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mediated through the action of oxytocin which comprises administering to
a mammal in need thereof of an effective amount of a compound of the for-
mula (I)and/or a physiologically acceptable derivative thereof, wherein the
substituents have the meaning given in the description. Disclosed are also
novel compounds of formula (I) and processes for their preparation.
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SUBSTITUTED DIKETOPIPERAZINES AS OXYTOCIN ANTAGONILISTS

This invention relates to the use of a class of diketopiperazine derivatives as potent and
selective antagonists of oxytocin, to novel compounds within that class and to processes
for their preparation.

USP5817751 describes combinatorial and solid phase methods for the synthesis of
diverse diketopiperazine derivatives and the use of these methods to create libraries of
diverse diketopiperazine derivatives.

W099/47549 describes diketopiperazine derivatives including 3-benzyl-2,5
diketopiperazine derivatives as inhibitors of fructose 1,6-bisphospate (FBPase).
W099/38844 describes a method for preparing N-[aliphatic or aromatic) carbonyl]-2-
aminoacetamide compounds and their cyclisation to give inter alia diketopiperazine
derivatives.

W099/37304 describes oxaheterocyclyl compounds including oxapiperazinyl compounds
that are inhibitors of Factor Xa.

The hormone oxytocin is potent contractor of the uterus and is used for the induction or
augmentation of labour. Also the density of uterine oxytocin receptors increases
significantly by >100 fold during pregnancy and peaks in labour (pre-term and term).
Pre-term births/labour (between 24 and 37 weeks) causes about 60% of infant
mortality/morbidity and thus a compound which inhibits the uterine actions of oxytocin
e.g. oxytocin antagonists, should be useful for the prevention or control of pre-term
labour. |

We have found a class of diketopiperazine derivatives which exhibit a particularly useful
level of activity as selective antagonists at the oxytocin receptor.

The present invention thus a method of treating or preventing diseases or conditions
mediated through the action of oxytocin which comprises administering to a mammal 1n
need thereof of an effective amount of a compound of the formula (I)
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and/or a physiologically acceptable derivative thereof, wherein:

R, represents aryl (Ci4) alkyl or a 5-7 membered cycloalkyl group optionally substituted
with one or more hydroxyl groups which is fused to an optionally substituted benzene
ring;

R, represents Cj.galkyl (optionally substituted by a Cjalkoxy, Ci-alklthio, di(Cypalkyl)
amino or a Cs.4 cycloalkyl group) or Cs.¢cycloalkyl, or 5-6 membered heterocyclic group
containing a single hetero atom selected from O, S or N, which nitrogen atom carries a
hydrogen atom or a methyl or ethyl group;

R; represents optionally substituted phenyl, a 5 or 6 membered hetero aryl group or a
fused bicyclic ring system containing 9-10 ring members which may be a carbocyclic
group or it may contain up to 3 heteroatoms selected from O, S or N and one of the fused
rings is benzene;

R, represents OH or OC,4 alkyl (optionally substituted with Cjsalkylcarbonyloxy) or
NR5R6;

R represents hydrogen, C_galkyl (optionally substituted with C;4alkoxy) or Cs.
scycloalkyl;

R¢ represents hydrogen, Cj.salkoxy, Cs.scycloalkyl, Ci4alkyl [optionally substituted with
one or more groups selected from, carboxyl, C4alkylsulphonyl, or C-4alkoxycarbonyll,
C,.4alkyl [optionally substituted with one or more groups selected from halogen, hydroxy,
C,4alkoxy or NR;Rg wherein R7 and Rg independently represent hydrogen or Ci4alkyl or
together with the nitrogen atom to which they are attached to form a 3-7 membered
saturated heterocyclic ring which may contain an additional heteroatom selected from O,
S or N (and which heterocyclic group may be substituted by 1 to 3 groups selected from
C,.salkyl, hydroxy, C;.3 alkoxy (optionally substituted by C 3.6 cycloalkyl or optionally
subtituted phenyl), C 3.¢cycloalkyl or NRcRy wherein R; and Rq each independently
represent a group selected from C 1salkyl (optionally substituted by C 3.4 cycloalkyl or
optionally substituted phenyl ) or C 3.6 cycloalkyl)] or Rerepresents a phenyl or benzyl
group (optionally substituted by one or more methoxy or benzyloxy groups) or an
optionally substituted heteroarylmethyl group or a heteroaryl group or Cs.7 cycloalkyl or
the group CH,CONRGgR o wherein Ry represents hydrogen or C4alkyl, Rjp represents
hydrogen, C;alkyl optionally substituted by a 5 or 6 membered heteroaryl group or Ry,
R0 and the nitrogen atom to which they are attached together form a 5 or 6 membered
saturated heterocyclic ring and wherein the 6 membered heterocyclic group may contain
an additional heteroatom selected from oxygen, sulphur or nitrogen and the additional
nitrogen atom either carries a hydrogen atom or a C;-4alkyl or Ci4alkanoyl group; or Rs
and R together with the nitrogen atom to which they are attached forma3to7
membered saturated heterocyclic ring which heterocycle may contain an additional
heteroatom selected from oxygen, sulphur and nitrogen and wherein the sulphur atom
may be in an oxidised form e.g. SO, and the additional nitrogen atom either carries a
hydrogen atom or a Cy4alkyl or a Cj.salkanoyl group or a C4alkylsulphonyl group or a
C1.3 alkoxyC,.4 alkyl [and which heterocyclic groups may be substituted by one or more
halogen atoms or a group selected from C;.zalkyl, hydroxy, oxo, C 3.scycloalkyl or NReR¢
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wherein R, and R¢ each independently represent a group selected from C ;.3alkyl
(optionally substituted by C 3.4 cycloalkyl or optionally substituted phenyl ) or C 3.6

cycloalkyl].

The invention also provides novel compounds of formula (I). A particularly useful class
of novel compounds of formula (I) are those wherein R; is 2-indanyl optionally
substituted by hydroxyl and more particularly a 2-indanyl group and Rz, R3 and R4 have
the meanings defined above and/or physiologically acceptable derivatives thereof. A
further useful class of novel compounds of formula (I) are those wherein R, is a 2-
phenethyl and R>, R3 and R4 have the meanings defined above and/or physiologically
acceptable derivatives thereof.

The compounds of formula (I) contain at least three centers of asymmetry, namely the
carbon atoms carrying the substituents R;, Rz and R3 respectively and it is to be
understood that formula (I) includes all possible stereoisomers and mixtures thereof. The
substituent R3 may exist in more than one tautomeric form and it is to be all understood
that formula (I) includes all possible tautomeric forms and mixtures thereof.

The compounds of formula (I) wherein at least one of the groups R;, Ra,R;3 or R4 contains
a basic or acidic grouping may form salts with physiologically acceptable acids or bases
and reference to compounds of formula (I) herein includes such salts.

As used herein, the terms “physiologically acceptable derivative” or “ pharmaceutically
acceptable derivative”, mean any pharmaceutically acceptable salt, solvate, or prodrug
e.g. ester or carbamate, or salt or solvate of such a prodrug, of a compound of formula (1),
which upon administration to the recipient is capable of providing (directly or indirectly)
a compound of formula (I), or an active metabolite or residue thereof. Preferred
pharmaceutically acceptable derivatives are salts and solvates.

As used herein, the term “prodrug” means a compound which is converted within the
body, e.g. by hydrolysis in the blood, into its active form that has medical effects.
Pharmaceutically acceptable prodrugs are described in T. Higuchi and V. Stella, Prodrugs
as Novel Delivery Systems, Vol. 14 of the A.C.S. Symposium Series, and in Edward B.
Roche, ed., Bioreversible Carriers in Drug Design, American Pharmaceutical Association
and Pergamon Press, 1987, Esters
may be active in their own right and /or be hydrolysable under in vivo conditions in the
human body. Suitable pharmaceutically acceptable in vivo hydrolysable ester groups
include those which break down readily in the human body to leave the parent acid or its

salt. Examples of such esters include alkyl and 1-(acetyloxy)ethyl esters.
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The term alkyl as a group or part of a group refers to a straight or branched alkyl group
e.g. methyl, ethyl, propyl, isopropyl, n-butyl, 1-methylpropyl, 2-methylpropyl, t-butyl,
pentyl or hexyl.

The term C 3¢ cycloalkyl as a group or part of a group includes cyclopropyl, cyclobutyl,
cyclopentyl and cyclohexyl groups. The term Cs.scycloalkyl also includes cycloheptyl.

The term halogen refers to fluorine, chlorine, bromine or iodine.

Unless otherwise specified the term optionally substituted phenyl refers to a phenyl group
which may be substituted by 1 to 3 substituents which may be the same or different and
selected from halogen, hydroxy, C;.alkyl (optionally substituted by 1-3 halogen atomsor
NR_R;, [wherein R, is hydrogen or Ci4 alkyl, Ry, is hydrogen, Ci4 alkyl, or R, and Ry,
together with the nitrogen atom to which they are attached to form a 5 to 7 membered
ring, which ring is saturated and may contain an additional heteroatom selected from
nitrogen, oxygen or sulphur]), C;.4 alkylsulphonyl, carboxyl, C;.4 alkoxycarbonyl, di(Ci.-
salkyl)aminocarbonyloxy, C;4alkoxy (optionally substituted by 1-3 halogen atoms,
amino, Ci alkylamino or di-(C;4alkyl) amino), phenyl (optionally substituted by
halogen or alkylaminosulphonyl), Cj4alkoxy, NRaRy [wherein R, is hydrogen or Ci.4
alkyl, Ry is hydrogen, C;.4 alkyl, C14 alkanoyl or C;4 alkylsulphonyl or R; and Ry,
together with the nitrogen atom to which they are attached to form a 5 to 7 membered
ring, which ring is saturated and may be substituted by hydroxyl or 1 or 2 C;4alkyl
eroups or may be spiro-fused to a dioxalane ring or may contain an additional heteroatom
selected from nitrogen, oxygen or sulphur and may be substituted by 1 or 2 C;.4alkyl
groups, or which ring is unsaturated and contains 1-3 additional nitrogen atoms], a 5 or 6
membered heteroaryl group, an optionally N-substituted aminocarbonyl or
aminosulphonyl group (wherein the substituents may be 1 or 2 C;4 alkyl groups) or a
dihydroxyboryl group).

The term 5 membered heteroaryl refers to a 5 membered ring which contains a
heteroatom selected from oxygen, sulphur or nitrogen and which may also contain from 1
to 3 additional nitrogen atoms and which groups may be substituted by 1 or more groups
selected from halogen, trifluoromethyl, C;4 alkyl , cycloalkyl, heteroaryl, saturated
heterocyclic, or phenyl groups. Examples of such 5 membered heteroaryl groups include
furanyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, imidazolyl, pyrazolyl,
oxadiazolyl, thiadiazolyl, triazolyl or tetrazoly! and these heterocycles may be substituted
as described above.

The term 6-membered heteroaryl group refers to a 6-membered unsaturated ring which
contains from 1 to 3 nitrogen atoms and which may be substituted by 1 to 3 Cy4 alkyl
eroups, or trifluoromethyl, or alkoxy groups. Examples of such groups include pyridyl,
methylpyridyl, trifluoromethylpyridyl, pyrimidinyl and triazinyl.

A
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When Rz isa 5 or 6 membered heteroaryl group this is linked to the rest of the molecule
via a carbon atom in the ring.

When R; is a fused bicyclic carbocyclic ring system this may be for example a naphthyl,
tetrahydronaphthyl, indanyl or indenyl group.

When Rs is a fused bicylic system containing up to 3 heteroatoms which may be the same
or different, this is conveniently a 6,5 or 6,6 ring system wherein the heterocycle may be
partially saturated or together with the benzene ring to which 1t 1s fused to form a
heteroaryl group and the heterocycle may be substituted by 1 or 2 groups selected from
C;- alkyl or halogen or haloalkyl and or may contain a carbonyl group. The said R;
sroup may be linked to the rest of the molecule via a carbon atom in the benzene ring or a
carbon atom in the heterocyclic group.

When Rj is a fused 6,6 heteroaryl group the hetero ring contains from 1 to 3 nitrogen
atoms and examples of such heteroaryl groups include quinolinyl, isoquinolinyl,
phthalazinyl, cinnolinyl, quinazolinyl, quinoxalinyl, 1,2,3 benzotriazinyl or 1,2,4
benzotriazinyl.

When R is a 6,5 bicyclic heteroaryl group the 5 membered heterocycle contains a hetero
atom selected from O, S or N and may in addition also contain a further 1 or 2 nitrogen
atoms and the heterocyclic ring may also be substituted by 1 or 2 Cy4 alkyl or halogen or
haloalkyl and or may contain a carbonyl group. Examples of such 6, 5 bicyclic heteroaryl
oroups include benzofuranyl, benzothienyl, indolyl, benzo-oxadiazolyl,
benzothiadiazolyl, benzo-oxazolyl, benzothiazolyl, benzoisothiazolyl, benzoisoxazolyl,
benzimidazolyl, indazolyl or benzotriazolyl and these groups may be substituted as
described above.

When Rz is a 6,6 or 6,5 bicyclic heterocyclic group and the hererocycle is partially
saturated, this may contain 1 or 2 heteroatoms selected from O, S or N. Examples of such
groups include indolinyl, isoindolinyl, dihydrobenzofuranyl, dihydrobenzothienyl, 1,3-
benzodioxolyl, benzopyrrolyl, 1,3-benzodithiolyl 1,4-benzodioxanyl, phthalyl,
thiophthalyl, chromanyl or chromenyl and the groups may be substituted by one or more
halogen or Ci.4 alkyl groups, haloalkyl, or may contain a carbonyl group.

When Rj is a fused bicyclic heteroaryl linked via the benzene ring therein then suitable
examples of such a group include 6-quinolinyl, 4-isoindolinyl, 4-(N -methyl-isoindolinyl,
benzimidazolyl, benzothiazolyl, benzofuranyl, benzothienyl, benzimidazolyl
benzoxazolyl, 2 methyl-benzo-oxazolyl, benzothiadiazolyl, benzotriazolyl and 1-methyl -
benzotriazolyl.
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When R is a fused bicyclic heteroaryl group linked via the heteroaryl ring this may be
for example a 2-benzofuranyl, 2-benzothienyl or 2-N-methylindolyl group .

When Rs is a 6,6 or 6,5 heterocyclic group wherein the heterocycle is partially saturated
this is conveniently linked via the benzene ring therein and suitable examples include
dihydrobenzofuran, dihydrobenzopyrrole, 1,3-benzodioxolyl, 2,2-difluoro-1,3-
benzodioxolyl, and 1,4-benzodioxanyl.

When Rs is a substituted phenyl group the said group conveniently carries from 1 to 3
substituents which may be the same or different selected from fluorine, chlorine, bromine
Csalkyl(methyl), Cishaloalkyl (trifluoromethyl), Cisalkoxy (methoxy, ethoxy),
haloalkoxy (trifluoromethoxy), aminoethoxy e.g. dimethylaminoethoxy, Ci.
salkoxycarbonyl, carboxy, hydroxy, phenyl or phenyl (substituted by halogen or
alkylaminosulphonyl), NR Ry [wherein R, is hydrogen or Cioalkyl and Ry is Ci.palkyl,
C,4alkanoyl, C4alkylsulphonyl, Csalkylaminocarbonyl] or NRaRy represents a
pyrrolidino or piperidino ring, which ring may be substituted by a C;-palkyl, hydroxyl or a
2.2-1,3-dioxolane group or NR,Ry, represents a morpholino or a piperazino group which
groups may be substituted by 1 or 2 Cy.;alkyl groups or NR.Ry represents a S5or6
membered heteroaryl group containing from 1 to 4 nitrogen atoms (such as a 1-
imidazolyl, 1,2-pyrazolyl, 1,2,3-triazolyl or 1,2,4-triazolyl substitutent), C;.
salkylsulphonyl, C.salkylaminocarbonyl, Cy.3 alkylaminosulphonyl, dihydroxyboryl or a
5 or 6 membered atom heteroaryl group containing from 1 to 4 nitrogen atoms and which
is linked to the phenyl group via a carbon atom in the heteroaryl group (for example
pyridyl, pyrazolyl, imidazoly! or tetrazol 5-yl, which heteroaryl groups may be
substituted by 1 or more Cy-4 alkyl groups.

Examples of suitable R3 groups wherein R3 is optionally substituted phenyl include
phenyl, halophenyl such as 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 4-
chlorophenyl, 3-chlorophenyl, 2-chlorophenyl, 4-bromophenyl, 2.3-difluorophenyl, 3,4~
difluorophenyl, 2,4-difluorophenyl, 3,5-difluorophenyl, 2,5-difluorophenyl, 2-chloro-4-
fluorophenyl, 2,4-dichlorophenyl, 3,4-dichlorophenyl, 2 fluoro-4-bromophenyl, 4-chloro-
3-fluorophenyl 2,3,4-trifluorophenyl 2,4,5-trifluorophenyl or 2.4,6-trifluorophenyl, 2-
fluoro-4,5-dimethoxyphenyl, 3-fluoro-4-methoxyphenyl, 4-fluoro-3-methoxyphenyl, 2-
fluoro-4 methoxyphenyl, 2- fluoro-4 hydroxyphenyl, 2-fluoro-4-
dimethylaminomethylphenyl, 2-fluoro-4-hydroxymethylphenyl, 3 -fluoro-4-(4-
morpholino)phenyl, 3 -fluoro-4-carboxymethyloxyphenyl, 3-fluoro-4-t-
butyloxycarbonylmethyloxyphenyl, 3-fluoro-4-dimethylaminocarbonyloxyphenyl, 3-
chloro-4 trifluoromethoxyphenyl, 2,3-difluoro-4-methyl-phenyl, 4-
trifluoromethoxyphenyl, 4-trifltuoromethylphenyl, 4-hydroxyphenyl, 4-methoxyphenyl, 4-
methoxycarbonylphenyl, 3-methoxycarbonyphenyl, 4-methylsulphonylphenyl, 4-
methylaminocarbonylphenyl, 4- aminocarbonylphenyl, 4-methylaminosulphonylphenyl,
3-(3-pyrazyolyl)phenyl, 4-(3-pyrazolyl)phenyl, 4-(4-pyrazolyl)phenyl, 4-(3-
pyridyl)phenyl, 4-(2-pyridylphenyl), 4-(2-imidazolyl)phenyl, 3-(2-imidazolyl)phenyl, 4-
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(1-t-butyl-tetrazol-5-yl)phenyl, 4-methylaminophenyl, 4-dimethylaminophenyl, 4-
diethylaminophenyl, 4-acetylaminophenyl, 3-acetylaminophenyl, 4-hydroxy-3-
acetylaminophenyl, 4-methylsulphonylaminophenyl, 4-N-methylpiperazinophenyl, 4-N-
pyrrolidinophenyl, 2-fluoro-4-(4-morpholino)phenyl, 4- (4-morpholino)phenyl, 4-(4-
hydroxypiperidino)phenyl, 2-fluoro-4-(4-hydroxypiperidino)phenyl, 3- (1-
pyrazolyl)phenyl, 4-(1-pyrazolyl)phenyl, , 4-(1-3,5 di-t-butylpyrazolyl)phenyl, 3-(1-
imidazolyl)phenyl, 4-(1-imidazolyl)phenyl, 4-(1-1,2,4-triazolyl)phenyl, 4-(1-1,2,3-
triazolyl)phenyl, 4-(2-4,-t-butylthiazolyl)phenyl, 4-(5- 2-t-butyltetrazolyl)phenyl, 4-(4
spiro-1,3-dioxolanyl)piperidinophenyl, 4-(4-fluorophenyl)phenyl, 4-(4-
ethylaminosulphonylphenyl)phenyl, 4-dimethylaminoethoxyphenyl or 3~(
dihydroxyboryl)phenyl.

When R; isa 5 or 6 membered heteroaryl group suitable examples of such groups include
2-furanyl, 3-thienyl, 3-furanyl, 2-thienyl, 4-bromo-2-thienyl, 5-bromo-2-thienyl, 5-
chloro-2-thienyl, 3-fluoro-5-methyl-2-thienyl, 5-fluoro-2-thienyl, 5-methyl-2-thienyl, 5-
methyl-2-furanyl, 5-bromo-2-furanyl, 4,5-dimethyl-2-furanyl, 2,3 -dimethyl-5-thienyl, 5-
trifluoromethyl-2-furanyl, 2-furanyl-4-carboxylic acid methylamide, 2-furanyl-5-
carboxylic acid methylamide, 2-pyridyl, 6-methyl-2-pyridyl, 6-methyl-3-pyridyl, 6-
hydroxy-3-pyridyl, 6-methoxy-3-pyridyl, 6-trifluoromethyl-3-pyridyl, 3 -pyridyl, 4-
pyridyl, 3,5-pyrimidinyl, 2-thiazolyl, 4-oxazolyl, 4-thiazolyl, 2-methyl-4-oxazolyl, 2-
ethyl-4-oxazolyl, 2-cyclopropyl-4-oxazolyl, 2-trifluoromethyl-4-oxazolyl, 2,5-dimethyl- -
4-oxazolyl, 4-thiazolyl, 2-methyl-4-thiazolyl, 2-trifluoromethyl-4-thiazolyl, 2-
trifluoromethyl-5-thiazolyl, 4-isoxazolyl, 1-methyl-4-pyrazolyl, 1,3-dimethyl-5-
pyrazolyl, 5-(2-pyridyl)-2-thienyl, 2-(4-morpholino)-5-thiazolyl or 2-(4-methyl-1-
piperazino)-5-thiazolyl.

When R; is an optionally substituted fused bicyclic ring system examples of suitable
groups include 2,3-dihydro-1-benzofuran-5-yl, 1,3-benzodioxol-5-yl, 1H-1,2,3-
benzotriazol-5-yl, 2,3-dihydro-1,4-benzodioxin-6-yl, 2 2-difluoro-1,3-benzodioxol-5-yl,
1,3-benzothiazol-6-yl, 1-methyl-1H-1,2,3-benzotriazol-5-yl, 1-methyl-1H-1,2,3-
benzotriazol-6-yl, 1,2,3-benzothiadiazol-6-yl, 2-methyl-1,3-benzoxazol-5-yl, 2-methyl-
1,3-benzoxazol-6-yl, 1-benzofuran-5-yl, 1-methyl-1H-lindol-5-yl, 1-benzothien-5-yl, 1-
benzofuran-6-yl, 1H-indol-6-yl, 1-methyl-1H-benzimidazol-6-yl, 1-methyl-1H-
benzimidazol-5-yl, 3-methyl-1,2-benzoisoxazol-5-yl, 2-fluoro-1-benzofuran-5-yl, 1H-
indol-5-yl, 2-methyl-1H-benzofuran-5-yl, 1H-indazol-5-yl, 1H-indazol-6-yl, 1-
benzofuran-2-yl or 1-methyl-1H-benzimidazol-2-yl.

When the group Rj is a 5-7 membered cycloalkyl group which is fused to an optionally
substituted benzene ring the optional substituents may be from 1 to 3 groups which may
be the same or different and selected from halogen, alkyl, alkoxy, hydroxy,
trifluoromethyl, nitro, carboxyl, alkoxycarbonyl or carboxamido.
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When the group R; is aralkyl the aryl moiety is phenyl optionally substituted by 1 to 3
groups which may be the same or different and selected from halogen, alkyl, alkoxy,
hydroxy, trifluoromethyl, nitro, carboxyl, alkoxycarbonyl or carboxamido.

Examples of suitable R; groups include phenethyl or indanyl optionally substituted by
hydroxyl e.g. 2-indanyl, 1-hydroxy -2-indanyl, 5-hydroxy —2-indanyl.

Examples of suitable R; groups include C;4alkyl e.g. isopropyl, 1-methylpropyl or 2-
methylpropyl ,C 1.6 cycloalkyl e.g cyclopentyl.

Conveniently R4 is hydroxy , C 14 alkoxy e.g. methoxy, propoxy, t-butoxy, 1-
acetyloxyethoxy or NRsRe.

A preferred class of compounds of formula (I) are those wherein R4 represents hydroxy or
the group NRsRg or more preferably NRsRs.

A further preferred class of compounds is represented by formula (1a)

O R,
Rz, ‘/U\N/.\{r&
HN\‘).,,IRz 0
O

(1a)

wherein the groups R;, Rz R; and R4 have the meanings defined for formula (1)
Conveniently R, is a group selected from 2-phenethyl or 2-indanyl (1H-inden-2-yl) optionally
substituted by hydroxyl and more particularly 2-indanyl. Conveniently R; is a group selected

from isopropyl, 1-methyl propyl, 2-methylpropyl or cyclopentyl and more preferably
Rz is a group selected from 1-methylpropyl, or 2-methylpropyl.

Conveniently Rj is a group selected from phenyl, halophenyl such as 2-fluorophenyl, 3-
fluorophenyl, 4-fluorophenyl, 4-chlorophenyl, 3-chlorophenyl, 2-chlorophenyl, 4-
bromophenyl, 2,3-diftuorophenyl, 3,4-diftuorophenyl, 2,4-difluorophenyl, 3,5-
difluorophenyl, 2,5-difluorophenyl, 2-chloro-4-fluorophenyl, 2,4-dichlorophenyl, 3,4-
dichlorophenyl, 2 fluoro-4-bromophenyl, 4-chloro-3-fluoropheny! 2,3,4-trifluorophenyl
2,4,5-trifluorophenyl or 2,4,6-trifluorophenyl, 2-fluoro-4,5-dimethoxyphenyl, 3-fluoro-4-
methoxyphenyl, 4-fluoro-3-methoxyphenyl, 2-fluoro-4 methoxyphenyl, 2- fluoro-4
hydroxyphenyl, 2-fluoro-4-dimethylaminomethylphenyl, 2-fluoro-4-
hydroxymethylphenyl, 3-fluoro-4-(4-morpholino)phenyl, 3-fluoro-4-
carboxymethyloxyphenyl, 3-fluoro-4-t-butyloxycarbonylmethyloxyphenyl, 3-fluoro-4-
dimethylaminocarbonyloxyphenyl, 3-chloro-4 trifluoromethoxyphenyl, 2,3-difluoro-4-
methyl-phenyl, 4-trifluoromethoxyphenyl, 4-trifluoromethylphenyl, 4-hydroxyphenyl, 4-
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methoxyphenyl, 4-methoxycarbonylphenyl, 3-methoxycarbonyphenyl, 4-
methylsulphonylphenyl, 4-methylaminocarbonylphenyl, 4- aminocarbonylphenyl, 4-
methylaminosulphonylphenyl, 3-(3-pyrazyolyl)phenyl, 4-(3 -pyrazolyl)phenyl, 4-(4-
pyrazolyl)phenyl, 4-(3-pyridyl)phenyl, 4-(2-pyridylphenyl), 4-(2-imidazolyl)phenyl, 3-(2-
imidazolyl)phenyl, 4-(1-t-butyl-tetrazol-5-yl)phenyl, 4-methylaminophenyl, 4-
dimethylaminophenyl, 4-diethylaminophenyl, 4-acetylaminophenyl, 3-
acetylaminophenyl, 4-hydroxy-3-acetylaminophenyl, 4-methylsulphonylaminophenyl, 4-
N-methylpiperazinophenyl, 4-N-pyrrolidinophenyl, 2-fluoro -4-(4-morpholino)phenyl, 4-
(4-morpholino)phenyl, 4-(4-hydroxypiperidino)phenyl, 2~-fluoro-4-(4-
hydroxypiperidino)phenyl, 3-(1-pyrazolyl)phenyl, 4-(1-pyrazolyl)phenyl, , 4-(1-3,5 di-t-
butylpyrazolyl)phenyl, 3-(1-imidazolyl)phenyl, 4-(1 -imidazolyl)phenyl, 4-(1-1,2,4-
triazolyl)phenyl, 4-(1-1,2,3-triazolyl)phenyl, 4-(2-4,-t-butylthiazolyl)phenyl, 4-(5- 2-t-
butyltetrazolyl)phenyl, 4-(4 spiro-1,3-dioxolanyl)piperidinophenyl, 4-(4-
fluorophenyl)phenyl, 4-(4-ethylaminosulphonylphenyl)phenyl, 4-
dimethylaminoethoxyphenyl,3-(dihydroxyboryl)phenyl, 2-furanyl, 3 -thienyl, 3-furanyl,
2-thienyl, 4-bromo-2-thienyl, 5-bromo-2-thienyl, 5-chloro-2-thienyl, 3-fluoro-5-methyl-
2-thienyl, 5-methyl-2-thienyl, 5-methyl-2-furanyl, 5-bromo-2-furanyl, 4,5-dimethyl-2-

furanyl, 5-trifluoromethyl-2-furanyl, 2-furanyl-4-carboxylic acid methylamide, 2-furanyl-

5-carboxylic acid methylamide, 2-pyridyl, 6-methyl-2-pyridyl, 6-methyl-3-pyridyl, 6-
methoxy-3-pyridyl, 6-hydroxy-3-pyridyl, 6-trifluoromethyl-3-pyridyl, 3 -pyridyl, 4-
pyridyl, 3,5-pyrimidinyl, 2-thiazolyl, , 2-methyl-4-oxazolyl, 2-ethyl-4-oxazolyl, 2-
cyclopropyl-4-oxazolyl, 2-trifluoromethyl-4-oxazolyl, 2,5-dimethyl-4-oxazolyl, 4-
thiazolyl, 2-methyl-4-thiazolyl, 2-trifluoromethyl-4-thiazolyl, 2-trifluoromethyl-5-
thiazolyl, 1-methyl-4-pyrazolyl, 1,3-dimethyl-5-pyrazolyl, 5-(2-pyridyl)-2-thienyl, 2,3-
dihydro-1-benzofuran-5-yl, 1,3-benzodioxol-5-yl, 1H-1,2,3-benzotriazol-5-yl, 2,3-
dihydro-1,4-benzodioxin-6-yl, 2,2-difluoro-1,3-benzodioxol-5-yl, 1,3 -benzothiazol-6-yl,
1-methyl-1H-1,2,3-benzotriazol-5-yl, 1-methyl-1H-1,2,3-benzotriazol-6-yl, 1,2,3-
benzothiadiazol-6-yl, 2-methyl-1,3-benzoxazol-5-yl, 2-methyl-1,3-benzoxazol-6-yl, 1-
benzofuran-5-yl, 1-methy-1H-lindol-5-yl, 1-benzothien-5-yl, 1-benzofuran-6-yl, 1H-
indol-6-yl, 1-methyl-1H-benzimidazol-6-yl, 1-methyl-1H-benzimidazol-5-yl, 3-methyl-
1,2-benzoisoxazol-5-yl, 2-fluoro-1-benzofuran-5-yl, 1H-indol-5-yl, 2-methyl-1H-
benzofuran-5-yl, 1H-indazol-5-yl, 1H-indazol-6-yl, 1-benzofuran-2-yl or 1-methyl-1H-
benzimidazol-2-yl.

Conveniently the group Rs is hydrogen, Cj4alkyl e.g. methyl or CysalkoxyCy4alkyl e.g.
2-methoxyethyl and Rg is a group selected from hydrogen, Ci4alkoxy e.g. methoxy, Ci.
salkyl e.g. methyl, n-propyl, isopropyl or t-butyl, Ci-4 alkyl substituted by 1 to 3 halogen
atoms e.g. 2,2,2-trifluoroethyl or 2-fluoroethyl, C;.salkyl substituted by alkoxycarbony! or
carboxyl e.g. methoxycarbonylmethyl or carboxymethyl, alkyl substituted by alkoxy e.g
methoxyethyl, 2,2-dimethoxyethyl, alkyl substituted by hydroxy e.g. hydroxyethyl or
alkyl substituted by dialkylamino e.g. dimethylaminoethyl, 2-benzyloxyphenyl,
dimethoxybenzyl, optionally substituted heteroarylmethyl e.g. 2-pyridylmethyl, 3-
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pyridylmethyl, 4-pyridylmethyl, 3-methylimidazolylmethyl, heteroaryl such as thiazolyl
e.g. 2-1,3-thiazolyl, alkyl substituted by NR7Rg [wherein NR;Rg form a 6-membered
heterocyclic ring (e.g. piperidinoethyl or morpholinoethyl)], cycloalkyl e.g. cyclopropyl
or cyclohexyl, or NRsRg represents, azetidino, 3-hydroxyazetidino, 3-methoxyazetidino,
pyrrolidino, piperidino, 4-dimethylaminopiperidino, 4-methyl 1,4-diazepan-1-yl,
morpholino, an optionally substituted piperazino ring e.g. N-methylpiperazino,N-
methanesulphonylpiperazino, N-2-methoxyethylpiperazino, thiomorpholino or the
sulphoxide or sulphone thereof.

A preferred class of compounds of the invention are those of formula (1a) wherein R;is 2-
indanyl, R 1s a group selected from 1-methylpropyl or 2-methylpropyl and R4 1s hydroxy
and/or more particularly the group NR;RGs.

A further preferred class of compounds of the invention are those of formula (1a) wherein
Rs 1s a group selected from hydrogen, C;.salkyl e.g. methyl or Ci4alkoxyC,.4alkyl e.g. 2-
methoxyethyl and Rg 1s a group selected from hydrogen, C;_4alkoxy e.g. methoxy, C;.
salkyl e.g. methyl, n-propyl, 1sopropyl or t-butyl, C;.4 alkyl substituted by 1 to 3 halogen
atoms e.g. 2,2,2-trifluoroethyl or 2-tfluoroethyl, C;.4alkyl substituted by alkoxycarbonyl or
carboxyl e.g. methoxycarbonylmethyl or carboxymethyl, alkyl substituted by alkoxy e.g
methoxyethyl, 2,2-dimethoxyethyl, alkyl substituted by hydroxy e.g. hydroxyethyl or
alkyl substituted by dialkylamino e.g. dimethylaminoethyl, 2-benzyloxyphenyl,
dimethoxybenzyl, optionally substituted heteroarylmethyl e.g. 2-pyridylmethyl, 3-
pyridylmethyl, 4-pyridylmethyl, 3-methylimidazolylmethyl, heteroaryl such as thiazolyl
e.g. 2-1,3-thiazolyl, alkyl substituted by NR;7Rg [wherein NR7Rg form a 6-membered
heterocyclic ring (e.g. piperidinoethyl or morpholinoethyl)], cycloalkyl e.g. cyclopropyl
or cyclohexyl, or NRsRg represents, azetidino, 3-hydroxyazetidino, 3-methoxyazetidino,
pyrrolidino, piperidino, 4-dimethylaminopiperidino, 4-methyl 1,4-diazepan-1-yl,

- morpholino, an optionally substituted piperazino ring e.g. N-methylpiperazino, N-

methanesulphonylpiperazino, N-2-methoxyethylpiperazino, thiomorpholino or the
sulphoxide or sulphone thereof.

A yet further preferred class of compounds of the invention are those of formula (1a)
wherein R3 is a group selected from phenyl, halophenyl such as 2-fluorophenyl, 3-
fluorophenyl, 4-fluorophenyl, 4-chlorophenyl, 3-chlorophenyl, 2-chlorophenyl, 4-
bromophenyl, 2,3-difluorophenyl, 3,4-difluorophenyl, 2,4-difluorophenyl, 3,5-
difluorophenyl, 2,5-difluorophenyl, 2-chloro-4-fluorophenyl, 2,4-dichlorophenyl, 3,4-
dichlorophenyl, 2 fluoro-4-bromophenyl, 4-chloro-3-fluorophenyl 2,3,4-trifluorophenyl
2,4,5-trifluorophenyl or 2,4,6-trifluorophenyl, 2-fluoro-4,5-dimethoxyphenyl, 3-fluoro-4-
methoxyphenyl, 4-fluoro-3-methoxyphenyl, 2-fluoro-4 methoxyphenyl, 2- fluoro-4
hydroxyphenyl, 2-fluoro-4-dimethylaminomethylphenyl, 2-fluoro-4-
hydroxymethylphenyl, 3-fluoro-4-(4-morpholino)phenyl, 3-fluoro-4-
carboxymethyloxyphenyl, 3-fluoro-4-t-butyloxycarbonylmethyloxyphenyl, 3-fluoro-4-
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dimethylaminocarbonyloxyphenyl, 3-chloro-4 trifluoromethoxyphenyl, 2,3-difluoro-4-
methyl-phenyl, 4-trifluoromethoxyphenyl, 4-trifluoromethylphenyl, 4-hydroxyphenyl, 4-
methoxyphenyl, 4-methoxycarbonylphenyl, 3-methoxycarbonyphenyl, 4-
methylsulphonylphenyl, 4-methylaminocarbonylphenyl, 4- aminocarbonylphenyl, 4-
methylaminosulphonylphenyl, 3-(3-pyrazyolyl)phenyl, 4-(3-pyrazolyl)phenyl, 4-(4-
pyrazolyl)phenyl, 4-(3-pyridyl)phenyl, 4-(2-pyridylphenyl), 4-(2-imidazolyl)phenyl, 3-(2-~
imidazolyl)phenyl, 4-(1-t-butyl-tetrazol-5-yl)phenyl, 4-methylaminophenyl, 4-
dimethylaminophenyl, 4-diethylaminophenyl, 4-acetylaminophenyl, 3-
acetylaminophenyl, 4-hydroxy-3-acetylaminophenyl, 4-methylsulphonylaminophenyl, 4-
N-methylpiperazinophenyl, 4-N-pyrrolidinophenyl, 2-fluoro-4-(4-morpholino)phenyl, 4-
(4-morpholino)phenyl, 4-(4-hydroxypiperidino)phenyl, 2-fluoro-4-(4-
hydroxypiperidino)phenyl, 3-(1-pyrazolyl)phenyl, 4-(1-pyrazolyl)phenyl, , 4-(1-3,5 di-t-
butylpyrazolyl)phenyl, 3-(1-imidazolyl)phenyl, 4-(1-imidazolyl)phenyl, 4-(1-1,2,4-
triazolyl)phenyl, 4-(1-1,2,3-triazolyl)phenyl, 4-(2-4,-t-butylthiazolyl)phenyl, 4-(5- 2-t-
butyltetrazolyl)phenyl, 4-(4 spiro-1,3-dioxolanyl)piperidinophenyl, 4-(4-
fluorophenyl)phenyl, 4-(4-ethylaminosulphonylphenyl)phenyl, 4-
dimethylaminoethoxyphenyl,3-(dihydroxyboryl)phenyl, 2-furanyl, 3-thienyl, 3-furanyl,
2-thienyl, 4-bromo-2-thienyl, 5-bromo-2-thienyl, 5-chloro-2-thienyl, 3-fluoro-5-methyl-
2-thienyl, 5-methyl-2-thienyl, 5-methyl-2-furanyl, 5-bromo-2-furanyl, 4,5-dimethyl-2-
furanyl, 5-trifluoromethyl-2-furanyl, 2-furanyl-4-carboxylic acid methylamide, 2-furanyl-
5-carboxylic acid methylamide, 2-pyridyl, 6-methyl-2-pyridyl, 6-methyl-3-pyridyl, 6-
methoxy-3-pyridyl, 6-hydroxy-3-pyridyl, 6-trifluoromethyl-3-pyridyl, 3-pyridyl, 4-
pyridyl, 3,5-pyrimidinyl, 2-thiazolyl, , 2-methyl-4-oxazolyl, 2-ethyl-4-oxazolyl, 2-
cyclopropyl-4-oxazolyl, 2-trifluoromethyl-4-oxazolyl, 2.5-dimethyl-4-oxazolyl, 4-
thiazolyl, 2-methyl-4-thiazolyl, 2-trifluoromethyl-4-thiazolyl, 2-trifluoromethyl-5-
thiazolyl, 1-methyl-4-pyrazolyl, 1,3-dimethyl-5-pyrazolyl, 5-(2-pyridyl)-2-thienyl, 2,3-
dihydro-1-benzofuran-5-yl, 1,3-benzodioxol-5-yl, 1H-1,2,3-benzotriazol-5-yl, 2,3-
dihydro-1,4-benzodioxin-6-yl, 2,2-difluoro-1,3 -benzodioxol-5-yl, 1,3-benzothiazol-6-yl,
1-methyl-1H-1,2,3-benzotriazol-5-yl, 1-methyl-1H-1,2,3-benzotriazol-6-yl, 1,2,3-
benzothiadiazol-6-yl, 2-methyl-1,3-benzoxazol-5-yl, 2-methyl-1,3-benzoxazol-6-yl, 1-
benzofuran-5-yl, 1-methy-1H-lindol-5-yl, 1-benzothien-5-yl, 1-benzofuran-6-yl, 1H-
indol-6-yl, 1-methyl-1H-benzimidazol-6-yl, 1-methyl-1H-benzimidazol-5-yl, 3-methyl-
1,2-benzoisoxazol-5-yl, 2-fluoro-1-benzofuran-5-yl, 1H-indol-5-yl, 2-methyl-1H-
benzofuran-5-yl, 1H-indazol-5-yl, 1H-indazol-6-yl, 1-benzofuran-2-yl or 1-methyl-1H-
benzimidazol-2-yl.

Particular preferred compounds of the invention include:

(2R)-2~(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl1)-6-1sobutyl-2,5-
dioxopiperazin-1-yl]-N,N-dimethylethanamide
(2R)-2-(4-fluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl]-N,N-dimethylethanamide
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(2R)-2-(4-fluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl]- morpholinamide
(2R)-2-(4-fluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-1sobutyl-2,5-
dioxopiperazin-1-yl]-N-isopropylethanamide.
(2R)-N-(tert-butyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl]-2-[4-(4-hydroxypiperidin-1-yl)phenyl]ethanamide.
(2R)-2-{(3R,6R)-3~(2,3-dihydro-1H-inden-2-yl)-6-[(1R)-1-methylpropyl]-2,5-
dioxopiperazin-1-yl}-2-(2-fluoro-4-morpholin-4-ylphenyl)-N-isopropylethanamide.
(2R)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-dioxopiperazin-1-yl]-2-
(4-fluorophenyl)-N-(2,2,2-trifluoroethyl)ethanamide.
(2R)-2-(2,4-difluorophenyl)-2-[(3R,6R)-3~(2,3-dihydro-1H-inden-2-yl)-6-1sobutyl-2,5-
dioxopiperazin-1-yl]-N-isopropylethanamide.
(2R)-N-cyclopropyl-2-(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-
isobutyl-2,5-dioxopiperazin-1-yljethanamide.
(2R)-2-(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl}-N-methylethanamide
(2R)-2-(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl]ethanamide
(3R,6R)-1-[(1R)-1-(2,4-difluorophenyl)-2-morpholin-4-yl-2-oxoethyl]-3-(2,3-dihydro-
1H-inden-2-yl)-6-1sobutylpiperazine-2,5-dione
(3R,6R)-1-[(1R)-1-(2,4-difluorophenyl)-2-(3-hydroxyazetidin-1-yl)-2-oxoethyl|-3-(2,3-
dihydro-1H-inden-2-yl)-6-isobutylpiperazine-2,5-dione
(3R,6R)-1-[(1R)-2-azetidin-1-yl-1-(2,4-difluorophenyl)-2-oxoethyl]-3-(2,3-dihydro-1H-
inden-2-yl)-6-isobutylpiperazine-2,5-dione
(2R)-2-(2,4-diftuorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl]-N-(2-hydroxyethyl)-N-methylethanamide
(2R)-2~(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-1sobutyl-2,5-
dioxopiperazin-1-yl]-N-methyl-N-[2-(methylsulfonyl)ethyl Jethanamide
(2R)-2-(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-1sobutyl-2,5-
dioxopiperazin-1-yl]-N-methyl-N-(2,2,2-trifluoroethyl)ethanamide
(2R)-2-(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yl]-N-methyl-N-(pyridin-2-ylmethyl)ethanamide
(3R,6R)-1-{(1R)-1~(2,4-difluorophenyl)-2-[4-(methylsulfonyl)piperazin-1-yl]-2-
oxoethyl}-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutylpiperazine-2,5-dione
(2R)-2-(2,4-difluorophenyl)-2-[(3R,6R)-3-(2,3-dihydro-1H-1nden-2-yl)-6-1sobutyl-2,5-
dioxopiperazin-1-yl]-N-methoxy-N-methylethanamide
(2R)-(2,4-difluorophenyl)[(3R,6R)-3-(2,3-dihydro-1H-inden-2~yl)-6-isobutyl-2,5-
dioxopiperazin-1-yljethanoic acid

methyl (2R)-(2,4-difluorophenyl)[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5
dioxopiperazin-1-yllethanoate

propyl (2R)-(2,4-difluorophenyl)[(3R,6R)-3~(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-
dioxopiperazin-1-yljethanoate
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1-(acetyloxy)ethyl (2R)-(2,4-difluorophenyl)[(3R,6R)-3-(2,3-dihydro-1 H-inden-2-yl)-6-
isobutyl-2,5-dioxopiperazin-1-yljethanoate
(2R)-N-(tert-butyl)-2-(2,4-difluorophenyl)-2-{(3R,6R)-3-(2,3-dihydro-1H-inden-2-y1)-6-
[(1R)-1-methylpropyl]-2,5-dioxopiperazin-1-yl } ethanamide
(2R)-N-(tert-butyl)-2-(2,4-difluorophenyl)-2-{(3R,6R)-3-(2,3~dihydro-1 H-inden-2-yl)-6-
[(1S)-1-methylpropyl]-2,5-dioxopiperazin-1-yl} ethanamide
(3R,6R)-1-[(1R)-1-(2,4-difluorophenyl)-2-morpholin-4-yl-2-oxoethyl]-3-(2,3 -dihydro-
1H-inden-2-y1)-6-[(1S)-1-methylpropyl}piperazine-2,5-dione.
(3R,6R)-1-[(1R)-1-(2,4-difluorophenyl)-2-morpholin-4-yl-2-oxoethyl}-3-(2,3-dihydro-

1 H-inden-2-y1)-6-[(1R)-1-methylpropyl]piperazine-2,5-dione.
(3R,6R)-1-[(1R)-1-(2,4-difluorophenyl)-2-(3-fluoroazetidin-1-yl)-2-oxoethyl |-3-(2,3-
dihydro-1H-inden-2-yl)-6-isobutylpiperazine-2,5-dione.
(2R)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-dioxopiperazin-1-ylj-N-
isopropyl-2-[5-(trifluoromethyl)-2-furyl]ethanamide.
(2S)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-dioxopiperazin-1 -yl]-N-
isopropyl-2-(5-methylthien-2-yl)ethanamide.
(2R)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-dioxopiperazin-1 -yl]-

N, N-dimethyl-2-[5-(trifluoromethyl)-2-furyl]ethanamide.
(2R)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-2,5-dioxopiperazin-1-yl}-
N.N-dimethyl-2-(2-methyl-1,3-oxazol-4-yl)ethanamide.
(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isobutyl-1-[(1R)-1-(2-methyl-1,3 -oxazol-4-yl)-
2-morpholin-4-yl-2-oxoethyl]piperazine-2,5-dione.
(2S)-2-[(3R,6R)-3-(2,3-dihydro-1H-inden-2-yl)-6-isob<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>