of formula f in which Xr represents
-C(O)N(H)C(NR9C)N(Rroa)R9a -C(O)N(II)CN or
-C(O)N(H)S(O)2R", reaction 



WO 2006/077366 PCT/082005/004957  20 of either a
compound corresponding to a compound of formula I but
in which X1  represents H_ or a compound of Formula IV
in which the L' group is activated (for  example as
described hereinafter in respect of process (vi) and
so forming, zor  example, an -Mg halide or a-Li
group), with a compound of formula VA, D R'-N=C=O VA
wherein R' represents -C(=NR9c)N(Rbod)Rsa -CN or
-5(O)7R11, followed by  quenching with a suitable
proton source (e.g water or aqueous, saturated NIC1 10
solution). This reaction may be per formed in the
presence of a suitable solvent,  such as a polar
aprotic solvent (e.g. tetrahydrofuran or diethyl
ether), at sub- ambient temperatures (e.g. 0C to -78C)
under an inert atmosphere; (iii) for compounds of
formula I in which Q represents C2-8 heteroalkylene
15 (optionally substituted by one or more substituents
selected from G'), in which the  heteroatom-containing
group interrupting the allcylenc chain is  -N(R20)-
and X1 is as hereinbefore defined, or Q represents
C1.8 alkylene  (optionally substituted by one or more
substituents selected from G) and X1 is a
nitrogen-containing heterocycloallcyl group
substituted by X2, which group is 20 attached to Q
through a nitrogen atom in that group, reaction of a
compound of  formula VI, R2 X12  R3 T-Y VI  Fig 14 N
R5 R1 25 wherein X1' represents either (a) in the case
of formation of a compound of  formula I in which Q
represents C2_8 heteroall`ylene, in which the
heteroatom- containing group interrupting the allylcnc
chain is -N(k'0)-, a C1.7 allcyl group  substituted by
a -CHO group and optionally substituted with one or
more 



WO 2006/077366 PCT/CR200S/004981  30 substtturents
selected from G': or (h' in the ease of formation o' a
compound of  rformulr, I it which Q represents Ci_1.
allylenc and X' is a nitrogen-containing
heterocvclnali:yl group as defined above, a CI-8
all:yl group substituted by a Z'  group in which Z' is
=0 and optionally substituted with one or more
substitutents 5 selected from G'. and R', R?, R3, R4,
,', T and Y are as hereinbefore defined  under
reductive amination conditions in the presence of a
compound of formula  VII, l Z'(R24p, H VII  10 wherein
either (a) R24 represents C1_-, aAyl, optionally
substituted with one or  more substirutents selected
from G', provided that the total number of carbon
atoms in X" and R'2 in combination is between 2 and S.
and R23 represents Rep as  hereifbefore defined; or
(b) R73 and R2" and the nitrogen atom to which they
are 15 attached together represent a
nitrogen-containing heterocycloalcyl group as
hereinbefore defined substituted by at least one
substituent selected ti-ow X2 and  one or more further
optional substitutents selected from G' as
hcreinbefore  defined; under conditions well known to
those skilled in the art; 20 (iv) for compounds of
formula I in which Q represents optionally substituted
C24  allcenylene or C24 heteroallcenylene (in which a
point of unsaturation is between  the carbon atoms
that are a and R to the indole ring), reaction of a
corresponding  compound of formula N in which L'
represents halo (e.g. iodo) with a compound  of
formula Vlllys, 25 H2C=C(H)-Qfl-X' VIIIA or, depending
upon the geometry of the double bond, reaction of a
compound of  formula VI in Which Xra represents -CHO
with either a compound of formula  30 VIIIB,
(EtO)2P(0)CH2-Q-X' 171IIB 



WO 2006/071366 PC1IGG2005/004981  31 or the like, or a
compound o1-formula 1rIfIC, (Ph)3P-CH-Q`-X1 VIIIC  5
or the like, wherein, in each case, Q8 represents a
single bond, C3_6 alkyltne or C1-6  heteroallcylene,
which allcylene and heteroaLlylene groups are
optionally  substituted with one of more substituents
selected fiom G' and/or Z1, and X1, U'  and Zj are as
hereinbefore defined, for example, in the case of a
reaction of a 10 compound of formula IV with compound
of formula VIIIA, in the presence of an  appropriate
catalyst (such as PdCh(PPh3)2), a suitable base (e.g.
NaOAc and/or  triethylamine) and an organic solvent
(e-g- DNLx) and, in the case of reaction of a
compound of formula VI with either a compound of
formula VIIIB, or VIIIC,  under standard
Homer-Wadsworth-Emmons, or Wittig, reaction
conditions,  15 respectively; (v) for compounds of
formula I in which Q represents optionally
substituted,  saturated C2_8 allcylene, saturated
cycloalkylene, saturated C24 heteroal ylene,
saturated heterocycloalkylene, C2-g allcenylene,
cycloallcenylene, C2_t 20 heteroafcenylene or
heterocycloaIkenylene, reduction (e.g. hydrogenation)
of a  corresponding compound of formula I in which Q
represents optionally substituted  C2_8 alkenylene,
cycloallcenylene; C2.8 heteroalkenylene,
heterocycloallcenylene,  C2-8 allcynylene,
cycloallcynylene, C2_s heteroalkynylene or
heterocycloall`ynylene  (as appropriate) under
conditions that are known, to those skilled in the
art. For 25 example, in the case where an allcynyl
group is converted to a alkenyl group, in  the
presence of an appropriate poisoned catalyst (e.g.
Lindlar's catalyst); (vi) for compounds of formula I
in which D represents a single bond,  -C(0)-,
-C(R')(R8)-, C2.4 allcylene or -S(0)2-, reaction of a
compound of formula  30 DC, WO 20061077366
t'CT/GE2005/00498J  ~-T Y I A 



L3 R1 wherein L3 represents L.' or I_- as hereinbefore
defined, which oup is attached to  one or more of the
carbon atoms of the henzenoid ring of the indole;
R"-R5  S represents whichever of the three other
substituents on the. benzenoid ring, Le. R', R3_ R4
and R'; are already present in that ring, and Q. X'-
R', R`, R3; R4, R', T and  I are as hereinbefore
defined, with a compound of formula X, E-D2-L4 X  10
wherein D' represents a single bond, -C(O)-,
-C(R7)(R8)-, C,-4 allcylene or  -S(0)2-, L4 represents
L' (vwhen L3 is L) or L.' (when L' is L'), and L', L2,
F., R7  and RR are as hercinbefore defined. For
example, when D' represents a single  bond, -C(0)- Or
C24 all:ylene; the reaction may be performed for
example under 15 similar conditions to those described
hereinbefore in respect of process step (ii)  above.
Further, when Da represents -C(O)-, -C(R')(R8) Cc-0
all,-ylp-ne or -S(0)2-,  the reaction may be performed
by first activating the compound of formula IX.  The
skilled person will appreciate that compounds of
formula IX may be activated  when L3 represents halo,
by: 20 (I) forming the corresponding Grignard reagent
under standard conditions  ]mown to those skilled in
the art (e.g_ employing magnesium or a suitable
reagent such as a mixture of C1.6 all:yl-Mg-hatide and
ZnCl2 or LiCI),  followed by reaction with a compound
of formula X, optionally in the  presence of a
catalyst (e.g. FeC13) under conditions lcnov,7i to
those skilled  2j in the art; or (II) forming the
corresponding lithiated compound under halogen-lithium
exchange reaction conditions known to those skilled in
the art (e-g,  employing n-BuLi or t-BuL i in the
presence of a suitable solvent (e.g. a WO 2006/077366
PCT/G13200S/004981  33 polar aprotic solvent such as
THP), followed by reaction with a compound  



of formula X The skilled person, will also appreciate
that the magnesium o f the Grignard reagent  or the
lithium of the lithiated species may be exchanged to a
different metal (i.e. a  5 transmetaUation reaction
may be performed), for example to zinc (e.g. using
ZnCI3) and the intermediate so formed may then be
subjected to reaction with a  compound of formula X
under conditions known to those skilled in the art,
for  example such as those described hereinbefore in
respect of process (ii) above; 10 (vii) for compounds
of formula I in which D represents -5-, -0- or Cgs
alkynylene  in which the triple bond is adjacent to E,
reaction of a compound of formula IX as  hereinbefore
defined in which L 3 represents L2 as hereinbefore
defined (for  example -B(OH)2) with a compound of
formula XU, 15 E-Db-II wherein Db represents -5-, -0-
or C2A allynylene in which the triple bond is
adjacent to E and E is as hereinbefore defined- Such
reactions may be performed  under similar conditions
to those described hereinbcfor6 in respect of process
step 20 (i) above, for example in the presence of a
suitable catalyst system, such as  Cu(OAc)2, a
suitable base, such as triethylamine or pyridine, and
an appropriate  organic solvent, such as DMF or
dichloromethane; (viii) for compounds of formula I in
which .L) represents -5(O)- or -5(0)2-,  25 oxidation
of a corresponding compound of formula I in which D
represents -S- under appropriate oxidation conditions,
which will be known to those skilled in  the art; (ix)
for compounds of formula I in which D represents -0--
or -5-, reaction of a  30 compound of formula XII, ;3
\A'Q 20061077366 PCT/GB2005/00-4R1  R2-RS ~T-Y  HDC -
I~ 



RI  wherein the -D`-I-I group is attached to one or
more of the carbon atoms of the  benzenoid ring of the
indole, Dc represents -0- or -S-, and Q, X', R', 5
Rz-R', T and Y are as hereinbefore defined, with a
compound of formula ?VIII,  L-L' XIII wherein L2 is as
hereinhefore defined (for example -B(OH)2, chloro,
bromo or  10 iodo) and P is as bercinbcfore defined
under conditions such as those described  hereinbefore
in respect of process step (ii) above; (x) for
compounds of formula T in which T and Y are as
hereinbefore defined,  provided that when Y represents
-C(O)OR9e, -S(O);R9`, -P(O)(OR9i)2,  15
-P(0)(0R",)N(R"1')R'1'P(0)(N(R'')Rv)2-B(OR9j)2 or
-S(0)2N(R'(1z)R9z, R9, R9c to R9i, R9j', R9z, R10',
R'0i and R10z are other than 1i, reaction of a
compound of  formula )ff, .R2 Q-XI  R3 L5 xiv  R4  I;
Rs RI  20 wherein L5 represents an appropriate alkali
metal group (e.g, sodium, potassium  or, especially,
lithium), a -Mg-halide, a zinc-based group or a
suitable leaving - group such as halo or -B(OH)2, or a
protected derivative thereof, and Q, X3, R',  R2; R3,
R and R5 are as hereinbefore defined, with a compound
of formula XV, 25 WO 2006/077366 PCT/GB2005/004981  35
L6-T-Ya XV  wherein Y' represents Y, provided that
when Y represents -C(0)OR9, -S(O)3R9',  -P(O)(OR9f)2,
-P(O)(OR9')N(R'o")R9i P(O)(N(Rio)R9')2, -B(OR9v)2 or 5
-S(O)2N(R10z)R9i, R9a, R9e to R9i R9, } R9z R101' R10i
and R]o' are other than H. L6  



represents a suitable leaving group !mown to those
skilled in the art, such as halo  (especially chioro
or bromo), for example when Y' represents -C(O)OR9a or
-S(O)3R9c, or C1.3 alkory, for example when Y
represents -B(OR9')2, and T is as  hereinbefore
defined- The reaction may be performed under similar
reaction 10 conditions to those described hereinbefore
in respect of process (vi) above,  followed by (if
necessary) deprotection under standard conditions. The
skilled  person will appreciate that compounds of
formula MTV in which L' represents  -B(O1-H)2 are also
compounds of formula I. The skilled person will also
appreciate  that IS and LF (when they both represent
leaving groups) will be mutually 15 compatible in a
similar maimer to the L' and L2 groups described
herenlbefore in  process step (ii) above; (xi) for
compounds of formula I in which T represents a single
bond, Y represents  -C(0)OR9a and R9' represents H,
reaction of a compound of formula )V as  20
hereinbefore defined in which L5 represents either:
(1) an alkali metal (for example, such as one defined
in respect of process  step (x) above); or (II)
-Mg-halide, with carbon dioxide, followed by
acidification under standard conditions known to  25
those skilled in the art, for example, in the presence
of aqueous hydrochloric acid;  (xii) for compounds of
formula I in which T represents a single bond and Y
represents -C(O)OR9a, reaction of a corresponding
compound of formula XIV in  which L5 is a suitable
leaving group known to those skilled in the art (such
as a 30 sulfonate group (e.g. a inflate) or,
preferably, a halo (e.g. bromo or iodo) group)  with
CO (or a reagent that is a suitable source of CO (e.g_
NIo(CO)6 or  Co2(CO)s)), in the presence of a compound
of formula XVA, wo znnrm ;3a; PCT!(; B200S/OUa9s1  3C
wherein R9" is as hereinbefore defined, and an
appropriate catalyst system (e.g. a  5 palladium
catalyst such as one described hcreinbefore in respect
of process step  (ii)) under conditions known to those
slalled in the art; 



(xiii) for compounds of formula I in which T
represents a single bond, Y  represents -B(OR93,)r and
R91' represents H, reaction of a compound of formula
10 3IV as hereinbefore defined with botanic acid or a
protected derivative thereof (e.g.
bis(pinacolato)diboron or triethyl borate), followed
by (if necessary)  deprotection under standard
conditions: (xiv) for compounds of formula I in which
T rep resents a single bond and Y  15 represents
-S(O)3R9', reaction of a compound of formula X[V as
hereinbefore  defined with: (A) for such compounds in
which R9e represents H, either SO3 (or a  suitable
source of SO3 such as a S03*pyridine or 503*Et.3N
complex) or  .with SO2 followed by treatment with
N-chlorosuccinamide and then 20 hydrolysis.
Alternatively, a compound of formula XI.V may be
reacted  with a protected sulfide, followed by
deprotection and oxidation, or a  compound of formula
XIV may be reacted with chiorosulfonic acid
(ClS(O)201p) followed by hydrolysis; (B) for such
compounds in which R9e is other than H, chiorosulfonic
acid  25 followed by reaction with a compound of
formula 3 ;, as defined  hereinafter in which R"
represents R9e, all under standard conditions; (xv)
for compounds of formula I in which T represents a
single bond and Y  30 represents WO 2006/077366
PCT/GEZUUS/U049SI  37 01N DO  in which R9j represents
hydrogen, reaction of a corresponding compound of
formula I in which T represents a C; allcylene group
substituted at the carbon atom 5 that is attached to
the indole ring system by Z1. in which Z1 represents
=0 and Y  represents -C(0)OR9a, in which R9a
represents Cry allcyl with hydroxylamine or  an acid
addition salt thereof, for example in the presence of
base (e.g. Na0!4), e-g,  



under similar reaction conditions to those described
in inter alia J Med Chem-,  43, 4930 (2000); 10
(---vi) for compounds of formula I in which T
represents a single bond and Y  represents or -- \\ 0
R9k0 R9r0 15 in which R9k and R9r represents hydrogen,
reaction of a corresponding compound  of formula I in
which T represents a Cl alkylene group substituted
with GI, in  which G' represents -AI-RIza, A'
represents -C(O)A2, A2 represents a single bond  and
RIaa represents H, and Y represents -C(O)OR9a, in
which R9a represents 20 methyl, or ethyl,
respectively, with hydroxylamine or an acid addition
salt thereof,  for example in the presence of base
(e.g. NaOH, or aniline, respectively) and an
appropriate solvent (e.-g- methanol, or water,
respectively), e.g- under similar  reaction conditions
to those described in J Med Chem.; 44, 1051 (2001), or
inter  alia J Am. Chent Soc., 58, 1152 (1936),
respectively; 25 (xvii) for compounds of formula I in
which T represents a single bond and Y  represents WO
2(1061077366 PCT/GB2005/UUa9S1  F Q\ L7F.ym OF N~N
R9P0  in which R9' acid l 9p represents hydrogen
reaction of a corresponding compound  of formula I in
which T represents a single bond. Y represents
-B(OR93')2 and R9'' 5 represents H with a compound of
formula 3,'V in which T represents a single bond,  



Ya represents O\ 0R 9M or NI  R9p0  10 respectively,
in which R9m and R9p represent hydrogen, and L
preferably represents e.g. a halo group, such as Br;
or I, respectively, or a protected derivative  (e.g_
at the OH group with, for example, a benzyl group) of
either compound, for  example under reaction
conditions similar to those described hereinbefore in
process (ii) above and/or in Heterocycles, 36, 1803
(1993), or in Bioorg Med. 15 Chem, 11, 1883 (2003),
respectively, followed by (if necessary) deprotection
under standard conditions; ()viii) for compounds of
formula I in which T represents a single bond and Y
represents 20 -N  R 0  9n  in which R9n represents
hydrogen, reaction of a compound of formula. XVI, wo
2006/077366 PC17GBZOOi/004981  39 R2 Q"^1  R3 N XVI
R4 OH R' R' wherein Q, X', R', R', R3, R4 and R' are
as hereinbefore defined with  ethoxycarbonyl
isocyanate in the presence of a suitable solvent (e.g.
5 dichloromethane), followed by refiuxing in the
presence of Triton B and an alcoholic solvent (e.g.
methanol), for example under similar reaction
conditions to  those described in J Net Chem., 19, 971
(1952); (xi):) for compounds of formula I in which T
represents a single-bond and Y  



10 represents N  IN  R950 in which R9' represents
hydrogen, reaction of a corresponding compound of  15
formula I in which T represents a single bond and Y
represents -C(O)OR9', in  which R9arepresents H with
e.g. trimethylsilyl chloride (or the lrlce), followed
by  reaction of,-the resultant intermediate with N4S4,
for example under similar  reaction conditions to
those described in Heterocycles, 20, 2047 (1953); 20
(xx) for compounds of formula I in which T represents
a single bond and Y  represents  fN  R910 WO
20061(1773 66 PCT1GE20051004991  40 in which, i',`
represents hydrogen, reaction ofa compound of formula
.;\"11,  R2 Q-X1 R3 ::VII  R4 ; CN Rs R'  5 wherein Q;
X', R1, R2, R3, RG and RS are as hereinbefore defuied
with a base (e.g.  NaH) and CS3 in the presence of a
suitable solvent (e.a. tetrahydrofitran),  oxidation
of the resultant intermediate in the presence of, for
example, hydrogen  pero>:ide, and finally heating the
resultant intermediate in the presence of a strong 10
acid, such as IICI, for example under similar reaction
conditions to those  described in inter alia Bioorg.
hied. Chen. Lerc, 2, 809 (1992); (>oti) for compounds
of formula I in which T represents a single bond and Y
represents 



15 O 0  00 in which R9o represents hydrogen, reaction
of a corresponding compound of  formula I in which T
represents Cx ai<ylene, Y represents  20 -C(0)OR9" and
R9 represents H or, preferably, an activated (e.g_
acid halide) derivative thereof with
1,1,2,2-tetraethoxyethene, for example in the presence
of  base (e.g. triethylamine), followed by acid (e.g.
aqueous HCI), c.g, under similar  reaction conditions
to those described in J. Am. Clzen. Soc., 100, 8026
(1978); WO 200 6/0 7 73 6 6 1ICT/G6 200 5/00 4 9SI  51
(xxii) for compounds of formula I in which T
represents a single bond and Y  represents O  a) OR9
-N Rio)  5 in which R9i" and R1 independently
represent hydrogen, reaction of a compound  of formula
XVI as hereinbefore defined with 3,4-dimetho;
ycyclobutene-1,2- dione, for example in the presence
of base (e.g. KOH) and an appropriate solvent  (e.g.
methanol), followed by acid (e.g. aqueous HO), e.g.
under similar reaction  10 conditions to those
described in.T. Org. Chem., 08, 9233 (2003); (=iii)
for compounds of formula I in which T represents a
single bond and Y  represents N-N  N  N~  



9z  R 15 in which R9' represents hydrogen, reaction of
a compound of formula XVIII,  RZ Q-X1 R3 CN XVIII  R4
R5 RI  20 wherein Q, Xi, Ri Rz R' R4 and R5 are as
hereinbefore defined with NaN3 under  standard
conditions; -------- ------ ------ WO 2006/077366
YCT/GE2005/004981  (xxiv) for compounds of formula I
in which T represents optionally substituted  C,.,
ai'cenylenc or Ca.E; hcteroalkylene (s which a poinL
of unsaturation is between  the carbon atoms that are
c. and F~ to the .indole- ring): reaction of a
compound of 5 formula R2 Gi-K1 P3 H rile  R4 C  Rs R1
wherein Q, X', R', R2, .3, R4 and R' are as
hereinbeforc defined with a compound  10 of formula
)v4., (Ph)3P=CPI-T'-Y XIXA  or the like (e.g. the
corresponding Horner-Wadsworth-Emmons reagent);
wherein  15 T' represents a single bond or optionally
substituted C1.6 allcylene or C2.6 heteoallcylene and
Y is as hereinbefore defined, for example under
standard Wittig  reaction conditions, e-g. in the
presence of a suitable organic solvent (e.g. DRS');
(xxv) for compounds of formula I in which T represents
optionally substituted, 



20 saturated C2.8 -allcylene, saturated
cycloallcylene, saturated C2-8 heteroalkylene,
saturated heterocycloallcylene, C2-8 allcenylene,
cycloallcenylene, C2-8  heteroalkenylene or
heterocycloallcenylene, reduction (e.g. hydrogenation)
of a  corresponding compound of formula I in which T
represents optionally substituted  C24 allcenylene,
eycloalkenylene, C,-g heteroalkenylene,
heterocycloallcenylene, 25 C,-s allcenylene,
cycloalkynylene, C,-s heteroalkynylene or
lreterocycloalkynylene  (as appropriate) under
conditions that are known to those skilled in the art;
WO 2096/077366 PCT/GE20051004981  43 (xxvi) for
compounds of rormula I in which y represents
-C(O)OR9a,  -5(0)3R9e, -P(O)(OR91)., or -133(OR9),: in
which R9". R9e, R9f and R9i represent H_  hydrolysis
of a corresponding compound of formula I in which R9v,
R R9' or R9`  (as appropriate) do not represent H. or,
for compounds of formula I in which y 5 represents
-P(O)(OR9i)2 or -S(0)3R9c, in which R9f and R'c
represent H, a  corresponding compound of formula I in
which Y represents either  -P(O)(OR'9)N(R'')R91i.
-P(O)( (R'Di)R9i)2 or -S(0)2N(Rioz)R9' (as
appropriate);  all under standard conditions; 10
(=-vii) for compounds of formula I in which Y
represents -C(O)OR9a, -S(O)3R9c,  -P(O)(OR'I)z,
-P(O)(OR9")N(Rioa)R91' or -B(OR9j')t and R9a, R9e, R9
R9 and R91'  (i.e. those R9 groups attached to an
oxygen atom) do not represent I : (A) estetification
of a corresponding compound of formula I in which R9',
R9e, R9`, R9' and R9y represent H; or 15 (13)
trans-esterification of a corresponding compound of
formula I in which  R92, R9e, R9 R9' and R9j' do not
represent H (and do not represent the same  value of
the corresponding R9a, R9c R9f R9v and R93' group in
the  compound of formula Ito be prepared), under
standard conditions in the presence of the appropriate
alcohol of formula  20 XX, R9zaOH XX  in which R9M 



represents R98, R9e, R9f RR' or R9j provided that it
does not represent  25 H; (nviii) for compounds of
formula I in which T represents a Cl alkylene o oup
substituted with G1, in which G1 represents -Af-Rua,
Al represents -C(O)A2-, A2  represents a single bond
and R12 represents H, and Y represents -C(O)OR9a, in
30 which R9a is other than H, reaction of a
corresponding compound of formula I in  which the C1
alkylene group that T represents is unsubstituted,
with a C1-6 alkyl  (e.g. ethyl) formate in the
presence of a suitable base (e.g. sodium ethoxide),
for )NO 2000177366 PC /G132005/004981  44 example
under similar condi(ions ro thnsc described i1, b'ion;
13, 709(200' (n:) for compounds of formula I ir_ which
Q and X' are as hereilabefore defined, 5 provided that
when X1 or X2 (as appropriate) represents -C(O)OR",
-C(O)N(Rlob)R96 -C(O)N(H)C(=NR9c)N(R'Od)R9d -S(0)3R9a,
-P(0)(OR9f)2,  -P(0)(OR9,)N(Rioo)R91'
-P(O)(N(RIoi)R9j)2 or -B(ORS")3, Rye Lo R9', R93:,
R1ob.  R]od, R101 and R1' are other than H, reaction
of a compound of formula XD, Rz Ls  R3 T-Y  R4 N 10 RS
r.I wherein L5, T, Y, R1, R2, R'; R4 and k' are as
hereinbefore defined; with a  compound of formula 3I,
15 L6-Q-X16 X >M wherein X16 represents X1, provided
that when X1 or X2 (as appropriate)  represents
-C(O)ORS', -C(O)N(R10b)R96, C(O)N(H)C(-NR9c)N(R10a)R9d
-S(O)3R9e, -P(O)(OR9f)2, -P(0)(OR9F)N(R106)R9h,
-P(O)(N(R')R95)2 or -B(OR91)2, 20 R9a to R9i,
R9r,-R106, R(oa R1o1' and R1' are other than H, or a
protected derivative  thereof, and Q and L6 is as
hereinbefore defined, for example under similar
reaction conditions to those described hereinbefore in
respect of process (ii)  



above, followed by (if necessary) deprotection under
standard conditions; 25 (1~a) for compounds of formula
I in which Q represents a single bond, X1  represents
-C(O)ORS' and R9a represents I-I, reaction of a
compound of formula  X71 in which L5 represents
either: (1) an alkali metal (for example as defined in
respect of process step (x)  above); or WO 2006/077366
PC1'/GS2005/004981  45 (11) -Mg-halide, with carbon
dioxide; followed by acidification under standard
conditions known to  those skilled in the art, for
example, in the presence of aqueous hydrochloric acid;
5 (::jai) for compounds of formula I in which Q
represents a single bond and XI .represents -C(O)OR9
or -C(0)N(R106)R96, reaction of a corresponding
compound  of formula X'X'I in which L3 is a suitable
leaving group known to those skilled in  the art (such
as a sulfonate group (e.g. a tiiflate) or, preferably,
a halo (e.g_ bromo  or iodo) group) with CO (or a
reagent that is a suitable source of CO (e.g. 10
Mo(CO)6 or Co2(CO)E)7 in the presence of a compound
corresponding to a  compound of formula XVA as
hereinbefore defined or a compound of formula  X'Y[ll
as defined hereinafter (as appropriate) and an
appropriate catalyst system  (e.g. a palladium
catalyst such as one described hereinbefore in respect
of process  step (ii)) under conditions known to those
skilled in the art; 15 (xxxii) for compounds of
formula I in which Q represents a single bond, X'
represents -B(OR9y')2 and R9j" represents l3, reaction
of a compound of formula  X' as hereinbefore defined
with boronic acid or a protected derivative thereof
(e.g. bis(pinacolato)diboron or triethyl borate) and
an appropriate catalyst system 20 (e.g. a palladium
catalyst such as one described hereinbefore in respect
of process  step (ii)) under conditions known to those
skilled in the art, followed by (if  necessary)
deprotection under standard conditions; (xxxiii) for
compounds of formula I in which Q represents a single
bond and Xr  



25 represents -S(O)3R9c, reaction of a compound of
formula X' II as bereinbefore  defined with: (A) for
such compounds in which R9e represents H, either SO3
(or a  suitable source of S03 such as a S03*pyridine
or S03tEt3N complex) or  with SO2 followed by
treatment with Ar chlorosucciniuude and then 30
hydrolysis, all under standard conditions.
Alternatively, a compound of  formula XX'_l may be
reacted with a protected sulfide, followed by IA/0
2006/077366 I'CT/C6 20 0 5/0(1-098)  46 deproteetion
and oxidation. 01 a compound of formula ~~ may bc'
reacted  with chlorosulfonic acid (Cl5((D),0H)
followed by hydrolysis: (B) for such compounds in
which R9e is other than H: chlorosulfonic acid
followed by reaction with a compound of formula 3G;.
as defined  5 hereinbefore in which R" represents R9e,
all under standard conditions; (3uaiv) for compounds
of formula I in which. X' or X (as appropriate)
represents  -C(O)OR 9a1 -S(O)3R9a, -P(0)(OR9f)2 or
-B(OR9j),, in which R9a, R9e, R 9' and R93'  10
represent H. hydrolysis of a corresponding compound of
formula I in which R9' R", R9for R9= (as appropriate)
do not represent H, or, for compounds of formula I  in
which X' or X' as appropriate) represents -C(O)OR 9a
or -P(0)(0R9f)2, in  which R92. and R9f represent H, a
corresponding compound of formula I in which  X1 or X'
(as appropriate) represents -C(O)N(H)S(O)2R1 .
-P(0)(OR9')N(R'0s)R9h  15 or -P(0)(N(R'')R9i)2 (as
appropriate), all under standard conditions; (ax=) for
compounds of formula I in which X' or X2 (as
appropriate) represents  -C(0)OR9e, -S(O))R9e,
-P(0)(OR9f)z: -P(O)(OR9`)N(R'o'')R91i or -B(OR9)')2
and  R9a, R9e BY' R9" and R9y (i.e. those R9 groups
attached to an oxygen atom) do not  20 represent H:
(A) estcrification of a corresponding compound of
formula I in which R9a,  R9e, R9' R9` and R9I'
represent H; or (B) trans-esterification of a
corresponding compound of formula I in winch  



R9a, R9e, R91 R9 and R9}' do not represent H (and do
not represent the same  25 value of the corresponding
R9a, R9e, R9F R9& and R9y group in the  compound of
formula I to be prepared), under standard conditions
in the presence of the appropriate alcohol of formula
XX as bereinbefore defined; 30 ()Da-vi) for compounds
of formula I in which Q represents a C, alkylene group
substituted with GI, in which G' represents -A'-R1"',
A' represents  -C(0)_A2-, A2 represents a single bond
and R12a represents H, and X' represents WO
2006/071366 PCT/C82005/004981  47 -C(0)OR9, in which
R9a is other than H, reaction of a corresponding
compound of  formula I in which the C, allcyiene group
that Q represents is unsubstituted, with a  C1.6
alic-yl (e.g. ethyl) formate in the presence of a
suitable base (e.g, sodium  ethoxide), for example
under similar conditions to those described in Bioorg.
Ailed  5 Chen. L.ett., 13, 2709 (2003); (xxxvii) for
compounds of formula I in which XI or X2 (as
appropriate) represents  -C(0)N(R'ob)R9b,
-C(O)N(MC(=NR9c)N(R,od)R9d, -C(0)N(H)CN or
-C(O)N(H)S(O)2R" reaction of a corresponding compound
of formula I in which  10 or X2 represents -C(O)OR9a
with a compound of formula =Il, R25(R26)NH I1  wherein
R2' and R26 represent, in the case of a compound of
formula I in which Xr  15 or X2 (as appropriate)
represents: (I) _C(O)N(Rbob)R9b, R9b and R10h. (2)
-C(O)N(II)C(=NR9c)N(R10d)R9d, _C(=NR9c)N(Rlod)R9d and
H;  (3) -C(O)N(H)CN, -CN and H; or (4)
-C(O)N(IDS(O)zR", -S(0)2R" and H, 20 respectively, and
R9b to R9d, R' o6 Rlod and R" are as hereinbefore
defined under  standard conditions. For example, the
reaction may be performed in the presence  of a
suitable coupling reagent ((e.g.
1,1'-carbonyldiimidazole, 1+;N'- 



dicyclohexylcarbodiimide,
1-(3-dimethylarainopropyl)-3-ethylcarbodiimide (or
hydrochloride thereof), WY-disuccinimidyl carbonate,
25 benzotriazol-1-yloxytris(dimeth)llamino)phosphonium
hexafluorophosphate, 2-
(IH-benzotriazol-I-yl)-1,1,3,3-tetramethyluronium .
hexafluorophosphate,
benzotriazol-1-yloaytrispyrrolidinophosphonium
hexafluorophosphate, bromo- tris-pylrolidinophosponium
hexafluorophosphate, 2-(IH-benzotriazo1-1-yl)-
1,1,3,3-tetrametbyluronium tetrafluoro carbonate,
I-cyclohexylcarbodiimide-3 30 propyloxyrnethyl
polystyrene, 0-(7-azab(-llzotriazol-1-y1)-i\,N,N',N'
tetr-amethyluronium bexafluorophosphate or
O-benzotriazol-J-yI-NNN',N'- tetra me'thyluronium
tetrafluoroborate), and/or a suitable base (e.g.
sodium hydride, WO 200(,107-7366 PC11C1 2_008/00498]
AS sodium bicarbonate, potassium; carbonate.
pynolidutopyridure, p;,--idine.  tnethylamine,
tribu'ylamte, trunetir\'iamine,
dimetin-lamuiop)^-idine.  diisopropylamine,
diIsopropylethylatnine-
I-G-diazabicyclo[3.4.0]undec-7-ene,  sodium hydroxide,
A' ethy1diisopropylamine, AN-(methylpoiystyrene)-4-
(methylamino)pyridine, potassium
bis(trimcthylsilyl)-amide, sodium
bis(trimethylsilyl)amide. potassium rerr-butoridc,
lithium diisopropylarnide,  lithium
2,3,6,6-tetramethylpiperidine. butyllithium (e.g. n s-
or /-butyllithium) or  mixtures thereof) and an
appropriate solvent (e-g. tetrahydrofuran, pyridine,
toluene, diclrlorometbane, chloroform, acetonitrile,
dimethylformarnidc, 10 dimethylsulfoxide, water.
triethylamine or mixtures thereof). Alternatively an
azodicarboaylate may be employed under Wiitsunobo
conditions known to those  skilled in the art- The
skilled person will also appreciate that it may be
convenient  or necessary to first convert the acid or
ester compound of formula I to a  corresponding acid
halide prior to reaction with the compound of formula
~'II. 15 Such conversions may be perfo.-rned in the
presence of a suitable reagent (e.g.  oxalyl chloride,
thionyl chloride, etc) optionally in the presence of
an appropriate  solvent (e.g- dichloromethane, TIIF,
toluene or benzene) and a suitable catalyst  (e.g.
DIvW), resulting in the formation of the respective
acyl chloride- The skilled  



person will appreciate that when compounds of formula
X [II are liquid in nature, 20 they may serve as both
solvent and reactant in this reaction. An alternative
way of  performing this step for compounds of formula
I in which X' Or X2 represents  -C(O)N(Rlob)R9b
includes the reaction of a compound of formula I in
which X' or  X2 (as appropriate) represents -C(O)OR9a
and R9" is other than II (e.g. ethyl) with  a compound
of formula =, in the presence of, e.g.
trimethylaluminium, for 25 example in an inert
atmosphere and in the presence of a suitable solvent
(e.g.  dichloromethane). Compounds of formula II may
be prepared by: 30 - (a) reaction of a compound of
formula )OCV, WO 2006/077366 PCT/GR2005/004991  49  R
L T-Y MV  R4 H R5 wherein L', R2, R3, R". R5, T and Y
are as hereinbefore defined,  with, a compound of
formula V as hereinbefore defined, for  5 example
under reaction conditions similar to those described
hereinbefore in respect of preparation of compounds of
formula I  (process (ii)) above; (bi) for compounds of
formula II in which X' represents  10
C(0)N(H)C(=NR9o)N(R'od)R9d _C(0)N(IHCN or
-C(0)N(H)S(0)2R", reaction Of either a compound of
formula iI  (or a protected derivative thereof) in
which X' represents H, or a  compound of formula XXI'V
(or a protected derivative thereof) in  which the L'
group is activated (for example as described 15
hereinbefore), with a compound of formula VA, as
hereinbefore  defined, for example under conditions
such as those described  hereinbefore in respect of
preparation of compounds of formula I  



(process (iia) above), 20. (bii) for compounds of
formula II in which Q represents C2-g  heteroalkylene
(optionally substituted by one or more substituents
selected from G'), in which the heteroatom-containing
group  interrupting the alkylene chain is -N(R20)- and
X' is as hereinbefore  defined, or Q represents C,4
allcylene (optionally substituted by one 25 or more
substituents selected from G') and X' is a nitrogen-
containing heterocycloalkyl group substituted by X2,
which group is  attached to Q through a nitrogen atom
in that group, reaction of a  compound of formula =T,
WO 2006/077366 PCT/GBZOOS/004951  T -Y XXV R4 H  R'
wherein 3II8, R', k'; Rs, R', T and Y are as
hercinbefore defined by  5 reductive aminatiou in the
presence of a compound of formula VII  as hereinbefore
d efuied: (c) for compounds ,of formula II in which Q
represents optionally  substituted C2_2 allcenylene or
C2_s heteroallcenylene (in which a  10 point of
unsaturation is between the carbon atoms that are a
and ~ to the indole zing), reaction of a corresponding
compound of  formula =V in which L' represents halo
(e-g. iodo) with a  compound of formula VIIIA, or a
compound of formula XX'S in  which 1 represents -CHO
with a compound of formula VLILB or a 15 compound of
formula VIIIC as hereinbelore defined, for example
under reaction conditions similar to those described
hereinbefore in  respect of preparation of compounds
of formula I (process (iv))  above); 20 (d) for
compounds of formula II in which Q represents
optionally  



substituted, saturated C2_s allcylene, saturated
eyeloallcylene,  saturated Cgs heteroaUcylene,
saturated heterocycloalkylene, C2- allcenylene,
eyeloalkenplene, C2.s heteroalkenylene or
heterocycloallcenylene, reduction (e-g- hydrogenation)
of a 25 corresponding compound of formula II in which
Q represents  optionally substituted C,_s allcenylene,
cycloallcenylene, C,_s  heteroallcenylene,
heterocycloallcenylene, C2_8 allcynylene,
cycloallcynylene, C2 .-s heteroallynyleue or
heterocycloallcyuylene WO 20061077366
PCIIG620051004991  3 (as appropriate) unde- conditions
that are known to those skilled in  the art; (e) for
compounds of formula II in which D represents a single
bond,  5 -C(0)-, -C(R')(R5)-, C2-s allcylene or
-S(0)2-, reaction of a  compound of formula )OC I,
R2-R3 Q-X1 T-y X VI 10 wherein Q, X', L3, R2-R', Tand
Y are as hereinbefore defwed with  a compound of
formula X as hereinbefore defined, for example  under
reaction conditions similar to those described
hereiubeore in  respect of preparation of compounds of
formula I (process (vi))  above; 15 for compounds of
formula II in which IJ represents -5-, -0- or C2-4
allcynylene in which the triple bond is adjacent to E,
reaction of a  compound of formula XXVI as
hereinbefore defined in which L3  represents C2 as
hereinbefore defined (for example -B(OFI)2) with a 20
compound of formula XI as hereirrbefore defined, for
example  under reaction conditions similar to those
described hereinbefore in  respect of preparation of
compounds of formula I (process (vii))  



above; 25 (g) for compounds of formula II in which D
represents -S(0)- or  -S(0)2-, oxidation of a
corresponding compound of formula H in  which D
represents -S-; 3 w0 2006/077366 Pf T/CG30(hf0Ua981
(in for compounds of formula IT in winch D represents
-0- oi- -5- reaction. of a compound of formula 3~:
Y11,  R'--F,5 Q-Y.' T-Y J,VI I  FID`/~ IJ H  5 wherein
D. Q, X', R`-R', T and \f are as hereinbefore defined,
with  a compound of formula XIII as hereinbefore
defined, for example  under reaction conditions
similar to those described hereinheforc in  respect of
preparation of compounds of formula I (process (ii))
10 above; (i) for compounds of formula TI in which T
and Y are as hereinbefore  defined, provided that when
represents  -C(O)OR9a, -s(0)3k9e, -P(0)(OR9E),,
-P(0)(OR99)N(R'1h)R9h, 15 -P(O)(N(R10)R9') -B(OR9j)2
or -S(0)2N(R'oz)R9z, R9a, R.9e to R9i,  R9)', R9z,
R1oh R' and R10' are other than Ii, reaction of a
compound of formula XXVIII, Rz Q-X1  R3 Ls XXVIII  R`
N R5 PG  20 



wherein PG represents a suitable protecting group,
such as  -S(0)2Ph, -C(0)0-, -C(0)OtBu or -C(0)N(Et)2)
and ii, Q, X', R2,  Rs, R4 and R5 are as hereinbefore
defined, with a compound of  formula XV as
hereinbefore defined, for example under' similar 25
coupling conditions to those described hereinbefore in
respect of WO 2006/077366 YCT/G82005/004991  process
(x) above, followed by dcprotection of the, resultant
compound under standard conditions; (j) for compounds
of formula 11 in which T represents single bond, Y  S
represents -C(O)OR9a and R9a represent H, reaction of
a compound  of formula )O;"V1II in which L5 represents
an alkali metal, or -Mg- halide, with carbon dioxide,
followed by acidification; for example  under
conditions such as those described in respect of
preparation  of compounds of formula I (process (xi))
above; 10 (k) for compounds of formula II in which T
represents a single bond  and Y represents -C(O)OR9a,
reaction of a corresponding compound  of formula
)X"VUII in which L5 is a suitable Leaving group known
to  those skilled in the art (such as a sulfonate
group (e.g. a triflate) or, 15 preferably, a halo.
(e.g. bromo or iodo) group) with CO (or a reagent
that is a suitable source of CO), in the presence of a
compound of  formula X VA as hereinbefore defined, or
water, and an appropriate  catalyst system under
conditions such as those described  hereinbefore; 20
(1) for compounds of formula II in which T represents
a single bond, Y  represents -B(OR9'')z and R9r
represents H, reaction of a compound  of formula NISI
as hereinbefore defined with boronic acid or a
protected derivative thereof (e.g.
bis(pinacolato)diboron or triethyl 25 borate),
followed by deprotection of the resultant compound
under  



standard conditions; (m) for compounds of formula XI
in which T represents a single bond  and Y represents
-S(0)3R9e, reaction of a compound of formula  30
)I3,'VIII as hereinbefore defined with: (A) for such
comporunds in which R9` represents H, either S03 (or a
suitable source of S03 such as a S03''pyridluc or
S03'!Et3N WO 3006/07736,; PCT/G132015/0049S1  complex)
or With SO-2 followed b1 treatment witl: ?v-
cltiorosuccinimide and then hydmis'sis; (B) for such
compounds in which Rc is other than H,  chlorosulfonic
acid followed by reaction with a compound of  5
formula XX as defined hereinbefore in which R"
represents R9c, all under standard conditions such as
those described hereinbefore  in respect of
preparation of compounds of formula I (process (xiv)
above); 10 (n) for compounds of formula II in which T
represents a single bond  and Y represents 0- N OR9I
15 in which R9j represents hydrogen, reaction of a
corresponding  compound of formula II in which T
represents a C2 allcylene group  substituted at the
carbon atom that is attached to the indole ring
system by Z1, in which 7( represents =0 and Y
represents  C(O)ORPa, in Which R9" represents CI-6
alkyl with hydroaylamine 20 or an and addition salt
thereo~ for example under reaction  conditions similar
to those described hereinbefore in respect of
preparation of compounds of formula I (process (rv))
above; (o) for compounds of formula II in which T
representsa single bond  25 and Y represents O N  



I or I  N -0 R 0 Rgr0 WO 20061077166 PCriGB20 5/ooA981
s5 in which R9'` and R9r represent hydrogen in each
case, reaction of a  corresponding compound of formula
II in which T represents a q  allcyiene group
substituted with G1, in which a' represents -AI A'
represents -C(O)A2-, A2 represents a single bond and
R'2'  5 represents I-I, and Y represents -C(O)OR9', in
which Rs' represents  methyl, or ethyl, respectively,
with lrydroxylamine or an acid  addition salt thereof
for example under reaction conditions similar  to
those described hereinbefore in respect of preparation
of  compounds of formula I (process (),vi)) above; 10
(p) for compounds of formula II in which T represents
a single bond  and Y represents OR9m or NI  R9P0  15
in which R9" and R9p represent hydrogen in each case,
reaction ofa  corresponding compound of formula H in
which T represents a  single bond, Y represents -B(OR9
)2 and R9j' represents H with a  compound of formula
XV in which T represents a single bond, I  20
represents O OR9ni \ \ Of N,N  O R9PO  in which R9"
and R9P represent hydrogen in each case, and L6 



25 preferably represents e.g- a halo group, such as
Br, or I,  respectively, or a protected derivative
(e-g- at the 014 group with, WO 200(-/()-'3(,6
PCT/CE20W;/0()49S1  M tor example; a ben:cyi gnoupi of
either compound. 1o_ example  under reaction
conditions similar to those described herenbefore in
respect of preparation of compounds of formula 1
(process (xvii) )  above; (q) for compounds of formula
II in which T represents a single bond  and Y
represents o~ o  -N JN  R9nO 10 in which R9"
represents hydrogen-. reaction of a compound of
formula XXJX, Rz Q-X'  R3 H XXIX  R4 H OH R$  15
wherein Q, X', R', R2, R3, R4 and RR are as
hereinbefore defined  with ethoxycarbonyl isocyanate,
for example under reaction  conditions similar to
those described hereinbefore in respect of
preparation of compounds of formula I (process
(xviii)) above; 20 (r) for compounds of formula II in
which T represents a single bond  and Y represents 



WO 2006/U77366 rc vGE2005/004951  57 N_s  r I  N  R9s0
in which R9S represents hydrogen, reaction of a
corresponding  compound of formula II in which T
represents a single bond and Y  5 represents
-C(O)OR9a, in which R9a represents H with e.g.
trimethylsilyl chloride (or the like), followed by
reaction of the  resultant intern-tediate with N434.
for example under reaction  conditions similar to
those described hereinbefore in respect of
preparation of compounds of formula I (process
(.,:ix)) above; 10 (s) for compounds of formula II in
which T represents a single bond  and Y represents N
R9t0 15 in which R9t represents hydrogen, reaction of
a compound of  formula Yom, Rz Q-XI  R3 XXX  R4 N CN
R5  20 wherein Q. X', B?, R', R" and RS are as
hereinbefore defined with  Nall and CS2 the presence
of a suitable solvent (e.g.  tetrahydrofuran),
oxidation of the resultant initermediate in the 



WO 2006/(17736( PCT/GBZ(IO5/004)81  ss presence of,
for example, hydrogen peroxide, and finally heating
the r--sultan= intermediate in the presence of a
strong acid. such as  HCI; for example under reactiorn
conditions similar to those  described hereinbefore in
respect of preparation of compounds of  5 formula I
(process (xx)) above; (t) for compounds of formula II
in which T represents a single bond  and Y represents
O  DR9U  10 in which R9o represents hydrogen- reaction
of a corresponding  compound of formula II in which T
represents Ct alkylene, Y  represents -C(O)OR9a and
R9a represents H or, preferably, an 15 activated (e.g.
acid halide) derivative thereof with 1,1,2,2-
tetraethoxyethene, for example under reaction
conditions similar to  those described hereinbefore in
respect of preparation of  compounds of formula I
(process (xxi)) above; 20 (u) for compounds of formula
II in which T represents a single bond  and Y
represents 0  ToR9v.  N `Rio) WO 2006/077366 PC
17(.52005/004951  59 in which R9V and R10'
independently represent hydrogen, reaction of  a
compound of formula _k' IX as hereinbefore defined
with 3 4- dimethoxycyclobutene-12-dione, for example
under reaction  



conditions similar to those described hereinbefore in
respect of 5 preparation of compounds of formula I
(process (,:cii)) above; (v) for compounds of formula
11 in which T represents a single bond  and Y
represents N-N  ,N  N I9X  10 R in which 129"
represents hydrogen, reaction of a compound of
formula ;I, Rz ot_x1  R3 CN n..:l  R4 N H  15 R5
wherein Q, X', R2, R3, R4 and RS are as hereinbefore
defined with  NaN3 under standard conditions; 20 (w)
for compounds of formula II in which T represents
optionally  substituted C2_g allcenylene or C2_t
heteroalkylene (in which a point  of unsaturation is
between the carbon atoms that are a and R to the
indole ring), reaction of a corresponding compound of
formula  XXXII, 25 WCI 2006/077366 PCT/CB2005/004981
60 R` A ).i.i.~~  



R' 0 R'  wherein Q, X', R3, R3, R' and R' are as
hereinbefore defined with a  compound of formulaXA as
hereinbefore defined, under 5 standard Wittig reaction
conditions; (j for compounds of formula 11 in which T
represents optionally  substitutcd, saturated C2_s
allcylene, saturated cycloallcylene,  saturated C,_s
heteroallcylenc, saturated heterocycloallcylene. G,-s
10 alicenylene, cycloallcenylene, Cgs
heteroallcenylene or  heterocycloalkenylene, reduction
(e.g. hydrogenation) of a  corresponding compound of
formula II in which T represents  optionally
substituted C2_g alkenylene, cycloallcenylene, C2~s
heteroallcenylene, heterocycloalkenylene, C2-8
allynylene, 15 cycloalkynylene, Cz_s heteroallgynylene
or heterocycloallynylene  (as appropriate); (y) for
compounds of formula II in which Y represents
-C(O)OR9a,  S(O)3R" P(O)(OR9()2 or -B(OR9'")2, in
which R9o, RRe, R9f and  20 R93' represent H,
hydrolysis of a corresponding compound of formula II
in which R9', R9e, R9f or R9' (as appropriate) do not
represent H, or, for compounds of formula II in -which
Y represents  -P(0)(OR9% or -S(0)3R9c, in which R9f
and R9e represent H, a  corresponding compound of
formula II in which Y represents either 25
-P(0)(OF95)N(Rto(')P9i, -p(0)(N(R')R9')2 or
-S(0)2N(Rto2)R9z (as  appropriate); ,  (z) for
compounds of formula 11 in which Y represents
-C(O)OR93 S(O)3R9e P(0)(0R9f)', -P(O)(OR9e)N(R(ot')R9"
or -B(OR9y)2 and WO 2006/077366 PCTlGE2005/0049E1  6i
9c 9f i9: 9L o 



R'3, R , R , " and R (i.e. those R' Duns attached to
an oa yF  atom) do not represent II: (A) esteriication
of a corresponding compound of formula it in  which
R9a, R9e, R9f, R9- and R9j represent H; or 5 (B)
trans-esterification of a corresponding compound of
formula  TI in which R's, R9c, R9r, R9 and R9j' do not
represent I-I (and do  not represent the same value of
the corresponding R9', R9c, R9f,  R" and R9) group in
the compound of formula II to be prepared), under
standard conditions in the presence of the.
appropriate alcohol  10 of formula XX as hereinhefore
defined; (aa) for compounds of formula ll in which T
represents a C, alkylene  group substituted with G',
in which G' represents  -A'-R12a A' represents
-C(O)A2-, A2 represents a single bond and 15 RL2a
represents H, and Y represents -C(O)OR9a, in which R9'
is  other than I-i, reaction of a con-esponding
compound of formula II  in which the CL alkylene o oup
that T represents is unsubstituted  with a CLS alkyl
formate in the presence of a suitable base; or 20 (ab)
for compounds of formula II in which Q and X1 are as
hereinbefore  defined, provided that when X' Or X2
(ashappropriate) represents  -C(O)Okca C(O)N(RIb)R9b,
-C(O)N(H)C(NR9c)N(RLOd)R9d  -S(0)3R9e _P(O)(OR9#)2,
-P(O)(OR98)N(Rtot)R9h  P(O)(N(R10i)R9')2 or -B(OR9'')2
R9a to R91R9y RLOb Rtd Rtoh and 25 R10i are other than
II, reaction of a compound of formula '-III,  R2 L5 R3
T-Y XXXIII  R4 H R5 WO 2006/077306 PCT/GB20t15/0049%1
wiiercu'. I._'. T. 1, R''. F', F" and R' are as
hereinbefore defined.  



with a compound of formula 'JJI as hereinbefore
defined. or a  protected derivative thereof, for
example under reaction conditions  similar to those
described hereinbefore in respect of preparation of 5
compounds of formula i (process (ii)) above, followed
by (if  necessary) deprotection under standard
conditions; (ac) for compounds of formula II in which
Q represents a single bond,  X1 represents -C(O)OR9`
and R92 represents H. reaction of a  1.0 compound of
formula )=ill in which l,5 represents either an alkali
metal or -Mg-halide with carbon dioxide, followed by
acidification; (ad) for compounds of formula II in
which Q represents a single bond  15 and Xr represents
-C(O)ORS" or -C(0)N(R10)R9b, reaction of a
corresponding compound of formula X) III in which L5
is a  suitable leaving group with CO in the presence
of a compound of  formula XVA or SIT as hereinbefore
defined, for example under  conditions such as those
described in respect of process (xai)  20 above; (ae)
for compounds of formula II in which Q represents a
single bond,  XI represents -B(OR9y')2 and R9"
represents H, reaction of a  compound of formula VIII
as hereinbefore defined with boronic 25 acid or a
protected derivative thereof (e.g.
bis(pinaeolato)diboron or  triethyl borate), for
example under conditions such as those  described in
respect of process (),=ii) above, followed by (if
necessary) deprotection under standard conditions;
(al) for compounds of formula II in which Q represents
a single bond  30 and Xr represents -5(O)3R9e,
reaction of a compound of formula  =II as hereinbefore
defined with: WC1 2006/077366 PCT/G820051004981  63 



(A) for such compounds in which R9e represents Ii.
either SO; (or a  suitable source of SO3 such as a 5O;
"pyridine or SO;'Lt;N  complex) or with S0, followed
by treatment with N- chlorosuccininlide and then
hydrolysis; (B) for such compounds in which R9e is
other than H,  chlorosulfonic acid followed by
reaction with a compound of  formula ) as defined
hereinbefore in which R9' represents R9e, all under
standard conditions such as those described
hereinbefore  in respect of preparation of compounds
of formula 1 (process  10 (xxxiii) above); (ag) for
compounds of formula II in which X1 or X2 (as
appropriate)  represents -C(O)OR9a, -S(0);R9e,
-P(O)(OR9`)2 or -B(OR9')2, in  which R9a, R9e, R9f and
R9`" represent rI, hydrolysis of a 15 corresponding
compound of formula 11 in which R9', R9e, R9f or R9y
(as appropriate) do not represent 1-1, or for
compounds of formula 11  in which X7 or X2 (as
appropriate) represents -C(O)ORS" or  -P(O)(OR9f)2, in
which R9a and R9f represent 11, a corresponding
compound of formula 11 lri which X1 or X2 (as
appropriate) 20 represents -C(O)N(H)S(O)2R11,
-P(0)(OR9)N(R"Oh)R9' Or  -P(O)(N(R10)R7')2 (as
appropriate); (ah) _ for compounds of formula II in
which X1 or X2 (as appropriate)  represents -C(O)OR9a,
-S(O)3R9e, P(Q)(OR9f)2,  25 -p(Q)(QR9E)N(Rloh)Rsh or
-B(OR9i)2 and R9a, R9e, R9f R9 and R9y (i.e. those R9
groups attached to an oxygen atom) do not represent
H: (A) esteri_fication of a corresponding compound of
formula. TI in  which R9a, R9e, R9f R9 and R9y
represent H; or 30 (B) trans-esterifi.cation of a
corresponding compound of formula 11  in which R9",
R9c, R9f R9- and R9}" do not represent 14 Ruin do not
w o 2oO610-1?366 rcr/Gu:wo5rou49s1  



as -,5e represent the same value of the co1Tespoll-inr
l.., Rbe, R.9;. R9 and  R`' group in the compound of
formula Ii to be prepared) under standard conditions
in the presence of the appropriate alcohol  oformula
Xn- as hereinbefore defined; 5 (ai) for compounds of
formula II in which Q represents a C] allt}ylcne
group substituted with C7', in which G] represents
-AI-RL21, Al represents -C(O)_g2-, A2 represents a
single bond and  R12, represents H, and X1 represents
-C(O)OR's, in which R9a is 10 other than H.. reaction
of a corresponding compound of formula II  in which
the C, allylene group that Q represents is
unsubstituted  With C1_6 alkyl formate in the presence
of a suitable base; (aj) for compounds of formula II
in which X] or ~2 (as appropriate)  15 represents
-C(O)N(R' os)R9b C(O)N(H)C( NR9c)N(R] od)R9d,
-C(O)N(H)CN or -C(O)N(H)S(O)2R'1 reaction of a
corresponding  compound of formula II in which 11
represents -C(O)ORS` with a  compound of formula?O II
as bereinbefore defined. 20 Compounds of formula IV
may be prepared as follows: (a) Reaction of a compound
of formula =V as hereinbefore defused  with a compound
of formula UV, 25 R'L2 3'IV  wherein R' and Lz are as
hereinbefore defied or a compound of  formula Ill as
hereinbefore defined., for example under reaction
conditions similar to those described hereinbefore in
respect of 30 preparation of compounds of formula I
(processes (ii) and (i),  respectively) above; WO 20
06/0 773 66 PC1/G62005/004981  65 



(b) for compounds of formula IV in which L! represents
halo. reaction  of a compound of formula XX'V, Rz  F3
T-Y  R4 N Rs R1  5 wherein R', R2, R3, R4, R5, T and Y
are as hereiubefore defined  with a reagent or mixture
of reagents known to be a source of  halide atoms. For
example. for bromide atoms, -N- bromosuccinimide,
bromine or 1,2-dibromotctrachloroethane may 10 be
employed, for iodide atoms, iodine, diiodoethane,  di
odotetrachloroethaue or a mixture of Nat or ICI and N-
chiorosuccinimide may be employed, for chloride atoms,
Ar  cblorosuccinimide may be employed and for fluoride
atoms, 1- (chloromethyl)-4-fluoro-
1,4-diazoniabicycio[2.2.2]octane bis(tetra 15
fluoroborate), I-1uoropyridinium triflate, xenon
difluoride, CF; OF  or perchloryl fluoride may be
employed. This reaction may be  carried out in a
suitable solvent (e.g. acetone, benzene or dioxane)
under conditions known to the skilled person; or 20
(c) for compounds of formula IV wherein Ll represents
a sulfonate - group, reaction of a compound of formula
X)DM, R2 OH  R3 ` T Y XXXVI  R4 N R' R1 V.10
2006/077366 PCT/082005/004991  66 



a her il: K. k. R R5, and Y are as hereinbefore
defined  Wito ar appropriate reag.em for the
conversion of the hvdro::vl  group to the sulfonate
group (e.g. tos)fl chloride. mesyl chloride,  triflic
anhydride and the like) under conditions known to
those  j skilled in the art. Compounds of formula VI
may be prepared by: (a) for compounds of formula VI in
which D represents a single bond,  10 -C(0)-,
-C(R)(PF)-, C2-0 allylenc or -S(O)2-, reaction of a
compound of  formula yxixi\711, V12  R2-R5 \~~_~I-Y
XYJ.VII  RI l j wherein X1a L3 Rs R""-R' T and Y are
as hereinbefore defined (L' in  particular may
represent halo, such as bromo) with a compound of
formula  X as hereinbefore defined (in which L4 may in
particular represent  B(OFI2)), for example under
reaction conditions similar to those described
hereinbefore in respect of preparation of compounds of
formula I (process  20 (vi)) above; r  (b) reaction of
a compound of formula )CXV as hereinbefore defined
with a compound of formula III as hereinbefore
defined, for example under  reaction conditions
similar to those described bereinbefore in respect of
25 preparation of compounds of formula 1 (process (i))
above); or (c) for compounds of formula VI in which X"
represents represents  -CI-IO, reaction of a
corresponding compound of formula XXXV as  and,
defined with a mixture of DVF , for example, oxalyl WO
2006/077366 PCT/GB2005/004581  67 chloride, phosgene
or P(O)C13 (or the like) in an appropriate solvent  



system (e.g. DIvW or dichioromelhane). Compounds of
formula IX may be prepared by reaction of a compound
of formula  5 XXVI as hereinbefore defined, with a
compound of formula III as hereinbefore  defined, for
example under reaction conditions similar to those
described  hereinbefore in respect of preparation of
compounds of formula I (process (i))  above. 10
Compounds of formula lix in which L3 represents L' may
be prepared by reaction  of a compound of formula IX
in which L3 represents L', with an appropriate
reagent for the conversion of the L' group to the L'-
group. This conversion may  be performed by methods
known to those skilled in the art, for example,
compounds of formula IX, in which L3 is
4,4,5,5-tetramethyl-1,3,2-dioxaborolan 15 2-yl may be
prepared by reaction of the reagent
bis(pinacolato)dihoron with a  compound of formula 1X
in which L3 represents L', for example under reaction
conditions similar to those described bereinbefore in
respect of preparation of  compounds of formula I'
(process (ii)) above). 20 Compounds of formulae XXVIII
and XXXIII, in which L' represents  an appropriate
alkali metal, such as lithium may be prepared by
reaction of, in the  case of a compound of formula
XIV, or XXVIII, a compound of formula  XXX5TI11, R2
Q-X'  R3 XXXVIII  R4 25 Rs Rz or, in the case of a
compound of formula XXT, or X11, a compound of formula
XXXIX, WO 200610'7366 PCT/CE20 05/(104 95 7  6f R2  R 



>;YXIX  -T-1' R4 Rs R= wherein, in both cases, Rz
represents P2 (in the case of compounds of formulae  5
):fV and XX'I) or PG (in the case of compounds of
formulae ,VIII and  )'-,:III). and PG Q, X1, T. Y: R',
R2, R3, R4 and R5 arc as hereinbefore defined,  with
an appropriate base, such lithium diisopropyiamide or
BuLi under standard  conditions. Compounds of formulae
XIV, X) ., X VIII and )=I in which L5  represents
another group (such as a zinc-based leaving group or
halo) may be 10 prepared by an appropriate exchange
reaction that will be well known to those  skilled in
the art. For example, compounds of formulae _`UV, ='
--5a'VIII and  X35.'III in which L' represents
-Mghalide may be prepared from a corresponding
compound of formula XMr, XX'I, XhVIII or X'-X'33I1 (as
appropriate) in which L5  represents halo, for example
under conditions such as those described 15
hereinbefore in respect of process step (vi).
Compounds of formulae )f7, )ELI,  )G VIII and =11 in
which L5 represents a group such as a zinc-based
leaving  group, halo or a boronic acid may be prepared
by reacting a corresponding  compound of formula XIV,
XXI, X'-VIII or XXXIII in which L5 represents an
alkali metal with an appropriate reagent for
introduction of the relevant group, for 20 example by
a metal exchange reaction (e.g. a Zn
transmetallation), by reaction  with a suitable
reagent for the introduction of a halo group (for
example, a reagent  described hereinbefore in respect
of preparation of compounds of formula N  (process
step (b)), for the introduction of a boronie acid
group, reaction with for  example, boronic acid or a
protected derivative thereof (e.g. 25
bis(pinacolato)diboron or triethyl borate). All of
these reactions may be followed  by (if necessary)
deprotection under standard conditions; Compounds of
formulae XVII and X, and XIX and XX)M, may be prepared
by reduction of a corresponding compound of formula f,
or of formula II, WO 2006/077366 PCT/GB2005/004981  



69 respectively, in Which T represents a single bond
and Y represents -C(O)ORS`, to  the corresponding
primary alcohol (using e.g. LiAIH4), followed by
reaction of the  relevant resultant intermediate with,
in the case of preparation of a compound of  formula
X`V7I or M..XX, SOCK, McSOCI2 or bromine followed by a
suitable source 5 of cyanide ions (e.g. NaCN or KCN)
or, in the case of preparation of a compound  of
formula XIIX or MMIII, oxidation to the aldehyde in
the presence of a suitable  oxidising agent, such as
MMMnO2, in all cases under reaction conditions that
will be  well known to those skilled in the art. In
the case of the latter, the skilled person  will
appreciate that an appropriate reagent for the
reduction of the ester group  10 directly to the
aldehyde may be employed (e.g. DIBAL). Compounds of
formulae X'VIII and XDOXI may be prepared by
conversion of a  corresponding compound of formula 1.
or of formula II, respectively in which T  represents
a single bond and Y represents -C(O)ORSe, to the
corresponding 15 primary amide (e.g. when R9z is 14,
by reaction with SOCIz followed by ammonia  or, when
R9 is other than H, by reaction with ammonia);
followed by dehydration  of the resultant intermediate
in the presence of a suitable dehydrating agent, such
as POC12, in all cases under reaction conditions that
will be well known to those  skied in the art 20
Compounds of formula XXIV may be prepared by standard
techniques. For  example compouds of formula XXIV in
which D represents a single bond,  C(O)-, -C(R7)(R8)-,
C24 alkylene or -S(0)2- may be prepared by reaction of
a  compound of formula XL, 25 R2-R6 L' T-Y XL  1-3 H
wherein L', L2, It?-R5 T and Y are as hereinbefor-e
defined with a compound of  formula X as her-einbefore
defined, for example under reaction conditions similar



R'0 2UIn /(x7366 PCT/C132005/004981  70 to those
described hereinhefore in respect of preparation. of
compounds of formula  I (process (vi)) above.
Compounds of formulae III, V, VA. VII, VIVA, VIIIB,
VIIIC, X; )a, XIL XJII,  r-\r. XVA: XVI, )O A, XX, =1,
X-Xlll, X'xZ7, =-\U, )x\/II, xxix> XX IIV,  )Da-\7,
0,'VI, )Oa.VII, XX`XLgII, ~"'OaX and XL are either
commercially  available, arc latown in the literature,
or may be obtained either by analogy with  the
processes described herein, or by conventional
synthetic procedures, in  accordance with standard
techniques, from available starting materials using 10
appropriate reagents and reaction conditions. In this
respect, the skilled person  may refer to inter- alia
"Carnprehensire Organic .SvntI7esis' by B. M. Trost
and I.  Fleming, Pergamon Press, 1991. Indoles of
formulae LI, IV, VI, IX, XII, XIV, XVI, X\tn, ).VIII,
XIIX, XXI,  X XXXI, I, i II,  15 XOS\/: XXV, XXVI,
)arVIII, ),XVIII, =X, )L XV, =VI, )SNIT, XD VIII,
XrXXIX and XL may also be prepared with  reference to
a standard heterocyclic chemistry textbook (e.g.
"Ijjeterocyclie  Chemistry" by J. A. Joule, K- Mills
and G. F. Smith, 3Td edition; published by  Chapman &
Hall or "Comprehensive Reterocyclic Chemistry II" by
A. R 20 Katritzky, C. W- Rees and F. F. V. Scriven,
Pergamon Press, 1996) and/or made  according to the
following general procedures. For example, compounds
of formulae II, XXVI and XXVII may be prepared by
reaction of a compound of formula ).I, 25 Q-X1  YT-Y
SUB ALI  N.tJ 



H  wherein SUB represents the substitution pattern
that is present in the relevant  ,17 compound to be
formed (in this case, the compound of for ula II, X3
VI or WO 2006/077366 PCT/GF2005/064981  71 )W11,
respectively) and Q, xJ, T and Y are as hereinbefore
defined, under  Fischer indole synthesis conditions
known to the person skilled in the art.  Compounds of
formula I1 and =11 may alternatively be prepared by
reaction of  5 a compound of formula 3XII, 0  SUB O--X
XLII  NH V ~T-Y  wherein V represents either -C(O)- or
-CHe-, and Q. SUB, X1, T and Y are as  10 hereinbefore
defined- When V represents -C(0)-, the intramolecular
cyclisation may be induced by a reducing agent such.
as i iC13/CsIC T iCly/Zn or SmI?2 under  conditions
known to the skilled person, for example, at room
temperature in the  presence of a polar aprotic
solvent (such as THF). When V represents -C117-, the
reaction may be performed in the presence of base
under intramolecular  15 condensation reaction
conditions known to the skilled person. Compounds of
formula XXVII in which Drepresents 0 and the -OH group
is at  the 5-position (i.e. R3), R2, R and R5 all
represent H and Q represents a single  bond, may be
prepared by way of Nenitzescu indole synthesis by
reaction of a  20 compound of formula XLIII, Xi XLIII
HN T-Y R1 WO 2006/077366, PCT/GB2005/004981  



or a tautotuer, thereof, wherein X is as hercinbeforc
defined, and preferably ' are as berciubefore defined
with bctnzoquinone  -C(O)ORS', and T; Y, F1 and R.V;.
under conditions that are known to those skilled in
the art 5 Compounds of formula ) ' -paw may be
prepared by reaction of a compound of  formula );tTV,
0 H  SUB XLIV  10 wherein SUB is as hereinbefore
defined with a compound of formula ).V, N3Cld,-T-Y
Y.LV wherein T is as hereinbefore defined and
preferably a single bond or optionally  15 substituted
arylene or heteroarylene, and Y is as hereinbefore
defined and, when T  represents a single bond;
preferably represents -C(O)OR9a in which R9`
preferably  does not represent hydrogen, under
conditions known to the person skilled in the  art
(i.e. conditions to induce a condensation reaction,
followed by a thermally  induced cyclisation),
followed by protection at the 1(N)-position. 20
Compounds of formula XLI may be prepared by: (a)
reaction of a compound of formula XLVI, SUB XLVI
N~NFiz  25' H WO 2006/077366 PCT/GU20031004981  T
wherein SUB is as hereinbefore defined with a compound
of  formula ?,'.VII, Q-X1  YT-Y XLVII  O 



wherein Q, X', T and Y are as hereinbefore defined
under  condensation conditions known to the skilled
person; (b) reaction of a compound of formula VIII,
10 XLVIII  SUB z  wherein SUB is as hereinbefore
defined with a compound of  formula )MIX, 15 O-X'  R"
T-Y XLIX  0 wherein Rm represents OH, 0-C1 alkyl or C1
alkyl and Q, X', T  and Y are as hereinbefore defined,
for example under Japp- 20 IClingemann conditions
known to the skilled person. Compounds of formula XLII
may be prepared by reaction of a compound of L, w0
2OOu/07736i PCT/GB2005/0('1981  71 b  5U[3 NH2
wherein SUB. Q and X' are as hereinbefore defined with
a compound of formula  LI, 5 Y-T-V-C1 Ll  wherein T, Y
and V are as hereutbefore defined, under standard
coupling  conditions. 10 



Compounds of formulae V III, TV, ?~.V, X.VI; )LVTI,
%L7 VIU, IX, L and  LI are either commercially
available, are known in the literature, or may be
obtained either by analogy with the processes
described herein, or by conventional  synthetic
procedures, in accordance with standard techniques,
from available 15 starting materials using appropriate
reagents and reaction conditions. In this  respect,
the skilled reader may refer to inter alia
"Comprehensive Organic  Synthesis" by B. M. Trost and
L Fleming, Pergamon Press, 1991. The substituents 7t',
T, Y, Rl, R'. R1, R', R' and Q in final compounds of
the  20 invention or relevant intermediates may be
modified one or more times, after or  during the
processes described above by way of methods that are
well laaovrn to  those skilled in the art. Examples of
such methods include substitutions,  reductions,
oxidations, alltylations, acylations, hydrolyses,
esterifications, and  etherifioations. The precursor
groups can be changed to a different such group, or 25
to the groups defined in formula 1; at any time during
the reaction sequence. For  example, in cases where Y
represents -C(0)0R' and R9' does not initially
represent hydrogen (so providing an ester functional
group), the skilled person  will appreciate that at
any stage during the synthesis (e.g_ the final step),
the  relevant substituent may be hydrolysed to forma a
carboxylic acid functional group WO 2006/677366
PC17G82005/004981  75 (in which case R9' will be
hydrogen). In this respect, the skilled persor_ may
also  refer to "Conmrehensjve Organic Functional Group
Transjormarions' by A. R.  Kat,itzly, 0- Meth-Cohn and
C- W. Rees, Pergamon Press, 1995. .5 Compounds of the
invention may be isolated from their reaction mixtures
using  conventional techniques. It will be appreciated
by those skilled in the art that, in the processes
described  above and hereinafter, the functional
groups of intermediate compounds may need  10 to be
protected by protecting groups. The protection and
deprotection of functional groups may take place
before or  after a reactirnl in the above-mentioned
schemes. 



15 Protecting groups may be removed in accordance with
techniques that are well  known to those skilled in
the art and as described hereinafter. Far example,
protected compounds/intermediates described herein may
be converted chemically  to unprotected compounds
using standard deprotection techniques 20 The type of
chemistry involved will dictate the need, and type, of
protecting  groups as well as the sequence for
accomplishing the synthesis. The use of protecting
groups is fully described in "Protective Groups in
Organic  Chemistry", edited by J W F McOmie, Plenum
Press (1973), and "Protective  25 Groups in Organic
Synthesis", 3rd edition, T.W. Greene & P.G.M. Wutz,
Wiley- Interscience (1999). Medical and Pharmaceutical
Uses 30 Compounds of the invention are indicated as
pharmaceuticals. According to a  further aspect of the
invention there is provided a compound of the
invention for  use as a pharmaceutical. '14'0
200610'7366 rCT/Clt~pu~/UUa981  76 Although
coannaunds, of the invention may 1JOSSss
phannacnlorical activitx as  such. certan nharma
euticaliy-acceptable (es.. `protected") derivatives of
compounds of the invention may exist or be prepared
which may not possess such  activity, but may be
administered parenterally or orally and thereafter- be
5 metabolised in the body to form compounds o: the
invention. Such compounds  (which may possess some
pharmacological activity, provided that such activity
is  appreciably lower than that of the "active"
compounds to which they are  metabolised) may
therefore be described as "prodrugs" of compounds of
the  invention. 10 By `prodrug ofa compound of the
invention", we include compounds that form a  compound
of the invention, in an experimentally detectable
amount, within a  predetermined time (e.g. about 1
hour), following oral or parenteral  administration.
All prodrugs of the compounds of the invention are
included  



15 within the scope of the invention. Furthermore,
certain compounds of the invention (including, but not
limited to,  compounds of formula I in which R9e is
other than hydrogen) may possess no or  minimal
pharmacological activity as such, but may he
administered parenterally or 20 orally, and thereafter
be metabolised in the body to farm compounds of the
invention that possess pharmacological activity as
such (including, but not limited  to, corresponding
compounds of formula 1, in which R9' represents
hydrogen)- Such compounds (which also includes
compounds that may possess some  pharmacological
activity, but that activity is appreciably lower than
that of the 25 "active" compounds of the invention to
which they are metabolised), may also be  described as
"prodrugs" Thus, the compounds of the invention are
useful because they possess  pharmacological activity,
and/or are metabolised in the body following oral or
30 parenteral administration to form compounds which
possess pharmacological  activity. 77  Compounds of
the invention are particularly useful because they may
inhibit the  activity of a member of the MAPEG family.
Compounds of the invention are particularly useful
because they may inhibit (for  example selectively)
the activity of prostaglandin E synthases (and
particularly  microsomal prostaglandin E synthase-I
(mPGES-1)), Le. they prevent the action  of mPGES-1 or
a complex of which the mPGES-1 enzyme forms a part,
and/or  may elicit a mPGES-1 modulating effect, for
example as may be demonstrated in  he test described
below. Compounds of the invention may thus be useful
in the  treatment of those conditions in which
inhibition of a PGES, and particularly  mPGES-l, is
required. Compounds of the invention may inhibit the
activity of leukotriene C4 (LTC4), for  example as may
be shown in a test such as that described in Eur: J.
Biochem., 209,  725-734 (1992), and may thus be useful
in the treatment of those conditions in  which
inhibition of LTC4 is required. Compounds of the
invention may also  



inhibit the activity of 5-lipoxygenase-activating
protein (FLAP), for example as  may be shown in a test
such as that described in Mol. Pharmacol, 41, 873-879
(1992) Compounds of the invention are thus expected to
be useful in the treatment of  inflammation. The term
"inflammation" will be understood by those skilled in
the art to include  any condition characterised by a
localised or a systemic protective response,  which
may be elicited by physical trauma, infection, chronic
diseases, such as  those mentioned hereinbefore,
and/or chemical and/or physiological reactions to
external stimuli (e.g. as part of an allergic
response). Any such response, which  may serve to
destroy, dilute or sequester both the injurious agent
and the injured  tissue, may be manifest by, for
example, heat, swelling, pain, redness, dilation of
blood vessels and/or increased blood flow, invasion of
the affected area by white WO 2006/0-7366
PCT/CB2005/004991  78 ,o blood cells, loss of function
andlo_ any otbei symptoms known to be associated  with
infianutlalon conditions, The term "inflammation' will
thus also be understood to include any  5 inflammatory
disease, disorder or condition per se; any condition
that has an  inflammatory component associated with
it, and/or any condition characterised by
inflammation as a symptotn, including inter alia
acute, chronic, ulcerative,  specific, allergic and
necrotic inflammation, and other forms of inflammation
lmown to those skilled in the art. The term thus also
includes, for the purposes of  10 tins invention,
inflammatory pain, pain generally and/or fever.
Accordingly, compounds of the invention may be useful
in the treatment of  asthma, chronic obstructive
pulmonary disease, pulmonary fibrosis, inflammatory
bowel disease, irritable bowel syndrome; inflammatory
pain, fever, migraine, 15 headache, low back pain,
fi.bromyalgia, myofascial disorders, viral infections
(e.g  influenza, common cold, herpes roster, hepatitis
C and ^JDS), bacterial  



infections, fungal infections, dysmenorrhea, burns,
surgical or dental procedures,  malignancies (e.a-
breast cancer, colon cancer, and prostate cancer),
hyperprostaglandin E syndrome, classic Baiter
syndrome, atherosclerosis, gout, 20 arthritis;
osteoarthritis, juvenile arthritis, rheumatoid
arthritis; rheumatic fever,  anhylosiug spondylitis,
Hodgkin's disease, systemic lupus erythematosus,
vasculitis, panereatitis, nephritis, bursitis,
conjunctivitis, iritis, scleritis, uveitis,  wound
healing, dermatitis, eczema, psoriasis, stroke,
diabetes mellitus,  neurodegenerafive disorders such
as Alzheimer's disease and multiple sclerosis, 25
autoinunune diseases, allergic disorders, rhinitis,
ulcers, coronary heart disease,  sarcoidosis and any
other disease with an inflaramatory component.
Compounds of the invention may also have effects that
are not linked to  inflammatory mechanisms, such as in
the reduction of bone loss in a subject.  30
Conditions that may be mentioned in this regard
include osteoporosis, osteoartbritis, Paget's disease
annoy periodontal diseases. Compounds the WO
2006/077366 PCT./C112005/004981  79 invention may thus
also be useful in increasing bone mineral density, as
well as  the reduction in incidence and/or healing of
fractures, in subjects. Compounds of the invention are
indicated both in the therapeutic and/or  5
prophylactic treatment of the above-mentioned
conditions According to a further aspect of the
present invention, there is provided a method  of
treatment of a disease which is associated with,
and/or which can be modulated  by inhibition of, a
member of the 1VL4PEG family such as a PEES (e.g.
mPGES 10 1), LTC4 and/or FLAP and/or a method of
treatment of a disease in which  inhibition of the
activity of a member of the MA-PEG family such as POES
(and  particularly mPGES-1), LTC4 and/or FLAP is
desired and/or required (e.g.  inflammation), which
method comprises administration of a therapeutically
effective amount of a compound of the invention, as
hereinbefore defined, to a  15 patient suffering from,
or susceptible to, such a condition. "Patients"
include mammalian (including human) patients 



The term "effective amount" refers to an amount of a
compound, which confers a  20 therapeutic effect on
the treated patient. The effect may be objective (i.e
measurable by some test or marker) or subjective (i-e.
the subject gives an  indication of or feels an
effect). Compounds of the invention will normally be
administered orally, intravenously,  25
subcutaneously, buccally, rectally, derrnally,
nasally, tracheally, bronchially,  sublingually, by
any other parenteral route or via inhalation, in a
pharmaceutically  acceptable dosage form. Compounds of
the invention may be administered alone, but are
preferably  30 administered by way of known
pharmaceutical formulations, including tablets,
capsules or elixirs for oral administration,
suppositories for rectal administration,  ~. __ .. -
.... ...- .. 4V0 20061117?366 PCT/0E20 s/0019$1  sr
sterile solutions or suspensions fol parenteral or
intramuscular administration. and  the like. Such
formulations may be prepared in accordance with
standard and/or accepted  5 pharmaceutical practice.
According to a further aspect of the invention there
is thus provided a  pharmaceutical formulation
including a compound of the invention, as
hereinbefore defined, in admixture with a
pharmaceutically acceptable adjuvant,  10 diluent or
carrier. Compounds of the invention may also be
combined with other therapeutic agents  that are
useful in the treatment of inflammation (e.g. NSAIDs
and coxibs). 13 According to a further aspect of the
invention, there is provided a combination  product
comprising: (A) a compound of the invention, as
hereinbetore defined; and (13) another therapeutic
agent that is useful in the treatment of inflammation,
wherein each of components (A) and (B) is formulated
in admixture with a  20 pharmaceutically-acceptable
adjuvant, diluent or carrier. 



Such combination products provide for the
administration of a compound of the  invention in
conjunction with the other therapeutic agent, and may
thus be  presented either as separate formulations,
wherein at least one  of those 25 formulations
comprises a compound of the invention, and at least
one comprises  the other therapeutic agent, or may be
presented (i.e. formulated) as a combined  preparation
(i.e_ presented as a single formulation including
a.compound of the  invention and the other therapeutic
agent). 30 Thus, there is further provided: WO
2006/077366 PC17GG20051004951  8! (1) a pharmaceutical
formulation including a compound of the invention. as
hereinbefore defined, another therapeutic agent that
is useful in the treatment of  inflammation, and a
pharmaceutically-acceptable adjuvant; diluent or
carrier; and 5 (2) a kit of parts comprising
components: (a) a pharmaceutical formulation including
a compound of the invention, as  hcrcinbefore defined,
in ad=-ture with a pharmaceutically-acceptable
adjuvant, diluent or carrier; and (b) a pharmaceutical
formulation including another therapeutic agent that
is  10 useful in the treatment of inflammation in
admixture with a  pharmaceutically-acceptable
adjuvant, diluent or carrier, which components (a) and
(b) are each provided in a form that is suitable for
administration in conjunction with the other. 15
Compounds of the invention may be administered at
varying doses. Oral,  pulmonary and topical dosages
may range from between about 0.01 mg/kg of  body
weight per day (mg/lcg/day) to about 100 mg/kg/day,
preferably about 0.01  to about 10 mg/Icg/day, and
more preferably about 0.1 to about 5-0 mg/lcg/day.
For e.g. oral administration, the compositions
typically contain between about 20 0.01 mg to about
500 mg, and preferably between about 1 mg to about 100
mg, of  the active ingredient. Intravenously, the most
prefered doses will range from  about 0.001 to about
10 mg/kg/hour during constant rate infusion- 



Advantageously, compounds may be administered in a
single daily dose, or the  total daily dosage may be
administered in divided doses of two, three or four
times  25 daily. In any event, the physician, or the
skilled person, will be able to determine the  actual
dosage which will be most suitable for an individual
patient, which is likely  to vary with the route of
administration, the type and severity of the condition
that 30 is to be treated, as well as the species, age,
weight, sex, renal function, hepatic  function and
response of the particular .patient to be treated. The
above-mentioned  dosages are exemplary of the average
case; there can, of course, be individual WO
2006/077366 PCT/G1320051004981  instances where nigher
or lower dosage ranges are merited, and such are
within the scope of this rmvntior_. Compounds of the
invention may have the advantage that they are
effective; and  5 preferably selective, inhibitors of
a member of MAPEG family, eo.. inhibitors of
prostaglandin E synthases (PGES) and particularly
lnicrosomal prostaglandin E  syntbase-I (mPGES-1)- The
compounds of the invention may reduce the  formation
of the specific arachidonic acid metabolite PGE2
without reducing the  formation of other COX generated
arachidonic acid metabolites, and thus may not  10
give rise to the associated side-effects mentioned
hereinbefore. Compounds of the invention may also have
the advantage that they may be more  efficacious than;
be less toxic than, be longer acting than, be more
potent than- produce fewer side effects than, he more
easily absorbed than, and/or have a better 15
pharmacokinetic, profile (e.g. higher oral
bioavailability and/or lower clearance)  than, and/or
have other useful phanuacological, physical, or
chemical properties  over, compounds known in the
prior art; whether for use in the above-stated
indications or otherwise. 20 Biological Test In the
assay mPGES-1 catalyses the reaction where the
substrate PGH2 is  converted to PGE2. mPGES-1 is
expressed in E. coil and the membrane fraction is
dissolved in 201nM NaPi-buffer pH 8.0 and stored at
-SOC. In the assay mPGES- 



1 is dissolved in O,1M ICPi-buffer pH 7,35 with 2,5mM
glutathione. The stop 25 solution consists of 1120 /
McCN (7/3), containing FeC12 (25 mbl) and HC1(0.15
Ad). The assay is performed at room temperature in
96-well plates. Analysis of  the amount of P0E2 is
performed with reversed phase HPLC (Waters 2795
equipped with a 3.9 x 150 mm CIS column). The mobile
phase consists of FI20 /  MeCN (7/3); containing TFA
(0.056%), and absorbance is measured at 195 nm  30
with a Waters 2487 UV-detector. The following is added
chronologically to each well WO 2006/077360 PC
T/GII200s/004981  Ell 1. 100 uL mPGES-1 in ICPi-buffer
with glutaihione. 'Total protein  concentration: 0.02
ma/rnL. 2. 1 L inhibitor in DMSO. Incubation of the
plate at room temperature for  25 minutes 5 3. 4 L of
a 0,25 mM PGH, solution. Incubation of the plate at
room  temperature for 60 seconds. 4. 100 L stop
solution 180 p.L per sample is analyzed with FL'LC.
10 Examples The invention is illustrated by way of the
following examples, in which the  following
abbreviations may be employed: cy cyclohexyl  15 dba
dibeuzylideneacetone  DIBAL  diisobutylaluminium
hydride  DMAP 4,4-dimethylaminopyridinc  DMP
dimethylformalnide  DM50 dimethylsulfoxide 20 DPEphos
bis-(2-diphenylphosphinophenyl)ether  EtOAc ethyl
acetate }PLC High Pressure Liquid Chromatography  



MeCN - acetonitrile MS mass spectrum 25 NMR nuclear
magnetic resonance  it room temperature TMEDA N,N,N;
N'-tehamethylethylendiamine  TFA trifluoroacetic acid
THE tetrahydrofuran 30 xantphos
9,9-dimcthyl-4,5-bis(diphenylphosphino)-xanthene \'O
3006/0-1' 366 PCT/GL'2005/0049SI  94 Starting
materials and chemical rca_ents specified in the
syntheses described  below are commercially available
from. e.g. Sigma-Aldrici. rule ' hemicals.  Example I
5 2-Carbo?:ymethyl-144-diethylaminheny11-
(4-trifiuorometh~~henp? indole  3-carboxylic acid (a)
;- 4 Diethylanunc henvlaminol- ent-2-eriedicic acid
diethyl ester A mixture
ofA!AJdiethyl-l,4-phenylenediam11Ie (7.1 g, 42-8
mmol), 1,3-acetone- 10 dicarboxylic acid diethyl ester
(7-8 mL, 42.8 nunol), a catalytic amount of
p-toluenesulfonic acid and CI-1C13 (50 mL) was heated
at reflux or 6 b while the  water was removed with a
Dean-Starictrap. The mixture was concentrated and the
sub-title compound was used in the subsequent step
without further purification. 1-(4-)meth laininonhenvl
-2-etho~wcarbon 1_methvl hydro? indole-3- 15 (b)
carboxvlic acid ethyl ester A mixture of
3-(4-diethylan-iinophen3,lamino)psnt-2-enedioic acid
diethyl ester  (11-9 g, 34.2 mmol, see step (a)
above), 114-benzoquinone (4-62 g, 42.8 fnmol)  and
anhydrous MaCN (70 mL) was stirred at 70 OC for 2 d
and at 4 C for 1 d. The  20 solid was collected and
recrystallized from McCN. Yield 4.5 g (30%). (c)
144-Di htrlantino henyl -2_-etho?vcarbonylmethVl S
(4-trifluoromethy)13hen- o?  indole-3-carbox lie acid
Ethyl ester 



A mixture of
1-(4-diethylaminophen)1)-2-ethoxycarbonyhnethyl-5-hydr
oxy- 25 indole-3-carboxylic acid ethyl ester (200 mg,
0.46 mm 1, sec step (b) above),  Cu(OAc)2 (83 mg, 0.46
mmol), 4-trifluoromethylbenzeneboronic acid (129 mg,
0-68 mmol), pyridine (55 L, 0-68 m"101), Et3N (94 L,
0.68 mmol), molecular  sieves 4 A and anhydrous C33C12
(10 mL) was stirred at it for 2 d, filtered,
concentrated and purified by chromatography to give
the sub-title compound.  30 Yield 150 mg, 56%. WC)
2006/077366 PCT/GE2005/004981  85 (d)
_2Carbon-)vtnethyl-l-(4-diethvlam.inonbenyl)-5-(?iritl
uaromethvipbeno v)_  indole-3-carboxjlic acid A
mixture of i-(4 diethy}auruiophenyl?'
thoxyca:bonylmethyl- -(4-trifluoro-
methylphenox}y)indole-3-carboxylic acid ethyl ester
(150 mg; 026 mmol, see step  5 (c) above); NaOH (aq, 2
M, 2 mL) and dioxane (2 mL) was stirred at 120 C for 6
h, cooled and acidified with HC1 (aq, 1 M) to pII 4
and extracted with EtOAc- The combined extracts were
washed with water and brine, dried (Na2S04),
concentrated and purified by chromatography to give
the title compound as a gray  powder. Yield 90 mg
(66%), mp 234-236 T. 10 200 MHz '11-N-MR (DMSO-d6), 6:
1.09-1.29 (rn, 6H); 3.23-3.61 (ni, 41H): 3.85  (s,IH);
6-81 (d, J= 83 H7, 2H); 6-95 (dd, J= 88 and 2-1 Hz,
1H); 7.0-2-7.27 (in.  511): 7.69 (d, J= 8.3 Hz, 21-1);
7.80 (d, 11-f). Example 2 15
2-CarboxitiTiethyl-l-(4-(,h.lorophenvl)-5-(4-tritluoro
nieth} Iphenoxy)indole-3- carboxvlic acid (a)
3-(4-Chlorophenylamino)pent-2-enedioic acid diethyl
ester The sub-title compound was prepared in
accordance with step (a) Example 1 from  20
4-claloroaniline (b)
I-(4-Chloropheny))-2-ethoxycarbonylmethyl-5-hydronindo
le-3-carboxylic  acid ethyl ester The sub-title
compound was prepared in accordance with step (b)
Example 1 from  



25 3-(4-chloroaminophenylamino)pent-2-enedioic acid
diethyl ester (42-8 mmol, see  step (a) Example 2).
Yield 2.8 g (16%). (c)
1_(4-Chlorophenyl)-2-ethoxyearbonyhnethyl-5-(4-trifluo
romethylpherxoxy)- indole-3-cazboxylic acid ethyl
ester 30 The sub-title compound was prepared in
accordance with step (c) Example 1 from
1-(4-clrlorophen),l)-2-ethoxycarbonylmetllyl-5-hydr-ox
yindole-3-carboxylic acid  ethyl ester (185 mg, 0.46
mmol, see step (b) Example 2) and 4-trifluoromethyl-
benzeneboronic acid (129 rng, 0.68 nunol). Yield 145
mg (58%). w0 2006/0777366 PCT/0820051004981  sc (d) 2
Carhn::vrnethvl ] r4 chleropheml) 5 (4 triflunrometh
)-IH- indole- carboxvlic acid A mixture of
1-(4-chlorophen} l) ethoaycatbon} lmethyl-
-(4-trifluoromethyl- 5 phenoxy)indole-3-carboxylic
acid ethyl ester (140 mg, 0.25 mmoL see step (c)
Example 2), NaOH (aq, 2M, 2 mL) and dioxane (2 mL)
were heated at 120 C for  4.5 h, cooled, diluted with
H,O, acidified to pl-I 2 with HG (aq, 1 M) and
extracted with EtOAc. The combined extracts were
washed with brine, dried  (Na2SO4) and concentrated.
The residue was treated with CH2C1 (2 mL) to give 10
the title compound as a white solid which was
recrystallised from CH,C12/EtOI-l  (9:1)- Yield 45 mg
(37%), mp 274-276 C. 200 MHz 'H-Nlvift (DMSO-d5), 5:
4.01 (s, 2H); 6.96-7.22 (m 4H); 7.51 (d; J  9.2 IIz,
21-0; 7.63-7.88 (m, 51-I); 12.3-13.0 (hr s, 2H). 15
Example 3 2-Carboa<methvl~l-phenyl-S (4 tnfittorometh}
~henoxy indolp-3-carbohylic acid  (a)
3-Fhenvlaminopent-2- vnedioic acid diethyl ester The
sub-title compound was prepared in accordance with
step (a) Example 1 from  20 aniline. (b)
3-Ethox}carbony_lmethvl5-hvdro~ -1-
henvlindole-3-carboy lie acid ethyl  ester The
sub-title catnpound was prepared in accordance with
step (b) Example 1 from  



25 3-phcnylaminopent-2-enedioic acid diethyl ester (30
mmol, see step (a) Example  3) . Yield 0-92 g (8%).
(c)
2-Ethoxycarbonyimethy1-l-1)henyl-5-(4-trifluorometh~,l
Dhrno).},)indole-3- carboxvlic acid ethyl ester 30 The
sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxycarbonyhnethyl-5-hydroxy-l-phen}dindole-3-carb
oxylic acid ethyl ester  (170 mg, 0.46 nunol, see step
(b) Example 3) and 4-trifluorometltylphenylboz-ooic
acid (129 mg, 0.68 mmol),. Yield 150 mg (64%). WO
2006/077366 PCT/GE2005/004991  97 (d)
3-Carboxvmethyl-l-phenyl-5-(4-t-ifluoromethvlnhenox~,l
indole-=-carboxylic  acid The title compound was
prepared in accordance with step (d) Example 2 from  5
2-ethoxycaibonylmethyl-1-phenyl-5-(4-trifiuoromethylph
enoxy)indole-3-carbox- ylic acid ethyl ester (130 mg,
0-25 mmol, see step (c) Example 3). The compound  was
purified by recrystallisation from CH2Cl2/EtOH (9:1).
Yield 45 mg (39%), inn  255-257 C. mp200 MHz 'H-Nba
(DMSO-d6), 6: 3.99 (s, 2B); 6.97-7.07 (in, 21H); 7.11
(d, J  10 = 8.3 Hz, 2Ff); 7.41-752 (m, 2H); 7.59-7.75
(ni, 511); 7.79 (d, J = 1.7 Hz, 11-1);  12.45-12.6 (br
s, 21f). Example 4
2-Carboxvmethvl-I-(4,methoa~mhenyl)
5-(4-trizluoromethy~ 15 carboxylic acid (a)
3(4-Methovvhen Iamuro ent-2-enedioic acid dieth.vl
ester The sub-title compound was prepared in
accordance with step (a) Example I from  p-anisidine
20 (b)
2-Etboxycarbonylmethyl5-hydroxv-l-(4-methoa~phenyIlind
ole-3-carboxwlic  acid ethyl ester The sub-title
compound was prepared in accordance with step (b)
Example 1 from
3-(4-metboxyphenylamino)pent-2-enedioic acid diethyl
ester (3.00 g, 9.8 rEmol,  



25 see step (a) Example 4). Yield 1.55 g (41%). (c)
1-(4-Methoxyphen -2-ethoxycarbonylme
l-5-(4-tritluoromethylphenox  indole-3-carboxylic acid
ethyl ester The sub-title compound was prepared in
accordance with step (c) Example 1 from  30
2-ethoxycarbonyhnethyl-5-hydroxy-l-(4-methoxyphenyl)in
dole-3-carboxylic acid  ethyl ester (176 mg, 0.46
mmol, see step (b) Example 4) and 4-triluoromethyl-
-phenylboronic acid (129 mg, 0.68 mmol) Yield 140 mg
(56%). w0 2006/073c;6 PCT/0820051004981  88 (d) 2
Carhom'metiiv~1] f4-metho:"nh2m'1! -
!4-triflunrotncthvlat,eno : iindol=-_  -carboxylic
acid The title compound was prepared in accordance
with step (d) Example 2 from  5 1-(4-metho~yphenylj-?
efhoxycarbonl'lmathy] (4-tri[luoromethylphenoay)
indole-3-carboxylic acid ethyl ester (125 mg, 0.23
tmnol, see step (c) Example 4).  Yield 72 mg (64%), mp
245-250 C. 200 M%z'H-Nh'IR (DMSO-d6), S: 3.86 (s,
31-1); 3.97 (s, 213); 6.95-7.06 (rn, 2H);  7.10 (d, J=
8.5 Hz 2II); 714-7-25 (m; 213); 7_3S (d, T= 8.7 Hz;
2H); 7.69 (d, J=  10 8.5 Hz;2H);7.77(d,11-1):
J2.3-12.7 (hr s, 213). Exal mple 5 o-Carbo;z~methvl-l-
3
_methnx~~h~n"1-5-(4-triflunrorr}cthllohenox~~lindole-3
- carboxvlic acid 15 (a) 3- ? Mcthox hcnvlalnuio Went
2-enedioic acid dice] ester The sub-title compound was
prepared in accordance with step (a) Example 1 from
m-anisidine. 20 (b) 2-Ethoxvcarbonylmetb 1-1-
3-methox~ henyl)-5-hvdroxyindole-3-carboxylic  acid
ethyl ester The sub-title compound was prepared in
accordance with step (b) Example 1 from
3-(3-methox),-phenylamino)pent-2-enedioic acid diethyl
ester (30 mmol, see step  (a) Example 5) . Yield 875
mg (8%). 



25 (c) 2-Ethoxvcarbon'lmeth 1 1 3-methox hen 1 -5
4-trifluoromethvl henox.' - indole-3-carboxylic acid
ethyl ester The sub-title compound was prepared in
accordance with step (c) Example 1 from
2-ethoxycarbonylmethyl-5-hydroxy-1-(3-tnethoxyphenyl)i
ndole-3-carboxylic acid  30 ethyl ester (183 mg, 0.46
mmol, see step (b) Example 5) and 4-.triil.uoromethyl-
phenylboronic acid (129 mg, 0.68 mmol). Yield 170 mg
(68%). WO 2006/077366 PCT/GB2005/004981  99 (d)
2-Carhox nethyl ] (~ met:7c:: benyl 5
(4-tPfiuorometnvlnhenax lii dole>>=  carboxylic acid
The title compound was prepared in accordance with
step (d) Example 2 from
2-ethoxycarbonylmethyl-1-(3-methoxyphenyl)-5-(4-trifiu
oromethyluhenoxy)- 5 indole-3-carboxylic acid ethyl
ester (125 mg, 0.23 mmol, see step (c) Example 5).
Yield 90 mg (53%), mp 237-239 C. 200 MI-Iz'H-NMR
(DIVISO-d6), S: 3.81 (s, SE); 3.90-4.03 (tn, 2H); 5.76
(s, 1H);  6.96-7.24 (m, 7H); 756 (t, J = 9.2 Hz; 1H);
7.70 (d, J = 8.2 Hz, 2I-1; 7.78 (d, J=  2.0 Hz, 1H);
12.3-13-0 (br s, 11) 10 Example 6
1~(Benzn[],3ldioxol-5-yl)-2-carboxymethrl5-(4-trifluor
omethv henox~%lindole- 3-ca_rboxyhc acid 15 (a)
3-(Benno f-3)dioxoI-5-ylamino)pent-2-enedioic acid
diethyl ester The sub-title compound was prepared in
accordance with step (a) Example I from  benzo
[1,3]dioxo1-5-ylamine.
(b)1-Benzo[1_3]dioxol-5-v1-2-ethoxycarbonylmethyl-5-hy
_drpxDLindole-3- 20 carboxylic acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example I from
3-(benzo[1,3]dioxol-5-ylamino)pent-2-enedioic acid
diethyl ester (30 mmol, see  step (a) Example 6)-
Yield 2.36 g (19%). 



25 (c)
1-(Benzo1.31dioxol-5-3,1)-2-etho2ycarbonylmeLt~i5-(4-t
rifluoromethxlphen- oxv)indole-3-carboxylic acid ethyl
ester The sub-title compound was prepared in
accordance with step (c) Example I from
1-(benzo[1,3]dioxol-5-yl)-2-ethoxycarbonylmethyl-5-hyd
roxyindole-3-carboxylic  acid ethyl ester (199 mg,
0.46 mmol, see step (b) Example 6) and 30
4-trifluoromethylphenylboronic acid (129 mg, 0.68
mmol). Yield 175 mg, 68%. WO 2006/0 7366 P(
T/GG30t15/OIi1f~Ft  (d1 1.'B=nzo[1_;ldioxol--`
y1-1-2-3ibor methvl-i-(4-trifluornmethyinhenoYy?-
urdnle-3-carborvflc acid The title compound was
prepared in accordance with step (d) Example 2 from
1-(benzo[l,3]dioxoi-5-yl)-2-ethox
ycarbouylmethyl-5-(4-trifluorometh3'lphenox),)- 5
indolc-3-carboxylic acid ethyl ester (170 mg, 03
rumol, see step (c) Example 6).  Yield 132 mg (88%).
200 1,41-1z 'R-MAR (D1v1SO-d6), 6: 4.00 (s, 2H); 619
(s. 2rl); 6.92 (dd, J S.2  and 1.9 Hr, 1H); 697-7.06
(in, 2H); 706-7.19 (in, 4H); 7.64-7.74 (tst 2H); 7.76
(d;  J = 2.0 Hz, 11-1); 12.40-12.6 (hr s; 2H). 10
Example 7 2-Carboa-tvmethvl-1-(4-carboxyymeth)
Inhenyl)-5-(4-trifluoromethx,lphenoxx'1- indole-
carboxylic acid 15 (a) 3-(4-Etho)-vcarbonvlmeth}
lphen~ lamin~nent 2-enedioic acid diethyl ester  The
sub-title compound was prepared in accordance with
step (a) Example I from  ethyl-4-aminophenylacetate
(3.00 a, 16.7 mmol). (b)
2-Carboa-7methyl-1-(4-carboxymethvlphenyl -5-hydrox
yindole-3-carboxylic  20 acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example 1 from
3-(4-ethoxycarbonylmetbylpbenylamino)pent-2-enedioic
acid diethyl ester (16.7  mmol, see step (a) Example
7). Yield 540 mg (5.4%). 25 (c) 2-Carboa
mmethyl-l-(4-carboxvmethylphenyl)-5-(4-trifluorometh
lphenox' - indole-3-carboxylic acid ethyl ester 



The sub-title compound was prepared in accordance with
step (c) Example I from
2-carboxymethyl-l-(4-carboxymethyl-phenyl)-5-hydroxyin
dole-3-carboxylic acid  ethyl ester (235 mg, 0.5 mmol,
see step (b) Example 7) and 4-triiuoromethyl- 30
phenylboronic acid (143 mg, 0-75 mtnol). Yield 122 mg,
41%. WO 2006/077366 PCT/GS2005/004981  91 (d) 3-Ca;
bn~ymethyl-l-rn_carbg:)tmethvlnhenvl) 5
(~trifluoromethrlnhenort~)- indole-3-ca_rt?oaylic acid
The title compound was prepared in accordance with
step (d) Example 1 from
2-carboxymethyl-l-(4-carboxymcth)rlphenyl)-5-(4-tf
uoromethylphenoxy) 5 indole-3-carboxylic acid ethyl
ester (120 mg, 0.2 mmol, see step (c) Example 7).
Yield 105 mg (98%x). 200 MHz '13-NMR (DMSO-d6). 6:
3.75 (s, 2bl); 4.00 (s, 2i3); 6.88-7.27 (m, 411);
7.29-7.88 (m, 714); 12.2-12.9 (br s, 3H) 10 Example 8
2-Carboxymethyl-l-(3-c hlorophenyI-5- 4-trifluoromete
henoxat)indole-3- carboxvlic acid (a)
3^(3-Chlorophenylaminopent-2-enedioic acid diethyl
ester 15 The sub-title compound was prepared in
accordance with step (a) Example I from
3-chloroaniline. (b)
1-(3-Chlorophenyl)-2-ethoxvcarbonvlmethyl-5-hvdroxvind
ole-3-carbo2 vlic  acid ethyl ester 20 The sub-title
compound was prepared in accordance with step (b)
Example 1 from  3-(3-chlorophenylamino)pent-2-enedioic
acid diethyl ester (30 mmol, see step (a)  Example 8).
Yield 425 mg (3.5%). (c) 1-(3-Cbloropbenyl)-2-etho
Garb aaylmeth l-5- 4-trifluorometh lnheno  25
indole-3-carboxylic acid ethyl ester The sub-title
compound was prepared in accordance with step (c)
Example 1 from
1-(3-chloropheayl)-2-ethoxycarbonylmethyl-5-hydroxyind
ole-3-carboxylic acid  ethyl ester (141 mg, 0.35
rnmol, see step (b) Example 8) and 4-trifluoromethyl- 



phenylboronic acid (100 mg, 053 mmol). Yield 120 mg
(63%). 30 M'O 20(6/077366 PCT/C1i2ou5ro049st  (d) =
Carbor lmeti?~ 1.-1-( chiornnhn, I -7-(- tri11Uoro=
t!" lnhenox~'lindol-_  ca:borvlic acid The title
compound was prepared in accordance with step (d)
Example 1 from
1-(3-chlorophen3,1)-2-ethoxycarbonylmeth3l-~-(4-tifluo
romethylphenox) )indole- 5 3-carboxylic acid ethyl
ester (115 mg, 0.21 mtnol, see step (c) Example E).
Yield  78 mg (68%), mp 236-238 C 200 MHz'H-h11v1R
(DMSO-dc), b: 4.02 (s, 2H); 7.03 (dd, J = 8.8. 2.1 Hz,
IN);  7.07-7.18 (m, 3H); 7.43-7.54 (m, 11=I),-
7.59-7.74 (m 513); 7.78 (d, J = 2.1 Hz,  I1);
12.2-13.0 (br s, 2H). 10 Example 9 2-Carboan~methvl-]-
4 tritluorazn.ethos~ phen~ l~ 5
14-trifluorometh~lphenoa~  indo1e-3-carbonn'lic acid
15 (a) 3-(4-Trifluoznm thox` ~benvlamino
ent-3-enedioic acid dieth 1 ester The sub-title
compound was prepared in accordance with step (a)
Example I from  4-irifluoromethoxyaniiine. (b)
2-Ethoxvcarbon lmethvl 6 h drox l-(4 ttifluorometboa
vhenyl)indole-3- 20 carbox he acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example 1 from
3-(4-trifluoronietho),37phen3,lamino)pent-2-enedioic
acid diethyl ester (8.90 g, 24.6  mmol. Yield 3.1 g
(31 %). 25 (c) 2-Ethoaycazbony1methv]-1-(4
trifluoromethoa phen3~ 5-(4 trif]uorometh~l- henna
indole-3-carboa-vlic acid ethyl ester The sub-title
compound was prepared in accordance with step (c)
Example 1 from
2-ethoxycarbonylmetlayl-5-hydroxy-1-(4-trif,luorometho
x3,phenyl)indole-3- carbo5ylic acid ethyl ester (150'
mg, 0.35 mmol, see step (b) Example 9) and 30
4-trifluorotnethylphen3,lboronic acid. Yield 135 mg
(65%). 



WO 2006/071366 PCT/CS2005/004961  9: her.}~11_~t_ -
d) 2-Ca.rboxvmetbvl-l-(4-trifluorometho;,p 5
(._tilfluoromethylroben- ox}%)ir(dol ~3-carboxylic
acid The title compound was prepared in accordance
with step (d) Example 2 from  2-ethoxycarbonylmethyl-1
z(4-tri_fluoromethn,;
yphenyl)-S-(4-tri+luoromethylphen- 5
oxy)indole-3-carboxylic acid ethyl ester (130 mg, 0.22
mmol, see step (c)  Example 9). Yield 85 mg (60%), mp
257-259 T. 200 MEz (H-NMR (DMSQ-d6); 5: 4.04 (s, 2H);
7.03 (dd, J = 0',9 and 21 Hz, IH)-,  7.07-7.17 (m,
31-1); 7.53-7.75 (m, 614); 7.79 (d, J= 2.1 Hz; 1H);
12.4-12.75 (br s,  211). 10 Example 10 2 _Carbo
vmctl?y1-7-(4-isopronvlnhenyll
5~trifluorom~thvlghYnn::v indole-3- carboa rlic acid
15 (a) 3-(4-isouropvlphenjmino)pent-2-enedioic acid
diethyl ester The sub-title compound was prepared in
accordance with step (a) Example I from  cumidine. (b)
2-L carbonylrxtethyI-1,-(4-isoproroylroheny -5-h
dro~ymdoie-3-Carl7oxylic  20 and ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example 1 from
3-(4-isopropylphenylamino)pent-2-enedioic acid diethyl
ester (30 mmol, see step  (a) Example 10). Yield 3.6 g
(29%). 25 (c) 2
Ethoxycarbonylmethyl-l-(4-iisoprdpylpheny_~-5-(4triflu
orometh 1 henna - indole-3-carboxylic acid ethyl ester
The sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxycarbonylmethyl-I-(4-isopropylphenyl)-5-hydroxy
indole~s-carboxylic  acid ethyl ester (143 mg, 0.35
nunol, see step (b) Example 10) and 4-tzifluoro 30
rnethylphenylboronic acid (100 mg, 0'.53 trtn-Aol).
Yield 110 mg (57%). 



WO 20116/0'1366 PC:T/G82005/00499)  44 d1 3 C'a bo
vmetin,i-l-i4-iso-ron 'lghenvl - -(< rifluoromethvlnh
no;n-htldol  carhox lic acid The title compound was
prepared in accordance with step (d) Exaruplc 2 from
2-ethoxycarbonylmethyl-l
-(4-isopropylphenyl)-5-("-trifiuoromethylpheno:ry) 5
in.dole-3-carboxylic acid ethyl ester (110 mg: 0.19
mmol_ see step (c) Example 10.  Yield 78 mg (82%), mp
250-252 C 200 IvfEIz'13-NIAR (DMSO-do), 8. 129 (d, J=
7.0 Hz, 6H); 3.04 (heptet, J = 7.0  Hz, TH); 3.97 (s,
2I); 7.00 (dd, J= 8.9 and 2.0 I-Iz, 111); 7.04-7.17
(zn, 31); 7.32- 7-43 (m, 21.1); 7-47-7.59 (m, 2H):
7.64-7.75 (m, 21I); 7.78 (d, J = 2-0 Hz; 1H);  10
12-3-12.7 (br s, 2H) Example 11 2-Carbo?.~,methvl 1
?-met.boxvuheuvl-5: 4 trfluoromcth 1~hc}~nox~lmdole-3-
carboxylic acid 15 (a) 3 2 lvtethoa hen lamin.o~pent-~
enedioic acid diethyl ester The sub-title compoumd was
prepared in accordance with step (a) Example 1 from
o-anisidine. M;nen 1 5-bvdro xLic  20 (b) ?-Etbea
carbonvhneth 1-1 (2-methnx acid eth lE ester The
sub-title compound was prepared in accordance with
step (b) Example I from
3-(2-methoxypbenylamino)pent-2-euedioic acid diethyl
ester (30 mmol, see step  (a) Example 11). Yield 1.4 g
(12%). 25 (c) 2-Ethoxvcarbonvlmeth l I 2 methoa
henyl)-5-(4 trilluorometh phenox  indole-3-carboxylic
acid ethyl ester The sub-title compound was prepared
in accordance with step (c) Example 1 from
2-ethoxycarbonylmethyl-i-(2-methoxyphenyl)-5-hydroayin
dole-3-carboxylic acid  



30 ethyl ester (139 mg, 0-35 mmol, see step (b)
Example 11) and 4-trifluoro- methylphenylboronic acid
(100 mg, 0.53 mmol)- Yield 120 Ing (63%). WO
2006/077366 PC7A/GG2005/004981  95 (d) 2-Carbo;
~rnethyl-l-(2 methoxvnhenyl_;_r4_ttifluornnet
lnhenox:y)indol~-=- carhoxvlic acid The title compound
was prepared in accordance with step (d) Example 2
from  2-ethoxycarbonyhnethyl- I
-(2-methox)phenyl)-5-(4-trieuoromethylphenoxy) 5
indole-3-carboxylic acid ethyl ester (82 mg, 0.23
mmol; see step (c) Example 11).  Yield 82 mg (77%), mp
237-239 C. 200 MHz 'H-NA (DMSO-d5), S: 3.55 (d, J= 172
Hz, 111); 3.73 (s, 31I); 4.21  (d, J = 17.2 Hz; 1H);
6.92 (d, J = 8.8 Hz, IH); 6.99 (dd, J = S. 8 Hz, 2.1
Hz, 1 H);  7.07-7.16 (m, 2H); 7.20 (dd, J = 7.4 Hz,
1H); 7.30-7.40 (m, 2H); 7.56-7.74 (m,  10 313); 7.76
(d, J = 1.8 Hz, 113) 12.3-12.7 (br s, 2H). Example 12
2-C arbox ctl l-4-isopronox pbenvl)-.5-(4-trifluoromn
hlphenoxy~indole-3- carboxylic acid ethyl ester 15 (a)
3-(4-Isopropor)rphenylam&o)pent-2-enedioicacid diethyl
ester The sub-title compound was prepared in
accordance with step (a) Example 1 from
4-isopropoxyaniline. 20 (b) 2-Etho carbon lmcth 1-5-h
droxnr-l 4-isouro oh hen el indole-3-carbox- ylic acid
ethyl ester The sub-title compound was prepared in
accordance with step (b) Example 1 from
3-(4-isopropo),phenylamino)pent-2-enedioic acid
diethyl ester (30 mmol, see  step (a) Example 12).
Yield 3.8 g (33%). 25 (c) 2-Ethos carboa lmethy]-1~4-i
opronoxvphenyl)_ S (4-trifluoromethYlphen
oxXLind.ole-3-carboxylic acid ethyl ester 



The sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxycarbony]methyl-5-bydroxy-I
-(4-isopropoxyphenyl)indole-3-carboxylic  30 acid
ethyl ester (250 mg, 0.59 mmol and
4-triflurotnethylphenylboronic acid (167  mg, 0.88
mmol) and was used in the subsequent step without
purification. \vO 2006/O"7366 PCT/Cr20U5/004S1  L)6
(d) l~rbnal'methyi i (4 isopr[po .~rohenyll 5 14
ritluoromethylnhezrwn':- indole-3-carboxylic acid
ethyl ester The title compound was prepared in
accordance with step (d) Example 2 from
t,thoi-yr,arbC)D3'IMEth3ll-l-(4-i-sc)propo-,L),pbeTiyl
)-5-(4-trifluorome.th)'IphETIO),3') 5 )-
indole-3-carboxylic acid ethyl ester (265 mg, 0.47
mmol; see step (c) above).  NaOH (aq, 2 Nl, 2.5 mL)
and EtOH (15 mL). Yield 176 mg (70%), mp 158 C.  200
MHz '14 N-MR spectrum: (Dlv?SO-d6), 5: 1.40 (t, J =
7.1 Hz, 3H); 1.41 (d, J  6.0 Hz, 6H); 3.98 (s, 2H);
4.46 (q, J = 7.1 Hz, 2H); 4.64 (heptet, J = 6.0 Hz, I
H);  6.90-7.11 (ra 6H); 724=7.32 (m; 214,); 7.51-7.61
(m, 2H); 7.77 (dd, J 2.1 Hz,  10 1H); 10.5-11.4 (br s,
1H). Examplel  3-Carboxynrethy]-1-I'S-methp~
vtidiTi-2-yl)-5-(4-trifluoromethv1uhenor~)mdoie
3-carboavdic acid 15 -Aedioic acid diethyl ester  (a)
3 5 lvieth.Qavo7iriin-2-vlamiunlnent-2-p The sub-title
compound was prepared in accordance with step (a)
Example 1 from  5-tnethoxypvridin-2-ylamine. 20 (b)
2-Ethoxycarbonvlmethyl-5-hydroXX7-I-(5-methoxvnw7idn-2
-vllindole-3- carboxylic acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example 2 from
3-(5-methoxypyridin-2-ylamino)pent-2-enedioic acid
diethyl ester (30 mmol, see  step (a) Example 13).
Yield 560 mg (5%) 25 



(c)
2-Ethoxvcarbonyh-netbvl-l-(5-methoxyyyridin.-2-y11-5-(
4-trifluoromethl,lphen- oan )indole-3-carbox dlic.
acid ethyl ester The sub-title compound was prepared
in accordance with step (c) Example 1 from
2-ethoxycarbonylmethy1-5-hydroxy-2-(5-methoxyp3aidin-2
-yl)indole-3 -carbox 30 ylic acid ethyl ester (139 mg,
0.35 mmol, see step (b) Example 13) and
4-trifluoromethylphenylborotuc acid (100 mg, 0.53
mmol). Yield 1 10 mg (S8%). WO 2006/077366
VC77GRZ005/004981  97 (d)
2-Carboxvmethvl-1_(S^methoapvridin-2-yy1?_s-(4-triftuo
romethvlnheno zr- indole-3-carboxylic acid The title
compound was prepared in accordance with step (d)
Example 2 from  2-ctho xycarbonyLrnethyl- l
-(S-metho).ypyridin-2-yl)-5-(4-trifiuoromethylpben 5
oxy)indole-3-carboxylic acid ethyl ester (100 mg, 0.18
mmol, see step (c)  Example 13). Yield 72 mg (82%), mp
237-239 T. 200 MHz '14-MMR (DM50-d6), 5: 3.96 (s, 3H);
4.04 (s, 2H); 7.02 (dd, J = 8.9,  2.1 Hz, 111);
7.06-7.17 (m, 411); 7.65-7.75 (m, 2II); 7.78 (d, J=
2.1 Hz; 11-1); 7.82  (dd, J= 8.9, 2.6 Hz, 1H); 8.29
(d, J= 2.6 Hz, ilk; 12.3-12.8 (br s, 2H). 10 Example
lz 2-Cathoxvmethyl-1 (9-ethylcarbazoi-3-)rl
--S-(4-tdfluoi-omethylnhenox indole-3- carbo):vlic
acid 15 (a)
3-(J-xthylcarbazol-3-vlamine)peni-3-enedioic acid
diethyl ester The sub-title compound was prepared in
accordance with step (a) Example I from
3-amino-9-etbylcarbazole. (b)
2-Ethoaacarbonyhnethyl-I-(9-ethylcarbazol-3-y1l-5-hydr
ox-yindole-3- - -- -------- 20 carboxylic acid ethyl
ester The sub-title compound was prepared in
accordance with step (b) Example 1 from
3-(9-ethylcarbazol-3-ylamino)pent-2-enedioic acid
diethyl ester. Yield 1.52 g  (16%) 



25 (c) 2-F,thorycazUonylmetbyl
l-(9-ethylcarbazol-3-y~-5 (4 trifluorometbyphen-,
oxy)indole-3-ca boxy lic acid ethyl ester The
sub-title compound was prepared in accordance with
step (c) Example 1 from.  2-ethoxycar-bonyhnetlayl-
l-(9-eth),lcarbazol-3-yl)-5-hydroxyindole-3-carboxylic
acid ethyl ester (170 mg, 0.35 unnol, see step (b)
Example 14) and 30 4-trifluoromethylphenylboronic acid
(100 mg, 0.53 mrrmol. Yield 130 mg (60%). WO 2nncm
src, PCT/C1320051004981  9f (d) JCarpo ~'tnethvl-i~i9;
ctn'Icarhazol-__= 1 5 i- t'ifluorom h 'lnhenc:T1
indo_]e-= -carh.pzv1ic acid The title compound was
prepared in accordance with step (d) Example 2 from
2-ethoxycarbonylmethyl-l-(9-ethylcarbazol-3-yl)-5-(4-t
rifluorometh),lpheno y)- 5 indole-3-carboxylic acid
ethyl ester (130 mg, 0.21 mmol, see step (c) Example
14). Yield 92 mg (68%, mp 243-245 T. 200 MHz. 1H-NW
(DMSO-d,~), S: 1.40 (t: J = 6.8 Hz, 31I); 3.89-4-13
(tn, 2H);  4.46-4-64 (m, 2H); 6.98 (dd, J = 8.9, 2.1
HZ, 1H); 7.04-7.18 (m, 3H); 7.19-7-34  (m, 1H);
7-39.7.61 (in, 2H); 7-63-7.77 (rn, 3H); 7.75-7-99 (m,
211); 8.20 (d: J =  10 7-6 liz, 1H); 5-30 (d,.7= 1.8
Hz 1H); 12.3-13-0 (br s, 2H). E"amnle 15
2-Carbo2c7methy]-1 y(4
m.orpholin-4-ylhenyll-5-(4-tri~luoaomethylphenoa~l
indole-3-carboxylic acid 15 (a) 3- ?-Mo holm-4-vl-
henvlaminq)pent-2-eneioic acid diethyl_ ester The
sub-title compound was prepared in accordance with
step (a) Example 1 from  4-morpholinoaniline 20 (b)
'2-Etho> carbonvlmethvl=5-h droay l (4-mo holm 4 y]-
heuvl indole-3- carboxsrlic acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example 1 from  3 (4-morpholin-4-yl
phenylatniuo)peat-2-euedioic acid diethyl ester (7.24
g, 20  mmo1, see step (a) Example 15). Yield 4.50 g
(50%). 



25 (c) 2-Ethox),carbonvlmethvl-l-(4-mo holm 4-
lphenyll-5-(4-trifluoromethyl  henox indole-3-carbox.
rlic acid ethyl ester The sub-title compound was
prepared in accordance with step (c) Example 1. from
2-ethoaycarbonylmethyl-5-irydroxy-
l-(4-morpholin-4-yl-pben),l)indole-3 -carbox- 30 ylic
acid ethyl ester (158 rng, 0.35 mmol, see step (b)
Example 15) and 4-trifluorometltylpbenylboronic acid
(100 mg, 0.53 mrnol). Yield 120 mg (57%). WO
2006/077366 PCTfGE2005/004981  99 (d) 3-Carbnxv
ethyl-i (4=mo.
hole-4-vlpbenvl_)-5-(4-trirluoromethvlpheno _~
indole-,-carboxyylic acid The title compound was
prepared in accordance with step (d) Example 2 from  2
-ethoxycarbonylmethyl- l -(4-morpho
lin-4-),l-phenyl)-5 -(4-trifluoro metb.ylphcn 5
oxy)indole-3-carboxylic acid ethyl ester (120 mg, 0.2
mmol, see step (c) Example  15). Yield 72 mg (67%), mp
257-259 T. 200 Iv1Hz'H-N1vMR (DMS0.d6), S: 115-3-30
(m, 413); 3.71-3.54 (m, 413); 3-97 (s,  213); 6.99
(dd, J = 8.9, 2.1 11z, 1H); 7.03-7.21 (m, 511);
722-7.34 (m, 211); 7.65- 7.74 (m, 2I{); 7.76 (d, J=
1-9 Hz, IH); 12.3-12.6 (br s, 21-T) 10 Example 16
3-Carbo,,ymethrl-1-~4-4imethylaminophenvl)-5
-4-triflunrnmethvlphenoxv - indole-3-carboxylic acid
15 (a) 3-(4-Dimethylaminonhenvl)pent-2-enedicic acid
diethyl ester The sub-title compound was prepared in
accordance with step (a) Example I from  N N-dimethyl-
l ,4-phenylened iamine (b)
1-(4-Dimeth3,laminophemm'D-2-ethoxvcarbonylmethyl-5-hv
droxvindole-3- 20 carboxylic acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example I from
3-(4-dirnethylaminophenyI)pent-2-enedioic acid diethyl
ester (30 rnmol, see step  (a) Example 16. Yield 1.21
g (9.4%). 



7_5 (c) 1 Q-Dhneth lamino hen 1 -2-ethoxvcarbon
,lmethvl-5 4-trifluorometh 1-
phenoxY)indole-3-carboxylic acid ethyl ester The
sub-title compound was prepared in accordance with
step (c) Example I from
1-(4-dimethylaminophenyI)-2-ethoxycarbonylmethyl-5-hyd
roxyindole-3-carbox- ylic acid ethyl ester (144 mg,
0.35 mmol, see step (b) Example 16) and 4-trifluoro-
30 niethylphenylboroc acid (100 mg, 0.53 mmol). Yield
70 mg (35%). WO 2(104/(177366 PCT/0B2005/011-0951  100
(dl 2-Carboxyrneth~1.-]-i4- me thvlamulonheml1-
3-(4-trifluoro*nethheno>:s!1- ndnle- carhorvhc acid
The title compound was prepared in accordance with
step (d) Example 2 from
1-(4-dimethylanminophenyl)-2-ethos.ycarbonylmethvl-5-(
4-trifluoromethylphen- 5 oxy)indole-3-carboxylic acid
ethyl ester (70 mg; 0.1 3 mmol, see step (c) Example
16). Yield 42 mg (65%), mp 235-237 T. 200 MHz 'H-NMR
(DMSO-d6), 6: 3.01 (s, 614); 3.95 (s. 2H): 6.52-6.94
(m, 2H);  6.95 (dd, J = 2.8 112; 1H); 7.02-7.15 (m,
3H); 7,16-7.26 (n,4 214); 7.65-7.73 (m  2H); 7.76 (d,
1H); 12.3-12.6 (br s, 2H). 10 Example ] 7 Carbo
~methyl_-1-(4 nineridin-4-~lphen 11-
-(4-triOuoromethyjphemm~)nndole- 3_carbo).7ulic acid
15 (a) -;-(4-Pip
eridin-4-ylphenylamiuo)penl-2-enedioic acid diethyl
ester The sub-title compound was prepared in
accordance with step (a) Example 1 from
4-piperidinoaniline. (b) 2-Ethoa carbonvlmeth
l-3-hvdrox 1-1 4-ni eridin-4-ylphenvl)indole-3- 20
carboxylic acid ethyl ester The sub-title compound was
prepared in accordance with step (b) Example 1 tom
3-(4-piperidin-4-yl-phenylamino)pent-2-enedioic acid
diethyl ester (25-4 mmol,  see step (a) Example 17).
Yield 2.43 g (15%). 25 (c) 2-
Ethoxycarbonylrr.ethyl-l-(4-pineridin-44-i4phen
y1)-5-(4-trifl uororneth yl hen  



oa-lr)indole_3-carboxylic acid ethyl ester The
sub-title compound was prepared in accordance with
step (a).Example I from
2-ethosycarbonylmethyl-5-hydroxy-l
-(4-piperidin-4-ylphenyl)indole-3 -carboxylic  acid
ethyl ester (203 mg, 0.45 mmoi, see step (b) Example
17) and 4-tri_fluoro- 30 methylphenylboronic acid.
Yield 160 mg (60%). WO 2006/077366 PCT/GE2005/00495t
101 (d) 2-Carborymethvl I nine;idin
d-vlohenv--(4-t:ifluoometvlnhenoz -
indole-3-carboxylic acid The title compound was
prepared in accordance with step (d) Example 2 from
2-cthoxycarbonylmethyl-l-(4-piperidin
-4-ylphenyl)-5-(4-trifluoromethylphen 5
oxy)indole-3-carboxylic acid ethyl ester (160 mg, 0.27
mmol, see step (c)  Example 17). Yield 82 mg (56%), mp
256-258 C. 200 MEL 'H-NMR (DMSO-d(,), 5: 1.50-1.74 (m
6H); 3.18-3.38 (in, 4H,  overlapped with DMSO); 3.96
(s, 213); 6.99 (dd, J = 8.9 and 2.1 Hz, 1H); 7.03-
7.17 (rz, 51-); 7.18-7.28 (m, 2H); 7.65-7.74 (m, 214);
7.76 (d, J = 1.9 Hz, IH);  10 12.3-12.7 (br s, 2H).
Example 18 2 Carbonvmethyl 5 (7
chlarocluinolin-4-ylox~a-1-(4-trifluoromethoxxvph
n),l)- indole-3-carboxylic acid 15 (a)
5-(7-Chloraqunohn-4-vlo>y)-2-etho3~carbonylmethvl-l (4
frifluorometho  nhenyllindole-3-carboxylic acid ethyl
ester A mixture of
2-ethoxycarbonylmethyl-5-hydroxy-l-(4-trifluoromethoxy
phenyl)- indole-3-carboxylic and ethyl ester (100 mg,
0.22 mmol; see step (b) Example 9),  20
4,7-dichloroquinoline (66 mg, 0.33 mmol), K2C03 (60
mg, 0.43 mmol) and DMF (2 mL) was stirred at 100-110 C
for 3 h, cooled, diluted with H20 (20 mL) and
extracted with Et20 (30 mL). The extract was washed
with 1420, dried (Na2SO4,  concentrated and purified
by chromatography to give the title compound. Yield48
mg (36%). 



25 (b)
2-Carboxymethyl-5-(7-chloroquinolin-4-yloay)-1-(4-trif
luoromethoxypphenyl)- indole-3-carboxylic acid A
mixture of
5-(7-chloroquinolin-4-ylory)-2-ethoxycarbonylinethyl-I
-(4-tri- fluoromethoxyphenyl)indo le-3-carboxylic acid
ethyl ester (40 mg, 0.065 mmol,  30 see step (a)
above), NaOH (50 mg), water (I mL) and EtOH (1 rnL)
was heated at rep.ux for 1 h. The EtOII was removed in
vacua and the mixture was acidified WO 20061077366
PCT/GG2(10h!(104981  10'_ with HC] (al- 1 16 to pH 4.
-The solid was filtered of to give the tiLle compound.
Yield 33 mg (914%. 200 IvU-Iz'H-1NI1v1 . (DMSO-d,;),
5: 4.08 (s; 2H); 6.77 (d, J = 5.8 Hz. 1H); 7_21 (s_
211); 7.59-7-75 (1n, 4H); 7.83 (dd., J = 1.7 Hz, 9.0
Hz, 11'I); 7.98 (s, 1H); 9_22 (d, J  5 = 1-7 Hz, 1H);
853 (d, J = 9.0 Hz, IN); 8.82 (d; J= 5.8 Hz, 111);
115-14.0 (br s,  2H) Example 19 1 (4-Tsonronaxle'11 5
( trifluorometh5'ln~ridin-2 ylox~ indole-2  10
dicarhaxvlic acid (aj 5-Hydrox i 114-isnpropo>a then l
-indnle-3_= dicarhox~dic acid dimethvl  ester The
sub-title compound was prepared from
N-(4-isopropoxyphenyl)aaiirtofilmaric  15 acid
dimethyl ester (1.57 g, 5.40 mmol),p-benzoquinone
(0.60 g, 5.6 mmol) and  BP; etherate (0.83 mL, 5.8
mnml), see procediue in GDP No-61800 (1967). Yield
1.40 g (71%). (b) 11^(4-Isopronoxvnh
enyl)-545-trifluoromethvlp3ridin-2-ylo -Y)indole-2.3-
20 dicarbox"<vlic acid dimethvl ester The sub-title
compound was prepared in accordance with step (a)
Example 18  from
5-hydroxyindole-l-(4-isopropo),phenyl)-2,'D-dicarboxyl
ic acid dimcthyl  ester (104 mg, 0.27 mmol, see (a)
above) and 2-chloro-5-tri{luoromethylpyridine  (74 mg,
0.41 mmol). Yield 100 mg (70%). 



25 (c) 1-(4-Isonronoxy
hh-nyll-5-(5-trifluoromethylnvridin-2-vloa)indole-2.3-
dicatboxdic acid The sub-title compound was prepared
in accordance with step (b) Example 18  from
1-(4-isopropo),phenyl)-5-(5-trifluorolpethylp3,ridin-2
-yaory)indole-2,3-di- 30 carboxylic acid dunethyl
ester (90 tog, 0.17 rnmol), see step (a) Example 19).
Yield 50 mg (59%). WO 2006/077366 PCT/GB20u5'oua981
103 200 Mriz'I3-N1vIR (DMSO-d6), 6: 1.32 (d, J = 5-9
i-Iz, 6H); 3.0-5.0 (br s. 211);  4.70 (heptet, .I =
5.9 Hz, 111); 7-02-7-17 (m, 4H); 7,24 (d, J = 8.8 Hz.
lIU: 7.30- 7.40 (m, 2H); 7-92 (s, 11.1); 8.22 (dd, j =
2-4, 8-8 Hz, I0); 8-54 (s, 1H). 5 Example 20 1-(4-Is
nro oxvohenyl -5- 3-carbamoylnvridinn-2-) ~e-? 3-dic~
acid (a) 5- 3-Carbamoylpyridin-2-1,lox 2)_17
sonronoxhen]i-ndole 23-dicarlr  10 oxvlic acid
dimethyl ester The sub-title compound was prepared in
accordance with step (a) Example 18  from
5-hydroxy-l-(4-isopropox)phenyl)-indole-2,3-dicarboayl
ic acid dimcthyl  ester (100 mg, 026 nmml, see (a)
Example 19) and 2-chloro-3-carbartoylpyridine  (100
mg, 0.63 mmo]). Yield 70 mg (54%). 15
55-C-Catlaamoyipyti.dn 2 vlox~l 1 (4-isoprono
yphenvl)indole-3-3-diearbox  (b) ylic acid The title
compound was prepared in accordance with step (b)
Example 18 from.
5-(3-carbamoylpyridin-2-),loxy)-1-(4--isopropoxyphenyl
)indole-2,3 -dicarbotylic 20 acid dimethyl ester (70
mg, 0.14 mmol, see step (a) above). Yield 49 mg (74%),
mp 236-238 T. 



200 MHz 'H-NMR (DMSO-d6), 8:_1.32 (d, J= 6.0 Hz, 614);
3-0-4.5 (br s, 21-1);  4.71 (in, 111); 7.05-7.15 (ta,
4H); 7.19 (dd, J = 7.2, 5.1 Hz, 111); 7.32-7.44 (tI4
2H); 7.78. (d, 1H); 7.89 (br s, 2H); 8.11-8-14 (i,
1H); 8.16 (dd J= 5.2, 1.8 Hz,  25 1H). V/0
20(161(177366 PCTIGmm2(1(15/00491  104 Examole 21
_Ca:oo%~'methvl->-(i-chlorome.[b ;idu to% '1-I-(4
trifluoromuthoxvv-_  nhenvi) ndole-_ -carboxylic acid
ethyl ester 5 a) LChloromethvlpti ridin-2
]ox~)-2-etho):~,carbonyhneth~,1-1-(4-trifluoro-
methoxvnhenylindole-3-carbo>:ylic acid eth d ester
I{_C0; (138 mg. 1.0 mmol),
2-chloro-5-cfloromethylpvi'idine (32 mg, 0.2 mmnol)
and 18-crown-6 (5 mg) were added to a mixture of ?
etboxycarbonylmethyl-5-
hydroxy-1-(4-trifluoronaethoxyphenyl)indole-3-carboxyl
ic acid ethyl ester (90 mg, 10 0.2 mmnol, see step (b)
Example 9) and DMF (5 inL). The mixture was stirred
for  48 It at 70 C, cooled, diluted with EtOAc,
filtered through Cehte'. concentrated  and purified by
chromatography. Yield 60 mg (521%). b)
2-Carbnxvmethyl-5-5-chloromethvlnvridin- 2-vlox~l
1-(4-trilluoromethoxv- 15 nhenvlluidole-3-carbon lie
acid ethyl ester NaOH (17 mg, 0.43 mmol) in water (5
mL) was slowly added to 5-(5-chloro-
methylpyzidin-2-yloxy)-2-etboxycarbonylmethyl-1-(4-tri
fluoromethox.),phenyl)- indole-3-carboxylic acid ethyl
ester (50 mg, 0.086 mmol, see step (a) above) in
EtOII (15 mL)_ The mixture was stirred at it for 48 h,
neutralized by addition of 20 1-Id (a q), concentrated
and purified by preparative TLC. Yield 35 mg (74%), mp
168-170 C. 'H NM1Z spectrum: (200 Adz, CDC13), 6: 1.46
(t, J - 7.1 Hz, 314); 3.96 (s, 2I1);
448(q,J=7.1Hz,2H);515(s,21);6.86-7.00 (m,2H);
7.36(d,1=8.3Hz,  1H); 7.37-7.52 (m, 5I1); 7.65 (d,
1R); 7.79 (dd, J= 8.3 Hz, 1H); 8.50 (s, 1H)_ 25 -
----------- 



WO 2006/077366 PC17(;82005/004981  105  Example 22
3Carbcxvmethvl S- 5-cbloromethylni7idin-2-ylo~n)
I-(a-isopronoxvchenvl  indole-3-carboxylic acid ethvl
ester 5 a) 5 Ciilornmethylpvridin 2-~loxv) 2 etho
carh0nylmethy]-I (4-isonrnroo -
phenlyllindole-3-carboxylic acid ethyl ester The
sub-ttle compound was prepared in accordance with step
(a) Example 21  from
2-ethoxycarbonylmethyl-5-hydroxy-I-(4-isopropoxvphenyl
)indole-3-carbox- ylic acid ethyl ester (106 mg, 0.25
mmol, see step (b) Example 12) and 2-chloro- 10
5-chloromethylpyridine (41 mg, 0.25 mmol)- Yield 90 mg
(66%). b) 2-Carboxymethyl 5-(5`cbdoromethvlnvridin-3
_} Inxv) 1- 4-isonropo~hecrvll_  indole-3-carboxylic
acid ethyl ester The title compound was prepared in
accordance with step (b) Example 21 from  15
5-(5-hloromethylpyridin-2-yloxy)-2-etho~.ycarbony]meth
yl-l-(4-isoprop0xy- phenyl)izndole-3-carboxylic acid
ethyl ester (90 mg, 0.16 mmol, see step (a)  above).
Yield 61 mg (71%), mp153-155 C. 1H NA spectrum: (200
MHr_, CDCI3), 6: 1.40 (d, J = 6.0 Hz, 6H); 1.45 (t, j
=  7-0 Hz, 3I4); 3.96 (s, 2H); 4.46 (q, J - 7.0 Ha
2I-1); 4.62 (beptet, J = 6.0 Hz, 1H);  20 5.14 (s,
2H); 6.88 (dd, J = 8.9, 2.3Hz, 1FI); 6.96 (d, J =
8.914z, III); 6-92-7.07 (m, 2H); 7.20-7.30 (m, 2H,
overlapped with CHCI3); 7.36 (d, J= 8.1 Hz, 11-1);
7-65 (d,  J= 1.9 Hz, 114); 7-80 (dd, J= 8.1, 1.9 Hz,
1H); 8.50 (s, 11); 9.8-11.4 (br s, 1H)- Exam le 23 25
2-Carboy't,mgthyl-5-(5-chloromcthvl idin-2- rlo -1-
4-iso ro o hen 1)-,  indole-3-carboy-snit acid NaOH
(400 mg, 10 mmol) in 1120 (10 mL) was slowly added to
2-carboxymethyl- 5-(5-chloromethylpyridin-2-yloxy)- I
-(4-isopropoxyph(-nyl)indolc-3-carboxylic  acid ethyl
ester (40 mg, 0:076 minol, see step (b) Example 22) in
EtOH (10 ML). 30 The mixture was stirred for 48 h at
50 C, neutralized with HCI (aq), concentrated  and
purified by chromatography- Yield 26 mg (69%), nip
167-169  C. 



--- ----- -------- ... wn 2006/0`366 PCT(G82005/004981
1oc  20(i hti-lz 1H NA41: spectrum (DMS0-der), o: 1.33
(d. J = 6.0 Hz, 61,): 3.82 (s.  21-I); 4.71 (neptct. J
= 6.0 Ha 1I-1); 5.19 (s; 31-1): 6-85 (d. 2H):
7.06-7.17 (In. 2F'1; 23 7.34 (m, 2H): 7.55 (d, J = 8.7
Hz, 1H); 7.70 (s, IH); 7.95 (dd. J = 5-3, 2.3  Hz,
1I1); 5.55 (d, J = 1.9 Hz, 1H); 12-2-13.8 (br s; 2FI)
Example 24 2-Carboxvrnethvl-1 4-uifluorametho" hen 11
( ?rifluornmethvl- _ n~zidin  yln> lu~dole-3-carbm~
lie acid 10 (a)
2_Ethoxica.bonvlmcthvl-1-(4-trif1uoromethox\
hcn\'l)-5-(5-trifluorometbvl_  3 pvridinvlox~ indole _
carliotin lie acid ethyl ester The sub-title compound
was prepared in accordance with step (a) Example 21
from 1 (4-triflunromethoayphen} 1j
2-ethoaycarbonylnzeth} I-S h} droxy carboxylic acid
ethyl ester (140 mg, 0-31 mmol, see step (b) Example
9) and 15 2-chloro-5-(trifiuaromethpl)pyzidine (112
mg, 0.62 mmol)- Yield 87 mg (47%)- (b) 2 Carboxsmeth l
1 (4-trif]uorolnetho v2~henvll-5 (5 trifluorometh 1-3
invior j indole-3-carboy lie acid A mixture of
1-(4-trifluoromethoxyphenyl)-2-ethoxycarbonyhnethyl-5-
(5-tri- 20
fluoromethyl-2-pyridniylo)cy)indele-3-carboxylic acid
ethyl ester (80 mg, 0.13  mrnol, see step (a) above),
NaOH (aq, 1 M, 1.1 mL), EtOH (0.5 mL) and THE (0-5
mL) was stirred at 100 C for 9 h, cooled, diluted with
H,0 and acidified to pH 5  with citric acid (aq, 1 M).
The precipitate was collected, washed with HBO and
Et20 to give the title compound, 30 rug (42%), mp 203
C 25 200 MHz 'H-NMR spectrum (DMSO-d6), 8: 3.81 (s,
211); 6.95-7-11 (m, 2H); 7.22  (d, J = 9.2 Hz, I H);
7.56-7.73 (m, 4H); 7.82 (d, J = 2.1 Hz, I H); 8.21
(dd, J = 2.1  Hz and 8.7 Hz, lH); 8-50-8.58 (m 1H). WO
2006/077366 PCT/GB2005/004981  107  Example 25 



2-Carhoxymethyl-1
_(4-isonropoxyphernrll-5-(5-trifluoromcthv]-2-nvridinv
ln xr1- indole-3-carboxylic acid ethyl ester 5 (a) 1
4-Isoptoo--whenvll-
-ethoxvcarbonvlmethv_i_5_(5_trifluoromethvl
p1.idinyloxy)iadole-3-carbox7,lic acid ethyl ester The
sub-title compound was prepared in accordance with
step (a) Example 21  from
1-(4-isopropoxyphenyl)-2-ethoxycarbon}tlmethyl-5-hydro
;yindole-3-carbox- ylic acid ethyl ester (250 mg, 0.59
mmol) and 2-chloro-5-(trifluoromethyl)- 10 pyridine
(160 mg, 0.88 natal). Yield 269 mg (80%). (b) 2-Carbo.
methyl-I- 4-iso rv or. hen 1 55-trifluorometh 1-2-
dinvl  oXv)indole 3-carboxylic acid eh-1L ester A ntll
tune of
1-(4-isopropoxyphenyl)-2-6thoaycarbonylmetbyl-5-(5-tri
fluorometh- 15 y1-2-pyridin3rlo2,y)indole-3-carboxylic
acid ethyl ester (260 mg, 0.46 rnmol, see  step (a)
above), NaOH (aq, I K I A mL) and EtOH (2 mL) was
stirred at 50 C  for 2.5 h, cooled, diluted with H2O
(4 mL), washed with EtOAc and acidified to  pH 5 with
citric acid (aq, 1 M) and extracted with EtOAc The
organic layer was  washed with brine, dried (Na2S04),
concentrated and purified by chromatography.  20 Yield
144 mg (58%). 200 MHz 'H-NMR spectrum (CDC13), 6: 1.40
(d, J = 6.0 Hz, 6H); 1.42 (1, J= 7.1  Hz, 3H); 3.99
(s, 2H); 4.45 (q, J = 7.1 Hz, 2H); 4.63 (heptet, .T =
6.1 Hz, 1H);  6.94-7.13 (m, 5H); 7.20-7.32 (m, 211);
7.53-7.93 (m; 2t1); 8.44 (s, lil). 25 Example 26
2-Carboxyrnetbyl-l-(4-isopropox
henyl)-5-(5-ttifluoromethyl_2-.pyridinvloxv)-
indole-3-carboxylic acid The title compound was
prepared by heating 2-carboxymethyl-l-.(4-isopropoxy-
pbenyl)-5-(5-trifluoromethyl-2-pyridinyloxy)indole-3-c
arboxylic acid ethyl ester  30 (140 mg, 0.26 mmol, see
step (b) Example 25), NaOH (aq. 2 M, 0.6 r^L) and
EtOII (1 rnL) at 90'C for 7 h. Yield 124 mg (92%),
Trip 202 'C. 200 MHz 'H-NMR spectrum (DMSO-d6), 5:
1.33 (d, J = 5.9 Hz, 614); 3.98 (s,  2H); 4-73
(heptet, J = 5.9 Hz, 1H); 7.02 (s, 213); 7.10- 7-19
(m, 211); 7.22 (d, J WC) 2006/077366 PCT/C820 0 51(104
98 1  



S.9 11z: 1H); 729-7.40 (nL 21l); !.79 (s, IH); 8.20
(dd, J = C.8 Hz and .0 Hz;  1H): 5.53 (s, 1H): 12.50
(s, 2hl). Example 27 5 2-Ethoxvcarbon yhnethyl-1
L4-iso ronoxhenyl)-~-5-trifluorolnethyl-2p a} idin-
vlox indole-3-carbon c lic acid A mi ture of
2-carbox-ymethyl-l-(4-isopropoxyphen-yl)-5-(5-trifluor
ometh),l-2- pyridinyloxy)indole-3-carbolx?ylic acid
(85 mg, 0.16 mmol, see Example 26),  EtOH (0.8 ail)
and HCl (1 M in EtOH, 0.1 mL) was heated at reflux for
20 mi 10 concentrated, diluted with water, neutralized
with NaHCO3 (aq, sat) and extracted  with EtOAc, The
organic layer was washed with brine: dried (Na2S04),
concentrated and purified by chromatography to give
the title compound. Yield 45  nig (52%), mp 202 'C 200
MHz 'H-NIvIR spectrum (DMS0-do), o: 1.19 (t, J = 7.1
Hz, 3H); 1.40 (d, J =  15 6.1 Hz; 611); 4.07 (s, 211);
4.11 (q; J = 7.1 IIz, 2H); 4.62 (beptet, J = 6.1 Hz,
1H);  6.94-7.12 (m, 6H); 721-7.32 (m, 211); 7.88 (dd,
J = 8.8 Hi and 2.4 117, 1H); 6.01  (d, .J - 2.0 Hz,
1H); 6.45 (d, lIE). Example 28 20-Carboxvmethyl 5
(3-cyano-6 methyl-?-nvridinylol~ 11 (4
isoprnnoxynhenv~  indole-3-carboxylic acid ethyl_ester
(a)
2-Ethoxycarbonylmethyl-5-(3-cyan-6-methyl-22-pwidinylo
x),I-I-(4-isonrop- oxy henyl)indole-3-carboxylic
acid_etl yl ester 25 The sub-title compound was
prepared in accordance with step (a) Example 24  from
2-ethoxycarbonylmethyl-5-hydroay-l-(4-isopropoxyphenyl
)indole-3-carbox- ylic acid ethyl ester (250 mg, 0.59
mmol, sec (b) Example 12) and 2-chloro-6-
methylnicotinonitrile (135 ing, 0.88 mmol). Yield 280
mg (88%). 30 WO 2006/077366 PC17GI32005/004981  109
(b) 2-Carboxvmethy]-5-i cvano-6-methyl-2 pyridua
vloa~l-1-(d-isonropo~- hen~ l indole-3-carbw~vlic acid
ethyl ester  



2-Ethoxycarbonyhnethyl-3-(3-cvano-6-methyl-2-pyridin-y
loxy)-]-(4-sopropoxy- phenyl)-indole-3-carboxylic acid
ethyl ester (275 mg, 0.51 not, sec step (a) 5 above),
1 M NaOH (aq, 1 M, 1.52 mL) and EtOH (3 mL) was heated
at 50C for 1  h. The title compound was isolated as
described before. Yield 203 mg (77%), mp  179C 200
MI3z 1H-NT1vIR spectrum (DMSO-d6), S: 1.31 (t, J = 7.2
Hz, 3F1); 1.33 (d, J =  6.0 Hz, 6H); 2.31 (s, 3H);
3.95 (s, 213); 4.30 (q, T = 7.2 Hz, 2H); 4.73 (heptet,
J =  10 6.0 Hz, 1H); 7-04 (d, 2H), 7,10-7.20 (m, 3H);
730-7-40 (rn, 2H); 7.82 (t, 1H); 8.27  (d. J= 7-8 Hz,
1H); 12-2-13-2 (br s, IH) Exampl_e_? 9
2-Carboxvmgthyl-5-(3-carboxy-6-mcthvl-2-pyridinvl-oxy)
-1-(4-isorooxv- 15 1)henyl)indole-3-carboxylic acid
(a)
2-Ethoxycarbonvlmethyl-l-(4-isopropoxyphenyl)-5-(3-met
hoxvcarbon),l-6- methy]-2-pyridinyloxvindolew3-~arbol
vlic acid ethyl ester The sub-title compound was
prepared in accordance with. step (a) Example 24  20 -
from
2-ethoxycarbonylmethyl-5-hydroxy-1-(4-isopropoa')rphen
yl)-indole-3- carboxylic acid ethyl ester (250 mg,
0.59 mznol, see (b) Example 12), K2CO3 (244  mg, 1.77
minol), 2-chloro-6-methylnicotinic acid methyl ester
(163 mg, 0.88  mmol), 18-crown-6 (16 mg, 0.06 mmol)
and DMF (2 mL). The reaction mixture was heated-at 90C
for 4 d and worked-up as described before. Yield 80 mg
(32 - 25 (b) 2-CarboxvmethyI 5
(3-carbbxv-6-lnethyl-2-pyridinyl-oxy)-1-(4-iso ronoxv-
phen I indolc-3-carbo lic acid The title compound was
prepared in accordance with Example 3 from 2-ethoxy-
30
carbonyhnethyl-l-(4-isopropoxyphenyl)-5-(3-methoxycarb
onyl-6-methyl-2- pyridinyloxy)indole-3-carboxylic acid
ethyl ester (60 mg, 0.10 rumol, see step (a)  Example
29) Yield 20 mg (40%), mp 179C. WO '006/077366
.PCC'Clr!(I(h/004981  110 200 M1-J.z 114-N1vff
spectrum (DMSO-d6), o: 1-33 (d; ./ 5.9 Hz, 6i1); 3.36
(s,  



314): 3.5? (s; 314): 4.73 (heptet, I = 5,9 Hz.. 1H).
6.90 (dd, J = 8-9. _.] Hz. 114);  6.97 (d-. J = 8.9
Hz: 114); 7-04 (d, J = 7.7 H.z, 1H); 7.10-7.19 (m:
31): 7.30-7.39  (m, 21j); 7.71 (d, J = 2.0 Hz, I H):
8.13 (d, J= 7.7 Hz, 1H), 12.3-13.5 (br s, 314).
Example 30 5-(3 Amnocarbonvl-6-methyl 3-~yridin
yloxy)-2-carbo_ metlrv1-l-(4-isoprou- o
phenyllindole-3-carboy lic acid The title compound was
prepared in accordance with step (b) Example 24 from
10
(2-carboxymethyl-5-(3-cyan-6-methyl-2-pyridinylox),)-]
-(4-isopropoxyphenyl)- indole-3-carboxylic acid ethyl
ester (184 mg, 0.36 mnmol, see step (b) Example  28),
NaOH (aq, 2 M, 0.9 rnL) and EtOH (15 ml,). The mixture
was heated at 80  C for 4 h and the title compound was
isolated as described bcfore. Yield 40 mg  (22%), mp
196 C. 15 200 lv1Iiz 1H-NIvIR spectrum (DMSO-d6), 5:
1.34 (d, J = 5.9 H1z, 6611); 2.24 ((s,  3141; 3.72 (s,
214); 4.73 (heptet, J = 5.9 1-1/, 1 H); 6.95 (s. 2H);
7.094 (d, J = 7.8  llz, 114); 7.09-7.20 (z-4 2R);
7.29-7.40 (in, 214); 7.66-7.80 (ii, 214); 7.82 (s,
114);  8.10 (d, J~- 7.8 Hz, 111). 20 Example 31
2-Carbo>,'tmeth 1-1-(4-iso ro
o}:vnhenvl-5-(4-trifluorometoavmhenoxnr)indole-a-
carboxylic acid (a) 2-Ethoxvcarbonylmethyl-1-(4-iso
rouo7 henyl-5-(4-trifluorornetho>v-yphen- 25 oxv
indole-3-carboy *1ic acid ethyl ester The sub-title
compound was prepared in accordance with step (c)
Example 1 from  2-etho aycarbbnylmethyl-5-hydroay-
l-(4-isopropox')rphenyl)-indo ie-3 -.carboxylic  acid
ethyl ester (212 mg, 0.50 mmo1, see step (b) Example
12) and  4-trifluorom(-tho:yphenyiboronic acid (154
mg, 0.75 mmol)- Yield 156 rng (53%).  30 WO
2006/077366 PCT/C82005/004981  !il (b)
3-Carbo:nmethyl-l (d isoprono ~henvll
5-(4-tritluoroinetoxvphenoa~l  indnle-3-carboxylic
acid 



A mixture of
2-ethoxycarbonylmethyl-i-(4-isopropoxypbenyl)-5-(4-tri
fluoro- methox),phenoiy)indole-3-carboxylic acid ethyl
ester (150 mg, 026 mmol, see  5 step (a) above), NaOH
(aq, 2 M, 1.0 mL) and diox ane (0.5 mL) was heated at
reflux for 6 E The title compound was isolated in
accordance with step (d)  Example 1. Yield 87 mg (63
%), mp 210 C. 200 DgIz'H-NMR spectrum (DMSO-d6), 3:
1.33 (d, J = 6.0 Hz, 6H); 3-96 (s,  2H); 4.73 (heptet,
J = 6.0 Hz, 1I3); 6.96 (dd, j = 8.8, 2.0 Hz, 111);
7.00-7.09 (m,  10 3H); 7-10-7-20 (i, 214); 7.28-7.40
(rte 4H): 7.72 (d, J = 2.0 Hz, 1H); 12.2-12.9 (br  s,
2H) Example 32 2-Carnoxvmethyl-l-f4-isopropo
~rohen-5-(3-tri~luorometoa~roheno>~indole-3- i5 carbox
liic acid (a)
2-Ethoacaarbonyl.methvl-l-(4-isonronoxvnhenyll-5-(3-tr
ifluoromethox-vnhen- oxv~indole-3-carboxylic acid
ethyl ester The sub-title compound was prepared in
accordance with step (a) Example 24  20 from
1-(4-isopropoxyphenyl)-2-ethoxycarbonylmethyl-5-hydrox
yindole-3-carbox- ylic acid ethyl ester (212 mg, 0.50
nimol, see (b) Example 12) and 3-trifluoro-
methoxyphenylboronic acid. Yield 142 mg (48 %) (b)
2-Carboxvmethyl-l-(4-isopropoxyphenyD-5-(3-trifluorome
toxyphenoxv)- 25 indole-3-carboxylic acid The title
compound was prepared in accordance with step (b)
Example 24 from  2-ethoxycarbonylmethyl- l
-(4-isopropoxyphcnyl)-S-(3-trifluoromethoxyphenoay)-
indole-3-carboxylic acid ethyl ester (140mg, 0.24
mmol,-see step (a) above Yield  38 nag (30 %), n]p 197
C. 30 200 NfRz `H-NMR spectrum (DMSO-d6), 6: 1-33 (d,
J = 5.9 Hz, 61-1); 3.85 (s,  2H); 4.72 (heptet, J =
5.9 IIz, 1H); 6.90-7.10 (in, 5F1); 7.10-7.19 (m, 2H);
728- 739 (m, 2S); 7.40-7.52 (in, IIl); 7.75 (d, J= 1.9
Hz, 1H); 11.7-14.6 (br s, 214). WO 2006/077366
PC'F/G82005/004981  12  F.1:ample 33 



Carbor:vmethvl-5- ?-carhox~ ~henwr i-l- 4-iso ronoxv
phenvl)indole-3- carbonn'lie acid 5 (a) 2 Etho
vcarboln lmethvl l -(4-isn ropo:mhem l -5-(3
etoa'\Wcarbonvluhen- nx ; indole.-3-carbo2a'1ic acid
ethyl ester The sub-title compound was prepared in
accordance with step (a) Example 24  from
2-ethoxycarbony1methyl-5-hydroxy-)-(4-isopropmt}phenyl
)indole-3-carbox- 10 yEa acid ethyl ester (212 mg,
0.50 mmol, see (b) Example 12) and
3-(etoxycarbonyl)phenylboronic acid (145 mg, 0.75
mrnol). Yield 162 mg, 56 %.  (b) 2Carbox methyl l
(4-isoDT0P0 ben (11-5-(3 carbnx~pheuox~ itldole-3-
carboxylic acid 15 The title compound was prepared in
accordance with step (b) Example 24 from
2-etboxycarbonylroeth}d-1-(4-isopropn 1~~phem~l,)-5-(3
-eto}ycarbnnylphenoxy)- indole-3-carbnx36ic acid ethyl
ester (160 mg, 0.28 mmol, see step (a) above)- Yield
90 mg (66 %), mp 236 C. 200 MHz 1H-NADIR spectrum
(DNISO-d6), b: 1.33 (d, J = 6.0 Hz, 6H); 3.97 (s,  20
2H), 4.72 (heptet, J = 6.0 Hz, 11-n; 6.97 (dd, J= 8.9,
2.0 Hz, I H)-, 7.04 (d, J = 8.9  Hz, 1H); 7.08-7.19
(rn, 214); 7.27 (ddd, J = 8.1, 2.4 Hz, lpi); 7.31-7.41
(rr, 3H);  7.48 (t, J = 7.9 Hz, 1H); 7.60-7.68 (in,
11:1); 7.72 (d, J = 2.0 Hz, lip); 12.4-12.8  (br s,
311)_ 25 Example 34  2-Carboxv,etbvl-I- 4-methox henvl
-5- 3-tnffuoromethvl henna carboxylic acid (a)
2-Ethorycarbonyhnethyl-l-(4-methox}phenvll 5 (3
trifluorometh lphenox  30 indole-3-carboxylic acid eth
1 ester The sub-title compound was prepared in
accordance with step (a) Example 24  from
2-ethoxycarbonylmethyl-l-(4-methoxyphenyl)-5-hydroxyin
dole-3-carbox WO 20 0 6/0 7 7366 PCT/G132005/004981
113 ylic acid ethyl ester (153 mg, 0.40 mmol, see (b)
Example 4) and 3-trifluoro- methylphenylboronic acid
(114 mg. 0.60 mmol). Yield 166 mg (77%). 



(b) 2-Carboxyznethv] 1-(4-meth.o~~~Lenyll 5 (3
triftuoroulethvlnhenox- lindole- 5 3-carho cylic acid
The title compound was prepared in accordance with
step (b) Example 24 from  2-ethoxycarbonylmethyl-l
-(4-methoxyphen)1l-)-5-(3-trifluoromethylphenoxy)-
indole-3-carboxylic acid ethyl ester (160 mg, 0.30
mmol, see step (a) above).  Yield 96 mg (66 %), mp 210
T. 10 200 MHz 'H-N1vLR spectrum (DMSO-d6), 8: 3.86 (s,
313); 3.97 (s, 2H); 6.96-7.08  (m, 2H); 7.14-7.30 (m,
4ff); 7.34-7.47 (m, 3H); 7.53-7.64 (m, iH); 7.75 (d, J
=  1.6Hz, 1H); 12.1-12.7 (br s, 211). Examnl-e 35 15
2-Carboxvmethyl)-5-(4-isopropoavmhenoxy)-1-(4-methoxyp
hen3,,Iindolc-3- carboxylic acid (a)
2-Ethorvcarhon5lmethyl 5-f4-isoprnno>: pbeno ) 1
(4-methoxyphenvl~  indole-3-carboxylic acid ethyl
ester 20 The sub-title compound was prepared in
accordance with step (a) Example 24  from
2-ethoxycarbonylmethyl-5-hydroxy-l-(4-1nethoxyphenyl)i
ndole-3-carbox- ylic acid ethyl ester (153 mg, 0.40
mmol and 4-isopropoxyphenylboronic acid  (108 mg, 0.60
mmol). Yield 111 mg, 52 %. 25 (b)
2-Carboxymethyl-5-(4-isopropoxxphenoxy)
J-4-methoxy_phenyl)indole-3- carbon1ic acid The title
compound. was prepared in accordance with step (b)
Example 24 from
2-ethoaycarbonylniethyl-5-(4-isopiopoxyphenoxy)1-(4-me
thoxyphenyl)indole-3- carboxylic acid ethyl ester (100
rag, 0.19 mmol, see step (a) above). Yield 70 mg  30
(77 %), mp 226 C. WO 2(I(1(/01 '3((. PC'T/GT;
2(1(15/()(14951  114 200 lv]diz ~H-AT1v1R spectrum
(DMSO-d,,).. o: 1.25 (d, J - 6.0 Hz, 6H); 3.86 (s.
3H); 3,93 (s. 2H): 4.62 (heptet. J = 6.0 Hz. IH):
6.84-6.99 (m. 61I): 7.11-7.22 (m.  2H): 7.29-7.40 (m,
2II); 7.61 (d, J= 1.8 Hz 1H): 11.9-12.7 (br s. 21-I).
Example 36  



5
o-Carboavznethp]-1-(4-methorvPhenyl)-5-(4-methyisulfnf
V1Phenoa \'lindole-_=  carboxylic acid (a) 2-Ethox~ ca
bonvlmcthyl__-1 (4-methnr hen d)-5-(4-methylsulfon}
lphenorv)- 10 indole-=-carbol,vlic acid ethLj ester
The sub-title compound was prepared in accordance with
step (a) Example 24  from 2-etboxycarbonylmethyl 5
hydroay-l-(4-methoxyphenyl)uldole-3 carbox- ylic acid
ethyl ester (153 mg, 0.40 mmol, see (b) Example 4),
Cu(OAr)2 (73' MU  0.40 mmol) and
4-(rnethylsulfon)yl)phenylboronic acid (120 mg, 0.60
mmol).  15 Yield 171 mg (77 %). (b) 2-Carboxymetlnl 1
(4-methox~nhen~ll5-(4-methylsul.fon}ithenoxlindole-
3-carborvvhc acid The title compound was prepared in
accordance with step (h) Example 24 from  20
2-ethoaycarbonylmethyl-l-(4-methoxyphenyl)-5-(4-methyl
sulfonylphenoxy)- indole-3-carboxylic acid ethyl ester
(165 mg, 0.30 mmol, see step (a) above).  Yield 100 mg
(67 %), mp 222 C. 200 MHz 1H-1V1vi11 spectrum
(DMSO-d5), 6: 3.18 (s, 313); 3.56 (s, 31-1); 3.98 (s,
2H); 6.97-7.06 (m, 2H); 7.08-7.24 (m, 4H); 7.33-7.42
(m, 211); 7.78 (d, f = 1.8  25 Hz, 1H); 7.83-7.92 (m,
213); 12.1-12.8 (br s, 2H). wp 2006/077366
PCT/(:B2005/0o49S1  115  Example 37 r3_;
-Bisitrifluoromethy])uhcnox boavmethyl-)
-4'4-methm_~niinvll- indole-3-carboxylic acid 5 (a)
5-P-5-13 s tr ffluoromethvl Then,:,,
-2-ethoxvcarbonvlmethy]_I-(4-methoa~  henvl
indole-3-carbonlic acid ethyl ester The sub-title
compound was prepared in accordance with step (a)
Example 24  from
2-ethoxycarbonylmcthyl-5-hydrox},-1-(4-methoayphenyl)i
udole-3-carbox- ylic acid ethyl ester (153 mg, 0.40
mmol, see (b) Example 4) and 3,S-bis(trifluorn- 



10 methyl)phenylbororiic acid (155 mg; 0,60 nunol').
Yield 106 mg, 43 %. (b) 5- 3.5-Bis
trifluorometlnIlnhenok_y2-ca_*box-methvl-l-i4-methow
iienvl - indole-3-carboxylic acid The title compound
was prepared in accordance with step (b) Example 24
from  15
5-[3,5-bis(trifluoromethyl)nhenoay]-2-ethoxycarbonylmc
thyl-l-(4-metho),y- phenyl)indole-3-carboxylic acid
ethyl ester (100 mg, 0.16 mmol, see step (a)  above).
Yield 80 mg, (90%), mp 232 C 200 Ivk z 1H-NIvW
spectrum (DMS0-d6), 5: 3.86 (s, 3H); 3.99 (s, 21H);
7.07 (s,  211); 7.13-7.24 (m, 21T); 7.34-7.45 (m, 2H);
7.59 (s, 21-1); 7.76-7.86 (m, 2H); 12.1- 20 12.9 (br
s, 21i). xamnIe 38 144-tert-Bu 1 hen 1-2-carbo~smeth
1-5- S-carbox ridin-2- l0 6-chloro- indole-3-carbon
lic acid 25 (a) 3- 4-tent-Butyl henvlamino
ent-2-enedioic acid dieth I ester The sub-title
compound was prepared in accordance with step (a)
Example I from  4-tert-butylaniline. 30 wo
~nnctcn~3r.r, PCTIGB200S/0049151  116 ] (4-a rt-l
un'h?hcnyl) 6 ch.loro-7-efhoa~(carbnnvhx ih i]-
-hydro: vuxdoLz-3- (b) cafuon lie acid ethyl ester The
sub-title compound was prepared in accordance with
step (b) Example 1 from
3-(4-te7t-but3,lphen3,latnino)pent-2-enedioic acid
diethyl ester (6.2 g, 18.6 mmol,  5 see step (a)
above) and 2-cbloro-l,4-benzoquinone (3.1 g, 22
mtnol). Yield 266  mg (3%). (c) 1 4-tent Buhl hen '1 6
ch]oro 5 (5-dhnethylcarbamnyl- ~2idin-2 vlnxnr)  etho>
vcarhonvlmethvlindole-3 carbo s'lic acid ethyl ester
10
l-(4-tert-But3,lphenyl)-6-chloro-2-ethoxycarbonylnieth
yl-5 hydroxy ndolc-3- 



carboxylic acid ethyl ester (120 mg, 026 mrnol, see
step (b) above): 6-cbloro-N,N- dimethy1nicotinamide
(72 mg, 0.39 mmol), K2CO3 (181 mg, 1.31 mmol) and  DI
(3 mL) was heated at 115 C for 96 h and filtered
through Celite ". The  solids were washed with ELOAc
and the combined filtrates concentrated and 15
purified by chromatography to ?i.ve the sub-title
compound. Yield 48 mg (78%)  (d) 1-(4-tent Butz l hem
11.2-carba, mxeth 1-5-(5 carbo vnv idin-2 06-
cldoroindole-3-carbo die acid A mixture of
1-(4-tert-butylphenyl)-6-chloro-5-(5-dimethy1carbarnoy
l-pyridin-2- 20
5doxy)-2-ethoxycarbonylmethylindole-3-carbon3,lic acid
ethyl ester (124 mg, 4.07  mmol; see step (c) above),
NaOH (aq, 2 M, 1.0 mL) and dioxane (2.0 mL) was
heated at reflux for 48 b, cooled, acidified to pH 2
with HC1 (aq, I M) and  extracted with EtOAc. The
combined extracts were washed with 1120 and brine,
dried (Na2SO4), concentrated and purified, by
chromatography to give the title  25 compound. Yield
40 mg (3 6%), mp 223-235 C. 200 bOh 1H NJVM spectrum:
(DMS O-da), S: 1.3 8 (s; 9M ; 3.63 (br s, 2H); 7.07
(s,  111); 7.15 (d, J = 8.8 Hz, 1H); 7.37-7.46 (m,
214); 7.62-7.71 (m, 2H); 7.94 (s, III;  8.28 (dd, j =
8.6, 2.2 Hz, I K); 8.60 (d, J = 2.2 Hz, 11). 30 WO
2006/077366 PCT/(62005/004981  117  Exaale 39
2-Carboxymethy]-5 5_earbox yridin-3-vlloxwi
(4-diethvlamno henvl indnle- 3carboxylic acid 5 (a)
1_(4_bict~ylamiziophenyl)-5-(5-dimethylcarbamovlnvridi
n_2-vlna}12-etbox
carbonylmethylindole-3-carboxylic_acid ethyl ester The
title compound was prepared in accordance with step
(c) Example 38 from
1-(4-dieth),laminophenyl)-2-ethoxycarbonylmethyl-5-hyd
roayindole-3-carboxylic  acid ethyl ester (120 mg,
0.28 mmot see step (b) Example 1) and 6-chloro-I%N- I
0 dimethyl-nicotinamide (78 mg, 0.42 tnniol). Yield 79
mg (48%). (b)
2-Carboxymethyl-5-(5-carboxypyridin-2-v])o y
1-(4-dieth.ylaminonhenvl - 



r~dole-3-carboxylic acid The title compound was
prepared in accordance with step (d) Example 38 from
15 l
-(4-diethylarainophenyl)-5-(5-dimethylcarbamoylp},idin
-2-),loxy)-2-etboxy- carbouylmethylindole-3-carboxylic
and ethyl ester (79 mg, 0.135 mmol, see step  (a)
above). Yield 16 mg (23 %). . 200 lvfElz 114 NNM
spectrum: (LMSO-d6), S: 1-15 (t, J= 6.913z, 6I1); 3.42
(q, J=  6-9 Hz, 4I1); 3.92 (s, 2H); 6.82 (d, J = 8.8
IIz, 213:); 6.96-7.11 (m, 3H); 7.12-7.22  20 (m,2H);
7.76(d,J=2.0E 1H);8.25(dd,J=8.6,2.4Hz,1H);9.64(dJ2.4
Hz, 111) Exams  Aminopyridin-2-y1o
xy)-2-carboxymethyl-1_(4-isoyronoaypheny)indole-3 - 25
carboxylic acid ethyl ester (a) 2-Eth
carbonyhnethyl-l-(4-isopiopo~ henyI)-5-(5
nitropyridin-2-yloxy)_  indole-3-carboxylic acid ethyl
ester The sub-title compound was prepared in
accordance with step (c) Example 38  30 from
2-ethoxycarbonyhnethyl-5-hydroxy-l-(4-isopropoxyphenyl
)indole-3-carbox- ylic acid ethyl ester (150 rng, 0.35
tnmol, see (b) Example 12) and 2-chloro-5- nitropyrid
a (67 mg, 0.42 tumol). Yield 187 nag (98%). \ 'O
2006r077366 rcT/G$2005/004991  ;ls (b)
5-i5-%ltinopvridin3_jlnl' 1-_ etborvcarbon
lmethvl-]-i-_-isou~nnn._.~rohen- vl indole-3-carhoxvhc
acid ethyl ester
2-Ethoxycarbonybnethyl-l-(4-isopropo~yphenyl)-5-(5-nit
rop}7idin-2-yloay)- 5 indole-3-carboxylic acid ethyl
ester (175 mg, 032 mrnol; see step (a) above) in  McOH
(10 mL) was hydrogenated at ambient temperature and
pressure over Pd-C  (10%, 60 mg) for 0.5 h. The
mixture was filtered through Celitet' and the solids
washed with EtOAc. The combined liquids were
concentrated to give the sub-title  compound. Yield
157 mg 95%),. 10 (c) 55-Arguton~aidin yl0xv -2-ca bo
~medw]-1-(4 sonrnt?na~~hen d indole- 



3-carboa-ylic acid ethvi ester A mixture of
5-(5-antinopyridin-2-y1o>:Y,)-2-echo?:ycarbonylmethyl-
l-(4-isoprop- oxlphenyl)indole-3-carboxylic acid ethyl
ester (185 mg, 036 mmol; see step (b)  15 above), NaOH
(aq, 2 M, 2 mL) and EtOH (15 mL) was stirred at it for
20 h, acidified to pH 2 with HCl (aq, I M) and
extracted with EtOAc. The combined  extracts were
washed with H2O and brine. dried (Na2SO4);
concentrated and  purified by chromatography to give
the sub-title compound. Yield 130 mg (74%)- 200 MHz
114 NMR spectrum (DIASO-d6), 6: 1.28 (t; J = 7.1 Hz,
311); 1.33 (d, J = 20 6.0 Hz, 6H); 3.92 (s, 2I-1);
4.26 (q, J = 7.1 I-Iz, 2H); 4.72 (septet, J = G.0 Hz,
1H);  6.76(d,J=8.6Hz,1H);
6.87(dd,J=8.8,2.1I-Iz,1I1)6.95(d,J8.8Hz,1,14);
7.05-7.20 (m, 3II); 7.26-736 (m, 21-1); 7.54 (d, J =
2.8 Hz, 11-1); 7.60 (d, J = 2.1  Hz, IH) 25 Example 41
5 5 Amino vzidin-2- lox 1 4-iso zo oa henvl indole-2.3
dicarbo tic acid  3-methyl- ester (a)
1_(4-isoprono>.'),phenyll 5 (5
1litrop36din-2-ylo>,-vlindole-13-dicarbo>ylic  30 acid
dimeth l ester The title compound was prepared in
accordance with step (c) Example 38 from
5-hydro.y-1-(4-isopropoxyphenyl)indole-2,3-dicatbo>.yl
ic and dimethyl ester WO 2006/077366 PCT/GBz005/004951
119 (150 mg, 0.39 mmol, see (b) Example 12) and
2-cldoro-5-nitropr-idin (75 ing,  0-47 mmol). Yield
169 mg (86%). (b) 55-/moo
rpdin_2_~,loxv-1-(4-isopronoxvnhen rl indole-2
3-dicarb nxvlic  5 acid dimethyl ester The title
compound was prepared in accordance with step (b)
Example 40 from
1-(4-isopropoxyphen3,l)-5-(5-nitropyridin-2-yloxy)indo
le-2,3-dicarboxylic acid  dimethyl ester (169 mg, 0-33
mmol, see step (a) above). Yield 140 mg (87%). 10 (c)
5-Antino-nyridin-2- loxv _]- 4-iso ropoxv hen Il
indole-23-dicarb-nxvlic  ,acid 3-tnethvl ester 



The title compound was prepared in accordance with
step (d) Example 3 8 from
5_(S-amhlopyridin-2-yloxy)-1-(4-isopropoxyphenyl)indol
e-2,3-dicarboxylic acid  dimethyl ester (140 mg, 0.29
mmol, sce step (c) abovc)- Yield 40.mg (30%), up  15
178-218 C (dec.). 200 MHz 'H NIA spectrum (1)MSO-d6),
6: 1.31 (d, J = 6.0 Hz, 61-1); 3.68 (s,  3M; 4.6-5-4
(br s, 21-1); 4.66 (hepteL, J = 6.0 Hz, 1H); 6-70 (d,
J = 8.7 1 114)  6.74-6.53 (try 1H); 6.96-7-09 (in,
41-1); 7-0-7.2 (br s, 1H), 7.34-7.44 (m, 211); 7.50
(d, J= 2.8 Hz, 11-1); 7.55 (d, J= 2.3 Hz, 1H). 20
Example 4Z Z-Carbox meth 1-1 4-isouro o hen tl -5-
3-trifluoromethvl heno indole-3- carbo rlic acid 25
(a) ZZ Ethoaycazbonylmethvl-l-(4-isoAronoxvnhen l 5-
3-trifluorometh laen- o zdole-3-carbox ylio acid eth 1
ester The sub-title compound was prepared in
accordance with step (c) Example 1 from
2-ethoxycarbonylmethyl-5-hydroxy-
l-(4-isopropo?yphenyl)indole-3-carboxylic  acid ethyl
ester (80 mg, 0.19 mrnol, see (b) Example 12) and
3-trifluoro- 30 methylphenylboronic acid (54 mg, 0.28
mmol). Yield 53 mg (50%) WO 2U0(/(17'766
PCT/GP,,2005/(104'981  120  (b)
a.boxvmethrl-l-(4-isonrono:n henvll-5-(
-*_:itluoromethvlnhPnon.~_  indc le-3-carbox- iie acid
The title compound was prepared in accordance with
step (b) Example 2 from
2-ethoxycarbonylmethyl-I-(4-isopropoxyphenyl)-5-(_
-trifluoromethylphenoxy) 5 indole-3-carbox,lic acid
ethyl ester (53 mg, 0-093 mmol. see step (a) above).
Yield 30 mg (63%), mp 203 C after recrystallisation
from EtOH. 200 MHz 'H NIvIR spectrum (DhMSO-d6), 6:
1-3_ (d, J = 6-0 Hz, 6II); 3.95 (s,  211); 4.72
(heptet, J = 6-0 Hz, 111); 6.93-7.05 (m, 2H);
7.06-7.18 (in, 211); 7.19- 7.47 (zn, 5H); 7-57 (t, J =
7.8 Hz, 1H); 7.75 (d, J = 1.8 Hz, JH); 12.3-12.6 (br
s,  



10 211). Exap1 43
2-(4-Catbo:,ypheny)-1(4-isopropoxvphen~11~5-(4
zifluoromethvlohenoav)- indole-3-carboa-vlic acid 15
(a) I- 4-Jso ro ox~nhenvlamizto)
2-methoxycarbonylrinvlbenzoic acid methyl  ester The
sub-title compound was prepared in accordance with
step (a) Example I from  p-isopropoxyaniline and
4-methoxycarbonylbenzoyl acetic acid methyl ester 20
(b) 5-H drox -1- 4-iso ro ox phenyl)
?-(4-metoxycarbonylphen~ l)indole-3  carboryhr acid
methyl ester The sub-title compound was prepared in
accordance with step (b) Example 1 from
1-(4-isopropox),phe.nylamino)-2-inethoaycarbonylvinylb
enroic acid methyl ester  25 (9.J mmol see step (a)
Example 43)- Yield 0.92 g (22%). (c) 1 4-Iso ro ox hen
1-2- 4-methoa carbon 1 hen r] -5- 4-trifluorometh l-
heno~ indole-3-carboa Iic acid meth ly ester The
sub-title compound was prepared in accordance with
step (e) Example I from  30
5-bydro>y-I-(4-isopropoxyphenyt)-2-(4-ruetoxycarbonylp
henyl)indole-3- carboxylic acid methyl ester (161 mg,
0.35 mmol, see step (b) Example 43) and 4-
trifluoromethylphenylboronic and (100 mg; 0.53 mmol).
Yield 130 mg (6210). a WO 2006/077366 PC
IG}32005/004'981  LI (d)
2-(4-Carbnxvph.enpl}-1-(4-isonropoxyphcn
/l)-5-(~tritluorometh lnheno~1  indole-3-carboxylic
acid The title compound was prepared in accordance
with step (d) Example 2 from  5
1-(4-isopropoxyphenyl)-2-(4-metho;
ycarbonylpbenyl)-5-(4-trifluoromethylpben-
ox),)indolc-3-carboxylic acid methyl ester (100 mg,
0.16 mmol, see step (c)  Example 43). Yield 89 mg
(72%), nip 268-270 C. 



200 1\ Tz'H-NMR (DMSO-d6), S: 1.24 (d, J = 6.0 Hz,
6H); 4.61 (heptet, J = 6.0  Hz, 111); 6.87-6.99 (m,
2H); 7-04-7,29 (m. 6H); 7.43-7.56 (m, 2H); 7.68-7.78
(zn,  l0 21-I); 7.79-7.56 (m, 2H); 7.58 (d, .J= 2.1
Hz; I14); 12.0-132 (br s. 2H). Example 44
1-L4-.Isonronox n)henyl)-5-(4-u-ifluoromethvlnhcno;
.-~')indole-?,3-dicarbo):ylie acid  33-meth xl~ ester
15 (a) 1-(4-Isoproooxy henyl)-5-(~t-trifluoromc-
thy,1.pbenoxy)utdole-2,3-dicarb-oaylic  acid dimethvl
ester The sub-title compound was prepared in
accordance with step (c) Example I from
5-hydroxy-l-(4-isopropoxyphenyl)indole-2,3-dicarboxyli
c acid dimethyl ester  20 (250 mg, 0.65 mmol, see step
(a) Example 19) and 4-trifluoromethylphenyl- boronic
acid. Yield 230 mg (67%). (b)
1-(4-Isopronoxypbeny](4-trifluorometh~Iphenaxy]indole-
2.3-dicarboxylic  acid 3-methyl ester 25 The title
compound was prepared in accordance with step (d)
Example 38 from
I-(4-isopropo),pheuyl)-5-(4-trifluoromethylphenoxy)ind
ole-2,3-dicarboxylic acid  dimethyl ester (230 mg,
0.44 mmol; see step (a) above). Yield 170 mg (76%), mp
191 C after crystallisation from EtOH 200 MMz'M NMR
spectrum: (DMSO-d6, HNIDSO), 8: 1-32 (d, J = 6.0 Hz,
614),- 30 3.56 (s, 3H); 4.70 (heptet, J = 6-0 Hz,
111); 7.05-7.23 (m, 61I); 7-32-7.41 (m, 21-1);
7.67-736 (m, 211); 7.80 (dd, J = 1.8 IIz, IM. -- ---
------------ wQ 20060-7366 PCT/Gf;300S/004951
L'.7.ample 45 4-refr But l heno>: -i ] isorc'v-o _ he^
n:~ dica ov  acid 3 (a) 5-(44971 -b'tminhcno>n) I- 4
isoprouo~z~hnyl)iudole-2.3-dicarboxMic acid  dimethyl
ester The sub-title compound was prepared in
accordance with step (c) Example 1 from  



5-hydroxy-l-(4-isopropox)phenyl)indole-2,3-dicarbo}.y1
ic acid dirnethyl ester  (250 mg, 0.65 mmol, see step
(a) Example 19) and 4-tert-butylphenylboronic acid  10
(175 mg, 0.98 mmoll. Yield 240 mg (72/'0) (b)
5-(4-rer-ButvllnhenoX7 -]-(4-isonro of hcnvl
indole-?.=-dicarbox lic acid  The title compound was
prepared in accordance with step (d) Example 39 from
5-(4-tert-butylphenoxy)-1-(4-isopropoxyphenyl)indole-2
,3-dicarbox7Ylic acid 15 dimethyl ester (95 mg, 0.18
mmo1; see step (a) above)- Yield 35 mg (39%) 200 1
iz'FI NNR spectrum: (DMSO-d6), S: 126 (s, 9H); 1.32
(d, J = 6-0 Hz,  6I1); 4.66 (heptet, J = 6.0 I-lz,
11-1); 6.52-7.03 (m, 6H); 7-10-7.19 (m, 2H); 730- 7.39
(m, 2H); 8.07 (d, J- 23Hz, 114) 20 Example 46 5-(4
tent-Bu 1 iteno -2-carboxymethel-l-(4-isoropoa henvl
indole-3- earbp -yd.ic acid (a) 5- 4-tert-But 1
heno>.'~7 -2-ethox carbon dmeth 1-1 4-iso ro ox hen 1
- 25 indole-3-carboy Qic acid ethyl ester The
sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxycarbonylmethyl-5-hydro hy- l
-(4-isopropo),ypbenyl) indole-3 -carbo>ylic  acid
ethyl ester (250 mg, 0.59 mmol and
4-tert-butylphenylboronic acid (157 mg,  0-88 mmol)-
Yield 293 mg (90%). 30 WO 20061177366 PCT/GS2005/UUdJS
1  123 (b)
SYi4,ter/-Butyl_:ihez~oxmil-21carbnxvmeihvi-1
-4-19nnron~ph~miluigole-;-_  carboxylic acid The title
compound was prepared in accordance with step (d)
Example 38 from  5-(4-te7-t-but ,lphenox
-)-2-ethoxycarbonylmetiry!-1-(4-isopronmyphenyl)indcle
5 3-carboxylic acid ethyl! ester (115 mg, 0.22 mmol;
see step (a) above). Yield 97  rug (89%), after
recrystallisation from EtOH. 200 MHz IH NMR spectrum
(DMSO-d6), b: 1.1-6 (s, 914); 1-32 (d, .1 - 6.0 Hz,  



o'H); 3.91 (s, 2H); 4.72 (heptet, J = 6.0 Hz, 1H);
6.83-7.02 (in, 4H); 7.12 (d, J  8.9 Hz, 2H); 7.26-7.42
(m, 514); 7.68 (d, J- 2.0 Hz, 1H); 12.0-12.9 (br s, I
H). 10 Example 47 2-Carbo ,nnethy1l1 4-isonrono
,phEnyl)5- 4-trii'luoromethvlnhenox L)indole-3.
carboxylic acid The title compound was prepared in.
accordance with step (d) Example I from  15
2-ethoxycarbonylmethyl-l-(4-isopropoxypheayl)-5-(4-tri
fluoromethylphenox)r)- indole-3-carboxylic acid ethyl
ester (80 mg, 0.14 m.mol; see step (c) Example 12).
Yield 40 mg (56%). 200 MHz'H NMR spectrum: (DMSO-d6),
6: 1.33 (d, J= 6.0 Hz 61-1); 3.4-3.5 (br  s, 11-1);
3.56 (s, 2H); 4.71 (heptet, J= 6.0 Hz, 1H); 6.80-7-19
(m, 6H); 7.29-7.47  20 (m, 2II); 7.66 (d, J= 8.8 Hz,
2H); 7.78-7.86 (m, 113); 8.31 (s, 1H). Example 48 1
4-Iso ro oa hen 1 -5-
4-triflunromethylpheno~y)indo]e-2 3-dicarbo 2lac acid
The title compound was prepared in accordance with
step (d) Example 1 from  25
1-(4-isopropoxyphenyl)-5-(4-tritluoromethylphenoxry)in
dole-2,3-dicarboxrylic arid. dimethyl ester (80 mg,
0.15 mmol; see step (a) Example 44)_ Yield 50 mg
(67%).  200 MHz 'H NMR, spectrum: (DM50-d6), 3: 1.33
(d, J = 6.0 Hz, 6H); 4.67,  (heptet, J = 6.0 Hz, IH);
6.86-7.25 (in, 8H); 7.69 (d, J = 8.7 Hz, 2FI); 8.18
(d,  11-1); 19.77 (s, 2H). 30 WO 2UUG/fi'?3Gf,
PCT/GB2005/004981  Ex;amnle 49 Carinr. mctha_i_(;_Chl,
Oi(?PheAIOT:,L]-14-dictby]ami.nophem'1. indole-3-
carho.7vlic acid 5 (a) 5- 3-Clilnrc~henoan l 1 4
diethvlaminoohenvll-2-ethoxycarbonylmethvl
indole-3-carbox,lic acid ethyl ester The sub-title
compound was prepared in accordance with step (c)
Example I from
1-(4-diethylaminophenyl)-2-etho~q,carbonyhnethyl-3-hyd
roayindole-3-carboxylic  



acid ethyl ester (150 mg, 034 mmol, see step (b)
Example 1) and 3-chloropbenyl- 10 boronic acid (110
mg. 0.68 mmol). Yield 100 rug (53%) (b)
2-CarboarvmethY1-3-(3-ch6Ioroph no?.y)-1- d{
diethylaminophen'1 indole-3- carho>vlic acid A mixture
of 3 (3-ch]orophenaxy) 1 (4-dieth} laminophen} l)
2-etho>.ycarbonyl  13 methyl-indole-3-carbo>cylic acid
ethyl ester (100 mg, 0.18 mmol, see step (a)  above);
NaOH (I lvi in mcthanol, 2 naL, 2.0 mmol), NaOH (aq, 1
M, 2 ml., 2,0  mmol) and dioxane (2 mL) was stirred at
reflux for 4 h, cooled, acidified to pH 4  with HCl
(aq, 1 M) and e>etracted with. EtOAc. The combined
extracts were  washed with H2O and brine, dried
(Na2SOn), concentrated and purified by  20
chromatography- Yield 50 mg (56%); mp 156-191 'C 200
MHz 'H-NMR (DMSO-dc), 6: 1.15 (t, J = 6.8 Hz, 61-1);
3.41 (q, J 7.2 Hz,  413, overlapped with DMSO and
water); 3.88 (s, 2H); 6-76-6.87 (zn, 2H); 6-88- 7.23
(m, 7H); 7.36 (t, J = 82 Hz, 113); 7.71 (d, J = 1.8
Hz, 114); 11.7-13.5 (br s,  2H). 25 Example 30 5
(3-Chlozopheno ~r 1- 4 iso ro ox M h_em llizldole-2.3
dicarhoxS lic acid (a) 3-(3-Chloropheno . 1- 4-iso ro
on henvll indole-2,3-dicarboxylic acid  dimethyl ester
30 The sub-title compound was prepared in accordance
with step (a) Example 18  from
5-hydroxyiandole-l-(4-isopropox),pllenyl)-2,')-dicarbo
>.ylic acid dimethyl WO 20 0 6/0 7 73 6 6
PCT/GBzo0s/004981  !'5 ester (130 mg, 0.39 mmo1, see
step (a) Example 19) and 3-chlorophenylboronic  acid
(120 mg, 0.76 mmol). Yield 93 mg (49%). (b)
5-(3-Cmorophono?:7r)-I-(4-isopronol
henvl)indolc-3.3-dtcar bo;:vlic acid 5 The title
compound was prepared in accordance with step (d)
Example 2 from  5-(3-chloropheno;
y)-I-(4-isopropoxypheny1)-indole-2,3-dicarboxylic acid



dimethyl ester (92 mg, 0.19 mmol, see step (a) above).
Yield 50 mg (570.0), nip  182-190 C. 200 MhIz 'H-NIvft
(DMSO-d6), 8: 1.32 (d, J = 6.0 Hz, 6IT); 4.70 (heptet,
J 6.0  10 Hz, 1II); 6.90-6-98 (m, 1H); 6.99-7.03 (m,
I1I); 7.03-7.21 (rn, 5H); 7.30-7,44 (m,  3H);
7.73-7.60 (nm, 1H). Example 51 2-Carbox
tnethvl-5-(4-chlorophenor,i)-1-(4-(trifluoromethox`
nhenvl indole-3- 15 carbo;,- rlic, acid (a)
3-carboxylic acid ethyl ester The sub-title compound
was prepared in accordance with step (c) Example I
from  20
2-ethoxycarbon}Qmethyl-5-hydroxy-l-(4-trifluoromethoxy
phenyl)indoIe-3- carborylic acid ethyl ester (150 mg,
0.39 rnmol, see step (b) Example 9) and
4-chlorophenylboronic and (110 mg, 0.68 mmol). Yield
J40 mg (74%). (b)
2-Carboxl'methyl-5-(4-chloraphenoxy)T1-(4-trifluoromet
hox hen l indole-3- 25. carboxylic acid The title
compound was prepared in accordance with step (d)
Example 2 from
2-carbonymethyl-5-(4-chlozophenoxy)-1-(4-(trifluoromet
hoxy)phenyl)indole-3- carboxylic acid ethyl ester (140
mg, 0.25 mmol, see step (a) above). Yield 57 mg
(45%), ni.p 198-202 C. 30 200 M-Iz 11I-NMR (CDC11), 8:
3.68 (s, 211); 6.90-7.02 (ra, 38); 7-06 (d, J= 6.9
Hz, 114); 7-34-7.43 (m, '2H)'- 7:57-7.70 (in, 4H);
7.72 (d, J= 2.0 IIz, 1H); 12.2- 14.3 (br s, 21-1). WG
20(6107736(. PCT/082005/0114991  1:6 Fx,amol  2 Carbo
~methvi- -i3 chloro iteno,, -]-r4-trifluornmefhm.
bemvl indole - ca;bo ~'lic acid 5 (a) 5-(3-CWOTOphm
>,7,)-2-E LO  indoie-3-carboxylic acid ethvlester 



The sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxvcarbonyhnethyl-5-hydrOxY-1-(4-trifluoromethox3
Thenyl) indole-3 10 carboxylic acid ethyl ester (150
mg, 0.34 mmol, see step (b) Example 9) and
3blorophenylboronic acid (110 mg, 0.68 mmol). Yield
180 mg (93%) (b) ?-CarboaTmetln 11111-3 2 -p  3-carbox
'lic acid 15 The title compound was prepared in
accordance with step (d) Example 2 from
5-(3-chlorophenox~7)-2-ethOXycarhonylmethyl- l
-(4-tri#luoromethox}phenyl)- indole-3-carboxylic acid
ethyl ester (180 mg, 0.32 mmol, see step (a) above).
Yield 66 mg (41 %), mp 190-195 C. 200 Ivll z'H-N M
(CDCI3,), b: 3.86 (s, 2H); 6.93 (dd, J = 8.0 and 2.2
Hz, 1IJ;  20 6.97-7-17 (m, 4H); 7.31-7.42 (n~ ll);
7.61-7.71 (Ire, 4II); 7.75 (d, J = 2.2 HZ,  1I);
11.6-13.5 (br s; 2H). Exam le 53 -Carbox Ymeib Yl-5 3
trifluoromethox henoxv -1- 4-trifluoromethox hen 1 -
25 indole-3-carboylic acid (a) 2-Ethox carbonvhnetlr
Y1-5- 3- trifluorometbox~ 1 4-tri_fluoromethox - lien
,l indole 3-carbox lid acid eth yl ester The sub-title
compound was prepared in accordance with step (c)
Example I from  30
2-ethoxycarbonylmethyl-5-hydroxy-l-(4-trifluoromethox)
Thenyl)indole-3-cz- boxylic acid ethyl ester (150 mg,
0.34 rumor, see step (b) Example 9) and 3-tri-
fluoromethoxyphenylboromc acid- Yield .165 mg (82%).
WO 2006/077366 PCT/GB2005/004991  727 (b)
2-Carboymethvl-5-(3-tr luornmethoi enox~ )-i-
trifiuorometbaxv- phenyI)indole-3-carboa~ Iic acid The
title compound was prepared in accordance with step
(d) Example 2 from  3
2-ethoxycarbonylmcthyl-5-(3-trifluoromethoxy)- I
-.(4-tiiluoromethoxypbenyl)- indole-3-carboxylic acid
ethyl ester (165 mg, 0.28 nunol, see step (a) above)-
Yield 92 mg (61%), mp 188-193 C. 



200 MHz 'H-NMR (DM50-d6), 5: 3.95 (s, 2H); 7.01 (dd, J
= 8.9 and 2.2 Hz, 1H);  7-30 (d, J= 8.9 Hz, I H);
7.20-7.30 (m, 2H); 7.43 (d, T = 7-7 Hz, 1H); 7.56 (d,
J=  10 8.2 Hz, 1H); 7.60-7.72 (in, 4H); 7.77 (d, J m
22 Hz, 1H); 12.0-14.1 (br s, 2H).  Example54
2-Carbo0methyl 5-(3.4-dichlorophenoxy) I
(4-trifluornmethaxx heny_1)indole  carboxylic acid 15
(a) 2-Etboxvcarbonyl.methyl-5-(3-4-dichlorgpheno?
r)--I 4-trifluorometh X  phenyl)indole-3-carboxylic
acid ethyl ester The sub-title compound was prepared
in accordance with step (c) Example 1 from
2-ethoxycarbonylmethyl-5-hydroxy-1-(4-trifluoromethox}
ph(.nyl)indole-3-carb- 20 oxylic acid ethyl ester (150
mg, 0.34 mmol, see step (b) Example 9) and
3.4-dichlorophenylboronic acid (130 mg, 0.68 mmol).
Yield 100 mg (50%). (b)
2-Carbonyl`S-(3.4-dichlorophenoxy)-I-(4-trifluoroetho
hen I - indole-3-carboxylic acid 25 The title compound
was prepared in accordance with step (d) Example 2
from
2-ethoxycarbonylmethyl-5-(3,4-dichloropheno),)-1-(4-tr
ifluoromethoxyphenyl)- indole-3-carboxylic acid ethyl
ester (100 mg, 0.17 mm 1, see. step (a) above).  Yield
55 mg (60%), zap 205-210 C.  200 MHz 'H-NMR (DMS0-d6),
S: 3.83 (s, 2H); 6.91-7.01 (tn, 2H); 7.08 (d, J=  30
8.9 Hz, 1H); 7.22 (d, J = 2.4 Hz, IH); 7.58 (d, J =
8.9 Hz, 1H); 7.61-7.68 (m,  41-1); 7-77 (d, J= 2.2 Hz,
IH); 11.2-15.2 (br s, 2H).  WC) 2006/077366 PCT/c;B
2005/004981  12t Example  LCarin:v
nethv_1511._dchlorcpheno'1~4?iflurometijo;nnicr
llindole=w  carboxylic acid 5 (a)
2-Etho1_-vcarbon}]methyl-5 (=.~ dichlorhanna~l-]
i4-trifluoromechna~- hen_dli ddole-3-carhoxylic acid
ethyl ester The sub-title compound was prepared in
accordance with step (c) Example 1 from  



2-etho
ycarbonytmethyl-5-hydroay-l-(4-tri-fluoromethoayphenyl
)indole-3-carh- oxylic acid ethyl ester (160 mg, 036
mmol, see step (b) Example 9) and 10
3,5-dichlorobenzeneboronic acid (140 mg; 0.72 mmol).
Yield 100 mg (45%%o). (b) 21Carbol~ meth 1-5-(3.5
dichlorn henoxn, -1- 4-trifluoromethoxy henvl -
indole-3-carbon tic acid The title compound was
prepared in accordance with step (d) Example 2 from
15
2-ethos,-i'carbonylmethyl-5-(3,5-dichl.orophenoay)-1-(
4-trifluoromethoxyphenyl)- indole-3-carboxylic acid
ethyl ester (100 mg, 0,17 mmol, see step (a) above).
Yield 35 mg (38%), mp 219-223 'C 200 MHz 'H-Nina
(DMSO-66), S: 3.95 (s, 2H); 6.94-7.16 (u4 414); 7.31
(s, IM;  7.59-7.74 (in, 414); 7.78 (s, 1I3); 12.0-14.4
(br s, 2H). 20 Exam lp e 56 2-Carboxvmeth,1-5
4-chlorophe>roll)-1-(4-1sopronvlullenyl)indole-3
carboy Iic  acid 25 (a) 2-Ethos rarbnn lmeth'l 5- 4
cbloro keno )-1 (4 isoprodl d henvl)indole-3
carboxylic acid ethyl ester The sub-title compound was
prepared in accordance with step (c) Example I from
2-ethoxycarbonylmcthyl-5-hydroay- l
-(4-isopropylphenyl)indole-3-carboxylic acid ethyl
ester (150 mg, 0.37 mmo1, see step (b) Example 10) and
4-clsloro- 30 phenylboronic acid (116 mg, 0-74 mmol).
Yield 150 mg (79%). WO 2006/077366 PCT/G1320051004991
129 (b) 2-C.arbo~ymethyl-5-(4-ci7lornphenoxvl-l-(4isn
ro 1 henvhindole-3- carboxvlic acid The title compound
was prepared in accordance with step (d) Example 2
from
2-ethoxycarbonylmethyl-5-(4-chlorophenoxy)-1-(4-isopro
nylphenyl)indoie-3- 5 carboxylic acid ethyl ester (150
mg, 0.29 mmol, see step (a) above). Yield 79 mg
(60%), rip 174-180 C. 200 ARIz'H-NvIR (C0C13), 5: 138
(d, J = 6.8 Hz, 6H); 3.03 (heptet, J = 6.8 Hz,  



1H); 3.90 (s, 2H); 6.57-7.11 (rn, 4H); 7.29-7-44 (m,
4H); 7.46-7.55 (m, 2H); 7.70  (s, IH); 11.9-14.0 (br
s, 21.1). 10 Example 57 2-Carboxvmethyl-5-(3-chloro
henox - 4-iso ronvl henvl ndole-3-carboxxlic  acid 15
(a) 2-Ethoxycarbonylmethyl-5-(3-chloropheno7~1-1 (4
soprnpy henvl)indole-3:  carboxylic acid ethyl ester
The sub-title compound was prepared in accordance with
step (c) Example 1 from
2-etboxycarbonylnnethyl-5-hydroxy-l-(4-isopropylphenyl
indole-3-carboxylic acid  ethyl ester (150 mg, 0-37
mrnol, see step (b) Example 10) and 3-chloro- 20
phenylboronic acid (116 mg, 0.74 nnnoI). Yield 130 mg
(68%). (b) 2-Carbox3rmethy]-5-(3-ahloro pheno -I-
4-iso ro vl h.en d carboy carboxylic acid The title
compound was prepared in accordance with step (d)
Example 2 from  25 2-ethoxycarbonylmethyI
5-(3-chloropbenoxy)-I-(4-isopropylphenyl)indole-3-
carboxylic acid ethyl ester (130 mg, 0.25 mmol, see
step (a) above). Yield 67 mg  (58%), mp 176-182 C. 200
MHz 1H-NvIR (CDC13), S: 1.29 (d, J= 6.6 Hz, 6H); 3-04
(heptet, J= 6-6fz,  11-1); 3.88 (s, 2H); 6.54-7.08 (m,
4H); 7.13 (d, J= 7.S Hz, 1H); 7.28-7.44 (m, 3H);  30
7.45-7.59 (m, 2H); 7.74 (s, 114); 11.7-14.2 (br s,
2H). WO 2006/077366 PCT/crwn~1(104991  Examine 58
Carhn, v1p thvl-x_(3.4-dichlornnheno,~ i
1-i4-isgprnnyl nhen])indnle-3- carboxlic acid acid 5
(a) 543.4-Dichlorophenox-n1 2-ethoaycarbonrlmethyl l
(4- so~rnui Inhema )- indole-3-carboxylic acid ethyl
ester The sub-title compound was prepared in
accordance with step (c) Example I from
2-etboaycarbonylmetlryl-5-bydro>.y-1-(4-isopropylpheny
l)indole-3 -carbo),y lie acid ethyl ester (150 mg,
0.37 mmol, see step (b) Example 10) and 3;4-dichloro-
10 phenylboroni.c acid (140 mg; 0.74 mmol). Yield 110
mg (55%). 



(b) 2-Carboxvmethvl-5-(3.4-dichloro henox~l
1-(4-isovron henyl)indole-3- carhoa lic acid The title
compound was prepared in accordance with step (d)
Example 2 from  15
5-(3,4-dichlorophenoxy)-2-ethoxycarbonylmethyl-1-(4-is
opropylphenyl)indole-3- carboxylic acid ethyl ester
(110 mg, 0.20 wmo1, see step (a) above). Yield 73 mg
(74%), mp 174-180 C. 200 M1Iz'H-NMR (CDC13), & 1.29
(d, J= 6.8 Hz, 6H), 3.04 (heptet, J= 6.8 1Iz;  11-1);
3:81 (s, 2H); 6.95 (dd, J - 9.0 Hz, 2H); 7.04 (d, J =
8.8 Hz, 1H); 722 (d,  20 1H); 733-7.44 (m, 2H);
7.46-7.64 (m, 3H); 7.76 (d, IH); 11.6-14.2 (by s, 2H).
Example 59 2-Carbox-ymethyl-l-(4-isoproPYlnhenyl)-5-(3
-trifluoromethylphenoxy)-indo le-3;  carboxylic acid
25 (a) 2-Etho
carbonylmethyl-l-(4-isopronvluheyayl)-5-(3-trifluorome
thylphenoxyh  indole-3-carboxvlic acid eth l ester The
sub-title compound was prepared in accordance with
step (e) Example 1 from
2-ethoxycarbonyltnethyl-5-hydroxy-l
-(4-isoprop),lphenyl)indole-3-carboxylic 30 acid ethyl
ester (150 mg, 037 rnmol, see step (b) Example 10) and
3-trifluoro- methylphenylborotuc acid (140 mg, 0.74
mmol), pyridine. Yield 130 mg (65%). WO 2006/077366
PCT/GR2005/004951  ':31 (h) 2-Carho~.-vmeth yi-I
A-isonronvlnhenvl -5- 3-tr:fluoromethy. - (~,lnhenn;
n.)indale- 3-carnoxvlic acid The title compound was
prepared in accordance with step (d) Example 2 from
2-etbo~.ycarbonyimethyl- l
-(4-isopropylphenyl)-5-(3-trifluoro methylpheiloay) 5
indole-3-carbo;ylic acid ethyl ester (130 mg, 0.23
mmol, see step (a) above).  Yield 60 mg (67%),
mpl85-190C 200 MHz.'FI-Nlvf (CDCI3), 6: 1.29 (d, J=
6.8 Hz, 6H); 3-04 ('heptet, J= 6.5 Hz.  III); 3.54 (s,
2H); 6.97 (dd, J = 8.8 and 2.2 Hz, 1H); 7.05 (d, J =
8.8 Hz, 1H);  



7.19-7.29 (m, 211); 7.34-7.46 (zn, 3I1); 7.47-7.63 (m,
3H); 7-77 (d, J = 2.0 Hz,  10 l1I); 12.0-14.0 (br s,
21H). Example 60
Carrboxymethyl-5-(4-isopropoxvphenoy),1-(4-isonronyl
henvl-lindnle-3- carboxvlic acid 15 (a)
2-Etboxycarbonvlmethvl-l-(4-isopropylphenyl)-5-(4-isop
rooxyphenoxSL  indole-3-carbox lic acid ethyl ester
The sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxycarbonylmethyl-5-hydroxy-l-(4-isopropylpbenyl)
indole-3-carbo ;ylic 20 acid ethyl ester (150 mg, 0.37
mmol, see step (b) Example 10) and 4-isopropoxy-
phenylboronic acid (130 mg, 0.74 mmol)- Yield 100 mg
(50%). (b) 2-Carboxymethyl-5.;(4-isopsovoxyphenoxry
-1-(4-isopro lnhcn l indblc-3- carbox~lic acid 25 The
title compound was prepared in. accordance with step
(d) Example 2 from
2-ethoxycazbonylmethpl-1-(4-isopropylphenyl)-5-(4-isop
ropo),phenoxy)indole- 3-carboxylic acid ethyl ester
(100 mg, O.1 S mmol, see step (a) above). Yield 51  mg
(56%), rep 205-210 C. 200 MHz 'H-N.Na (DMSO-d5), 6:
(DMSO-D6, HMDSO), 5: 1.25 (d, J= 6.01-1z,  30 6H);
1.28 (d, J = 6.9 Hz, 6H); 3-03 (heptet, J = 6.9 Hz,
111); 3.93 (s, 2H); 4-52  (heptet, J = 6.0 Hz, 11I);
6.84-6.94 (m, 5111); 6.98 (d, J = 8.7 Hz, lI-I);
7.30-7.40  (m, 21-1); 7.46-7.56 (m, 2H); 7.61 (d, J=
1-9 Hz, 111); I1-8-13.2 (br s, 2II). WO 2006/077366
P(`T/CB2005/0049 u  1~= Examol 63 2-(4-Carbo:vPhenv])5
(3 chloronheno i-i t . isopronox henvllindnle-3-
carboxMic acid  5 (a) 5 (3-Chlorc henox~ 1- d isonro
ox~nhenvll-2- 4-methox carbo lnhen~l)
indolc-3-carbox-vdic acid methyl ester 



The sub-title compound was prepared in accordance with
step (c) Example 1 from
5-hydroxy-1-(4-isopropox-phenyl)-2-(4-metboxycarbon),l
phen}T1)indole-3- 10 carboxylic acid methyl ester (150
mg, 0.32 mmol, see step (b) Example 43) and
3-cbloro_phenylboronic acid (100 mg, 0-64 mmol. Yield
97 mg (54%). (b)-. 2-(4-Carboxa henvl -5-
3-chlorot~henod 1 (4-isopr~poa hen ~iudnle-3
carboxylic acid 15 The title compound was prepared in
accordance with step (d) Example 2 from
5-(3-chlorophenoxy)- I
-(4-isopropoxyphenyl)-2-(4-metbnn,carbon),lphenyl)-
indole-3-carboxylic acid methyl ester (97 mg, 0.17
mmol, see step (a) above).  Yield 61 mg (66%), rap
211-217 C. 200 MHz 'I-I-Nlv (DM50-d), 5: 1.24 (d, J =
5.8 IIz, 6Id); 4.60 (heptet, J = 5.8  20 Hz, IB);
6.86-7.09 (m, 5H); 7.09-7-28 (m, 4H); 7.37 (d, J = 8-0
Hz, 11-1); 7.41- 7-52 (m, 2H); 7.76-7.90 (m, 311).
Example 62 2- 4- Carbo),}Thenyl15-(4-
hhlorophenox,-I-(4-isopropox henvl indole-3- 25
carbo3. rlic acid (a) (4-Chloronhenoxs~)-I 4 iso ro ox
hen d -2- 4-methoxvcarbonvl hen 1 - indole-3-carboxydi
acid meth ly ester The sub-title compound was prepared
in accordance with step (c) Exampled from  30
5-hydroxy-l-(4-isopropoxyphenyl)-2-(4-meethoxycarbonyl
pltenyl)indole-3- cabozylic acid methyl ester (150 mg,
0.32 mmol, see step (b) Example 43) and
4-cl-doroph.enydboronic acid (100 rng, 0.64 nunol).
Yield 97 mg (54%). WO 20061077366 PCP/CB2005/004981
133 (b) ?- 4Carboa~ hen -1.1-5- -ch]oroobeno ~%
1-(4-iso pronoxvohenv1 indole-3- carbox'1ic acid The
title compound was prepared in accordance with step
(d) Example 2 from  5
5-(4-chlorophenoxy)-1-(4-isopropoxyphenyI)-2-(4-methox
ycarbonylp:aenyl)- indole-3-carboxylic acid methyl
ester (97 mg, 0-17 mmol, see step (a) above).  Yield
73 mg (79%), mp 217-2?2C 



200 MHz 'H-NMR (DMSO-d6), 5: 1.24 (d, J = 5.8 Hz, 6H);
4.60 (heptet, J = 5.8  Hz, 1H); 6.83-7-07 (m, 5H);
7.08-738 (m, 3i-1); 7.34-7.55 (m 414); 7-74-7.92 (m,
10 3H) Example 63 2-(4-Carboxyphen5yU-5-t3
4-dichloropltenoxy-]-(4"isopropoxvnhenvilindole~3-
carboxvlic and 15  (a)
5-(3-4-Dichloropbenoxy?-1-(4-isonrpoajphenvl)-2-(4-met
hoxycarbonvI- nhenyI)i-ndole-3-carboxylic and methyl
ester The sub-title compound was prepared in
accordance with step (c) Example 1 from
5-hydroxy-l-(4-isopropoxyphenyI)-2-(4-methoxycarbonylp
henyI) indole-3 20 carboxylic acid methyl ester (150
mg, 0.32 mmol, see step (b) Example 43) and
3,4-dichlorophenylboronic acid (120 mg, 0.64 mmol).
Yield 60 mg (32%). (b) 2-(4-Carboxx
hcnv_1]_5-(3-4-dichlorophenon)-1-4-isopropaxypheny,);
)indole- 3-carboxylic acid 25 The title compound was
prepared in accordance with step (d) Example 2 fom
5-(3,4-dichloropheno),)-1-(4-isopropo)yphenyl)-2-(4-me
thoxycarbonylphenyl)- indole-3-carboxylic acid methyl
ester (60 mg, 0.10 mmol, see step (a) above).  Yield
45 mg (79%), nip 199-203 C 200 MHz 'H-NMR (DMSO-d6),
5: 1.24 (d, J= 5.8 Hz, 6H); 4-60 (heptet, J = 5.8  30
Hz, 11-1); 6.85-7.I7 (in, SH); 7.18-7.30 (m, 3H);
7.39-7.51 (in, 2H); 7-61 (d, J =  8.9 Hz, 111);
7.77-7.91 (m, 31-1). WO 20061077366 PCT/GE2005!004981
t.u  Example 6 5-('_-Carbamovln`-ridin- 2-v]-oxv)-3-:
arbor vmethy]-1, -(4-trifluoromethor henvl l-
indole-3-earboxylie acid ethv] ester 5 (a)
5-(,-Carbamovlvvridin-?_y]-o)p')-2-ethoxyparbonyhnethy
]-]-(4-trifluorometh- o):vpbenyl)indole-3-carbo, Mlic
acid et y1 ester 



The sub-title compound was prepared in accordance with
step (a) Example 21  from
2-ethoxycarbonylmeth}yl-5-hydroxy-l-(4-triQuorometho)y
pheny])inndole-3- 10 carboxylic acid ethyl ester (95
mg. 021 mmol, see (h) Example 9) and 2-c-Moro-
riicotiaaniide (34 mg- 0.22 mmol). yield 1 D2 mg
(85%). (b) 5~_Carhamorrlpvridin 2-ylo y) 2
carbo:ymeth51-1-(4-trifluoromethoav-
phentv])indole-3-carbo--soli.) acid ethyl ester 15 A
mixture of
5-(3-carbarnoylp)Tidin--2-yl-oxy)-2-ethoxycarhonylmeth
yl-l-(4-tri- fluoromethoxy-phenyl)indole-3-carboxylic
acid ethyl ester (86 ing, 0-15'mrnol  see step (a)
above), NaOH (aq, 1M, 0.45 mL), EtOR (1 mL) and HO (1
mE) was  stirred at 55 C for 3 h, cooled, filtered
through Celiteo and acidified to pH 4 with  HC1 (aq,
2M). The solid was filtered ofi washed with H,0 and
purified by 20 chromatography and recrystallisation
from EtOAc. Yield 36 mg (46%), mp 128- 130 C. 200
MHz'H-Niv1R (DMSO-d,5), 8: 1-42 (t, J = 7.1 Hz, 31-1);
4.02 (s, 2H); 4.46 (q,  J= 7-1 Hz, 2H); 6.82 (br s,
]H); 7-01 (dd, J = 8.9, 2.1 117, 1H); 7.09 (d, J = 9-0
Hz, 1H); 7.14 (dd, J = 7.6 and 4.8 Hz, 1H); 7.39-7.53
(m, 4H); 7.93 (dl = 2-1 Hz, 25 11-1); 7-90 (brs, 1H);
8.23 (ddJ= 4.8, 1-9 Hz, 1H), 8-62 (dd, J- 7.6, 1.9 Hz,
1B). WO 20061077366 PCT/Gk:2005/004951  135  Example
65 5 (.i Carbamcy]pvridu~-2-vloa~ l- -carbnxvnleth d I
4-uonropna Ghent l)indnle- 3-carboxylic acid ethyl
ester 5 a)
5-(3-Carbamovyvridin-2-vlox),)-2-etboxvcarbonylmethvl-
l-(4-isoproooxy- phenyl)indole-3-carboxylic acid ethyl
ester The sub-title compound was prepared in
accordance with step (a) Example 21  from
2-ethoxycarbonylmethyl-5-hydroxy-l-(4-isopropoxyphenyl
)indole-3-carbox- ylic acid ethyl ester (86 mg, 0.20
mmol, sec (b) Example 12) and 2-cnioronicotin- 10
amide (47 mg; 030 mmol)- Yield 63 mg (58%). (b)
5-(3-Carbamovlp3ridin-2 ylox)y)-?-ca,box
rmethyl-l-(?-isopl_opoxyyphenvl)- 



indole-3-carboxylic acid ethyl ester The title
compound was prepared in accordance with step (b)
Example 64 from  15
5-(3-carbamoylpyridin-2-yloxy)-2-carbo
ymethyl-1-(4-isopropoay-phenyl)indole- 3-carboxylic
acid ethyl ester.(86 mg, 0.15 Tmuol, see step (a)
above). Yield 36 mg  (46%), mp 210-212 C 200 MHz
'H-NTMR (DMSO-d6), 6: 1.29 (s, 3H); 1.33 (d. J =-6-0
Hz, 614); 3.89 (s,  2B:); 4.27 (q, J = 7-1 Hz, 2H);
4-72 (heptet, J = 6-0 Hz, 1H); 7.00 (s, 211); 7.09- 20
7.18 (m, 211); 7.19 (dd, J = 7-1,-5-1 Hz, 1H);
730-7.40 (m, 211); 7.76-7.83 (m,  2H); 7.89 (s, 111);
5.13 (s, If-T); 8.17 (d, J = 4.6, 1.9 Hz I R). Example
66
2-Carboaymethyl-5-(3-carhoxypyridin-2-yloxy'-l-(4-ison
ronoavphen )indo1e~3- 25 carboxylic acid A mixture of
5-(3-carbamo3'Ipyridin-2-yloxy)-2-ethoxycarbonylmethyl
-l-(4-iso- propoxyphenyl)indole-3-carboxylic acid
ethyl ester (63 mg, 0.12 mznol, see step  (a) Example
65), NaOH (aq, 21V1, 0.35 mL) and EtOH (2 mL) was
stirred at 90 C  for 8 h, concentrated, diluted with
McOH and filtered through Celite. EtOAc was 30 added
to the filtrate which was cooled for 4 hat 5 C. The
solid was collected and  dissolved in .1=120. The
mixture was acidified to pH 4 with 1ICI (aq, 2 K. The
WO 2006/077366 PCT/GB2005/004981  136 solid was
filtered off and dried for =i h at 60 C to give the
title compound Yield  34 mg (60(,). mp 213-214 C ahcl
recn,stallisation from EtOAc/h4.eOH. 200 l -1z 'H-NMR
(DMSO-d6), o: 1.33 (d- J = 6-0 Hz. 6H); 3-92 (s. 2H).
4.73  (heptet, J = 6-0 Hz, 1EI); 6.88-7-03 (m, 21-I);
7-09-7.33 (m, 314); 7 29-738 (m,  5 214); 7.72 (d, J=
1.7 HH II-D; 8-18-8-26 (m, 21-1); 12.0-13-6 (br s,
3II). Example 67 1 4-Cvclopenwioa3Thevl
-544-trifluoromethvInh nyllindole-?-3-dicarbo)~vhc
acid 2-eth5'1 ester 10 (a) 5 (4-Trifluoromethvlphenvl`
ndole-3-carbor'lic acid ethv] ester 



A mixture of 5-bromoindole-2-carboxylic acid ethyl
ester (4.22 g, 16 mmo]);
4-tiifluoromethylphenylhoronic acid (4.50 g, 24
mmol),1ti3P04 (11-7 g; 55 minol),  Pd(OAc)2 (176 ing,
0.78 mmol), tri-o-tolylphosphine (478 mg, 1.6 mmol),
EtOli 15 (20 ntL) and toluene (90 mL) was stirred
under argon for 20 mm at it, heated at  100 C for 2 h,
cooled and poured into NaHCO3 (aq, sat). The mixture
was  extracted with EtOAc and the combined extracts
were washed with 1420 and  brine, dried (Nta2SO4),
concentrated and purified by chromatography to give
the  sub-title compound. Yield 3.91 g (75%) 20 (b)
3-lodo-5- 4-trifluoromethi l ,henyl)indole-3-car~cid
ethyl ester NaI (2.04 g, 14 mmol) in acetone (10 mL)
was added dropwise to a stirred  solution
ofN-chlorosucciniruide (1.83 g, 14 mrnol) in acetone
(10 mL) protected  from light.- After 15 min, a
solution of 5-(4-tri.fluoromethylpbenyl)indole-2 25
carboxylic acid ethyl ester (3-80 g, 11 mmol; see step
(a) above) in acetone (60  mL) was added dropwise,
followed by stirring for 2 h at rt- The mixture was
poured into Na2S2O3 (aq, 10%, 250 mL) and extracted
with EtOAc (200 nL)_ The  combined extracts were
washed with NaHCO3 (aq, sat), water and brine, dried
(Na2S04) and concentrated. The residue was treated
with petroleum ether to give  30 the sub-title
compound. Yield 4.88 g (93%). ~_._..._.-............
... WO 2006/077366 PCT/Gli2005/004981  137 (c)
/4-Cwcluenteloxvohenvl?-3-iodo-5-(4-trifiuorometlnl
hervll;ndale-2- carhoxvlic acid ethyl ester Anhydrous
C11,Ch (I 10 mL), Et3N (2.45 mL, 17.4 mmol) and
pyridine (1.42 rni"  17.4 mmol) were added to
3-iodo-5-(4-trifluoromethylphen),l)indole-2-carboxylic
5 acid ethyl ester (4.00 g, 8.72 mmol; see step (b)
above), Cu(OAc)2 (3.16 g, 17-4 mmcl), 3 A molecular
sieves (ca. S g) and 4-cyclopentyloa-lphenylboronic
acid  (3.59 g, 17.48 mmol)_ The mixture was stared
vigorously at rt for 120 h and  filtered through
Celite". The solids were washed with EtOAc, and the
combined  



filtrates concentrated and purified by chromatog ashy
to afford the sub-title  10 compound (3-83 g, 71%).
(d) lu4-C clo entvlox hen 11 54-trif7uoromethvlnhet,vl
indole-?.3-dicarboa- ylic acid 2-ethyl ester
1-(4-Cyclopentylo>,yphenyl)-3-iodo-5-(4-trifluorometh}
,lphenyl)indole-2-carbox- 15 ylic acid ethyl ester
(310 mg, 0.5 mmol; sec step (c) above) in TF1F (2 mL)
was  added dropwise to i-PrMgCI=LiC1 (1.0 M in TifF,
500 L, 0.5 mmol,) at -40 C.  After 15 min at -40 C, a
stream of dry C02 was passed through the mixture for 5
min and the mixture was allowed to warm to rr- The
mixture was partitioned  between EtOAc (10 mL) and
NI-14CI (aq, sat). The phases were separated and the
20 aqueous layer was extracted with EtOAc. The
combined organic phases were  washed with H2O and
brine, dried (NTa2S04) concentrated and purified by
chromatography, followed by recrystallisation from
EtOAc/petroleum ether to  dive the title compound.
Yield 70 mg (26%). . 200 MHz '13-NMIt (DMSO-d6,), 6:
1.04 (t, J= 7.0 Hz, 311); L56-1.98 (m, 811);  25 4.17
(q, J = 7.0 Hz, 2H); 4.84-4.92 (m, Ili); 7.05-7.13 (m,
2H); 7.28 (d, J = 8.8  Hz, 1H); 7.34-7.42 (m, 213);
7.67 (dd, J= 8.8, 1.9 Hz, 111); 7.79-7.84 (m, 211);
7.87-7.92 (m, 211); 8.38 (d, J= 1.4 Hz, 111;);
12.7-13.0 (br s, 111). WO 2006/077366
PCT/GB2005/004981  13E rxami le 68 1-(4-IsoProuo?
henvl) -13 rirl anrometl vlF 'riatn I (uidnl: 2.
-dicarhoxvlic  acid 5 (a)
5-Bromo-3-iodoindole-2-carbo?:7'lic acid ethyl ester
The sub-title compound was prepared in accordance with
step (b) Example 67  from 5-bromoindole-2-carboxylic
acid ethyl ester (10-0 g, 37.3 mrnol) followed by
recrystafisation from EtOAc/petroleum ether. Yield
13.5 g (92%). 10 (b)5-Bromo-3-iodol 4iso ro.ox
_henvl)indo,lr-2-carboxylicacid ethylester  The
sub-title compound was prepared in accordance with
step (b) Exarnple lfrorn
5-bromo-3-iodoindole-2-carbo)~ylic acid ethyl ester
(see step (a) above) and  



4-isopropox2phenylborortic acid. 15 (c)
5-Bromo-l-t4-iso ro ox henvl indole-2.3-dica.rboxThc
acid diethyl ester
5-Bromo-3-iodo-I-(4-isopropo?.yphen3,l)indole-2-carbox
ylic acid ethyl ester (1.6  g, 1.89 mmol; see step (b)
above) in anhydrous Dl4PU (4 mL) was rapidly added  to
i-PrMgClLiCl (1-U M in THF, 4.2 mmoL 4.21 mL) at -65
C. After 30 min at  -65 C, ethyl chloroformate (720
mL, 7.56 nimol) was added and the mixture was 20
allowed to warm to rt and poured into NPI4C1 (aq, sat,
200 mL). The mixture was  extracted with EtOAc (3 x 50
mL) and the combined extracts were washed with  brine,
dried (Nk504), concentrated and purified by
chromatography to afford the  sub-title compound.
Yield 650 zrag (72%). 25 (d) 1 4-Iso ro oar henvl
-5-(5-trifluozomethvlpvridin-2\r1)indole-2.3-dicarbox-
ylic acid diethyl ester hydrochloric salt t-BuLi (1.5
Min pentane, 4.5 mL, 3 mrnol) was added dropwise at
-78 C to Et 2O  (15 mL).
2-Bromo-5-trifluoromethylpyridine (762 mg, 337 mmol)
in Et20 (5 mL)  was added via syringe. After 20 min at
-78 C the cold mixture was cannulated to 30 cooled
(-78 C) 7nCI2 (1 M in Et20, 7.4 mL, 7.4 uunol)- The
mixture was allowed  to warm to rt and was stirred at
it for 3 h- The mixture was diluted with T14F (15  mL)
and added to a mixture of
5-bromo-l-(4-isopropoayphen),l)indole-2,3 WO
2006/077366 PCT/GI32005/004981  139 dicarhoxylic acid
diethyl ester (800 mg. 1.69 mmol, see step (c) above),
Pd('dppf)Cl (165 mg. 0.20 mmol), CuI (77 mg, 0.40
mmol) and N-methyl- pyrrolidin-2-one (5.3 mL). The
mixture was heated at 80 C for 6 h, poured into
NF34Cl (aq, sat, 50 mL) and extracted with t-BuOMe
(3x30 mL). The combined 5 extracts were washed with
brine, dried (Na2504) and filtered through Celite(r).
The  solids were washed with t-BuOMe and the combined
filtrates were concentrated- The residue was dissolved
in anhydrous Et,O and IICI (4 M in dioxane, 500 L,
2.0 mmol) was added. After 10 min the mixture was
concentrated and the residue  was treated with
anhydrous Bt2O to give the sub-title compound. Yield
900 mg  10 (92%). 



(e)
1-("4-Isonronoxrypheny])-5-(5-trifluoromethvlpyridin 2
tI)indole,-3.3-dicarbox- ylica2id A mixture of
1-(4-isopropox
phen),l)-5-(5-trifluoromethylpyridin-2-yl)iudole-2,3-
15 dicarboxylic acid diethyl ester hydrochloric salt
(150 mg, 0.26 mmol, see step (d)  above), NaOH (aq, 2
M. 2 rnL) and dioxane (3 mL) was heated at 80 C for 4
h.  After cooling, the reaction mixture was acidified
with HCl (aq, 1M) to pH 5 and  filtered. The solid was
recrystallised from EtOAc/petroleum ether to afford
the  title compound. Yield 96 mg (76%) 20 200 IvIHz
'H-NMR (DMSO-de), 8: 1.31 (d, J= 6.0 Hz, 61-1); 4.69
(heptet, J= 6.0  11.z, IH); 7.05-7.14 (m, 2H); 7.22
(d,.J= 8.9 Hz, 1H); 7.32-7.41 (in, 2H); 8.08 (dd,  J=
8.9 and 1.6 Hz, IF); 8.16 (d, J = 8.6117, TB); 825
(dd, J = 86 and 2.0 Hz,  11); 8.98 (d, J= 1.1 Hz, 1H);
9.04 (s, 1F). 25 Example 69
2-Carbon'ymethyl-5-(3-chlorophepoxy~-l-phenylindole-3-
carboxt~lic acid (a) 5-(3-Chlorophenoxy)-2-ethox
carbon Imeth 1-1- hen lindole-3-carboy tic  acid ethyl
ester 30 The sub-title compound was prepared in
accordance with step (c) Example 1 from
2-etlroxyycarbonylmethyl-5-bydroxy-l-phenyliidole-3-ca
rboxylic acid ethyl ester WO 200(/071,36(
PCT/C.E2005f0049R1  140 (140 mg. 0.38 mmo1. see step
(h) Example 3) and 3-ciilorophenylhnronc acid  (.119
mg. 0.76 nunol).ield 53 mg (29%4,). (b)
2-Carbox-inethyl-5-( chloronhennx~l-l
nhenvlindole-3-carhox~'lic acid 5 The title compound
was prepared in accordance with step (d) Example 2
from
5-(3-chlorophenox,~y)-2-ethoxycarbonylmethyl-l-phenyli
ndole-3-carboxylic acid  ethyl ester (45 mg, 0.094
mmot see step (a) above). Yield 29 mg (73%), mp 192-
194 C (recrystallized from CHC13) 200 MHz 'H-N1vIR
(DMSO-d6), 8: 3.98 (s, 2H); 6.88-7.18 (m, 5H);
731-7.53 (m,  10 3H); 756-7.70 (m, 31-I); 7-73 (d, J-
1-8 ldz, 1II); 115-135 (br s, 2H)_ Example 70 



2-Carboavmeth y1-5- 4-chloro henox--0 -l . hem
lindole- carboavlic acid 15 (a) 5_(4-Chlorophcnoxv
-2-ethox'carbonvlmeth v1-1- hen
ylindole-3-carbox7,-].ic  acid ethyl ester The
sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxyearbonyhnethyl-5-hydroxy-1-phenylindole-3-carb
oxylic acid ethyl ester  (140 mg, 0.38 mmol, see step
(b) Example 3) and 4-chlorophenylboronic acid  20 (119
mg, 0.76 tzu-nol). Yield 100 mg, 55%. (b)
2-Carboxvmethyl-5-('4-chloropbenoxy
-l-phenylindole-3-carboxylic acid The title compound
was prepared in accordance with step (d) Example 2
from
5-(4-chloropheno),)-2-ethoxycarbony]methyl-l-phenylind
ole-3-carboxylic acid  25 ethyl ester (45 mg, 0.094
mmol, see step (a) above). Yield 22 mg (56%), rap 202-
204 C 200 MHz 'H-NhVIR (DMSO-d6), S: 3.96 (s, 2H);
6.92-7.07 (m, 4H); 7-33-7-49 (m,  4H); 7-56-7.69 (m,
3H); 7.71 (d, J= 2.2 Hz, IH); 11-0-14.0 (br s, 2H) 30
WC) 2006/077366 PCT/G82005/004981  141  Exarnnle 71
=Carbon; methy1-5-(3-chloro-4-fluorehenoxv)
-nhenjdlindole-3-carboxvlic acid  (a)
5-(3-Fluoro-4-chlorophenoxv)-2-ethorvcarbonvlmeth
l-1-nhenvlindole-3- 5 ga boiaiic acidacid e~ thvI
ester The sub-title compound was prepared in
accordance with step (c) Example 1 from
2-ethmrycarbonylmethyl-5-hydroxy-l-pbenylindole-3-carb
oxylic acid ethyl ester  (140 mng, 0.35 mmol, see step
(b) Example 3) and 3fluoro-4-chlorophenylboronic  acid
(133 mg, 0.76 minol). Yield 103 mg (54%). 10 (b)
2-Carbo,,ypiethyl-5-(3-fluore 4-chloropbeno r') 1
phenylindole-3-carboxvlic  acid The title compound was
prepared in accordance with step (d) Example 2 from
5-(3-fiuoro-4-chlorophenoxy)-2-ethoxycarbonylmethyl-l-
phenylindole-3-carbox- 



15 ylic acid ethyl ester (103 mg, 0.205 mmoi, see step
(a) above). Yield 28 mg  (31%), mp 174-176 C. 200 MHz
'H-Nlv[R (DMSO-d6), S: 3.78 (s, 2H); 6.59-7.06 (m,
3H); 7.19 (dd, T=  6.1, 2.9 Hz, l1I); 7.32-7.51 (m,
3H); 7.54-7.71 (m. 3H); 7.73 (d, J 2.0 Hz, 113).  20
Example 72 2-Carboxymethyl-I-(3-chloronhenyl -5-
3-trifluoromethoxypb.enoxy)indole-3- carboxylic acid
(a)
1-(3-cbioropheny1)-2-ethoxyearbonylmethyl-5-(3-trifluo
romethylphenoxv)- 25 indole-3-carboxylicacid ethyl
ester The sub-title compound was prepared in
accordance with step (c) Example I from
1-(3-chlorophenyl)-2-etboxycarbonylmethyl-5-hydroxyind
ole-3-carboxylic acid  ethyl ester (135 mg, 0.34 mmol,
see step (b) Example S) and 3-trifluoromethyl-
phenylboronie acid (96 mg, 0.50 minol). Yield 110 mg
(60%). 30 WC) 2006/077366 PCT/GE2U(1~/UO4YRt  142 (b)
'?-Carbn;ymctL l-S-i -?::iiluoramcth~'l.~laciio,;
'i~1-' _lilarophn 11 uzdole  camoxtvli: acid The title
compound was prepared in accordance with step (Cl
Example 40 from  1-(3-chinrophenyl) 2-ethoxycarbon}
hnethpl 5-(3-trifluoromethylphenoxy)-indole- 5
3-carboxylic acid ethyl ester (100 nrg, 0.18 mmol, see
step (a) above). Yield 62  mg (69%), mp 210-212 C. 200
hU-lz'H-N1v (DMSO-d6), b: 3.88-4.17 (m 213); 6.95 (dd,
J = 8.5, 1.9 Hz,  113); 700-718 (in, 31-3); 7_26-7-61
(n, 61'); 7.93 (d, J = 1.9 Hz, I R)_ 10 Example 73
2-Carbox~2nethvl-~-(4-chlorphcnox-~-I- 4-dieth laminn
henvl hrdolc-3- carboxvlic acid (a)
5-(4-Chloropneno),~0-1-(4-dieth }~ aminophenvl
-2-ethox-vcarbon 71naeth 1- 15 indole-3-carboxvli.c
acid ethyl ester The sub-title compound was prepared
in accordance with step (c) Example I fi-om  



1-(4-diethylany.inophenyl)-2-ethoxycarbonylmethyl-5-hy
droxyindole-3-carboxylic  acid ethyl ester (150 mg,
0.35 znmol, see step (b) Example 1) and 4-chloro-
phenylboronic acid (83 mg, 0.53 m=l). Yield 107 tug
(57%). 20 (b)
2-Carbolj,methyl-5-(4-chlorphenoxy)-1-(4-diethylaminop
hen l)indole-3_  carboxylic acid The title compound
was prepared in accordance with step (d) Example 2
from
5-(4-cblorophenoxy)-1-(4-diethylaminophenyl)-2-cthoxyc
arbonylraethylindole-3- 25 carboxylic acid ethyl ester
(107 mg, 0.20 mmol, see step (a) above). Yield 90 mg
(S9%), mp 210 C. 200 nMIHz'H-M& (DMSO-d6), 5: 1.14 (t,
J = 6.7 Hz, 6H); 3.41 (q, J7 6.7 Hz,  4H, overlapped
with DMSO and water); 3.93 (s, 2H); 6.75-6.87 (m,
213); 6.88- 7.07 (rn, 4H); 7.09-7.21 (in, 2M;
7.32-7.43 (m, 2H); 7.68 (d, J = 2.0 Hz, IH);  30
12.1-12.6 (br s, 2H). WO 2006/077366 PCT/GS7005/004951
143  Example 74
2TCarboxymethc1-1-(4_diethvlarinophenyl)-5-(2-naphthil
lo>: ))indole-_- carboannlic acid 5 (a)
1-(4-Dieth),laminouhenyy1)-5-(2-naphth)lloacs1l-2-ethe
xvcarbonylmethylindole- 3-carboxylic acid ethvi ester
The sub-title compound was prepared in accordance with
step (c) Example I from
1-(4-di(-thylaminophenyl)-2-ethoxycarbonylmethyl-5-hyd
roiyindoIe-3-carboxylic  acid.ethyl ester (150 mg,
0.35 mmol, see step (b) Example 1) and 2-naphthyl- 10
boronic acid (91 mg, 0.53 mmol). Yield 66 mg, (34%).
(b)
2-Carboxwmethyl-I-(4-diethvvlaminonhenvl)-5-(2-naphtdv
loav))indole 3_  carboxylic acid The title compound
was prepared in accordance with step (d) Example 2
from  15
1-(4-diethylarninopbeny])-5-(2-naphth)rloxy)-2-ethoxyc
arhouyimethylindole-3- carboxylic acid ethyl ester
(107 mg, 0 20 mmol, see step (a) above). Yield 50 mg  



(79%), mp 210 0C. 200 MHz'iI-Mv1R (DMSC-d6), 8: 1.14
(t, J - 6.7 13z, 6H); 3.41 (q, J = 6.7 IIz,  4I3,
overlapped with DMSO and water);.3.93 (s, 2H);
6.75-6.87 (in, 213); 6.88- 20 7.07 (m, 4H); 7.09-7.21
(m, 2H); 7.39-7.43 (m, 2H); 7.68 (d, J = 2.0 13z, 1H);
12.1-12.6(brs,213). Example 75 _
1-(4-Diethylaminophenyl)-2-ethoxycarbonylmetlryl-5-(4-
trifluoromethoxy- 25 phenoxy)indole-3-carboxylic acid
ethyl ester (a) I-(4-Di
ethylaminophenyl)-2-ethoxycarbonylmeth),1-5-(4-trifluo
romethoi  phenoxy)indole-3-carboxylic acid ethyl ester
The sub-title compound was prepared in accordance with
step (c) Example 1 from  30 1-(4-diethylaminop
henyl)-2-etho xycarbonylmethyl-5 -hydro xyindo le-3
-carboxylic  acid ethyl ester (438 mg, I znmol, see
step (b) Example 1) and 4-tri0.uoro-
methoxybenzeneboronic acid (347 mg, 1.3 n mol). Yield
400 mg (67%). WO 2006J07366 PCT/GE2005/004981  144 200
iv-iz 'H-Nell.(CDC13,T1vI.S), a: 1.16.1.29 (m, 9H):
1.35 (t, J = 7.1 Ilz. 3x1);  3.4 (q,J_7-1 Hz: 4Th;
4.06 (s; 21-1): 4.13(q;J 7.] Hz,2H);4.35(q.J=7.0  Hz,
2H):. 6.66-6.80 (m, 2H); 6.90 (dd. J = 8.8. 2-2 Hz.
1H): 6.94-7.09 (try 3H);  7.10-7,21 (m; 4H); 7.83 (d,
J = 22 Hz, 1H). (b)
2-CarboxvmethvI-1-(4-diethvlamiuoohenvl
-S-I'4-trifluoromethor: henon, - indolc-3-carboxylic
acid The title compound was prepared in accordance
with step (d) Example 2 from
1-(4-diethylaminopbenyl)-2-ethoxycarbonYdmetbyl-5-(4-t
rifluoro-metho)yphen- 10 oxy)indolc-3-carboxylic acid
ethyl ester (210 mg, 0.35 mmol, see step (a) above).
Yield 101 rng (53%). 200 MHz'H-N](DMSO-d6) 6: 1-15 (t,
J= 6-8 Hz, 6H): 3.42 (q; J ~ 6.8 Hz,  MII, overlapped
with DMSO and water); 3.93 (s, 2H); 6-76-6-88 (m;
2h1); 6-95 (dd,  J = 8-9, 2-2 Hz, iI.1); 6-99-7.10
(in, 3H); 7,11-7.21 (m, 2H); 7.28-7.40 (D3, 2M;  15
7.71 (d,J = 2.2 Hz); 12.0-12-8 (br s, 2H) 



Examp_ 76 2=Carbox;vmethy]-I-(4-isoprro vlnhenY1
-5-(4-ttifluoromethylphenY1)indole-3- carboxylic acid
00 (a) 2-Ethoxycarbonvlmethv]-_l- 4-iso ro
vlnheny5-trifluoromethanesulfon  ,windole-3-carboxy ip
acid ethyl ester ox  Pyridine (0.6 mL) was added to a
solution of2-ethoxycarbonylmethyl-5-hydro2y-
1-(4-isopropylphenyl)indole-3-carbox:3'lic acid ethyl
ester (400 mg, 1.01. mmol, 25 see step (b) Example 10)
in CH2C12 (10 mL). The solution was cooled to 0 C and
trifluoromethanesulfonic anhydride was added. The
reaction mixture was stirred at  it for 26 h. H, ,O
(50 z ) was added and the aqueous phase extracted with
CH2C12.  The extract was dried (Na2504), concentrated
and purified by chromatography to  give the sub-title
compound Yie1d477 mg (87%). 30 WO 2006/077366
PCT/G62005/004961  145 (b) 2-EtnO7CVCa
7pnihnethvl-l-(4-isnl~ro rlnhem])-5-(4-tr
luorotnetiivl0henvi)- indole-3-carboxylic acid ethyl
ester A mixture
2-ethoxycarbonylmethyl-l-(4-isonropyiphenyl)-5-trifluo
romethane- sulfonyloxyindole-3-ca-boxyli.c acid ethyl
ester (133 rug; 0.25 nmiol, see step (a)  5 above),
4-trifluorometbylphenylboronic acid (142 mg; 0.75
mmol), K2003 (276 mg, 2 mmol),
terakis(triphenylphosphine)palladium(0) (78 mg, 0.067
mmol) and  anhydrous dioxane (10 mL) was stirred at 90
C for 4 h. The mixture was diluted  with EtOAc (30
mL), washed with saturated NaHCO3 (aq, sat) dried
(Na2504),  concentrated and purified by chromatography
to give the sub-title compound.  10 Yield 102 mg
(76%). (c) 2-Carboxymeth5,1-1-(4-isopropyl
henvll-5-(4-trifluoromethylpbenv])indole-3.
carboxylic acid The title compound was prepared in
accordance with step (d) Example 2 from  



15
2-ethoxyearbonylmethyl-l-(4-isoprop),lpl-heuyl)-5-(4-t
ri.fluoro- meth}dphenyl)indole-3-carboxylic acid ethyl
ester (100 mg, 0.19 mmol, sec step  (b) above). Yield
75 mg (81%). 200 MHz 'H-NMR (DMSO-d6) 6: 130 (d, J=
6.9 Hz, 6H);3,05 (heptet, J= 6.9  147, IH); 3.98 (s,
2H); 7.10 (d, J= 8.6 Hz, 1H); 7.33-7.43 (m, 2H);
7-49-7-61 (in,  20 3H); 7.78-7.94 (m, 41-1); 8.41 (d,
1H); 12.3-12.7 (br s, 2H). Example 77
2-Carboxi'methyl-l-(4-diethylamitiopheny_1)-5-(4-trifl
uoromethoxyphe ox - indole-3-carboxylic and ethyl
ester 25,
1-(4-Diethylaminophenyl)-2-ethoxycarbonylmethyl-5-(4-t
rifluorometho),phen- oxy)indole-3-carboxylic acid
ethyl ester (150 mg, 0.25 mmol, see step (a)  Example
75) was hydrolysed at 55 C for 3. h with NaOH (aq, 2
lvl; 2 mL) and  dioxane (2 mL). Work-up as described
in step (d) Example I gave the title  compound. Yield
110 mg (77%) 30 200 MHz'13-NMR (CDCI3), 8: L24 (t, J=
7.0 Hz, 6H); 1.37 (t,.J= 7.1 H7, 33H);  3.43 (q, J =
7.0 Hz, 41-I); 4.02 (s, 2H); 4.41 (q, J = 7.1 Hz, 21);
6.68-6.83 (m,  2F1); 6.92 (dd, J= 8-8, 2.2 Hz, 1H);
6.96-7-2.3 (in, 71-1); 7.75 (d, J= 2.2 Hz, 1H). w0
200610'7366 PCT/[ E20lh/004151  146 Example 7E
1-(4-Dietb lamu o henyl etho"
carbonvlmethr!-S-(4-triflu~romethn~.vphen- oi
nrdole-3-carhoxvlic acid 5 A mixture of
1-(4-diethylaminopbenyl)-2-ethnxycarbony]methyl-5-(4-t
rifluoro- methw.yphcnoxy)indolc-3-carboxylic acid
ethyl ester (63 mg, 0-12 rnmol, see step  (a) Example
75), HCl (aq, 1 M, 0,21 ml-) and EtOH (1 mL) was
heated at reflux for  2 h and cooled. The pH was
adjusted to 4 by with NaOH (aq, I M) and the  mixture
was extracted with EtOAc The organic layer was washed
with brine, 10 dried (Na3504), concentrated and
purified by chromatography to give the title
compound. Yield 61 rug (89%). 200 1>/fPIz'H-NMR
(CDCl3), 5: 1.07-1.99 (m 911); 3.36 (q, J = 7.0 Hz,
4II); 4.02  



(s, 214); 4.07 (q, J- 7.3 Hz, 2H); 6.59-6.76 (m, 21T);
6.75-6.95 (rn, 3H); 6.97-7.17  (m 5H); 7.87 (d, IH) 15
aa ule 79 2-Carbo).vmetbyl-
I-(9-etb),lcarbazol-vl)-5-(4-trifluoromethoL phenox7
,indole-3- carboxylic acid 20 (a) 1`(1 EthYlcarbazol
4-yl)-2-ethoxvcarbontrlmeth.yl-5-(4-trifluoromethoxVnh
en- oxv)indole-3-carbom'lic acid ethyl ester The
sub-title compound was prepared in accordance with
step (c) Example 1 from
2-ethoxycarbonylmetbyl-l-(9-ethylcarbazol-3-yl)-5-hydr
or,-yindole-3-carboxylic  acid ethyl ester (150 mg,
0.31 mmol, see step (b) Example 14) and 4-trifluoro-
25 metboxyphenylboronic acid (130 mg, 0.62 mrnol Yield
100 mg (50%). (b) 2-Carboxymethyl-l-(9-eth;
vlcarbazol-yll-5-(4-trifluorometho).ylphenox y-
indole-3-carboxylic acid 1'4e title compound was
prepared in accordance with step (d) Example 2 from
30
2-carboxymethyl-I-(9-ethylcarbazol-yl)-5-(4-tri.fluoro
methoxyphenox),)indole-3- carboxylic acid ethyl ester
(100 mg, 0.155 mmol, see step (a) above)- Yield 62 mg
(68%). WO 2006/077366 PCT/GR200s/004981  141 200 M13z
'H-NW (DMSO-d6), 5: 1.40. (t. J = 6.9 I z, 3H); 3.86
(s, 2H); 4.55 (q,  J = 6.9 Hz, 21-I); 6.92 (dd, j =
8.9.2.0 Hz, I FI); 6.99-7.11 (m, 31T); 7.19-7.40 (m,
3H); 7.42-7.59 (m 2H); 7.71 (d, J = 8.3 H7, 1H); 7.79
(d, 1H); 7.85 (d, J = 8.7  Hz, IH); 8.19 (d, J= 7. Hz,
1F1); 8,27 (d, III). Example 80 -Carbox-
metby!-1-(4-morpholin-I-v]-Dhenyl)-5 (4 trifluorametho
heno)cyl  indole-3-carboxylic acid 10 (a)
2-Ethoxycarbonylmethyl-l-('4-morpholin-1, 1, henvl-5-
4-trifluorometho7 v- henox indole-3-carbox w1ic acid
ethyl ester The sub-title compound was prepared in
accordance with step (c) Example I from  



2-ethoxycarbonylmethyl-5-hydroxy-l-(4-morpholin-I-yl-p
henyl)indole-3-carbox- ylic acid ethyl ester (300 mg,
0.66 mmol, see step (b) Example 15) and 4-tdfluoro- 15
methoxyphenylboronic acid (270 mg, 132 mmol). Yield
238 mg (59%). (b) 2-Carbox meth 1-1- 4-mo-
holin-I-vI-hen 1 -5- 4-trifluoromethox ben- ox,
indole-3-carboxylic acid The title compound was
prepared in accordance with step (d) Example 2 from
20
2-ethoxycarbonylmethyl-l-(4-morpholin-1-yl-phenyl)-5-(
4-trifluoromethoxyphen- oxy)indole-3-carboxylic acid
ethyl ester (230 mg, 0.375 mmol, see step (a)  above).
Yield 30 mg (14%), mp 185-190 C. 200 MHz '-H-NMR
(DMSO-d6), 6: 3.08-3.30 (m, 4H, overlapped wth DMSO
water); 3.65-3.86 (it, 653); 6.84-7.08 (m, 4H);
7.08-7.19 (m, 211); 7.21-7.39 (m,  25 4H); 7.76 (d,
1H). WO 2006/0...366 PCT/GB20051004981  ]as Exanlnle
81 - Carliw:ymethv] 1-i {-dunethylamutnnh n'1
i4-trfhioroznethna iieno '1  indole-3-carhox ylic acid
5 (a) 1 (4-T]tmeth dam no hen l -3 tho3 carbnm
lmetlrvl 5 (4-trifluoromethn> - henox O
indole-3-carb0X'he acid et ester The sub-title
compound was prepared in accordance with step (c)
Example 1 from  I -(4-dimethylaminophen),I) -2 -etho
xp caibonyhnethyl-5 -hydro ):)rind o le-3 -carho x-
ylic acid ethyl ester (150 mg, 037 mmoL see step (b)
Example 16) and 4-trifl.uoro- 10 methoxyphenylboronic
acid (50 mg, 0.74 uunol). Yield 120 mg (57%) (b)
o-Carboxvmethyl-l
4-dimetlaylamnonheuyl)-5-('4-trifluoromethor~roh n- ox
indole-3-carboaylic acid The title compound was
prepared in accordance with step (d) Example 2 from
15 1-(4-dimethylaminophenyl)-2
-etho3ycarbonylmeth},1-5-(4-trifluoromefhoX.yphen-
oxy)indole-3-carboxylic acid ethyl ester (120 mg, 0.21
D33-110L sec step (a) above).  Yield 40 mg (37%), rep
188-192 C. 200 MHz 'I-I-NMR (DMSO-d6), o: 3.00 (m,
6H); 3.79 (s, 21-1); 6.82-7.10 (m, 6I-1);  



7.14-7.26 (m, 2H); 7.28-7.39 (rn, 2)1); 7.74 (d, 1H).
20 Example 82 2-Carbo meth l-1- 3-clrloro hen I
-544-isopronoxY1ohenoxy)indole-3- carbox ylic acid .
25 (a) 1- 3-Chloro hen y1_2-ethaxycarbonylmethyl-5- 4
iso ro o henoxv lndole- 3-carboxylic acid ethyl ester
The sub-title compound was prepared in accordance with
step (c) Example 1 from  141
-chlorophenyl)-2-ethoxycarbonylmethyl-5-hydro7:yindole
-3-carboxylic acid  ethyl ester (135 mg, 034 mmol, see
step (b) Example 8) and 4-isopropoxypheuyl- 30 boronie
acid (91 mg, 0.50 mmol). Yield 70 mg (39%). WO
7,006/07366 PCT /GB2001/004981  149 (b) ?_Carboxymeth
1-1-
3-chlorohenvl)-5-(4-iso~rnno3)7lheanox5[)indole-3-
carboxylic acid A mixture of i-(3-chlorophenyl)
2-ethoxycarbouylmethyl-5-(4-isopropoxyphen-
oxy)indole-3-carboxylic acid ethyl ester (65 mg, 0.12
mmol, see step (a) above),  5 NaOH (aq, 1 M, 15 mL),
and EtOH (20 mL) was heated at 50 C for 48h and
stirred at rt overnight and acidified to pH 4 with MCI
(aq; 1 M) and extracted with  CH3CI2. The organic
layer was washed with H2O and brine, dried (Na2S04),
concentrated and purified by chromatography. Yield 45
mg (78%), mp 188-190  C 10 200 MHz'H-Nt(CDC13), 6:
1-29 (d, J = 6.1 Hz, 6H); 3.82-4.16 (m, 2H); 4-44
(heptet, J= 6.1 13z, 1H); 6.76-7.02 (m, 611);
7.28-7.59 (tn, 41-f); 7-8.1 (s, 114).  Example 83
2-Carboy meth 1-1- 4- iueridin 1 l henvl -5-(4 tr
fluoromethox hennxv  15 indole-3-carboxylic acid (a)
2-Ethoaycazbonvlmelli 1-1-(4-vineridin l vlghen Q
-5-(4 triIluorometh - nhenoxylindole-3-carboxylic acid
ethyl ester 



The sub-title compound was prepared in accordance with
step (c) Example I from  20
2-ethoxycarbonylmethyl-5-hydro%y-1-(4-piperidin-1-yI-p
henyI)indole-3-carbox- ylic acid ethyl ester (300 mg,
0.66 mmol, see step (b) Example 17) and 4-trifluoro-
methoxyphenylboron.ic acid (270 mg, 1.32 mrnol). Yield
257 mg (63%). (b)
2-Carboxymethvl-l-(4-piperidin-I-ylphen l -
5-4-tdfluoromedlo henoa , - 25 indole-3-carbon lic
acid  The title compound was prepared in accordance
with step (d) Example 2 from  2-ethoxycarbonylmethyl-
l -(4-piperidin-1-ylphenyl)-5-(4-trifluoromethoxyphen-
oxy)indole-3-carboxylic acid ethyl ester (250 rng,
0.41 mmol, see step (a) above)- Yield 30 mg, (13%), mp
>200 C. 30 200 MHz 'H-NMR (DMSO-d6), S: 1-50-2-01 (m,
4H); 2.07-2.37 (m, 2H); 3.88- 4-09 (m, 2H); 4-02 (s,
2H); 4.16--38 (in, 2H), 6.96-7.15 (m, 4H); 7:28-7.42
(m,  21-I); 7.68-7.87 (m, 3:FI); 8.25-8.40 (m, 2H). WO
2006/077366 PCT/CB2005/004981  150 Example 84
2-Carboxymethv(-5-i a-chloropheno~,c')-1-(4-piperidin-
l -v l-phenol l indo le-= - carboxvlic acid (a) 2
Ethoxycarbonvlmethy]
5-(4-chlornphenoxd)-1-(4-piperidin l ylphenyl)
indole-3-carhoxvhc acid ethyl ester The sub-title
compound was prepared in accordance with step (c)
Example l from  2-ethoxycarbonylmethyl-5-hydroay- l
-(4-piperidin-1-y1-phenyl)indole-3-carbox- 10 ylic
acid ethyl ester (150 mg, 0.33 rumol, see step (b)
Example 17) and 4-chloro- phcnylboronic acid (100 mg,
0.66 nimol). Yield 120 mg (63%). (b)
22-Carboxymethyl-5-(4:chlorophenoa vj 1 (4-p peridin l
-yl-nhem l)indole-3- carborylic acid 15 The title
compound was prepared in accordance with step (d)
Example 2 from
2-ethoaycarbonylmethy1-5-(4-chloropheno):y)-1-(4-piper
idiu-1-ylphenyl)indole-3- carboaylic acid ethyl ester
(120 mg, 0.21 mmol, see step (a) above). Yield 50 mg
(46%), mp 1.53-157 C. 



200 MBz 1H-Nlv1x (DMSO-d6), 5: 1.50-1.77 (Da, 6H);
3.19-3.54 (m, 4H); 3.76 (s,  20 2H); 6.89 (dd, J= 5.9,
2.2 117, 1I-1), 6.93-7.04 (m, 3H); 7.05-7.15 (rn, 2W);
7.17- 7.27 (to, 2H); 7.32-7.43 (m, 2W); 7.71 (d,.7 2.2
I37, 1H). Example 55 3-(o-Acettdamuio-2-carboavethvl)
1-(4-evclonents'loxyphernyl)-5-(4-trifluoro- 25
methylphefly1)indole-2-carboxylic acid (a) 3- 2-Ace
damino-l- 4-c clo ent dox
henyl)-2-ethoxs'carbonyivinyl)-
5^(4-influoromethylphenyl)indole-2-.carboxylic acid
ethyl ester 30 A mixture
1-(4-cyclopentylo),phenyl)-3-iodo-5-(4-trifluoromethyl
phenyl)indole- 2-carboxylic acid ethyl ester (700 mg,
1.13 tnmol; see step (c) Example 67),
2-acetylaminoacrylic acid ethyl ester (324 mg, 2.26
rnmol), PdCl2(PPh3) (39.6 mg, WO 3006/077366 CIYC;
82005/00498 1  131 0.056 mmol), NaOAc (370 mg, 432
mmol), Et3N (0.22 ml, 1.6 mmol) and Dl\  (2.1 mL.) was
stirred for 21. h at 100 C, cooled and diluted with
EtOAc. The  mixture was washed with NaHCO; (aq. 5%),
HCl (aq, 0.5 M), H2O and brine,  dried (Na,S04),
concentrated and purified by chromatography to give
the sub-title  5 compound. Yield 375mg (52 /a). (b) 3
Aectvlamino l (4-cyclnpentyloatighe_n} l)-2-etho
~cazbonvlethvl~-5-(4-1xi- fluorometb 1 henvl
indole-2-carboxylic acid ethyl ester
3-(2-Ac(-,tylamino- l
-(4-cyclonentyloxyphenyl)-2-ethoxycarbonylvinyl)-5-(4-
tri 10 -i9uoromethylphenyl)indole-2-carboxylic acid
ethyl ester (370 mg, 0.58 mm.01; see  step (h) above)
in McOH (15 mL) and THE (IS mL) was hydrogenated (n, 7
bar)  over Pd-C (10%, 300 mg) for 6.5 b. The mixture
was faltered through Celite* and  concentrated to give
sub-title compound. Yield 378 rug (100 %). 15 (c)
3-(2Acetvlamno 2-ca
boxyethy1).-1-(4-cvclopentyloxvphenvf-5-r4-td uoro-
meth phenvDindole-2-carboxylic acid A mixture of
3-(2-acetylam.inol-(4-cyclop(ntyloxyphenyl)-2-ethoxyca
rbonyl-
ethyl)-5-(4-trifluoromethylphenyl)indole-2-carboxylic
and ethyl ester (373 mg,  



0.60 mm.ol; see step (b) above), NaOH (240 nag, 6
mmol) H2O (10 rL) and EtOH 20 (14 mL) was heated at
reflux for 3 h, cooled and acidified with HCI (aq, I
M) to  pH 2. The solid was collected and
recrystallised from toluene/EtOH, affording the  title
compound. Yield 218 ing (62%). 200 MHz 1H-NMR
(DMSO-d6) 5 13.0-12.4 (2H, br s) 8.33 (1H, d, J= 8.2
Hz)  8.19 (1H, d, J= 1.5 Hz) 8.00-7.90 (2H, m)
7.85-7.75 (2H, m) 7.62 (1H, dd, J= 8.8  25 1.5 Hz)
7.24-7.15 (2H, in) 7.07.(1H, d, J= 8.8 Hz) 7.07-6.96
(2H, m) 4.92-4.80 (IH, m) 4.68-4,50 (1H, m) 3.67 (1H,
dd, J=13.9, 6.2 Hz) 3.41-3.27 (111, in) 2.06- 1.50
(8H, m) 1.65 (3H, s). . wo 2006!077366
YCT/G8200a/U0z9R]  , s E-tamole F6 5441rer
Butvlphenyl)-2-carbo:~' 1-
1-isoprnpn_nnhenv!findnl-3-vlntethvl -
carboxvmethvhnethvlanuttouium chloride 5 (a)-I3romo
3-form}lindnle -carbn;~lic acid ethyl ester Oxalyl
chloride (3.43 mL, 39.9 mmol) was added with stirring
to DIMJF (30 mL)  and CH2Cl (80 mL) at 0 C. After 20
min at 0 C, 5-bromoindole-2-carboxylic  acid ethyl
ester (10 g, 373 mmol) in DI'4F (80 mL), was added.
The mixture was  stirred at rt for 24 h and poured
into NaHCO3 (aq, sat) and extracted with CH2C12. 10
The combined extracts were washed with H,0 and brine,
dried (Nai504) and  concentrated. Crystallisation from
EtOH gave the sub-title compound- Yield 8.9 g  (b)
5-BrOmo-3-formvl-l- 4-isn ro or. hen fl indole-2-carbo
Iic acid ethyl ester 15 The sub-title compound was
prepared in accordance with step (c) Example 1 from
5-bromo-3-formylindole 2-carboxylic acid ethyl ester
(4 g; 13.51 mmol; see step  (a) above) and
4-isopropoxypbenylboronic acid (4.86 g, 27.02 mmol).
Yield 4.1 g  (71 %). 20 (c)
5-(4-tert-Butylphenyl)-3-form5d-1-(4-isoroooxvnhenvl)i
ndole-2-Garb-oxnrlic  acid ethvI ester The sub-title
compound was prepared in accordance with step (a)
Example  67 from
5-bromo-'D-fortnyl-l-(4-isopropoxypb(-nyl)indole-2-car
boxylic acid  



ethyl ester (4.07 g, 9.46 nmiol; see step (b) above)
and 4-tent-- 25 butylpheuylboronic acid (2.53 g, 14.19
mmol). Yield 4.16 g (91%) (d) S - 4-ter9-Bu 1 hen 1
-3- ethox carbon !meth rhneth lamino meth IL--I- AT
-iso nn ox hen rl)indole-2-carbox die acid eth yl
ester -Methyl glycine ethyl ester hydrochloride (255
mg, 1.66 mmol) was added to a  30 suspension of
5-(4-tent-butylphenyl)-3-fortnyl-l-(4-isopropox)phenyl
)indole-2- carboxylic acid ethyl ester (400 mg, 0.83
nunol; see step (c) above) in McOH (20  mL) and the
p11 was adjusted to 6 by the addition of a few drops
of glacial acetic  ------ -------- WO 2006/077366
PCT/G132005/004987.  153 acid. After 1 h at rt,
-,tqaClvBH3 (75 mg, 1.18 mrnol) was added and the
mixture  was stirred at rt for 24 it, poured into H2O
and extracted with EtOAc. The  combined extracts were
washed with H20 and brine, dried (Na2504),
concentrated  and purified by chromatography to give
the sub-title compound. Yield 400 mg  5 (87%). (e)
5-(4-tert-Bun'lphenyh-3-[(ethoxvcarbonylmethylmethylam
ino)methvl]-1  (4-isonronox}mhenyflindole-2-carbolic
acid A mixture of
5-(4-tert-butylphenyl)-3-[(ethoxycarbonylmethylmethyla
mino)- 10
methyl]-I-(4-isopropoxyphenyl)indole-2-carboxylic acid
ethyl ester (198 mg, 0.36  mmol, see step (d)), NaOH
(aq, I M, 2 mL) and dioxane (3 mL) was heated at 120
C for 30 min, cooled, acidified with HC1 (aq. I M) to
pH 5 and extracted with  EtOAc. The combined extracts
were washed with H2O and brine, dricd (Na2SO4)1
concentrated and purified by chromatography to afford
the sub-title compound.  15 Yield 184 mg (98%). (f) f5
(4-tent-But),lphenyll-2-carboxy-l-(4-isopronoxvnhfindo
l-3-ylmcthvll- ,..arbo),vmethvlmethvlammonium chloride
An excess of HCI (4 M in dioxane) was added to a
suspension of 5-(4-tert- 20
but),lphenyI)-3-[(ethoxycarbonylmethylmethyl-arnino)me
thyl)-l-(4-isopropoxy- phenyl)indole-2-carboxylic acid
ethyl ester (189 rng, 0.35 mmol; see step (e)  



above) in dioxane (4 mL). After 10 min the mixture was
concentrated and the  residue treated with Et20 and
filtered to give the title compound. 200 MHz 'H NMR
(DMSO-d,5) 6 8.28-8.23 (1H, m) 7.69-7.59,(31L m)
7.54-7.46  25 (2H, rn) 7.35-7.26 (2H, m) 7.14-7.03
(3H, m) 4.83 (211, s) 4.71 (11L mz) 4.12 (211  s) 2.84
(3H, s) 1.34 (6H, d, J~ 6.0 Hz) 1.33 (911, s). RHO
2006/077366 PC77GE2005/0649R1  134 Examnlt 9 7 1-
5-il-rcrr-Dutvl henyli-3-carhm-v-i-!4-isnprn
m:'nhepyI1indnl- vlmethvl -------------- chioride  The
title compound was prepared in accordance with Example
86 from 5-(4-ter/- 5
but),lpitenyl)-3-formyl-1-(4-isopropoxyphenyl)indolc-2
-carboxylic acid ethyl ester  and L-proline methyl
ester hydrochloride. 200 AE4z'H NMR (DMSO-d6)
614-0-110 (214: br s) 5-33 (IH, s) 7.72-7.60 (3H,  m)
1.54-7.45 (2H, m) 7.33-7.25 (2II, m) 7.15-7.03 (3H.
in) 5.02 (114; d, J= 13.4  Hz) 4.94 (1 H, d, J = 13.4
Hz) 4.71 (1 H, in) 4.45 (1 H, dd, J = 9.0, 6.5 Hz)
3.67 10 3.52 (]H, m). 3.44-3-25 (1H, m) 2.53-2.47 (1H;
m.) 2.19-1.80 (3II, m) 1.35 (61-17 d,  J= 6.0 Hz) 133
(9H, s). Example 98
3-(2-Carbox-yethvl)-1-(4-isopropoL,7:phcnvl)-5-(5-trif
luoromethtvlp57idin-2- 15 al)indole-2-carboxylic acid
(a)
3-Forme]-144-isorooxvnhcnvl)-5-(4.4.5,5-tetrameth3,1-[
13 2'Idioxaborolan- 2-vl indole-2-carboxylic acid
ethyl ester Fd2(dba)3 (0.31 g, 0.034 mmol) and
tricyclohexylphospbine (57mg, 0.20 mmol) in  20
dioxane (3.4 mL) was added under argon to a stirred
rnb:tiu-e of 5-bromo-3-
formyl-l-(4-isopropoxyphenyl)indole-2-carboxylic acid
ethyl ester (581 mg, 1.35  mmol, see Example 86 step
(b), KOAc (199 mg, 2-02 mmol), bis(pinacolato)-
diboron (375 mg, 1.46 m=l) and dioxane (10 mL) at 80
C. The mixture was  stirred at 80 C for 24 h, allowed
to cool and filtered through Celite . The solids 25
were washed with EtOAc and the combined filtrates were
concentrated and  



purified by chromatography to yield the sub-title
compound- Yield 600 g (93%).  (b)
3~Fonnyl-l-(4-isopropoMhenyl)-5-(5-tri#luoromethvlpvri
din-2-vl)uidole-2- carboxylic acid ethyl ester 30 A
mixture of 3-formyl-l-(4-isopropoxyphenyl)-5-(4,
4,5,5-tetrameth),l-[1,3,2]-
dioxaborolan-2-yl)iudole-2-carboxylic acid ethyl ester
(600 mg, 1.26 mmol; see  step (a) above),
2-bromo-5-(trifluoromethyl)p}yridine (426 mg, 1-89
mmol), WO 2006/077366 YC'T/GB20051004981  1" Na2CO3
(aq, 2 M, 1.89 m, L, 3.75 rnmoi), Pd(PPh3)4 (70 mg,
0-06 mznol), EtOH (5  m2) and toluene (20 mL) was
heated at 80 C for 24 li, allowed to cool, poured
into H ,O and extracted with EtOAc. The combined
extracts were washed with  I-2O and brine, dried
(Na2SO4), concentrated and purified by chromatography
to  5 give the sub-title compound. Yield500 mg (80%).
(c) 3-(2-F,thox
carbonyivinyl)-1-(4-isoprwotphenvl)-5-(5-trifnoromethy
l- pvridin-2-yDindole-2-carboxylic acid ethyl ester
(Carbetho),methylene)triphenylphosphorane (330 mg,
0.95 mmol) was added to a 10 suspension of
3-formyl-l-(4-isopropo;
ypbenyl)-5-(5-trifluorometh),lpyridin-2-yl)-
indole-2-carboxylic acid ethyl ester (427 rng, 0-95
mmol; see step (b) above) in  DMP (15 mL) and the
mixture was stirred at rt for 3 h- Another portion of
(carbethoxvmethylene)triphenylphosphorane (165 mg,
0.47 mmol) was added and  the stirring continued for
12 h. The mixture was poured into H2O and extracted 15
with EtOAc- The combined extracts were washed with
H2O, brine, dried  (Na2SO4), concentrated and purified
by chromatography to give the sub-title  compound.
Yield 386 mg (80%). (d) 3-(2-Ethoxycarbonylethvl)-I
-(4-isopropoxyohenyl)-5-(5-trifluorornethyl- 20
pyridin-2-yl)indole-2-carboxylic acid ethyl ester A
mixture of
3-(2-etboxycarbonylvinyl)-1-(4-isopropoxyphenyl)-5-(5-
irifluoro- methylpyridin.-2-yl)indole-2-carboxylic
acid ethyl ester (150 mg, 0.26 mtnol, see  step (c)
above), Pd-C (10%), cyclohexene (1.2 mL) in absolute
EtOH was heated  under microwave irradiation at 135 C
for 1 h. The mixture was filtered through 



25 Celite(r) and the solids were washed with EtOAc.
The combined filtrates were  concentrated to give the
sub-title compound. Yield 150 mg (100%). (e)
3-(2-Carboxvethvl)-1-(4-isoprono2D52henyl)-5-(5-triflu
oromethvln idin-2- I - indole-2carboxylic acid 30 A
mixture of
3-(2-ethoxycarbonylethyl)-I-(4-isopropoxyphenyl)-5-(5-
trifluoro- metlrylpylidin-2-yl)iaidole-2-carboxylic
acid ethyl ester (150 rug, 0-26 mmol; see  step (d)
above), NaOH (aq, I N 2.5 mL) and dioxane (4 mL) was
heated at 90 C WO 204)6/077366 PCT/GR3nuir0u4PS1  156
for 1 it cooled. acidified with MCI (aq, I M) to pH 2
and extracted with EtOAc.  The combined extracts were
washed with 1120 and brbie. dried (Na,SO:i).
concentrated and purified by chromatographi to give
the title compound. Yield 50  mg (38%). 5 200 MH7'H Th
(17MS0-do) S 15.0-14.0 (211, br s) 9.06-8.97 (1W m)
5.57-5.49  (11I, m) 932-9.16 (2II1 m) 5.03 (1H, dd, J=
8.8, 1.2 Hz) 727-7.16 (2H, m) 7.14  (1H, d, J= 8.8 Hz)
7.04-6.91 (2H, m) 4.74-451 (IH, m) 3.40-324 (2H. m)
2.77- 2.63 (213, m) 1.30 (6H, d, J= 5.9 Hz). 10
Example 99 ?-Carboxvmetbvl-5 3-chloro
henox7D)-l-(4-isopronoX\'phen~l)indolc-3- carboxylic
acid (a) 2-Ethoa~carbouv1methv1 5 hvdro~~ 1- 4-iso ro
oxt henvl indole-3-carbox- 15 ylic acid eth 1 ester
The sub-title compound was prepared in accordance with
step (b) Example 1 from  3
(4-isopr(jpoaypoen3,lanuuo)pent 2 enedioic acid
diethyl ester (2.76 g, 10.5  mmol; prepared according
to the procedure in J Org. Chem. 1951; 16, 896). Yield
1.40 g (40%). 20 (b) 2
Ethox_ycarbonylmethyl-5-(3-chlor0Pheno:.'tf)-l-(4-isop
ropon~ -hen 1 indole- 3-carbo)clic acid eth yl ester
The sub-title compound was prepared in accordance with
step (c) Example 1 from  



2-ethoaycarbonylmethyl-5-h3,droxy-1-(4-isopropo).yphen
yl)indole-3-carboxylic  25 acid ethyl ester (0.96 g,
2.26 mmol; see step (a) above) and
3-chlorophenylborottic acid (0.70 g, 4.52 mmol). Yield
100 mg (39%). (c) 2-Carboy meth l 3-chloro henox , -1-
4-iso ro ox )henvl vtdole-3-carbox- (li~ c acid 30 A
mixture of 2
ethoxycarbonylmetby1-5-(3-chlorophenoxy)-I-(4-isopropo
x ,- phenyl)indole-3-carboxylic acid ethyl ester (0.10
g, 0.19 mmol); see step (b)  above), NaOH (0.10 g, 250
nnnol), Ih0 (2.5 mL) and EtOH (2.5 mL) was heated WWO
2006/077366 PCT/GB2005/004981  157 at r--flux for 2 h,
cooled and acidified with'r1Ci (aq, cone). The solid
was collected  and dried to afford the title compound.
Yield 0.06 g (66%). 200 NE-1Z 'H-N1 . (DMSO-4) S
13-0-I2-0 (2H; br s) 7.72 (11-1, d, J= 1.9 Hz)
7-42-7-30 (314, m) 7-21-7.08 (3H, m) 7.04 (1H, d, J=
8.8 Hz) 7.02-6.96 (213, m)  5 6.92(IH;
dd,J=8.8,1.9Hz)4-73(JH,m)3.95(2H,s)1.33(61-I,d,J=5.9Hz
).  Example 90 The following compounds are prepared in
accordance with techniques described  herein: 10
3-(2-carboxyethyl)-1-(4-(cyclopentyloxy)phenyl)-5-(4-(
trdluoromethyl)phenyl)- indole-2_-carboxylic acid;
1-(4-(cyclopentylo)y)phenyl)-3
-(2.2-dicarboxyethyl)-5-(4-(trifluoro-methyl_)-
phenyl)indole-2-carboxylic acid;
3-(3-carbo),ypropyl)-1-(4-isopropoxyphenyl)-5-(5-(tril
luoromethyl)pyridin-2-yl)- 15 indole-2-carboxylic
acid;
3-((1R,2R)-2-carboxycyclohe),l)-1-(4-isopropo)yphenyl)
-5-(5-(trifluoromethyl)-
pyridin-2-yl)indole-2-carboxylic acid; 3
-(2-carboxypropah-2-y1)-1-(4-isopropoLyphenyl)-5-(5-(t
rifluoromethyl)pyridin2- yl)indole-2-carboxylic acid;
20
3-((1R,2R)-2-carboxycyclopropyI)-1-(4-isopropoxyphenyl
)-5-(5-(trifluoro-
methyl)pyridin-2-yl)indole-2-carboxylic acid; 



2-(carbo
xymethyl)-1-(4-isopropoxyphenyl)-5-(5-(trifluoromethyl
)pyridin-2-yl)- indole-3-carboxylic acid;
2-(4-carboxyphenyl)-1-(4-isopropoxyphenyl)-5-(5-(trifl
uoromethyl)pyridna-2-),l)- 25 indole-3-carboxylic
acid; -
1-(4-(cyclopentyloxy)phenyl)-5-(4-(tzifluoromethyl)phe
nyl)indole-2,3- dicarboxylic acid;
1-(4-(cyclopentylo),)phenyl)-3-pho
sphono-5-(4-(trifluoromethyI)phenyl)indole
2-carboxylic acid; 30
3-(3-carbo),phenyl)-1-(4-isopropoxyphenyl)-5-(5-(trifl
uoromethyl)pyridin-2_-yl)- indole-2-carboxylic acid;
and - -------- - - - ------- X O 2(06/0"366
PCT/C82005/004981  131;
3-(5-carbo)ypyridin-3-),l}-1-(4-isopl-opoxyphen)11-5
-(5-(trir7uornmethn 1)pyrid in?-
yl)indo]e-2'-carbo::plic acid. Example 91 5 Title
compounds of the examples were tested in the
biological test described  above and were found to
exhibit 50/, inhibition of tnPGFS-1 at a concentration
of  101v1 or below For example, the following
representative compounds of the  examples exhibited
the following IC;o values: Example 19: 4300 nM  10
Example 67: 1900 nM  Example 85: 6900 nI\4  Example
87: 2300 nM  Example 98: 5400 nl\4  15 WO 2006/077366
PCT/GB2005/004951  159 Claims  1 A compound of formula
I,  



R2 C,'e-n1  R3 7-Y  R4 * N R5 R1  wherein one ofthe
groups R', R3, R4 and Rsrepresen`s -D-E and: 10 a) the
other groups are independently selected from hydrogen,
G1, an aryl  group, a heteroaryl group (which latter
two groups are optionally substituted by  on or more
substituents selected from A), C14 alkyl and a
heterocycloalicyl group  (which latter two groups are
optionally substituted by one or more substituents
selected from G' and/or Z'); and/or 15 b) any two
other groups which are adjacent to each other are
optionally linked  to form, along with two atoms of
the essential benzene ring in the compound of  formula
I, a 3- to 8-membered ring, optionally containing 1 to
3 heteroatoms,  which. ring is itself optionally
substituted by one or more substituents selected  from
halo, -R6, -OR6 and =0; 20 D represents a single bond,
-0-, -C(R7)(Rs)-, C2-4 allcylene, -C(O)- or -S(O)m-;
R1 and E independently represent an aryl group or a
heteroaryl group, both of  which groups are optionally
substituted by one or more 8abstituents selected from
25 A; R' and R8 independently represent II, halo or
C1-6 allcyl, which latter group is  optionally
substituted by halo, or R7 and Rs may together form,
along with the  carbon atom to which they are
attached, a 3- to 6-membered ring, which ring WO
2006/077366 PCT/GE200S/0049s7  160 optionally contains
a hetcroatonn and is optionally substituted by one. or
more  suhstituents selected 'from halo and Ci_, alkyl,
winch later group is optionally  substituted by one or
more halo substituents; 



5 Q represents a single bond, or a Cl.e allcylene or
C2. beteroall:ylene chain, both of  which latter two
groups optionally contain one or more unsaturations
and are  optionally substituted by one or more
substituents selected from G' and/or Z'; X'
represents: 10 (a) -C(O)OR9a, -C(O)N(R'Ob)R96,
C(O)N(H)C(=NR9c)N(R'od)RId; -C(O)N(H)CNt,  -S(0)3R9c
P(O)(OR9f)2, -P(0)(OR9`)N(R oh)R9h, P(O)(N(R10i)Rr)2
-B(OR9 )2,  -C(O)N(H)S(0)2R" or, provided that T does
not represent a single bond When Y  represents
-C(O)0R9', unsubstituted tetrazolyl; (b) an aryl group
or a heteroaryl group, both of which are substituted
by at least  15 one substituent selected from X2, and
one or more further optional substituents  selected
fi-om A; or (c) a heterocycloallyl group substituted
by at least one substitutnt selected from  X2, and one
or more further optional substituents selected from G'
and/or Z'; 20 X2 represents -C(O)OR9a,
-C(O)N(R1ob)R90, -C(O)N(H)C(~NR9c)N(Rtod)R9d.
-C(O)N(11)CN, - -5(O)3R9t, -P(O)(OR9f)2,
-P(O)(OR9e)N(Rl oh)R9h  -P(0)(N(R'0i)R9')2, -B(OR9j)2,
-C(O)N(H)S(0)2R'1 or unsubstituted tetrazolyl; T
represents: 25 (a) a single bond; (b) a C14 alkylene
or a C24 beteroallylene chain, both of which latter
two groups:  (1) optionally contain one or more
unsaturations; (ii) are optionally substituted by one
or more substituents selected from G'  and/or Z';
and/or 30 (iii) may comprise an additional 3- to
8-membered ring formed between any  one or more
members of the Ct-s alkylene or C2-s heteroalkylene
chain,  which ring optionally contains I to 3
heteroatoms and/or 1 to 3 WWO 20061077366
PCP1GB2005/004981.  161 unsaturations and which ring
is itself optionally substituted by one or  more
substituents selected from G' and/or Z'; (c) an
arylene group or a heteroarylene group, both of which
groups are optionally  



substituted by one or more substituents selected from
A; or 5 (d) T1 611 T2-; one of T' and T` represents a
C1.s allcylene or a C-s heteroalkylene chain, both of
which latter two groups: (i) optionally contain one or
more unsaturations; 10 (ii) are optionally substituted
by one or more substituents selected from 0'  and/or
Z'; and/or (iii) may comprise an additional 3- to
8-membered ring formed between any  one or more
members of the C,-H a1ylene or C: heteroalkylene
chain,  which ring optionally contains I to 3
heteroatoms and/or 1 to 3 15 unsaturations and which
ring is itself optionally substituted by one or  more
substituents selected from G1 and/or Z'; and the other
represents an arylene group or a heteroarylene group,
both of which  groups are optionally substituted by
one or more substituents selected from A; 20 Wt
represents -0- or -S(O)S-;  m represents 0, 1 or 2; Y
represents C(H)(CF3)OH, -C(O)CF3, -C(OH)2CF3,
-C(0)OR9, -S(O)3R9`,  25 -P(O)(OR952,
-F(O)(OR?9)N(R10L)R9b, -P(O)(N(R]o')R9i)2, -B(OR9')2,
-C(CF3)2OH, -S(0)2N(R'oz)R9z or any one of the
following groups: WO 2006/01-366 !'CT/GE2005/004981
162 0 0Rsm. OR D VN NN  R9kp P.n0 R9p0  0  OR" \ _ N~
N `N / 5S D  0N N R9<0 R950 R(D DRH  D F 



0 _ N-11  DR N  ~ -IJR1q F R R6 R9E to R9 R106 R}0d
R'", R10', R11 and R10z independently represent:  5 1)
hydrogen; II) an aryl n oup or a beteroaryl group;
both of which are optionally  substituted by one or
more substituents selected from B; or Iii) C]-s
allc'yl or a heterocycloallcyl group; both of wl-uch
are optionally  substituted by one or more
substituents selected from G' and/or Z'; or 10 any
pair of R E to R9j' and R106, R10, R}n R16i or R10)
may be linked together to  form, along with the
atom(s) to which they are attached, a 3- to 8-membered
ring,  optionally containing 1 to 3 heteroatoms and/or
I to 3 double bonds, which ring is  optionally
substituted by one or more substituents selected from
G1 and/or Z'; .  15 R11 represents: I) an aryl group
or a heteroaryl group, both of which are optionally
substituted by one or more substituents selected from
B; or II) C1_8 alkyl or a heterocycloallcyl group,
both of which are optionally  substituted by one or
more substituents selected from G1 and/or Z1; 20 A
represents: WO 2006/07366 PCT/GB2005/004981  163 I) an
aryl group or a he-Leroar:!l group, both of which are
optionally  substituted by one or more substituents
selected from B; II) Cj-s alkyl or a heterocycloalkyl
group, both of which are optionally  substituted by
one or more substituents selected from G' and/or Z';
or 5 III) a G' group; G 1 represents halo, cyano, -N3,
-NO2, -0NO2 or -A'-R'2'; 



wherein At represents a single bond or a spacer group
selected from -C(O)A2-,  -S(O)hA3-, -N(Rt3fl)A4- or
-GA5-, in which: 10 A2 represents a single bond, -0-,
-N(R13b)- or -C(0)-;  A3 represents a single bond, -0-
or -N(R13e)-; A4 and As independently represent a
single bond, -C(O)-, -C(0)N(R 13d)-, -6(0)0-,  -S(0)2-
or -S(0)2N(R13e)-; 15 Z_1 represents =0, =S; =NOR"',
=NS(O)2N(R13r)R'2 , =NCN or =C(H)NO,; represents: l)
an aryl group or a heteroaryl grout), both of which
are optionally  substituted by one or more
substituents selected from G2; 20 II) Cl-g alkyl or a
heterocycloallyl group, both of which are optionally
substituted by one or more substituents selected from
(:2 and/or Z2; or III) a G2 group; 02 represents halo,
cyano, -N3, -NO2, -ON02 or -A6-R14a; 25 wherein A6
represents a single bond or a spacer group selected
from -C(O)A7-,  S(0)2A'-, -N(Rlsa)A9- or -OA10-, in
which: A7 represents a single bond, -0-, -N(Rtsb)- or
-C(0)-;  A$ represents a single bond, -0- or -N(R15~-;
A 9 and A1 independently represent a single bond,
-C(0)-, C(O)N(P lsa)  30 -C(0)0-, -S(0)2- or
-S(O)2N(R'" )-; Z2 represents =O, -S, =NOR146,
~NS(O)2N(R")R'4c, =NCN or =C(II)NO2; PC"['/GF'U(1
/0049fi1  N NO 204610--366 6a  Rn:. R'1 R:3 Ru R 13" R
3 F 13d 1`13: p 13r R 4E 146 R'4 , x 15r R'  Rlsd, R"
and R' are independenth: selected from: i) hydrogen; 3
ii) an aryl group or a heteroaryl group; both of which
are optionally  substituted by one or more
substituents selected from G3; iii) C1.8 alkyl or a
heterocycloalkyl group, both of which are optionally
substituted by G3 and/or Z3; or 



any pair of R12' to R1'` and R131 to R'3i and/or R14
to R14c and R15a to R'51, may  10 be linked together
to form with those, or other relevant, atoms a further
3- to 8- membered ring; optionally containing 1 to 3
heteroatoms and/or 1 to 3 double  bonds, which ring is
optionally substituted by one or more substituents
selected  from G3 and/or Z'; 15 G' represents halo,
cyano, -N3, -N02, -ON02 or -All RI6 ; -C(0)_A1
wherein A'1 represents a single bond or a spacer group
selected from -S(O)2Ar-: -N(Rl'e)A14- Or -OAl'-; in
which: Arz represents a sinale bond, -0-, -N(R 176 )-
or -C(O)-;  g A13 represents a single bond, -0- or
-N(R17)-; 20 A14 and q15 independently represent a
single bond, -C(O)-, -C(0)N(Rtld)-,  -C(0)0-, -S(O)z-
Or -S(0)2N(R 17c)_ Z3 represents =0, =5, =NOR166,
=NS(0)zN(R 171)R161 NCN or =C(R)NOZ; 25 R16a 8166 R16`
R17a 8176 R17c, R17d R17` and 8171 are. independently
selected  from: i) hydrogen; ii) C1.6 allcyl or a
heteroeycloalltyl group, both of which groups are
optionally  substituted by one or more substituents
selected from .halo, C1-; alleyl,  30 -N(R'RB)R',a
-0R18h and =0; and iii) an aryl or heteroaryl group,
both of which are optionally substituted by one  ]&c
19h ]6d or more substiruents selected from halo, C14
alkyl, -N(R )R and -OR ; or WO 2006/077366
PCI'/ca2005/004981  165 any pair of R' to R" 'c and
R17 to R."` may be linked togetbe_- to four with
those,  or other relevant, atoms a further 3- to
8-membered ring, optionally containing 1  to 3
heteroatoms and/or I to 3 double bonds, which ring is
optionally substituted  by one or more substituents
selected from halo, Ci alkyl, -N(R"O)R19c, OR's`  



5 and =0; R188 Rtss Rts Rlsa Rlse R's: R19a Rt9t and
R19c are independently selected  from hydrogen and C1a
allcyl, which latter group is optionally substituted
by one  or more halo groups; 10 - or a
pharmaceutically-acceptable salt thereof 2. A compound
as claimed in Claim 1, wherein A represents a CG.;
heterocycloaliyl group, G' or C1_6 allccy1 optionally
substituted by one or more C'  15 groups 3. A compound
as claimed in Claim 2, wherein A represents G' or
Ct.ti allcyl  optionally substituted by one or more G'
groups. 20 4. A compound as claimed in any one of the
preceding claims, wherein Gt  represents cyano,
fluoro, chloro or -At Rua 5. A compound as claimed in
Claim 4, wherein G' represents fluoro, chloro  or
-A'_Rt2a  25 6. A compound as claimed in any one of
the preceding claims, wherein Al  represents -5(0)2-,
-C(O)A2-, -N(R"a)A4- or -OA'-. 7. A compound as
claimed in Claim 6, wherein A' represents -C(O)A2-,
30 -N(Rt3a)A4- or -OA5-. ' 10 2006/077366
1'CC/G1t2005/0(149SI  ]66 5. A compound as claimed in
an): one of the preceding claims: wherein A-
represents N(nu or -0-. 9. A compound as claimed in
Claim S, wherein A2 represents -0-. 10. A compound as
claimed in any one of the preceding claims, wherein A
4  represents a single bond or -C(0)-. 11. A compound
as claimed in Claim 10, wherein A4 represents -C(O)--
10 12. A compound as claimed in any one of the
preceding clamts, wherein A'  



represents a single bond. 13. A compound as claimed in
any one of the preceding claims, wherein T  15
represents a single bond, C1_3 allcylene or phenylene.
14. A compound as claimed in any one of the preceding
claims; wherein Y  represents -C(O)OR9a. 20 15. A
compound as claimed in any one of the preceding
claims, wherein Q  represents a single bond, linear
014 allylene, branched C24 alkylene or cyclic C3_7
alkylene, all of which allcylene groups are optionally
substituted with one or more  Gl groups, or C2.3
heterocycloalkylene, =herein the heteroatom group that
interrupts the C2_3 alkylene chain is -N(R20)-, in
which R20 represents Cl_3 allcyl. 25 16. A compound as
claimed in any one of the preceding claims, wherein D
represents a single bond or -0-. 17. A compound as
claimed in any one of the preceding claims, wherein 30
Xj (when X' represents an aryl or heteroaryl group)
and/or E represent optionally  substituted carbazolyl,
phenyl, naplathyl, pyrolyl, fu anyl, thienyl,
pyrazolyl,  imidazolyl, oxazolyl, isoxazolyl,
thiazolyl, pyridyl, indazolyl, indolyl, indolinyl, WO
2006/077366 PCT/Gk;2005/00498:  167 isoindoiinyl,
quinolinyl, 1,2,3.4-tetrabydroquinoiinyl,
isoquinolinyl, 1.23,4- tetrahydroisoquinolinyl,
quinolizinyl, benzofuranyl, isobenzofuranyl,
chromanyl,  benzothienyl, pyridazinyl, pyrimidinyl,
pyrazinyl, indazolyl, bcnzimidazolyL  quinazolinyl,
quinoxalinyl, 1,3-benzodioxolyl, tetrazolyl,
benzotlvazolyl, and/or  5 benzodioxanyl, groups 18- A
compound as claimed Claim 17, wherein R', X1 and/or 2
represent  optionally substituted, phenyl, naphthyl,
pyrrolyl, fuianyl, thienyl, pyrazolyl,  imidazolyl,
oxazolyl, isoxazolyl, thiazolyl, pyridyl, indazolyl,
indolyl, indolinyl, 10 isoindolinyl, quinolinyl,
1,2,3,4-tetrahydroquinolinyl, isoquinolinyl, 1,2,3,4-
tetrahydroisoquinolinyl, quinolizinyl, benzofuranyl,
isobenzofuranyl, chromanyl,  beazothienyl,
pyridazinyl, pyrimidinyl: pyrazinyl, indazolyl,
benzimidazolyl,  



quinazolinyl, quinoxalinyl, 1,3-benzodioxolyl,
tetrazolyl, henzothiazolyl, and/or  benzodioxanyl,
groups. 15 19- A compound as claimed in Claim 17 or
Claim 18, wherein R' represents  optionally
substituted carbazolyl, beuzodioxolyl, phenyl, pyridyl
or imidazolyl_ 20. A compound as claimed in any one of
Claims 17 to 19, wherein E .  20 represents optionally
substituted naphthyl, quinolinyl, phenyl, pyridyl or
imidazolyl. 21. A compound' as claimed in Claim 19 or
Claim 20, wherein R' and E  independently represent
optionally substituted phenyl, pyridyl or imidazolyl
25 22. A compound as claimed in any one of Claims 17
to 21, wherein the  optional substituents are selected
from -C(O)0R21, -C(0)N(R21)R1, -S(0)2R21,  halo, cyan,
-N02, C1..6 alkyl (which alkyl group may be linear or
branched,  cyclic, part-cyclic, unsaturated and/or
optionally substituted with one or more halo 30
group), heterocycloalltyl (which heterocycloalky l
group is optionally substituted  by one or more
substituents selected from C,-3 alkyl and =0), -OR2'
and NV() 200017366 PCT/G820051004981  16C -N(R")R--,
wherein R` and R- independently represent H or C;_6
allcvl (w hich  alkyl group is optionally substituted
by one or more halo groups). 23. A compound as claimed
in Claim 22, wherein the optional substituents are  5
selected from halo, cyano, -N02, C;_6 allyl (which
alkyl Group may be linear or  branched, cyclic,
part-cyclic, unsaturated and/or optionally substituted
with one or  more halo group), heterocycloallcyl
(which heterocycloallyl group is optionally
substituted by one or more substituents selected from
C]_; allyl and =0), -OR and -N(R21)R22, wherein R2'
and RR2 independently represent H or C]_6 all<yl 10
(which alkyl group is optionally substituted by one or
more halo groups). 24. A compound as claimed in any
one of the preceding claims, wherein X'  represents
unsubstituted tetrazolyl, -C(O)OR9a, -p(0)(OR9f), or a
tetrazolyl group,  a phenyl or a pyridyl Group
substituted by X2. 



15 25. A compound as claimed in any one of the
preceding claims, wherein one  of R' and R' represents
-D-E and the other represents H. 26. A compound as
claimed in Claim 25, wherein R' represents -17-E.  20
27. A compound as claimed in any one of the preceding
claims, wherein R'  and/or R5 represent 13. 28. A
compound as claimed in any one of the preceding
claims, wherein X2  25 represents -C(0)OR9a. 29. A
compound as claimed in any one of the preceding
claims, wherein R9a to  R9z represent H or CI-4 alkyl.
30 30. A compound as claimed in any one of the
preceding claims, wheiein Rr2a,  R12b and Rl2c
independently represent H or CI_; ally). 169  31, A
compound as claimed in any one of the preceding
claims, wherein R13a,  R13b Ri3` R13d Ri'C and 8131
independently represent H or aryl. 32. A compound as
defined in any one of Claims I to 31, or a
pharmaceutically-acceptable salt thereof, for use as a
pharmaceutical. 33. A pharmaceutical formulation
including a compound as defined in any one  of Claims
I to 31, or a pharmaceutically-acceptable salt
thereof, in admixture W&I  a pharmaceutically
acceptable adjuvant, diluent or carrier. 34. The use
of a compound as defined in any one of Claims I to 31,
or a  pharmaceutically-acceptable salt thereof, for
the manufacture of a medicament for  the treatment of
a disease in which inhibition of the activity of a
member of the  MAPEG family is desired and or
required. 35. A use as claimed in Claim 34, wherein
the member of the MAPEG family  is niicrosomal
prostaglandin E synthase- 1, leukotriene C4 synthase
and%or 5- lipoxygenase- activating protein. 36, A use
as claimed in Claim 35, wherein the member of the
`MPEG family is  microsomal prostaglandin E synthase-
1. 



37. A use as claimed in Claim 35, wherein the member
of the Tvl_xEG family is  leukotriene C4 synthase. 38.
A use as claimed in any one of Claims 34 to 36,
wherein the disease is  inflammation. 39. A use as
claimed in any one of Claims 34 to 38 wherein the
disease is  asthma, chronic obstructive pulmonary
disease, pulmonary fibrosis, inflammatory  bowel
disease, irritable bowel syndrome, inflammatory pain,
fever, migraine,  headache, low back pain,
fibromyalgia, a myofascial disorder, a viral
infection, a  bacterial infection, a fungal infection,
dysnienorrhea, a burn, a surgical or dental
procedure, a malignancy, hyperprostaglandin E
syndrome, classic Bartter  syndroine, atherosclerosis,
gout, arthritis, osteoarthritis, juvenile arthritis,
170  rheumatoid arthritis, rheumatic fever, ankylosing
spondylitis, Hodgkin's disease,  systemic lupus
eiythematosus, vasculitis, pancreatitis, nephritis,
bursitis,  conjunctivitis, iritis, scleritis, uveitis,
wound healing, dermatitis, eczema,  psoriasis, stroke,
diabetes mellitus, a neurodegenerative disorder, an
autoiirmune  disease, an allergic disorder, rhinitis,
an ulcer, coronary heart disease, sarcoidosis,  any
other disease with an inflammatory component,
osteoporosis, osteoarthritis,  Paget's disease or a.
periodontal disease. 40. A method of treatment of a
disease in which inhibition of the activity of a
member of the MAPEG family is desired and/or required,
which method  comprises administration of a
therapeutically effective amount of a compound as
defined in any one of Claims 1 to 31, or a
pharmaceutically-acceptable salt  thereof, to a
patient suffering from, or susceptible to, such a
condition. 41. A method as claimed in Claim 39,
wherein the member of the MAPEG  family is microosomal
prostaglandin E synthasc- 1, leukotriene C, synthase
and/or 5- ]ipoxygenase-activating protein. 42. A
method as claimed in Claim 41, wherein the. member of
the lAPEG  family is microsomal prostaglandin E
synthase- 1. 43. A method as claimed in Claim 41,
wherein the member of the MAPEG family is  



ieukotriene C4 synthase. 44. A combination Product
comprising: (A) a compound as defined in any one of
Claims 1 to 31, or a pharmaceutically- acceptable salt
thereof; and (B) another therapeutic agent that is
useful in the treatment of inflammation,  wherein each
of components (A) and (B) is formulated in admixture
with a  pharmaceutically-acceptable adjuvant, diluent
or career. 171  45. A combination product as claimed
in Claim 44 which comprises a  pharmaceutical
formulation including a compound as defined in any one
of  Claims I to 31, or a pharmaceutically-acceptable
salt thereof, another therapeutic 46. A combination
product as claimed in Claim 44 which comprises a kit
of  parts comprising components: (a) a pharmaceutical
formulation including a compound as defined in any one
of Claims 1 to 31, or a pharmaceutically-acceptable
salt thereof, in  admixture with a
pharmaceutically-acceptable adjuvant, diluent or
carrier;  and (b) a pharmaceutical formulation
including another therapeutic agent that is  useful in
the treatment of inflammation in admixture with a
pharmaceutically-acceptable adjuvant, diluent or
carrier,  which components (a) and (b) are each
provided in a form that is suitable for
administration in conjunction with the other. 47- A
process for the preparation of a compound as defined
in Claim I, which  comprises: (i) reaction of a
compound of formula II,  R2 Q -Xi  3 T-Y II  R4 H R5  



wherein Q, X" R2, R3, R4, R5, T and Y are as defined
in Claim 1, with a  compound of formula III, R1L' III
wherein L} represents a suitable leaving group and R'
is as defined in Claim 1;  R2 LJ R3 ' . T-Y IV  R4 N
R5 Rt w0 200610-736C PCT/GC300S/0O4981  wherein R'.
R2, R', R4, R. Tuld Y .ire as defined in Claim 1 and
L' is as defined  above. with a compound of formula V
X'QJ. v  wherein L2 represents a suitable leaving
group and Q and X' are as defined in  5 Claim 1; (iia)
for compounds of formula I in which X1 represents
-C('0)N(I-DC(AI 9c)N(R10d)R9d. -C(0)N(H)CN or
-C(O)N(H)S(O)2R", reaction  of either a compound
corresponding to a compound of formula I but in which
X'  represents II, or a compound of formula I-V in
which the L1 group is activated,  10 with a compound
of formula VA, R' -N=C=O VA wherein Rtm represents
-C(=NR9C)N(R70d)R'd, -CN or -S(O)2R11, followed by
quenching with a suitable proton source; (iii) for
compounds of formula J in which Q represents C2_s
heteroall.-ylene  15 (optionally substituted by one or
more substituents selected from G), in which the
heteroatom-containing group interrupting the allylene
chain is  -N(R optionally substituted by one or more
halo  so )-, R,0 represents C1-4 alkyl, groups and X1
is as defined in Claim 1, or Q represents Cl_s
allylene (optionally  substituted by one or more
substituents selected from 01) and X1 is a nitrogen- 



20 containing hcterocycloallyl group substituted by
X2, which group is attached to -Q through a nitrogen
atom in that group, reaction of a compound of formula
VI,  R2 Xta R3 T -Y VI  R4 N RS Rt wherein X1a
represents either (a) in the case of formation of a
compound of  formula I in which Q represents
optionally substituted C2-s heteroallylene, in  25
which the beteroatom-containing group interrupting the
allyylene chain is -N(R20)-, a C1.7 allcyl group
substituted by a -CHO group and optionally
substituted with one or more substitutents selected
from G1; or (b) in the case of  formation of a
compound of formula I in which Q.represents C1-s
allcylene and X1  is a nitrogen-containing
heterocycloallcyl group as defined above, a C14 alkyl
WO 2006/077366 F'CT/0820051004981  173 group
substituted by a Z' group in which Z' is =0 and
optionally substituted by  one or more suhstituents
selected from G', and R'. R', P', R R': T and Y are as
defined in Claim I under reductive amination
conditions in the presence of a  compound of formula
VII, 5 R23(R24)NH VII  wherein either (a) R24
represents G_, alkyl, optionally substituted with one
or  more substitutents selected from G', provided that
the total number of carbon  atoms in X" and R24 in
combination is between 2 and S, and R73 represents R20
as  defined above; or (b) R23 and R21 and the nitrogen
atom to which they are attached 10 together represent
a nitrogen-containing heterocycloallyl group
substituted by at  least one substituent selected from
X2 and one or more further optional  substitutents
selected from G', as defined in Claim 1; (iv) for
compounds of formula I in which Q represents
optionally substituted C2_8  alkenylene or C,_s
heteroallcenylene (in which a point of unsaturation is
between  



15 the carbon atoms that are a and R to the indole
ring), reaction of a corresponding compound of formula
IV in which L' represents halo with a compound of
formula  VIIIA, H2C=C(II?-Qe-x' VIILA or, reaction of
a compound of formula VI in which Xta represents -CHO
with  20 either a compound of formula VIIIB,
(Et0)2P(0)CId2-Qa-X' VIIIB  or the like, or a compound
of formula VIIIC, (Ph)3F=CSI-Q'-X' VIIIC  or the like,
wherein, in each case, Q8 represents a single bond,
CI-6 allcyleue or CI-6  25 heteroalkylene optionally
interrupted by a heteroatom, which ailcylene or
heteroallylene groups are optionally substituted with
one of more substituents  selected from G' acrd/or Z'
and X', G' and Z' are as defined in Claim 1; (v) for
compounds of formula I in which Q represents
-optionally substituted,  saturated C2s alkylene,
saturated cycloallcylene, saturated C2,o
heteroallcylere,  30 saturated heterocycloalkylene,
02.8 alkenylene, cycloallcenylene, C24
heteroallcenylene or heterocycloallcenylene, reduction
of a corresponding  compound of formula I in which Q
represents optionally substituted Cars WO 2000/07?366
YCT.K;E2005/004951  174 alkeuvlene, cvcloalkenylene,
C_-s ileteroaL':en}'leue: h rerocycloall enylene, C2_s
ally m 1ene, cvcloall.ymylene C2 lleteroall:ynylcne nr
1tItrocycjoaLkvny I--fit (as  appropriate ): (vi) for
compounds of formula 1 in which D represents a single
bond, 5 -C(R7)(R)-, C allylene or -S(0)2-, reaction of
a compound of formula n,  Q-X'  R'-R$ \ T-Y IX  L3 N
R1 



wherein L3 represents L' or L2 as defined above, which
group is attached to one or  more of the carbon atoms
of the benzenoid ring of the indole, R2-R' represents
whichever of the three other substituents on the
benzenoid ring are already present 10 in that ring,
and Q, X'; -R', R", R3: R; R', T and Y are as defined
in Claim 1, with  a compound of formula X, E-D-L4 X ,
Ylene or  _, alk  wherein I7' represents a single
bond, -C(U)_; -C(R )(lts) C2 -S(0)2-, L4 represents L'
(when L3 is L) or L2 (when L3 is L'), E, R7 and Rs are
as  15 defined in Claim 1 and L1 and L2 are as defined
above; (vii) for compounds of formula I in which D
represents -S-, -0- or C2a alkynylenc  in which the
triple bond is adjacent to IF, reaction of a compound
of formula lix as  defined above in which L3
represents L2 as defined above with a compound of
formula XI, 20 E-Db-I3 Xa  wherein Db represents -S-,
-0- or C2.1 alkynylene in which the triple bond is
adjacent to E and E is as defined in Claim 1; (viii)
for compounds of formula I in which D represents
-S(O)- or -S(0)2-,  oxidation of a corresponding
compound of formula I in which D represents -5-; 25
(ix) for compounds of formula I in which D represents
-0- or -5-, reaction of a  compound of formula XII,
VVO 2006/077366 PC17GE2005/004981  i75 Q-XI  R2 R te`
/ -~--T-Y 311  N HD' R1  



wherein the -D`-H group is attached to one or more of
the carbon atoms of the  beuzenoid ring of the indole,
D` represents -0- or -S- and Q, X', R1,  T and Y are
as defined in Claim 1, and R2-R' is as defined above
with a  5 compound of formula XIII, F-L2 )MI  wherein
L2 is as defined above; (x) for compounds of formula I
in which T and Y arc as defined in Claim I,  provided
that when Y represents -C(O)ORS'. -S(0)3R9e,
-P(O)(OR9F)2,  10 -P(0)(OR9e)N(R10h)R9,
-P(O)(N(Ri)R9)2, -B(OR9)2 or -S(0)2N(Roz , R )R97  R9c
to R9i, R9y, R92, R1 Oh R' 01 and R107 arc other than
Il, reaction of a compound of  formula IV, R2 Q-X1  R3
XIV  L5 R4 Rs R1 wherein L' represents a suitable
group, and Q, X', R1, R', R3 R4 and R5 are as  15
defined in Claim 1, with a compound of formula XV,
L6-T-Y XV  wherein Y' represents Y, provided that when
Y represents --C(O)OR9', -S(0)3R9e,  -P(O)(OR9)2,
-P(O)(OR9g )N(R10h)R91, -P(O)(N(R105)R91)2, -B(OR9y)2
or  -S(0)2N(RIOz)R9z, R9a, R9e to R9' R9y R9z Rtm'
R10i an d R10i are other than H, L6  20 represents a
suitable leaving group and T is as defined in Claim 1
(xi) for compounds of formula I in which T represents
a single bond, Y represents  -C(O)OR92 and R9'
represents H, reaction of a compound of formula XIV as
defined above in which L5 represents either: (I) an
alkali metal; or  25 (II) -Mg-halide, 



wO 2006/077366 PCT/C82005/004981  176 with carbon
dioxide, followed by acidi iica'ion; (:ii) for
compounds of formula I in which T represents a single
bond and Y  represents -C(O)OK 9a, reaction of a
corresponding compound of formula ~;JV in  which L' is
a suitable leaving group with CO (or a reagent that is
a suitable source  5 of CO): in the presence of a
compound of formula X -VA, R,eaOH XVA  wherein R9' is
as defined in Claim 1, and an appropriate catalyst
system; ()iii) for compounds of formula 1 in which T
represents a single bond, Y  represents -B(OR9j)2 and
R"' represents H. reaction of a compound of formula
10 XI\' as defined above with boronic acid or a
protected derivative thereof, followed  by (if
necessary) deprotection; (xiv) for compounds of
formula I in which T represents a single bond and Y
represents -S(0)3R9e, reaction of a compound of
formula 3M~ as defined above  with: 15 (A) for such
compounds in which Roe represents H. either either SOs
or  with SO2 followed by treatment with
_N-chlorosuccinitrride and then  hydzo lysis; (B) for
such compounds in which R9e is other than H,
chlorosulfonic acid  followed by reaction with a
compound of formula XX as defined below in  20 which
R9' represents R9e; (~ v) for compounds of formula I
in which T represents a single bond and Y  represents
01 N OR91  in which R9j represents hydrogen, reaction
of a corresponding compound of  25 formula I in which
T represents a C2 allylene group substituted at the
carbon atom that is attached to the indole ring system
by Z', in which Z' represents =0 and Y  represents -C
(O)OR9a, in which R92 represents Ciro aLUyl with
hydroxylamiie or  



an acid addition salt thereof; (xvi) for compounds of
formula I in which T represents a single bond and Y
30 represents WO 2006!077366 PCT/0B2005/00498I  177 0
or \\IO  R9h0 R9r0 in which R9k and R9r represent
hydrogen, reaction of a corresponding compound  of
formula J in which T represents a Cl al ylene group
substituted with G', in  which G' represents -A'-R",
A' represents -C(O)A', A` represents a single bond 5
and R"a represents I, and Y represents -C(O)OR9a, in
which R98 represents  methyl, or ethyl, respectively,
with hydroxylamine or an acid addition salt thereo  (;
vii) for compounds of formula I in which T represents
a single bond and Y  represents 0 OR 9M or N N'  9P  R
0 10 in which R9m and R9P represent hydrogen, reaction
of a corresponding compound  of formula I in which T
represents a single bond,- Y represents  -B(OR9}')2
and R9r represents U with a compound of formula XV in
which T  represents a single bond, Ya represents O OR
9M or N_N 9PO R~ 15 respectively, in which R9m and R9P
represent hydrogen, or a protected derivative of
either compound; (x"viii) for compounds of formula I
in which T represents a single bond and Y  represents 



O I 0  -N ~N  R9r0 20 in which R9n represents
hydrogen, reaction of a compound of formula XVI, WO
3OOGH1?'3GG PCT'/Gb'_005/OO198I  178 n_  R"' I ~rN XVI
R4 IIII'V LI\ OH Rs Rt wherein Q, X', R1, R2, R3, R4
and it are as defined in Claim 1 with  ethoaycarbonyl
isocya.nate in the presence of a suitable solvent,
followed by  refluxiug in the presence of Triton Band
an alcoholic solvent; j (xi):) for compounds of
formula I in which T represents a single bond and Y
represents N_S  ~N  Ro50 in Which Rrepresents
hydrogen, reaction of a corresponding compound of
formula I in which T represents a single bond and Y
represents -C(O)OR9a, in  lp which R9` represents H
with trimethylsilyl chloride (or the like), followed
by  reaction of the resultant intermediate withN4S4;
(xi;) for compounds of formula I in which T represents
a single bond and Y  represents S  N  R9t0 $ in which
R9'represents hydrogen, reaction of a compound of
formula 'VII,  R2 Q-X' 



R3 XVII  YNR4 CN Rs R wherein Q, X', R', R2. R3, R4
and R5 are as defined in Claim 1 with a base and  CS2
in the presence of a suitable solvent, oxidation of
the resultant intermediate,  and finally heating the
resultant intermediate in the presence of a strong
acid; WO 2000/O7736 PCT/c I;260a;004981  179 (xxi) for
compounds of Formula I in which T represents a single
bond and Y  represents O O  OP 9-U in which R9u
represents hydrogen, reaction of a corresponding
compound of  5 formula I in which T represents CI
allcylene, Y represents  C(0)OR9' and R9' represents H
or an activated derivative thereof with 1,1,2,2-
tetraethoh-yethene; (xxii) for compounds of formula I
in which T represents a single bond and Y  represents
OR9d  10 in which R9 and R10j independently represent
hydrogen, reaction of a compound  of formula XVI as
defined above with 3 4-dimethoxycydlobutenc-1,2-dione
followed by acid; (=iii) for compounds of formula I in
which T represents a single bond and Y  15 represents
N-N  N  N 



I9  R in which R9a represents hydrogen, reaction of a
compound of formula ,'VIII,  R2 Q-X1 R-1 CN XVIII  R4
\ RS R1 wherein Q, X1, R1, R', R3, R and R' are as
defined in Claim I with NaN3; WQ 3006107.366 PC
r/C1t2UU5/004451  ISO (;.>:i ~i for compounds of
forn2uia I jr; wiuich T represents oprional.h-
substituted  C, alkenl'lene or C=s hereroall _t'lene
(in w~duch a point of unsaturation is between  the
carbon atoms that are a and to the indole ring)-
reaction of a compound of  formula XI , R2 Q-n1 R3 I H
IX  R"I 0  R5 R1 wherein Q, X', R', R2, R3' R4 and R'
are as defined in Claim I with a compound  of formula
)OIXA, (Ph)3P=C14-T-Y )a A or the like, wherein V
represents a single bond or optionally substituted
Cl,(,  IO alkylene or C2.6 heteroall,ylenc and Y is as
defined in Claim 1; (xxv) for compounds of formula I
in which T represents optionally substituted,
saturated C2.s alkylene, saturated cycloalky]ene,
saturated G.,, heteroalkylene,  saturated
heterocycloalkylene, C2-8 alkenylene;
cycloallcenylene, C2-s  heteroallcenylene or
heterocycloallcenylene, reduction of a corresponding
15 compound of formula I in which T represents
optionally substituted C24  allcenylene,
cycloallcenylene, C2 5 heteroallcenylene,
heterocycloalkeny)ene, C2-s  alk-ynylene,
cycloalkynyleue, C2-s heteroalkynylene or
heterocycloalcy ylene (as  



appropriate); (,vi) for compounds of formula I in
which Y represents -C(0)OR9a,  20 -S(0)3R9e,
-P(0)(OR9f)2, Or -B(OR9y)2, in which R9a, R9e, R9i and
e represent H,  hydrolysis of a corresponding compound
of formula I in which RYA, R9e, R9F or R9j  (as
appropriate) do not represent H, or, for compounds of
formula I in which Y  represents -P(0)(OR9r)2 or
-S(O)3R9e in which R9E and R9e represent H, a
corresponding compound of formula I in which Y
represents either tol 9z 25 -P(0)(OR9g)N(P~an)R9i,
P(J)(~`I(R )R9t)2 or -S(0)2N(1'ti10z)R (as
appropriate), (xxvii) for compounds of formula I in
which Y represents -C(O)W', -S(O)3R9e  -P(O)(OR9t)a,
-P(O)(OR99)N(R1m,)R91, or -B(OR92 and R9a, R9e R9f R9e
and R93  do not represent H: WO 20061077366
PCT/0112005/004991  (A) estcriffcation of a
corresponding compound of formula I in which R' R9e,
R9F R'` and R9v represent H; or (B)
trans-esterification of a corresponding compound of
formula I in which  R'a, R9c, R91, R9` and R93' do not
represent H (and do not represent the same  5 value of
the corresponding R9', R9`, R9; R9 and R93' group in
the  compound of formula Ito be prepared), in the
presence of a compound of formula X, R9`OH XXX in
which R9' represents R9H, R9c, R9}, R'9 or R9y
provided that it does not represent  10 H1 (>a-viii)
for compounds of formula I in which T represents a C,
alkylene croup  substituted with 01, in which G'
represents -A'-Rl2a. A' represents  C(0)A2-, A.2
represents a single bond and Rl" represents H, and Y
represents  -C(O)ORS', in which R9" is other than H,
reaction of a corresponding compound of 15 formula I
in which the C, allcylene group that T represents is
unsubstituted, with a  C,_6 alkyl formate in the
presence of a suitable base;  (six) for compounds of
formula I in which Q and X' are as defined in Claim 1,
provided that when Xl or X2 (as appropriate)
represents -C(O)OR9a,  



C(O)N(Rlob)R9b C(O)N()C(_NR9~yN(plod)R9d, -S(O)3R9e
-P(O)(0R9f)2, 20 -P(0)(OR9g)N(R,oh)R9n
-p(O)(N(Rlot)R//9) or -B(OR''')2, R9a to R9i R9y R'ob
Rloa Rion and R10' are other than H, reaction of a
compound of formula XXI, R2 L5  R3 T-Y XXI  R4 N R5 R1
wherein T, Y, R', R2, R3, R4 and R5 are as defined in
Claim I and I,' is as defined  above, with a compound
of formula XX'II, 25 L6-Q-Xlb 3 I wherein X'b
represents X', provided that when X1 or X2 (as
appropriate)  represents -C(O)OR9a, -C(O)N(R1p)R90
-C(O)N(H)C(=NR9~N(Rlod)R9d  -S(O)3R9e, -P(O)(OR9C)2,
-P(O)(OR9s)N(R'oh)R9h, -P(O)(N(R'o')R9')2 or
-13(OR9y)2, PCT/C }'i3(1(1 5/('0498 1  NYO'_OUi./0
,366 182  Ry` to R9. R`' Rm`, R10 Rion and R1 other
than H. or a protected derivative  thereof. Q is as
defused in Claim 1 and L is as defined above: (>aa)
for compounds of formula i in which Q represents a
single bond, K1  represents -C(0)OR95 and 02
represents H, reaction of a compound of formula  5 ) 3
in which L' represents tither: (T1 an alkali metal; or
(11) -hug-halide, with carbon dioxide, followed by
acidification; ()axi) for compounds of formula I in
which Q represents a single bond and X1  -C(O)OR 9" or
-C(O)N(R1ob)P9h reaction of a corresponding compound
10 represents of formula )Da in which L5 is a suitable
leaving group With CO (or a reagent that  is a
suitable source of CO), in the presence of a compound
of formula }OVA as  



defined above or a compound of formula =11 as defined
below, and an  appropriate catalyst system; 15 (mail)
for compounds of formula I in which Q represents a
single bond; X1  represents -B(0R9i.)3 and R9''
represents H. reaction of a compound of formula  as
defined above with boronic acid or a protected
derivative thereof and an  appropriate catalyst
system, followed by (if necessary) deprotection;
(2aaiii) for compounds of formula I in which Q
represents a single bond and X1  20 represents
S(0)3R9e reaction of a compound of formula as defined
above  with: (A) for such compounds in which R9e
represents H. either S03 (or a  suitable source of SO3
such as a SO3' pyridine or SOs*Et3N complex) or  with
S02 followed by treatment with N-chlorosuccinimide and
then  hydrolysis; (B) for such compounds in which R9e
is other than H, cblorosulfonic acid  followed by
reaction with a compound of formula XX as defined
above in  which R9' represents R9`; (aaxiv) for
compounds of formula I in which X1 or X' (as
appropriate) represents  30 -C(O)OR9a, -S(0)3R9`,
-P(0)(0R9C)2 or -B(0R9j')2, in which R9 R9e, R9fand
R9y  represent Id, hydrolysis of a corresponding
compound of formula I in which P.9"  R9e R9r or R9y
(as appropriate) do not represent H, or for compounds
of formula I WO 2006(077366 PCT/G)3zOOS/one98i  IE3 in
which or X2 (as appropriate) represents C(O)ORS' or
-P(Oj(0R9in  which R9a and R9' represent H. a
corresponding compound of formula I in which  Xl or X2
(as appropriate) represents -C(O)N(H)S(O),R",
-P(0)(GR9-)N(R'ol')R9h  or -P(O)(N(R10i)R9'), (as
appropriate); 5 (xnv) for compounds of formula I in
which X' or X' (as appropriate) represents  -C(O)OR9a,
-S(O)3R9c -P(O)(OR9f)2, -P(O)(OR99)N(R'Oh)R9h or
-B(OR9}')3 and  R9a, R9e R9i, R91 and Rya' do not
represent H: (A) esteri ication of a corresponding
compound of formula I in which R9a,  



R9", R9F R99 and R9j' represent H; or 10 (B)
trans-esterification of a corresponding compound of
formula I in which  R9a, R9e, R9 , R99 and R9j do not
represent H (and do not represent the same  value of
the corresponding R9a We, R9; R9 and R9j' group in the
compound of formula I to be prepared), in the presence
of the appropriate alcohol of formula XX as defined
above  15 (xxxvi) for compounds of formula I in which
Q represents a Cl allylene group  substituted with Gl,
in which Gl represents A' represents  -C(O)A2-, A2
represents a single bond and R12' represents H. and X1
represents  _C(0)OR9a, in which R9' is other than H,
reaction of a corresponding compound of -- formula I
in which the Cl allylene group that Q represents is
unsubstituted, with a  20 C14 alkyl formate in the
presence of a suitable base: or (xxxvii) for compounds
of formula I in which X1 or X2 (as appropriate)
represents  -C(O)N(RI0b)R9b -C(O)N()C(_NR9c~N(Rlod)R9d
-C(O)N(f7CN or  -C(O)N(H)S(O)2R" reaction
of~a/correspo/nding compound of formula I in which  X1
represents -C(O)0R9 with a compound. of formula Xk7I1,
25 R25(R26) XXIII  wherein R25 and R26 represent, in
the case of a compound of formula I in which X'  or X2
(as appropriate) represents: (1) -C(O)N(Rlob)R9b R9b
and Rlob. (2) -C(O)N(I )CNR9c)N(RlO)R9d' C(
NP9gN(R`on)R9d and H;  30 (3) -C(O)N(H)CN, -CM and H;
or // (4) -C(O)N(H)S(0)2R'', -S(0)2R" and H,
respectively, and R9b to R9e Rlob Rlod and R' 1 are as
defiled in Claim 1, 




