
NOVEL 1-BENZYL-3-HYDROXYMETHYLINDAZOLE DERIVATIVES AND USE THEREOF IN THE
TREATMENT OF DISEASES BASED ON THE EXPRESSION OF MCP-1, CX3CR1 AND P40
FIELD OF INVENTION     The present invention relates to
1-beirzy1-3-hydroxymethylindazole derivatives, to a pharmaceutical
composition comprising them, and to their use in the treatment of diseases
based on the expression of MCP-1, CX3CR1 and -p4O.     In particular, the
present invention relates to novel 1-benzy1-3-Itydroxymethylinclazole
derivatives according to formula (I) below, and to a pharmaceutical
composition comprising them together with a pharmaceutically acceptable
vehicle. In addition, the present invention relates to the use of
-boxi2y1-3-hydroxymellaylindago1e derivatives for preparing
pharmaceutical composition that is active in the treatment of diseases
based on the expression of MCP-1, C.X3C.R1 and p40, and to their use in a
method for treating or preventing diseases based on the expression of-
MCP-1, CX3C712.1 and p40. FIAC:KGROITINT) OF THE ART    _As is known, MCP-1
(Monoeyte Claemotactic Protein-1) is a. protein belonging to the p
subfamily ofchemokines. MCP-1 has powerfiil chemotactic action on menocytes
and exerts its action also on T lymphocytes, mastocytes and basophils
(Rollins D. 3., Chemokhaes, Blood 1997; 90: 909-928; M.
Chemoki nes and leukocyte traffic, Nature 1998; 392: 565-568).     Other
chermikines belonging to the r subfamily are, for example, MCP-2 (Monocyte
Chemotactic Protein-2), MCP-3, M.CP-4, .1)41P-lcx. and    The p subfamily
differs from the cx subfamily in that, in the structure, the first two
cysteines are adjacent for the 13 subfamily, whereas they are separated by
an intervening amino acid for the cc subfamily    IVICP-'1 is produced by
various types of cells (leukocytes, platelets, fibrifblasts, endothelial
cells and smooth muscle cells).    Among all the known chernokines, MCP-1
shows the highest specificity for naincicytes and macrophages, for which it
constitutes not only a cheincitactic factor but also an activation.
stimulus, consequently inducing processes for producing    Merons i
nflamnrnatory factors (superracides, arachiclonic acid and derivatives,
cytokines/chernekines) and amplifying the phagocytic activity.    The
secretion of chemokines i ii aeneral, and of TVICP-1 in particular, is
typically induced by various pro-inflammatory factors, for instance
interleukin.-1 interleukin.-2 2), -l-NFec. (-1 Mu our Necrosis Factor cc),
interferon-y and bacterial lipopcilysaccharicie    Prevention of the
inflammatory response by blocking the chernokineichernokine receptor system
represents CMC of the :main targets of -pharmacological intervention
(Gerard C. and Rollins 13.3., CI:hernokines and disease. 'Nature lirma nol.
20(1; 2; 10S-115).    There is much evidence to suggest that MCP-1 plays a
key role during inflammatory processes and has been indicated as a new and
validated target in various pathologies.    Evidence of a considerable
physiopathological contribution of MCP-1 has been obtained in the case of
patients with articular and renal intlanama tory diseases (rheumatoid
arthritis, lupus nephritis, diabetic neplaropathy and rejection following
transplant).  2     However, more recently, MCP-1 has been indicated among
the factors involved in inflammatory pathologies of the CNS (multiple
sclerosis, Alzheimer's disease, 1.1PVLassociated dementia) and other
pathologies and conditions, with and without an obvious -inflammatory
component, including a topic dermatitis, colitis, interstitial lung
pathologies, restenosis, atherosclerosis, complications following a
surgical intervention (for instance angioplasty, arterectorny, transplant,
organ and/or tissue replacement, prosthesis implant), cancer (adenomas,
carcinomas and metastases) and even metabolic diseases such as insulin
resistance and obesity_     In addition, despite the fact that the
chernokine system is involved in controlling and overcoming viral
infections, recent studies have demonstrated that the response of certain
chemokines, and in particular of MCP-1, may have a. harmful role in the
case of host-pathogen interactions. In particular, MCP-1 Has been indicated
ariarnarr the claemokines -that contribute towards organ and tissue damage
in pathologies mediated:by alpha viruses characterized by
monocyteimacrophage infiltration in the joints and imascles (Ma:haling:am
S. et al. Clliemokines and viruses: friend or foes? Trends in Microbiology
2003; 11; 383-391; Ruin N. et al. Ross River 'Virus: molecular and cellular
aspects of disease pathogenesis. 2005; 107: 329-342).     Monocytes are the
main precursors of macrophages and dendritic cells, and play a critical
role as mediators of inflammatory processes_ CSX3CH1, with its ligand
CX3C11,1 (fractalkirte), represents a key factor in. regulating the
migration and adhesiveness of manocytes. CX3C-R.1 is expressed in
monocytes, whereas C.X3Chl is a transmeriabrarre churriokhie in endothelial
cells. Centric studies in man and in animal models have demonstrated an
important rule in the physiopathology of inflammatory diseases of C.X3CR.1
and 0(30-1. There is in fact much evidence to suggest a key contribution of
CX3cal and of its lig,and in the pathogenesis and progression of articular,
renal, gastrointestinal and vascular inflammatory diseases (e.g. rheumatoid
arthritis, lupus nephritis, diabetic nephropatlay. Crolna's disease,
ulcerative colitis, restenosis and atherosclerosis).    The expression of
CX3C-1-2.1 is over-regulated in T cells, which are believed to accumulate
in the synoviuna of patients suffering from rheumatoid arthritis. In
addition, the expression of C.X3C-1-1 is over-regulated. in endothelial
cells and fibroblasts present in the sync-wham of these patients.
Consequently, the c3C3cal /C7X3C72T A system plays an important role in
controlling the -type of cell and the mode of infiltration of the syncivium
and contributes towards the pathogenesis of rheumatoid arthritis (Nanki T.
et al., "Migration ofCX3CR1- positive "IT cells producing type 1 cytokines
and cytotoxic molecules into the sync-vim:la of patients with rheumatoid
arthriti s", Arthritis a RheuniatiSta (2002), -vol. 46,19o. 11, pp.
2878-2883).    In patients suffering form renal damage, the majority of the
infla.mniatory leukocytes that infiltrate the kidneys express CSX3C121, and
in -particular it is expressed on two of the main cell types involved in
the most common inflammatory renal pathologies and El kidney transplant
rejection, T cells and monocytes (Segerer S. et al., Expression of the
fractalkine receptor (CX3 Cal) in hannan kidney diseases, Kidney
International (2002) 62, pp. 488-495).    Participation of the
ClX.3CIR.I/CX.3C171.-1 system has been suggested also -in inflammatory
bowel diseases (ISO). In point of fact, in the case of patients suffering
front II317) (e.g. Crolan's disease, ulcerative colitis), a significant
increase in the production of CS-X3C-1_,1 by the intestinal capillary
system and a significant increase in CX3C1-2.1 -positive cells have been
demonstrated, both at the circulatory level and in the 3 



little S a (Sans M. et al., "Enhanced recruitment Of CX3C1121-FT cells by
muccisal endothelial cell-derived frac taIki ne in inflammatory bowel
diseases", Gastroenterology 2007, vol. 132, No. 1, pp. 139-153).     Even
more interesting is the des lonstration of the key role played by the
CX302._1/C(3C.1-1 system in vascular damage and in particular under
pathological conditions, for instance atherosclerosis and restenosis_
CX3C-21 is indicated as a critical factor in the process of infiltration
and accumulation      moncicytes in. the vascular wall, and coca 1.
polymorphism in man is associated with a reduced prevalence of
atherosclerosis, coronary disorders and restenosis (Eirt E et al.,
"Cross-talk among Snaad, MAPIC and integrin signalling pathways enhances
adventitial fibroblast fUnctions activated by transforming growth factor-1
and inhibited by Cfrax" Arterioscier. Thromb_ Vase. Hiol. 2008;
Mcl-Tierrnott fl 1-I. et al., "Chemokine receptor mutant CX3CIZ-1 -IV1280
has impaired adhesive function and correlates with protection from
cardiovascular diseases in humans", J_ Clin_ invest_ 2003; -Messner A.. et
al., Thrombosis and Haemostasis 2005).     1E-12 and 1E-23 are members of a
small family of prom-fin mmatory heterodimeric cytokines. noth cytokines
share a common subunit, p40, Which is covalently bonded either to the p35
subunit to produce the mature form of 11,12, or to the pi 9 subunit to
produce the mature form_ of :IE-23. The receptor for 1L-12 is constituted
by the subunits .1E-12E431 and IL-12E132, while the receptor for 1E-23 is
constituted by the subunits IL-1212[31 and IL-23R.     1E-12 and 1E-23 are
mainly expressed by activated dendritic cells and by phagocytes. The
receptors for the two cy Widnes are expressed on the T and NM_ cells,
and-P.41C T cells, but low levels ofcomplexes of the receptor for 11-23are
also present in. nnottocytes, macrophages and dertdritic cells_     Oespite
these similarities, there is much evidence to suggest that 1E-12 and 1E-23
control different immunological circuits. In point of fact, whereas 1L-12
controls the development of tlal cells, which_ are capable of producing
gamnaainterferon. (IEN-y), and increases the cytotoxic, antimicrobial and
antiturnoral response, IL-23 regulates a circuit that leads to the
generation orcr34- cells, which are capable of -producing 1E-17. The
induction of TL-23--dependent processes leads to the mobilization of
various types of inflammatory cell, for instance "1",.,--17, and it has
been demonstrated as being crucial ler the pathogenesis of numerous
inflammatory pathologies mediated by immunological responses_
Typic:.-al examples of pathologies associated with the expression of p40
are chronic inflanntiatory diseases of the articular apparatus (e.0-_
rheumatoid arthritis), of the dermatological apparatus (ea. psoriasis) and
of the gastrointestinal apparatus (e.g. Creiluf s disease). However, 1L-23
also exerts a role in promoting tumour incidence and growth. In point of
fact, -1E-23 regulates a series of circuits in the tumoral
microenvironment, stimulating angiogettesis and-the production of
inflammation mediators. Psoriasis is a chronic inflammatory skin disease
that affects 3Ai of the world's population (I_Ctio J 13errnato . C: I i n
1996; 14:485-96; Sclacin M. P. et al., N. Engl. J. Ivied _ 2005; 352:
1899-912). A type-1 aberrant immune response has been correlated with the
pathogenesis of psoriasis, and the cytok- hies that induce this response,
such a.s 1E-12 and 1E-23, naa.y represent suitable therapeutic objects_ The
expression of 1E-12 and 11,23, which share the subunit p40, is
significantly increased in psoriasis plaques, and preclinical studies have
demonstrated a role of these cytokines in the pathogenesis of psoriasis.
More recently, the treatment of anti-1E-12 and monoclonal antibodies
of-patients suffering from pso- riasis proved to be effective in improving
the signs of pro-  4 gression and seriousness of the disease and has
subsequently reinforced the role ofTi ,-12 and IL-23 in the physiopathology
of psoriasis.    Croluf s disease is a Chronic inflanunatory pathology
ofthe digestive apparatus and may affect any region thereof from the month
to the anus. It typically afflicts the terminal tract of the ileum and
well-defined areas of the large intestine_ It is often associated with
systemic auto immune disorders, such as mouth ulcers and rheumatic
arthritis_ Crohn's disease affects over 500 000 people in Europe and 600
000 people in the United States.    Crohn's disease is a pathology
associated with a TM cell-mediated excessive activity of cytokines. IL.,-12
is a key cy-tokine in the initiation, of the inflammatory response
mediated. by Thl cells. Crolm's disease is characterized by increased
production of 111-712 by cells presenting the antigen in intestinal tissue,
and of comma-interferon (IFN-y) and TNI:c.c by lymphocytes and intestinal
macrophages. These cytokines induce and support the inflarturiatory process
and thickening of the intestinal wall, which are characteristic signs of
the pathology. Preelinical and clinical evidence has demonstrated that
inhibition of IL-12 is effective in controlling the inflammatory response
in models of intestinal inflammation an djor in patients suffering from
Crolan's disease.    The relationship between cancer and hallarnmation is
now an established fact. Many forms of tumours originate from sites of
inflammation, and inflammation mediators are often produced in tumours.
IL-23 has been identified as a cytokine associated with cancer and., in
particular, the expression of 111,-23 is significantly high_ in samples; of
human carcinomas when compared with normal adjacent tissues. In addition,
the absence of a significant expression of IL-23 in the normal adjacent
tissues suggests an over-regulation of IL-23 in tumours, reinforcing its
role in tumour genesis.    European patent EP-I3-0 382 276 describes a
number of 1 -benzy1-3-laydroxyrnetlaylindazole derivatives endowed with,
analgesic activity. In turn, European patent EP-13-0 5.10 748 describes, on
the other hand, the -Use of these derivatives for preparing a
pharmaceutical composition that is active in. the treatment of antonym:lune
diseases_ Finally, European patent EP-I3-1 005 332 describes the use of
these derivatives for preparing a pharmaceutical composition that is active
in treating diseases derived -from the production of 'N4CP-1 2-Methyl -2- {
Ll --(pheny Imethyl)-1 1-1-indazol-3 -y11 metlaoxy jproptuacic acid is
-thought to be capable of inhibiting, in a dose-dependent manner, the
production of MCP-1 and 421'41?-ct induced in vitro in monocytes from 1-PS
and Cancliclez albicrems, whereas the same compound showed no effects in
the production of cytokines IL,-1 and and of chemokines IL-S. M1P-lcx, and
B__AbT1-11,S (Sirotri M.. et al., "A. small synthetic molecule capable of
preferentially inhibiting the production of the CC chernokine rtiortocyte
chernotactic protein-1", European Cytokine 'Network. Vol. 10, No. 3, 437-
41, September 1999).    European patent application EP-A-1 185 528 relates
to the use of triazine derivatives for inhibiting the production of II.-12_
European patent application HP-A-1 188 438 and EP-A-1 199 074 relate to the
use of inhibitors of the enzyme POE4, for instance aoliprana. Ariflo and.
diazepine-indolo derivatives, in the treatment and prevention of diseases
associated with excessive production of 11---12. European patent
application EP-A-.1. 369 1.19 relates to the use of hyalluronanc, with a
molecular weight of between 600 000 and 3 000 000 daltons for controlling
and inhibiting the expression of1E-12. European patent application EP-A-1
458 687 relates to the use of pyrimidine derivatives for treating diseases
related to 



D an overproduction of IL-12. European patent application EP-A-1 819 341
relates to the use of nitrogenous heterocyclic compounds, for instance
pyridine, pyrinaidine and triazine derivatives, for inhibiting the
production of IL-12 (or of other cytokines, such as IL-23 andia.,-27 which
stimulate the production of 2). European patent application EP-A-1 827 447
relates to the use of pyrimidine derivatives for treating diseases related
to an overproduction of IL-12, 11--23 and 1L-27.     European patent
applications FP-A-1 869 055, EP-A-1 869 056 and :EP-.A-1. 675 862 describe
1,3-thiazollo-4,5-pyrinaidine derivatives that are capable of acting as
0(3021 receptor antagonists.     :Oespite the activity developed thus far,
there is still felt to be a need for novel pharmaceutical compositions and
compounds that are effective in. the treatment of diseases based on the
expression of NIC-P-1, CX3CF21 and. p40.     The Applicant has found,
surprisingly, novel 1-benzyl -3- hydroxymellaylindazole derivatives with
pharmacological activity.     The Applicant has found, surprisingly, that
the novel 1-benzy1-3-hydroxymethylindazole derivatives according to formula
(I) of the present invention are capable of reducing the production of the
chemokine MCP-1.     More surprisingly, the Applicant has found that the
novel 1-benzy1-3-hydroxymetlaylindazole derivatives according to formnla
(I) of the present invention are capable of reducing the expression of the
chemokin.e MCP-1.     Even more surprisingly, the Applicant has found that
the Il-betazy1-3-hydroxymethylindazole derivatives according to formula (I)
of the present invention are capable of reducing the expression of the
subunit p40 involved in the production of the cylokines 11,-12 andIE-23,
and the expression of the receptor CX3CR-1.     Thus, in a first aspect,
the present invention consists of a compound. of formula Cl) (I) in which:
A may beOCCR-OCairp, in which X, may be an alkyl group haying from 1 to 5
carbon atoms, optionally substituted with one or more alkyl groups having
from 1 to 5 carbon atoms or one or naore alkoxy groups having from 1 to 3
carbon atoms and R., and R,", which may be identical or different each
other, may be hydrogen, an alkyl group having from 1 to 5 carbon atoms or
an alkoxy group having from 1 to 3 carbon atoms,     7{ may be
N(R11)(1212), IN(121 ,)0(12, a), N(R.,3IN-02.,4) (1215), N (I2,3)   TI(1-2,
.4)(R. , 5), is-T(R., ,) irx which    rnay be hydrogen, an alkyl group
having from I to 5 carbon a toms, an alkoxy group having from 1 to 3 carbon
atoms, or R,, together with I212 forms a 4- to 7-menabered heterocycle,  6
R", may be hydrogen, an alkyl group having from 1 to 5 carbon ato ins, an
al koxy group having from 1 to 3 carbon atoms. an aryl group, a heteroaryl
group, an alkylaryi group, an alkylhetc-roaryl group, COB], ODOR', CON
(R.1)(12") with R' and R", which may be identical or different each other,
represented by hydrogen and an alkyl group :having from 1 to 5 carbon
atoms, or an together with a, forms a 4- to 7-membered heterocycle,  , and
R,,, which rnay be identical or different, may be hydrogen, an alkyl group
having from 1 to 5 carbon atoms or an alkoxy group having from 1: to 3
carbon atoms, R" may be hydrogen, an alkyl group having from 11 to 5 carbon
atoms, an aryl group, a heteroaryl group, an alkylaryl group, an
alkylheteroaryl group. COR.:, cooa% CON:(1?-1)(12.") with 1.2' and R",
which may be identical or different each other, represented by hydrogen
and, an alkyl group having from 1 to 5 carbon atoms, X, may be an alkyl
group having from 1 to 5 carbon atoms, optionally stitbsti titled with one
or more alkyl groups having from I to 5 carbon atoms or one or more alkoxy
groups having from 1 to 3 carbon atoms, X, may be 014,1XIFI," I4I501-I or
INITINT:1=,     R, and R.", which :may be identical or different each
other, may be hydrogen, an alkyl group having from 1 to 5 carbon atoms or
an a lkoxy group having from 1 to 3 carbon atoms,           R, and RR,
which may be identical or different each other, may be hydrogen, an alkyl
group having from 1 to 5 carbon atoms, an alkoxy group, having from 1 to 3
carbon atoms, a halogen atom, -OH, 1\4:(R`)(R."),  (12.7)(20R", C. ONE:WRY
,  S0,112`, nitro and trif- luciromethyl; with R' and R", which may be
identical or different each other, represented by hydrogen and an alkyl
group having from 1 to 5 carbon atoms,     Rs may be hydrogen, an alkyl
group having from I to 5 carbon atoms, an alkoxy group having from 1 to 3
carbon atoms, a halogen atom, OH, --.N(R)(1:2"), 



nitro and trill-n0 EV) methyl, or K5 together with one from between 1K5 and
R" forms a ring having 5 or 6 carbon atoms; with R' and a", which may be
identical or different each other, represented by hydrogen and an alkyl
group having froml to 5 carbon atoms.     R, and:R", which may be identical
or different each other, may he hydrogen, an alkyl group having from 1 to 5
carbon atoms, or together fcirin a group C.-0, or one from between K5 and
ay, togetherwithK5, forms a ring having 5 or 6 carbon atoms.     In a
second aspect, the present invention relates to a pharmaceutical
composition comprising the novel 1 -benzy1-3- hydroxy.tnethyliridazole
derivatives according to formula (I) or a pharmaceutically acceptable salt
thereof togetherwith at: least one pharmaceutically acceptable vehicle.
'Hie over-regulation and/or the increase of the expression of the above
mentioned IVICP-1, C.7.X3C.R1, and p40, the latest resulting consequently
in IL,-12 and/or 1E-23 expression/production, which, results in a
development of a pathology and/or a disease is often referred in the art
with the term "overexpression.". For the purpose of the present invention,
'the term expression is intended to include overexpression as known in the
art.     Surprisingly, the-Applicant has fond that the novel 1- benzyl -3
-hydrox yrrie thyli nclazol e derivatives may be used for the preparation
of a pharmaceutical composition that is active in the case of diseases
based on the expression of the chernolcincNICP-1, of the sit bun it :p40,
and consequently of the cytok hies IL-l2 and 1E-23, and of the receptor
C.X3C.R.1.  7     Thus, in a further aspect, the present invention relates
to the use of a compound or formula (1) in which: A may beor X1
OC:(12.9)(1210), in which X, _cony be an alkyl group having from 1 to 5
carbon atoms, optionally substituted with one or more alkyl groups having
:from 1 to 5 carbon atoms or one or more alkcncy groups having from_ 1 to 3
carbon atoms, and R", and R1 " which may be identical or different each
t_nlaer, may be hydrogen, an alkyl group having fro trt I to 5 carbon atoms
or a.n alkoxy group having from 1 to 3 carbon atoms.         may be N(R"
)(R., 2), N(t&")0(12_, a), N(R, .3)1xICR, CRa_ -NTCR-13)  2
INT(Itia)(Eti,), 1-4(12-13) CO _X3, in which 121., may be hydrogen, an
alkyl group having front I to 5 carbon atoms, an alkoxy group having from 1
to 3 carbon. atoms, or R1i together with R" forms a 4- to 7-membered
Heterocycle, 12,2 may be hydrogen, an alkyl group having from_ 1 to 5
carbon atoms, an alkoxy group having from 1 to 3 carbon atoms, an aryl
group, a heteroaryl group, an alkylaryl group, an alkylheteroaryl group,
CORI, CCIOR!, CON (RI)(12") with R' and R", which may be identical or
different each other, represented by hydrogen and an alkyl group having
from I to 5 carbon atoms, or RA, together with 12.", forms a 4- to
7-membered heterocycle, R.." and:12_, 5, which may be identical or
different each other, may be hydrogen, an alkyl group having from I to 5
carbon atoms or an alkoxy group haying front I to 3 carbon atoms, R" may be
hydrogen, an alkyl group haying from 1 to 5 carbon atoms, an aryl group, a
heteroaryl group, an alkylaryl group, an alky lheteroaryl group, CORI,
COOR2, CON(RI)(R_") with R' and 12", which may be identical or different
each other, represented by hydrogen and an alkyl group havi no- from I to 5
carbon atoms, X, may be an alkyl group having from 1 to 5 carbon atoms,
optionally substituted with one or more alkyl groups having from 1 to 5
carbon atoms or one or more alkoxy groups having from 1 to 3 carbon atoms,
_X, may be Off, NI1,, NI TOT I or NTINTI,"    Ri and R.2, which may be
identical or different each other, may be hydrogen, an alkyl group haying
from 1 to 5 carbon atoms or an alkoxy group having from .I. to 3 carbon
atoms,     Rs, R Rs, which may be identical or di ffe ren t each other, may
be hydrogen, an alkyl group haying from 1 to carbon atoms, an all"ixy group
having from I to 3 carbon atoms, a halogen atom,OH, NOIL2_5(-12"),
NfRIICOR",    CNT,CONRIR_", S02N12212", SO-,R', nitro and trif-
luormilethyl; with RI and It", which may be identical or dif-  8 ferent
each cither, represented by hydrogen and an a I kyl group having front it
to 5 carbon atoms,    Rs may be hydrogen, an alkyl group having from 1 to 5
carbon atoms, an alkoxy group having from 1 to 3 carbon atoms, a halogen
atom, 01-1, H(1-2.1)(R."), -1"4(R.5COR.", nitro and trilluoromedayl, or as
together with one from among Etc" and R., _terms a ring having 5 or 6
carbon atoms; with R.' and H", which may be identical or different each
other, represented by hydrogen. and an alkyl group having from 1. to 5
carbon atoms. and    Re, and R-" which may be identical or different each
other, may be hydrogen, an alkyl group having from 1 to 5 carbon atoms, or
together 1131-13a a. group C O, or one from among Ro and 13..." together
with a,, forms a ring having 5 or 6 carbon atoms,    for preparing a
pharmaceutical composition for the treatment of di seases based on the
expression of MCP-T, C_X3C7R1 and p40. 



In addition, in a further aspect, the present invention relates to a
.method for treating or preventing diseases based on the expression. of
MCP- 1, CX3CR.1. and p4 0, characterized by the administration to a person
in need thereof an effective amount of the compound of formula (I)
previously described.. 0471/2.11_,E0 L-31I:SCRIP-110H 01: 44 Ili' list-10H
Preferably, :in formula (I) previ onsly described, residue _A_ is
represented by the group X, or X, -c-)c-xa,xa ",), where X, is an atIc..Y1
group having front 1 to 3 carbon atoms, optionally substituted with one or
more alkyl groups having front 1 to 3 carbon atoms or One or more alkoxy
groups having 1 or 2 carbon a toms, and Ric, and Rio, which may be
identical or different each other, are hydrogen, an alkyl group having from
1 to 3 carbon atoms or an alkoxy group haying 1 or 2 carbon atoms.    More
preferably, residue A is represented by the group or 3C, -0Ci(Ro)(12., "),
where X, is the group CiT-I-" the group C.:I 12(21 1.2 or the group
67,(67,113)2, a.n.d H and. lt, which may be identical or different each
other, are hydrogen or a CH, group.    Advantageously, residue A. is chosen
from the group cow-prising a group a group CII2C7112, a group C(C.17k13)2,
group CH--,C1-L,00212, a. group CF.L2CF120C(C1-1,)2 and a group
CI:15671120:120C-(C11,),-    Preferably, in termula (I) described
previously, residue V :is represented by the group ThsT(12,"xa"2), isT(R "
3-)IXT(R s)(12..." 5), NCRI -NT CR, " 4.1)(R- s) or -1?1-(R " ) CO .
(Vlore preferably, in lormula (I) described previously, residue-tic': is
represented by the group H(12.1 3( R., 2), N (R., 3)N ( i.$) (a") or
INT(a13) x2 NICR-1,41KR-1 5 -    Mvanta g eon sly, R_ " is re-presented by
a hydrogen atom, an alkyl group having nom 1 to 3 carbon atoms, an alkoxy
group having 1 or 2 carbon atoms, or R1, together with R1 2forms a 5- or
6-membered heterocycle_    .More preferably, R1 is represented by a
hydrogen atom, an alkyl group having from 1 10 3 carbon atoms, Or Et
:together with a, = fiTirrITIS 6-membered heterocycle_     Ad varttageou
sly, H1 2 is represented by a hydrogen atom, an alkyl group having from 1
to 3 carbon atoms, an alko:xy group having 1 or 2 carbon atoms, a
heteroaryl group, an alkylaryl group, an alkylheteroaryl group, CON(R')(R")
with R' and R", which may be identical or different each other, represented
by hydrogen and an alkyl group having from 1 to 3 carbon a toms, together
with H1 forms a 5- or 6-membered heterocycle_    ltvlore preferably, R., is
represented by a 1-tyds-cigera. atom, an alkyl group having 1 or 2 carbon
atoms, an alkoxy group  having 1 or 2 carbon atoms, a betemaryl group,
C.10N 02'1)02") with R.' and R.", which may be identical or different each
other, represented by hydrogen and an alkyl group having from 1 to 3 carbon
atoms, or R" toget herwith It1, forms a 5- or 6-membered he     Preferably,
1213 and R., ," which may be identical or dinerent each other, are
represented by a Hydrogen atom, an alkyl group having from 1 to 3 carbon
atoms or an alkoxy group having 1 or 2 carbon atoms_     More preferably,
112", and Ras, which may be identical or different each other, are
represented by a hydrogen atom, an alkyl group having 1 or 2 carbon atoms.
or an alkoxy group having 1 or 2 carbon atoms_     Preferably, It1 is
represented by a hydrogen atom, an alkyl group having from 1 to 3 carbon
atoms, an aryl group, a heteroaryl group, an al kylaryl group, an
alkylhetemaryl group, con% Coop:, CON.(125(R_") with 12' and R", which may
be identical or different each other, represented by hydrogen and an alkyl
group having from 1 -to 3 carbon atoms     More preferably, Ria i.s
represented by a hydrogen atom, an alkyl group having 1 or 2 carbon atoms,
an aryl group or <7.::01XT(121)(12") with 12' and 12", which may be
identical or different each other, represented by hydrogen and an a.lkyl
group Having from 1 to 3 carbon atoms     Advanta.georisly, X. is
represented by an alkyl group having from 1 to 3 carbon atoms, optionally
substituted with one or more alkyl groups having from 1 to 3 carbon atoms
or one or more alkoxy groups having I or 2 carbon. atoms.
Advantageonsly, TX, is represented by the groups OH, /%4I-f2, -1-41-10FI or
NIFINT12.     Preferably, R, and R,, which may be identical or different
each other, are represented by a hydrogen atom, an alkyl group having from
1 to 3 carbon atoms or an alkoxy group having 1 or 2 carbon atoms.
Preferably, R3, R128, which may be identical or dif- ferent each other, are
represented by a hydrogen atom, an alkyl group having from 1 to 3 carbon
atoms, an all""cy group having 1 or 2 carbon atoms, a Fir, Cl or F atom, an
OH group, a nitro group, a trifinoromethyl group or a group INTERKrt") 0./7
H(P_')C oa"; CON-RIR",  S02HR'R_",  SO a, =, with It' and 12", whichmay be
identical or different each other, represented by a hydrogen atom and an
alkyl group having from 1 to 3 carbon atoms_     _Advantageonsly, 125 is
represented by a hydrogen atom, an alkyl group having from 1 to 3 carbon
atoms, an alkoxy group having 1 or 2 carbon atoms, a halogen atom, an OH
group, or .112.5, together with one from among a." and R7, forms a ring
having 5 or 6 carbon atoms.     Preferably, 12, and -12", which may be
identical or different each other, are represented by a hydrogen atom, an
alkyl group having from 1 to 3 carbon atoms, or together form a group   or
one from among 126 and 127, together with R. forms a ring having 5 or 6
carbon atoms.     In the case of certain substituents, the compound of
formula (.1) according to the present invention may be an asymmetric carbon
atomit and may then be in the form . of stereoisomers and enantiomers.
fiepending on the nature ofthe subs tituants, the compound of 'bra-lulu (I)
may form addition salts with physiologically acceptable! organic or mineral
acids or bases_     Typical examples of suitable physiologically acceptable
mineral acids are hydrochloric acid, .hydrobromic acid, sulfuric acid,
phosphoric acid and nitric acid.     Typical examples of suitable
physiologically acceptable organic acids are acetic acid, ascorbic acid,
benzoic acid, citric acid, finnaric acid, lactic acid, maleic acid,
methane- 



10 sullbnic acid, oxalic acid, para-toluenesulfonic acid, benzenesulfonic
acid, succiaic acid, tannic acid, and tartaric acid.     Typical examples
of suitable physiologically acceptable mineral bases are hydroxides,
carbonates and hydrogen carbonates of ammonium, calcium, magnesium, sodium
and potassium, for instance arrimoninna hydroxide, calcium hydroxide,
magnesium carbonate, sodium hydrogen carbonate and potassium hydrogen
carbonate.     Typical examples of suitable physiologically acceptable
organic bases are: arg,inine, betaine, caffeine, choline,N,Nd it)
enzylc,thylened mantle di etlay I a mi n e, 2 -d ethy la naino et -
2-dinaellaylarninoefiaanol, ethanolamitte, ethylenediamine,
N-ethylnaorpholine, N-etlaylpiperictine, N-metlaylgl t c.; amine, L41 LK:
alalite, gill C. 0 S a ra Ile, hi sti d ne, N-(2-hydroxyethyl)piperidine,
N-(2-hydrox-yethyl)pyrrolidine, isopropylarnine, lysine, methylglucanaine,
morpholine, piperazhae, piperidine, thecabromine,-triethylamine, t
rimethy"amine, tripropylamine and trornethanaine.     Depending on the
nature of the sub stituents, the compound of formula (I) ma.y form esters
with physiologically acceptable organic acids or bases_     The compounds
of the present invention also include the prodrugs, sterectisomers,
enantionaers and pharmaceutically acceptable salts or esters of the
compounds represented by formula (I) described in the claims. The prodrug
of a compound of formula (I) is a substance in substantially inactive form,
which, when administered to a living being, is metabolized into a compound
of formula (I).     The te:ahas "pharmaceutically acceptable" and
"physiologically acceptable" are :intended to define, without any
particular limitation, any material suitable for preparing, a
pharmaceutical conapcasition -to be administered to a living being.     The
compounds according to formula (I) of the present invention may be used for
thepreparation of a pharmaceutical composition that is active in the
treatment of diseases (or pathologies) based on the expression of the
chemokine 1, the cytokine p40, the subunit p40 (involved, in the production
ofcytokiriesn.,-1.2 and ,-23) and the receptor CSC-BA.     Preferably, the
pathologies associated with the expression of M.C.2P-1 and C.:1X3C1R4 are
articular diseases, renal diseases, cardiovascular diseases, meta bc)lic
syndrome, obesity, diabetes, insulin resistance and cancer.     In
particular, the 'pathologies associated with the expression of IV4C.T.P-1
are rheumatoid arthritis, arthritis induced by -viral infections,
.psoriatic arthritis, arthrosis, hiptis nephritis, diabetic neplarcapatlay,
glomeruloneplaritis, polycystic kidney disease, interstitial lung disease,
fibrosis, multiple sclerosis, Alzheimer's disease, ITINT-associated
dementia, atc)-p-ic dermatitis, psoriasis. Ara restenosis, atherosclerosis,
myocardial infarction, angina, acute coronary diseases, adenomas,
carcinomas and metastases, metabolic diseases and complications following
surgical interventions such as, for example, angioplasty, arterectorny,
circulation recovery techniques, transplants, organ replacements, tissue
replacements and prosthesis implants_     In particular, the pathologies
associated with the expression of CilX3C.1.11 are rheumatoid arthritis,
lupus nephritis, diabetic nephropatlay, Cl7rohn's disease, ulcerative
coronary disorders, restenosis, atherosclerosis, my OC rdial infarction,
angina, and complications following surgical interventions such as, for
example, angioplasty, arterectomy and circulation recovery techniqnes.
Preferably, the pathologies associated with the expression of p40, and thus
of 111,-12 and Ih-23, are autoinmaune diseases, such as chronic
degenerative inflammatory diseases, and cancer.      Ii Particular, the
pathologies associated with the expression of p40 are rheumatoid arthritis,
psoriasis, glornerulonephritis, diabetes, lupus erythernatosits, diabetes,
Crohn's disease, and tumours such as, for example, colon carcinomas, breast
carcinomas, lung carcinomas and-prostate carcinomas, and skin and (1:NTS
neoplasias.    Preferably, the pharmaceutical compositions o f the present
invention are prepared in suitable dosage forms comprising an effective
dose of at least one compound of formula (T), or a pharmaceutically
acceptable salt, ester or prodrug thereof; and at least one
pharmaceutically acceptable vehicle_    Examples of pharmaceutically
acceptable vehicles known in the prior art are, for example, glidants,
binders, disintegrants, fillers, diluents, llavciurings, colorants,
Ihridizers, lubricants, preserving agents, latmectants, absorbents and
sweeteners.      Iseful examples of pharmaceutically acceptable excipients
are sugars such as lactose, glucose or sucrose, starches, such as corn
starch and potato starch, cellulose and derivatives thereof for instance
sodium carboxymethylcelhalose, ethylcellillose and cellulose acetate, gum
trag,-a.canda, malt, gelatin, talc, cocoa butter, waxes, oils, such as
groundnut oil, cottonseed oil, safflower oil sesame oil, olive oil, corn
oil and soybean oil, glycols such a.s propylene glycol, polyols such as
glycerol, sorbitol, mannitol and polyethylene glycol, esters such as ethyl
oleate and ethyl lartrate, agar-agar, and the like.    Examples of suitable
dosage forms are tablets, capsules, coated tablets, granules, solutions and
syrups for oral administration; medicated plasters, solutions, pastes,
creams and ointments for tratisclermal administration; suppositories for
rectal administration and sterile solutions for injection or aerosol
administration.    Other suitable dosage :forms are sustained-reloa se
forms and liposome-based forms, for either the oral or injection route_
The dosage forms may also contain other conventional ingredients such as:
preserving agents, stabilizers, surfactants, butlers, osmotic pressure
regulators, emulsifiers, sweeteners, colorants,flavourines and the like.
When required for particular therapies, the pharmaceutical composition of
the present invention may contain other pharmacologically active
ingredients whose simult 3I1CO S administration is useful.    The amount of
compound . of formula (I) or of pharmacentically acceptable salt, ester or
prodrug thereof in the pharmaceutical composition of the present invention
may vary within a wide range as a function of known factors, for instance
the type of pathology to be treated, -the severity of the disease, the body
weight of the patient, the dosage form, the chosen route of administration,
the number of daily administrations and the efficacy of the chosen compound
of fermula (I). However, the optimum unto unt may be determined simply and
routinely by a person skilled in the art.    Typically, the amount of
compound of formula (I) or of pharmaceutically acceptable salt, ester or
prodrug thereof in the pharmaceutical composition of the present invention
will be such that it ensures a level of administration of between 0_001 and
100 nag/kg/day. Preferably, the level of ad Willi stralion is between 0.05
and 50 nag/kg/day and even more preferably between 0.1 and 10 mg/kg/day.
12     The dosage forms of the pharmaceutical composition of the present
invention may be prepared according to techniques that are well known to
pharmaceutical chemists, including mixing, granulation, compression,
dissolution, sterilization and the like.     The activity of the compounds
of the present invention on IVICP-1 and. CX3C.Rl was demonstrated in vitro
in human monocytes via techniques of gene expression analysis with
"real-time"12:1-PCK and by protein production analysis via an
irrimunticuzymatic test. As is known to those skilled in the art, the
abovernentioned experimental models are considered usefult0r checking, the
activity of th.e compounds with. regard to the expression and production of
TvICP-1 and the expression of CLIX3C.7121. Consequently, the
above-mentioned models may be considered, as predictive of the activity in
man ibr the treatment of pathologies characterized by the expression and
production of , by the expression of C.X..3CE2.1 and by infiturunatory
conditions with the presence of infiltrates rich in monocy Los and
macrophages. 



The activity of the compounds of the present invention on p40 was
demonstrated. in vitro in human monocytes via gene expression analysis
techniques via "real-time" rt-r-ncin. As is known to those skilled in the
art, the abovementioned experimental model is useful for checking the
activity of compounds with regard to the expression of p40 and may be
considered as predictive of the activity in man for the treatment of
pathologies characterized by die expression of p40.     The preparation of
the compounds of general formula. (I) may be performed according to one of
the following procedures.        In method A, the compounds of general
:Formula (Ill) are reacted with the compounds of formula (INT). The
substituents 12., torts, A an cl Y- have the meanings given previously for
the compounds of formula (I) and Q. indicates a leaving group chosen from
the group comprising halogen, --- and p-CH,PhSC.), .  13    Method A. is
performed according to conventional techniques. For example, the alcohols
of feruattla (III) are reacted, respectively, with the derivatives of
formula (IV) in which Q is a leaving group preferably chosen from the croup
comprising a chlorine atom, a bromine atom and a. metbanesulfonyl group_
The reaction is performed in the presence of a suitable base and in a
suitable solvent. the bases that may preferably be used are butyllithium
and lithium diisopropylanaide, whereas the solvents that are suitable for
this type of reaction are preferably polar aprotic solvents such as
tetrahydroliaran, diethyl ether or 1.,4-dioxane. The reaction temperature
is preferably between room temperature and the reflux temperature ofthe
solvent used. Reactions of this type may last: from a few hours to a few
days_ Meth od 11: P.2    ( V) R.1P.2        In method LI, the compounds of
general formula (V) are reacted with the compottrads of formula (VI). The
substittient H I to R. A and.N.' have the meanings given previously for the
compounds of formula (I) and Q indicates a leaving group chosen from the
group ccunprisin.g halogen, --------- and p-C2II,PhS03     Method .13 is
performed according to conventional techniques. For example, the alcohols
of formula (VI) are reacted, respectively, with the derivatives
ofThrill:1_11a (V) in which Q is a. leaving group preferably chosen from
the group comprising a chlorine atom, a bromine atom and a methanesullbnyl
group. The reaction is performed in the presence of a suitable base and in
a suitable solvent. The bases that may preferably be used are Nail,
brayIli-dal-um and lithium diisop.ropylamide, whereas the solvents that are
suitable for this type of reaction  14 are preferably polar aprotic
solvents such as tetralaydrolinan, diethyl ether or 1,4-di OX a rie . The
reaction temperature is preferably between room temperature and the ream(
temperature of the solvent used..Reiictions of this type may last from a
few hours to a few days. RIR2        In method C, the products of general
formula (IX) are reacted with the prod-nets of general formula (X). The
stibstitrients R" to 12.5, A and 1'171 have the meanings given previously
for the compounds of form-ilia (I) and T may be hydrogen or an alkyl group.
Method C is performed -using conventional techniques. 



When 717 is hydrogen, the method involves the use of a suitable agent for
activating the carboxylic acid, such as thionyl chloride, and. an. aprotic
solvent. Preferably, the solvents used are toluene, tetrahydrocuran and
diclaloromethane. The reaction may be performed in the presence of a base,
which may be either organic, such as triethylamine or
diisopropylethylarnirte, or mineral, such as sodium methoxide. Preferably,
the reaction is performed at temperatures of between 00 C. and the reflux
temperature of the solvent nsed. The reaction time generally ranges from l
to 24 hours.     When 'I' is an alkyl group, the method involves the use of
a suitable mineral base, such as sodium inch-10)6de or TViiC/I-1 and an
excess of amine of general formula (X). The reaction may generally be
performed using a suitable aprotic solvent, preferably toluene or dioxane
or the same reactive amine (X) if its physical state makes this possible_
The reaction is preferably performed at temperatures above room.
temperature, for times that range from a few hours to several days.     The
examples that follow are intended to illustrate the present invention
without, however, limiting it in any way.  15 PREPARATIVE EXAMPLES    The
compounds of formula (I) listed in Table A below were prepared using the
preparation methods described previously. TABLE A  No. A     Groups R     1
2 3 4 567 8 9 C(C142)2 N112 H 



H H H HHH  10  NH OH       11  MINI I2       12  NI INHCONII2     



13  NERCH2),N(C/I3),       14  NII-(2-pyridino)       15  NI I 0.-(4-C111-
piporazine]       26 



NI IC11/ ()011       27  NH-NH-Ph       28  N-morpho line       29  N112  



5-00:13 30     p-C1   H 31     p-el in-CI   32  NIIC)11   11 TI 



5-CN 33     p-OCH3   5-CN 34     n  nCO 11 35       (CH2)2H H 36 



CM,    p-OCE3  IIII"  37  NI12   H  """ 5-CON112 38 C(CH3)2C1120C(CH3)2 "
"" H 39 C(CII,),CI I20CH,   



40 " NI IOH     '  41    ' p-OCR,    42 CH2C1120C(C11,), "   II  



"  43 CH2C112CH20C(C113)2 II       44 CIT7C112C11,0CH2 ..     '  45 " N112
'  46 



CH2CH206:1-12        47 " N11014     '  48 " MINI-I2           The details
of the preparation of most compounds of Table A. are given hereinbelow. The
remaining compounds were prepared with similar techniques using suitable
starting products and reagents_ Preparation of Compound 9 2-[(1 -benzyl- 1
T-1- inclazol-3-yl)methoxy]-2-methyl- 



propanainicle 9a) methyl 2-1(1-berizy1-11-1-inclazol-3-yl)rnetho Y1-
2-methylpropanoate    A suspension of 2-F(i - benzyl- 1
H-indazol-3-yl)metlioxy]- 2-methylpropanoie acid (20 o; 0.062 me l)
[prepared as described in patent application EP 382 2761 in methanol (300
ml) was treated at 00 C. with gaseous TIC! lbr 4 hours. The mixture was
then poured into water (500 ml) and the product was extracted with diethyl
ether (3x250 in!). The combined organic phases were washed with 5% sodium
bicarbonate solution (2x 100 ml) and then with water (50 m1). The solvent
was evaporated off under reduced pressure and the crude residue was
purified by crystallization from. hexane.     18.5 g of methyl 2 -1(1 -
benzyl- 1 PI -indazo 1-3-yOmethoxy] - 2-methylpropanoate were obtained.
m_p_=66-67 C.                  (Cal)C1",  ppm): 1.56 (s, 611), 3.77 (s,
31-1), 4.87 (s, 2I-1), 5.54 (s, 214), 7.0-7.4 (m, 8H), 8.03 (d, J-7.61 Hz,
IT-I).  16 9b) 2-1(1 -benzyl-1 II-indazol-3-yl)methoxy1-2 ne-th-
yfpropanamide       solution of methyl 2 - [ (1 -ben zy1-114-inda zol -3
-yi)nethoxyl-2-inethylpropanoic acid (15 g; 0.044 mol) in methanol (250 ml)
stirred at room temperature was treated with gaseous NI-1.3 for 48 hours_
The solvent was then evaporated off under reduced pressure and the crude
residue was purified by crystallization front ethyl acetate.     7.3 g of 2
- [(1 -benzyl -1FI-nada zol -3 -y1) m ethoxy11-2-methylpropananaidc were
obtained. -112 C.                   1FI-NMEZ. (CIDC13, 6 ppm): 1.58 (s,
6N), 4.88 (s, 211), 5.57 (s, 211), 5.64 (bs, 1FT), 6_94 (bs, IF-1),
7.08-7.43 (m, 8114), 7_77 (d, Hz, 114). Preparation of Compound 10 24(1 -
benzy1-11-1-indazol-3-yl)rnethoxy]-64-laydroxy- 2-x-netliylpropananaide
10a) methyl 2-1(1-berizyl-1IT-indazol-3-y1)rnethoxy - 2-methylpropanoate A
suspension of 2-[(1 -benzy1-1H.incla zol-3eth oxy] - 2 -me- thylpropanoic
acid (20 g; 0.062 mol) in methanol (300 ml) was treated at 0 C. with
gaseous 1-1C1 for 4 hours_ The mixture was then poured into water (500 ml)
and the product: was extracted with diethyl ether (3><250 m1). The combined
organic phases were washed with 5A, sodium. bicarbonate  17 solution (2x100
ml) and then with water (50 m1). ilhe solvent was evaporated off tuadca-
reduced. pressure and the crude residue was purified by crystallization
from hexane.    18_5 g of methyl 2-[(1-benzy1-11-1-indazol-3-yethoxyl -
2-inethylpropanoic acid were thus obtained. rn.p.-----66-67 C.
111-T4IVER. (C.0C13, 8 ppm): 1.56 (s, 611), 3_77 (s, 311), 4.87 (s, 21-I),
5.54 (s, 211), 7.0-7_4 (m, 811), 8.03 (d, 3=7.61 Hz, 111). lob) 2- [ (1
-17zol -3 -y l)rn ethoxy] 



hydroxy-2-rnethylpropanamide    A. solution of KOET (9.7 g, 0.173 moil) in
methanol (25 ml) was added at room temperature to a solution of
hydroxyliAmine hydrochloride (8.0 0, 0.115 mop in methanol (45 nil). The
resulting mixture was stirred at 0 C. for 30 minutes and then filtered, and
the solution was added to a solution of methyl 2 - [ (1 -b
enzy1-1H-hadazol-3 -yl)m eth icy] -2 -methylpropanoic acid (19 g, 0.057
mol) in methanol (30 ml) and C1 1C1, (15 me_ The mixture was stirred at
room temperature for 72 hours. The reaction -was stopped by concentrating
the solvent tinder reduced pressure and washing the residue taken up in
water (100 ml) with diethyl ether (3><50 m1). The aqueous phase was
acidified with 2IN EEO and the product was extracted with diethyl ether
(3>C100 mil). The organic phase was then concentrated under reduced
pressure and the resulting crude residue was purified by double
crystallization from a 1/1 hexane/ethyl acetate mixture.    6 g of
2-[(1-benzyl-11-1-inclazol-3-ypimethoxy]-1N-hydroxy-2-methylpropanamide
were obtained. p -11.5"-116 C_         1:14-N1'4172. (CIDC-1.,, ppm.): 1.58
(s, 61-1), 4.87 (s, 2H), 5.57 (s, 2H), 7.12-7.41 (in, 811), 8_10 (bs,
11-I), 7.72 (a, J --- 8.09 :Hz, 11-1), 10.05 (bs, 114). Preparation of
Conapound 11 2-1 (1-benzy1-114-indazol-3-yl)me-thoxyl -2-methyl- p
ropanohydrazide    To a solution of 17..4 hydrazine hydrate (100 nil,
0_100 moll) stirred at 80 C. was added portionwise methyl 24(1-benzy1-
11-1-indazol-3-yi)metlioxy]-2-methylpropanciate (20 g, 0.060 mol). Once the
addition was complete, the mixture was stirred for 30 minutes at the same
temperature and then heated at 11.20 C. for 2 hours. The reaction was
stopped by dilating the mixture with water (600 m I) and extracting the
product. with diethyl ether (4><200 m1). The combined organic phases were
then extracted. with 21N 1TC:21(4x200 m1). The acidic phase was then
brought to basic pH with lOrst 1-4a01-1 and again extracted with diethyl
ether (4><200 mil). The combined organic phases were concentrated under
reduced pressure and the crude :residue was purified by crystallization
from a 1/1 hexane/ethyl acetate mixture.    16 g of 2 - [ (1 -b enzy1-1H-i
'Acta zol-3 -yl)rn eth oxy] -2 -methyl - propariohydrazide were obtained_
m.p.--92-93 C.         1n-N-ma (omso-rta,  ppm): 1.41 (s, 61-1), 4.30 (s,
214), 4_73 (s, 211), 5_62 (s, 214), 7.15 (dad, 3- 8.00; 6_98; 0.80 Hz,
1T-T), 7_20-7.34 (m, 5111), 7.38 (dad, J=8.37; 6.98; 1.17 Hz, 11-1), 7.66
(d., J=8.48 Efz, 111), 7.90 (cit. j=8.11 ; 0.91 Hz, Ill), 8.84 (s, 1E1).
Preparation of Compound 12 2- { 2- [(1 -beinzyl -TIT- inda
zol-3-yl)niellioxy]-2- rnethylpropanoyl}hydrazitiecarboxamide  18 iml) and
3N HO (15 ml) stirred at room temperature was slowly added a solution
of:KOCH (1.8 ci", 0.022 mot) in water (30 nil) The mixture was stirred at
this same temperature liar 30 minutes and -the reaction was then stopped by
filtering off the solid -thus formed. The isolated solid was crystallized
from 950 ethanol_    6.0 g of 2-124 (1 -beinzy1-111-in da.zo I -3
-yl)naetlao xyl -2 -methylpropanoyll-hydrazinecarboxanaide were obtained.
tat .p. -174'3-175" C.     '11-NMR. (omso-a6, 8 ppm): 1.43 (s, 61-1), 4.80
(s, 211), 5.62 (s, 21-1), 5.90 (s, 2E1), 7.14 (t, J-7.45 Hz, 1111),
7.20-7.43       61-1), 7.66 (d, J-8.48 Liz, 11-I), 7.77 (s,11-1), 7.96 (d,
J-8.04 Hz, I Et), 9.37 (s, 1E1). Preparation of Compound 13 2-
r(i-ben.zy1-11-1-inciazol-3-y1)niethoxyl-H-[2-(clina- ethyl art)
int->)etlayl] -2-1-nethylprop allOmicle hydrochlo- ride    To a solution of
2-L(1-benzy1-111-indazol-3-yl)naetlaoxyl2-methylpropanciic acid, prepared
as described in EP 382 276 (19.5 g, 0.060 mop, in toluene (150 ml) stirred
at room temperature was added triethylamine (8.4 ml, 0.060 nacil). The
mixture was then cooled to 0 C. and a so hation of ethyl chloroformate (7 0
ml, 0.073 mop in to luene (30 In 1) was added. 011(.; e the addition was
complete, the mixture was stirred at this same temperature for 30 minutes,
and 1'4,Ndimetlaylethane-1,2-diamine (7.0 ml, 0.064 mot) dissolved in
toluene (30 ,-al) was then added_ Once the addition was complete, the
mixture was stirred at room temperature for 24 hours. The mixture was then
diluted with diethyl ether (500 nal) and extracted with 1-NT Lid (4><150
ml) The combined acidic aqueous phases were washed with diethyl ether
(3><50 nil) and, then brought to basic pH with lON NaC91.1: and extracted
again with diethyl ether (4><150 nal) The organic phase was then washed
with water (2><50 nil) and with saturated 'Ha solution. (2><50 m1). The
solution was dried with anhydrous Haa,SC), and the solvent was then
evaporated off under reduced pressure_    The residue obtained was
dissolved, in ethyl acetate (1150 ml) and treated at room temperature with
a solution oflICA in ethanol (about 5N). The SO I id. thus formed was
filtered off and purified by crystallization limn a 9/1 ethyl
acetate/ethanol mixture.     12.1 g of 2[fl-benz:y1-1
H-inclazol-3-y1)naethoxy_l -H-[2- (dimethyla inirm)ethyl II -2 -rnethy
Ipropananni de hydrochloride were obtained. 136"-1370 C. 



1-1-H.N412. (C713(1713, ppm): 1.54 (s, 61-1), 2.75 (d,1-4.76 6E1),
3.01-3.13 (m, 214), 3.69 (q, J-6.46 :11z, 211). 4.87 (s, 214), 5.61 (s,
211), 7.13-7.41 (na, 8E1), 7.69 (t, 1 5.85 flz, I H), 7.80 (d, J-8.05 Hz,
11:1), 12_68 (bs, 11-1). Preparation of Compound 14 2-L ( I
-benzy1-1H-indazol-3-yl)inetlaoxy] -2 - methy 1-TV - pyrid-2-ylpropanamide
g (0_024 mot) of 24(1-ben.zy1-1.Thinclazol -3-y1) Ell eill -
oxy_1-2-nae-thylputpanoic acid were treated at room temperature with 30ZO
sodium methoxide (4.33 ml, 0.024 mol) for 5 minutes_ The solvent was then
evaporated off under reduced pressure and the residue obtained was
suspended in toluene (I 60 ml), followed by addition thereto, at room
temperature, of 2-aminopyridine (6_8 g, 0.072 naol). To the mixture,
stirred  at room temperature, was slowly added a solution of fit iony  It)
chloride (2.1 nal, 0.029 mol) in toluene (40 ml). Once the addition was
complete, the mixture was stirred for 24 honrs. The solid produced was then
filtered off and the solvent was evaporated off under reduced pressure. The
crude residue obtained was purified by crystallization from isopropanol.
3 g of 24(1-benzy1-111-indazol-3-yernethoxyl
-2-methylN-pyrid.-2-ylpropananaide were Obtained.. ntp.-121"-122 C.
(CE)C1:13, 8 ppm.): 1.65 (s, 6E1), 4_97 (s, 2171), 5.60 (s, 211), 6_98-7.04
(m, 1E1), 7.15 (ddd, J - 8.04; 5_77; 2.12 1771z, 1E1), 7_20-7.37 (m, 7171),
7.64-7.73 (nn, Iii), 7_84 (d, J-8.18 T-lz, 1T-I), 8.22-8.27 (m, 2E1), 9.32
(las, 111). Preparation of Compound 15
1-benzy1-3-1[1,1-clirnethyl-2-(4-methylpiperazin.-1-
y1)-2-oxoeth.cncylnaetlay1}-11d-inclaztale     50 ml of 1-metlaylpiperazine
(0.452 rnol) were treated at room temperature with a inethartolic solution,
of 30<Vo sodium. methoxide (9 ml, 0.045 :Laical) in methanol (5 ml). To the
solution, stirred at room. temperature, was added methyl 2 - [ (1
-benzy1-114-indazol-3 -yl)inethoxy] -2 -naetlay lpropanoi c acid (15g.
0.045 .nao 1). The mixture was stirred at reflux for 18 hours. The reaction
was stopped. by pouring the mixture into water (500 ml) and extracting the
product with diethyl ether (3x150 ml). The combined organic phases were
extracted with 3N H0(38100 m1). The acidic phase was then brought to basic
p17-1 with 10N 1't.)0111 and extracted with diethyl ether (3><150 rut). The
combined organic phases were concentrated under reduced pressure. "the
residue obtained was purified, by crystallization from a 1/3 hexane/ethyl
acetate mixture.     6 g of 1
-berazy1-3-{[1,1-dimetlayl-2-(4-rnettlyipiperazin-1 -
y1)-2-oxiDettioxylmethyll-11-1-indazole were dans obtained. na.p.-97-98 C.
(CL)2.133, 8 ppm): 1.60 (s, 61-1), 2.21 (s, 3114), 2.24-2.47 (rn, 4E1),
3.47-4_16 (m, 4E1), 4.82 (s, 2E1), 5.56 (s, 21-1), 7_09-7.38 (m, 81-1),
7.76 (d, J-8.18 ilz, EEO. Preparation of C013Jpolna 26 INT-12-1- (1 -b
enzyl-111-inda zol -3 -y Ornethoxyl -2 - ethy lp ropan oycine     4.17 g of
p,-lycine ethyl ester (0.040 mol) were treated at room temperature with a
solution of 3034, sodium methoxide in methanol (0.46 ml) and the solvent
was -then evaporated off under reduced pressure. The residue obtained, was
added to a solution of
2-[(1-benzyl-11-1-indazol-3-y1)niethoxy]-2-naethylpropartoic acid (10 g,
0.04 unol) in diclaloroinethane (1)CN1) (100 nal) while stirring at room
temperature. The mixture was then cooled to 0' C., and a solution of
IN,T'11-di cyclolaexylcarht.:din-nide (6_73 g, 0.033 mol) in OCTIVI (25 ml)
was added thereto. The mixture was stirred at room -temperature for 24
hours.     The reaction was stopped by filtering off the solid -thus formed
and concentrating the solvent under reduced pressure. The crude residue was
purified. -via flash chromatography on silica gel, -using a 1/1
he-xane/ethyl acetate mixture as elnent.     The product obtained was
suspended. in water (100 ml) and 8E-10IT (1.28 a, 0.032 naol) was added
thereto_ The mixture was stirred at 50 C. for 16 hours, and then cooled and
acidified with concentrated ETC. The solid, thus obtained was purified by
crystallization from ethanol.     5.2 g of IV- { 2 - [(-1 -benzyl
-1-11-inda zol-3-yl)me lbw( yj -2 - methylpropanoyil -glycine were
obtained..  20 na.p.----157-158' C. 'ItR (Cod,, 6 ppm.): 1.55 (s, 6E1),
3-95 (d. J5.74 Hz, 21-T), 4_89 (s, 21-1), 5.52 (s, 2E1), 7.0-7_4 (na,
81-1), 7.6 (bt, 11-1), 7.77 (a, 1-7.82 11z, ITT), 10.38 (bs, 1E1).
Preparation of Compcmnd 27 



2-[(1 -1-i en zy1-1H-inda zed -3-yl)inetlarrxyl -2-rnethyl -
TsP-pbenylpropatiohydrazide     24 g of 24 (1-benzyl- 1 - (fa
zol-3-yl)tnethoxyl -2-methylpropanoic acid (0.074 Extol) were treated at
room temperature with a solution of-3094) sodium metlaoxide -in methanol
(13 nil, 0.074 trio].) for 10 minutes, the solvent was then evaporated off
under reduced pressure and the residue was suspended in toluene (240 ml),
and pbertythydrazine (29.1 ml, 0.296 mot) was added thereto. To the
mixture, kept stirring at this same temperature, was slowly added a
solution of thionyl chloride (6,3 ml, 0.088 mol) in toluene (50 ml), Once
the addition was complete, the mixture was stirred for 24 Hours_     The
solid formed was then filtered off and the solvent. was evaporated off
under reduced pressure. The erode residue was washed with hexane (3 x 1 00
nil) and with a 10/1 hexane/ethyl acetate mixture (30 nil).     The crude
residue obtained was purified by successive crystallizations -from
isopropanol.     11 g 24 (1-benzy1-1H-indazol -3 -yl)inetboxy] -2 -methyl -
T.Il-phenylpropanolaydrazide were Obtained. in p -124-125' C.
(C.7.0C1", 6 ppm): 1..61 (s, 2E1), 4.94 (s, 21-T), 5_53 (s, 2I1), 6.10 (bd,
Hz, 11-1), 6_7-7.0 (in, 3E1), 7.1-7.4 (m, 131T), 7.78 (dt, 11, 12=7.78;
1.19 lIz, 1P1), 8.99 (lad, 1-4.70 Hz, 11-1). Preparation of compound 28
1-benzy1-3-[(1, 1 -dimethy1-2-nacirplio I in-4-i1-2-cax_ciet- indazol
72 g (0.222 rnol) of 24(1-benzyl-1Il-inaazol-3-yl)naetjaOXy
-2-metbylpropanoic acid Were treated at room tempera--hire with a
naellnuiolic solution of 30A) sodium methoxid.e (39 rtiL 0 222 :mol) for 10
minattes, the solvent was then evaporated off -under reduced pressure and
the residue obtained, was suspended in anhydrous toluene (750 nil) To the
suspension, stirred at room temperature, was added morpholine (77.6 nal;
0,888 natal) followed by slow addition of a solution of thionyl chloride
(19_3 rril; 0.266 mop in toluene (150 ml). The mix-fire was stirred for 24
hours and the reaction was then stopped by filtering off the solid, thus
fined. The solution was concentrated. under reduced pressure and the crude
residue obtained was purified by crystallization from isopropanol.     14 g
of 1 -b en zyJ -3 -[ (1 ,1 i trt et hyl- 2-morphol-yl -2- oxoethoxy)
ethy1]-1II-indazole were thus obtained. na.p.-133-137 C.1.
1I-1-1?11\412. (DIVISO-d6,  ppm): 1_47 (s, 611), 3.1-4.0 (21as, 8E1), 4.73
(s, 211), 5_83 (s, 2171), 7.0-7.9 (tn, 911). Preparation of Compotind 29
2-1 (1 - berizy1-5-methoxy-11-1-inclazol-3-y1)methcaxy1-
2-rnetlaylpropanantide 29a) benzyl 1-1acnicyl-5-ineth xy -1T-T- inda
zole-3-c arboxylate  21 -N,TN-dinaethylforrnarnick, (11)MF) (200 nil) was
stirred at 70 C. for 1 hour. Berizyl chloride (32.9 g; 0.26 min) was then
added slowly to the suspension and the mixture was stirred at 70 C. for 4
hours. The reaction was stopped by cooling the mixture to room temperature
and pouring the mixture into water and -ice. The product was extracted with
ethyl acetate (3x250 The CO rubined organic phases were concentrated under
reduced pressure. 'I1The crude residue thus obtained was purified by
successive crystallizations from 95 ethanol, to give 18 g of benzyl
1-benzy1-5-methoxy-111-indazole-3-carboxyla le with a melting point of
107-109 C.        sH-INTNIR (C.T.)CL-4, 6 ppm): 3.78 (s, 311), 5.51 (s,
2FI), 6.9-7.6 (m, 13T4).                                 29b)
(1-berizy1-5-xnethoxy-3T1-indazol-3-yl)inethanol    To a solution of benzyl
1-benzy1-5-methoxy-1TI-indazole3-carboxylate (17_7 g; 0.05 mol), diethyl
ether (100 ml) and tetrahydrolltran (ITU- ) (170 ml) stirred at room
temperature was slowly added Ia761.11-1.4 (3.8 g; 0.1 mol). Once the
addition was complete, the suspension was stirred at refinx for 24 hours.
The reaction was stopped by destroying the excess 1-...i.A.11714 via
addition of water (40 nal) and 5N- NaClE1 (10 ii). The organic phase was
separated out and. the solvent was evaporated off under reduced pressure.
The crude residue obtained was purified by crystallization from 95 ethanol
to give 14 g of 0 -benzy1-5-naellacixy- 1 il-inda llmethariol with a
_melting point of 97-98 C.        ITT-N-1\412_ (C0C1" 6 ppm.): 3.3 (tis,
ITT), 3_80 (s, 311), 4.92 (s, 21u1), 5.47 (s, 2F1), 6.9-7.5 (m, 811).
29c)  1-benzy1-3-(chilcirom ethyl)-5-met1i.oxy-1H-inclazole    "to a
solution of (1-benzy1-5-naelhoxy-111-indazol-3-y1) methanol (18 g; 0.07
mol) in chloroform (200 ml) stirred. at room temperature was slowly added
thionyl chloride (15.8 g; 0.13 mol). Once the addition was conualete, the
solution was refill NIOCi for 24 hours. The reaction was  then stopped. by
cooling the rnixture room temperature and evaporating off the solvent under
reduced pressure. The residue was then taken up several times in toluene
and concentrated under reduced pressure. The crude residue obtained. was
purified, by crystallization from hexane to give 9.5 g of 1 -benzy1-3 -
romethy.1)-5-rnettioxy-1.11-indazo 1 e with a melting point of 78-80 C. 



IT T-NMR. (01.1C13, S ,ppni): 3.85 (s, 310, 4.97 (s, 214), 5.51 (s, 21-1),
6.9-7.4 (in, 811).                   29d) 2-1(1-benzyl
-5-inethexy-111-indazol-3-yl)methoxy-1-2-rnethylpropa noic acid    To a
solution containing 1-benzy1-3-(chloronieftly1)-5- methcixy-111-hadazole.
(2.95 g; 0.03 nicil) and ethyl droxy-3-methylbutanoate (1.98 g; 0.015 mol)
in :17..31V1F (30 ml) stirred at room temperature was slowly added 60Y0
Nall (0_36 g; 0.015 mol). The mixture was then heated. at 40 C. liar 24
hours. The reaction was stopped by cooling .the suspension to room
temperature and adding water (200 ml). The solvent was evaporated off under
reduced pressure and the residue was treated at reflux with Na0T-1 (0.84 g;
0.021 mei) in water (6 rid) and 95" ethanol (6 ini) for 6 hours. The
:mixture was  then cooled to rotarn temperature and diluted with water (5C)
m1). The alkaline phase was washed with diethyl ether (2x20 ml) and, then
acidified with concentrated IlC-1 and extracted with diethyl ether (3x30
22     The combined organic phases were concentrated under reduced pressure
and the crude residue obtained was purified by crystallization from 10/1
hexane/ethyl acetate mixture to give 0.8 g of 2 - [ (1
-berEzyl-5-talatiacncy-1n-inclazol-3-y1)methoxyl-2-methylpropanoic acid
with a melting point of 128- 130 C.   'H-l'TMR (IONISC)-d6, 6 ppm): 1_44
(s, 614), 3.77 (s, 311), 4.69 (s, 214), 5.55 (s, 214), 7.02 (dd., 1-94 5;
2.38 Hz, 1I1), 7.17-7.33 (m, 511), 7.41 (cl, 1-2.38 Hz, 114), 7.55 (d,
1-9.15 Hz, 1H), 12.79 (s, 111). 29e) 24 (1 -b citizyl -5
-meth14-indazol-3-yl)mcth- oxyloxyll -2-inethylpropanamide     The product
was prepared -via the procedures described in the preparation of compound.
9, using
2-[(1-benzyl-5-methoxy-1H-ind_azol-3-yl)metlioxy]-2-inethylpropaticiic acid
as starting reagent_ Preparation of Compound 30 24 [1 (4-ehlorobenzyl)-
1H-incla zol-3-y Jniethoxyl - 2-methylpropanarnide 30a) [1 -(4 -chloro
benzy1)-1H-incla zol -3 -yllmetlia no I     To a suspension of 6094i NaII
(2_7 g; 0.07 mcil) in toluene (200 ml) was added
1-benzyl-3-hydroxymethylind_azole (10 g; 0.07 trio!). The mixture was
brought to the boilingpoint and left stirring at reflux for 1 hour.
4-chlorobenzy1 chloride (14.4 g; 0.09 mol) was then added. The mixture was
then stirred at reflux for 4 hours. The reaction was stopped by cooling the
mixture to room temperature and adding water (50 inl) The organic phase was
separated out and washed, respectively, with 2N 11C1 (50 ml) and water
(5850 ml). The solvent was evaporated off under reduced pressure. The crude
residue thus obtained was purified by flash chromatography on silica. gel,
using as eluent a 3/1 hexane/ethyl acetate mixture_ The product obtained
was crystallized from a 5/1 hexane/ethyl acetate mixture to give 4.4 g of
[1-(4-chlorobenzy1)-11-1-in- azol-3 -y11 m ethanol. imp .-102  -104 `) C.
1H-1'11V112 (CEiC.13, b ppm): 3.5 (bs,1 IT), 5.01 (s, 21-I), 5.37 (s, 211),
6_8-7_5 (m, 714), 7.81 (d, .1=7.82 Hz, III). 30b) 2-{ -(4-ch torn ben
zy1)-1I-1-indazol-3-ylltriothoxy} -2 -rn ethy lp ropanoic acid     To a
suspension of NaCDF1 (15.6 g; 0.39 mol) in acetone (50 nal) was added -
(4-c-blo rob enzy1)-1H-hadazol-3-yllinacithanol (9.1 g; 0.03 mop. To the
mixture was slowly added a solution of chloroform (7.2 nil; 0.09 moll) and
acetone (7_2 ml; 0.1 moll). The addition caused refluxing of the mixture of
solvents. Once the addition was complete, the mixture was reflrixed for 1
hour. The reaction was stopped by cooling the mixture to room temperature
and evaporating off the solvent under reduced pressure. The resulting crude
residue was taken up in toluene (100 nil) and water (50 m1). The aqueous
phase was separated from the organic phase and then washed with toluene
(2850 m1). The combined organic phases were extracted with water (3850
m.1). The combined aqueous phases were washed with hexa.ne (2x30 m I) and
then acidified with 2N FTC and stirred at room temperature. The solid thus
obtained was filtered off and crystallized first from a 5/1 water/acetic
acid mixture, and then front toluene, to give 4.0 g of 2- { [ -( 4-ch oro b
en zy rida zol -3 -yl ] metlioxy -2 - methylpropanoic acid.  23
in.p.-186-188 C.          11-1-INTMR. (CIDC-11,, 6 ppm): 1_61 (s, 61-1),
4.91 (s, 211), 5.54 (s, 21-0, 7.0-7.5 (in, 7H), 8.07 (s, 111), 10.3 (bs,
30c) 2-411-(4-chlorobenzy1)-311-indazial-3-yllinclh-
oxyl-2-1-7iethylpropanalll ide     "Ilie product was prepared via the
procedures described in the preparation of compound 9, using 2 - L -
(4-chlorobenzy1)-1II-indazol-3-yllmethoxy}-2-Triethylpropenoic acid as
starting reagent_ Preparation of Compound. 31 2-1 [1 -(3
,4-dichlorobenzy1)-1T-1 ndazol-3-yltruellt- taxyl -2 -metlaylp hip an a nai
de 



31a) I_ 1 _(3,4_clichlorohenzyl)-1H-indazol-3-yIJiYiethailOi     The
product was obtained via the method described in Example 30a), using
3,4-chlorobenzyl chloride as reagent. The product obtained was purified by
crystallization from a 1/1 hexane/ethyl acetate mixture_ na_p_=118-120 C.
11-1-NN412 (C1L)Cls, 6 pp m): 3.1-3.3 (m, 111), 4_9-5_2 (m, 2H), 5.38 (s,
21-1), 6.89 (dd, Jl, 12=8.27; 2.05 Liz, ill), 7_1-7_5 (m, 511), 7.82 (di,
31, J2-8.01; 0.93, 111). 3 lb) 2- { [1 -(3,4-dichl
orobenzyl)-111-indiezol-3 -y.1] methoxyl-2-methylpropanoic acid      The
product was obtained via the method described in Example 30b), using i
-(3,4-dichloroberrzy1)-111-inclazol-3- yfl methanol as starting reagent.
The product obtained was p ii rifled by crystallization from t 1 LI C, .
ria.p.-174-176 C.          ]-1-1-/-4MR (T)MSO-c16, 6 ppm): 1.44 (s, 611),
4.76 (s, 211), 5.64 (s, 2E1), 7.12-7.22 (m, 21-I), 7.41 (t, 3-7.68 I T ,
lIT), 7_54 (d, Hz, 1H), 7.58 (d, .1- 8.42 I lz, 1E1), 7.72 (d,1-8.42 Ilz,
HI), 7.95 (d, J=8.05 Hz, 1I-1), 12.81 (bs, 1H). 31c) 2- al -(3,4-dichl
orobenzyl)-1H-inda 1-3-yl] meth xy - 2-naethy Ipropa n anti d     The
product was prepared -via the procedures described in the preparation of
compound 9, using 2- { L - (3.4-dich lo-rob enzyl)-114-i nd azol-3etho xyl
-2 -1-Itethylpropatioi c acid as starting reagent_ Preparation of Compound
34 2 4 ( -b etizoy I T-1- in dazol-3 -y 1)nacitho x yi - N - hy- droxy- 2
-m ethy I p ro panarni de 34a) (1 - tylindazol-3-y1)methanol     To a
solution containing isobutyl 11.4-indazole-3-carboxylate (280 g; 1.28
ino.1) in chloroform (2 14 stirred at room temperature were added tri cthy
la mine (300 ml; 2. 16 mot) and triphenylchloromethane (400 g; .1.4 mot).
The solution was stirred at room temperature for 4 Clays, and water (500
ml) was then added. The organic phase was separated out and concentrated
under reduced pressure. The crude residue obtained was used without further
purification in the following step.     TO a solution of the crude
iscabutyl 1-tritylindaZOle-3-Carboxylate (180 g; 0.39 naol) in THE (1 I.,)
stirred at room  24 temperature was added slowly a suspension of
I.,ii1/2.1F14 (18 g; 0_48 mot) in TI-IF (100 ml) Once the addition was
complete, the mixture was stirred at room temperature for 30 minutes, and
the reaction was then stopped by cooling the mixture to 0 C. and
successively adding water (40 ml), 21'11-4a01-1 (40 ml) and water (60 ml)
The solid thus formed was filtered off and the solution was concentrated
under reduced pressure. The crude residue obtained was purified by
crystallization from a 1/1 hexane/ethyl acetate mixture. 120 g
(1-tritylinclazol-3- yOniethanol were obtained. nip .-192-1930
1H-NINIR.(CT)(1713; 6 ppm.): 2.31 (t, j=6.98 Hz, 1H), 4.90 (d, J=6.98 Hz,
2H), 6.2-6.5 (in, :1 1), 6_9-7.4 (in, 171-1), 7.6-7.8 (m, 34b)  2-0
-tritylinclazcil-3-ylniellioxy)-2-rnethylpropanoic acid     To a suspension
of (1-tritylinclazol-3-yOnietlitincil (78 g; 0.20 mop, acetone (260 ml) and
water (0.5 ml) stirred at room temperature were added tsTatTIEI (76 g; 1.9
mol) and, slowly, a 1/1 chloroform/acetone mixture (100 m1). The reaction
is exothermic and the rate of addition was adjusted so as to keep the
reaction temperature close to the boiling point_ 30 tali antes after the
end of addition, the reaction was stopped by cooling the mixture to room
temperature and evaporating off the solvent under reduced pressure. The
residue was taken up in water (500 m.1) and washed with diethyl ether
(38100 ml). The aqueous phase was then acidified with concentrated HO and.
the product was extracted with toluene (38250 ml). The corn-billed organic
phases were concentrated under reduced pressure and the crude residue
obtained was purified by crystallization from a 3/7 hexane/ethyl acetate
mixture to give 22 g of
2-(1-tritylinciazial-3-ylniethoxy)-2-methylpropanoic acid. al.p.-179-180 C.



(CL)C13, 6 ppm): 1_53 (s, 6H), 4.88 (s, 2H), 6.3-6.5 (an 11-1), 6.9-7.5
(m., 1711), 7.8-8.0 (in, 1E-1), 9.3 (bs, 1I1).           34c)
2-(1H-indazol-3-ylmethoicy)-2-inethy:Iprop ar1.0ic acid     To a solution
of 2-0 -tritylind aZ01-3-ylniethoxy)-2- IY1 eth - yip roparmic acid. (83
cr; 0.174 aro]) in di Chinn-an ethane (LiCM) (900 ml) stirred at room
temperature was added paratoluenestillianic acid (P'I'SA..) (50 ci; 0_29
Inca). The mixture was stirred 'for 30 minutes at room temperature and then
poured into 5Is1 Nta011 (400 ml). The organic phase was separated out and
washed with water (300 nil). The combined aqueous phases were acidified
with concentrated 1-Id 1 and then extracted with ethyl acetate (58300 m1).
The combined organic phases were evaporated under reduced pressure and the
resulting crude residne was purified by crystallization from a 1/1
hexane/ethyl acetate mixture.     42 g of 2-(1:14-inclazol-3
-ylniethoxy)-2-methylproparictic-- acid were obtained. na.p.---135-137 C.
T1-1N1\4112 (nmso-an, 8 ppm.); 1.46 (s, 611), 4.77 (s, 211), 7.9-7.6 (m,
3H), 7.94 (d, 1- 7.88 Hz, 1H). 34d) 2-1(1 enz oy1-1H-incla ol -3
-yl)rnethoicyl -2- ethylp rop anoic a ci d     To a solution of
2-(1H-indazol-3-ylinethoicy)-2-methylpropanoic acid (6 g; 0.026 mol) in
acetone (50 me stirred at room temperature was added k.",(20, (6.8 g; 0_049
no!) and  then, slowly, a solution of ben:coy] Chloride (5 mi; 0.043 mop in
acetone (30 ml). The mixture was stirred at room temperature fbr 24 hours
and -then poured into water (1 14. The solution was then brought to basic
pfil with 5N- Na0I-I and washed with diethyl ether (3x1 50m1). The alkaline
phase was then acidified with concentrated 1-IC1 and extracted with diethyl
ether (3><300 m1). The combined organic phases were concentrated under
reduced pressure and the crude residue obtained was purified by
crystallization from a 1/1 hexane/ ethyl acetate mixture_ 2 g of 2 - r(1
-botazoy1-1FI-ind azol-3 -y1) rtactboxyi-2-rnethylpropanoic acid were
obtained. nil.p.-132-135" C.         11:1-TVIN41t (cr;c:13, 8 ppm): 1.61
(s. 611), 4.93 (s, 2H), 7.41 (t, LT: --7.60 Hz, 114), 7.46-7.66 (m 41-1),
8.02-8.09 (m, 314), 8.68 (bs, 1111), 8.53 (d, f1=8.42 Hz, 114). 



34e) 2-[(1-benzoy1-11 I-indazol-3-y1)naethc,xyJ--N- 1aydroxy-2-tnetlAy lp
rop an:amide    The product was prepared -via the procedures described in
the preparation of compound 10, using 2 (1-berizoyl- I
1-1indazol-3-yl)rnetlfoxy] -2-rnethylprcipanoic acid as starting reagent.
0.34 g of 2-[(1-benzoyi-1Eltindazol-3-yOrnethoxyl-N-Ify- ,
droxy-2-methylpropanarnide were thus obtained_ Preparation of Compound 35
2-{[1 -(1,2,3,4-tetralaydronaplatla-1 -y1)-11I-i nda Z01-3 - ylf
inethoxyl-N-hydroxy-2-] 1" let hylpropananaide 35a) 2-methyl -2-{[I -(1
,2,3,4-tetralaydroilaphth-1-y1)- 1114 ridazcil-3-y1]nfethoxy I-propanoic
acid    To a solution of 2-methy1-2-[(11-1-indazol-3-yOrnethoxy] propanoic
acid (26 g; 0.093 naol) in IfiNIF (200 ml) was added 6041/0 Nall (10 g;
0.25 mol) and the mixture was stirred for 10 minutes al 60" C. 1 -c h
tctrahydronapifthalene (0.217 mop was then added to the mixture and the
whole was stirred at 60" C. for 18 hours. The reaction was stopped by
pouring the mixture into water (1 14, followed by acidifying with 5 N 11C-1
and extracting the product with diethyl ether (3><250 .111.1). The residue
obtained was dissolved in 95' ethanol (100 ml) and treated at reflux with
11V NaCJI-1 (200 ml) for 2 hours_ The solution wa-s then cooled to room
temperature and washed with diethyl ether (3><200 m1). The alkaline phase
was then acidified with concentrated" ICI and extracted with ethyl acetate
(3><300 m1). The combined organic phases were concentrated under reduced
pressure and the crude residua obtained was purified by crystallizatIon
fromn ethyl acetate. 31 g of 2-niethyl -2 -{11-(1,2,3,4-tetra
hydronaphtla-1 -yi - in - dazol-3-ylimethoxyI-propanoic acid were thus
obtained. AAA.p. 132-134 C.               ccsuct,,  ppm): 1_60 (d,:1-2_15
Hz, 611), 1.842.02 (m,1 I-1), 2.03-2.18 (in, 114), 2.23-2_46 (m, 211), 2.90
(cit. J-=16.50; 4.85 flz, I PO, 2.98-3.12 (m, 11-I), 4.95 (s, 21-1), 5.92
(ad, -8.83; 6_52 T-Tz, 1H), 6.71 (d, J7.76 Liz. lfil), 6.93-7.05 (m, 21-1),
7.08-7.32 (m, 411), 7_85 (d, 1-8.09 Hz, 111). 35h) 2- [1 -
(1,2,3,4-tetrahydreftlaphal -1 -yI)-114-inda- zol-3methoxy -N-hydroxy -2-tn
ethyl prop ana tuide  26      [ -(1
,2,3.4-tetrahydronaphtla-1-y1)-11-1-indazol-3-yl] methoxyl-proptuactic acid
as starting material. Preparation of Compound 36 { L
-(4-niethoxybenzyl)-1F-1-indazol-3-yl]methoxyl-- N-hydx-oxyacetamide 36a)
[1 -(4 -ITO ethoxybenzy1)-1F1-intjazol-3-yl]rnethan.ol     To a suspension
of 609/0 Nan (2.7 g; 0-07 mol) in toluene (200 ml) was added
1-bearzy1-3-hydroxymethylindazole (10 g; 0.07 naol). The mixture was
brought to the boiling point and left stirring at reflux for I hour.
4-1V[ethoxybenzyl chloride (14 g; 0_09 naol) was then added. The mixture
was then stirred at reflux for 4 hours. The reaction wa-s stopped by
cooling the mixture to room temperature and adding water (50 m1). The
organic phase was separated out and washed, respectively, with 21.i1 TIC1
(50 ml) and water (5><50 in I). The solvent was evaporated off under
reduced pressure. The crude residue thus obtained was purified by flash
chromatography on silica gel, using as ehtent a 3/2 lacx.aueietlayi acetate
mixture. The product obtained. was crystallized from a 5/1 hexane/ethyl
acetate mixture to give 5_1 g of
[1-(4-ia-xethoxyben_zyl)-1f-TIindaz.ol-3-yl]tnetht_,tnol with a melting
point of 95-97 C.               1:11-N:N4R (CF)C1,,  ppna): 3.43 (t,
3---6.9 14z, in), 3.67 (s, 314), 4.98 (d, 3-6.9 211), 5_36 (s, 214),
6.5-6.8 (rt, 214), 6.9-7.4 (m, 7F1), 7.80 (d., j 7.86 Hz, 11-1). 36b) 4 [1
-(4-methoxybetazyl)-114-indazol-3-yl] tnethmcylacetic acid.     A
suspension containing [I -(4-methoxyhertzy1)-1.1H-indazol-3-yl]inethanol (6
g; 0.022 mot), bromoacetic acid (4 a; 0.03 niol) and 504:14, Nan (3 g;
0.066 mol) inTFIF (170 ml) was stirred at reflux for 72 hours. The reaction
was then stopped by diinfix:10 with a suspension -with water and ice (300
ml) and washing the aqueous phase with diethyl ether (3x150 ml). The
aqueous phase was acidified with concentrated 1-4C1. The solid thus formed
was filtered off and purified, by crystallization from isopropanol. 4.5 g
of {[l -(4-naetlaoxybenzy1)-1T-tindazol-3-yl]naethoxy }acetic acid were
thus obtained. 



36c) 1[1-(4-methoxyberizy1)-111-inclaztal-3-ylimeth- oxyl -hydroxyac
etanaid     "the product was obtained with the method described -for the
preparation of 10, -using --(4-met
hoxybenzy1)-1I-I-inclazol-3-yl]xnethoxylacetic acid as starting material.
Preparation of Compound 39 42-1(1 b erazyl -114-inda zol -3 -yOrn ethoxyl
-2 - methylpropo xy} a cetam i de 39a) 2 - [ (1 betazyl
-1H-inciazol-3-yOrnethoxy]-2-rne- thylpropart-1-ol     To a staspension of
EiAlEf, (4.48 a; 0.118 moll) in diethyl ether (100 n-il) stirred at room
temperature was slowly added a solution of methyl
2-[(1-benzyl-11l-hadazol-3-yOrnethoxy]-2-mothylpropanoate, prepared
according to the method described in Er, 0 382 276, (20 g; 0.06 mol) in
diethyl ether (200 ml) and TFIF (50 m1). Once the addition was complete,
the mixture was stirred at room temperature for 30 minutes  27 and the
reaction was then completed by adding 10 N Na(DITI (20 nil) and water (40
na.1). The so fvent was evaporated off tinder reduced pressure and the oily
residue was purified by distillation at 0.01 trunFlg at 1900 C. The solid
product thus obtained was crystallized from isopropanol.     1 1 a
of-2-[(1-benzyl- I FT- indazol-3 -yl)m eth cticy1-2-nne thylpropina-i-ol
were thus obtained. na.p.-52-53 C.                   (C0C-13,  ppm): 1.34
(s, 610, 2_50 @as, 11-1), 3.51 (s, 21-1), 4.87 (s, 21-1), 5.55 (s, 214),
7_14 (add, J-8_04; 6.21; 1.68 Hz, 1E1), 7.17-7.38 (in, 7M), 7.78 (dt,
1-8_08; 1.00 Hz, 11:1). 39b) (1 -b enzy1-1H-indazol-3 -yl)methoxyl -2
ethylprop oxylacetic  acid     To a solution of
2_[(1-benzyl-1FI-indazol-3--yI)nietiloxyj2-methyipropan-1-ol (1 1 .0 g,
0.04 naol) in dry tetralaydrofuran (THI) (100 nil) stirred at room
temperature was added 60.,i) sodium hydride (1_6 g, 0.04 mop. The mixture
was heated at the boiling point for 2 hours and then cooled to room
temperature, and. a solution of ethyl bromoacetate (7_4 g, 0.044 naol)
-.UHF (7 in1) was slowly added thereto. Once the addition was complete, the
mixture was refluxed for a fu-their 2 hours. The reaction was stopped by
cooling to room temperature and, evaporating off the solvent -under reduced
pressure_ The residue was taken. up in 2M Ma0I-I (100 ml) and the product
was extracted with diethyl ether (3x150 ml) The combined organic phases
were concentrated under rednced pressure.     The crude residue was taken
up in a solution of blaCati 0 . o, 0.045 mop in a 1/1 water/ethanol mixture
(1 60 ml) The mixture was then stirred at reflux for 2 hours. The reaction
was stopped by concentrating the solvent under reduced pressure, and the
residue was taken up in water (100 nil) and washed, with diethyl ether
(3x50 ml). The alkaline phase was then acidified with concentrated FIC1 and
the solid formed was filtered off_ The product was purified by double
crystallization from a 1/2 hexane/ethyl acetate mixture. 4_6 g of { 2 -1(1
-la enzy1-11: T-in clan-7)1-3 -y l)rnethoxy]-2 - methylpropoxy}acetic acid
were thus obtained. 39c) 2- [ (1 -be:lazy:1-114-i nd a zoll-3 -37.1)meth
xyli -2- nactlaylpropoxy} acetamidc     "The product was prepared via the
procedures described in the preparation of compound. 9, using
{2-[(1-lienzy1-11-I-indazol-3-y1)methoxy]-2-nnethylpropoxylacetic acid as
starting reagent. Preparation cif Compound 40 { 2 -1(1 -be rizy1-1H-indazol
-3 -yl)trieth cizy1 -2 -Inc-, thyl- propoxyl- -N-hydroxyacetanaide     'The
product was prepared via the procedures described in the preparation of
compound 10, using {2- [(1-benzy1-1 ncla zol-3 -yl)rnetho icy] -2 -inethy
Ipropoxy acetic acid as starting reagent. Preparation of Conapo L ncl 41 (2
-{[ 1 - (4-m ethoicyb caaz y1)-111-i nda zol-3 oxyl -2- methy ropwcy)-N-hyd
roxy -a cetamide 41a) 11-(4-ine-thoxyben zy 1)- 1 I-1-i tada
zol-3-yl]metbancal  



g; 0.07 nac>1). The mi xture was brought to the 'boiling point and left
stirring at reflux for 1 hour. 4-Methoxybenzyl chloride (14 g; 0.09 ruiol)
was then added_ The mixture was then stirred at reflux for 4 hours. The
reaction was stopped by cooling the mixture to room . temperature and
adding water (50 m1). The organic phase was separated. out and washed,
respectively, with 215,1 IIC21 (50 ml) and water (5x50 ml). The solvent was
evaporated off under reduced pressure. The crude residue thus obtained was
purified, by flash chromatography on silica gel, using as eluent a 3/2
hexane/ethyl acetate mixture. The product obtained was crystallized from a
5/1 hexane/ethyl acetate mixture to give 5.1 g of [I
-(4-m_ethoxybermzyl)-1l--.1- indazol-3-yl]naethan.c_m1 with a trichina
point of 95-97 C.             1H-NTIVIR. (C7-002, 8 ppm): 3.43 (t, J---6.9
Ilz, 1H), 3.67 (s, 31-1), 4.98 (d, J-6.9 Hz, 2H), 5.36 (s, 211), 6_5-6.8
(In, 2H), 6.9-7.4 (in, 7H), 7.80 (d., -Hz, 114). 41b) 2 [1 -(4 -medic)
xyben zy 1)-11-1-inda zol -3 -yl] methoxyl -2-methylpropartoic acid     To
a suspension ollVaC9I1 (15_6 g; 0.39 mol) in acetone (50 ml) was added
[1-(4-rnethoxybenzyl)-11-1-inclazol-3-yl] methanol (8.7 g; 0_03 turd). To
the mixture was slowly added a solution of chloroform_ (7_2 ml; 0.09 rue
and acetone (7.2 ml; 0 1 mol). The addition caused refluxing of time
mixture of solvents. Once the addition was complete, the mixture was
relluxed for 1 hour_ The reaction was stopped by cooling the mixture -to
room. temperature and evaporating off the solvent under reduced pressure.
The resulting crude residue was taken up in toluene (100 ml) and water (50
ml). The aqueous phase was separated from the organic phase and then washed
with toluene (2x50 ml) The combined organic phases were extracted with
water (3850 ml) The combined aqueous phases were washed with hexane (2>c30
ml) and then acidified with 21%7I-IC1 and stirred, at room temperature. The
solid thus obtained was filtered oft- and crystallized first from a 5/1
water/acetic acid rni-xture, and then from toluene, to give 4.8 g of 2- Ui
-(4-methox yben_zyl)ndazol -3 -yll meth oxy} -2-methylpropanoic acid with a
melting point of 169-171 C.                  (p.mso-a6, 8 ppm): 1_44 (s,
611), 3.69 (s, 3H), 4.74 (s, 21-1), 5.52 (s, 21I), 6_82-6.90 (in, 211),
7_13 tt, J-7.50 Liz, 1111), 7_18-7.26 (m, 21-1), 7.36 (t, j=7.23 Hz, 11-1),
7.66 (el, J-8.42 Hz, 11-1), 7.92 (dd, J-8.14; 1.01 Hz, 11-), 12.76 (s, 41c)
2-{[1 -(4-methoxybenzyl)-ill-indazol-3-yll rnethoxyl -2 - inethy
Ipropan.-1. -ol     "the product was obtained with. the method described
for the preparation of compound 39a., using
2-1]1-(4-rnethoxybenzyl)-111-indazol-3-yllmethoxy-1-2-metlayiproparieric
acid as starting material. 41d) (2-1 n
-(4-methoxybenzy1)-11-1-indazol-3-yl] rxmcifioxy)-2-methylpropoxy)acetic
acid     The product was obtained with, the method described for the
preparation of compound 39b, u sing 2-{ -(4-methoxyben zy1)- I T-1- ind
azol -3 -yl lermetboxy} - 2-na ethylprop an-1 -ol as starting material.
41e) (2- { [ 1 -(4--methoxybenzy1)-111-indazol-3-yl]
methoxyl--2-metlaylpropoxy)-IN.-hydroxy-ac-metamide     The product was
obtained with the method. described for the preparation of compound 10,
using (2-4 [1-(4-nmethoxybenzyl)-1.11-indazol-3-yl]nmethoxyl-
-2-methylpropoxy)acetic acid as starting material.  29 Preparation of
Compound 42 2-12-[( 1 - ben ..y1-11-1-ind a zol-3-yOrn et boxy] eth oxy } -
N-laydroxy-2-rnethylpropanarnicle 42a) 2-[ (1 -berizyada
zol-3-yl)tnetlicixyletha nol     JO a solution of NUCYLI (2.8 g; 0_07 mot)
in ethylene glycol (150 Tril) stirred at room temperature was added
1-benzy1-3- chloromethylincla zol e, prepared as described in EP 0 382 276
(17_6 g; 0.07 niol). The solution was heated at 130" C. for 4 hours and
then cooled to room temperature and the solvent was evaporated off -under
reduced pressure. The residue was taken up in water (100 ml) and the
product was extracted with_ ethyl acetate (3 x100 ml). The combined organic
phases were concentrated under reduced pressure and the crude residue
obtained was purified by crystallization from an approximately 1/1
hexane/ethyl acetate mixture.     13.8 g of 24( 1 -bertzyl
-1H-inciazol-3-y1)methoxyllethanol were tints obtained. 67"-69 C.
1.11-N1VIR (C1-3C.13, 6 ,ppm): 2.15 (bs, lfT), 3.61-3.82 (rn, 4H), 4.97 (s,
21-1), 5.57 (s, 21.1), 7.11-7.38 (m, 81-1), 7_81 (di, 3-8.15; 0.97 ftz,
11j). 42b) 2-12- f(1-berrzyl-11-1-inclazol-3-yl)niellioxyl ethoxyl
-2-methylproparistic acid     lib a mixture of
24(1-betazyl-1H-indazol-3-yDniethoxyl ethanol (35 g, 0.124 nap]) and
-NTaCDEI (63 g, 1.57 atop in acetone (180 ml) and water (1 ml), stirred at
room temperature, was slowly added a 1/1 chloroform/acetone mixture (80 ml)
flut-ing the addition, the temperature rose to the reflux point_ Once the
addition was complete, the solvent was evaporated off under reduced
pressure and the residue was taken up in water (100 ml) and washed with
diethyl ether (3x50 nil). The aqueous phase was acidified with glacial
acetic acid, and then extracted with diethyl ether (3x150 ml). The combined
organic phases were concentrated tinder reduced pressnre. The crude residue
obtained, was purified by crystallization from a 1/1 hexane/ethyl acetate
mixture_     12.4 g of 2-124 (1 -benzyl -1II- hadazol-3 -yl)rnethoxy]
ethoxy}-2-rnethylpropanoie acid were obtained. m.p.=940-95 C. 11-1-14MR.
(COC-13, 3 ppm.): 1_43 (s, 61-1), 3.56-3.63 (m, 2F1) 3_65-3.71 (m, 21-1),
5.03 (s, 2H), 5.58 (s, 21J), 7.13-7.39 ( 8E1), 7.83 (dt, 3=8.05; 0.82 Ifz,
lef), 9.60 (bs, 11-1). 42c) 2 -12 - r (1-benzyl -11-1-inda zol-3 -y met ho
fly1 et lioxy1-.N-lay dro xy -2 -niethy :1p rop atiami d     The product
was obtained with the method described thr the preparation of compound
34e), using 2-12-f (1-benzyl - 11.1-indazol-3-yl)niethoxylethoxy1
-2-rnethylp ropanoic acid as starting material. 



Preparation of CtJutponnd 43 2-13-1-0 -benzy1-1 I l-inclazc,I-3-yI)mcthoxy"
pro - poxyhydroxy- 2 -rne thylprop a "anti  de 43a) 3-
f(1-benzyl-1H-inclazol-3-y1).met 110X yl pro:pan- 1 -ol     TO a solution
of-Nat:N.1(2_8 g; 0.07 nactl) in 1,3-proparted lot (150 ml) stirred at room
temperature was added 1-benzyl-3- chi oromethyli nda zol e, prepared as
described in EP 0 382 276  30 (17.6 g; 0.07 naol). The solution was heated
at 130 C. for 4 hours and then cooled to room temperature, and the solvent
was evaporated off under reduced pressure. The residue was taken up in
water (100 ml) and the product was extracted with ethyl acetate (3x100 ml)
The combined organic phases were concentrated under reduced pressure and
the crude residue obtained was purified by -flash chromatography on silica
gel, using an approximately 1/1 hexane/ethyl acetate mixture as eluent.
10_5 g of 3-E1 -berizy1-111-inda zol-3-yl)na etboxy] propan1 -cal were thus
obtained.     'IT-1-T?TIVIR_ (coos  ppm): 1.85 (q, J=5.83 Hz, 211), 2_75
(bs, 114), 3.71 (t, J-7.74 Hz, 41-1), 4.91 (s, 21-1), 5_55 (s, 2H), 7.0-7_4
(m, 81-1), 7.80 (d, J-7.77 ITz, 1H). 43b) 2-43 4 (1 -b en zy1-1H-hadazol-3
-yOrnethoxyl pro - poxy1-2-rnethyl-propanoic acid    The product was
obtained via the method described in example 42b), using as starting
material 3-[(l-be"nzyl-1I1:-1- indazol-3-yI)rnethoxy1propart-1-ol. '[he
product was purified by double crystallization from a 7/3 hexane/ethyl
acetate mixture. na.p.--57-59 C.             1H-NM1, (ON/I ci-ci 6, 8
ppm.): 1.25 (s, 6E1), 1.72 (quint., 1-6.40 Hz, 2E1), 3.37 (t, 3--6_40 Hz,
2E1), 3.53 (t, 1-6.40 Hz, 21-1), 4.77 (s, 5_62 (s, 21-1), 7.14
(drid,1-8.00; 7.00; 0.73 Hz, 1H), 7.19-7.33 (m, 511), 7_38 (ddd, 3=8.37;
7.00; 0.91 Hz, 1H), 7.66 (a, j 8.42 lIz, 1H), 7.79 (dt, j-8.05; 0.91 Hz,
111), 12.46 (s, 11-I). 4 3 c) 2- {34(1 -benzyl- H-indazol-3
-yernethiaxyllpro- poxydro xy- 2-triethylpro pananai de    The product was
obtained with the method described for the preparation of compound 10,
using 2-{3-[(1-benzyl-111- indazol-3-y1)methoxylpropoxyl-2-metlaylpropanoic
acid as starting material. Preparation cif Compound 46 {2- [ (1 -bnda zol
-3 -y1).thethoxy] ettioxylacetamide 46a)
2-11(1-benzy1-1H-indazol-3-yl)rnethoxylethariol     "TO a solution of
84a0EI (2.8 g; 0_07 mol) in ethylene glycol (150 nd) stirred at room
temperature was added_ 1-berazyl-3- chloromethylandazo le, prepared as
described in I21' 0 382 276 (17.6 o; 0.07 mol). The solution was heated. at
130 C. for 4 hours and then cooled to room temperature and the solvent was
evaporated off under reduced pressure. 'The residue was -taken up in water
(100 red) and the product was extracted with ethyl acetate (3x100 nil) The
combined organic phases were concentrated tinder reduced pressure and the
crude residue obtained was purified by crystallization from an
approximately 1/1 hexane/etlayl acetate mixture.     13.8 g of 2- [ (1 -b
enzyl -1H-i rid azol-3 -3/Onnetho xyjethan o were thus obtained_
in.p.-67"-69 C.    



(C0C13, 5 ppm): 2_15 (bs, 3.61-3.82 (raa, 41.1), 4.97 (s, 21 I), 5.57 (s,
2E1), 7.11-7.38 (m, 8E1), 7.81 (dt, 1-8.15; 0.97     46b) 24(1 -betazyl
-1ridazol-3 -yl)methoxy] ethoxylacetic acid     Tro a solution of 2- [ (
-benzyl-1 FT- indarzol-3-yOunethoxyll ethanol (11.28 g, 0.04 cool) in dry
tetrahydrofuran (TH1E) (100  31 ml) stirred at room temperature was added
601V0 sodium. hydride (1_6 g, 0.04 rnol). The mixture was heated at the
boiling point for 2 hours and -then cooled to room temperature, and a
solution of ethyl bromoacetate (7.4 0, 0.044 nice in THF (7 in]) was slowly
added thereto. Once the addition was complete, the mixture was refluxed for
a further 2 hours. The reaction was stopped by cooling to room temperature
and evaporating off the solvent under reduced pressure. The residue was
taken up in 21sT NaCYI-I (100 ml) and the product was extracted with
diethyl ether (3x150 ml). The combined organic phases were concentrated
under reduced pressure.     The crude residue was taken up in a solution of
NlaCYFI (1.9 g, 0.045 mot) in a 1/1 water/ethanol mixture (160 nip_ The
mixture was then stirred at reflux for 2 hours. The reaction was stopped by
concentrating the solvent under reduced pressure, and the residue was taken
up in water (100 nal) and washed with diethyl ether (3 x50 nal). The
alkaline phase was then acidified with concentrated VIC1 and the solid
formed_ was filtered off. The product was purified by double
crystallization from a 1/3 hexane/ethyl acetate mixture. 5.8aof 12-[ (1
-berrzyl- I Elci ndazol -3 -y Dine thoxyl ethoxy} acetic acid were
obtained_ rn.p.-101-103 C.               1H-1`41\41:2_ (cod 3,  ppm):
3.66-3.79 (in, 41-1), 4.13 (s, 214), 5_01 (s, 21-I), 5.58 (s, 21-1), 7.66
(bs, I ED, 7.14-7.40 (in, 7.84 (di, J--,8.11; 0_99 Hz, 1H). 46c) { 2 - [(1
-b enzyl-zcil -3 -yl)in lioxy] ethoxyl aceta mi de     The product was
obtained with the :method described for the preparation of compound 9,
using 124(1 -benzy1-111-inclazol-3-y1)methoxylethoxylacetic acid as
starting material. Preparation of Compound 47 t 2- [ -b en zyl-ln-indazol-3
-yl inietlioxy] ethoxyl 



hydroxy-acetamide     The product was obtained with the method described
for the preparation of compound 10 using 12- -
benzyl-1Hindaz(il-3-yl)rn.ethoxy-_leth.cixy1acc-tic acid as starting
material. Preparation of Cm-uponLtd 48 1-indazol -3-y Omethoxy acetohydra
Ade     A. suspension of {24( -benzy1-17-1- hada zol -3-ylimethoxyll
ettioxyl acetic acid (19 g; 0.06 tamp in methanol (300 ml) was treated at
0" C._ with gaseous MCI for 4 hours.1 The mixture wa-s then poured into
water (500 in]) and the product was extracted with diethyl ether (3x250
na.1). "lbe combined organic phases were washed with 534) sodium
bicarbonate solution (2x100 nal) and then with water (50 nil). The solvent
was evaporated off under reduced pressure and the crude residue was
purified by crystallization from hexane. 16 gotmethyl 24(1-benzoy1-
1I-I-inclaz.o1-3-ylimetlicixyl-acetate wa- thus obtained.     To a solution
of 11%/1 hydrazine hydrate (100 nil, 0.100 mol) stirred at 80 C. was added
portion wise methyl 2-4(1-benzy1- 1H-indazol-3-yl)methcixykacetate (19 g,
0.06 -mop. Once the addition was complete, the mixture was stirred ifor 30
minutes at the same temperature and then heated at 120 C. (Or 2 hours_ The
reaction was stopped by diluting the mixture with water (600 nil) and.
extracting the product with diethyl ether (4x200 ml)_ The combined organic
phases were then  32 extracted with 2N- ERTL (4>c200 ml) The acidic phase
was then brought to basic pH with 10N- N-aOEI and. again extracted with
diethyl ether (4x200 ml), The combined organic phases were concentrated
under reduced-pressure and the crude residue was purified by
crystallization from. a 1/1 hexane/ethyl acetate mixture.     15 g of
2-[(1-berizyl-1E1-inclazol-3-yOrnethoxy]-acetelaydrazide were thus
obtained. Example 1 Analysis of the Gene Expression. of MCP-1 in a flunnan
Monocyte Line    The capacity of the compounds to inhibit the expression of
MCP-1 by lipopolysaccharide (II,PS)-stimulated -Mortol\ine6 cells was
evaluated. The cells were placed in 96-well plates at a concentration of 50
000 cells/well. me compounds were tested at the 'maximum soluble
concentration given in -lab le 1 (in the range 30-300 [AM) and incubated
flar 1 hour. -Tbsi cells were then stimulated with TI'S (100 rag/m1) for 4
hours.    The total RN-L& was extracted from the cell pellet using the
RINI-easy mini kit (Olagert), reverse-transcribed with the ThqMan Reverse
transcription reagents synthesis kit (Applied 13iosysrems) and the cON-A,
obtained was used for the real-time PCR reaction. The amplification was
obtained in 96-well plates using the A1311 Prism 7000 sequence detection
system (Applied E3iosystems), by applying the following temperatureprotlIe:
50C. for 2 minutes, 95 C_ for 10 minutes and 45 cycles at 95C. JOT- 15
seconds and 60 C. for 1 minute. For the amplification, a set of -primers
and probe specific for human MCP-1 was used (Applied 13icasysterns, RelSeq
N4__002982.3). A set of primers and probe for 13-actin was used in separate
wells as an internal control of the samples for the purposes of
normaliz,ation. Once the reaction had taken place, the fluorescence data
were analysed using the A131 Prism 7000 SOS software, by calculating the
threshold cycle (C.0 for each sample and subsequently performing a relative
quantification via the AACt method.     The results obtained, expressed a.s
a percentage of inhibition, are collated in Table 1 below_ TIA1311_,E,  No.
114) inhibit; (-)ii rbavi 9 99 300 10 61 150 11 65 



150 12 20 300 13 72 75 14 49 30 15 40 75     As shown by the results
obtained and given in Table 1, the compounds were capable of significantly
inhibiting the EPSinduced expression of MCP-1 in a hannan moracacyte line,
and showed a reduction in the levels of specific m-RNIA. between 20(!4, and
99cfai. Example 2 Measurernent of the Production of MCP-1 in a Elannala
Menocyte Eine     The capacity of the compounds to inhibit the expression
of the protein MCP-1 by lipopolysacclaaride (L,-PS)-stimulated MonoMac6
cells was evaluated. The cells were placed in  33 96-well plates at a
concentration of 50 000 cells/well. The competmcis were tested at the
maximum soluble concentration given in Table 2 (in the range 30-300 uM) and
incubated for 1 hour. The cells were then stimulated with ILPS (100
tag/rul) for 20 hours.     The amount of MCP-1 produced was measured in the
supernatants, suitably diluted with builLer, by means of an
immunoenzyunatic test (ELASA) using a commercial kit (PLASA. MCP-1/3R, RalD
Systems).     The results obtained., expressed as a percentage of
inhibition, are collated in Table 2 below. TA1-31--F. 2 TNo. 9/c,
inhibition [i 9 98 300 



10 91 150 11 79 350 12 48 300 11 74 75 14 70 30 15 59 75 27 8, 30     As
shown by the results obtained and given in Table 2, the compounds were
capable of significantly inhibiting the I-PSindu ced expression of MCP-1 in
a human mononyte line, and shciwed a reduction in the levels of produced
protein between 489/b and 98%0. Example 3 Analysis of the Cone Expression
of CX3 ca I in a Human Monocyte I Vine     The capacity of the compounds to
inhibit the expression of CX3 cal by lipopolysaccharide (4-PS:1-stimulated
MonoMa.c6 cells was evaluated.. The cells were placed in 96-well plates at
a concentration of 50 000 cells/well. The compounds were tested at the
maximum soluble concentration given in "fable 3 (in the range 30-300 ItM)
and incubated for 1 hour_ The cells were then stimulated. with.11,PS (100
ng/nal) for 20 hours.     The total RNA was extracted from the cell pellet
using the RINTeasy mini kit (Qiagen), reverse-transcribed with the TaqMan
Reverse transcription reagents synthesis kit (Applied 13iosystems) and the
&DNA. obtained was used for the real-time PCT2 reaction. The amplification
was obtained in 96-well plates using the AF3T Prism 7000 sequence detection
system (Applied E3iosystems), by applying the following temperature
profile: 50 C. for 2 minutes, 95 C. for 10 minutes and 45 cycles at 95C.
for 15 seconds and 60C- for 1 minute. For the amplification, a set of
primers and probe specific for human CX36.42.1 was used (Applied
Hiosystenis, RelSeq NM. 001337.3). A set of primers and probe for 13-actin
was used in separate wells as an internal control of the samples for the
purposes of normalization. Once the reaction had taken -place, the
fluorescence data were analysed using the A131 Prism 7000 SOS software, by
calculating the threshold cycle (Ct) for each sample and subsequently
performing a relative quantification via the AACt method.     The results
obtained, expressed as a percentage of inhibition, are collated in Table 3
below_  34 



TAIBI.,.E. 3  . 'Yo iirhti,ition I JIM] 9 99 300 10 95 150 11 90 150 12 83
300 13 100 75 14 44 30 15 89 75      As shown by the results obtained and
given in Table 3, the compounds were capable of significantly inhibiting
the F.P.Sinduced expression of CX3CR1 in a human monocyte and showed a
reduction in the levels of specific naRJVIA between 44A and 1009A. Example
4 



Analysis of the (I-one Expression of p40 in a Human PvItinocyte Tine
The capacity of the compounds to inhibit the expression of p40 by
lipopolysaccharide (L/PS)-stimulated MorioNlac6 cells was evaluated. The
cells were placed in 96-well plates at a concentration of 50 000
cells/well. The compounds were tested at the maximum soluble concentration
given in Table 4 (in the range 30-300 pd?.,1) and incubated -for 1 hour.
The cells were then stimulated with L.PS (100 nainil) for 4 hours.     The
total RT`SA. was extracted from the cell pellet using the 13.Neasy mini kit
(Qiageti), reverse-transcribed. with the TaqMan Reverse transcription
reagents synthesis kit (Applied Efiosystents) and the criblA obtained was
used tbr the real-time PC.R reaction. The amplification was ob tainecl in
96-well plates using the AV3I Prism_ 7000 sequence detection system
(Applied Fliosystenas), by applying the following temperature profile: 50
C. for 2 minutes, 950C: for 10 minutes and 45 cycles at 95 C. for 15
seconds and 60 C. fort minute. For the amplification, a set of primers and
probe specific .for human p40 was used (Applied Fli sy s t cans
.Reft-Seq-NTN4._. 002187.2). A set of primers and probe for 13-actin was
used in separate wells as an internal control of the samples for the
purposes of normalization. Once the reaction had taken place, the
fluorescence data were analysed using the A131 Prism 7000 SIDS software, by
calculating the threshold cycle (Ct) for each sample and subsequently
performing a relative quantification via the AACt method.     The results
obtained, expressed as a percentage of :inhibition, are collated in Table 4
below. TAHrJ7 4  1,4. intii hi dem at2.4 9 96 100 10 54 150 11 41  150 13
59 73 14 27 30 15 33 75     As shown by the results obtained and given in
Table 4, the compounds were capable of significantly inhibiting the
I.-PSinduced expression of p40 in a human monocyte line, and showed a
reduction in the levels of specific raRNA between 33"Za and 969t . 35 



The invention claimed is: 1. A. compound represented by formula (1) R1 R2
in which: A. may beOrOC:(12-9)(R.10)in which X, may be an alkyl group
having from 1 to 5 carbon atoms, optionally substituted with one or more
alkyl groups having from I to 5 carbon atoms or one or more alkoxy groups
having from. 1. to 3 carbon atoms, and R, and R10, which may be identical
or different from each other, may be hydrogen, an alkyl group having from 1
to 5 carbon atoms or an alkoxy group having from 1 to 3 carbon atoms. N.'
may be IN.T(R.11)(1212),(R, 3)C3(R,), 1`4(I-2")14:(R,.4)
(R15),1\1(12_13)-X,INX.R-14XR-1 5),IN- CR_ -70 X2 which  " may be hydrogen,
an alkyl group Having from 1 to 5 carbon a toms, an allkoxy croup having
from 1 to 3 carbon atoms, or R" together with R" feints a 4- to 7-mernbored
heterocycle, Ha., may be hydrogen, an alkyl group having from :1 to 5
carbon atoms, an alkoxy croup having from 1 to 3 carbon atoms. an aryl
croup, a. betcroaryl group, an alkylaryl group, an alkylbeteroaryl group,
C.OR', COOR', (1.2')(12") with R' and R", which may be identical or
different from each other, represented by hydrogen. and an alkyl group
having from 1 to 5 carbon atoms, or :12" together with R", forms a. 4- to
7-rnernbered heterocycle, a", and a,,, which May be identical or different
from each   ther, may be hydrogen, an alkyl group having from 1 to 5 carbon
atoms or an alkoxy croup having from 1 to 3 carbon atoms,   may be
hydrogen, an alkyl croup having from 1 to 5 carbon atoms, an aryl group, a
heteroaryl g,rorip, an alkylaryl group, an alkylheteroaryl group, COR',
COOR', COP4(1&')(R") with R' and R", which may be identical or different
from each other, represented by hydrogen and an alkyl group having from 1
to 5 carbon atoms, IX, may be an alkyl group having from 1 to 5 carbon
atkinis, optionally substituted with one or more alkyl groups having front
1 to 5 carbon atoms or one or more alkoxy groups having from 1 to 3 carbon
atoms, X3 may he 011, NM, NTIOEI cr N.LINTI,, R" and a2, which may be
identical or different from each other, may be hydrogen, an alkyl group
:having from 1 to 5 carbon atoms or an alkoxy group having from 1 to 3
carbon atoms,   Ra and R,, which may be identical or different from each
other, may be hydrogen, an alkyl group having from 1 to 5 carbon atoms, an
alkoxy group having from 1 to 3 carbon atoms. a halogen atom, --OE!,
---N-(a.)  36 (R"),N-(12.')COR_",CON-1-211-2,", -------- nitro and tri
fluctromethyl; with R.' and a.", which may be identical or different from
each. other, represented by hydrogen and an alkyl group having front 1 to 5
carbon atoms. R., may be hydrogen, an alkyl group laaving, from 1 to 5
carbon atoms. alkoxy group having from 1 to 3 carbon atoms, a halogen
atom.,  OH, --N-(12.5(12"), ----- ----1XT(R7) COR", nitro and
trill-noromethyl, or a, together with one from among R, and a, forms a ring
having 5 Or 6 carbon atoms; with a.' and a", which may be identical or
different from. each other, represented by hydrogen and an alkyl group
having front 1 to 5 carbon atoms,  and a", which may be identical or
different from each other, may be hydrogen, an alkyl group having front 1
to 5 carbon atoms, or together forint a. group or one front among H0 and
ay, together with Rs, forms a ring having 5 or 6 carbon atoms or a
pharmaceutically acceptable salt or ester thereof.    2. The compound.
according to claim -1, wherein X, is an alkyl group having from 1 to 3
carbon atoms, optionally substituted with one or more alkyl groups having
from 1 to 3 carbon atoms or one or more alkoxy groups Having 1 or 2 carbon
atoms.    3_ The compound according to claim 1, wherein X, is CI-I.,
C1-120-12 or C_17-(Ci1",)=, and a, and am, which may be identical or
different from each other, are hydrogen or CT I,. 



4. The compound according to claim 1, wherein residue A is selected from
the group consisting of Cfl, CEL,C-TI."
CT.(CT-13),,CH2CH2OC11,CH2CH2OC(CLI3)and      5. The compound FACCOraing to
claim 1, wherein R.," is a hydrogen atom, an alkyl group having front 1 to
3 carbon atoms. an alkoxy group having 1 or 2 carbon atoms, or a" together
with a" forming a 5- or 6-merribered heterocycle.     6. The coutpctund
according to claim I, wherein a", is a hydrogen atom, an alkyl grou.p
having from 1 to 3 carbon atoms, an alkcitcy group having 1. or 2 carbon
atoms. a betertgaryl group, an alkylaryl group, an, alkyllteteroaryl group,
CON(a_5(a.") with a' and R", which may be identical or different from each,
other, represented by hydrogen and an alkyl group having from 1 to 3 carbon
atoms, or R," together with R" forms a 5- or 6-rnernbered heterocycle.
7_ The compound a.ccording to claim 1, wherein an and 1215, which may be
identical or different from each other, are a. hydrogen atom., an alkyl
group having from 1 to 3 carbon atoms or an alkoxy group having 1 or 2
carbon atoms.     8. The compound according to claim 11, wherein a,, is a
hydrogen atom, an alkyl group having from 1 to 3 carbon atoms, an aryl
group, a heteroaryl group, an a tkylaryl group, an alkyllgeteroaryl
group,Goa', cor-4-(a')(a") with H' and R.", which may be identical or
different front each other, represented by hydrogen and an alkyl group
having from 1 to 3 carbon atoms_     9. The compound according to claim 1,
wherein X, is an alkyl group having -front 1 to 3 carbon atoms, optionally
substituted with one or more alkyl groups having front 1 to 3 carbon atoms
or one or more alkoxy groups having 1 Or 2 carbon atoms.     1.0_ The
compound. according to claim 1, wherein X, is selected front the pro-up
consisting of Oil, N11,, NIHON and -NFINf12.    11. The coin-pound
according to claim 1, wherein a, and H2, which rnay be identical or
different from each other, are a hydrogen atom, an alkyl group having front
1 to 3 carbon atoms or an alkoxy group having 1 or 2 carbon atoms.  37 12.
The compound according to claim 1, wherein as, and as, which may be
identical or different from each other, are selected from the group
consisting of a. hydrogen atom, an alkyl group having from 1 to 3 carbon
atoms, an alkoxy group having 1 or 2 carbon atoms, a Dr, Cl or 17 atom, an
OH group, a intro group, a trittuoromethyl group or a group N(R`)(R") or
H(12.1)C101=5", CP1, C7ONTIVR", with R' and R", which may be identical or
different lrcan each other, represented by a hydrogen atom and an. t:ilkyl
group having front 1 to 3 carbon atoms.     13. The compound according to
claim 1, wherein it5is selected from the group consisting of a hydrogen
atom, an. alkyl group having from 1 to 3 carbon atoms, an alkoxy group
having 1 or 2 carbon atoms, a halogen atom, an 011 group, or R.5, together
with one from among R.6 and. av, forms a ring having 5 or 6 carbon atoms
14. "The compound according to claina1" wherein R, and 12.7, which may be
identical or different from each other, are selected from the group
consisting of a hydrogen atom, an alkyl group having front 1 to 3 carbon
atoms, or together form a group ,,, or one from among R, and K7, together
with 'Rs, forms a ring having 5 or 6 carbon atoms     15. A, pharmaceutical
composition comprising the .corn-pound of according to claim 1, or a
pharmaceutically acceptable salt or ester thereof, and at least one
pharmaceutically acceptable vehicle. 16. The pharmaceutical composition
according to claim 15, wherein said. pharmaceutically acceptable salt is an
addition salt with physiologically acceptable organic or mineral acids or
bases. 17. The pharmaceutical composition according to claim. 16, wherein
said physiologically acceptable acids are selected from the group
consisting of hydrochloric acid, hydrobromic acid, sulfuric acid,
phosphoric acid, nitric acid, acetic acid, ascorbic acid, benzoic acid,
citric acid, furnaric acid, lactic acid, inaleic acid, methanesulfonic
acid, oxalic         para-toluenesulfonic acid, benzenesulfonic acid,
succinic acid, tannic acid. and tartaric acid.    18. The pharmaceutical
composition according to claim 16, wherein said physiologically acceptable
bases are selected front the group consisting of ammonium hydroxide,
calcium hydroxide, magnesium, carbonate, sodium hydrogen carbonate,
potassium hydrogen carbonate, arginine, botanic, caffeine, choline,
NI,ISI-dibenzylethyleriediantine, diethy-
2-diethylarninoethanol, 2-dimethylaminoethanol, ethanolarnine,
ethylenediamin.e, N-ethylmorpholine, 1V-ethylpiperidine,
1\l-rnethylgiticamine, glucanaine, glucosamine, histidine,
N--(2-hydroxyethyl)piperidine, 14-(2-hydroxyethyppyrrolidine,
isopropylamine, lysine, methylglucamine, morpholine, pipera zinc,
piperidine, theobromine, triethylamina, trimethylarnine, tripropylamine and
tromethamine    19. The pharmaceutical composition according to claim 15,
wherein said pharmaceutically acceptable ester is formed with
physiologically acceptable organic acids or alcohols. 



20. The pharmaceutical composition according to claim 15, wherein said
composition comprises a stereoisomer or an enantioiner of the compound of
formula (1), or a pharmaceutically acceptable salt or ester thereof, or a
mixture thereof.    21. The pharmaceutical composition according to claim
15, wherein pharmaceutically acceptable vehicle is selected from the group
consisting of a glidant, a binder, a di sintegrant, a filler, a diluent, a
flavouring, a colorant, a fluidizer, a lubricant, a preserving agent, a
humectant, an absorbent and a sweetener. 


