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Phar maceutical composition and the use ther eof, and application regime of said

phar maceutical composition for on-demand contraception

The present invention relates to the subject matsged in the patent claims, i.e.:

(a) the use of a pharmaceutical composition conmgyiat least one 2H-indazole as novel EP2
receptor antagonist according to general formusand at least one cyclooxygenase inhibitor

(COX inhibitor) for non-hormonal on-demand contraib@n and contraception,

(b) a pharmaceutical composition comprising attlesse 2H-indazole as novel EP2 receptor

antagonist according to general formula la anéadtlone (COX inhibitor)
and

(c) the use of at least one EP2 receptor antagaudsording to general formula la in
combination with at least one COX inhibitor for paging a pharmaceutical composition, and
also processes for preparing this pharmaceutigaposition and its use for non-hormonal on-

demand contraception and fertility control.
Description of theinvention

Hormonal contraception with daily orally adminigdrlow dosages of synthetic gestagens and
oestrogens is, in addition to administration okeatggen via an intrauterine system (1US) such as
Mirena®, currently the method showing best pharrtagoal efficacy in the prevention of
pregnancies in clinical studies. Oral contracepti@guires continuous regular intake of
hormone-containing pills, independent of the freguyeof sexual intercourse and thus the
necessity of contraceptive protection. Women havirfgequent sexual intercourse are thus
exposed to hormones for an unnecessarily long gh@fitime. Especially for this group of users,
there is therefore a need for a preparation whachle taken only when required shortly before
or optionally also immediately after intercoursd,lat the same time, offers a (contraceptive)

protection similar to that of the classic oral cangeptives.

Although there has been such a need for decadeszl@Caet al. Zbl. Gynakol.; (1984);
106:1182-1191), there is hitherto no preparatiomowahg contraception on demand
(alternatively also referred to in the literaturee @an-demand contraception, fertility control on
demand or precoital contraception) (Aitken et abnttaception; (2008); 78: p.28-p.35). In a
study carried out in Ghana, it has been reportatiitoman use Primolut-N tablets comprising
5 mg of norethisterone, which are approved fortthatment of various gynaecological disorders

as on-demand contraceptive in 94% of cases arttiddreatment of menstrual disorders in only
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6% of cases (Opare-Addo et al. Afr. J. Reprod. theaf2011); 15(1):65-7). Anecdotal reports
and data collected by Family Health Internationahfom that women in many emerging
countries and South American and Africa, but alsocountries such as Great Britain,
deliberately use preparations developed for emesgerontraception also for on-demand

contraception.

Products approved for emergency contraception asérfor®, Plan B® and Levonelle® (single
administration of 1.5 mg of levonorgestrel (LNG)thin 72 hours) and ellaOne® (single
administration of 30 mg of ulipristal acetate (UR&ijhin 120 h after sexual intercourse). These
preparations are described, for example, in thdiggtipn EP 1448207 (LNG) and in the
applications W02011/069871 and W(02011/091892 (URA&\onorgestrel is a progesterone
derivative, and ulipristal acetate is a selectivegpsterone receptor modulator. Thus, both are
hormonal methods employed in very high doses coegpdo a hormone-comprising oral
contraceptive taken regularly. Thus, for examptimiaistration of a single dose of 1.5 mg of
LNG corresponds to 10 times the amount that is adtered daily when an LNG-containing
pill (such as Microgynon®) is taken regularly. IrurBpe, the mini pill Microlut®, which
contains 0.03 mg of LNG and is taken for a perib@®days, which corresponds to a dose of
only 0.84 mg of LNG per cycle, has been approvegtetthe single dose of 1.5 mg of LNG for
emergency contraception corresponds to more thanntanthly doses of Microlut®. If a pill
developed for emergency contraception is used akbvimes a month, the dose is,
correspondingly, even higher. Raymond et al. hdamva that even single administration may
have effects on the cycle (Raymond et al. Obstete@Gyl.; (2011); 117(3):673-81). In addition,
these preparations for emergency contraceptiorotbave the same contraceptive reliability as
a hormone-containing oral contraceptive taken @tyl however, this would be desirable for
on-demand contraception. Evaluation of differentss for pre- and postcoital use of 0.75 mg
of LNG showed a Pearl Index of 5.1 [preghancies 1@0 woman years] (95% confidence
interval [CI] 3.8-6.7), which represents moderatiicacy (Raymond et al. Obstet Gynecol.;
(2011); 117(3):673-81).

Hitherto, for on-demand contraception, only hormianathods have been described; however,

none of these has yet been approved:

WO 2010/119030 describes an on-demand preparati@rey as gestagen, levonorgestrel or
norgestrel is used in a dose range of from 0.55ary, with the preparation to be used 24 hours
prior to intercourse. However, the dose of LNG esponds to the dose used for emergency

contraception.
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WO2007/045513 describes a method for on-demandramm®ytion where a gestagen is, if

required, administered transdermally using a patch.
WQ0O96/12494 uses competitive progesterone antagadoisbn-demand contraception.

W02010/119029 describes progesterone or progestaereptor modulators for on-demand
contraception which are administered within 72 kqanior to expected sexual intercourse. Here,
30 mg of UPA are employed once prior to sexualraaerse, which corresponds to the dose

used for emergency contraception.

Non-hormonal methods for on-demand contraceptiore h#t yet been described. However,
there is a need for non-hormonal pharmacologicahous for women who, for medicinal or
personal reasons, do not want to use or canndtarseonal contraceptives. A further advantage

of a non-hormonal approach is the fact that thestneal cycle is not affected.

It has already long been known that prostaglanadiaskey molecules in the processes of female
reproductive biology, such as for example the ratjuh of ovulation and fertilization. The
effects of the prostaglandins are mediated thrabhghr G protein coupled receptors, which are
located in the cell membrane. Of particular inteiegprostaglandin £(PGE), which effects a
great variety of cellular actions by binding to ¢tionally different receptor subtypes, namely
the ER, EP, EPR; and ER receptors. The receptor subtypes to which prostagh & binds are

of particular importance for the receptor-mediadéetions which are involved in the regulation
of fertility. Thus it could be shown that the reguative functions are impaired in EP2 knockout
mice (EP2"), e.g. in mice which no longer have a function@Ep receptor subtype EP2, and
that these animals have a smaller number of offggser pregnancy (Matsumogbal. Biology

of Reproduction; (2001); 64: 1557-1565). Likewiseould be shown that these EP2 knockout
mice (Hizakiet al. Proc Natl Acad Sci U. S. A.; (1999); 96(18):105506) display markedly
decreased cumulus expansion and severe subfenliich is to be regarded as being causally
linked with decreased reproductive processes saabvalation and fertilization. Accordingly,
the EP2 receptor is an important target for theebigpment of drugs for the regulation of female

fertility.

The application DE 10 2009 049 662 Al describesddsBbstituted 2H-indazoles which, with
high binding affinity, selectively antagonize th®ZEreceptor. These EP2 receptor antagonists

are disclosedhter alia for use as contraceptive, but not for on-demanmdraoeption.

In a pairing study with cynomolgus monkey, it wdswn that an EP2 receptor antagonist

administered continuously has a subfertile eff@lffo et al. 2012, Annual Meeting of the
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American Society for Reproductive Medicine). Howewveontinuous administration does not

correspond to use for on-demand contraception.

The applications of Summit Corporation Plc. (WO2092107), CM Sun et al.
(W0O2008/070599) and Janssen Pharmaceutica NV (W@2P4102) describe 2H-indazoles.
The compounds disclosed in WO2007/091107 interattt the utropine A promoter and are
claimed for the treatment of Duchenne muscular rdpsly, Becker muscular dystrophy or
cachexia. WO2008/070599 describes compounds bindirtge VGEFR-3 receptor. They are
claimed for the treatment of cancer. The compourntiscribed in the application
W02010/124102 inhibit monoacylglycerol lipase (MGand are claimed for the treatment of
inflammatory pain. None of the three applicationsntioned discloses whether the compounds

bind to the EP2 receptor and are suitable forlitgrtontrol.

The effect of COX inhibitors on female ovulationshbeen investigated by several research
groups. Thus, Pall et al. examined the effect déaaxib on ovulation (Pall et al.; Human
Reproduction; (2001); 16(7):1323-1328). In thigdst25 mg of the active compound were used

on 9 successive days. In 4 of 6 patients, ovulatiags delayed by more than 48 hours.

Edelmann et al. 2013 examined the effect of thiy daal administration of 400 mg of celecoxib
on ovulation. Depending on time and duration of iistration, an increase in ovulatory
dysfunction of 25-30% was observed. The ovulatdygfunction was characterized by a
flattened LH (luteinizing hormone) peak and/or pwaulation (Edelmann et al. Contraception.
(2013); 87(3):352-357). In 2010, Edelmann et atl &weady shown that daily administration of
400 mg of celecoxib over the entire cycle increagedcycle length from 27.2 +/- 2.4 days to
28.5 +/- 2.5 days and changed time and heightel th peak (Edelmann et al. Contraception;
(2010); 81(6):496-500). Both results showed that tienefit of celecoxib for emergency

contraception is limited.

In a pilot study with 6 women treated withx3®0 mg of indomethacin per day for at least 3 days,
it was shown that administration of indomethacitaged ovulation by 2 — 12 days in 5 cases.
The treatment was initiated when the dominantdiglhad reached a maximum size of > 16 mm
or LH was detected in the urine (Athanasious efaltil Steril.; (1996); 65(3): 556-60). This
study also confirmed the results by Killick S andst&in M. 1987 where indomethacin
administered in a dose 02100 mg per day over 5 days led to inhibition ofilation (Killick S

and Elstein M. Fertil Steril.; (1987); 47(5):773-7)

A clinical study by Bata et al. 2006 showed thahamstration of meloxicam reversibly delayed
ovulation by 5 days (Bata et al., J Clin Pharma(206); 46:925-932). This result was
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confirmed by Jesam et al. 2010 (Jesam et al. Huprd®e (2010); 25(2):368-73). In this
clinical study, 30 mg or 15 mg of meloxicam werenatstered daily over a period of 5 days
during the late follicular phase. In 90.9% (30 mglowicam group) or 50.0% (15 mg meloxicam
group), ovulation was abnormal, which shows thalomieam may be suitable for emergency

contraception.

In principle, COX inhibitors are known to be relely well tolerated; however, Castellsague et
al. 2012 and Varas-Lorenzo et al. 2013 indicatedl tfiere is an increased risk of cardiovascular
and gastrointestinal events for this class of sutuss. It is therefore recommended to use a
relatively low dosage (Castellsague et al. Drug;3a012); 35(12):1127-46; Varas-Lorenzo et
al. Pharmacoepidemiol Drug Saf.; (2013); doi: 102/pds.3437. [Epub ahead of print]).

In a pilot study, Massai et al. 2007 examined tke of meloxicam in combination with
levonorgestrel (LNG) on the time of ovulation inno@ction with emergency contraception
(Massai et el. Human Reproduction; (2007) 22(2)%:439). In this study, 2 tablets of in each
case 0.75 mg of LNG (knowimter alia by the trade name Postinor-2) were administered on
their own or together with 15 mg of meloxicam. mme ttreatment group which received the
combination of meloxicam and LNG, there was a trémdeduced frequency of ovulation
compared to the group treated exclusively with LN@®is effect was increasingly pronounced

the later the tablets were taken relative to thne tof ovulation.

In WO2010/149273 (Bayer Pharma AG), it was shovat ¢hlow dose of levonorgestrel which,
on its own, does not inhibit ovulation, may achievgually complete suppression of ovulation
in the rat when combined with piroxicam. Howevéis tapproach comprises, in addition to the
non-hormonally acting COX inhibitor, a hormonal qmment in the form of levonorgestrel and

does therefore not represent a non-hormonal atteent® purely hormonal approaches.

Accordingly, it is an object of the present inventito provide a method and a pharmaceutical
composition for on-demand contraception based phamacological non-hormonal approach

and thus providing an alternative to hormonal mesho

In accordance with the invention, this object ishiaeed by using a non-hormonal
pharmaceutical composition comprising at least &R2 receptor antagonist according to
formula | and at least one COX inhibitor. In adolitj this object is achieved by the
pharmaceutical composition itself which comprisdsleast one EP2 receptor antagonist

according to formula la and at least one COX irthibi

The EP2 receptor antagonists according to formuba la according to the invention have
already been described in the patent applicatiof/BR2012/073556, unpublished at the
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priority date of the present application. Theregeythare claimedinter alia for use for
contraception and emergency contraception. In hdita pharmaceutical composition
comprising at least one EP2 receptor antagoni&irofula | and at least one COX inhibitor and

its use for contraception are described.

In the patent application PCT/EP2012/073556, it slaswn that the EP2 receptor antagonists
according to formula | or la have an antagonisttioa at the EP2 receptor (see biological
examples; Table 1) and are thus suitable for iigrontrol (see biological examples; Tables 2,
3 and 4). In the present application, in accordamnite the invention, it was possible, by
combining the EP2 receptor antagonists accordinfprimula | or la with a COX inhibitor, to
achieve the contraceptive action of the EP2 receptidagonists or the COX inhibitors
surprisingly even at a still ineffective dose oé timdividual active compounds (see biological
examples; Tables 6.1 -6.5 and 7.1). Thus, the omtibn of EP2 receptor antagonists
according to general formula | or la with COX inibilos allows both the dose of the COX
inhibitor and the dose of the EP2 receptor antagerto be reduced, which in turn reduces

possible side effects and thus increases accepsaacsafety of the method.

In addition, the contraceptive action was, surpghi, achieved even after single administration
of an EP2 receptor antagonist according to gerieraiula | or la in combination with a COX
inhibitor shortly before sexual intercourse (seeldgical examples; Tables 6.1 — 6.5 and 7.1).
This shows that EP2 receptor antagonists in cortibmavith COX inhibitors constitute an
effective pharmaceutical composition for on-demaodtraception which can be administered
before or shortly after expected sexual intercaugace this pharmaceutical composition is

non-hormonal, it represents an alternative to hoahapproaches.

In the pre-ovulatory antral follicle, the oocyte sarrounded by cumulus cells which form a
dense cell crown around the oocyte. After the LHkpéluteinizing hormone), a series of
processes is activated, which results in a marketphological change in this cell crown of
cumulus cells. During this, the cumulus cells famextracellular matrix, which leads to the so-
called cumulus expansion (Vanderhyden al. Dev Biol.; (1990); 140(2):307-317). This
cumulus expansion is an important component of atatory process and the subsequent

possibility of fertilization.

During the cumulus expansion, prostaglandins amd peostaglandin £ synthesis whereof is
induced by the LH peak, are of decisive importaftestanoid EP2 knockout mice (Hizaki

al. Proc Natl Acad Sci U S A.; (1999) 96(18):10501-085 show a markedly decreased
cumulus expansion and severe subfertility, whicmaolestrates the importance of the prostanoid

EP2 receptor for this process.
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The anti-ovulatory action of COX inhibitors in hunzahas been demonstrated in clinical studies
(as described above). COX inhibitors lead to redym®staglandin synthesis. In COX-2 knock-
out mice, it was shown that prostaglandins playla m particular in processes of ovulation,
cumulus expansion and fertilization (Cheng JG andw&t CL. Biol Reprod.; (2003);
68(2):401-4; Lim et al. Cell; (1997) 91(2):197-208)

Since, within the prostaglandin pathway, the EP@péor is inhibited directly by the EP2
receptor antagonists, the onset of action by tlisscof substances is earlier than the onset of
action of COX inhibitors, where the action is tiggd by lowering of prostaglandin

concentrations.
On-demand contraception or contraception on demand

On-demand contraception, fertility control on deghaprecoital contraception or contraception
on demand all refer to the on-demand use of ormaare substances for preventing unwanted
pregnancy. The administration can be before ortlshafter expected sexual intercourse. Here,
on-demand does not mean optional. Rather, the audmsubstances has/have to be

administered to prevent unwanted pregnancy.

The invention provides the use of a pharmaceuticalposition comprising (a) at least one EP2

receptor antagonist according to formula (1)

2
R
X N ~/
R4/ N _b)n
1
O R "O~nN

O

Ar—R®

(formula I)

wherein

R%: means H, §C, alkyl or G-C, alkyloxy;

R%  H or methyl;

subject to the proviso that one of the two residRiesr R equals H;

X: -(CHy)-, -(CHy)y-O-, -CH-S-, CH-S(O)-, -CH(CH)-, -CH(CH)-O- or -C(CH)»-O-;

k: 1lor2;
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l: 0,1or2;
R* H, C,-C, alkyl, C;-C, cycloalkyl, or CH-C5-C, cycloalkyl;
and in the case that X means —gyHwvith | meaning 0 or 1 or -CH(Cj#
R*: additionally a 4-6-membered heterocyclyl residue
and in the case that X means -(Hor -CH(CH)-
R* additionally CN;
m: lor2;
n: lor2
Ar: a 6-10-membered aryl or 5-10-membered hetasidue,

R halogen, CN, S§ C-C, alkyl, G-Cq cycloalkyl, G-Cs heterocyclyl, O-GC, alkyl,
0O-GCs-Cs cycloalkyl, O-G-Cs heterocyclyl, S-¢C; alkyl, S(O)}-C;-C, alkyl, Ar’,
O-Ar", C(CH;),-CN or C(CH),-OH;

Ar":  an optionally singly or doubly substituted G&mbered aryl or 5-6-membered heteroaryl

residue;

wherein the substituents are selected from F, QN, @C,-C, alkyl, O-G-C; alkyl,
C(CHs,),-CN, C(CH)»-OH and C(O)NH;

and comprising (b) at least one COX inhibitor sedddrom the list below:
C1 indomethacin;

C2 diclofenac;

C4 naproxen;

C5 ibuprofen;

C6 meloxicam;

C7 piroxicam;

C8 nimesulide;
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C9 ketoprofen;

C10 tenoxicam;

Cl1 mefanemic acid;
Cl1l2 ketoralac;

C13 celecoxib(4-[5-(4-methylphenyl)-3-(trifluoronhgt)-1H-pyrazol-1-

yl]lbenzenesulphonamide);

C14  parecoxib(N-[4-(5-methyl-3-phenyl-4-isoxazopienyl]sulphonylpropionamide);
C15 rofecoxib (4-(4-mesylphenyl)-3-phenylfuran-2jsbhe);

C16 valdecoxib (4-[5-methyl-3-phenyl-4-isoxazoyhlzenesulphonamide);

C17  etoricoxib

for on-demand contraception.

The invention furthermore provides the use of armiageutical composition comprising

(a) at least one EP2 receptor antagonist accotdifaymula (1), where
R%: means H, &C, alkyl or G-C, alkyloxy;
R%  H or methyl;

subject to the proviso that one of the two residtfesr R equals H:

X «(CH)r, «(CHy)O-, -CH:S-, CH-S(O)-, -CH(CH)-, -CH(CH)-O- or -C(CH),-O-;
k: 1lor2;
l: 0,1or2;

R* H, C,-C, alkyl, C;-C, cycloalkyl, or CH-C5-C, cycloalkyl;
and in the case that X means —g;Hvith | meaning O
R*: additionally a 4-6-membered heterocyclyl resitinked via a ring carbon atom;

m: lor2;
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n: lor2;
Ar: a 6-10-membered aryl or 5-10-membered hetasidue,

R halogen, CN, S§ C-C, alkyl, G-Cq cycloalkyl, G-Cs heterocyclyl, O-GC, alkyl,
0O-G;-Cs cycloalkyl, O-G-Cs heterocyclyl, S-GC, alkyl, S(O)-C;-C, alkyl, Ar’,
O-Ar’, C(CH)>-CN or C(CH),-OH;

Ar: an optionally singly or doubly substituted @&mbered aryl or 5-6-membered heteroaryl

residue;

wherein the substituents are selected from F, QN, @C-C, alkyl, O-G-C; alkyl,
C(CHs,),-CN, C(CH)»-OH and C(O)NH;

and comprising (b) at least one COX inhibitor sedddrom the list above (COX inhibitors C1-

C17) for on-demand contraception.
The 2H-indazoles according to the invention havaraagonistic action on the EP2 receptor.

C,-C, alkyl or G-C, alkyl should each be understood to mean a linearanched alkyl residue,

such as for example methyl, ethyl, propyl, isoptppuytyl, isobutyl, sec-butyl or tert-butyl.
The alkyl residues can optionally be singly or fimijt substituted with fluorine.
The hydrogen atoms can optionally be replaced byedieim.

C,-C, alkoxy or G-C, alkoxy should be understood to mean a linear andired residue of the
formula alkyl-O-, such as for example methoxy, &ham-propoxy, isopropoxy, n-butoxy, sec-

butoxy, isobutoxy or tert-butyloxy.
The alkoxy residues can optionally be singly ortiply substituted with fluorine.

Cs-Cs cycloalkyl should be understood to mean monocyaliy! rings such as cyclopropyl,

cyclobutyl, cyclopentyl and cyclohexyl.
The cycloalkyl residues can optionally be singlyrarltiply substituted with fluorine.

4-6-membered heterocyclyl should be understoodgammonocyclic rings which instead of the
carbon atoms contain one or more hetero atoms, asidxygen, sulphur and/or nitrogen or a
hetero group such as -S(O)- or -S0The linking bond can be at any carbon atom oa at

nitrogen atom.
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For example, azetidinyl, pyrrolidinyl, piperidinyRiperazinyl, 1,4-diazepanyl, morpholinyl,
thiomorpholinyl, oxetanyl, tetrahydrofuranyl, tetyaropyranyl, 1,4-dioxanyl and 2-oxo-

oxazolidinyl may be mentioned.

The heterocyclyl residues can optionally be singly multiply substituted with fluorine,

hydroxy, methoxy or with oxo.
Halogen should in each case be understood to neame, chlorine, bromine or iodine.

The G-C;c-membered aryl residue in each case comprises @ catbon atoms and can be

benzo-condensed. Phenyl and naphthyl may be mextion

The G-Cio-membered aryl residue can optionally be singlystitited with fluorine, chlorine or

a methyl group.

The G-Cy heteroaryl residue should be understood to meamomor bicyclic ring systems
which each contain 5 - 10 ring atoms and whicheidtof the carbon can contain one or more
identical or different hetero atoms, such as oxygeiphur or nitrogen. The linking bond can be

at any carbon atom or at a nitrogen atom.

For example, thienyl, thiazolyl, furyl, pyrrolyl,xazolyl, imidazolyl, pyrazolyl, isoxazolyl,
isothiazolyl, oxadiazolyl, triazolyl, thiadiazolytetrazolyl, pyridyl, pyridazinyl, pyrimidinyl,
pyrazinyl, triazinyl, phthalidyl, thiophthalidyl,ndolyl, isoindolyl, indazolyl, benzothiazolyl,
benzofuryl, benzothienyl, benzimidazolyl, benzoxgizo azocinyl, indolizinyl, purinyl,
isoquinolinyl, quinolinyl, quinolizinyl, quinazolyl, quinoxalinyl, cinnolinyl, phthalazinyl,

1,7- or 1,8-naphthyridinyl and pteridinyl may bentiened.

The G-Cio-membered heteroaryl residue can optionally be Iwisgbstituted by fluorine,

chlorine or a methyl group.

If radicals in the compounds according to the itikgnare substituted, the radicals can, unless
specified otherwise, be mono- or polysubstituted.tie context of the present invention it
applies that for all radicals which occur multipiemes, their meanings are independent of one
another. Substitution with one, two or three ideaitior different substituents is preferred.

Substitution with one substituent is very particiyl@referred.

If a basic functional group is contained, the pblggjically compatible salts of organic and
inorganic acids, such aster alia hydrochloric acid, sulphuric acid, phosphoric acidric acid

and tartaric acid, are suitable.
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Pharmaceutical composition comprising at least one EP2 receptor antagonist according to

general formula la and at least one COX inhibitor

The present invention provides a pharmaceuticalpo®iion comprising (a) at least one EP2

receptor antagonist according to the formula (fe) @) at least one COX inhibitor.

The present invention furthermore provides theais# least one EP2 receptor antagonist of the
general formula la together with at least one C@Mihitor for preparing a medicament or a

pharmaceutical composition comprising suitable fdation auxiliaries and carriers.

EP2 receptor antagonists which, according to the invention, are comprised in the

pharmaceutical composition

EP2 receptor antagonists according to the inventibich are comprised in the pharmaceutical

composition according to the invention are 2H-iraleg of the general formula la, where

2
R
/N\
XN <~/
SN _b’”
o) Rl ul( N

© (Ia)

Ar—R®

R', R% mean H or methyl;

subject to the proviso that one of the two residrfesr R equals H;

X: -(CHy)- or -(CHy)-O-;
k: 1lor2;
l: 0,1or2;

R* H, C,-C, alkyl, C;-C, cycloalkyl or CH-C;-C,4 cycloalkyl;
m: lor2;
n: 1or?2;

Ar: a 6-10-membered aryl or 5-10-membered hetasidue,
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R halogen, CN, S§ C;-C, alkyl, G;-Cq cycloalkyl, G-Cq heterocyclyl, O-GC,4 alkyl, O-
Cs-Cs cycloalkyl, O-G-Cg heterocyclyl, S-GC, alkyl, S(O)-C;-C, alkyl, Ar", O-Ar’,
C(CH;),-CN or C(CH),-OH; and

Ar: an optionally singly or doubly substituted @&mbered aryl or 5-6-membered heteroaryl

residue;

wherein the substituents are selected from F, Ql, G-C, alkyl, O-G-C, alkyl, C(CH),-CN,
C(CH;y),-OH and C(O)NH;

and salts, solvates or solvates of the salts thea@d isomers, diastereomers, enantiomers and
salts or cyclodextrin clathrates thereof, for prdg medicaments which overcome the known
disadvantages and have improved properties sugasin-vivo efficacy, good solubility and

stability.
The compounds according to the invention have gamganistic action at the EP2 receptor.

The radicals and substituents have the same measimngscribed above for the EP2 receptor

antagonists of the general formula I.

Preferred are compounds of the formula la, wherein

R%: means a methyl group;
R% H;

X: -(CHy)- or -(CH,)-O-;
k: 1;

I: Oor1,

R* C.-C, alkyl, C;-C, cycloalkyl or CH-C;-C,4 cycloalkyl;
m,n:. 2;
Ar: a phenyl residue;

and salts, solvates or solvates of the salts theaed isomers, diastereomers, enantiomers and
salts or cyclodextrin clathrates thereof, for pradg medicaments which overcome the known
disadvantages and have improved properties suglasin-vivo efficacy, good solubility and

stability.
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Also preferred are compounds of the formula la, netme

R: means a methyl group;
R%  H;

X: -(CHy)i- or -(CH)«-O-;
k: 1;

I: Oor1,

R* C.-C, alkyl, C;-C, cycloalkyl or CH-C;-C,4 cycloalkyl;

Ar: a phenyl residue;

and salts, solvates or solvates of the salts thea@d isomers, diastereomers, enantiomers and
salts or cyclodextrin clathrates thereof, for prddg medicaments which overcome the known
disadvantages and have improved properties suglasin-vivo efficacy, good solubility and

stability.
The following EP2 receptor antagonists accordintipéoinvention are particularly preferred:

El 2-{[1-(4-cyano-2-fluorobenzoyl)piperidin-4-ylJmetyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E2 2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylimethyIN-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

E3 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}nByl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E4 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-morpholinobeoy)piperidin-4-ylimethyl}-2H-

indazole-5-carboxamide

E5 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E6 2-{[1-(2-fluoro-4-mesylbenzoyl)piperidin-4-ylimetliyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide
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E8

E9

E10
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E12

E13

El4

E15

E16

E17

E18

E19

E20

15

2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-yljmieyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-yllmetliyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-methylbenzoyl)piperidin-4-ylmeit}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperiai-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluoid-sulphanyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbenzopiperidin-4-ylimethyl}-2H-

indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl}ntleyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-methylphexygbenzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-tert-butylphenoxy)benzoyl]piperidin-d3ynethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluororthyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(4-methoxyphenoxy)bewyhpiperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-phenoxybenzipiperidin-4-yllmethyl}-2H-

indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimethylN-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-{[1-(4-methoxybenzoyl)piperidin-4-ylJmethyl}-N-(Znethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide
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E27
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E30

E31

E32

E33

E34
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2-{[1-(4-fluorobenzoyl)piperidin-4-ylimethyl}-N-(2nethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoromet)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-{[1-(2-methoxybenzoyl)piperidin-4-ylJmethyl}-N-(Znethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluorométyl)sulphonyl]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-(trifluoromey)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(3-methylbenzopiperidin-4-ylimethyl}-2H-

indazole-5-carboxamide

2-{[1-(3-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2nethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(4-carbamoylphenoxy)benzoyl]piperidin-4hyiethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(cyclopentyloxy)benzoyl]piperidin-4-yl}mdityl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethyl)benzoyl]piperidin-4-yl}mdtyl)-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-cyanobenzoyl)piperidin-4-ylimethyl}-N-(2-athoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(1H-imidazol-1-yl)benzoyl]piperidin-4-yl}rathyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(oxazol-2-yl@gmzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(oxazol-5-ylgnzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide
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E45
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N-(2-methoxyethyl)-4-methyl-2-({1-[4-(isoxazol-5¥denzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-pyrazolsthbenzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-1,2,4-tdal-1-yl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethoxy)-2-fluorobenzoyl]piperidi4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(pyrrolidin-1-yl)benzoyl]piperidi-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[(3,4'-difluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methoxybiphenyl-4-yl)carbonyliperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-3'-(trifluoromethyl)biphenyl-4-yi¢arbonyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-2'-(trifluoromethoxy)biphenyl-4-ytarbonyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(2',4'-difluorobiphenyl-4-yl)carbonyl]pipedin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2-fluorobiphenyl-4-yl)carbonyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[(2'-methylbiphgh4-yl)carbonyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide
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ES8
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EGO

E61

E62
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N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-pyridyloxyenzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4H-1,2,4-tzal-4-yl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-[morpholin-4-yl)benzoyl]piperidis-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-yllmethyl}-N-(2-ethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluorometixy)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2nethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluorométyl)sulphanyl]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(pentafluord:>-sulphanyl)benzoyl]piperidin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-méil-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(triflucomethoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-[Zcyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[1-(4-Bthylbenzoyl)piperidin-4-yl]-

methyl}-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluordpenoxy)benzoyl]piperidin-4-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-({1-[4u(fluoromethyl)benzoyl]piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide
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E72

E73

E74

E75
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N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluorolphenyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylJmethyIN-[2-(cyclopropylmethoxy)ethyl]-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-méiyl-N-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yllmeyt}-N-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-({14-(trifluoromethyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimethyl#-methyl-N-[2-(2,2,2-trifluoro-

ethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2sopropoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methylbendipiperidin-4-ylimethyl}-2H-

indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-N-(2-isopropoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-({1-[4-(trifluoroethyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-N-(2-isopropoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimethylIN-(2-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide
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E82
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2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-méiyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-[2-(trifluoro-

methoxy)ethyl]-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-4-methyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[(1-{4-[41rifluoromethyl)phenoxy]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbarmide

N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyl)pipiein-4-ylJmethyl}-4-methyl-2H-

indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[4-(4-fluorophenoxy)beoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[(4'-fluorobiphenyl-g4)carbonyl]piperidin-4-yl}methyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-4-methyl-2-[(1-{4-[4-(trifloromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-méyl-N-{2-[( °H3)methyloxy]-
(°H4)ethyl}-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mhayl)-4-methyl-N-{2-
[(*H3)methyloxy]EH4)ethyl}-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yl[methyl}-N-(2-athoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluoroméll)sulphanyl]lbenzoyl}azetidin-3-

yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluorometixy)benzoyl]azetidin-3-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyllazetidi3-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide



10

15

20

25

BHC133038-FC

E91

E92
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2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylJmethyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-({1-[3-fluoro-4-(trifluoromethyl)benzoyl]azetidiu3-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[4-chloro-3-(trifluoromethyl)benzoyllazetidiB-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromthyl)phenoxy]benzoyl}azetidin-3-

yl)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-meyihN-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(triflucomethoxy)benzoyl]azetidin-3-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyllazetidi3-yl}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(pentafluord:>-sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

N-[2-(cyclopropyloxy)ethyl]-4-methyl-2-({1-[4-(triuoromethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

N-[2-(cyclobutyloxy)ethyl]-4-methyl-2-({1-[4-(trifloromethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethyl}-N-[2efyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluorapenoxy)benzoyllazetidin-3-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[1-(4-athylbenzoyl)azetidin-3-yl]-

methyl}-2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-meyhN-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyl)azdin-3-ylJmethyl}-4-methyl-2H-

indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluorolmhenyl-4-yl)carbonyl]azetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyllazetidin-gkmethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-yl}mieyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-yl}mieyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]lazetidin-gmethyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-meyirN-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-[(14-[4-(trifluoromethyl)phenoxy]-
benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carborale

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(triuoromethyl)phenoxy]benzoyl}-

azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-3-yl}ntetl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-3-yl}ntetl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluormethyl)pyridin-2-yl]Joxy}benzoyl)-

azetidin-3-ylmethyl}-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[5-(triluoromethyl)pyridin-2-yl]
oxy}benzoyl)azetidin-3-ylJmethyl}-2H-indazole-5-daoxamide
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2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-eti-4-methyl-2H-indazole-5-

carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl}nileyl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(4-methylphenoxy)benzoyl]pipendé-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-2-{[1-(4-morpholinobenzoyl)piperidin-4-ytjethyl}-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[(trifloromethyl)sulphanyl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(triloromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[5-(tdluoromethyl)pyridin-2-ylJoxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(tdluoromethyl)pyridin-3-ylJoxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(tdluoromethyl)pyridin-2-yl]Joxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-4-yl}ntetl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[3-(triioromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide
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E142

E143

E144

E145
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2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl}piperidi-4-yl)methyl]-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}piperith-4-yl)methyl]-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[5-(triioromethyl) pyridin-2-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-d3nethyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-d3nethyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4'-(trifloromethyl)biphenyl-4-yl]carbonyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-yllmethyl}-4-metth-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin-44}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[(4'-methoxy-2'-methylbiphenyl-4-yl)carbonylperidin-4-yl}methyl)-4-methyl-
N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(6-methylpyridin-3-yl)benzoyl]|pgridin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbonyiperidin-4-yl}methyl)-4-methyl-N-

(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(triuoromethyl) pyridin-3-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[4-(6-methoxypyridin-3-yl)benzoyl]piperidin-$l}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidin-§l}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide



10

15

20

25

BHC133038-FC

E147

E148
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E151

E152

E153

E154

E155

E156

E157

E158

E159

E160

25

4-methyl-2-({1-[4-(5-methylpyridin-2-yl)benzoyl]pgridin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(5-fluoropyridin-2-yl)benzoyl]piperidin-44}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(5-methoxypyridin-2-yl)benzoyl]piperidin-§l}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(2-methylpyrimidin-5-yl)benzoyljperidin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[2-(triuoromethyl) pyrimidin-5-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(trililoromethyl) pyridin-2-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-4-yl}nigtl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-3-methylbenzoyl)piperidin-4-ylmethiyN-(2-methoxyethyl)-4-methyl-
2H-indazole-5-carboxamide

2-{[1-(4-tert-butylbenzoyl)piperidin-4-ylimethyl}-N2-methoxyethyl)-4-methyl-2H-
indazole-5-carboxamide

2-({1-[4-(1-hydroxy-1-methylethyl)benzoyl]piperidia-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclohexylbenzoyl)piperidin-4-ylimethyl}-N2-methoxyethyl)-4-methyl-2H-
indazole-5-carboxamide

2-({1-[4-(1-cyano-1-methylethyl)benzoyl]piperidimd}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyrimidin-2tgxy)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-3-yboy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E164

E165

E166

E167

E168

E169

E170

E171

E172

E173

El74

26

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluormethyl)pyridin-2-yl]Joxy}benzoyl)-
piperidin-4-ylJmethyl}-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-2-yky)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(trifluoraethyl)pyrimidin-2-yl]oxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoranethyl)pyridin-3-ylJoxy}benzoyl)-
piperidin-4-ylimethyl}-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoraethyl)pyridin-2-yl]Joxy}benzoyl)-
piperidin-4-ylimethyl}-2H-indazole-5-carboxamide

2-({1-[(4'-methoxybiphenyl-4-yl)carbonyl]piperidif-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(3,4,5,6-tetrgdro-2H-pyran-4-yloxy)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-(trifluororthyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl}piperidi-4-yl)methyl]-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}piperith-4-yl)methyl]-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-d3nethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-d3nethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(trifluorontayl)biphenyl-4-yl]carbonyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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E176
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E178

E179

E180

E181

E182

E183

E184

E185

E186

E187

E188

27

2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperidin-4-ytjethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-3',4'-dimethylbiphenyl-4-yl)carbgtipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2',3-difluoro-4'-methoxybiphenyl-4-yl)carlbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethoxy)benzoyl]piperidin-4-yl}midyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(2-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(4'-cyano-2'-methylbiphenyl-4-yl)carbonyljpéridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluororthyl)pyridin-2-yllbenzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[(4'-methoxy-2'-methylbiphyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-chloro-2'-methylbiphenyl-4-yl)carbonyliperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yl|carbghpiperidin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyridin-2-\Benzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluororthyl) pyridin-3-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-3-\Benzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide
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E194

E195

E196

E197

E198

E199

E200

E201

E202

28

2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(6-methylpynia-3-yl)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-2-\Benzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(2-methylpyriicin-5-yl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbonyjperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-chloro-2'-methoxybiphenyl-4-yl)carbonypiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[2-(trifluororthyl) pyrimidin-5-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[(4'-chloro-2'-fluorobiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2'-chloro-4'-fluorobiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-3-yl)benzoyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-fluoropyridin-3-yl)benzoyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[5-(trifluororthyl) pyridin-3-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-[(1-{[4'-(2-hydroxypropan-2-yl)biphenyl-4-yl|cadnyl}piperidin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5'-difluorobiphenyl-4-yl)carbonyl]pipedin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide
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From the 207 compounds, particular preference vemito the compounds having an EP2

29

2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5'-difluoro-2-methylbiphenyl-4-yl)carbgtipiperidin-4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(3-pgyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(4-pgyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphehg-yl)carbonyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

receptor antagonism of > 50 nM:

E2

E3

ES

E7

E8

E9

2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylimetiyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}yhethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidi4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-yijethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-yl]nigyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-methylbenzoyl)piperidin-4-yl]athyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E10  2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]pipain-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E11l  N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentaflimi’-

sulphanyl)benzoyl]piperidin-4-yl}methyl)-2H-indazsb-carboxamide
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E16
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E19

E20

E21

E22

E24

E25
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N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbemd)piperidin-4-ylJmethyl}-2H-

indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4aynethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-methylpnoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-tert-butylphenoxy)benzoyl]piperid#ryl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miayl]-2H-indazole-5-

carboxamide

N-(2-methoxyethyl)-2-({1-[4-(4-methoxyphenoxg)tzoyl]piperidin-4-yl}methyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-phenoxylmayl) piperidin-4-ylmethyl}-

2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimefi}-N-(2-methoxyethyl)-4-methyl-
2H-indazole-5-carboxamide

2-{[1-(4-methoxybenzoyl)piperidin-4-ylimethyl}{-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-fluorobenzoyl)piperidin-4-ylimethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoroethyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-
[(trifluoromethyl)sulphonyl]benzoyl}piperidin-4-yipethyl]-2H-indazole-5-

carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-(trifluoroethyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E31

E36

E38

E39

E40

E41

E42

E43

E44

E45

31

N-(2-methoxyethyl)-4-methyl-2-{[1-(3-methylbem)piperidin-4-ylJmethyl}-2H-

indazole-5-carboxamide

2-{[1-(3-chlorobenzoyl)piperidin-4-yljmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(cyclopentyloxy)benzoyl]piperidin-4yhethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethyl)benzoyl]piperidin-4-yhethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyanobenzoyl)piperidin-4-yl[methyl}-X2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-pyrazb-yl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethoxy)-2-fluorobenzoyl]pipein-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(pyrrolidin-1-yl)benzoyl] pipédin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3,4'-difluorobiphenyl-4-yl)carbonyl]pgridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methoxybiphenyl-4-yl)carbglipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methylbiphenyl-4-yl)carboljgiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-3'-(trifluoromethyl)biphenyl-4/l]carbonyl}piperidin-4-yl)methyl]-
N-(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxadmi

2-[(1-{[3-fluoro-2'-(trifluoromethoxy)bipheny-yllcarbonyl}piperidin-4-
yl)methyl]-N-(2-methoxyethyl)-4-methyl-2H-indazokcarboxamide

2-({1-[(2'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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E52

ES53

E54

ES5

ES59

EGO

E61

E62

E63

32

2-({1-[(2',4'-difluorobiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2-fluorobiphenyl-4-yl)carbonyl]piperidi4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[(2'-methyfthenyl-4-yl)carbonyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(morpholin-4-yl)benzoyl]pipein-4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoroethoxy)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-
[(trifluoromethyl)sulphanyl]benzoyl}piperidin-4-yihethyl]-2H-indazole-5-

carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[(4-methylbenzoyl)piperidin-4-

ylmethyl}-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-florophenoxy)benzoyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-({{4-
(trifluoromethyl)benzoyl]piperidin-4-yl}methyl)-2Hadazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-flumbiphenyl-4-
yh)carbonyl]piperidin-4-yl}methyl)-4-methyl-2H-indale-5-carboxamide
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EG5
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EG7

E68

E69

E70

E71

E72

E73

E74

E75

E76

E77

33

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-yljmeyt}-N-[2-
(cyclopropylmethoxy)ethyl]-4-methyl-2H-indazole-asboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-#nethyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yhethyl}-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-Z4(-[4-
(trifluoromethyl)benzoyl]piperidin-4-yl}methyl)-2HAdazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-4-methyl-N-[2-
(2,2,2-trifluoroethoxy)ethyl]-2H-indazole-5-carbonale

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimegh}-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methyhzoyl)piperidin-4-ylimethyl}-

2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-N-(2-isopropoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-({1-[4-(trifaromethyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-N-(2-

isopropoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimeyt}-N-(2-isopropoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-ethyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide
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2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-4-methyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-4-methyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[(1-{44-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-

carboxamide

N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyljeridin-4-yllmethyl}-4-methyl-

2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[4-(4-fluoropheng)oenzoyl]piperidin-4-yl}methyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[(4'-fluorobiphehy-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-4-methyl-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miayl]-2H-indazole-5-

carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-fnethyl-N-{2-
[(2H3)methyloxy](2H4)ethyl}-2H-indazole-5-carboxada

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-4-methyl-N-{2-
[(2H3)methyloxy](2H4)ethyl}-2H-indazole-5-carboxada

2-{[1-(4-chlorobenzoyl)azetidin-3-ylImethyl}-K2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-
[(trifluoromethyl)sulphanyl]benzoyl}azetidin-3-yl)athyl]-2H-indazole-5-

carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoroethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azelin-3-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylgthyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[3-fluoro-4-(trifluoromethyl)benzoyl]azelin-3-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]azdin-3-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-ylJmethyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-
(trifluoromethyl)phenoxylbenzoyl}azetidin-3-yl)meth-2H-indazole-5-

carboxamide

N-[2-(cyclopropyloxy)ethyl]-4-methyl-2-({1-[4-

(trifluoromethoxy)benzoyllazetidin-3-yl}methyl)-2ldazole-5-carboxamide

N-[2-(cyclobutyloxy)ethyl]-4-methyl-2-({1-[4t{fluoromethoxy)benzoyl]azetidin-
3-yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-\2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4dbrophenoxy)benzoyllazetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{{4-methylbenzoyl)azetidin-3-

ylmethyl}-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethyl}-hethyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-farobiphenyl-4-yl)carbonyl]azetidin-
3-yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetit3-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide
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2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-Bipethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-hethyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]{21-{4-[4-(trifluoromethyl)
phenoxy]benzoyl}azetidin-3-yl)methyl]-2H-indazolecarboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxylbenzoyl}azetidin-3-yl)meth-2H-indazole-5-

carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-Bmethyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-Bmethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(tdfioromethyl)pyridin-2-yl]Joxy}
benzoyl)azetidin-3-yllmethyl}-2H-indazole-5-carbawale

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-
[(trifluoromethyl)sulphanyl]benzoyl}piperidin-4-yihethyl]-2H-indazole-5-

carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-

carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[Ktrifluoromethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-fearboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[§trifluoromethyl)pyridin-3-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-fearboxamide

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidinyd}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide
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4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[3-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-

carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]pipend#é-yl}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4 t(fluoromethyl)biphenyl-4-
yl]carbonyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-({1-[(4'-methoxy-2'-methylbiphenyl-4-yl)canbyl]piperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)cashyl]piperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-Bethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-3-methylbenzoyl)piperidin-4-giethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-tert-butylbenzoyl)piperidin-4-ylimeg}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-cyclohexylbenzoyl)piperidin-4-yllmeth-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridiB-yloxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(td@ioromethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-fearboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridiB-yloxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(tdifioromethyl)pyrimidin-2-
ylJoxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-Earboxamide
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N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(tdioromethyl)pyridin-3-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-fearboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(tdioromethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-yljmethyl}-2H-indazole-£arboxamide

2-({1-[(4'-methoxybiphenyl-4-yl)carbonyl]pipdin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miyl]-2H-indazole-5-

carboxamide

2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}gieridin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(2,4-difluorophenoxy)benzoyl]pipendé-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]pipendi-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(triftromethyl)biphenyl-4-
yl]carbonyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidinyd}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperiditryllmethyl}-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-3',4'-dimethylbiphenyl-4-ylggbonyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2',3-difluoro-4'-methoxybiphenyl-4-giarbonyl]piperidin-4-yl}methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethoxy)benzoyl]piperidin-yi}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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2-({1-[4-(2-fluorophenoxy)benzoyl]piperidinyd}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(4'-cyano-2'-methylbiphenyl-4-yl)carbgdipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperia-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifbromethyl)pyridin-2-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

N-(2-methoxyethyl)-2-({1-[(4'-methoxy-2'-metbiphenyl-4-yl)carbonyl]piperidin-
4-yltmethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-chloro-2'-methylbiphenyl-4-yl)carbgl] piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yf§onyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyrid2wyl)benzoyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(triibromethyl)pyridin-3-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridBryl)benzoyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(6-metipylridin-3-yl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyrid2wyl)benzoyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)cashyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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2-({1-[(4'-chloro-2'-methoxybiphenyl-4-yl)carbyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[2-(triflbromethyl)pyrimidin-5-
yllbenzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-({1-[(4'-chloro-2'-fluorobiphenyl-4-yl)carbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2'-chloro-4'-fluorobiphenyl-4-yl)carbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-3-yl)benzoyl]piperiia-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-fluoropyridin-3-yl)benzoyl]piperid-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[5-(trifioromethyl)pyridin-3-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-[(1-{[4'-(2-hydroxypropan-2-yl)biphenyl-4ighrbonyl}piperidin-4-yl) methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5'-difluorobiphenyl-4-yl)carbonylijperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbghpiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5'-difluoro-2-methylbiphenyl-4-ylgebonyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl{&-pyridyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl{4-pyridyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methytilienyl-4-yl)carbonyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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Particular preference is furthermore given to thiWwing compounds:

E16  N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(triflromethyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

E126 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-carboxamide

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(tdiioromethyl)pyridin-2-
ylJoxy}benzoyl)piperidin-4-yl|methyl}-2H-indazole-f£arboxamide

Administration of the EP2 receptor antagonist aditwy to general formula | or la can take place
as a single dose or as two doses. The daily ddsé is 1000 mg, preferably 50 — 600 mg, where
the dose may be administered as a single doseddrimistered once or divided into 2 or more

partial doses.

It may be necessary to deviate from the amountgiomesd of EP2 receptor antagonist of the
general formula | or la, depending on body weigllninistration route, individual response to
the active compound, type of preparation and timénterval at which administration takes

place. Thus, in some cases it may be sufficienisless than the minimum amount mentioned

above, whereas in other cases the upper limit meedi must be exceeded.

COX inhibitors which, according to the invention, are contained in the

pharmaceutical composition

In principle, COX inhibitors suitable for use acdimg to the invention are all COX inhibitors
available for other indications. This means botlecta/e and non-selective COX inhibitors.

According to the invention, those suitable include:
C1 indomethacin;

C2 diclofenac;

C4 naproxen;

C5 ibuprofen;

C6 meloxicam;

C7 piroxicam;

Cs8 nimesulide;



10

15

20

BHC133038-FC

C9

C10

C1l1

C12

C13

Ci4

C15

Ci16

C17

42

ketoprofen;
tenoxicam;
mefanemic acid;
ketoralac;

celecoxib (4-[5-(4-methylphenyl)-3-(trifluorothgl)-1H-pyrazol-1-

yl]lbenzenesulphonamide);

parecoxib (N-[4-(5-methyl-3-phenyl-4-isoxaz@bienyl]sulphonylpropionamide);
rofecoxib (4-(4-mesylphenyl)-3-phenylfuran-2jsshe);

valdecoxib (4-[5-methyl-3-phenyl-4-isoxazoyhlzenesulphonamide);

etoricoxib.

Particular preference is given to:

C1

C2

C4

C5

C6

C7

C8

indomethacin;
diclofenac;
naproxen;
ibuprofen;
meloxicam;
piroxicam;

nimesulide.

Very particular preference is given to:

C1

C2

C6

C7

indomethacin;

diclofenac;

meloxicam;

piroxicam.
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In the case of the COX inhibitors, too, administnatof the COX inhibitors may be by
administration of single doses or by administrataintwo doses. In the case of the COX
inhibitors, too, different dosages are used, dejpgndn the COX inhibitor employed. The
amount of COX inhibitor present in the pharmaceltmomposition varies, depending on the
chosen inhibitor. Dose ranges for the COX inhilsitosed according to the invention result from
the therapeutic doses per day for the COX inhibitayuestion. These therapeutic doses refer to
relatively long-term treatments and continuousdpess, so that for the present indication of on-
demand contraception, it is also possible to use fimes the recommended therapeutic dose.
The lower limit is considered to be a quarter & tacommended therapeutic dose. In the case of
the COX inhibitors, too, the dose can be adminéstexs a single dose to be administered once or

divided into 2 or more partial doses.

According to the invention, the following dose raagre suitable for on-demand use:
C1 indomethacin: 19 — 800 mg/day (daily therapedibise: 75-200 mg/day*)
C2 diclofenac: 37.5 — 800 mg/day (daily therapedtise: 150 - 200 mg/day*)
C4 naproxen: 125 — 4000 mg/day (daily therapeuwiged500-1000 mg/day*)
C5 ibuprofen: 200 — 4800 mg/day (daily therapedtise: 800-1200 mg/day*)
C6 meloxicam: 2 — 60 mg/day (daily therapeutic d@s&-15 mg/day)

C7 piroxicam: 5 — 80 mg/day (daily therapeutic d@&¥mg/day*)

C8 nimesulide: 25 — 800 mg/day (daily therapeutised 100-200 mg/day*)
C9 ketoprofen: 25 — 1200 mg/day (daily therapedtise: 100 -300 mg/day*)
C10 tenoxicam: 10 — 160 mg/day (daily therapeutised 40 mg/day*)

Cl11 mefanemic acid: 125 — 2000 mg/day (daily theusip dose: 500 mg/day*)
Cl12 ketoralac: 2.5 — 160 mg/day (daily therapedise: 10 - 40 mg/day*)

C13 celecoxib: 25 — 800 mg/day (daily therapeutised 100 - 200 mg/day*)
Cl14  parecoxib: 12.5 — 200 mg/day (daily therapedige: 50 mg/day*)

C15 rofecoxib: 6 — 200 mg/day (daily therapeutisal®5 - 50 mg/day*)
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C16 valdecoxib: 10 — 160 mg/day (daily therapedtise: 40 mg/day)
C17  etoricoxib: 15 — 360 mg/day (daily therapedbse: 60 - 90 mg/day)
"Huntjens et al. Rheumatology; (2005); 44:846-859

In the case of the COX inhibitors, too, it may réfquired, be necessary to deviate from the
above-mentioned amounts of COX inhibitors, namelgehding on body weight, administration
route, individual response to the reactive compotyyk of preparation and time or interval at
which the administration takes place. Thus, in soas®s it may be sufficient to use less than the
minimum amount mentioned above, whereas in othsesctéhe upper limit mentioned must be

exceeded.

The details given for the COX inhibitors refer their combination with EP2 receptor

antagonists according to the general formula bor |

Combinations which are preferred in accordance withinvention comprise an EP2 receptor

antagonist according to general formula la fromligte

E16  N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(triflromethyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

E126 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-carboxamide

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(tdiioromethyl)pyridin-2-
ylJoxy}benzoyl)piperidin-4-ylmethyl}-2H-indazole-f£arboxamide

and a COX inhibitor from the list
C1 indomethacin;

C2 diclofenac;

C4 naproxen;

C5 ibuprofen;

C6 meloxicam;

C7 piroxicam;
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C8 nimesulide;

or COX inhibitors which are preferably used in adamce with the invention, from the

following list:

C1 indomethacin;
C2 diclofenac;
C6 meloxicam;
C7 piroxicam.

Use of the pharmaceutical composition for on-demand contraception and fertility

control

The invention furthermore provides the use of tharmaceutical composition comprising at
least one EP2 receptor antagonist of formula laandast one COX inhibitor for on-demand

contraception and for fertility control.

On-demand contraception, fertility control on dechaprecoital contraception or contraception
on demand all refer to the on-demand use of ormaare substances for preventing unwanted
pregnancy. The administration can be before ortlshafter expected sexual intercourse. Here,
on-demand does not mean optional. Rather, the audmsubstances has/have to be

administered to prevent unwanted pregnancy.

Contraception, birth control or fertility controll aefer likewise to the continuous regular intake
of one or more substances at low dosage accordirggfixed protocol over a relatively long
period of time extending over a plurality of cycléstake of the pharmacological contraceptive

is independent of the frequency and time of sexuafcourse.
Administration route

The pharmaceutical compositions according to tiwerntion and their use can be systematic
and/or local. To this end, they can be administened suitable manner, for example orally,
pulmonarily, nasally, dermally or transdermally.riffer administration routes are vaginal or
intrauterine. Suitable for vaginal administratiore dampons, gels, suppositories, pessaries or
intravaginal rings. Suitable for intrauterine adisiration arejnter alia, intrauterine systems or

intrauterine pessaries.
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Suitable for oral administration are administratiemms described in the prior art as being
suitable and comprising the EP2 receptor antagorastording to general formula | or la

according to the invention and COX inhibitors igstalline and/or amorphized and/or dissolved
form, such as tablets (uncoated tablets or coatelets, for example with enteric coatings or
coatings which dissolve in a delayed manner orlidde coatings controlling the release of the
compound according to the invention), tablets whigpidly disintegrate in the oral cavity or

films/wafers, films/lyophilizates, capsules (foraemple hard or soft gelatine capsules), sugar-

coated tablets, wafers, granules, pellets, poweéens)sions, suspensions, aerosols or solutions.

Use is also possible in liquid form, such as foaraple as syrup, to which a sweetener is
optionally added. Likewise, for the oral use of swompounds, the clathrates thereof are also
suitable, for example the clathrates with alphaaber gamma cyclodextrin or else beta-

hydroxypropyl cyclodextrin may be mentioned.

Suitable for the other administration routes ave gkample, inhalative medicinal formistér

alia powder inhalers, nebulizers), nasal drops, saigtisprays; tablets, films/wafers or capsules
to be administered lingually, sublingually or bubgasuppositories, aqueous suspensions
(lotions, shake mixtures), lipophilic suspensiariafments, creams, transdermal systems (for

example patches), milk, pastes, foams or powderspiankling.

The pharmaceutical compositions according to tiwerition can be converted into the stated
administration forms. This can take place in a nearkmown per se by mixing with inert non-
toxic pharmaceutically suitable auxiliaries. Thesiliaries include,nter alia, carriers (for
example microcrystalline cellulose, lactose, man)isolvents (for example liquid polyethylene
glycols), emulsifiers and dispersants or wettingrag (for example sodium dodecylsulphate,
polyoxysorbitane oleate), binders (for example walylpyrrolidone), synthetic and natural
polymers (for example albumin), stabilizers (foraewple antioxidants such as, for example,
ascorbic acid), colorants (for example inorgangnpents such as iron oxides) and taste and/or

odour corrigents.

They optionally contain additives, which are foample intended to function as fillers, binders,
disintegrants, lubricants, solvents, solution mid& masking flavours, colorant, or emulsifiers.
Types of additive in the sense of the invention fareexample saccharides (mono-, di-, tri-,
oligo-, and/or polysaccharides), fats, waxes, digdrocarbons, anionic, nonionic, cationic,
natural, synthetic or semisynthetic surfactantaddition, they optionally contain additives such
as preservatives, stabilizers, wetting agents aunlgfiers; salts for alteration of the osmotic

pressure or buffers.
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The present invention furthermore provides medicdgmeor pharmaceutical compositions
comprising at least one EP2 receptor antagonisirdittg to general formula | or la according to
the invention and at least one COX inhibitor, usutdgether with one or more inert non-toxic
pharmaceutically suitable auxiliaries, and theie @isr on-demand contraception and fertility

control.

The pharmaceutical formulation may comprise attlease EP2 receptor antagonist of the
general formula | or la and at least one COX irtbibieither together in one administration form
(for example a combination tablet) or in two separadministration forms (for example a
tablet), where one administration form compriseteast one EP2 receptor antagonist and the

other administration form comprises at least oneX@ibitor.

The person skilled in the art is familiar with héevprepare the pharmaceutical formulation. The

preparation of a formulation as combination taldetescribed in preparation example 1.

Administration protocol

The invention furthermore provides an administratjrotocol for on-demand contraception
where a pharmaceutical composition comprising astleone COX inhibitor from the list
mentioned above and at least one EP2 receptoranisagccording to general formula | or la

are administered in a single administration doser avperiod of up to 24 hours, preferably 6 -

12 hours, prior to expected sexual intercoursef op to 2 hours after sexual intercourse.

In an alternative embodiment, the single dose patijopm may also be taken up to at most

24 hours after sexual intercourse.

Also provided is an administration protocol when tseparate pharmaceutical compositions

each comprising at least one COX inhibitor from lisementioned above and at least one EP2
receptor antagonist of the general formula | oare@ administered in succession, at an interval.
The compositions of the two pharmaceutical compm®st can be identical or different with

respect to selection and dosage of the EP2 recaptagonist of the general formula | or la and
the COX inhibitor. Administration of the first phmaaceutical composition is within a period of

up to 24 hours, preferably 6 — 12 hours, priorxpeeted sexual intercourse, and administration
of the second pharmaceutical composition is withjreriod of up to 48 hours after the expected

sexual intercourse.

In the cases where the two pharmaceutical compasitare different, the dose of one of the

active compounds or of both active compounds optiermaceutical composition taken prior to
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sexual intercourse may be lower than that for therqmaceutical composition taken after sexual

intercourse.

By an appropriate administration protocol, it issgible to achieve sufficiently high active
compound plasma levels for a sufficiently long pdriof time to counteract unwanted
pregnancy. Thus, in the female genital tract spearesviable for about 5 days. If appropriate,
administration after sexual intercourse may ald® tplace as a plurality of doses to achieve

active plasma concentrations over a period of updays.

Furthermore, by administering two pharmaceuticahpositions it is possible to achieve an even
better efficacy of the preparation. Also, in cagd®re the expected sexual intercourse has not
taken place, the active compound load can be redbgedispensing with the administration

which should have taken place after the expectedbséntercourse.

The invention furthermore provides a kit for on-dard contraception, comprising at least two
tablets each comprising at least one COX inhikdtod at least one EP2 receptor antagonist of
the general formula | or la. A first tablet is takduring a period of up to 24 hours, preferably
6 — 12 hours, prior to the expected sexual intesmuand at least one further tablet is taken

during a period of up to 48 hours after the expmbstxual intercourse.

According to the invention, the kit may comprise two tablets up to 5 times to allow on-

demand contraception of 5 expected sexual intesesuat intervals of at least 24 hours.

Process for the production of the compounds according to the invention of the general

formulal and la:

The following description of the production process is already contained in patent application
PCT/EP2012/073556, unpublished at the priority date of the present specification.

For this, for example a carboxylic acid of the faten VIl is reacted with an amine of the
general formula Xl by methods known to those sHilie the art to give the compounds

according to the invention of the general formu{8¢heme 1).

The reaction takes place in that for example awafliz acid of the formula VIl is converted

with isobutyl chloroformate in the presence of ridey amine, for example triethylamine, into a
mixed anhydride, which reacts with an alkali medalt of the appropriate amine Xl in an inert
solvent or solvent mixture, for example tetrahydrah, N,N-dimethylformamide or dimethoxy-

ethane at temperatures between -30°C and +60°®ddhge target compounds of the formula I.
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It is also possible to activate a carboxylic acidll Mvith reagents such as for example
dicyclohexylcarbodiimide (DCC), 1-(3-dimethylamirropyl)-3-ethylcarbodiimide (EDCI),
N-hydroxybenzotriazole (HOBT) or N-[(dimethylamin(@H-[1,2,3]triazolo[4,5-b]pyridin-3-
yloxy)methyliden]-N-methylmethanaminium hexafluohmgphate (HATU). For example the
reaction with HATU takes place in an inert solvefat, example N,N-dimethylformamide or
dimethyl sulphoxide in the presence of the appatpriamine XI and a tertiary amine, for

example triethylamine or diisopropylamine, at terapares between -30°C and +60°C.

It is also possible, to convert a carboxylic acfdtlee formula VIII into the corresponding
carboxylic acid chloride with an inorganic acid afidle, for example phosphorus pentachloride,
phosphorus trichloride or thionyl chloride and thiato the target compounds of the general
formula | in pyridine or an inert solvent, suchfas example N,N-dimethylformamide, in the
presence of the appropriate amine Xl and a tert@mnine, for example triethylamine, at

temperatures between -30°C and +60°C.

The compounds according to the invention of theeganformula | can also be obtained from
bromoindazoles of the general formula VI under guilim(0) catalysis by reaction with an
appropriate amine Xl and carbon monoxide (CO) aragbon monoxide source, such as for
example molybdenum hexacarbonyl in a suitable sohar solvent mixture, for example
1,4-dioxan/water or tetrahydrofuran, addition dfese such as for example sodium carbonate or
1,8-diazabicyclo(5.4.0)undec-7-ene (DBU) and a lgstdigand mixture, for example
palladium(ll) acetate or trans bis(acetato)bis[iee(dolylphosphino)benzyl]-dipalladium(ll) /
tri-tert-butylphosphinotetrafluoroborate at temperes between 80°C and 160°C (optionally
with microwave irradiation between 80-200 watts)d én case of the use of carbon monoxide at

a CO pressure of 5-15 bar (Scheme 1).

The compounds according to the invention of theeganformula | can also be obtained from
amines of the general formula XV by reaction witttboxylic acids (Y = OH), chlorides (Y =
CI) or anhydrides (e.g. Y = O-C(O)-O-GI€H);CHs) of the formula I1X in the manner described
for the production of the compounds | from the coouds VIII and XI (Scheme 2).

Likewise, the compounds of the general formula n && obtained from compounds of the
general formula XVI, wherein LG for example medrsor |, by reaction with compounds of
the formula XVIII (Scheme 2).

Compounds of the formula XVIII are for example (Jeylboronic acids (R-Met = (Het)Ar-
B(OH),) or boronic acid pinacol esters*Rlet= (Het)Ar-BPin), which are converted to biaryl

compounds of the formula | by methods known to ¢hslsilled in the art in a suitable solvent,
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for example N,N-dimethylformamide, tetrahydrofurahmethoxyethane and optionally water
and addition of a base, for example triethylampwassium carbonate, caesium carbonate and a
catalyst-ligand mixture, for example of palladium(lacetate / triphenylphosphine,
bis(diphenylphosphino)ferrocenedichloropalladiuth ( 1,1’-bis(diphenylphosphino)ferrocene/
Cu()CI) at temperatures between 20°C and 120°C.

Compounds of the formula XVIII can also be (Het)latgohols (R-Met = (Het)ArO-H), which
are converted into biaryl ethers of the formula Inbethods known to those skilled in the art in a
suitable solvent, for example N,N-dimethylformamatedimethyl sulphoxide with addition of a
base, for example potassium carbonate, caesiunorcatd under copper-(l) catalysis e.g. with

copper(l) bromide at temperatures between 60°CL206C.

The carboxylic acids of the general formula Viihdar example be obtained from esters of the
formula VII by ester saponification in a suitablelvent or solvent mixture, for example

methanol, ethanol or tetrahydrofuran, water witldlitoh of an aqueous solution of an alkali

metal hydroxide, for example sodium hydroxide tmilim hydroxide at temperatures between
20°C and 60°C (Scheme 1).

In the same manner, the carboxylic acids Xlll canobtained from the esters XII (Scheme 2,
PG: e.g. Boc (tert-butyloxycarbonyl) and the cagdioxacids XXI from the esters XX (Scheme
3,LG":e.qg.Brorl).

The esters of the general formula VII can be oleifrom bromoindazoles of the general
formula VI under palladium(0) catalysis by reactinth carbon monoxide or a carbon
monoxide source, such as for example molybdenunadazkonyl, and methanol in a suitable
solvent, for example dimethyl sulphoxide, N,N-dimgtormamide or tetrahydrofuran and
addition of a base, for example triethylamine o08-diazabicyclo(5.4.0)undec-7-ene and a
catalyst-ligand mixture, for example of palladiuh(hcetate / bis-1,3-diphenylphosphino-
propane or trans bis(acetato)bis[o-(di-o-tolylpHosp)benzylldipalladium(ll) / tri-tert-
butylphosphinotetrafluoroborate at temperaturesvéen 20°C and 140°C (optionally with
microwave irradiation between 80 - 200 watts), andase of the use of carbon monoxide at a
CO pressure of 5 — 15 bar (Scheme 1).

This method is not restricted to methyl esters, toethe use of methanol, but can also be
extended to other esters. Thus for example by ftisthanol instead of methanol in this manner,

the corresponding ethyl esters can be synthesized.

In the same manner, the esters XIl can be obtdioad the bromides IV (Scheme 2, -PG: e.g.
-Boc).
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The amides of the general formula VII can also b&ioed from the amines of the general
formula XIX by reaction with compounds of the gealdormula IX (Scheme 3), analogously to

the synthesis of the compounds | from the compoxiwdgScheme 2).

The compounds of the general formula VIl can als@btained from compounds of the formula
XX and reaction with compounds of the formula X\i8cheme 3), analogously to the described

conversion of the compounds XVI to the compoundhefformula | (Scheme 2).

The amides of the general formula VI can be obthinem amines of the general formula V by
reaction with carboxylic acids (Y = OH), chloridgs = CI) or anhydrides (e.g. Y = O-C(O)-O-
CHy(CH)sCHa) of the formula IX (Scheme 1), as described far tbonversion of amines XV to

amides | (Scheme 2).

The amides of the general formula XVI can be olgidim analogous manner from amines XV
and carboxylic acids or carboxylic acid derivativg¥Il (Y: e.g. OH, ClI or O-C(O)-O-
CHy(CH)sCHg; LG™: e.g. Br or I) (Scheme 2).

Analogously, amines XX (LG": e.g. Br or 1) can betained from amines XIX and carboxylic
acids or carboxylic acid derivatives XVII (Y: e@H, Cl or O-C(0O)-O-CHCH);CHz; LG": e.g.
Br or 1) (Scheme 3).

Likewise, carboxylic acids XllI (PG: e.g. Boc) cha converted with amines XI to amides XIV
(Scheme 2) and carboxylic acids XXI (LG": e.g. Brwith amines XI to amides XVI (Scheme

3) in this manner.

The secondary amines V can be obtained from theeggonding carbamates IV (PG: e.g. Boc)
by methods known to those skilled in the art (Sahém

Thus for example tert-butyl carbamates can be ateweénto the amines V in an acidic medium
with the use of e.g. trifluoroacetic acid or hydrtmeic acid in a suitable solvent or solvent
mixture such as for example dichloromethane, diataacetone/water. In an anhydrous medium

the amines V are formed as the corresponding salts.

Analogously, the amines XV can be obtained from ¢adbamates XIV (Scheme 2) and the

amines XIX from the carbamates XII (Scheme 3).
The2H-indazoles of the general formulae IV and VI carplbeduced in various ways.

For example2H-indazoles IV can be obtained frathl-indazoles of the general formula Il by

alkylation with compounds of the general formulad (IPG: e.g. Boc, LG: e.g. Br, I, O-Ts
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(tosyloxy) or O-Ms (mesyloxy)) in a suitable soltefor example N,N-dimethylformamide,

N,N-dimethylacetamide, dimethyl sulphoxide or €ldeF, 1,4-dioxan and addition of a base
such as for example potassium carbonate or caesarbonate (optionally with addition of

tetrabutylammonium iodide) or else sodium bis(ttimyésilyl)amide, at temperatures between
25°C and 100°C or else in case of the use of sodiisftrimethylsilyl)amide 0°C and 25°C

(Scheme 1).

Analogously the?H-indazoles of the general formula VI can be obtaiftrem 1H-indazoles of
the general formula Il and compounds of the genfaahula X (LG: e.g. Br, I, O-Ts or
O-Ms) (Scheme 1).

The2H-indazoles of the general formula IV can also b&ioled from ortho-nitrobenzaldehydes
of the general formula XXVII by reaction with anpppriate amine XXVIII (PG: e.g. Boc) in a
suitable solvent, for example 1,4-dioxan and additof a reducing agent such as for example
triethyl phosphite, possibly with addition of patasn carbonate or caesium carbonate or

powdered molecular sieve, at temperatures betw@@tCland 160°C (Scheme 4).

Analogously, the2H-indazoles of the general formula VI can be obtdirfeom ortho-

nitrobenzaldehydes XXVII by reaction with amines X}{Scheme 4).

The compounds of the general formula XIV (PG: &gc) can also be obtained from bromo-
indazoles of the general formula IV (PG: e.g. Bagjler palladium(0) catalysis by reaction with
an appropriate amine X| and carbon monoxide or @bara monoxide source, such as for
example molybdenum hexacarbonyl (Scheme 2), anastgdo the described process for the

conversion of the bromoindazoles VI to the compaunidthe general formula |, (Scheme 1).

The ortho-nitrobenzaldehydes of the general form{i&/Il can be produced from the ortho-
nitrotoluenes of the general formula XXVI by meteddown to those skilled in the art in two

reaction steps (Scheme 4).

For this, an ortho-nitrotoluene XXVI is dissolved & suitable solvent such as N,N-dimethyl-
formamide and converted with N,N-dimethylformamdimethyl acetal at temperatures of 100 —
140°C to the corresponding enamine, which is imateti oxidized at temperatures of 0°C —
20°C to the corresponding ortho-nitrobenzaldehyitd w suitable oxidizing agent such as for
example NalQin a suitable aqueous solvent mixture such as igtérdimethylformamide and
optionally with addition of a base such as for egblantriethylamine, N,N-diisopropyl-

ethylamine, sodium hydrogen carbonate or sodiulnoreate.
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The ortho-nitrotoluenes of the general formula XX¥an be produced from the ortho-
methylanilines of the general formula XXV by metkolkinown to those skilled in the art
(Scheme 4).

For this, an ortho-methylaniline XXV is dissolvada suitable solvent such as dichloromethane
or chloroform, treated with zirconium(lV) tert-buide, ground molecular sieve 3A and tert-

butyl hydroperoxide and reacted at temperatur@9ef0°C.

The 1H-indazoles of the general formula Il can be libedafrom the acetamides of the general
formula XXIV by methods known to those skilled hetart (Scheme 4).

For this, for example an acetamide XXIV is readted suitable solvent such as methanol or
ethanol and addition of 37% hydrochloric acid atperatures of 40 — 80°C.

Analogously thereto, the anilines of the formulaWXXan be liberated from the acetanilides of
the formula XXIII (Scheme 4).

The acetamides of the general formula XXIV can bedpced from the ortho-methyl-
acetanilides of the general formula XXIII by metkddhown to those skilled in the art (Scheme
4).

For this, the ortho-methyl-acetanilides XXIIl aréssblved in a suitable solvent such as
chloroform or toluene, treated with acetic anhyeridsopentyl or tert-butyl nitrite, and

optionally potassium acetate and 18-crown-6, aadteel at temperatures of 60 — 100°C.

The ortho-methyl-acetanilides XXIlIl can be producedm the acetanilides of the general

formula XXII by bromination by methods known to #eoskilled in the art (Scheme 4).

For this, the acetanilides XXII, which can for ex#len be obtained from the corresponding
anilines by reaction with acetic anhydride in aahle solvent (e.g. toluene) at temperatures of

80-110°C, is reacted with bromine in glacial acat@ at temperatures of 10-25°C.

The compounds of the general formula Ill wherein@ans -OTs or -OMs can be produced by

methods known to those skilled in the art fromabeesponding alcohols.

For this, the alcohols are reacted with p-toluelpdsanyl chloride or methanesulphonyl chloride
at temperatures between 0°C and 40°C in a suitableent, e.g. dichloromethane or

tetrahydrofuran or toluene and addition of a slitdlase, e.g. pyridine or triethylamine.
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The compounds of the general formula X, whereinrh@ns -OTs or -OMs, can be produced
from the corresponding amino alcohols XXX by methdeshown to those skilled in the art
(Scheme 4).

For this, in a first step the amino alcohols XXX aronverted to the corresponding amides
XXXI in a suitable solvent, e.g. dichloromethanathwarylcarboxylic acid chlorides of the
formula CI-C(O)-Ar-R and addition of a suitable base, e.g. triethylaniat temperatures
between 0°C and 25°C. Optionally, correspondingredormed as by-products can be separated
or else saponified to the corresponding alcoholXXdnder standard conditions, e.g. with use
of a base, e.g. potassium hydroxide, in a suitaglwent mixture, e.g. ethanol/water, at

temperatures between 20°C and 40°C

The N-protected alcohols XXXI thus obtained candoaverted into the compounds of the
formula X with LG: -OTs or -OMs analogously to theocess described for the synthesis of the
compounds lll. Compounds of the formula X with L&r can be obtained from the
corresponding alcohols XXXI by methods known tosiigkilled in the art by reaction with a
brominating agent such as for example SBith addition of PPhas an oxophile in a suitable

solvent, e.g. chloroform, at temperatures betwdégc 2nd 40°C.

The compounds of the general formula XXIX, can bedpced by methods known to those

skilled in the art for example from the aminesha formula XXXII (Scheme 4).

For this, in a first step, the amines XXXII are werted to the corresponding amides XXXIII

analogously to the synthesis of the compoundsnh filee compounds XV.

The tert-butyloxycarbonyl group in compounds of ttiemula XXXIII is cleaved analogously to
the conversion of the compounds IV to the compouhdsence the compounds of the formula
XXIX can be obtained.

Scheme 1



BHC133038-FC

55

Scheme 2
/ \ R2 /N\
MeOH N
)n_> H C . _mz:?)n
(V) © R (><|||)

‘ i XS AN,

xn

RZ / \
=N Met—R®
H N X \/
g XN =~ (v R _Z\q)"

o R g \ (XVI) Ar—LG'
0 >—Ar—R I



BHC133038-FC
56

Scheme 3

Y, "
>—Ar—R3 =N
N

2
R 2
/N\N R /N\
IX)
e < I (o) =~ N % O
H3C . ( )n H3C/ )n H3C/
m
R N "O~NH
PG

N
)n
o R i) m(
’>7Ar—R3
(o]
2
R
/N\
H N
AN =
o) 1 m(
X1y

o]
) 1%
‘ Yo
(XVII) Met—R®
_N, (Xviy
° N
H3C/ ] _mz:?)n
O R 000
Ar—LG”
j )
RZ
/N\N i XS AH,
HO ~ _b (X1)
)n
© ' XXI A
(X1 A}*Ar—LG'
o

Scheme 4

2 CH, R2
3 R
— —
Br
1

CH
) o) OXIV) R ()
.
R ooxw) R' oxxvi) RY pxxvin

(XXVIIT

HzN/tq »
m(G-N_
PG

)
R ()
(v I\PG
LG
Ho/b)n /b)n ( 4
—_— m N -R
m(L—NH Ar
(XXX) (XXX1) (X) 07//

CH,
H,C o

CH,
3
He N A
He — H/b)n
N
H/h(:j\)n oxxxiny TO-N

—_—
R3
o NH 7//Ar’ (XXIX)
o}

7]/AF’R

Ar—



10

15

20

25

BHC133038-FC
57

Production of the compounds accor ding to the invention:

The following description of the production of the compounds according to the invention is
already contained in patent application PCT/EP2012/073556, unpublished at the priority date of

the present specification.

The following examples illustrate the productiontteé compounds according to the invention of
the general formula (I) and la, without limitingetmange of the claimed compounds to these

examples.

The compounds according to the invention of theeganformula (I) can be produced and

characterized as described below.

LC-MS: Waters Acquity HPLC / MS 100-800 Daltons; ¥O(Micromass / Waters ZQ 4000);
Column: BEHC 18 (Waters), 2.1 x 50 mm, BEH 1.7 uMpbile phase: A: KO/0.05%
HCOOH, B: CHCN/0.05% HCOOH. Gradient: 10-90% B in 1.7 min, 968%or 0.2 min, 98-
2% B in 0.6 min; Flow rate: 1.3 ml / min, Detectiagv = 200 - 400 nm.

Chiral HPLC separation method A:

Preparative chiral HPLC: System: Dionex: Pump P, 88ilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak AD-H 5 pm 220xmm; Solvent: hexane / ethanol

50:50; Flow rate: 15 ml/min; injection volume: GrB; Detection: UV 254 nm.

Analytical chiral HPLC: System: Waters: Alliance 2% DAD 996, ESA: Corona; Column:
Chiralpak AD-H 5 pm 150x4.6 mm Solvent: hexanehaabl 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: D2AB4 nm.

Chiral HPLC separation method B:

Preparative chiral HPLC: System: Dionex: Pump P, 88son: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak IC 5 pm 250x30n; Solvent: ethanol / methanol

50:50; Flow rate: 30 ml/min; injection volume: GrB; Detection: UV 254 nm.

Analytical chiral HPLC: System: Waters: Alliance 2% DAD 996, ESA: Corona; Column:
Chiralpak IC 5 um 150x4.6 mm Solvent: ethanol /haabl 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pul; Detection: DAB4 nm.

Chiral HPLC separation method C:
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Preparative chiral HPLC: System: Dionex: Pump P, 88son: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak AD-H 5 pm 220xmm; Solvent: hexane / 2-propanol

50:50; Flow rate: 15 ml/min; injection volume: B.&hl; Detection: UV 254 nm.

Analytical chiral HPLC: System: Waters: Alliance %% DAD 996, ESA: Corona; Column:
Chiralpak AD-H 5 pm 150x4.6 mm Solvent: hexanepr@panol 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: D2AB4 nm.

Chiral HPLC separation method D:

Preparative chiral HPLC: System: Dionex: Pump P, 88ilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak IB 5 um 250x8én; Solvent: hexane / ethanol 70:30;

Flow rate: 20 ml/min; injection volume: 0.1 ml; etion: UV 210 nm.

Analytical chiral HPLC: System: Waters: Alliance @% DAD 996, ESA: Corona; Column:
Chiralpak IB 5 pm 150x4.6 mm Solvent: hexane / mbhar0:30; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: DABO nm.

Chiral HPLC separation method E:

Preparative chiral HPLC: System: Dionex: Pump P, 88ilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak IC 5 um 250x2@n; Solvent: ethanol / methanol

50:50; Flow rate: 15 ml/min; injection volume: Gr8; Detection: UV 230 nm.

Analytical chiral HPLC: System: Waters: Alliance 2% DAD 996, ESA: Corona; Column:
Chiralpak IC 5 pm 150x4.6 mm Solvent: ethanol /haabl 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: DRBO nm

Abbreviations

Boc tert-butoxycarbonyl

CcO carbon monoxide

DBU 1,8-diazabicyclo[5.4.0]Jundec-7-ene
DCM dichloromethane

DMF N,N-dimethylformamide

DMSO dimethyl sulphoxide
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ESI; ES+
hr(s)

HATU

HPLC
conc.

LC-MS

min(s)

MS

NMR
Ry
RT
tert

THF

Example 1

59

electrospray ionization (in MS); positive charged ion trace
hour(s)

N-[ (dimethylamino)-1H-1,2,3-triazol o[ 4,5-b] pyridin-1-ylmethylen] -
N-methyl methanami nium hexafl uorophosphate N-oxide

high pressure, high performance liquid chromatography
concentrated

liquid chromatography-coupled mass spectrpgco
molar

minute(s)

mass spectroscopy

normal

nuclear resonance spectroscopy

retention time (in HPLC and LC)

room temperature

tertiary

tetrahydrofuran

2-{[1-(4-cyano-2-fluorobenzoyl)piperidin-4-ylmieyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

H N
HC N S
O CH,
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To a solution of 33.7 mg of 4-cyano-2-fluorobenzaaid in 1.0 ml dimethyl sulphoxide were
added 85.5 mg of HATU, 75 mg of the amine prepancBxample 1a and 0.071 ml of N,N-
diisopropylethylamine and this was stirred for uhat 25°C. The mixture was concentrated in

vacuo and the residue thus obtained purified by ElPtield: 43.3 mg of the title compound.

'H-NMR (400 MHz, DMSO-¢): = [ppm]= 1.07 - 1.28 (2H), 1.30 - 1.44 (1H), 1.47.61 (1H),
2.18 - 2.34 (1H), 2.49 (3H), 2.71 - 2.83 (1H), 2:9208 (1H), 3.32 (4H), 3.36 (2H), 3.42 (2H),
4.31 (2H), 4.39 - 4.51 (1H), 7.14 (1H), 7.38 (1RO - 7.63 (1H), 7.71 - 7.79 (1H), 7.95 (1H),
8.09 - 8.15 (1H), 8.47 (1H).

The starting material for the above title compowas prepared as follows:

Example la: N-(2-methoxyethyl)-4-methyl-2-(4-piperidylmethy2H-indazole-5-carboxamide
hydrochloride

/N\

H
HC N =

3 N Ho

To 855.1 mg of 1b were added 4.5 ml of 4M hydrochlacid in dioxan and 1 ml dioxan. An
oily mass was formed, which dissolved on vigorotigisg and gentle warming. The mixture
was stirred for 1 hr at ca. 30°C. The reaction orixtwas concentrated. Yield: 764.7 mg of the

titte compound, which was further reacted withaurttier purification.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.33 - 1.50 (2H), 1.52 — 1.62 (2H), 2.12.31 (1H),
2.32 — 2.38 (1H), 2.49 (3H), 2.67 - 2.86 (2H), 3:1828 (5H), 3.31 - 3.46 (4H), 4.33 (2H), 7.16
(1H), 7.38 (1H), 8.13 (1H), 8.53 (1H), 8.71 - 8(@#4), 8.99 - 9.11 (1H).

Example 1b: Tert-butyl 4-({5-[N-(2-methoxyethyl)carbamoyl]-sethyl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

/N\
H N
HC g~ =~
O CH,
o
Q

CH
H,C CH,

3

Version A: 2820 mg of 1c, 1556 mg of 2-methoxye#imyine, 1823 mg of molybdenum hexa-
carbonyl, 200.4 mg of tri-tert-butylphosphine té#itraroborate and 647.5 mg of trans-
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bis(acetato)-bis[o-(di-o-tolylphosphino)benzyl]dipdium(ll) were placed in portions in three
microwave tubes and suspended with 56 ml THF. Thénml of DBU were added and the
mixtures stirred for 20 mins at 125°C and 200 wattshe microwave. The reaction mixtures
were combined, filtered and diluted with some etimgtate and the organic phase washed twice
with water and once with saturated sodium chlosdéution. This was dried over sodium
sulphate, filtered and concentrated. The residue @f@omatographed on the Biotage SP4.

Gradient: ethyl acetate/methanol 0-10%. Yield: 888g of the title compound.

Version B: 780 mg of 1d and 1747 mg of HATU wernestfidissolved in 10 ml DMSO. Next,
314 mg of 2-methoxyethylamine and 1080 mg of NiNegropylethylamine were added. The
mixture was stirred for 1 hr at RT. The reactiorxtonie was poured into water and extracted
three times with ethyl acetate. The combined ogphases were washed with saturated sodium
chloride solution, dried over sodium sulphate,efétd and concentrated. The residue was
purified chromatographically on the Biotage SP4adint: ethyl acetate/methanol 0-10%.
Yield: 740 mg of the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.01 - 1.13 (2H), 1.34 (9H), 1.36 - 1.4H}22.06 -
2.19 (1H), 2.49 (3H), 2.59 — 2.70 (2H), 3.29 (3BB3 - 3.39 (2H), 3.40 - 3.45 (2H), 3.82 - 3.93
(2H), 4.28 (2H), 7.14 (1H), 7.38 (1H), 8.09 - 8(14), 8.46 (1H).

Example 1c: Tert-butyl 4-[(5-bromo-4-methyl-2H-indazol-2-ylgthyl]piperidin-1-carboxylate

/N\
N
=
Br
CH,
o
Q

CH
H,C CHs

3

5 g of 5-bromo-4-methyl-1H-indazole was dissolved. 10 ml DMF and treated with 11.5 g of
caesium carbonate and 7.9 g of N-Boc-4-(bromomgilpdridine. The mixture was stirred for 3
hrs at 60°C and overnight at RT. The reaction métwas next diluted with ethyl acetate, and
the organic phase was washed twice with water,ddaeer sodium sulphate, filtered and
concentrated. The residue was purified chromatdgcafly on the Biotage SP4 via a 65i-Si

column. Gradient: hexane/ethyl acetate 0-100%.dY{&53 g of the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.99 - 1.12 (2H), 1.34 (9H), 1.36 - 1.44H}22.04 -
2.19 (1H), 2.47 (3H), 2.54 - 2.72 (2H), 3.82 - 3(2Bl), 4.27 (2H), 7.29 (1H), 7.34 (1H), 8.46
(1H).
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Example  1d: 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylmethyi¥-methyl-2H-indazol-5-

carboxylic acid

1080 mg of 1e were dissolved in 8 ml methanol aedtéd with 1235 mg of lithium hydroxide
in 10 ml water. A further 2 ml THF were added asilstizer. The mixture was stirred for 24 hrs
at RT. Next the methanol and THF were distilled dffhe aqueous residue was diluted with
water and washed once with ethyl acetate. The agugloase was acidified with 10% sulphuric
acid and extracted twice with ethyl acetate. Thenlwoed organic phases were dried over

sodium sulphate, filtered and concentrated. Yi@80 mg of the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.99 - 1.18 (2H), 1.37 - 1.48 (2H), 1.3H}92.05 -
2.21 (1H), 2.53 - 2.70 (2H), 2.73 (3H), 3.81 - 3(2#), 4.29 (2H), 7.39 (1H), 7.62 (1H), 8.62
(1H), 11.92 - 12.31 (1H).

Example 1e: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-ythethyl)}-4-methyl-2H-indazol-

5-carboxylate

666 mg of 1c, 156.8 mg of methanol, 645.8 mg ofyindénum hexacarbonyl, 47.3 mg of tri-
tert-butylphosphine tetrafluoroborate and 123.5 iy trans-bis(acetato)-bis[o-(di-o-tolyl-
phosphino)benzyl]dipalladium(ll) were placed in d@crmwave tube and suspended in 15 mi
THF. Then 0.7 ml of DBU were added and the mixtwees stirred for 20 mins at 125°C and
150 watts in the microwave. Next, it was concerttataken up in ethyl acetate and the organic
phase washed twice with water and once with sadrabdium chloride solution. It was dried
over sodium sulphate, filtered and concentratede Tésidue was chromatographed on the

Biotage SP4. Gradient: hexane/ethyl acetate 0-1008td: 363 mg of the title compound.
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'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.01 - 1.12 (2H), 1.34 (9H), 1.37 - 1.45}22.08 -
2.19 (1H), 2.53 - 2.69 (2H), 2.73 (3H), 3.79 (3B)83 - 3.93 (2H), 4.30 (2H), 7.42 (1H), 7.62
(1H), 8.67 (1H).

Example 2. 2-({1-[4-tert-(butoxy)benzoyl]piperidin-4-yl}metf)-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

/N\
H N
g™ = _b
O CH
* N
o

Q CH,

Voo
H,C

Analogously to Example 1, 35.9 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 1a and 39.7 mg of 44figdixy)benzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.09 - 1.26 (2H), 1.29 (9H), 1.35 - 1.584j22.15 -
2.35 (1H), 2.49 (3H), 2.69 - 2.97 (2H), 3.24 (3B)32 - 3.47 (4H), 4.23 - 4.40 (2H), 6.98 (2H),
7.14 (1H), 7.23 (2H), 7.38 (1H), 8.10 (1H), 8.4H)1

Example 3: 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-ythethyl)-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

/N\
H N
ch\o/\/N =
O CH,
(o] :

Q

Q

F

Analogously to Example 1, 51.6 mg of the title cowpd was obtained from 75 mg of the

amine prepared in Example 1a and 47.5 mg of 4udrfiphenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.10 - 1.30 (2H), 1.32 - 1.58 (2H), 2.12.35 (1H),
2.49 (3H), 2.71 - 3.02 (2H), 3.25 (3H), 3.32 - 3(281), 3.40 - 3.47 (2H), 4.32 (2H), 6.95 (2H),
7.06 - 7.14 (3H), 7.15 - 7.27 (3H), 7.31 - 7.42 38107 - 8.15 (1H), 8.47 (1H).
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Example 4: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-morpholinoheoyl)piperidin-4-yllmethyl}-
2H-indazole-5-carboxamide

=N

H N
HC g~ SS
O  CH,

-

Analogously to Example 1, 48.1 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 1a and 42.3 mg of 4-nwirpdbenzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.09 - 1.29 (2H), 1.36 - 1.53 (2H), 2.18.34 (1H),
2.49 (3H), 2.72 - 2.94 (2H), 3.13 (4H), 3.24 (3B}42 (4H), 3.64 - 3.75 (4H), 3.92 - 4.15 (1H),
4.32 (2H), 6.92 (2H), 7.14 (1H), 7.20 (2H), 7.38{(18.07 - 8.15 (1H), 8.47 (1H).

Example 5. 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidid-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

N

==\

H N
ch\o/\/N =
O CH,

E

Analogously to Example 1, 50.1 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 1a and 44.2 mg of 4u@drfiphenyl)benzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.11 - 1.32 (2H), 1.32 - 1.64 (2H), 2.22.36 (1H),
2.49 (3H), 2.63 - 3.08 (2H), 3.24 (3H), 3.42 (4B)50 - 3.73 (1H), 4.24 - 4.55 (3H), 7.10 - 7.20
(1H), 7.27 2H), 7.41 (3H), 7.67 (4H), 8.03 - 8.161}, 8.48 (1H).

Example 6: 2-{[1-(2-fluoro-4-mesylbenzoyl)piperidin-4-ylmbyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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Analogously to Example 1, 40.1 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 1a and 44.6 mg of 2-dkdemesylbenzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.06 - 1.30 (2H), 1.31 - 1.45 (1H), 1.51.64 (1H),
2.20 - 2.37 (1H), 2.49 (3H), 2.71 - 2.85 (1H), 2:98.10 (1H), 3.24 (3H), 3.26 (3H), 3.33 - 3.39
(2H), 3.42 (2H), 4.24 - 4.39 (2H), 4.40 - 4.51 (LA)L4 (1H), 7.38 (1H), 7.59 - 7.69 (1H), 7.76 -
7.89 (2H), 8.07 - 8.14 (1H), 8.47 (1H).

Example 7: 2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-yllathyl}-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

Analogously to Example 1, 43.1 mg of the title couwpd was obtained from 75 mg of the

amine prepared in Example 1a and 34.8 mg of 2-dhdemethoxybenzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.05 - 1.25 (2H), 1.32 - 1.44 (1H), 1.48.61 (1H),
2.18 - 2.33 (1H), 2.49 (3H), 2.63 - 2.79 (1H), 2:88.05 (1H), 3.24 (3H), 3.42 (d, 5H), 3.75
(3H), 4.27 - 4.35 (2H), 4.37 - 4.49 (1H), 6.778%B(2H), 7.14 (1H), 7.24 (1H), 7.38 (1H), 8.07 -
8.15 (1H), 8.47 (1H).

Example 8. 2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-ylmiyl}-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide
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H N
HC g~ N =
O CH,

Analogously to Example 1, 51.8 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 1a and 44.7 mg of 4-bf@ifloorobenzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.04 - 1.27 (2H), 1.32 - 1.43 (1H), 1.49.61 (1H),
2.20 - 2.33 (1H), 2.48 (3H), 2.67 - 2.80 (1H), 2:8.05 (1H), 3.24 (3H), 3.33 - 3.46 (5H), 4.24
- 4.36 (2H), 4.38 - 4.49 (1H), 7.15 (1H), 7.27 34 (1H), 7.35 - 7.41 (1H), 7.44 - 7.50 (1H),
7.60 - 7.66 (1H), 8.07 - 8.15 (1H), 8.47 (1H).

Example 9: 2-{[1-(2-fluoro-4-methylbenzoyl)piperidin-4-yl|mhbyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N

=N

H N
HC g~ N =
O CH,

H,C

Analogously to Example 1, 38.3 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 1a and 31.5 mg of 2-dhkdemethylbenzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.04 - 1.26 (2H), 1.31 - 1.43 (1H), 1.48.60 (1H),
2.18 - 2.35 (4H), 2.48 (3H), 2.64 - 2.79 (1H), 2:8R04 (1H), 3.24 (3H), 3.33 - 3.39 (3H), 3.39
— 3.45 (2H), 4.23 - 4.36 (2H), 4.39 - 4.49 (1HOT- 7.10 (2H), 7.13 (1H), 7.16 - 7.24 (1H),
7.38 (1H), 8.07 - 8.14 (1H), 8.47 (1H).

Example 10: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]pipedin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

N\

=
H N
HC N ~
O CH,

n



10

15

BHC133038-FC
67

Analogously to Example 1, 57.8 mg of the title couwpd was obtained from 75 mg of the

amine prepared in Example 1a and 42.5 mg of 2-dhdi(trifluoromethyl)benzoic acid.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.07 - 1.29 (2H), 1.32 - 1.44 (1H), 1.52.62 (1H),
2.20 - 2.36 (1H), 2,49 (3H), 2.67 - 2.84 (1H), 2:9807 (1H), 3.24 (3H), 3.32 - 3.39 (3H), 3.39
- 3.46 (2H), 4.24 - 4.39 (2H), 4.40 - 4.51 (IHL4(1H), 7.38 (1H), 7.56 - 7.68 (2H), 7.76 (1H),
8.07 - 8.14 (1H), 8.47 (1H).

Example  11: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluoiF-sulphanyl)benzoyl]
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

=N
H N
O™ B b
0 cH
3
N
; O
F\

F—/ —F
F F

Analogously to Example 1, 135.1 mg of the title pound was obtained from 150 mg of the

amine prepared in Example 1a and 101.5 mg of 4t§flenroA°-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.10 - 1.30 (2H), 1.31 - 1.42 (1H), 1.50.62 (1H),
2.20 - 2.33 (1H), 2.49 (3H), 2.67 - 2.83 (1H), 2:8.06 (1H), 3.24 (3H), 3.32 - 3.39 (2H), 3.41
(3H), 4.32 (2H), 4.37 - 4.48 (1H), 7.14 (1H), 7@H), 7.55 (2H), 7.94 (2H), 8.12 (1H), 8.47
(1H).

The following compounds were prepared analogously:

EX. Structure IUPAC name Analysis

12 . Y N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-g):
HC AN =
8 &, b 4-methyl-2-{[1-(4- 0 [ppm]= 1.20 (2H), 1.42 (2H),
izo methylbenzoyl)- 2.29 (4H), 2.49 (3H), 2.73 (1H),

piperidin-4-yl]- 2.93 (1H), 3.25 (3H), 3.37 (2H),
' methyl}-2H- 3.43 (2H), 3.57 (1H), 4.31 (2H),
indazole-5- 4.40 (1H), 7.14 (1H), 7.21 (4H),

carboxamide 7.38 (1H), 8.09 (1H), 8.46 (1H).
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Ex. Structure IUPAC name Analysis
13 ) YE;E N-(2-methoxyethyl)- | *H-NMR (300 MHz, DMSO-g):
YL b 4-methyl-2-(1-[(3- | & [ppm]= 1.25 (2H), 1.55 (2H),
go phenylisoxazol-5- | 2.34 (1H), 2.49 (3H), 2.83 (1H),
"y yl)carbonyl]piperidin | 3.15 (1H), 3.24 (3H), 3.40 (4H),
-4-yl}methyl)-2H- 3.87 (1H), 4.35 (3H), 7.15 (1H),
indazole-5- 7.40 (1H), 7.46 (1H), 7.50 (3H),
carboxamide 7.90 (2H), 8.13 (1H), 8.49 (1H).
14 ] Y@ 2-({1-[4-(4-chloro- | "H-NMR (300 MHz, DMSO-g):
Y b phenoxy)benzoyl- | & [ppmi= 1.21 (2H), 1.45 (2H),
6!0 piperidin-4-yl}- 2.26 (1H), 2.49 (3H), 2.76 (1H),
) methyl)-N-(2- 2.94 (1H), 3.24 (3H), 3.40 (4H),
Q methoxyethyl)-4- 3.62 (1H), 4.33 (3H), 7.04 (4H),
o | methyl-2H-indazole- | 7.15 (1H), 7.40 (5H), 8.12 (1H),
5-carboxamide 8.47 (1H).
15 i A N-(2-methoxyethyl)- | "H-NMR (300 MHz, DMSO-g):
Y Y b 4-methyl-2-({L-[4-(4- | 5 [ppm]= 1.20 (2H), 1.43 (2H),
6‘0 methylphenoxy)- 2.26 (4H), 2.48 (3H), 2.76 (1H),
) benzoyl]piperidin-4- | 2,90 (1H), 3.24 (3H), 3.38 (4H),
Q ylimethyl)-2H- 3.62 (1H), 4.32 (3H), 6.92 (4H),
e, | indazole-5- 7.71 (3H), 7.34 (3H), 8.12 (1H),
carboxamide 8.47 (1H).
16 ] >, 2-({1-[4-(4-tert- 'H-NMR (300 MHz, DMSO-g):
Y, b butylphenoxy)- 5 [ppm]= 1.21 (2H), 1.25 (9H),
6‘ ° | benzoyllpiperidin-4- | 1.44 (2H), 2.26 (1H), 2.48 (3H),
s yl}methyl)-N-(2- 2.77 (1H), 2.291 (1H), 3.24 (3H),
Q methoxyethyl)-4- 3.39 (4H), 3.64 (1H), 4.32 (3H),
won” | methyl-2H-indazole- | 6.95 (4H), 7.14 (1H), 7.36 (5H),
5-carboxamide 8.12 (1H), 8.47 (1H).
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Ex. Structure IUPAC name Analysis
17 ] Y@ N-(2-methoxyethyl)- | *H-NMR (300 MHz, DMSO-g):
YL b 4-methyl-2-[(1-{4-[4- | & [ppm]= 1.22 (2H), 1.45 (2H),
{_);0 (trifluoromethyl)- 2.27 (1H), 2.49 (3H), 2.77 (1H),
) phenoxy]benzoyl}- | 2.97 (1H), 3.24 (3H), 3.39 (4H),
Q piperidin-4-yl)- 3.61 (1H), 4.33 (3H), 7.15 (5H),
- | methyl]-2H-indazole-| 7.39 (3H), 7.73 (2H), 8.12 (1H),
. 5-carboxamide 8.48 (1H).
18 . YE;Q N-(2-methoxyethyl)- | "H-NMR (300 MHz, DMSO-¢):
oY b 2-({1-[4-(4-methoxy- | & [ppm]= 1.19 (2H), 1.44 (2H),
d‘o phenoxy)benzoyl]- | 2.25 (1H), 2.48 (3H), 2.86 (2H),
) piperidin-4-y}- 3.24 (3H), 3.40 (4H), 3.64 (1H),
Q methyl)-4-methyl- | 3.72 (3H), 4.32 (3H), 6.8 (2H),
o~ | 2H-indazole-5- 6.95 (2H), 7.02 (2H), 7.14 (1H),
carboxamide 7.31 (2H), 7.38 (1H), 8.12 (1H),
8.47 (1H).
19 ] =N N-(2-methoxyethyl)- | 'TH-NMR (300 MHz, DMSO-g):
Y b 4-methyl-2-{[1-(4- | & [ppm]= 1.21 (2H), 1.44 (2H),
6‘0 phenoxybenzoyl)- 2.26 (1H), 2.49 (3H), 2.77 (1H),
) piperidin-4-yl]- 2.92 (1H), 3.24 (3H), 3.38 (4H),
@ methyl}-2H- 3.64 (1H), 4.32 (3H), 6.97 (2H),
indazole-5- 7.04 (2H), 7.16 (2H), 7.26 (5H),
carboxamide 8.12 (1H), 8.47 (1H).
20 N 2-{[1-(4-cyclopropyl- | *H-NMR (300 MHz, DMSO-¢):

H
HEC\O/\/N =

benzoyl)piperidin-4-
ylmethyl}-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

3 [ppm]= 0.65 (2H), 0.93 (2H),

1.19 (2H), 1.43 (2H), 1.90 (1H),
2.25 (1H), 2.48 (3H), 2.73 (1H),
2.92 (1H), 3.24 (3H), 3.39 (4H),
3.59 (1H), 4.32 (3H), 7.14 (5H),
7.38 (1H), 8.12 (1H), 8.47 (1H).
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21 ] = 2-{[1-(4-methoxy- | H-NMR (400 MHz, DMSO-g):
e O b benzoyl)piperidin-4- | & [ppm]= 1.19 (2H), 1.44 (2H),
610 yllmethyl}-N-(2- 2.26 (1H), 2.49 (3H), 2.82 (2H),
methoxyethyl)-4- 3.24 (3H), 3.36 (2H), 3.42 (2H),
"o | methyl-2H-indazole- | 3.50 (1H), 3.74 (3H), 4.31 (3H),
5-carboxamide 6.93 (2H), 7.14 (1H), 7.29 (2H),
7.38 (1H), 8.12 (1H), 8.47 (1H).
22 ] =N 2-{[1-(4-fluoro- 'H-NMR (400 MHz, DMSO-g):
Y b benzoyl)piperidin-4- | & [ppm]= 1.20 (2H), 1.37 (1H),
610 yllmethyl}-N-(2- 1.51 (1H), 2.27 (1H), 2.49 (3H),
methoxyethyl)-4- 2.72 (1H), 2.97 (1H), 3.24 (3H),
] methyl-2H-indazole- | 3.36 (2H), 3.42 (2H), 3.52 (1H),
5-carboxamide 4.31 (2H), 4.40 (1H), 7.14 (1H),
7.23 (2H), 7.39 (3H), 8.12 (1H),
8.47 (1H).
23 ] =N N-(2-methoxyethyl)- | '"H-NMR (400 MHz, DMSO-¢):
Y b 4-methyl-2-({14- | & [ppm]= 1.22 (2H), 1.34 (1H),
° | (trifluoromethyl)- 1.56 (1H), 2.28 (1H), 2.49 (3H),
benzoyl]piperidin-4- | 2.75 (1H), 2.99 (1H), 3.24 (3H),
" ylimethyl)-2H- 3.35 (2H), 3.42 (3H), 4.32 (2H),
indazole-5- 4.44 (1H), 7.14 (1H), 7.38 (1H),
carboxamide 7.55 (2H), 7.77 (2H), 8.12 (1H),
8.47 (1H).
24 | -, 2-{[1-(2-methoxy- | H-NMR (400 MHz, DMSO-g):
T, b benzoyl)piperidin-4- | & [ppm]= 1.11 (2H), 1.35 (1H),
Cgf yllmethyl}-N-(2- 1.52 (1H), 2.23 (1H), 2.49 (3H),
o, methoxyethyl)-4- 2.66 (1H), 2.87 (1H), 3.22 (1H),
methyl-2H-indazole- | 3.24 (3H), 3.35 (2H), 3.42 (2H),
5-carboxamide 3.71 (3H), 4.29 (1H), 4.33 (1H),
4.45 (1H), 6.94 (1H), 7.07 (3H),
7.33 (1H), 7.39 (1H), 8.12 (1H),
8.48 (1H).




BHC133038-FC

71
Ex. Structure IUPAC name Analysis
25 ] Y@E N-(2-methoxyethyl)- | *H-NMR (400 MHz, DMSO-g):
YL b 4-methyl-2-[(1-{4- | & [ppmi= 1.23 (2H), 1.36 (1H),
° | [(trifluoromethyl)- 1.57 (1H), 2.29 (1H), 2.49 (3H),
7 sulphonyllbenzoyl}- | 2.77 (1H), 3.01 (1H), 3.24 (3H),
$Y | piperidin-4-yl)- 3.35 (3H), 3.42 (2H), 4.32 (2H),
methyl]-2H-indazole-| 4.44 (1H), 7.14 (1H), 7.38 (1H),
5-carboxamide 7.77 (2H), 8.15 (3H), 8.47 (1H).
26 . AN N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-g):
G S0 b a-methyl-2-({1-{3- | & [ppm]= 1.24 (2H), 1.37 (1H),
° | (trifluoromethyl)- 1.55 (1H), 2.28 (1H), 2.49 (3H),
i benzoyl]piperidin-4- | 2.75 (1H), 3.01 (1H), 3.24 (3H),
“F | ylimethyl)-2H- 3.36 (2H), 3.42 (3H), 4.32 (2H),
indazole-5- 4.43 (1H), 7.14 (1H), 7.38 (1H),
carboxamide 7.65 (3H), 7.78 (1H), 8.12 (1H),
8.47 (1H).
27 . AN N-(2-methoxyethyl)- | 'TH-NMR (400 MHz, DMSO-g):
Y b 4-methyl-2-{[1-(3- | &[ppm]= 1.20 (2H), 1.36 (1H),
{_)}‘0 methylbenzoyl)- 1.52 (1H), 2.29 (4H), 2.49 (3H),
piperidin-4-yl]- 2.69 (1H), 2.95 (1H), 3.24 (3H),
™ | methyl}-2H- 3.36 (2H), 3.42 (2H), 3.53 (1H),
indazole-5- 4.31 (2H), 4.41 (1H), 7.12 (3H),
carboxamide 7.21 (1H), 7.27 (1H), 7.38 (1H),
8.12 (1H), 8.47 (1H).
28 2-{[1-(3-chloro- TH-NMR (400 MHz, DMSO-g):

benzoyl)piperidin-4-
ylmethyl}-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

o [ppm]= 1.21 (2H), 1.36 (1H),

1.53 (1H), 2.27 (1H), 2.49 (3H),
2.72 (1H), 2.98 (1H), 3.24 (3H),
3.35 (2H), 3.42 (3H), 4.31 (2H),
4.40 (1H), 7.14 (1H), 7.28 (1H),
7.43 (4H), 8.12 (1H), 8.47 (1H).
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29 ] Y@ N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-g):
I O b 4-methyl-2-({1-[(1- | & [ppm]= 1.25 (2H), 1.50 (2H),
_(° | methyl-1H-indol-2- | 2.31 (1H), 2.49 (3H), 2.82 (1H),
" | ylcarbonyl]- 3.05 (1H), 3.24 (3H), 3.36 (2H),
piperidin-4- 3.42 (2H), 3.69 (3H), 3.98 (1H),
yl}methyl)-2H- 4.34 (2H), 4.44 (1H), 6.57 (1H),
indazole-5- 7.05 (1H), 7.15 (1H), 7.20 (1H),
carboxamide 7.39 (1H), 7.46 (1H), 7.56 (1H),
8.12 (1H), 8.49 (1H).
30 ) N 2-({1-[4-(4- "H-NMR (400 MHz, DMSO-¢):
e CHa\ b carbamoylphenoxy)-| & [ppm]= 1.22 (2H), 1.49 (2H),
6‘0 benzoyl]piperidin-4- | 2.31 (1H), 2.52 (3H), 2.82 (1H),
ylimethyl)-N-(2- 2.98 (1H), 3.27 (3H), 3.39 (2H),
) methoxyethyl)-4- 3.45 (2H), 3.65 (1H), 4.35 (2H),
Qo methyl-2H-indazole- | 4.43 (1H), 7.08 (4H), 7.17 (1H),
" | 5-carboxamide 7.29 (1H), 7.41 (3H), 7.91 (3H),
8.12 (1H), 8.50 (1H).
31 ] = 2-({1-[4-(cyclo- "H-NMR (400 MHz, DMSO-g):
e CHG\ b pentyloxy)benzoyl]- | & [ppm]= 1.23 (2H), 1.47 (2H),
6:0 piperidin-4-yl}- 1.57 (2H), 1.68 (4H), 1.90 (2H),
methyl)-N-(2- 2.28 (1H), 2.52 (3H), 2.86 (2H),
b methoxyethyl)-4- 3.27 (3H), 3.39 (2H), 3.45 (2H),
methyl-2H-indazole- | 3.85 (2H), 4.34 (2H), 4.83 (1H),
5-carboxamide 6.91 (2H), 7.17 (1H), 7.28 (2H),
7.41 (1H), 8.12 (1H), 8.49 (1H).
32 ] =N 2-({1-[4-(difluoro- 'H-NMR (400 MHz, DMSO-¢):
YL b methyl)benzoyll- | & [ppm]= 1.24 (2H), 1.39 (1H),
o| piperidin-4-yl}- 1.57 (1H), 2.30 (1H), 2.52 (3H),
methyl)-N-(2- 2.76 (1H), 3.01 (1H), 3.27 (3H),
F methoxyethyl)-4- 3.39 (2H), 3.45 (3H), 4.35 (2H),
methyl-2H-indazole- | 4.45 (1H), 7.18 (2H), 7.41 (1H),
5-carboxamide 7.49 (2H), 7.62 (2H), 8.12 (1H),
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8.49 (1H).
33 ] N 2-{[1-(4-cyano- 'H-NMR (400 MHz, DMSO-g¢):
o™ CHa\ b benzoyl)piperidin-4- | 3 [ppm]= 1.24 (2H), 1.39 (1H),
°| yllmethyl}-N-(2- 1.58 (1H), 2.30 (1H), 2.52 (3H),
methoxyethyl)-4- 2.77 (1H), 3.01 (1H), 3.27 (3H),
4 methyl-2H-indazole- | 3.39 (3H), 3.45 (2H), 4.34 (2H),
5-carboxamide 4.44 (1H), 7.17 (1H), 7.41 (1H),
7.54 (2H), 7.90 (2H), 8.12 (1H),
8.49 (1H).
34 ] = 2-({1-[4-(1H- 'H-NMR (300 MHz, DMSO-g¢):
Y b imidazol-1-yl)- 5 [ppmi= 1.24 (2H), 1.39 (1H),
6:0 benzoyl]piperidin-4- | 156 (1H), 2.29 (1H), 2.49 (3H),
yl}methyl)-N-(2- 2.76 (1H), 3.04 (1H), 3.24 (3H),
I methoxyethyl)-4- | 3.37 (3H), 3.42 (3H), 4.33 (2H),
methyl-2H-indazole- | 4.44 (1H), 7.15 (1H), 7.39 (1H),
5-carboxamide 7.61 (2H), 7.84 (3H), 8.11 (1H),
8.26 (1H), 8.48 (1H).
35 ] A N-(2-methoxyethyl)- | 'TH-NMR (300 MHz, DMSO-g):
Y b 4-methyl-2-({14- | & [ppm]= 1.24 (2H), 1.37 (1H),
°| (oxazol-2-yl)- 1.54 (1H), 2.27 (1H), 2.49 (3H),
benzoyl]piperidin-4- | 2.75 (1H), 3.00 (1H), 3.24 (3H),
O ylimethyl)-2H- 3.36 (2H), 3.42 (2H), 3.53 (1H),
indazole-5- 4.32 (2H), 4.43 (1H), 7.14 (1H),
carboxamide 7.38 (2H), 7.48 (2H), 8.00 (2H),
8.12 (1H), 8.23 (1H), 8.48 (1H).
36 N-(2-methoxyethyl)- | *H-NMR (300 MHz, DMSO-¢):

4-methyl-2-({1-[4-
(oxazol-5-yl)-
benzoyl]piperidin-4-
yl}methyl)-2H-

indazole-5-

3 [ppm]= 1.22 (2H), 1.38 (1H),

1.53 (1H), 2.28 (1H), 2.49 (3H),
2.74 (1H), 2.98 (1H), 3.24 (3H),
3.36 (2H), 3.41 (2H), 3.55 (1H),
4.32 (2H), 4.41 (1H), 7.15 (1H),
7.42 (3H), 7.74 (3H), 8.12 (1H),




BHC133038-FC

74
Ex. Structure IUPAC name Analysis
carboxamide 8.47 (2H).
37 ) = N-(2-methoxyethyl)- | H-NMR (300 MHz, DMSO-¢):
e Oh b a-methyl-2-({1-[4- | & [ppmi]= 1.22 (2H), 1.36 (1H),
°| (isoxazol-5-yl)- 1.55 (1H), 2.28 (1H), 2.49 (3H),
benzoyl]piperidin-4- | 2.74 (1H), 2.99 (1H), 3.24 (3H),
'S ylimethyl)-2H- 3.39 (5H), 4.31 (2H), 4.43 (LH),
indazole-5- 4.74 (2H), 7.14 (1H), 7.38 (1H),
carboxamide 7.50 (2H), 7.95 (2H), 8.12 (1H),
8.47 (1H).
38 ] = N-(2-methoxyethyl)- | H-NMR (300 MHz, DMSO-¢):
G S0 b 4-methyl-2-(1-[4- | & [ppm]= 1.22 (2H), 1.46 (2H),
{g:o (1H-pyrazol-1-yl)- | 2.28 (1H), 2.49 (3H), 2.76 (1H),
benzoyl]piperidin-4- | 2,99 (1H), 3.24 (3H), 3.39 (4H),
@ ylimethyl)-2H- 3.61 (1H), 4.32 (2H), 4.41 (1H),
indazole-5- 6.54 (1H), 7.15 (1H), 7.39 (1H),
carboxamide 7.46 (2H), 7.74 (1H), 7.87 (2H),
8.12 (1H), 8.50 (2H).
39 ] AN N-(2-methoxyethyl)- | 'TH-NMR (300 MHz, DMSO-g):
YL b 4-methyl-2-({14- | & [ppm]= 1.22 (2H), 1.39 (1H),
<:r>>:° (1H-1,2,4-triazol-1- | 1.53 (1H), 2.27 (1H), 2.49 (3H),
yl)benzoyl]piperidin- | 2.76 (1H), 3.00 (1H), 3.24 (3H),
Q 4-ylmethyl)-2H- 3.39 (4H), 3.54 (1H), 4.32 (2H),
indazole-5- 4.43 (1H), 7.15 (1H), 7.39 (1H),
carboxamide 7.53 (2H), 7.90 (2H), 8.12 (1H),
8.24 (1H), 8.48 (1H), 9.32 (1H).
40 ] = 2-({1-[4-(difluoro- | "H-NMR (300 MHz, DMSO-g):
S I CHG\ b methoxy)-2-fluoro- | & [ppm]= 1.16 (2H), 1.38 (1H),
@%ﬁo benzoyl]piperidin-4- | 1.55 (1H), 2.26 (1H), 2.48 (3H),
"1 ylimethyl)-N-(2- 2.73 (1H), 2.98 (1H), 3.24 (3H),
}F methoxyethyl)-4- | 3.38 (5H), 4.31 (2H), 4.44 (1H),
methyl-2H-indazole- | 7.12 (3H), 7.31 (1H), 7.40 (2H),
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5-carboxamide 8.12 (1H), 8.47 (1H).
41 y N, 2-({1-[2-fluoro-4- 'H-NMR (300 MHz, DMSO-g):
e Oh b (pyrrolidin-1-yl)- | & [ppm]= 1.14 (2H), 1.43 (2H),
@%ﬁo benzoyl]piperidin-4- | 1.90 (4H), 2.23 (1H), 2.48 (3H),
yl}methyl)-N-(2- 2.68 (1H), 2.94 (1H), 3.19 (4H),
O methoxyethyl)-4- 3.24 (3H), 3.36 (2H), 3.42 (3H),
methyl-2H-indazole- | 4.31 (2H), 4.39 (1H), 6.29 (2H),
5-carboxamide 7.10 (2H), 7.38 (1H), 8.12 (1H),
8.47 (1H).
42 ] Y@N 2-({1-[(3,4difluoro- | 'H-NMR (300 MHz, DMSO-g):
YT b biphenyl-4-yl)- 8 [ppm]= 1.19 (2H), 1.39 (1H),
°| carbonyl]piperidin-4-| 1.57 (1H), 2.28 (1H), 2.49 (3H),
& ylimethyl)-N-(2- 2.76 (1H), 3.01 (1H), 3.24 (3H),
7Y methoxyethyl)-4- 3.38 (5H), 4.32 (2H), 4.47 (1H),
F methyl-2H-indazole- | 7.15 (1H), 7.28 (2H), 7.40 (2H),
5-carboxamide 7.56 (2H), 7.76 (2H), 8.12 (1H),
8.48 (1H).
43 .y N, 2-({1-[(3-fluoro-4'- 'H-NMR (300 MHz, DMSO-¢):
o CHG\ b methoxybiphenyl-4- | & [ppm]= 1.19 (2H), 1.39 (1H),
°| yl)carbonyl]piperidin | 1.57 (1H), 2.28 (1H), 2.49 (3H),
O -4-ylymethyl)-N-(2- | 2.76 (1H), 3.01 (1H), 3.24 (3H),
(Y methoxyethyl)-4- | 3.38 (5H), 4.32 (2H), 4.47 (1H),
Yen, methyl-2H-indazole- | 7.15 (1H), 7.28 (2H), 7.40 (2H),
5-carboxamide 7.56 (2H), 7.76 (2H), 8.12 (1H),
8.48 (1H).
44 2-({1-[(3-fluoro-4'- "H-NMR (400 MHz, DMSO-g):

methylbiphenyl-4-
yl)carbonyl]piperidin
-4-yltmethyl)-N-(2-
methoxyethyl)-4-

methyl-2H-indazole-

3 [ppm]= 1.19 (2H), 1.39 (1H),

1.57 (1H), 2.31 (4H), 2.49 (3H),
2.75 (1H), 3.01 (1H), 3.24 (3H),
3.36 (2H), 3.42 (3H), 4.32 (2H),
4.48 (1H), 7.14 (1H), 7.26 (2H),
7.39 (2H), 7.56 (4H), 8.12 (1H),
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5-carboxamide 8.48 (1H).
45 ] Y@N 2-[(1-{[3-fluoro-3'- | "H-NMR (400 MHz, DMSO-g):
e S0 b (trifluoromethyl)- | & [ppm]= 1.20 (2H), 1.40 (1H),
°| biphenyl-4-yl]- 1.57 (1H), 2.29 (1H), 2.49 (3H),
Q "| carbonyl}-piperidin- | 2.76 (1H), 3.03 (1H), 3.24 (3H),
(Y | 4yD-methyl-N-(2- | 3.36 (2H), 3.41 (3H), 4.33 (2H),
e methoxyethyl)-4- 4.48 (1H), 7.15 (1H), 7.39 (1H),
methyl-2H-indazole- | 7.45 (1H), 7.69 (4H), 8.03 (2H),
5-carboxamide 8.12 (1H), 8.49 (1H).
46 ] AN 2-[(1-{[3-fluoro-2'- | "H-NMR (300 MHz, DMSO-g):
Y b (trifluoromethoxy)- | 3 [ppm]= 1.20 (2H), 1.42 (1H),
o biphenyl-4-yl]- 1.57 (1H), 2.29 (1H), 2.49 (3H),
O carbonyl}piperidin-4-| 2.76 (1H), 3.04 (1H), 3.24 (3H),
(O | yImethylN-2- | 3.36 (5H), 4.32 (2H), 4.48 (1H)
* | methoxyethyl)-4- 7.15 (1H), 7.44 (8H), 8.12 (1H),
methyl-2H-indazole- | 8.49 (1H).
5-carboxamide
47 ] AN 2-({2-[(2"-fluoro- "H-NMR (300 MHz, DMSO-g):
Y b biphenyl-4-yl)- 5 [ppml= 1.23 (2H), 1.41 (1H),
o carbonyl]piperidin-4-| 1.53 (1H), 2.29 (1H), 2.49 (3H),
O yl}methyl)-N-(2- 2.74 (1H), 3.01 (1H), 3.24 (3H),
Q F methoxyethyl)-4- 3.36 (4H), 3.60 (1H), 4.33 (2H),
methyl-2H-indazole- | 4.44 (1H), 7.15 (1H), 7.29 (2H),
5-carboxamide 7.40 (4H), 7.55 (3H), 8.12 (1H),
8.48 (1H).
48 N 2-({1-[(2',4'-difluoro- | "H-NMR (300 MHz, DMSO-g):

biphenyl-4-yl)-
carbonyl]piperidin-4-
yl}methyl)-N-(2-
methoxyethyl)-4-

methyl-2H-indazole-

o [ppm]= 1.23 (2H), 1.39 (1H),

1.53 (1H), 2.28 (1H), 2.49 (3H),
2.75 (1H), 3.01 (1H), 3.24 (3H),
3.39 (4H), 3.60 (1H), 4.33 (2H),
4.43 (1H), 7.16 (2H), 7.40 (4H),
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5-carboxamide 7.56 (3H), 8.12 (1H), 8.48 (1H).
49 ] Y@ 2-({2-[(2-fluoro- 'H-NMR (400 MHz, DMSO-g¢):
Y b biphenyl-4-yl)- 5 [ppm]= 1.24 (2H), 1.39 (1H),
°| carbonyl]piperidin-4-| 1.56 (1H), 2.29 (1H), 2.49 (3H),
Q yl}methyl)-N-(2- 2.74 (1H), 3.02 (1H), 3.25 (3H),
Q i methoxyethyl)-4- 3.37 (2H), 3.42 (2H), 3.59 (1H),
methyl-2H-indazole- | 4.33 (2H), 4.43 (1H), 7.15 (1H),
5-carboxamide 7.28 (2H), 7.40 (2H), 7.46 (2H),
7.54 (3H), 8.12 (1H), 8.48 (1H).
50 ] Y@i N-(2-methoxyethyl)- | TH-NMR (400 MHz, DMSO-g):
Y b 4-methyl-2-(1-[(2- | & [ppm]= 1.24 (2H), 1.42 (1H),
°| methylbiphenyl-4- | 1.55 (1H), 2.20 (3H), 2.29 (1H),
O yl)carbonyl]piperidin | 2.49 (3H), 2.75 (1H), 3.02 (1H),
{ H—on | -4-ylimethyl)-2H- | 3.25 (3H), 3.37 (2H), 3.42 (2H),
indazole-5- 3.64 (1H), 4.33 (2H), 4.42 (1H),
carboxamide 7.21 (5H), 7.38 (5H), 8.12 (1H),
8.49 (1H).
51 ] =N N-(2-methoxyethyl)- | 'TH-NMR (400 MHz, DMSO-g):
Y b 4-methyl-2-({1-[4- | & [ppmi]= 1.24 (2H), 1.42 (1H),
{igio (pyridyloxy)benzoyl] | 1.55 (1H), 2.29 (1H), 2.49 (3H),
piperidin-4-yl}- 2.76 (1H), 3.02 (1H), 3.25 (3H),
e methyl)-2H-indazole-| 3.37 (2H), 3.43 (2H), 3.60 (1H),
= 5-carboxamide 4.33 (2H), 4.44 (1H), 7.15 (1H),
7.37 (3H), 7.48 (2H), 7.53 (2H),
8.12 (1H), 8.48 (1H), 8.75 (2H).
52 N-(2-methoxyethyl)- | '"H-NMR (400 MHz, DMSO-g):

4-methyl-2-({1-[4-
(4H-1,2,4-triazol-4-
yhbenzoyl]piperidin-
4-yltmethyl)-2H-

indazole-5-

3 [ppm]= 1.23 (2H), 1.38 (1H),

1.54 (1H), 2.28 (1H), 2.49 (3H),
2.74 (1H), 3.02 (1H), 3.24 (3H),
3.36 (2H), 3.42 (2H), 3.53 (1H),
4.32 (2H), 4.42 (1H), 7.14 (1H),
7.38 (1H), 7.55 (2H), 7.75 (2H),
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carboxamide 8.14 (1H), 8.48 (1H), 9.15 (2H),
53 ] Y@E 2-({1-[2-fluoro-4- TH-NMR (600 MHz, DMSO-g):
HSC\O/\/N = .
I oL b (morpholin-4- 3 [ppm]= 1.01 (1H), 1.21 (1H),
°| yl)benzoyl]- 1.36 (1H), 1.48 (1H), 1.57 (1H),
"| piperidin-4-yl}- 2.08 (1H), 2.53 (3H), 2.96 (7H),
® methyl)-N-(2- 3.29 (3H), 3.41 (2H), 3.47 (2H),

methoxyethyl)-4- 3.67 (4H), 4.34 (2H), 4.50 (1H),
methyl-2H-indazole- | 6.86 (2H), 7.14 (2H), 7.41 (1H),
5-carboxamide 8.11 (1H), 8.47 (1H), 8.56 (1H).

54 ] = 2-{[1-(4-bromo- TH-NMR (300 MHz, DMSO-g):
YL b benzoyl)piperidin-4- | & [ppm]=1.22 (2H), 1.36 (1H),
o| yllmethyl}-N-(2- 1.52 (1H), 2.26 (1H), 2.49 (3H),
methoxyethyl)-4- 2.72 (1H), 2.97 (1H), 3.24 (3H),
methyl-2H-indazole- | 3.36 (2H), 3.42 (2H), 3.49 (1H),
5-carboxamide 4.31 (2H), 4.40 (1H), 7.14 (1H),
7.29 (2H), 7.38 (1H), 7.60 (2H),
8.12 (1H), 8.47 (1H).

Example 55: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoromboxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

Q
FQ_F
F

150 mg of the amine prepared in Example 1a weseé dissolved in 1.5 ml pyridine. 101 mg of
4-(trifluoromethoxy)benzoyl chloride were then adad the mixture stirred for 30 min at RT.
The reaction mixture was then treated with someetod and concentrated. The residue was
taken up in ethyl acetate and washed twice witherydtvice with saturated sodium hydrogen

carbonate solution (pH 9) and once with saturatetiusn chloride solution. The organic phase
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was dried over sodium sulphate, filtered and comagsd. The residue was purified chromato-
graphically on the Biotage SP4. Gradient: ethytae#methanol 0-10%. Yield: 118.2 mg of the
title compound.

'H-NMR (300 MHz, DMSO-¢): = [ppm]= 1.17 - 1.30 (2H), 1.30 - 1.45 (1H), 1.45.62 (1H),
2.19 - 2.35 (1H), 2.49 (3H), 2.64 - 2.86 (1H), 2:8507 (1H), 3.24 (3H), 3.31 - 3.56 (5H), 4.31
(2H), 4.36 - 4.49 (1H), 7.14 (1H), 7.35 - 7.42 (3AW3 - 7.50 (2H), 8.11 (1H), 8.47 (1H).

Example 56: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-NA-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

Cl

Analogously to Example 55, 183 mg of the title canmpd was obtained from 300 mg of the

amine prepared in Example 1a and 157.4 mg of 4rghémzoyl chloride.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.10 - 1.29 (2H), 1.29 - 1.43 (1H), 1.44.61 (1H),
2.20 - 2.34 (1H), 2.49 (3H), 2.66 - 2.83 (1H), 2:8106 (1H), 3.25 (3H), 3.32 - 3.39 (2H), 3.40
— 3.45 (2H), 3.45 - 3.55 (1H), 4.26 - 4.35 (2HB5: 4.46 (1H), 7.14 (1H), 7.32 - 7.41 (3H),
7.47 (2H), 8.09 - 8.15 (1H), 8.47 (1H).

Example 57: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluoromthyl)sulphanyl]benzoyl}
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

N

=N

H N
HC N =~
O CH,

s
F%F
F

60 mg of the amine prepared in Example la weredissolved in 2 ml DCM at 0°C. 0.034 ml
of triethylamine and 43.2 mg of 4-[(trifluoromethstilphanyl]benzoyl chloride were then added
and the mixture stirred for 2 hrs at 0°C. The reacmixture was then diluted with DCM and
washed with 1-molar hydrochloric acid, saturatediwm hydrogen carbonate solution (pH 9)

and saturated sodium chloride solution. The orgghase was dried over sodium sulphate,
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fillered and concentrated. The residue was purifiecbmatographically on the Biotage SPA4.
Gradient: DCM/Methanol 0-10%. The product fractis@s taken up in ethyl acetate and
extracted twice with saturated sodium hydrogen @maalte solution. The organic phase was

concentrated and the residue again purified by HPi€ld: 26.5 mg of the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.14 - 1.30 (2H), 1.31 - 1.42 (1H), 1.49.61 (1H),
2.21 - 2.32 (1H), 2.49 (3H), 2.67 - 2.80 (1H), 2:9805 (1H), 3.25 (3H), 3.36 (2H), 3.42 (3H),
4.27 - 4.36 (2H), 4.38 - 4.48 (1H), 7.14 (1H), 7(381), 7.48 (2H), 7.75 (2H), 8.09 - 8.14 (1H),
8.47 (1H).

Example 58: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]pipedin-4-yl}methyl)-4-methyl-N-(2-

morpholinoethyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 34.6 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 58a and 37.0 mg of Zdhde(trifluoromethyl)benzoic acid.

'H-NMR (400 MHz, methanol4): & [ppm]= 1.24 - 1.43 (2H), 1.50 - 1.59 (1H), 1.63.73
(1H), 2.33 - 2.45 (1H), 2.65 (3H), 2.80 - 2.91 (1KB)05 - 3.18 (1H), 3.19 - 3.26 (2H), 3.39 -
3.44 (2H), 3.45 - 3.52 (1H), 3.63 - 3.70 (2H), 3:7A.82 (4H), 4.06 - 4.14 (2H), 4.39 (2H), 4.62
-4.70 (1H), 7.39 (1H), 7.47 (1H), 7.54 - 7.62 (3B¥5 (1H).

The starting material was prepared as follows:

Example 58a: 4-methyl-N-(2-morpholinoethyl)-2-(4-piperidylmeti-2H-indazol-5-carbox-

amide hydrochloride

To 624.4 mg of 58b were added 2.9 ml of 4M hydroghlacid in dioxan and 0.5 ml dioxan. An

oily mass was formed, which dissolved on vigorotiigisg and gentle warming. The mixture
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was stirred for 1 hr at ca. 30°C. The reaction mixtwas concentrated. Yield: 980 mg of the

titte compound, which was further reacted withaurttier purification.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.33 - 1.51 (2H), 1.58 - 1.64 (1H), 2.12.31 (1H),
2.55 (3H), 2.70 - 2.86 (2H), 3.02 - 3.31 (7H), 343.51 (2H), 3.61 - 3.71 (2H), 3.72 - 3.88
(3H), 3.89 - 3.99 (2H), 4.30 - 4.36 (2H), 7.29 (LAYO0 (1H), 8.46 - 8.52 (1H), 8.54 - 8.58 (1H),
8.69 - 8.85 (1H), 8.96 - 9.10 (1H).

Example 58b: Tert-butyl 4-({4-methyl-5-[N-(2-morpholinoethylgabamoyl]-1H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

896 mg of 1c, 857 mg of 2-morpholinoethylamine, 878hg of molybdenum hexacarbonyl,
63.6 mg of tri-tert-butylphosphine tetrafluoroberaind 205.8 mg of trans-bis(acetato)-bis[o-(di-
o-tolylphosphino)benzyl]dipalladium(ll) were placéd a microwave tube and suspended in
18 ml THF. 1.0 ml of DBU was then added and thetamexwas stirred for 20 mins at 125°C and
200 watts in the microwave. The reaction mixture wéuted with some ethyl acetate and firstly
filtered through Celite. The filtrate was dilutedthwethyl acetate and the organic phase washed
twice with water and once with saturated sodiunoité solution. It was then dried over
sodium sulphate, filtered and concentrated. Thalweswas chromatographed on the Biotage
SP4. Gradient: ethyl acetate/methanol 0-10%. Yighd.4 mg of the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.98 - 1.13 (2H), 1.34 (11H), 2.05 - 2.2HJ, 2.33 -
2.41 (5H), 2.51 (3H), 2.56 - 2.73 (2H), 3.25 - 3(3A), 3.51 - 3.57 (4H), 3.81 - 3.93 (2H), 4.28
(2H), 7.14 (1H), 7.36 - 7.41 (1H), 7.95 - 8.02 (1B}6 (1H).

Example 59: 4-methyl-N-(2-morpholinoethyl)-2-({1-[4-(trifluamethoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 55, 10.1 mg of the title pound was obtained from 75 mg of the
amine prepared in Example 58a and 43.9 mg of Au@iromethoxy)benzoyl chloride.

'H-NMR (400 MHz, methanol4): & [ppm]= 1.24 - 1.44 (2H), 1.44 - 1.58 (1H), 1.54.74
(1H), 2.32 - 2.44 (1H), 2.51 - 2.58 (4H), 2.59 62 (5H), 2.77 - 2.90 (1H), 3.02 - 3.17 (1H),
3.53 (2H), 3.62 - 3.72 (5H), 4.35 - 4.41 (2H), 4:5667 (1H), 7.29 (1H), 7.34 (2H), 7.43 (1H),
7.49 (2H), 8.39 (1H).

Example 60: 4-methyl-N-(2-morpholinoethyl)-2-({1-[4-(pentaftmo-\°-sulphanyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 14.0 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 58a and 44.1 mg of 4t§flenroA°-sulphanyl)benzoic acid.

'H-NMR (400 MHz, chloroform-d)3 [ppm]= 1.16 - 1.32 (1H), 1.33 - 1.48 (1H), 1.50.63
(1H), 1.71 - 1.83 (1H), 1.84 - 2.08 (2H), 2.44 (1B1)B5 (4H), 2.60 - 2.71 (5H), 2.72 - 2.85 (1H),
2.96 - 3.10 (1H), 3.60 (2H), 3.67 - 3.78 (4H), 4(38l), 4.71 - 4.81 (1H), 6.45 (1H), 7.34 (1H),
7.47 (2H), 7.54 (1H), 7.79 (2H), 7.96 (1H).

Example 61: 4-methyl-N-(2-morpholinoethyl)-2-({1-[3-(trifluamethoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 55, 18.1 mg of the title pmund was obtained from 75 mg of the

amine prepared in Example 58a and 43.9 mg of Bu@romethoxy)benzoyl chloride.

'H-NMR (400 MHz, chloroform-d)3 [ppm]= 1.18 - 1.46 (2H), 1.49 - 1.63 (1H), 1.66.82
(AH), 2.37 - 2.49 (1H), 2.62 (3H), 2.67 (3H), 2-7D.78 (4H), 2.79 - 2.86 (2H), 2.93 - 3.09 (1H),
3.66 - 3.74 (2H), 3.83 (4H), 4.32 (2H), 4.66 - 4(&#), 6.83 - 6.96 (1H), 7.23 - 7.29 (2H), 7.29
- 7.34 (1H), 7.39 (1H), 7.43 (1H), 7.54 (1H), 7(61).

Example 62: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl}-4-mthyl-N-(2-morpholinoethyl)-
2H-indazole-5-carboxamide

Analogously to Example 55, 14.9 mg of the title pomund was obtained from 75 mg of the
amine prepared in Example 58a and 34.2 mg of 4rabémzoyl chloride.

'H-NMR (400 MHz, methanol-f: & [ppm]= 1.24 - 1.42 (2H), 1.46 - 1.58 (1H), 1.58.71
(1H), 2.31 - 2.43 (1H), 2.63 (5H), 2.65 (3H), 2.72.91 (1H), 3.00 - 3.15 (1H), 3.25 — 3.33
(2H), 3.63 - 3.77 (3H), 3.79 - 4.03 (3H), 4.38 (2454 - 4.67 (1H), 7.38 (3H), 7.42 - 7.49 (3H),
8.44 (1H).

Example 63: 4-methyl-N-(2-morpholinoethyl)-2-({1-[4-(triflu@methyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1, 31.7 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 58a and 33.8 mg of Hu@iromethyl)benzoic acid.

'H-NMR (400 MHz, methanol4): & [ppm]= 1.24 - 1.43 (2H), 1.45 - 1.57 (1H), 1.63.73
(1H), 2.33 - 2.45 (1H), 2.66 (3H), 2.79 - 2.90 (18)04 - 3.17 (1H), 3.18 - 3.27 (2H), 3.39 -
3.45 (2H), 3.56 - 3.70 (3H), 3.76 (4H), 4.06 - 4(2#4), 4.36 - 4.42 (2H), 4.59 - 4.68 (1H), 7.39
(1H), 7.47 (1H), 7.57 (2H), 7.73 (2H), 8.45 (1H).

Example 64: 4-methyl-N-(2-morpholinoethyl)-2-({1-[4-(pentaftmo-\°-sulphanyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 24.7 mg of the title compd was obtained from 75 mg of the

amine prepared in Example 58a and 44.1 mg of 3t§flenroA°-sulphanyl)benzoic acid.

'H-NMR (400 MHz, methanol4): & [ppm]= 1.27 - 1.47 (2H), 1.48 - 1.60 (1H), 1.60.74
(1H), 2.31 - 2.46 (1H), 2.66 (3H), 2.78 - 2.93 (18)04 - 3.18 (1H), 3.18 - 3.26 (2H), 3.39 —
3.43 (2H), 3.57 - 3.70 (3H), 3.72 — 3.82 (4H), 4-0614 (2H), 4.39 (2H), 4.55 - 4.67 (1H), 7.38
(1H), 7.47 (1H), 7.60 - 7.67 (2H), 7.82 - 7.86 (1HABI - 7.94 (1H), 8.45 (1H).

Example 65: 4-methyl-N-(2-morpholinoethyl)-2-({1-[3-(triflua@methyl)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1, 14.0 mg of the title compd was obtained from 75 mg of the

85

amine prepared in Example 58a and 33.8 mg of Bu@iromethyl)benzoic acid.

'H-NMR (400 MHz, methanol4): & [ppm]= 1.28 - 1.45 (2H), 1.47 - 1.59 (1H), 1.59.73

(1H), 2.32 - 2.45 (1H), 2.66 (3H), 2.79 - 2.93 (18)05 - 3.18 (1H), 3.19 - 3.27 (2H), 3.39 -
3.45 (2H), 3.58 - 3.70 (3H), 3.72 - 3.82 (4H), 4:0614 (2H), 4.39 (2H), 4.57 - 4.68 (1H), 7.39

(1H), 7.47 (1H), 7.64 (2H), 7.67 - 7.70 (1H), 7-7878 (1H), 8.45 (1H).

The following compounds were prepared analogously:

Ex. Structure

IUPAC name

Analysis

i psvecn
-

2-({1-[(4'-fluoro-
biphenyl-4-yl)-
carbonyl]piperidin-4-
yl}methyl)-4-methyl-

1H-NMR (400 MHz, methanol-
dy): & [ppm]= 1.35 (2H), 1.53

(1H), 1.66 (1H), 2.40 (1H), 2.66
(3H), 2.85 (1H), 3.11 (1H), 3.24

F N-(2-morpholino- (2H), 3.42 (2H), 3.65 (2H), 3.76
ethyl)-2H-indazole-5- | (5H), 4.08 (2H), 4.40 (2H), 4.63
carboxamide (1H), 7.17 (2H), 7.38 (1H), 7.47
(3H), 7.65 (4H), 8.45 (1H).
67 =N 2-({1-[4-(4-fluoro- 1H-NMR (400 MHz, methanol-

phenoxy)benzoyl]-
piperidin-4-yl}-
methyl)-4-methyl-N-
(2-morpholinoethyl)-
2H-indazole-5-

carboxamide

ds): & [ppm]=1.33 (2H), 1.68
(2H), 2.38 (1H), 2.66 (3H), 2.84
(1H), 3.11 (1H), 3.25 (2H), 3.42
(2H), 3.65 (2H), 3.76 (5H), 4.11
(2H), 4.38 (2H), 4.59 (1H), 6.98
(2H), 7.04 (2H), 7.11 (2H), 7.38
(3H), 7.47 (1H), 8.44 (1H).
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Example 68: N-[2-(3,3-difluoropyrrolidin-1-yl)ethyl]-4-methyR-({1-[4-(pentafluoroA®-sulph-
anyl)benzoyl]piperidin-4-yl}methyl)-2H-indazole-5acboxamide

. H N
AC)N/\/N = b
F
o CH.
® N
o
F\

F-S-F
F F
Analogously to Example 57, 61.7 mg of the title g@mund was obtained from 266.5 mg of the
amine prepared in Example 68a and 150.3 mg of dt&flaoroA®-sulphanyl)benzoyl chloride.

'H-NMR (300 MHz, chloroform-d)3 [ppm]= 1.13 - 1.46 (2H), 1.48 - 1.65 (1H), 1.68.87
(1H), 2.26 - 2.50 (3H), 2.66 (3H), 2.71 - 3.23 (8A)57 — 3.72 (3H), 4.25 - 4.42 (2H), 4.67 -
4.84 (1H), 6.40 - 6.61 (1H), 7.38 (1H), 7.47 (2RAB3 (1H), 7.79 (2H), 7.96 (1H).

The starting material was prepared as follows:

Example 68a: N-[2-(3,3-difluoropyrrolidin-1-yl)ethyl]-4-methyl-Z4-piperidylmethyl)-2H-
indazole-5-carboxamide hydrochloride

/N\
FA@
o)
HCl N

To 416.6 mg of 68b were added 1.85 ml of 4M hydladt acid in dioxan and 0.5 ml dioxan.
An oily mass was formed, which dissolved on vigaratirring and gentle warming. The
mixture was stirred for 1 hr at ca. 30°C. The riesicinixture was concentrated. Yield: 439.2 mg

of the title compound, which was further reactethwit further purification.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.36 - 1.48 (2H), 1.54 - 1.63 (2H), 2.18.28 (1H),
2.40 — 2.45 (2H), 2.55 (3H), 2.72 - 2.83 (2H), 3:12.22 (2H), 3.38 - 3.44 (2H), 3.56 - 3.63
(2H), 3.65 - 3.95 (2H), 4.11 - 4.21 (2H), 7.32 (LAY (1H), 8.43 - 8.48 (1H), 8.57 (1H), 8.68 -
8.82 (1H), 8.96 - 9.07 (1H).

Example 68b: Tert-butyl 4-[(5-{N-[2-(3,3-difluoropyrrolidin-lyl)ethylcarbamoyl}-4-methyl-
2H-indazol-2-yl)methyl]-piperidin-1-carboxylate
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o

Neen,
hC CH

220 mg of 1c, 242.7 mg of 2-(3,3-difluoro-pyrrohei-yl)ethylamine, 142.2 mg of molybdenum

hexacarbonyl, 15.6 mg of tri-tert-butylphosphindraBuoroborate and 50.5 mg of trans-

bis(acetato)-bis-[o-(di-o-tolylphosphino)benzyl]difadium(ll) were placed in a microwave tube

and suspended in 4.4 ml THF. 0.24 ml of DBU werentladded and the mixture stirred for

20 mins at 125°C and 200 watts in the microwaves figaction mixture was diluted with some

ethyl acetate and firstly filtered through Celiténe filtrate was diluted with ethyl acetate and the
organic phase washed twice with water and once seittrated sodium chloride solution. It was
dried over sodium sulphate, filtered and conceattaf he residue (209.3 mg) was chromato-
graphed on the Biotage SP4. Gradient: DCM/meth&d0%. Yield: 53.4 mg of the title

compound.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.00 - 1.12 (2H), 1.32 - 1.42 (2H), 1.34}92.07 -
2.25 (3H), 2.50 (3H), 2.57 (2H), 2.60 - 2.68 (2B)72 (2H), 2.91 (2H), 3.30 - 3.35 (2H), 3.83 -
3.92 (2H), 4.28 (2H), 7.15 (1H), 7.39 (1H), 8.08.09 (1H), 8.47 (1H).

Example 69: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-NZ-(3,3-difluoropyrrolidin-1-
yl)ethyl]-4-methyl-2H-indazole-5-carboxamide

Cl

Analogously to Example 57, 79.9 mg of the title pamund was obtained from 125.0 mg of the
amine prepared in Example 68a and 54.5 mg of 4rghémzoyl chloride.

'H-NMR (300 MHz, chloroform-d)3 [ppm]= 1.13 - 1.35 (2H), 1.46 - 1.84 (2H), 2.22.50
(3H), 2.66 (3H), 2.80 - 3.26 (8H), 3.59 - 3.83 (3H4)25 - 4.39 (2H), 4.62 - 4.85 (1H), 6.41 -
6.69 (1H), 7.30 - 7.40 (6H), 7.55 (1H), 7.96 (1H).

Example 70: N-[2-(3,3-difluoropyrrolidin-1-yl)ethyl]-4-methyR-[(1-{4-
[(trifluoromethyl)sulphanyl]benzoyl}piperidin-4-yipethyl]-2H-indazole-5-carboxamide
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Analogously to Example 55, 15.2 mg of the title pmund was obtained from 23.4 mg of the
amine prepared in Example 68a and 14.0 mg of #liitromethyl)sulphanyl]benzoyl chloride.

'H-NMR (400 MHz, chloroform-d)3 [ppm]= 1.23 — 1.26 (1H), 1.33 - 1.46 (1H), 1.48.61
(1H), 1.77 (1H), 2.20 — 2.35 (2H), 2.36 - 2.49 (1R)4 (3H), 2.73 — 2.85 (5H), 2.90 — 3.10
(3H), 3.56 (2H), 3.63 - 3.76 (1H), 4.26 - 4.39 (2#1)70 - 4.82 (1H), 6.28 (1H), 7.33 (1H), 7.42
(2H), 7.53 (1H), 7.68 (2H), 7.96 (1H).

Example 71: 4-methyl-2-({1-[4-(pentafluoro’-sulphanyl)benzoyl]piperidin-4-yl}methyl)-N-

(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

E =N
S g
N. NS
F
O  CH,

o]

F—S—F
I
Analogously to Example 1, 124.8 mg of the title @mund was obtained from 146.9 mg of the

amine prepared in Example 71a and 93.3 mg of 4tgflenroA°-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.12 - 1.31 (2H), 1.31 - 1.45 (1H), 1.47.63 (1H),
2.20 - 2.36 (1H), 2.50 (3H), 2.67 - 2.83 (1H), 2:93.07 (1H), 3.36 - 3.47 (1H), 3.96 - 4.10
(2H), 4.29 - 4.37 (2H), 4.37 - 4.48 (1H), 7.17 (LRAY3 (1H), 7.56 (2H), 7.94 (2H), 8.50 - 8.54
(1H), 8.75 - 8.83 (1H).

The starting material was prepared as follows:

Example 71a: 4-methyl-2-(4-piperidylmethyl)-N-(2,2,2-trifluosthyl)-2H-indazol-5-carbox-
amide hydrochloride
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To 425.2 mg of 71b were added 2.35 ml of 4M hydiaet acid in dioxan and 0.5 ml dioxan.
An oily mass was formed, which dissolved on vigaratirring and gentle warming. The
mixture was stirred for 1 hr at ca. 30°C. The riesicinixture was concentrated. Yield: 440.6 mg

of the title compound, which was further reactethwit further purification.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.35 - 1.49 (2H), 1.53 - 1.62 (2H), 2.20.32 (1H),
2.51 (3H), 2.72 - 2.85 (2H), 3.14 - 3.23 (2H), 3:97.09 (2H), 4.34 (2H), 7.18 (1H), 7.43 (1H),
8.58 (1H), 8.64 - 8.77 (1H), 8.78 - 8.85 (1H), 8-9B08 (1H).

Example 71b: Tert-butyl 4-({4-methyl-5-[N-(2,2,2-trifluoroethycarbamoyl]-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

F =N
SN g
N. =
F
O CH,
o
Q

CH
HC CH,

3

2820 mg of 1c, 2052 mg of 2,2,2-trifluoroethylamia®23.2 mg of molybdenum hexacarbonyl,
200.4 mg of tri-tert-butylphosphine tetrafluorobt@rand 647.5 mg of trans-bis(acetato)-bis[o-
(di-o-tolylphosphino)-benzyl]dipalladium(ll) werdgzed in a microwave tube and suspended in
56 ml THF. 3.1 ml of DBU were then added and th&tane was stirred for 20 mins at 125°C
and 200 watts in the microwave. The reaction mtwas diluted with some ethyl acetate,
washed twice with water and once with saturatedusocthloride solution. It was dried over
sodium sulphate, filtered and concentrated. Th&lueswas chromatographed on the Biotage
SP4. Gradient: hexane/ethyl acetate 0-100%. Y#18:2 mg of the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.99 - 1.17 (2H), 1.30 — 1.44 (11H), 2.0521 (1H),
2.50 (3H), 2.54 - 2.73 (2H), 3.81 - 3.94 (2H), 3:9610 (2H), 4.29 (2H), 7.18 (1H), 7.43 (1H),
8.51 (1H), 8.74 - 8.83 (1H).

Example 72: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-mthyl-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide
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Cl

Analogously to Example 1, 97.8 mg of the title campd was obtained from 146.9 mg of the
amine prepared in Example 71a and 58.8 mg of 4rachémzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.11 - 1.29 (2H), 1.31 - 1.45 (1H), 1.45.61 (1H),
2.20 - 2.35 (1H), 2.50 (3H), 2.63 - 2.84 (1H), 2:83.08 (1H), 3.42 - 3.59 (1H), 3.96 - 4.10
(2H), 4.29 - 4.47 (3H), 7.17 (1H), 7.36 (2H), 7-4D50 (3H), 8.52 (1H), 8.75 - 8.82 (1H).

Example 73: 4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(trifhloromethoxy)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

N
\

=
N
S
CH, b

F
SN
N.
F
(o]

\r

F F

Analogously to Example 1, 105.4 mg of the title @mund was obtained from 146.9 mg of the
amine prepared in Example 71a and 77.5 mg of #uiromethoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.12 - 1.30 (2H), 1.31 - 1.46 (1H), 1.47.64 (1H),
2.20 - 2.36 (1H), 2.50 (3H), 2.66 - 2.85 (1H), 2:88.09 (1H), 3.40 - 3.55 (1H), 3.96 - 4.10
(2H), 4.29 - 4.48 (3H), 7.17 (1H), 7.36 - 7.50 (5B)52 (1H), 8.75 - 8.82 (1H).

Example 74: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl}-6-mthyl-N-(2-morpholinoethyl)-
2H-indazole-5-carboxamide

H,C N
/\/N =

Cl
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Analogously to Example 55, 30 mg of the title commpd was obtained from 79 mg of the amine

prepared in Example 74a and 26 mg of 4-chlorobdrcddgride.

'NMR (400 MHz, methanol4): 3 [ppm]= 1.31 (2H), 1.50 (1H), 1.65 (1H), 2.35 (1R)47 (3H),
2.63 (6H), 2.81 (1H), 3.07 (1H), 3.53 (2H), 3.7H}54.34 (2H), 4.59 (1H), 7.36 (2H), 7.43
(3H), 7.75 (1H), 8.24 (1H).

The starting material was prepared as follows:

Example 74a: 6-methyl-N-(2-morpholinoethyl)-2-(4-piperidylmeth-2H-indazol-5-carbox-

amide
H,C _N
§ N
(\N/\/
o\) o] \
H

768 mg of (1.58 mmol) of tert-butyl carbamate 74érevdissolved in 4.0 ml 4M hydrochloric
acid in dioxan and stirred under nitrogen at roemgerature. A further 0.8 ml 4M hydrochloric
acid in dioxan were added and the mixture stirrecbam temperature. The reaction solution
was concentrated and yielded 760 mg of the titlepmund, which was used in the next reaction

without further purification.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.34 - 1.50 (2H), 1.53 - 1.67 (2H), 2.22.30 (1H),
2.41 (3H), 2.74 - 2.89 (2H), 3.07 - 3.33 (8H), 3:62.71 (2H), 3.77 - 3.90 (2H), 3.90 - 4.03
(2H), 4.35 (2H), 7.39 (1H), 7.88 (1H), 8.44 (1H)5B (1H), 8.62 - 8.79 (1H), 8.87 - 9.02 (1H),
11.17 (1H).

Example 74b: Tert-butyl 4-({6-methyl-5-[N-(2-morpholinoethylgabamoyl]-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

H N
AN
Sht ol

s
Q

CH
H,C CHs

3

3.00 g (7.35 mmol) of 5-bromoindazole 74c and 2¢8422.04 mmol) of 2-morpholino-
ethylamine were dissolved in 134 ml dioxan and 1®47.35 mmol) of molybdenum
hexacarbonyl, 167 mg (1.47 mmol) of palladium aegta213 mg (0.74 mmol) of

tributylphosphonium tetrafluoroborate, 2.34 g (2&h6hol) of sodium carbonate and 2 drops of
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water were added. The reaction mixture was heatd®%°C under nitrogen and stirred at this
temperature for 2.5 hrs. For the work-up, the sasioa was filtered over Celite, rewashed with
dioxan, concentrated in vacuo and dried. The crpdeduct was separated by column

chromatography. Yield: 518 mg of the title compound

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.93 - 1.16 (2H), 1.26-1.37 (2H), 1.34 (990 -
2.17 (1H), 2.32 - 2.43 (10H), 2.54 - 2.72 (2H),B(3H), 3.48 - 3.59 (4H), 3.86 (2H), 4.26 (2H),
7.35 (1H), 7.63 (1H), 8.09 (1H), 8.32 (1H).

Example 74c: Tert-butyl 4-[(5-bromo-6-methyl-2H-indazol-2-ylgthyl]piperidin-1-carboxylate

Hac: : /’\k

Br = N_2j>
yo
Q

CH,
H,C CHs
10.0 g (47.4 mmol) of 5-bromo-4-methyl-1H-indaz@ed 21.0 g (56.9 mmol) of tert-butyl
4-[(tosyloxy)methyl]piperidin-1-carboxylate weresdblved in 726 ml DMF. To this were added
21.0 g (56.9 mmol) of tetrabutylammonium iodide &85 g (56.9 mmol) of caesium carbonate

and the reaction mixture was heated under nitr@ge80°C for 1.5 hrs. For the work-up, it was

treated with water and ethyl acetate, the orgahnase separated and the agueous phase extracted

several times with ethyl acetate. The organic phasze washed with saturated sodium chloride
solution, dried over sodium sulphate and concesdrét vacuo. After purification by column

chromatography, this yielded the title compoun8 myield.

'H-NMR (600 MHz, chloroform-d)3 [ppm]= 1.16 - 1.30 (2H), 1.45 (9H), 1.54 (2H), 2.22.33
(1H), 2.51 (3H), 2.67 (2H), 4.03 - 4.17 (2H), 4:24.32 (2H), 7.60 (1H), 7.81 (1H), 7.90 (1H).

The following compounds were prepared analogously:

EX. Structure IUPAC name Analysis

6-methyl-N-(2- 'H-NMR (400 MHz, methanol-

b morpholinoethyl)-2- | d,): & [ppm]= 1.32 (2H), 1.51
6‘0 ({1-[4-(trifluorometh- | (1H), 1.65 (1H), 2.36 (1H), 2.47
oxy)benzoyl]piperidin-| (3H), 2.60 (6H), 2.83 (1H), 3.10
% 4-ylimethyl)-2H- (1H), 3.52 (2H), 3.70 (5H), 4.35
indazole-5- (2H), 4.61 (1H), 7.37 (3H), 7.49

SN =
O

O.
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carboxamide (2H), 7.74 (1H), 8.24 (1H).
76 " 6-methyl-N-(2- "H-NMR (400 MHz, methanol-
AL 0N |
T b morpholinoethyl)-2- | d,): & [ppm]= 1.32 (2H), 1.49
{_J{O ({1-[3-(trifluorometh- | (1H), 1.65 (1H), 2.36 (1H), 2.46
o—{+| 0xy)benzoyl]piperidin-| (3H), 2.59 (6H), 2.83 (1H), 3.10
4-yl}methyl)-2H- (1H), 3.51 (2H), 3.69 (5H), 4.35
indazole-5- (2H), 4.60 (1H), 7.33 (2H), 7.40
carboxamide (2H), 7.54 (1H), 7.74 (1H), 8.24
(1H).
Example 17. 6-methyl-N-(2-morpholinoethyl)-2-({1-[4-(pentafuo-\°-

sulphanyl)benzoyl]piperidin-4-yl}methyl)-2H-indazsb-carboxamide

Analogously to Example 1, 23 mg of the title compdwvas obtained from 79 mg of the amine

prepared in Example 74a and 47 mg of the acid.

'H-NMR (400 MHz, methanol4: & [ppm]= 1.34 (2H), 1.52 (1H), 1.66 (1H), 2.37 (1K)49
(3H), 2.84 (1H), 3.10 (1H), 3.25 (2H), 3.42 (2H)63 (3H), 3.75 (4H), 4.10 (2H), 4.36 (2H),
4.62 (1H), 7.43 (1H), 7.56 (2H), 7.89 (3H), 8.28i}1

The following compounds were prepared analogously:

Ex.

Structure

IUPAC name

Analysis

78

(o}

:MO
ﬁo
2

2-({1-[4-(4-fluoro-
phenoxy)benzoyl]-
piperidin-4-yl}-
methyl)-6-methyl-N-
(2-morpholinoethyl)-
2H-indazole-5-

'H-NMR (400 MHz, methanol-
dy): & [ppm]= 1.31 (2H), 1.58
(2H), 2.35 (1H), 2.49 (3H), 2.40-
4.20 (15H), 4.35 (2H), 4.58 (1H),
6.97 (2H), 7.04 (2H), 7.11 (2H),
7.37 (2H), 7.43 (1H), 7.87 (1H),
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Ex. Structure IUPAC name Analysis
carboxamide 8.27 (1H).
79 n“3° = 6-methyl-N-(2- 'H-NMR (300 MHz, methanol-
° T ° b morpholinoethyl)-2- | d,): & [ppm]= 1.34 (2H), 1.51
ﬁ ° | ({1-4-(trifluoro- (1H), 1.67 (1H), 2.38 (1H), 2.50
A methyl)benzoyl]- (3H), 2.85 (1H), 3.10 (1H), 3.25
piperidin-4-yl}- (2H), 3.43 (2H), 3.64 (3H), 3.76
methyl)-2H-indazole- | (4H), 4.10 (2H), 4.38 (2H), 4.64
5-carboxamide (1H), 7.44 (1H), 7.57 (2H), 7.76
(2H), 7.89 (1H), 8.31 (1H).
80 ;:mN 2-({1-[2-fluoro-4- 'H-NMR (300 MHz, methanol-
Q/\/ ° b (trifluoromethyl)benzo| d,): d [ppm]= 1.34 (2H), 1.54
ﬁ: yllpiperidin-4-yl}- (1H), 1.68 (1H), 2.38 (1H), 2.50
A methyl)-6-methyl-N- | (3H), 2.86 (1H), 3.12 (1H), 3.26
(2-morpholinoethyl)- | (2H), 3.43 (3H), 3.66 (2H), 3.76
2H-indazole-5- (4H), 4.11 (2H), 4.37 (2H), 4.67
carboxamide (1H), 7.44 (1H), 7.59 (3H), 7.89
(1H), 8.31 (1H).
81 H”;mN 6-methyl-N-(2- 'H-NMR (300 MHz, methanol-
c@/v ° b morpholinoethyl)-2- | d,): & [ppm]= 1.35 (2H), 1.53
&ZO ({1-[3-(pentafluoror’- (1H), 1.65 (1H), 2.38 (1H), 2.50
—<+ | sulphanyl)benzoyll- | (3H), 2.86 (1H), 3.14 (1H), 3.26
piperidin-4-yl}- (2H), 3.43 (2H), 3.66 (3H), 3.76
methyl)-2H-indazole- | (4H), 4.11 (2H), 4.37 (2H), 4.62
5-carboxamide (AH), 7.44 (1H), 7.63 (2H), 7.89
(3H), 8.30 (1H).
82 6-methyl-N-(2-morph-| "H-NMR (300 MHz, methanol-

olinoethyl)-2-({1-[3-
(trifluoromethyl)-
benzoyl]piperidin-4-
yl}methyl)-2H-

indazole-5-

dy): & [ppm]= 1.35 (2H), 1.53

(1H), 1.65 (1H), 2.38 (1H), 2.50
(3H), 2.85 (1H), 3.12 (1H), 3.26
(2H), 3.43 (2H), 3.66 (3H), 3.76
(4H), 4.11 (2H), 4.38 (2H), 4.63
(1H), 7.45 (1H), 7.66 (3H), 7.77
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Ex. Structure IUPAC name Analysis

carboxamide (1H), 7.90 (1H), 8.33 (1H).

2-({2-[(4'-fluoro-
biphenyl-4-yl)-

'H-NMR (300 MHz, methanol-
dy): & [ppm]= 1.35 (2H), 1.53
(1H), 1.65 (1H), 2.39 (1H), 2.50
(3H), 2.85 (1H), 3.12 (1H), 3.26
(2H), 3.42 (2H), 3.63 (3H), 3.74
(4H), 4.08 (2H), 4.37 (2H), 4.64
(1H), 7.18 (2H), 7.46 (3H), 7.66
(4H), 7.88 (1H), 8.30 (1H).

83 ON@WO

Q carbonyl]piperidin-4-
Q yl}methyl)-6-methyl-
¢ N-(2-morpholino-
ethyl)-2H-indazole-5-

carboxamide

Example 84: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-(cyclopropylmethoxy)ethyl]-

4-methyl-2H-indazole-5-carboxamide

Cl

Analogously to Example 1, 38 mg of the title compdwvas obtained from 75 mg of the amine

prepared in Example 84a and 29 mg of 4-chloroberadd.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.21 (2H)36
(1H), 1.52 (1H), 2.27 (1H), 2.50 (3H), 2.72 (1H)92 (1H), 3.23 (2H), 3.36 (2H), 3.48 (3H),
4.31 (2H), 4.40 (1H), 7.14 (1H), 7.36 (3H), 7.461(28.12 (1H), 8.47 (1H).

The starting material was prepared as follows:

Example 84a: N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-(4-papidylmethyl)-2H-indazole-

5-carboxamide

=N
N </
V\O/\/
o) CH, N
H
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To 781 mg of 84b were added 3.7 ml of 4M hydrodhlaecid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. Thecti®n mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 75Jofrie title compound, which was further

reacted without further purification.

'H-NMR (400 MHz, DMSO-d6): [ppm]= 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.43 (2H)58
(2H), 2.26 (1H), 2.50 (3H), 2.65 (1H), 2.78(2H)18.(2H), 3.22 (2H), 3.36 (2H), 3.49 (2H),
4.33 (2H), 7.16 (2H), 7.38 (1H), 8.11 (1H), 8.58{(18.80 (1H), 9.06 (1H).

Example 84b: Tert-butyl 4-[(5-{N-[2-(cyclopropylmethoxy)ethydhrbamoyl}-4-methyl-2H-
indazol-2-yl)methyl]piperidin-1-carboxylate

=N
~a
ﬁ\o O CH, b
H3C>v>:0

H,C CH;

500 mg of 1d was reacted with 203 mg of amine amalsly to 1b version B. Yield: 781 mg of

the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.98 - 1.13 (2H), 1.34 (11H), 2.05 - 2.2H, 2.33 -
2.41 (5H), 2.51 (3H), 2.56 - 2.73 (2H), 3.25 - 3(3A), 3.51 - 3.57 (4H), 3.81 - 3.93 (2H), 4.28
(2H), 7.14 (1H), 7.36 - 7.41 (1H), 7.95 - 8.02 (1B}6 (1H).

The following compounds were prepared analogously:

EX. Structure IUPAC name Analysis
85 o 2, N-[2-(cyclopropyl- 'H-NMR (400 MHz, DMSO-g): &
VOO | methoxyethyll-4- | [ppm]= 0.14 (2H), 0.42 (2H), 0.97

dﬁ methyl-2-{[1-(4- (1H), 1.19 (2H), 1.37 (1H), 1.50
" methylbenzoyl)- (1H), 2.26 (1H), 2.29 (3H), 2.50
piperidin-4-yl]- (3H), 2.72 (1H), 2.94 (1H), 3.23
methyl}-2H-indazole- | (2H), 3.36 (2H), 3.48 (2H), 3.57
5-carboxamide (1H), 4.30 (2H), 4.39 (1H), 7.14
(1H), 7.21 (4H), 7.38 (1H), 8.12

(1H), 8.47 (1H).
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Ex. Structure IUPAC name Analysis
86 y 2, N-[2-(cyclopropyl- 'H-NMR (400 MHz, DMSO-d6)
VoY TQ; b . methoxy)ethyl]-2-({1- | [ppm]= 0.14 (2H), 0.42 (2H), 0.97
dﬁ [4-(4-fluorophenoxy)- | (1H), 1.19 (2H), 1.45 (2H), 2.26
b benzoyl]piperidin-4- | (1H), 2.50 (3H), 2.75 (1H), 2.96
- | ylimethyl)-4-methyl- | (1H), 3.23 (2H), 3.36 (2H), 3.48
2H-indazole-5- (2H), 3.62 (1H), 4.31 (2H), 4.39
carboxamide (1H), 6.95 (2H), 7.12 (3H), 7.23
(2H), 7.36 (3H), 8.12 (1H), 8.47
(1H).
87 L =, N-[2-(cyclopropyl- 'H-NMR (400 MHz, DMSO-¢): &
LT O | methoxy)ethyll-4- | [ppm]= 0.14 (2H), 0.42 (2H), 0.96
ﬁ methyl-2-({1-[4-(tri- | (1H), 1.22 (2H), 1.36 (1H), 1.56
" fluoromethyl)benzoyl] | (1H), 2.28 (1H), 2.50 (3H), 2.74
piperidin-4-yl}- (1H), 2.99 (1H), 3.23 (2H), 3.36
methyl)-2H-indazole- | (2H), 2.43 (1H), 3.48 (2H), 4.31
5-carboxamide (2H), 4.43 (1H), 7.15 (1H), 7.38
(1H), 7.55 (2H), 7.77 (2H), 8.12
(1H), 8.47 (1H).
88 . =, N-[2-(cyclopropyl- 'H-NMR (400 MHz, DMSO-d6)d
VoY Y%?; b _| methoxy)ethyl]-2-({1- | [ppm]= 0.14 (2H), 0.42 (2H), 0.96
() | [(4-fluorobiphenyl-4- | (1H), 1.23 (2H), 1.39 (1H), 1.55
e yl)carbonyl]piperidin- | (1H), 2.28 (1H), 2.50 (3H), 2.74
’ 4-yl}methyl)-4- (1H), 3.01 (1H), 3.23 (2H), 3.36
methyl-2H-indazole-5- (2H), 3.48 (2H), 3.61 (1H), 4.33
carboxamide (2H), 4.44 (1H), 7.15 (1H), 7.28
(2H), 7.40 (3H), 7.69 (4H), 8.12
(1H), 8.48 (1H).
89 = 2-{[1-(4-cyclopropyl- | 'H-NMR (400 MHz, DMSO-¢): &

benzoyl)piperidin-4-
ylmethyl}-N-[2-
(cyclopropylmethoxy)
ethyl]-4-methyl-2H-

[ppm]= 0.17 (2H), 0.45 (2H), 0.69
(2H), 0.97 (3H), 1.21 (2H), 1.47
(2H), 1.93 (1H), 2.27 (1H), 2.52
(3H), 2.78 (1H), 2.93 (1H), 3.26
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Ex. Structure IUPAC name Analysis
indazole-5- (2H), 3.37 (2H), 3.51 (2H), 3.62
carboxamide (1H), 4.34 (2H), 4.41 (1H), 7.10

(2H), 7.17 (1H), 7.22 (2H), 7.41
(1H), 8.11 (1H), 8.49 (1H).

Example 90: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-ethyl-N-[2-(2,2,2-trifluoro-

ethoxy)ethyl]-2H-indazole-5-carboxamide
N
F%/\ /\/H\H/Q;/N
(@)
N
>/: O
Cl

Analogously to Example 1, 40 mg of the title compdwvas obtained from 75 mg of the amine

prepared in Example 90a and 27 mg of 4-chloroberaad.

'H-NMR (400 MHz, DMSO-g): I [ppm]= 1.20 (2H), 1.36 (1H), 1.53 (1H), 2.27 (1t)49
(3H), 2.72 (1H), 2.97 (1H), 3.40 (2H), 3.49 (1H)6S (2H), 4.07 (2H), 4.31 (2H), 4.40 (1H),
7.15 (1H), 7.37 (3H), 7.46 (2H), 8.19 (1H), 8.481)1

The starting material was prepared as follows:

Example 90a: 4-methyl-2-(4-piperidylmethyl)-N-[2-(2,2,2-trifleroethoxy)ethyl]-2H-indazole-

5-carboxamide
=N
oA
O
St & aibe)
N
H

To 610 mg of 90b were added 3.0 ml of 4M hydrodhlacid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. Thection mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 61%frtge title compound, which was further

reacted without further purification.
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'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.42 (2H), 1.59 (2H), 2.26 (1H), 2.50 (3t 64
(1H), 2.79 (2H), 3.20 (2H), 3.40 (2H), 3.70 (2H)0% (2H), 4.33 (2H), 5.67(1H), 7.16 (1H),
7.39 (1H), 8.18 (1H), 8.53 (1H), 8.69 (1H), 8.94)1

Example 90b: Tert-butyl 4-[(4-methyl-5-{N-[2-(2,2,2-trifluoragoxy)ethyl]carbamoyl}-2H-
indazol-2-yl)methyl]piperidin-1-carboxylate

/N\
fro
YT D
HG '5:0
o

H,C CHs

500 mg of 1d was reacted with 240 mg of amine amalsly to 1b version B. Yield: 670 mg of

the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.07 (2H), 1.34 (9H), 1.37 (2H), 2.14 (1K49
(3H), 2.63 (2H), 3.40 (2H), 3.70 (2H), 3.88 (2H)0@ (2H), 4.29 (2H), 7.15 (1H), 7.39 (1H),
8.16 (1H), 8.47 (1H).

The following compounds were prepared analogously:

EX. Structure IUPAC name Analysis

9a |, " Y@; 4-methyl-2-{[1-(4- | 'H-NMR (400 MHz, DMSO-¢):
T oY b
; o o, methylbenzoyl)- [ppm]= 1.19 (2H), 1.36 (1H), 1.49

6: piperidin-4-yl]- (1H), 2.25 (1H), 2.29 (3H), 2.49
Hie methyl}-N-[2- (3H), 2.71 (1H), 2.93 (1H), 3.40
(2,2,2-trifluoro- (2H), 3.56 (1H), 3.69 (2H), 4.07
ethoxy)ethyl]-2H- | (2H), 4.31 (2H), 4.40 (1H), 7.15
indazole-5- (1H), 7.21 (4H), 7.39 (1H), 8.19

carboxamide (1H), 8.48 (1H).
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Ex. Structure IUPAC name Analysis
92 | . Y@L 2-({1-[4-(4-fluoro- | 'H-NMR (400 MHz, DMSO-g): &
1T b phenoxy)benzoyl]- | [ppm]= 1.19 (2H), 1.44 (2H), 2.26
6: " | piperidin-4-yl}- (1H), 2.49 (3H), 2.73 (1H), 2.95
methyl)-4-methyl- | (1H), 3.40 (2H), 3.60 (1H), 3.69
Q N-[2-(2,2,2-tri- (2H), 4.07 (2H), 4.31 (2H), 4.38
fluoroethoxy)ethyl]-| (1H), 6.95 (2H), 7.12 (3H), 7.22
2H-indazole-5- (2H), 7.37 (3H), 8.19 (1H), 8.48
carboxamide (1H).
93 ) A, 4-methyl-N-[2- 'H-NMR (400 MHz, DMSO-¢): &
”ANYE;L b (2,2,2-trifluoro- | [ppm]= 1.22 (2H), 1.36 (1H), 1.56
ﬁ ’ ethoxy)ethyl]-2-({1- | (1H), 2.28 (1H), 2.49 (3H), 2.74
A [4-(trifluoro- (1H), 2.99 (1H), 3.40 (3H), 3.69
methyl)benzoyl]- | (2H), 4.07 (2H), 4.32 (2H), 4.43
piperidin-4-yl}- (1H), 7.15 (1H), 7.39 (1H), 7.55
methyl)-2H- (2H), 7.77 (2H), 8.19 (1H), 8.48
indazole-5- (2H).
carboxamide
94 ) A, 2-({1-[(4'-fluoro- 'H-NMR (300 MHz, DMSO-g): &
TTT b biphenyl-4-yl)- [ppm]= 1.23 (2H), 1.39 (1H), 1.52
e ’ carbonyl]piperidin- | (1H), 2.28 (1H), 2.49 (3H), 2.75
a 4-yl}methyl)-4- (1H), 3.00 (1H), 3.39 (2H), 3.60
F methyl-N-[2-(2,2,2- | (1H), 3.69 (2H), 4.07 (2H), 4.33
trifluoroethoxy)- (2H), 4.43 (1H), 7.15 (1H), 7.27
ethyl]-2H-indazole- | (2H), 7.40 (3H), 7.68 (4H), 8.19
5-carboxamide (1H), 8.49 (1H).
95 ) 2, 2-{[1-(4-cyclo- 'H-NMR (400 MHz, DMSO-¢): &
E}FAONN ° cH b propylbenzoyl)- [ppm]= 0.69 (2H), 0.96 (2H), 1.21
ﬁ " | piperidin-4-yl]- (2H), 1.47 (2H), 1.93 (1H), 2.28
methyl}-4-methyl- | (1H), 2.52 (3H), 2.77 (1H), 2.94
N-[2-(2,2,2-tri- (1H), 3.43 (2H), 3.61 (1H), 3.72
fluoroethoxy)ethyl]-| (2H), 4.09 (2H), 4.34 (2H), 4.42
2H-indazole-5- (1H), 7.10 (2H), 7.17 (1H), 7.22
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Ex. Structure IUPAC name Analysis
carboxamide (2H), 7.41 (1H), 8.18 (1H).

Example 96: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-NZ-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide
b -
N </
HC o _b
O CH, N
O

Cl

Analogously to Example 1, 36 mg of the title compdwvas obtained from 75 mg of the amine

prepared in Example 96a and 30 mg of 4-chloroberaadd.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.07 (6H), 1.22 (2H), 1.39 (1H), 1.51 (1t2)26
(1H), 2.50 (3H), 2.75 (1H), 2.97 (1H), 3.33 (2H)43 (3H), 3.55 (1H), 4.31 (2H), 4.39 (1H),
7.14 (1H), 7.36 (3H), 7.47 (2H), 8.05 (1H), 8.461(1

The starting material was prepared as follows:

Example 96a: N-(2-isopropoxyethyl)-4-methyl-2-(4-piperidylmeath-2H-indazol-5-carbox-

amide

H, =N
N <
TSR aaide
o CH
° N
H

To 650 mg of 96b were added 3.2 ml of 4M hydrodhlacid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. Thaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 52%frtge title compound, which was further

reacted without further purification.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.06 (3H), 1.07 (3H), 1.42 (2H), 1.57 (2K)25
(1H), 2.50 (3H), 2.65 (1H), 2.78 (2H), 3.19 (2H)33 (2H), 3.45 (2H), 3.55 (1H), 4.32 (1H),
6.61 (1H), 7.15 (1H), 7.38 (1H), 8.11 (1H), 8.58{(18.78 (1H), 9.04 (1H).
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Example 96b: Tert-butyl 4-({5-[N-(2-isopropoxyethyl)carbamow}-methyl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

Lo I
He Yo7 TN
O CH, b
HG ’/L—o
¢

H,C CH,

500 mg of 1d was reacted with 138 mg of amine amalsly to 1b version B. Yield: 650 mg of

the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.07 (8H), 1.34 (9H), 1.38 (2H), 2.13 (1K)50
(3H), 2.63 (2H), 3.33 (2H), 3.46 (2H), 3.55 (1H)8B (2H), 4.28 (2H), 7.14 (1H), 7.38 (1H),
8.05 (1H), 8.46 (1H).

The following compounds were prepared analogously:

EX. Structure IUPAC name Analysis
97 O 2, N-(2-isopropoxy- 'H-NMR (300 MHz, DMSO-¢): &
' o oH b ethyl)-4-methyl-2- [ppm]=1.07 (6H), 1.19 (2H), 1.45

dﬁ {[1-(4-methyl- (2H), 2.29 (4H), 2.50 (3H), 2.75
e benzoyl)piperidin-4- | (1H), 2.92 (1H), 3.33 (2H), 3.45
yllmethyl}-2H- (2H), 3.55 (2H), 4.31 (2H), 4.40
indazole-5- (AH), 7.14 (1H), 7.20 (4H), 7.38

carboxamide (1H), 8.05 (1H), 8.46 (1H).
98 ! 2\ 2-({1-[4-(4-fluoro- 'H-NMR (300 MHz, DMSO-¢): &

b phenoxy)benzoyl]- | [ppm]= 1.07 (6H), 1.21 (2H), 1.45
& " | piperidin-4-yl}- (2H), 2.25 (LH), 2.49 (3H), 2.85
g methyl)-N-(2- (2H), 3.31 (2H), 3.45 (2H), 3.55
Q isopropoxyethyl)-4- | (2H), 4.31 (2H), 4.40 (1H), 6.95
methyl-2H-indazole- | (2H), 7.10 (3H), 7.22 (2H), 7.36
5-carboxamide (3H), 8.05 (1H), 8.46 (1H).




BHC133038-FC

103
Ex. Structure IUPAC name Analysis
99 Haci;N“Y@Nb N-(2-isopropoxy- 'H-NMR (300 MHz, DMSO-¢): &
o o, ethyl)-4-methyl-2- [ppm]= 1.06 (6H), 1.22 (2H), 1.37,
’ ({1-[4-(trifluoro- (1H), 1.56 (1H), 2.28 (1H), 2.50
A methyl)benzoyl]- (3H), 2.75 (1H), 2.99 (1H), 3.33
piperidin-4-yl}- (2H), 3.45 (3H), 3.55 (1H), 4.32
methyl)-2H-indazole (2H), 4.43 (1H), 7.15 (1H), 7.38
5-carboxamide (1H), 7.55 (2H), 7.77 (2H), 8.05
(1H), 8.46 (1H).
100 o :“ko 2-({1-[(4'-fluoro- 'H-NMR (300 MHz, DMSO-g): &
LI biphenyl-4-yl)- [ppm]= 1.06 (6H), 1.23 (2H), 1.47,
Q ’ carbonyl]piperidin-4-| (2H), 2.28 (1H), 2.50 (3H), 2.76
B ylimethyl)-N-(2- (1H), 2.98 (1H), 3.33 (2H), 3.45
¢ isopropoxyethyl)-4- | (2H), 3.55 (2H), 4.33 (2H), 4.43
methyl-2H-indazole- | (1H), 7.15 (1H), 7.27 (2H), 7.39
5-carboxamide (3H), 7.68 (4H), 8.05 (1H), 8.47
(2H).
101 - ﬂo/v“ :N\Nb 2-{[1-(4-cyclopropyl- | *H-NMR (300 MHz, DMSO-g): &
o om benzoyl)piperidin-4- | [ppm]= 0.66 (2H), 0.94 (2H), 1.06
" | yllmethyl}-N-(2- (6H), 1.20 (2H), 1.44 (2H), 1.90
isopropoxyethyl)-4- | (1H), 2.24 (1H), 2.49 (3H), 2.82
methyl-2H-indazole- | (2H), 3.32 (2H), 3.45 (2H), 3.55
5-carboxamide (2H), 4.31 (2H), 4.39 (1H), 7.12
(5H), 7.38 (1H), 8.05 (1H), 8.46
(AH).
Example 102: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylImeth}N-[2-

(cyclopropylmethoxy)propyl]-4-methyl-2H-indazole€arboxamide
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N S
ﬁ\o O CH, _b

O

Cl

Analogously to Example 1, 41 mg of the title compdwas obtained from 100 mg of the amine
prepared in Example 102a and 37 mg of 4-chlorolberamd.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 0.16 (2H), 0.43 (2H), 0.97 (1H), 1.10 (3H)23
(2H), 1.40 (1H), 1.55 (1H), 2.29 (1H), 2.53 (3H)72 (1H), 2.99 (1H), 3.23 (2H), 3.20 (2H),
3.51 (1H), 3.59 (1H), 4.34 (2H), 4.43 (1H), 7.1H[17.39 (3H), 7.49 (2H), 8.09 (1H), 8.49
(1H).

The starting material was prepared as follows:

Example 102a: (+/-)-N-[2-(cyclopropylmethoxy)propyl]-4-methyl-24-piperidylmethyl)-2H-

indazole-5-carboxamide
H N
N SS
ﬁ\o
O CH, _zj’}
N

To 632 mg of 102b were added 2.9 ml of 4M hydroghblacid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. Thecti®n mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 56lofrige title compound, which was further

reacted without further purification.

'H-NMR (300 MHz, DMSO-g): 3 [ppm]= 0.13 (2H), 0.40 (2H), 0.94 (1H), 1.07 (3H)44
(2H), 1.57 (2H), 2.26 (1H), 2.50 (3H), 2.77 (2H)2@ (6H), 3.57 (1H), 4.33 (2H), 6.33 (1H),
7.16 (1H), 7.39 (1H), 8.11 (1H), 8.53 (1H), 8.781)19.06 (1H).

Example 102b: (+/-)-tert-butyl 4-[(5-{N-[2-(cyclopropylmethoXpropyl]carbamoyl}-4-methyl-
2H-indazol-2-yl)methyl]piperidin-1-carboxylate

2 =
H N
N. =
vl
O CH,
H.G '5:0
<O

HC CHs
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500 mg of 1d was reacted with 222 mg of amine amalsly to 1b version B. Yield: 631 mg of

the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.13 (2H), 0.40 (2H), 0-94 (1H), 1.07 (3H)14
(2H), 1.34 (9H), 1.38 (2H), 2.13 (1H), 2.50 (313)24 (6H), 3.57 (1H), 3.87 (2H), 4.28 (2H),

7.15 (1H), 7.39 (1H), 8.09 (1H), 8.46 (1H).

The following compounds were prepared analogously:

Ex. Structure IUPAC name Analysis
103 EHVNY@;NN (+/-)-N-[2-(cyclo- 'H-NMR (400 MHz, DMSO-g):
v o o, b propylmethoxy)- 0 [ppm]= 0.16 (2H), 0.43 (2H),
5: " | propyll-2-({1-[4-(4- | 0.97 (1H), 1.10 (3H), 1.22 (2H)
g fluorophenoxy)- 1.48 (2H), 2.29 (1H), 2.53 (3H)
Q benzoyl]piperidin-4- | 2.81 (1H), 2.92 (1H), 3.23 (2H)
yl}methyl)-4-methyl- | 3.28 (2H), 3.60 (1H), 3.70 (1H)
2H-indazole-5- 4.34 (2H), 4.42 (1H), 6.98 (2H)
carboxamide 7.14 (3H), 7.25 (2H), 7.39 (3H)
8.09 (1H), 8.49 (1H).

104 S A, (+/-)-N-[2-(cyclo- 'H-NMR (400 MHz, DMSO-¢):
v o on b propylmethoxy)- 0 [ppm]= 0.16 (2H), 0.43 (2H),
ﬁ propyl]-4-methyl-2- | 0.97 (1H), 1.10 (3H), 1.24 (2H)
A ({2-[4-(trifluoro- 1.38 (1H), 1.59 (1H), 2.30 (1H)
methyl)benzoyl]- 2.53 (3H), 2.78 (1H), 3.02 (1H)
piperidin-4-yl}- 3.23 (2H), 3.28 (2H), 3.45 (1H)
methyl)-2H-indazole-| 3.60 (1H), 4.34 (2H), 4.46 (1H)
5-carboxamide 7.17 (1H), 7.41 (1H), 7.57 (2H)
7.80 (2H), 8.09 (1H), 8.49 (1H)

105 IS -, (+/-)-N-[2-(cyclo- TH-NMR (400 MHz, DMSO-g):
e O b propylmethoxy)- | & [ppm]= 0.16 (2H), 0.42 (2H),
a propyl]-2-({1-[(4™ 0.97 (1H), 1.10 (3H), 1.26 (2H)
fluorobiphenyl-4- 1.45 (1H), 1.55 (1H), 2.32 (1H)
yl)carbonyl]- 2.53 (3H), 2.79 (1H), 3.03 (1H)
piperidin-4-yl}- 3.23 (2H), 3.27 (2H), 3.60 (2H)
methyl)-4-methyl- 4.36 (2H), 4.46 (1H), 7.17 (1H)
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Ex. Structure IUPAC name Analysis
2H-indazole-5- 7.30 (2H), 7.42 (3H), 7.71 (4H)
carboxamide 8.09 (1H), 8.50 (1H).

106 I S (+1-)-2-{[1-(4- 'H-NMR (400 MHz, DMSO-g):

v o o, cyclopropylbenzoyl) | & [ppm]= 0.16 (2H), 0.43 (2H),
piperidin-4-yl]- 0.69 (2H), 0.96 (3H), 1.10 (3H)
methyl}-N-[2- 1.20 (2H), 1.47 (2H), 1.93 (1H)
(cyclopropyl- 2.28 (1H), 2.53 (3H), 2.77 (1H),
methoxy)propyl]-4- | 2.93 (1H), 3.23 (2H), 3.28 (2H)
methyl-2H-indazole- | 3.59 (2H), 4.34 (2H), 4.40 (1H)
5-carboxamide 7.10 (2H), 7.17 (1H), 7.22 (2H)
7.41 (1H), 8.09 (1H), 8.49 (1H)
Example 107: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-4-ethyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

F =N

F H N
O/\/N
O CH,

Cl

Analogously to Example 1, 26 mg of the title compdwvas obtained from 75 mg of the amine

prepared in Example 107a and 28 mg of 4-chloroleramid.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.20 (2H), 1.36 (1H), 1.52 (1H), 2.27 (1t)49
(3H), 2.72 (1H), 2.97 (1H), 3.51 (3H), 4.17 (2H)32 (3H), 7.15 (1H), 7.41 (5H), 8.37 (1H),
8.49 (1H).

The starting material was prepared as follows:

Example 107a: 4-methyl-2-(4-piperidylmethyl)-N-[2-(trifluoromBbxy)ethyl]-2H-indazole-5-

carboxamide
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FF )\l\
PN <"
F O/\/ b
(0] CH
: N
H

To 648 mg of 107b were added 3.0 ml of 4M hydroghblacid in dioxan and 0.5 ml dioxan. The

mixture was stirred for 30 mins at ca. 30°C. Thecti®n mixture was concentrated, taken up in

107

some toluene and again concentrated. Yield: 766frtge title compound, which was further

reacted without further purification.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.43 (2H), 1.57 (2H), 2.24 (1H), 2.50 (3278
(2H), 3.19 (2H), 3.50 (1H), 4.17 (2H), 4.33 (2H)4® (1H), 7.17 (2H), 7.40 (1H), 8.39 (1H),
8.55 (1H), 8.70 (1H), 8.98 (1H).

Example 107b: Tert-butyl 4-[(4-methyl-5-{N-[2-(trifluoromethoXyethyllcarbamoyl}-2H-
indazol-2-yl)methyl]piperidin-1-carboxylate

= =N
)< /\/H <N
F (o)
o] CH, _b
H,G ’/L—o
¢

H,C CH,

500 mg of 1d was reacted with 293 mg of amine aymlsly to 1b version B. Yield: 748 mg of

the title compound.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.07 (2H), 1.34 (9H), 1.37 (2H), 2.12 (150
(3H), 2.63 (1H), 3.52 (2H), 3.87 (2H), 4.17 (2H)2@ (2H), 7.16 (2H), 7.41 (1H), 8.37 (1H),
8.48 (1H).

The following compounds were prepared analogously:

Ex. Structure IUPAC name Analysis
108 T s Y@b 2-({1-[4-(4-fluoro- "H-NMR (300 MHz,
S o, phenoxy)benzoyl]- DMSO-d;): & [ppm]=1.19
6‘ ° | piperidin-4-ylimethyl)- | (2H), 1.46 (2H), 2.26 (1H),
q 4-methyl-N-[2-(tri- 2.49 (3H), 2.87 (2H), 3.51
Q fluoromethoxy)ethyl]- | (3H), 4.17 (2H), 4.33 (3H),
" | 2H-indazole-5- 6.95 (2H), 7.16 (5H), 7.38
carboxamide (3H), 8.36 (1H), 8.49 (1H).
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108
109 oy Y@; 2-({1-[(4'-fluoro- "H-NMR (300 MHz,
o cn, b biphenyl-4-yl)- DMSO-&): & [ppm]=1.23
B ° | carbonyllpiperidin-4- | (2H), 1.47 (2H), 2.28 (1H),
. yltmethyl)-4-methyl-N- | 2,50 (3H), 2.74 (1H), 2.99
. [2-(trifluoro- (1H), 3.51 (2H), 3.61 (1H),
methoxy)ethyl]-2H- 4.17 (2H), 4.34 (3H), 7.16
indazole-5-carboxamide (1H), 7.27 (2H), 7.40 (3H),
7.68 (4H), 8.37 (1H), 8.50
(1H).
110 = 4-methyl-N-[2- "H-NMR (300 MHz,

(trifluoromethoxy)ethyl]
-2-[(1-{4-[4-(trifluoro-
methyl)phenoxy]-
benzoyl}piperidin-4-yl)-
methyl]-2H-indazole-5-

carboxamide

DMSO-&): & [ppm]=1.21
(2H), 1.46 (2H), 2.27 (1H),
2.50 (3H), 2.76 (1H), 2.98
(1H), 3.51 (2H), 3.61 (1H),
4.17 (2H), 4.33 (2H), 4.43
(1H), 7.14 (5H), 7.41 (3H),
7.73 (2H), 8.37 (1H), 8.49
(2H).

Example 111: N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoy!)pipidin-4-yllmethyl}-4-methyl-

2H-indazole-5-carboxamide

N
=\

A S
AN
(0] CH
: N

o]

Analogously to Example 1, 8 mg of the title compdwwas obtained from 75 mg of the amine

Cl

prepared in Example 111a and 28 mg of 4-chlorolberamd.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.12 (9H), 1.21 (2H), 1.36 (1H), 1.53 (1127
(1H), 2.50 (3H), 2.72 (1H), 2.97 (1H), 3.29 (2H)43 (3H), 4.31 (2H), 4.40 (1H), 7.14 (1H),

7.36 (3H), 7.46 (2H), 8.04 (1H), 8.46 (1H).
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The starting material was prepared as follows:

Example 11l1a: N-(2-tert-butoxyethyl)-4-methyl-2-(4-piperidylntetl)-2H-indazol-5-carbox-

amide

2w I
HC o
0 oH, .
H

To 743 mg of 111b were added 3.5 ml of 4M hydrogblacid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. Thaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 67 0ftige title compound in a mixture with N-
(2-hydroxyethyl)-4-methyl-2-(4-piperidylmethyl)-2dazole-5-carboxamide,  which  was

further reacted without further purification.

Example 111b: Tert-butyl 4-({5-[N-(2-tert-butoxyethyl)carbamdy-methyl-2H-indazol-2-
yl}methyl)piperidin-1-carboxylate

500 mg of 1d was reacted with 206 mg of amine aymlsly to 1b version B. Yield: 743 mg of

the title compound.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.06 (2H), 1.11 (9H), 1.34 (9H), 1.39 (2K)13
(1H), 2.50 (3H), 2.65 (2H), 3.27 (2H), 3.40 (2H)8B (2H), 4.28 (2H), 7.14 (1H), 7.38 (1H),
8.05 (1H), 8.46 (1H).

The following compounds were prepared analogously:

Ex. Structure IUPAC name Analysis

2-({1-[4-(4-fluoro- 3 [ppm]= 1.12 (9H), 1.20 (2H),
6: phenoxy)benzoyl]- 1.44 (2H), 2.26 (1H), 2.50 (3H)

piperidin-4-yl}methyl)- | 2.76 (1H), 2.93 (1H), 3.30 (2H)
b 4-methyl-2H-indazole- | 3.40 (2H), 3.57 (1H), 4.31 (2H)
4.39 (1H), 6.95 (2H), 7.12 (3H)

112 Py Y@E N-(2-tert-butoxyethyl)- | "H-NMR (400 MHz, DMSO-g):
H,C o >N = b

E
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5-carboxamide

7.23 (2H), 7.36 (3H), 8.04 (1H
8.46 (1H).

D,

113 o Y@b N-(2-tert-butoxyethyl)- | H-NMR (400 MHz, DMSO-g):
5 2-({1-[(4"-fluoro- 3 [ppm]= 1.11 (9H), 1.23 (2H),
B " | biphenyl-4-yl)- 1.40 (1H), 1.54 (1H), 2.29 (1H)
9, carbonyl]piperidin-4- | 2,50 (3H), 2.75 (1H), 3.00 (1H)
: yl}methyl)-4-methyl- | 3.29 (2H), 3.40 (2H), 3.65 (1H)
2H-indazole-5- 4.32 (2H), 4.43 (1H), 7.15 (1H)
carboxamide 7.28 (2H), 7.40 (3H), 7.69 (4H)
8.05 (1H), 8.47 (1H).
114 N N-(2-tert-butoxyethyl)- | H-NMR (400 MHz, DMSO-g):

H =
j<bH3 iy N
He Yo7 N
o cH,

4-methyl-2-[(1-{4-[4-
(trifluoromethyl)-
phenoxy]benzoyl}-
piperidin-4-yl)methyl]-
2H-indazole-5-

carboxamide

o [ppm]= 1.12 (9H), 1.21 (2H),
1.40 (1H), 1.52 (1H), 2.27 (1H)
2.50 (3H), 2.75 (1H), 2.99 (1H)
3.28 (2H), 3.40 (2H), 3.60 (1H)
4.32 (2H), 4.40 (1H), 7.15 (5H)
7.40 (3H), 7.73 (2H), 8.04 (1H)
8.47 (1H).

Example 115: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N2Z-[?Hs]methoxyfH,]ethyl)-4-

methyl-2H-indazole-5-carboxamide

Jeg LI
N SN
D~ o
DD o «cH, _b
N
S O

Cl

Analogously to Example 1, 1 mg of the title compdwvas obtained from 54 mg of the amine

prepared in Example 115a and 22 mg of 4-chloroberamd.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.20 (2H), 1.40 (1H), 1.51 (1H), 2.27 (1k)49
(3H), 2.75 (1H), 2.96 (1H), 3.50 (1H), 4.31 (2H)4@ (1H), 7.15 (1H), 7.36 (3H), 7.47 (2H),

8.07 (1H), 8.46 (1H).
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The starting material was prepared as follows:

Example 115a: 4-methyl-N-(2-fHsJmethyloxyPH,]ethyl)-2-(4-piperidylmethyl)-2H-indazole-5-
carboxamide

=N
s LI
N. NS
D~ ~O
DD o cCH
N
H

To 131 mg of 115b were added 0.7 ml of 4M hydrogblacid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. Thaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 108&frtge title compound, which was further

reacted without further purification.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.42 (2H), 1.58 (2H), 2.26 (1H), 2.49 (3t)78
(2H), 3.19 (2H), 4.33 (2H), 5.55 (1H), 7.16 (1H)38 (1H), 8.12 (1H), 8.53 (1H), 8.70 (1H),
8.97 (1H).

Example 115b: Tert-butyl 4-({4-methyl-5-[N-(2-fHs]methyloxy[H,]ethyl)carbamoyl]-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

=N
LTSS
N. S
p” o
DD O cCH,
o
Q
HCQ_CHa
tc

500 mg of 1d was reacted analogously to 1b verBianth 110 mg of amine prepared in 115c.

Yield: 131 mg of the title compound.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.07 (2H), 1.34 (9H), 1.37 (2H), 2.13 (1k)49
(3H), 2.62 (2H), 3.88 (2H), 4.28 (2H), 7.15 (1H)38 (1H), 8.07 (1H), 8.46 (1H).

Example 115¢c: 2-[’HsJmethyloxy[H,]ethan-1-amine

282
NH.
D D

110 mg of (0.51 mmol) of 115d was first placed i@ &l toluene. After addition of 11 mg of

palladium/charcoal (10%) and hydrogen under nomnessure, the mixture was stirred for 50
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mins at room temperature. The reaction mixture fiveesed through Celite and rewashed with

toluene. The colourless filtrate was used as soiuh the subsequent reaction.

Example 115d: BenzylIN-(2-[*Hs]methyloxy[fH,]ethyl)carbamate
P

N O.
D oé(D\g/

1.32 g (6.6 mmol) of 115e) was dissolved in 23 odtanitrile. 2.3 g (9.9 mmol) of silver oxide
and 1.64 ml (3.8 g, 26 mmol) of deuterated iodomethwere then added. The reaction mixture
was stirred for 1.5 hrs at 40°C, 7.5 hrs at 72°@ thien overnight at room temperature. A further
2.3 g (9.9 mmol) of silver oxide was added andrttvgture stirred for 1.5 hrs at 72°C. For the
work-up, the black solid was filtered off at thengu and the clear filtrate concentrated. The
residue was purified by column chromatography (hexethyl acetate 0-10%). Yield: 1.13 g of

the title compound.
'H-NMR (300 MHz, DMSO-¢): & [ppm]= 4.97 (2H), 7.31 (5H).

Example 115e: BenzylIN-(2-hydroxyfH,]ethyl)carbamate
Ao J
N O.
HO 7 \LI/

1.0 g (15 mmol) of deuterated aminoethanol was diissolved in 29 ml dichloromethane. Then
2.5 ml (1.8 g, 18mmol) of triethylamine was added #he reaction mixture cooled to 0°C. At
this temperature 2.75 ml (3.34 g, 19.6 mmol) ofzyéchloroformate was now cautiously added
dropwise. After completion of the addition, the mpe was stirred for 1 hr more with no ice-
bath and in the process warmed up to RT. The wractixture was diluted once with some
dichloromethane and washed once with saturatedusodhloride solution. The organic phase
was dried over sodium sulphate, filtered and coma#ed. The crude product was purified twice
by column chromatography (dichloromethane/meth@0% and ethyl acetate). Yield: 1.32 g

of the title compound.
'H-NMR (300 MHz, DMSO-g): & [ppm]= 4.54 (1H), 4.97 (2H), 7.12 (1H), 7.81 (5H).

The following compound was prepared analogously:
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Ex. Structure IUPAC name Analysis
116 D L?)DKK“ Y@; 2-({1-[4-(4-fluoro- 'H-NMR (300 MHz,
b o on b phenoxy)benzoyl]- DMSO-&): & [ppm]=1.19

6:0 piperidin-4-yl}methyl)- | (2H), 1.46 (2H), 2.25 (1H),
§ 4-methyl-N-(2-fH]- 2.49 (3H), 2.85 (2H), 3.66
Q methyloxyfH,Jethyl)- | (1H), 4.31 (2H), 4.38 (1H),
" | 2H-indazole-5- 6.95 (2H), 7.16 (5H), 7.36
carboxamide (3H), 8.07 (1H), 8.46 (1H).

Example 117: 2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-N-(2rethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

Q
O
N
/N\ }
H N
HC g~ N SS
O CH,

Analogously to Example 55, 471 mg of the title conmpd was obtained from 500 mg of the
compound prepared in Example 117e) and 287 mgobierobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6):5 = 2.49 (3H), 3.22 (1H), 3.25 (3H), 3.32-3.46 (413)89
(1H), 4.09 (1H), 4.19 (1H), 4.37 (1H), 4.67 (2H)15 (1H), 7.38 (1H), 7.48 (2H), 7.59 (2H),
8.12 (1H), 8.54 (1H).

The starting material was prepared as follows:

Example 117a:  Tert-butyl  3-[(5-bromo-4-methyl-2H-indazol-2-yl)itgl]-azetidin-1-

carboxylate

73 e

Q,

N
H,C CH
QIJ\ } ’ ’

N
SN
Br
CH,

To a solution of 21.1 g of 5-bromo-4-methyl-1H-izd&e and 37.6 g of tert-butyl-3-[(tosyloxy)-
methyl]azetidin-1-carboxylate in 100 ml dioxan weaded 150 ml of a 1M solution of sodium

bis(trimethylsilylyamide in tetrahydrofuran at 25&nd this was stirred for 6 hrs at 90°C. After
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cooling, the reaction mixture was treated with kthgetate and water, the organic phases
separated and the aqueous phase extracted twibel@@ ml portions of ethyl acetate. The
combined organic phases were washed with satusdddim chloride solution, dried over

sodium sulphate, and concentrated in vacuo afteation. The residue thus obtained was
purified by chromatography on the Flashmaster (hetathyl acetate 1:0-0:1). 15.0 g of the title

compound was obtained.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.48 (3H), 3.07 (1H), 3.69 (2H), 3(@H), 4.59
(2H), 7.28 (1H), 7.35 (1H), 8.53 (1H).

Example 117b: Methyl 2-{[1-(tert-butoxycarbonyl)azetidin-3-yl]ntieyl}-4-methyl-2H-indazol-

5-carboxylate

o]
g
N >vCH3
Y AP H,C CH,
\
N
o ~
o] CH,

To a solution of 8.16 g of the bromide prepare@xample 117a in 65.4 ml methanol, 6.5 g of
1,1 bis(diphenylphosphino)ferrocen-palladium(liyldoride and 15 g of potassium acetate were
added at 25°C and the mixture was stirred undeC0).15 bar and 120°C for 24 hours in an
autoclave. The reaction mixture was then cooldteréid through Celite at the pump and the
filtrate concentrated in vacuo. The residue thuaiaobd was purified by chromatography on the

Flashmaster (hexane/ethyl acetate 1:0-0:1). 6.9%weditle compound was obtained.

'H-NMR (300 MHz, DMS0-d6)3 = 1.32 (9H), 2.73 (3H), 3.09 (1H), 3.71 (2H), 3(3%), 3.87
(2H), 4.62 (2H), 7.42 (1H), 7.63 (1H), 8.74 (1H).

Example 117c.  2-{[1-(tert-butoxycarbonyl)azetidin-3-yllmethyl}-fnethyl-2H-indazol-5-

carboxylic acid

Q,
Yo
N >vCH3
H,C CH
/N\ AP 3 3
N
HO <
o CH,

Analogously to Example 1d, 5.2 g of the title compd was obtained from 15.1 g of the ester
prepared in Example 117b.
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'H-NMR (300 MHz, DMS0-d6)3 = 1.32 (9H), 2.73 (3H), 3.09 (1H), 3.71 (2H), 3(@H), 4.61
(2H), 7.39 (1H), 7.64 (1H), 8.70 (1H), 12.57 (1H).

Example 117d: Tert-butyl 3-({5-[N-(2-methoxyethyl)carbamoyl]-4-ethyl-2H-indazol-2-yl}-

methyl)azetidin-1-carboxylate

Q,
-
N >vCH3
H,C CH
=N } ’ ’
H N
Hac\o/\/N S
o CH,

Analogously to Example 1, from 2.5 g of the acieégared in Example 117c and 0.54 g of
2-methoxyethylamine, a crude product was obtainkatlwthrough purification with a Biotage

unit (ethyl acetate : 0 to 30% methanol) yielde&gb2y of the title compound.

'H-NMR (300 MHz, DMSO-d6):5 = 1.32 (9H), 2.49 (3H), 3.08 (1H), 3.25 (3H), 3326
(4H), 3.70 (2H), 3.86 (2H), 4.60 (2H), 7.15 (1H)38 (1H), 8.11 (1H), 8.54 (1H).

Example 117e 2-(azetidin-3-ylmethyl)-N-(2-methoxyethyl)-4-meti3H-indazol-5-carbox-

amide hydrochloride

y CH

N
/N\ }
H N
H3C\O/\/N =
0 cH,

Analogously to Example 1a, from 2.69 g of the anpdepared in Example 117d, 2.59 g of the

title compound was obtained, which was reactedaowittfurther purification.

Example 118: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluorontayl)sulphanyl]benzoyl}

azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

FEF

-

S

O: C
=N ﬂ
H N
HC N =
O CH,

Analogously to Example 55, 29 mg of the title commpd was obtained from 55 mg of the
compound prepared in Example 117e and 43 mg otriflgféromethyl)sulphanyl]benzoyl

chloride.
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'H-NMR (300 MHz, DMS0-d6)3 = 2.49 (3H), 3.22 (1H), 3.25 (3H), 3.36 (2H), 3(&@2), 3.92
(1H), 4.11 (1H), 4.20 (1H), 4.39 (1H), 4.67 (2H)15 (1H), 7.38 (1H), 7.69 (2H), 7.76 (2H),
8.12 (1H), 8.54 (1H).

Example 119: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluorombbxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

FEF

>LF

(0]

O: C
N
.
H N
HC g~ =
O CH,

Analogously to Example 55, 27 mg of the title compad was obtained from 55 mg of the
compound prepared in Example 117e and 40 mg affu¢romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6):5 = 2.49 (3H), 3.20 (1H), 3.24 (3H), 3.32-3.46 (413)91
(1H), 4.10 (1H), 4.20 (1H), 4.39 (1H), 4.67 (2H)15 (1H), 7.35-7.44 (3H), 7.70 (2H), 8.12
(1H), 8.54 (1H).

Example 120: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyllazetidi 3-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

E

Q >: FF

N F

=
H N
HC N =
O CH,

Analogously to Example 55, 17 mg of the title commpad was obtained from 55 mg of the
compound prepared in Example 117e and 41 mg ofuddt4-(trifluoromethyl)benzoyl
chloride.

'H-NMR (300 MHz, DMSO-d6) = 2.48 (3H), 3.23 (1H), 3.25 (3H), 3.36 (2H), 3(@2), 3.94
(2H), 4.11 (2H), 4.66 (2H), 7.15 (1H), 7.38 (1H)6Z (2H), 7.79 (1H), 8.12 (1H), 8.54 (1H).

Example 121: 2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-yllmegh}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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E

Q
cl
N
g
H N
HC g~ N S
O CH,

Analogously to Example 55, 19 mg of the title compad was obtained from 42 mg of the

compound prepared in Example 117e and 26 mg ofataR-fluorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.48 (3H), 3.21 (1H), 3.24 (3H), 3.33-3.46 (4B)86-3.97
(2H), 4.08 (2H), 4.65 (2H), 7.15 (1H), 7.34 (LH)37 (1H), 7.44 (1H), 7.52 (1H), 8.12 (1H),
8.53 (1H).

Example 122: 2-({1-[3-fluoro-4-(trifluoromethyl)benzoyllazetidi3-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

F

o} F
F
F
/N\
H N
HC g~ N =~
O CH,

Analogously to Example 55, 15 mg of the title commpad was obtained from 42 mg of the
compound prepared in Example 117e and 31 mg ofu@dt4-(trifluoromethyl)benzoyl
chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.21 (1H), 3.25 (3H), 3.36 (2H), 3(221), 3.93
(1H), 4.12 (1H), 4.22 (1H), 4.40 (1H), 4.67 (2H)15 (1H), 7.37 (1H), 7.57 (1H), 7.64 (1H),
7.85 (1H), 8.12 (1H), 8.54 (1H).

Example 123: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

FF
F

0
cl

N
=
H N
HCl g N =
O CH,
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Analogously to Example 55, 6 mg of the title compduvas obtained from 42 mg of the
compound prepared in Example 117e and 33 mg oflat@B-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.21 (1H), 3.25 (3H), 3.31-3.46 (4B2
(1H), 4.11 (1H), 4.22 (1H), 4.41 (1H), 4.67 (2H)1F (1H), 7.37 (1H), 7.79 (1H), 7.86 (1H),
7.94 (1H), 8.12 (1H), 8.53 (1H).

Example 124:  2-{[1-(4-cyclopropylbenzoyl)azetidin-3-ylJmethylN-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

O: C ]
N
/N\ AP
H N
HC N S
O CH,

Analogously to Example 1, 76 mg of the title compduvas obtained from 163 mg of the
compound prepared in Example 117e and 78 mg ot#bpyopylbenzoic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 0.71 (2H), 0.99 (2H), 1.95 (1H), 2.52 (3H), 3(24),
3.34-3.41 (5H), 3.45 (2H), 3.90 (1H), 4.09 (LHREGH1H), 4.38 (1H), 4.68 (2H), 7.12 (2H),
7.18 (1H), 7.41 (1H), 7.48 (2H), 8.12 (1H), 8.5H)1

Example 125: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluonmethyl)phenoxy]benzoyl}
azetidin-3-yl)methyl]-2H-indazole-5-carboxamide
F F
C; |

(0]

Oj C
N
/N\ }
H N
HC N =~
O CH,

Analogously to Example 1, 478 mg of the title commpd was obtained from 1.20 g of the
compound prepared in Example 117e and 850 mg df(&ifluoromethyl)phenoxy]benzoic
acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.52 (3H), 3.25 (1H), 3.27 (3H), 3.39 (2H), 3(@51), 3.94
(1H), 4.12 (1H), 4.24 (1H), 4.42 (1H), 4.70 (2H)XLZ (2H), 7.18 (1H), 7.22 (2H), 7.41 (1H),
7.69 (2H), 7.77 (2H), 8.12 (1H), 8.57 (1H).
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Example 126: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-[Z3,3-difluoropyrrolidin-1-
yl)ethyl]-4-methyl-2H-indazole-5-carboxamide

o)
-
/N\ ﬁ
H N
F>C’N/\/N =
F O CH,

Analogously to Example 55, 38 mg of the title compad was obtained from 43 mg of the
compound prepared in Example 126a and 20 mg ofcatatbenzoyl! chloride.

'H-NMR (300 MHz, DMSO-d6):5 = 2.10-2.27 (3H), 2.49 (3H), 2.57 (2H), 2.72 (212)91
(2H), 3.17-3.36 (2H), 3.89 (1H), 4.08 (1H), 4.1H[14.36 (1H), 4.67 (2H), 7.14 (1H), 7.38
(1H), 7.48 (2H), 7.59 (2H), 8.05 (1H), 8.54 (1H).

Example 126a: 2-(azetidin-3-ylmethyl)-N-[2-(3,3-difluoropyrrolid-1-yl)ethyl]-4-methyl-2H-

indazole-5-carboxamide hydrochloride

H
N CH
g
Y9,
F>C’\‘/\/
F O CH,

Analogously to Example 1a, from 50 mg of the comqmbprepared in Example 126b, 43 mg of

the title compound was obtained, which was reagitfibut further purification.
Example 126b: Tert-butyl 3-[(5-{N-[2-(3,3-difluoropyrrolidin-1-f)ethyl]carbamoyl}-4-methyl-

2H-indazol-2-yl)methyl]azetidin-1-carboxylate

Q
-
N >vCH3
N } H,C CH,
F /\/H\H/Q;/N
N
F>C( O CH,

Analogously to Example 1b, 71 mg of the title commpad was obtained from 70 mg of the
compound prepared in Example 117a and 83 mg ofdi@uoropyrrolidin-1-yl)ethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.10-2.28 (2H), 2.50 (3H), 2.57 (2R)56-2.77
(2H), 2.84-2.98 (2H), 3.08 (1H), 3.23-3.36 (2H)6B.(2H), 3.86 (2H), 4.60 (2H), 7.14 (1H),
7.39 (1H), 8.05 (1H), 8.55 (1H).
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Example 127: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-miyl-N-{2-[(trifluoromethyl)

sulphanyl]ethyl}-2H-indazole-5-carboxamide

Q
e
N
S
F>T\ H 9
o e SN
o cH,

Analogously to Example 55, 143 mg of the title conmpd was obtained from 130 mg of the
compound prepared in Example 127b and 61 mg ofaralirenzoyl! chloride.

'H-NMR (300 MHz, DMSO-d6):5 = 2.51 (3H), 3.13-3.29 (3H), 3.50 (2H), 3.90 (14)09
(1H), 4.19 (1H), 4.37 (1H), 4.67 (2H), 7.19 (1H)4T (1H), 7.48 (2H), 7.59 (2H), 8.38 (1H),
8.57 (1H).

The starting material was prepared as follows:

Example 127a: Tert-butyl 3-{[4-methyl-5-(N-{2-[(trifluoromethyl¥ulphanyl]ethyl}carbamoyl)-

indazol-2-yllmethyl}azetidin-1-carboxylate

Analogously to Example 1, 674 mg of the title commpd was obtained from 500 mg of the

compound prepared in Example 117c.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.52 (3H), 3.08 (1H), 3.17 (2H), 3(261), 3.69
(2H), 3.86 (2H), 4.61 (2H), 7.19 (1H), 7.41 (LH)38 (1H), 8.57 (1H).

Example 127b: 2-(azetidin-3-ylmethyl)-4-methyl-N-{2-[(trifluoromthyl)sulphanyl]ethyl}-2H-

indazole-5-carboxamide hydrochloride

Analogously to Example 1a, from 150 mg of the commqubprepared in Example 127a, 130 mg

of the title compound was obtained, which was frrtieacted without purification.
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Example 128: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-mieyl-N-(2-morpholinoethyl)-

2H-indazole-5-carboxamide

Q
O
N
Y@ >
H N
N. SN
0 CH,

(\N/\/
o
Analogously to Example 55, 30 mg of the title commpd was obtained from 50 mg of the

compound prepared in Example 128b and 24 mg oierarenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34-2.45 (6H), 2.51 (3H), 3.22 (1H), 3.33 (2B)54
(4H), 3.89 (1H), 4.08 (1H), 4.19 (1H), 4.36 (LH)6A (2H), 7.15 (1H), 7.38 (1H), 7.48 (2H),
7.59 (2H), 7.99 (1H), 8.54 (1H).

The starting material was prepared as follows:

Example 128a: Tert-butyl 3-({4-methyl-5-[N-(2-morpholinoethyl)dbamoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate

Analogously to Example 1b, 59 mg of the title commpt was obtained from 200 mg of the
compound prepared in Example 117a and 205 mg abrpmolinoethylamine.

'H-NMR (300 MHz, DMSO-d6):5 = 1.32 (9H), 2.34-2.44 (6H), 2.52 (3H), 3.08 (113)33
(2H), 3.54 (4H), 3.69 (2H), 3.86 (2H), 4.61 (2H)1F (1H), 7.39 (1H), 7.98 (1H), 8.55 (1H).

Example  128b: 2-(azetidin-3-ylmethyl)-4-methyl-N-(2-morpholindst)-2H-indazole-5-

carboxamide hydrochloride

H
N
CIH
/N\
N </
(\N/\/
O\) (0] CH,

Analogously to Example 1a, from 59 mg of the comqpbprepared in Example 128a, 63 mg of

the title compound was obtained, which was furteacted without purification.
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Example 129: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-4-miyl-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide

Q,
-
N
F /N\ }
S A N
N =
F
O  CH,

Analogously to Example 55, 127 mg of the title conmpd was obtained from 128 mg of the
compound prepared in Example 129b and 68 mg olaralrenzoyl! chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.50 (3H), 3.22 (1H), 3.90 (1H), 3.96-4.13 (3KI)}19
(1H), 4.37 (1H), 4.68 (2H), 7.18 (1H), 7.42 (LH¥8 (2H), 7.59 (2H), 8.59 (1H), 8.79 (1H).

The starting material was prepared as follows:

Example 129a: Tert-butyl 3-({4-methyl-5-[N-(2,2,2-trifluoroethjtarbamoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate

Analogously to Example 1, 1.02 g of the title compd was obtained from 1.0 g of the

compound prepared in Example 117c and 287 mg q2-Zluoroethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.51 (3H), 3.09 (1H), 3.70 (2H), 3(261), 4.03
(2H), 4.62 (2H), 7.17 (1H), 7.43 (1H), 8.60 (LH)78 (1H).

Example 129b:  2-(azetidin-3-ylmethyl)-4-methyl-N-(2,2,2-trifluoethyl)-2H-indazole-5-

carboxamide hydrochloride

H CIHH
F /N\ ﬂ
SN N
N. N
F
O CH,

Analogously to Example 1a, from 1.0 g of the commbprepared in Example 129a, 852 mg of

the title compound was obtained, which was furtbacted without purification.
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Example 130: 4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(trifloaromethoxy)benzoyl]azetidin-3-
yl}methyl)-2H-indazole-5-carboxamide

FF

Mr

Q, :
O
N
F /N\ AP
SR N
N. —
F
O CH,

Analogously to Example 55, 113 mg of the title conmpd was obtained from 128 mg of the
compound prepared in Example 129b and 87 mg aifls(romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMS0-d6)3 = 2.50 (3H), 3.23 (1H), 3.92 (1H), 3.96-4.14 (3420
(1H), 4.39 (1H), 4.68 (2H), 7.18 (1H), 7.36-7.461}37.70 (2H), 8.59 (1H), 8.79 (1H).

Example 131: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

F

O, F

F

N F

i N jA
S N
N. S
F
O CH,

Analogously to Example 55, 128 mg of the title conmpd was obtained from 128 mg of the
compound prepared in Example 129b and 88 mg ofud@dl4-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.23 (1H), 3.89-4.16 (6H), 4.67 (2A}7
(1H), 7.42 (1H), 7.60-7.67 (2H), 7.79 (1H), 8.581}18.80 (1H).

Example 132: 4-methyl-2-({1-[4-(pentafluord.>-sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

R v
/S\ F
F F
F =N
SN "
N. =
F
O CH,

Analogously to Example 1, 121 mg of the title commpd was obtained from 128 mg of the

compound prepared in Example 129b and 96 mg oeat§fluoroA®-sufanyl)benzoic acid.
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'H-NMR (300 MHz, DMS0-d6) = 2.50 (3H), 3.24 (1H), 3.94 (1H), 3.98-4.08 (212
(1H), 4.20 (1H), 4.39 (1H), 4.69 (2H), 7.18 (1HWZ (1H), 7.76 (2H), 7.95 (2H), 8.59 (1H),
8.80 (1H).

Example  133:  4-methyl-2-({1-[4-(trifluoromethoxy)benzoyl]lazetit 3-yl}methyl)-N-{2-
[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-caoxamide

FF

Wer

(0]

) C
N
E F H /N\NAP
F>k S/\/N =
0  CH,

Analogously to Example 55, 178 mg of the title canmpd was obtained from 130 mg of the
compound prepared in Example 127b and 78 mg aifls(romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.51 (3H), 3.13-3.28 (3H), 3.51 (2H), 3.91 (1410
(1H), 4.20 (1H), 4.39 (1H), 4.67 (2H), 7.19 (LHYG (3H), 7.70 (2H), 8.38 (1H), 8.57 (1H).

Example 134: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-4-methyl-N-
{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-garboxamide

F

Q, F

F

N F

F F /N\NAP
H
Fj\ S/\/N =
(¢] CH,

Analogously to Example 55, 128 mg of the title canmpd was obtained from 130 mg of the
compound prepared in Example 127b and 79 mg ofu@dt4-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.51 (3H), 3.12-3.25 (3H), 3.50 (2H), 3.89-3(281),
4.06-4.16 (2H), 4.67 (2H), 7.19 (1H), 7.40 (1HBX(2H), 7.79 (1H), 8.39 (1H), 8.56 (1H).

Example 135: 4-methyl-2-({1-[4-(pentafluorov’>-sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-
{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-garboxamide
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Analogously to Example 1, 84 mg of the title compoduvas obtained from 130 mg of the
compound prepared in Example 127b and 87 mg otat§iluoroA®-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.51 (3H), 3.18 (2H), 3.23 (1H), 3.51 (2H), 3@@#), 4.12
(1H), 4.20 (1H), 4.39 (1H), 4.68 (2H), 7.19 (LH¥T (1H), 7.76 (2H), 7.95 (2H), 8.39 (1H),
8.56 (1H).

Example 136: N-[2-(cyclopropyloxy)ethyl]-4-methyl-2-({1-[4-(tfluoromethoxy)benzoyl]

azetidin-3-yl}methyl)-2H-indazole-5-carboxamide

o e
N»\Q jras
0
=
A H N
O/\/N
O CH,

Analogously to Example 55, 172 mg of the title canmpd was obtained from 161 mg of the
compound prepared in Example 136b and 109 mg tffit¢romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6) = 0.36-0.48 (4H), 2.48 (3H), 3.22 (1H), 3.27 (1B)35
(2H), 3.53 (2H), 3.91 (1H), 4.10 (1H), 4.20 (1H)39 (1H), 4.67 (2H), 7.14 (1H), 7.35-7.44
(3H), 7.71 (2H), 8.11 (1H), 8.54 (1H).

The starting material was prepared as follows:
Example 136a: Tert-butyl 3-[(5-{N-[2-(cyclopropyloxy)ethyl]carlraoyl}-4-methyl-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate

Q,
3 q
N >vCH3
H,C CH
" /N\NAP 3 3
AO/\/N =
(¢] CH,

Analogously to Example 1, 189 mg of the title commpt was obtained from 150 mg of the
compound prepared in Example 118c and 140 mg o¥cpropoxy-ethylammonium

trifluoroacetate (preparable according to Exampéa) and 154b) starting from cyclopropanol
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and bromoacetamide followed by Boc cleavage witlutroacetic acid analogously to Example
1a)).

'H-NMR (300 MHz, DMSO-d6)5 = 0.36-0.48 (4H), 1.33 (9H), 2.49 (3H), 3.08 (1B)25-3.39
(3H), 3.53 (2H), 3.70 (2H), 3.87 (2H), 4.61 (2H)1Z (1H), 7.38 (1H), 8.10 (1H), 8.54 (1H).

Example 136b: 2-(azetidin-3-ylmethyl)-N-[(2-cyclopropyloxy)etiyd-methyl-2H-indazole-5-

carboxamide hydrochloride

H
N CH
/N\ }
A H 9.
O/\/
O CH,

Analogously to Example 1a, from 189 mg of the coomgbprepared in Example 136a, 161 mg

of the title compound was obtained, which was frrtleacted without purification.

Example  137: N-[2-(cyclobutyloxy)ethyl]-4-methyl-2-({1-[4-(triluoromethoxy)benzoyl]

azetidin-3-yl}methyl)-2H-indazole-5-carboxamide

FF

P

(0]

O
N
g -
DA A
i
O CH,

Analogously to Example 55, 207 mg of the title canmpd was obtained from 254 mg of the
compound prepared in Example 137b and 166 mg tffit¢romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)3 = 1.42 (1H), 1.59 (1H), 1.80 (2H), 2.11 (2H), 2(361),
3.17-3.28 (1H), 3.31-3.41 (4H), 3.85-3.95 (2H),04(1H), 4.20 (1H), 4.39 (1H), 4.67 (2H), 7.15
(1H), 7.35-7.44 (3H), 7.71 (2H), 8.11 (1H), 8.5&]1

The starting material was prepared as follows:
Example 137a: Tert-butyl 3-[(5-{N-[2-(cyclobutyloxy)ethyl]carbaoyl}-4-methyl-2H-indazol-

2-yl)methyl]azetidin-1-carboxylate

>\‘_°>vCH3

0,
N
H,C CH
st
(P N
O/\/
(o} CH,
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Analogously to Example 1, 297 mg of the title commpd was obtained from 220 mg of the
compound prepared in Example 117c and 143 mg ofy@dbutyloxy)ethylammonium
trifluoroacetate (preparable according to Exampda) and 154b) starting from cyclobutanol
and bromoacetamide followed by Boc cleavage witlutroacetic acid analogously to Example
1a)).

'H-NMR (300 MHz, DMSO-d6):5 = 1.33 (9H), 1.35-1.49 (1H), 1.59 (1H), 1.80 (21)11
(2H), 2.50 (3H), 3.08 (1H), 3.30-3.41 (4H), 3.6H]J23.82-3.95 (3H), 4.61 (2H), 7.15 (1H),
7.38 (1H), 8.10 (1H), 8.54 (1H).

Example 137b: 2-(azetidin-3-ylmethyl)-N-[(2-(cyclobutyloxy)ethiy#i-methyl-2H-indazole-5-
carboxamide hydrochloride

y
N CIH
g
BN 9
o
O CH,

Analogously to Example 1a, from 297 mg of the coomubprepared in Example 137a, 254 mg

of the title compound was obtained, which was frrtieacted without purification.

Example 138: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethyN-(2-methoxypropyl)-4-
methyl-2H-indazole-5-carboxamide

Q,
()
N
H, )\‘\ }
H N
O CH,

Analogously to Example 55, 166 mg of the title canmpd was obtained from 237 mg of the
compound prepared in Example 138b and 129 mg éifarabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.07 (3H), 2.49 (3H), 3.14-3.28 (3H), 3.43 (1B)B9
(1H), 4.08 (1H), 4.19 (1H), 4.36 (1H), 4.67 (2H)LF (1H), 7.38 (1H), 7.48 (2H), 7.59 (2H),
8.11 (1H), 8.54 (1H).

The starting material was prepared as follows:

Example 138a: (+/-)-tert-butyl 3-({5-[N-(2-methoxypropyl)carbamt}-4-methyl-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate
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Analogously to Example 1, 331 mg of the title commpd was obtained from 323 mg of the
compound prepared in Example 117c and 117 mg oéthamypropylamine.

'H-NMR (300 MHz, DMSO-d6):5 = 1.08 (3H), 1.33 (9H), 2.50 (3H), 3.09 (1H), 33681
(2H), 3.44 (1H), 3.69 (2H), 3.85 (2H), 4.61 (2H)1F (1H), 7.39 (1H), 8.08 (1H), 8.54 (1H).

Example 138b: (+/-)-2-(azetidin-3-ylmethyl)-N-(2-methoxypropy#-methyl-2H-indazole-5-
carboxamide hydrochloride

Analogously to Example 1a, from 280 mg of the coomgbprepared in Example 138a, 247 mg

of the title compound was obtained, which was frrtleacted without purification.

Example 139: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-yl]meti-N-(2-methoxypropyl)-4-
methyl-2H-indazole-5-carboxamide

O,

y N
N
CH =\ _P
CH, =N _P iy N
A N H.C N =~
H3C\o/'\/N = 0
or 0
O CH,

CH,4

From 158 mg of the racemate prepared in Example B28mg of the title compound together
with 48 mg of the slower-eluting enantiomer (Exaenfdl40) were obtained by racemate

separation by means of preparative chiral HPLC (detA).

Analytical chiral HPLC: 14.5 min.
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Example 140: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylmet-N-(2-methoxypropyl)-4-

methyl-2H-indazole-5-carboxamide

)

O
CI

N
T°H N
HCS g AN =
H.Co N
/'\/ O CH,

From 158 mg of the racemate prepared in Example 438ng of the title compound together
with 52 mg of the faster-eluting enantiomer (Exaen@d39) were obtained by racemate

separation by means of preparative chiral HPLC (detA).
Analytical chiral HPLC: 17.1 min.

Example 141: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyiN-(1,4-dioxan-2-ylmethyl)-

4-methyl-2H-indazole-5-carboxamide

O
O

Analogously to Example 55, 177 mg of the title cannpd was obtained from 269 mg of the
compound prepared in Example 141b and 136 mg dierabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)3 = 2.49 (3H), 3.13-3.28 (4H), 3.38-3.66 (4H), 3577 (2H),
3.89 (1H), 4.08 (1H), 4.19 (1H), 4.37 (1H), 4.6H|27.15 (1H), 7.38 (1H), 7.48 (2H), 7.59
(2H), 8.17 (1H), 8.55 (1H).

The starting material was prepared as follows:

Example 14l1a: (+/-)-tert-butyl 3-({5-[N-(1,4-dioxan-2-ylmethylgrbamoyl]-4-methyl-2H-

indazol-2-yl}methyl)azetidin-1-carboxylate

H,C CH

%@Lﬁ
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Analogously to Example 1, 364 mg of the title commpd was obtained from 323 mg of the
compound prepared in Example 117c and 110 mg edib)an-2-ylmethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 1.33 (9H), 2.50 (3H), 3.09 (1H), 3.16-3.29 (3B)}0-3.77
(8H), 3.86 (2H), 4.61 (2H), 7.16 (1H), 7.39 (1H)18 (1H), 8.55 (1H).

Example 141b: (+/-)-2-(azetidin-3-ylmethyl)-N-(1,4-dioxan-2-ylrieyl)-4-methyl-2H-indazole-

5-carboxamide hydrochloride

H
CIH
C =
j\WH <, N
(©)
(0] CH,

Analogously to Example 1a, from 314 mg of the coomgbprepared in Example 141a, 274 mg

of the title compound was obtained, which was frrtieacted without purification.

Example 142: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmet-N-(1,4-dioxan-2-yl-

methyl)-4-methyl-2H-indazole-5-carboxamide

Cl

:@ :}—Qm
o N } o N }
EOUWQQN ) . /N”Y@“
O CH, o CH,

From 172 mg of the racemate prepared in Example 8dIng of the title compound together
with 60 mg of the slower-eluting enantiomer (Exaendl43) were obtained by racemate

separation by means of preparative chiral HPLC (detB).
Analytical chiral HPLC: 5.84 min.
Example 143: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethN-(1,4-dioxan-2-yl-

methyl)-4-methyl-2H-indazole-5-carboxamide

Cl Cl

Q : Q S
N N
0. N P 0 N P
- N N
(A ) Clx .
A N S
O CH, O CH,
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From 172 mg of the racemate prepared in Example 8dIng of the title compound together
with 60 mg of the faster-eluting enantiomer (Exaendl42) were obtained by racemate

separation by means of preparative chiral HPLC (deétB).
Analytical chiral HPLC: 6.28 min.

Example 144: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyi#-methyl-N-(3,4,5,6-tetra-
hydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamid

Q,
@
N
(A 2 7
H N
N. =
O
O CH,

Analogously to Example 55, 144 mg of the title canmpd was obtained from 255 mg of the
compound prepared in Example 144b and 130 mg dierabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6) = 1.10-1.23 (1H), 1.35-1.47 (3H), 1.61 (1H), 17781 (1H),
2.48 (3H), 3.15-3.27 (4H), 3.37 (1H), 3.80-3.93 J2#08 (1H), 4.19 (1H), 4.36 (1H), 4.66
(2H), 7.14 (1H), 7.37 (1H), 7.48 (2H), 7.59 (2H)08 (1H), 8.54 (1H).

The starting material was prepared as follows:

Example 144a: (+/-)-tert-butyl 3-({4-methyl-5-[N-(3,4,5,6-tetrgdro-2H-pyran-2-ylmethyl)-
carbamoyl]-2H-indazol-2-yl}methyl)azetidin-1-carbgdate

>\_°>vCH3

o}
HC CH,
/N\ ﬁ ¢
H N
N. S
o
O CH,

Analogously to Example 1, 342 mg of the title commpd was obtained from 323 mg of the
compound prepared in Example 117c and 141 mg 0b%,84etrahydro-2H-pyran-2-ylmethyl-

amine hydrochloride.

'H-NMR (300 MHz, DMSO-d6):8 = 1.14-1.21 (1H), 1.33 (9H), 1.37-1.49 (3H), 1@H),
1.71-1.80 (1H), 2.49 (3H), 3.09 (1H), 3.21 (2HRB3.43 (2H), 3.69 (2H), 3.81-3.91 (3H), 4.61
(2H), 7.15 (1H), 7.38 (1H), 8.06 (1H), 8.53 (1H).
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Example 144b: (+/-)-2-(azetidin-3-ylmethyl)-4-methyl-N-(3,4,5t&trahydro-2H-pyran-2-yl-

methyl)-2H-indazole-5-carboxamide hydrochloride

H
N cH
/N\
H N
N. =
o
O CH,

Analogously to Example 1a, from 298 mg of the commqubprepared in Example 144a, 261 mg

of the title compound was obtained, which was frrtieacted without purification.

Example 145: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmsth4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-caxbmide

o} o}
>—< :}—CI >—< :}—
N N
s s
R N f N
o or O
O CH, e} CH,

Cl

From 140 mg of the racemate prepared in Example 434ng of the title compound together
with 35 mg of the slower-eluting enantiomer (Exaendl46) were obtained by racemate

separation by means of preparative chiral HPLC Kid@(C).
Analytical chiral HPLC: 4.38 min.

Example 146: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmsth4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-caxbmide

o] Q
Cl
N N
s - s -
=—hN ==
o) or O
O CH, O CH,

Cl

From 140 mg of the racemate prepared in Example 384ng of the title compound together
with 43 mg of the faster-eluting enantiomer (Exaendl45) were obtained by racemate

separation by means of preparative chiral HPLC Kid@tC).

Analytical chiral HPLC: 4.88 min.
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Example 147: (+/-)-2-({1-[4-(4-fluorophenoxy)benzoyllazetidiryd}methyl)-N-(2-methoxy-
propyl)-4-methyl-2H-indazole-5-carboxamide

F

&

(0]

) C
N
H, =N }
H N
HSC\O N <
o CH,

Analogously to Example 1, from 42 mg of the compmbprepared in Example 138b and 28 mg
of 4-(4-fluorophenoxy)benzoic acid, a materiall stdntaminated after HPLC purification was
obtained, which was further purified by an addiibpreparative thick layer chromatography

with ethyl acetate / methanol in the ratio 9:1 abite phase. Yield in this manner: 15 mg of the
title compound.

'H-NMR (300 MHz, CDCI3)3 = 1.22 (3H), 2.64 (3H), 3.28 (1H), 3.36 (3H), 3(461), 3.57
(1H), 3.76 (1H), 3.97-4.46 (4H), 4.66 (2H), 6.14]16.93 (2H), 6.97-7.11 (4H), 7.32 (1H),
7.51 (1H), 7.60 (2H), 8.00 (1H).

Example 148: (+/-)-N-(1,4-dioxan-2-ylmethyl)-2-({1-[4-(4-fluorphenoxy)benzoyl]azetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

E

&

(0]

O: C
N
o
/N\ P
H N
N ==,
o
O CH,

Analogously to Example 1, 18 mg of the title compduvas obtained from 43 mg of the
compound prepared in Example 141b and 26 mg offfu¢tophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.13-3.28 (4H), 3.38-3.66 (4H), 3&%77 (2H),
3.89 (1H), 4.07 (1H), 4.19 (1H), 4.37 (1H), 4.661}26.94 (2H), 7.08-7.18 (3H), 7.24 (2H),
7.38 (1H), 7.60 (2H), 8.17 (1H), 8.55 (1H).

Example 149: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-[Zeyclopropylmethoxy)ethyl]-
4-methyl-2H-indazole-5-carboxamide
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O,
-
/N\jj
‘ 9
O CH,

Analogously to Example 55, 72 mg of the title commpd was obtained from 127 mg of the
compound prepared in Example 149b and 65 mg olaralienzoyl! chloride.

'H-NMR (300 MHz, DMSO-d6) = 0.17 (2H), 0.45 (2H), 0.99 (1H), 2.51-2.54 (3B)20-3.28
(3H), 3.38 (2H), 3.51 (2H), 3.92 (1H), 4.11 (1H)2# (1H), 4.39 (1H), 4.69 (2H), 7.18 (1H),
7.40 (1H), 7.50 (2H), 7.62 (2H), 8.12 (1H), 8.5611

The starting material was prepared as follows:

Example 149a: Tert-butyl 3-[(5-{N-[2-(cyclopropylmethoxy)ethylfrbamoyl}-4-methyl-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate

Analogously to Example 1, 448 mg of the title commpd was obtained from 400 mg of the
compound prepared in Example 117c and 133 mg ofy@dpropylmethoxy)ethylamine
hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.33 (9H), 2(381), 3.09
(1H), 3.24 (2H), 3.36 (2H), 3.49 (2H), 3.69 (2H)8B (2H), 4.61 (2H), 7.15 (1H), 7.38 (1H),
8.08 (1H), 8.54 (1H).

Example  149b: 2-(azetidin-3-ylmethyl)-N-[2-(cyclopropylmethoxyyg/l]-4-methyl-2H-

indazole-5-carboxamide hydrochloride

)
CH
A jﬂ
H — N
%ON“YQL
O CH,

Analogously to Example 1a, from 448 mg of the coomubprepared in Example 149a, 390 mg

of the title compound was obtained, which was frrtieacted without purification.
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Example 150: N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluonphenoxy)benzoyl]azetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

F

&

(0]

O :
N <N
ﬁ\o/\/
O CH,

Analogously to Example 1, 48 mg of the title compduvas obtained from 102 mg of the
compound prepared in Example 149b and 63 mg offiks¢fophenoxy)benzoic acid.

'H-NMR (300 MHz, CDCI3)® = 0.20 (2H), 0.54 (2H), 1.05 (1H), 2.65 (3H), 3(2B1), 3.35-
3.45 (1H), 3.63-3.75 (4H), 3.99-4.50 (4H), 4.66 26122 (1H), 6.93 (2H), 6.97-7.11 (4H), 7.34
(1H), 7.51 (1H), 7.61 (2H), 8.00 (1H).

Example 151: N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[1-(#ethylbenzoyl)azetidin-3-
ylmethyl}-2H-indazole-5-carboxamide

Q
>—< )—CH3
/N\ ﬁ
H N
ﬁ\o/\/’\l <
(e} CH,

Analogously to Example 1, 55 mg of the title compduvas obtained from 127 mg of the
compound prepared in Example 149b and 46 mg of thyieenzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 0.17 (2H), 0.45 (2H), 0.99 (1H), 2.33 (3H), 2B3),
3.19-3.28 (3H), 3.38 (2H), 3.51 (2H), 3.90 (1HPH(1H), 4.20 (1H), 4.38 (1H), 4.69 (2H),
7.18 (1H), 7.24 (2H), 7.41 (1H), 7.50 (2H), 8.1H)18.57 (1H).

Example 152: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-4-mkyl-N-[2-(trifluoromethoxy)
ethyl]-2H-indazole-5-carboxamide

@]
e
N
r H )\N—P
F>|\O/\/N S
O CH,
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Analogously to Example 55, 122 mg of the title conmpd was obtained from 234 mg of the
compound prepared in Example 152b and 115 mg dierabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)3 = 2.52 (3H), 3.25 (1H), 3.54 (2H), 3.93 (1H), 4(1H),
4.17-4.25 (3H), 4.40 (1H), 4.70 (2H), 7.19 (IHAF (1H), 7.50 (2H), 7.61 (2H), 8.38 (1H),
8.58 (1H).

The starting material was prepared as follows:

Example 152a: Tert-butyl 3-[(4-methyl-5-{N-[2-(trifluoromethoxygthyl]lcarbamoyl}-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate

Analogously to Example 1, 272 mg of the title commpt was obtained from 250 mg of the
compound prepared in Example 117c and 120 mg ofrifRxgromethoxy)ethylamine

hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.50 (3H), 3.08 (1H), 3.51 (2H), 3(261), 3.86
(2H), 4.17 (2H), 4.61 (2H), 7.16 (1H), 7.41 (1H)36 (1H), 8.56 (1H).

Example 152b: 2-(azetidin-3-ylmethyl)-4-methyl-N-[2-(trifluorontieoxy)ethyl]-2H-indazole-5-

carboxamide hydrochloride

H
APN CH
E =N
F>|\ H N
F O/\/N
O CH,

Analogously to Example 1a, from 272 mg of the commqbprepared in Example 152a, 240 mg

of the title compound was obtained, which was frrtieacted without purification.

Example 153: N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyl)azdin-3-yllmethyl}-4-methyl-
2H-indazole-5-carboxamide
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Q
(o
N
N,
Haci3 H :\N—P
HC o T N
O CH,

Analogously to Example 55) 12 mg of the title compd was obtained from 160 mg of the
compound prepared in Example 153b) and 81 mg dfldrabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.14 (9H), 2.53 (3H), 3.19-3.34 (3H), 3.43 (2Bp2
(1H), 4.11 (1H), 4.21 (1H), 4.39 (1H), 4.69 (2H)18 (1H), 7.40 (1H), 7.50 (2H), 7.62 (2H),
8.05 (1H), 8.56 (1H).

The starting material was prepared as follows:

Example 153a: Tert-butyl 3-({5-[N-(2-tert-butoxyethyl)carbamoyf}-methyl-2H-indazol-2-yl}-

methyl)azetidin-1-carboxylate

Mo

0,
N
" N jA
H3c>t N N
H,C O/\/
o CH,

Analogously to Example 1, 284 mg of the title commpd was obtained from 250 mg of the

CH,
H,C CH;

compound prepared in Example 117c and 111 mg eftbutoxyethylamine hydrochloride.

'H-NMR (300 MHz, DMS0-d6)3 = 1.11 (9H), 1.32 (9H), 2.50 (3H), 3.08 (1H), 3(2H), 3.40
(2H), 3.69 (2H), 3.86 (2H), 4.60 (2H), 7.15 (1H)38 (1H), 8.04 (1H), 8.54 (1H).

Example 153b: 2-(azetidin-3-ylmethyl)-N-(2-tert-butoxyethyl)-4-nig/l-2H-indazol-5-carbox-
amide hydrochloride

H
N cm
H, =N
H30>]c\ N N
He” Yo
O CH,

Analogously to Example 1a, from 284 mg of the coomqbprepared in Example 153a, 240 mg

of the title compound was obtained, which was frrtleacted without purification.
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Example 154: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethylN-[2-(cyclobutyloxy)propyl]-
4-methyl-2H-indazole-5-carboxamide

O,
s
Hy /N\ ﬁ
Q\ H N
N. =
(@)
O CH,

Analogously to Example 55, 135 mg of the title conmpd was obtained from 222 mg of the
compound prepared in Example 154d and 109 mg dierabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6) = 1.05 (3H), 1.39 (1H), 1.55 (1H), 1.80 (2H), 2(H), 2.50
(3H), 3.08-3.23 (3H), 3.55 (1H), 3.89 (1H), 4.033}(1H), 4.19 (1H), 4.37 (1H), 4.67 (2H),
7.15 (1H), 7.38 (1H), 7.48 (2H), 7.59 (2H), 8.0H)18.53 (1H).

The starting material was prepared as follows:

Example 154a: (+/-)-2-(cyclobutyloxy)-propanamide

Pl
NH
O 2
(o]

To a suspension of 732 mg of sodium hydride in 15THiF, 2.0 g of cyclobutanol in 0.5 ml
THF were added dropwise and stirred for 30 minate25°C. The reaction mixture was then
cooled to 0°C and 2.11 g of (+/-) 2-bromopropananiid 0.5 ml tetrahydrofuran were added
dropwise and then stirred for 18 hours at 25°C. fEaetion mixture was poured onto ice-water
and extracted once with 75 ml dichloromethane. ditganic phase was washed with saturated
sodium chloride solution, dried over sodium sulphamd concentrated in vacuo after filtration.
The crude product thus obtained was purified byummol chromatography on silica gel with
hexane / 0-50% ethyl acetate. Yield: 0.79 g oftitfieecompound.

'H-NMR (300 MHz, DMSO-d6)3 = 1.14 (3H), 1.38 (1H), 1.56 (1H), 1.83 (2H), 2(@81), 3.62
(1H), 3.90 (1H), 7.07 (2H).

Example 154b: (+/-)-tert-butyl N-[2-(cyclobutyloxy)propyl]carbaate

E/H

\j\ N 0. CH.

o T Rew,
O CH,
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To a suspension of 6.9 g of lithium aluminium hgariin 250 ml THF, 6.5 g of the amide
prepared in Example 154a in 81 ml THF were cauljoadded dropwise at 0°C. The mixture
was then first stirred for 30 minutes at 0°C anedntlineated for 5 hours under reflux. After
cooling, the mixture was cautiously treated withg206f sodium sulphate decahydrate and 20 g
of potassium fluoride and solid matter removed iiyation shortly afterwards. The filtrate was
concentrated in vacuo. The residue thus obtainel ¢ was dissolved without further
purification in 174 ml dichloromethane and treateth 11.9 g of di-tert-butyl dicarbonate. After
16 hours’ stirring at 25°C, this was concentratestdcuo and the residue thus obtained purified

by two-fold column chromatography on silica geltwlitexane / 0-40% ethyl acetate.
Yield: 8.54 g of the title compound.

'H-NMR (300 MHz, DMSO-d6)3 = 0.94 (3H), 1.28-1.42 (10H), 1.53 (1H), 1.76 ()07
(2H), 2.76 (1H), 2.90 (1H), 3.34 (1H), 3.92 (LH)7B (1H).

Example 154c: (+/-)-tert-butyl 3-[(5-{N-[2-(cyclobutyloxy)propytarbamoyl}-4-methyl-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate

Analogously to Example 1a, from 200 mg of the commb prepared in Example 154b),
2-(cyclobutyloxy)propylamine was obtained as thedrbghloride, which without further
purification together with 250 mg of the compour@égared in Example 117c analogously to

Example 1, yielded 259 mg of the title compound.

'H-NMR (300 MHz, DMSO-d6)5 = 1.05 (3H), 1.32 (9H), 1.39 (1H), 1.55 (1H), 1(@61), 2.11
(2H), 2.50 (3H), 3.02-3.17 (2H), 3.22 (1H), 3.544[13.69 (2H), 3.86 (2H), 3.99 (1H), 4.61
(2H), 7.15 (1H), 7.39 (1H), 8.09 (1H), 8.55 (1H).

Example  154d: (+/-)-2-(azetidin-3-ylmethyl)-N-[2-(cyclobutyloxpyopyl]-4-methyl-2H-

indazole-5-carboxamide hydrochloride

H
N
CH
H, =N
)g\/H N
; l N SS
(®)
O CH,
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Analogously to Example 1a, from 259 mg of the commbprepared in Example 154c, 225 mg

of the title compound was obtained, which was frrtleacted without purification.

Example 155: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmeati-N-[2-(cyclobutyloxy)-
propyl]-4-methyl-2H-indazole-5-carboxamide

Q, O,
>—< :>—C| >—(: —Cl
N N
A TS o 0
o o
O CH,

O CH,

From 135 mg of the racemate prepared in Example 454ng of the title compound together
with 21 mg of the slower-eluting enantiomer (Exaendl56) were obtained by racemate

separation by means of preparative chiral HPLC (detA).
Analytical chiral HPLC: 10.05 min.

Example 156: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmeati-N-[2-(cyclobutyloxy)-
propyl]-4-methyl-2H-indazole-5-carboxamide

Q

N

g
CH,

Q
N
CH, =N F CH,
SYPes O
O/\/N o o N
O CH, o)

From 135 mg of the racemate prepared in Example 254ng of the title compound together
with 41 mg of the faster-eluting enantiomer (Exaend55) were obtained by racemate

separation by means of preparative chiral HPLC (detA).
Analytical chiral HPLC: 13.14 min.

Example 157:  N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluorbiphenyl-4-yl)carbonyl]
azetidin-3-yl}methyl)-4-methyl-2H-indazole-5-carbaide

F

OO~
N
/N\ }
N <M
ﬁ\o/\/
O CH,
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Analogously to Example 1, 54 mg of the title compoduvas obtained from 102 mg of the
compound prepared in Example 149b and 58 mg d@idfdbiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, CDCI3)3 = 0.20 (2H), 0.54 (2H), 1.05 (1H), 2.66 (3H), 3(221), 3.42
(1H), 3.61-3.73 (4H), 4.09 (1H), 4.28 (1H), 4.381[14.49 (1H), 4.69 (2H), 6.22 (1H), 7.10-
7.18 (2H), 7.26 (2H), 7.35 (1H), 7.50-7.59 (3H) T (2H), 8.01 (1H).

Example 158: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-gl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

B
e

/N\
H N
Hac\o/\/N =~
O CH,

Analogously to Example 1, 54 mg of the title compduvas obtained from 108 mg of the
compound prepared in Example 117e and 69 mg dfid‘ebiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.17-3.29 (4H), 3.36 (2H), 3.43 (2B)92
(1H), 4.11 (1H), 4.24 (1H), 4.42 (1H), 4.68 (2H)1F (1H), 7.29 (2H), 7.39 (1H), 7.63-7.78
(6H), 8.12 (1H), 8.56 (1H).

Example 159: 2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-yl}ntieyl)-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

F

&

(0]

) C
/N\ ﬁ
H N
ch\o/\/N S
0] CH,

Analogously to Example 1, 28 mg of the title compoduvas obtained from 108 mg of the
compound prepared in Example 117e and 74 mg offis¢dophenoxy)benzoic acid.

'H-NMR (300 MHz, CDCI3)®3 = 2.65 (3H), 3.31-3.46 (4H), 3.58 (2H), 3.67 (24106 (1H),
4.24 (1H), 4.40 (2H), 4.66 (2H), 6.15 (1H), 6.8aF(6H), 7.33 (1H), 7.51 (1H), 7.61 (2H),
8.00 (1H).

Example 160: 2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-3-yl}nieyl)-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide
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F

&

Q, :
O
N
F /’\k AP
S A g
N. =
F
O CH,

Analogously to Example 1, 47 mg of the title compoduvas obtained from 115 mg of the
compound prepared in Example 129b and 74 mg offiks¢fophenoxy)benzoic acid.

'H-NMR (300 MHz, CDCI3)3 = 2.65 (3H), 3.39 (1H), 3.97-4.52 (6H), 4.67 (2604 (1H),
6.89-7.12 (6H), 7.31 (1H), 7.53 (1H), 7.60 (2HPB(1H).

Example 161: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyllazetidin-gl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

OS . .
F =N ﬁ
SN "
N. S
F
O CH,

F

Analogously to Example 1, 28 mg of the title compduvas obtained from 115 mg of the
compound prepared in Example 129b and 69 mg duiérébiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 2.65 (3H), 3.42 (1H), 4.01-4.54 (6H), 4.69 (2B))2
(1H), 7.15 (2H), 7.32 (1H), 7.51-7.62 (5H), 7.684}28.04 (1H).

Example 162: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-miayl-N-[2-(2,2,2-trifluoro-

ethoxy)ethyl]-2H-indazole-5-carboxamide

Q,
O
/N\ ﬁ
H N
FYON“Y@;
P O CH,

Analogously to Example 55, 197 mg of the title cannpd was obtained from 252 mg of the
compound prepared in Example 162a and 108 mg bfatabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.22 (1H), 3.40 (2H), 3.69 (2H), 3(a6),
4.03-4.13 (3H), 4.19 (1H), 4.37 (1H), 4.67 (2HLF(1H), 7.38 (1H), 7.48 (2H), 7.59 (2H),
8.19 (1H), 8.55 (1H).
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The starting material was prepared as follows:

Example  162a: 2-(azetidin-3-ylmethyl)-4-methyl-N-[2-(2,2,2-tnfbroethoxy)ethyl]-2H-
indazole-5-carboxamide hydrochloride

H
N
s
F N </
FX\ON
F (¢} CH,

Analogously to Example 1a, from 583 mg of the commqubprepared in Example 162b, 505 mg

CIH

of the title compound was obtained, which was frrtieacted without purification.

Example 162b: Tert-butyl 3-[(4-methyl-5-{N-[2-(2,2,2-trifluoroétoxy)ethyl]carbamoyl}-2H-
indazol-2-yl)methyl]azetidin-1-carboxylate

H,G CH,

o>_ >LCH3

(o]
N
=N }
F /\/H\H/Q;/N
Y\O
i 0 CH,

Analogously to Example 1, 580 mg of the title commpd was obtained from 500 mg of the
compound prepared in Example 117c and 260 mg a2 2ZA-trifluoroethoxy)ethylamine
hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.50 (3H), 3.08 (1H), 3.40 (2H), 3BT6
(4H), 3.86 (2H), 4.07 (2H), 4.61 (2H), 7.15 (LH)39 (1H), 8.18 (1H), 8.55 (1H).

Example 163 4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-[({4-[4-(trifluoromethyl)
phenoxy]benzoyl}azetidin-3-yl)methyl]-2H-indazoleearboxamide

FF
; |

(0]

) :
N
/N\ P
F N </
FX\ON
F o CH,

Analogously to Example 1, 89 mg of the title compoduvas obtained from 252 mg of the
compound prepared in Example 162a and 175 mg df(tHfluoromethyl)phenoxy]benzoic
acid.
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'H-NMR (300 MHz, DMSO-d6)3 = 2.49 (3H), 3.23 (1H), 3.40 (2H), 3.69 (2H), 3.AMH),
4.01-4.14 (3H), 4.21 (1H), 4.40 (1H), 4.68 (2H)LT(2H), 7.15 (1H), 7.20 (2H), 7.39 (1H),
7.66 (2H), 7.75 (2H), 8.19 (1H), 8.56 (1H).

Example 164: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(tfluoromethyl)phenoxy]
benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carborale

FF

5

Q :
O
N
F /N\ }
F>]\/H N
N S
F
o] CH,

Analogously to Example 1, 64 mg of the title compoduvas obtained from 225 mg of the
compound prepared in Example 129b and 149 mg d&f-@rdfluoromethyl)phenoxylbenzoic
acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.50 (3H), 3.24 (1H), 3.91 (1H), 3.95-4.15 (342
(1H), 4.40 (1H), 4.69 (2H), 7.11 (2H), 7.15-7.2B]37.43 (1H), 7.66 (2H), 7.75 (2H), 8.60
(1H), 8.79 (1H).

Example 165: 2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-3-yl}rtieyl)-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

Cl

&

Q, :
O
F =N ﬁ
O CH,

Analogously to Example 1, 97 mg of the title compoduvas obtained from 225 mg of the
compound prepared in Example 129b and 131 mg dfehlorophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 2.50 (3H), 3.23 (1H), 3.90 (1H), 3.96-4.12 (340
(1H), 4.38 (1H), 4.68 (2H), 7.00 (2H), 7.09 (2H)18 (1H), 7.40-7.48 (3H), 7.62 (2H), 8.60
(1H), 8.79 (1H)
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Example 166: 2-({1-[4-(4-chlorophenoxy)benzoyl]azetidin-3-yl}rigyl)-N-(2-methoxyethyl)-
4-methyl-2H-indazole-5-carboxamide

Cl

&

(0]

) :
/N\ ﬂ
H N
H3C\O/\/N S
O CH,

Analogously to Example 1, 99 mg of the title compduvas obtained from 225 mg of the
compound prepared in Example 117e and 140 mg 4fahrophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.49 (3H), 3.16-3.27 (4H), 3.36 (2H), 3.42 (2B)89
(1H), 4.08 (1H), 4.19 (1H), 4.38 (1H), 4.67 (2H)G (2H), 7.09 (2H), 7.15 (1H), 7.38 (1H),
7.45 (2H), 7.62 (2H), 8.12 (1H), 8.55 (1H).

Example 167:  2-({1-[(5-fluoro-1-methyl-1H-indol-2-yl)carbonyllgetidin-3-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

fe) ~ : F
N
H
F g
SN "
N. =,
F
O CH,

Analogously to Example 1, 48 mg of the title compduvas obtained from 180 mg of the

0\2\

compound prepared in Example 129b and 82 mg obti&dt1-methyl-1H-indol-2-carboxylic
acid.

'H-NMR (300 MHz, CDCI3)3 = 2.66 (3H), 2.80 (3H), 3.36-3.51 (1H), 4.01 (34))4-4.63
(6H), 4.70 (2H), 6.03 (1H), 6.68 (1H), 7.08 (1H)22-7.36 (3H), 7.55 (1H), 8.05 (1H).

Example 168: 2-({1-[(5-methoxy-1-methyl-1H-indol-2-yl)carbonyketidin-3-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

H3
o i
>—@©f
NN
H.C
E =N P ¢
0 CH,
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Analogously to Example 1, 15 mg of the title compoduvas obtained from 180 mg of the
compound prepared in Example 129b and 87 mg of thawg-1-methyl-1H-indol-2-carboxylic

acid.

'H-NMR (300 MHz, CDCI3)® = 2.66 (3H), 3.43 (1H), 3.84 (3H), 4.00 (3H), 4439 (6H),
4.70 (2H), 6.02 (1H), 6.66 (1H), 7.02 (1H), 7.23&(3H), 7.56 (1H), 8.06 (1H).

Example 169: 2-({1-[(6-methoxy-1-methyl-1H-indol-2-yl)carbonyketidin-3-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

O,

I\

N }\‘ O/CH3
H.C
F /N\ } ®
SR N
N. =
F
O CH,

Analogously to Example 1, 57 mg of the title compoduvas obtained from 180 mg of the
compound prepared in Example 129b and 87 mg of tewg-1-methyl-1H-indol-2-carboxylic

acid.

'H-NMR (300 MHz, CDCI3)® = 2.66 (3H), 3.43 (1H), 3.89 (3H), 3.99 (3H), 4450 (6H),
4.70 (2H), 6.01 (1H), 6.69 (1H), 6.77 (1H), 6.8H17.32 (1H), 7.48 (1H), 7.56 (1H), 8.05
(1H).

Example 170: 2-({1-[(5-fluoro-1-methyl-1H-indol-2-yl)carbonyllgetidin-3-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
o) F
oVl
P
H N
ch\o/\/N\n/<‘:L/
O CH,

Analogously to Example 1, 95 mg of the title compoduvas obtained from 180 mg of the

[QNEREN

compound prepared in Example 117e and 87 mg of@idrdt1-methyl-1H-indol-2-carboxylic

acid.

'H-NMR (300 MHz, CDCI3)® = 2.65 (3H), 3.35-3.51 (4H), 3.58 (2H), 3.67 (24101 (3H),
4.02-4.62 (4H), 4.69 (2H), 6.15 (1H), 6.68 (IHNF(1H), 7.21-7.38 (3H), 7.53 (1H), 8.02
(1H).
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Example 171: 2-({1-[(5-chloro-1-methyl-1H-indol-2-yl)carbonyliztidin-3-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
o) Cl
MY
N jg H
H3C\O/\/N <,
O CH,

Analogously to Example 1, 90 mg of the title compduvas obtained from 180 mg of the

PN

3

compound prepared in Example 117e and 95 mg ofl&ati-methyl-1H-indol-2-carboxylic
acid.

'H-NMR (300 MHz, CDCI3)® = 2.66 (3H), 3.37-3.49 (4H), 3.58 (2H), 3.67 (24100 (3H),
4.08 (1H), 4.37 (2H), 4.56 (1H), 4.70 (2H), 6.15[16.66 (1H), 7.27-7.38 (3H), 7.53 (1H),
7.58 (1H), 8.02 (1H).

Example 172 N-(2-methoxyethyl)-2-({1-[(5-methoxy-1-methyl-1Hkdol-2-yl)carbonyl]
azetidin-3-yl}methyl)-4-methyl-2H-indazole-5-carkbamide

i

o
a0l
N
/
H.C

Q
/N\ ﬁ ¢
H N
HC N =
O CH,

Analogously to Example 1, 86 mg of the title compduvas obtained from 180 mg of the
compound prepared in Example 117e and 93 mg of tharg-1-methyl-1H-indol-2-carboxylic
acid.

'H-NMR (300 MHz, CDCI3)® = 2.65 (3H), 3.36-3.50 (4H), 3.58 (2H), 3.67 (2Bi84 (3H),
4.00 (3H), 4.07 (1H), 4.35 (2H), 4.55 (1H), 4.68{}26.15 (1H), 6.66 (1H), 6.97-7.06 (2H),
7.28 (1H), 7.34 (1H), 7.53 (1H), 8.02 (1H).

Example  173: N-(2-methoxyethyl)-2-({1-[(6-methoxy-1-methyl-1Hhdol-2-yl)carbonyl]
azetidin-3-yl}methyl)-4-methyl-2H-indazole-5-carkbamide
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Analogously to Example 1, 97 mg of the title compoduvas obtained from 180 mg of the
compound prepared in Example 117e and 93 mg of tharg-1-methyl-1H-indol-2-carboxylic
acid.

'H-NMR (300 MHz, CDCI3)® = 2.66 (3H), 3.37-3.47 (4H), 3.58 (2H), 3.67 (2BIB9 (3H),
3.99 (3H), 4.02-4.60 (4H), 4.69 (2H), 6.15 (IHEB(1H), 6.77 (1H), 6.81 (1H), 7.34 (1H),
7.48 (1H), 7.53 (1H), 8.02 (1H).

Example 174: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(triflucomethyl)pyridin-2-ylJoxy}
benzoyl)azetidin-3-yllmethyl}-2H-indazole-5-carborale

o} :
O
/N\ ﬁ
H N
HC N =
O CH,

Analogously to Example 1, 66 mg of the title compoduvas obtained from 135 mg of the
compound prepared in Example 117e and 96 mg ob4t{[fluoromethyl)pyridin-2-yljoxy}-
benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.50 (3H), 3.18-3.27 (4H), 3.36 (2H), 3.42 (2B)91
(1H), 4.10 (1H), 4.24 (1H), 4.42 (1H), 4.68 (2H)1F (1H), 7.24 (2H), 7.28 (1H), 7.39 (1H),
7.67 (2H), 8.12 (1H), 8.24 (1H), 8.56 (2H).

Example 175. N-(2-methoxyethyl)-2-{[1-(7-methoxy-2-naphthoylxidin-3-ylmethyl}-4-

methyl-2H-indazole-5-carboxamide

P =
=N —
" N O—CH,
HC N =
O CH,

Analogously to Example 1, 72 mg of the title compoduvas obtained from 135 mg of the

compound prepared in Example 117e and 69 mg oftierg-naphthalen-2-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 2.50 (3H), 3.21-3.28 (4H), 3.36 (2H), 3.42 (2B)85
(3H), 3.93-3.99 (1H), 4.14 (1H), 4.26 (1H), 4.4H[14.69 (2H), 7.15 (1H), 7.22 (1H), 7.38
(1H), 7.43 (1H), 7.50 (1H), 7.81-7.88 (2H), 8.051}18.12 (1H), 8.56 (1H).
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Example 176: N-(2-methoxyethyl)-2-{[1-(6-methoxy-2-naphthoylxtiin-3-ylmethyl}-4-
methyl-2H-indazole-5-carboxamide

o}
e
N ol
/N\ AP
H N
HC g N =
O CH,

Analogously to Example 1, 72 mg of the title compduvas obtained from 135 mg of the

compound prepared in Example 117e and 69 mg oftGergnaphthalen-2-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6) = 2.49 (3H), 3.21-3.28 (4H), 3.33-3.39 (2H), 3(2R)), 3.86
(3H), 3.91-3.98 (1H), 4.13 (1H), 4.27 (1H), 4.481[14.69 (2H), 7.15 (1H), 7.19 (1H), 7.34
(1H), 7.38 (1H), 7.63 (1H), 7.82 (1H), 7.92 (1H)8-8.14 (2H), 8.56 (1H).

Example 177: 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[5-(tifluoromethyl)pyridin-2-yl]
oxy}benzoyl)azetidin-3-ylJmethyl}-2H-indazole-5-daoxamide

0, :
O
N —
N
F /N\AP \ /
F H N
F N = F
FF
O CH,

Analogously to Example 1, 68 mg of the title compduvas obtained from 170 mg of the
compound prepared in Example 129b and 113 mg of54t{ifluoromethyl)pyridin-2-

ylJoxy}benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.35 (3H), 3.21 (1H), 3.89 (1H), 3.96-4.13 (34R1
(1H), 4.40 (1H), 4.68 (2H), 7.24 (2H), 7.28 (LH¥G (1H), 7.66 (2H), 7.72 (1H), 8.24 (1H),
8.48 (1H), 8.56 (1H), 8.89 (1H).

Example 178: 2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-N-(2Zrethoxyethyl)-6-methyl-2H-

indazole-5-carboxamide

HC N

0,
e
N
Y\CLF
H - N
(¢]



10

15

20

25

BHC133038-FC
150

Analogously to Example 55, 154 mg of the title cannpd was obtained from 210 mg of the
compound prepared in Example 178e and 119 mg bfetabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)3 = 2.34 (3H), 3.19 (1H), 3.24 (3H), 3.34 (2H), 3(@2), 3.87
(1H), 4.07 (1H), 4.16 (1H), 4.34 (1H), 4.65 (2H)3F (1H), 7.48 (2H), 7.59 (2H), 7.63 (1H),
8.21 (1H), 8.41 (1H).

The starting material was prepared as follows:

Example 178a: Tert-butyl 3-[(5-bromo-6-methyl-2H-indazol-2-yl)ithg/l]azetidin-1-

carboxylate

>\'_°>TCHS

O,
H,C CH
H,C /N\ ﬁ 3 3
N
S
Br

To a solution of 6.18 g of 5-bromo-6-methyl-1H-izdée and 15 g of tert-butyl-3-[(tosyl-
oxy)methyllazetidin-1-carboxylate in 200 ml DMF weadded 9.54 g of caesium carbonate and
10.8 g of tetrabutylammonium iodide at 25°C, and Was then heated under reflux for 1.5 hrs.
After cooling, the reaction mixture was treatedhwitl hexane / ether and water, the phases
separated and the aqueous phase extracted twit@%dtml portions of 1:1 hexane / ether. The
combined organic phases were washed with satusdddim chloride solution, dried over

sodium sulphate, and concentrated in vacuo aftetion.

The residue thus obtained was purified by twofadlimn chromatography on silica gel with

hexane / 0-20% ethyl acetate. 2.88 g of the til@mound was obtained.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.37 (3H), 3.05 (1H), 3.67 (2H), 3(@51), 4.59
(2H), 7.56 (1H), 7.97 (1H), 8.33 (1H).

Example 178b: Methyl 2-{[1-(tert-butoxycarbonyl)azetidin-3-yl]ntieyl}-6-methyl-2H-indazol-

5-carboxylate

To a solution of 730 mg of the bromide preparedExample 178a in 17.5 ml tetrahydrofuran

were added 0.23 ml of methanol, 145 mg of tran&betato)-bis[o-(di-o-tolylphosphino)-
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benzyl]dipalladium(ll), 877 mg of DBU and 760 mgrablybdenum hexacarbonyl This reaction
mixture was then heated in the microwave (120 w&bis20 minutes at 125°C. Seven further
preparations were performed in the same mannealdmebrked up together. For this, they were
concentrated in vacuo and the residue taken up aterwand ethyl acetate. After phase
separation, the aqueous phase was extracted ime with 75 ml portions of ethyl acetate and
the combined organic phases washed with saturatédm chloride solution, dried over sodium

sulphate and concentrated in vacuo after filtratibine residue thus obtained was purified by
twofold column chromatography on silica gel withxaee / 0-30% ethyl acetate. Yield: 4.0 g of

the title compound.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.52 (3H), 3.07 (1H), 3.69 (2H), 3(@61), 3.78
(3H), 4.62 (2H), 7.43 (1H), 8.33 (1H), 8.53 (1H).

Example 178c.  2-{[1-(tert-butoxycarbonyl)azetidin-3-yllmethyl}-ehethyl-2H-indazol-5-

carboxylic acid

Q

Yo
N >TCH3
H,C CH
H,C N AP 3 3

N

HO =
(¢]

Analogously to Example 1d, 3.2 g of the title compo was obtained from 4.0 g of the ester
prepared in Example 178b.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.53 (3H), 3.07 (1H), 3.69 (2H), 3(@61), 4.61
(2H), 7.39 (1H), 8.31 (1H), 8.50 (1H), 12.48 (1H).

Example 178d: Tert-butyl 3-({5-[N-(2-methoxyethyl)carbamoyl]-6-ethyl-2H-indazol-2-yl}-

methyl)azetidin-1-carboxylate

Q
Yo
N >TCH3
H,C N, } H,C CH,
H N
Hac\o AN S
0]

Analogously to Example 1, 603 mg of the title connpo was obtained from 500 mg of the acid
prepared in Example 178c and 109 mg of 2-methoxylathine.

'H-NMR (300 MHz, DMSO-d6):5 = 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.25 (3H), 3325
(4H), 3.67 (2H), 3.84 (2H), 4.59 (2H), 7.35 (LH)6Z (1H), 8.21 (1H), 8.41 (1H).



10

15

BHC133038-FC
152

Example 178e: 2-(azetidin-3-ylmethyl)-N-(2-methoxyethyl)-6-meti8H-indazol-5-carbox-

amide hydrochloride

H
N
H,C N }
H N
HC N =
0

Analogously to Example 1a, from 250 mg of the anpdepared in Example 178d, 275 mg of

CH

the title compound was obtained, which was reagfigfibut further purification.

Example 179: 2-{[1-(3,5-Difluorobenzoyl)azetidin-3-yllmethyl}-N2-methoxyethyl)-6-methyl-

2H-indazole-5-carboxamide

F

O,

N
H N
ch\o/\/N S
(o)

Analogously to Example 55, 51 mg of the title compad was obtained from 77 mg of the
compound prepared in Example 178e and 44 mg odiliferobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.33 (3H), 3.18 (1H), 3.24 (3H), 3.34 (2H), 3(@21), 3.87
(1H), 4.03-4.11 (1H), 4.20 (1H), 4.38 (1H), 4.65HJ27.20-7.28 (2H), 7.34 (1H), 7.36-7.45
(2H), 7.64 (1H), 8.22 (1H), 8.42 (1H).

Example 180: N-(2-methoxyethyl)-6-methyl-2-[(1-{4-[(trifluorontayl)sulphanyl]benzoyl}

azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

FF

-

S

O :
N
H,C N P
H3C\O/\/N =,
(@]
Analogously to Example 55, 30 mg of the title compad was obtained from 43 mg of the
compound prepared in Example 178e and 34 mg oftrifltjoromethyl)sulphanyl]lbenzoyl

chloride.
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'H-NMR (300 MHz, DMSO-d6)3 = 2.34 (3H), 3.20 (1H), 3.24 (3H), 3.34 (2H), 3(@2), 3.89
(1H), 4.09 (1H), 4.17 (1H), 4.36 (1H), 4.65 (2H)3Z (1H), 7.63 (1H), 7.69 (2H), 7.76 (2H),
8.21 (1H), 8.41 (1H).

Example 181: N-(2-methoxyethyl)-6-methyl-2-({1-[4-(trifluorombbxy)benzoyllazetidin-3-

yl}methyl)-2H-indazole-5-carboxamide
e
O
N
H3C N }
H N
HiC N
o

Analogously to Example 55, 221 mg of the title canmpd was obtained from 294 mg of the
compound prepared in Example 178e and 214 mg wifdigromethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.20 (1H), 3.25 (3H), 3.34 (2H), 3(221), 3.89
(1H), 4.08 (1H), 4.18 (1H), 4.36 (1H), 4.65 (2H)35 (1H), 7.40 (2H), 7.64 (1H), 7.70 (2H),
8.21 (1H), 8.42 (1H).

Example 182: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyllazetidi 3-yl}methyl)-N-(2-methoxy-
ethyl)-6-methyl-2H-indazole-5-carboxamide

F

Q >: FF

N F

Mo, j)
H N
H3C\O/\/N S
(¢}

Analogously to Example 55, 11 mg of the title commpad was obtained from 43 mg of the
compound prepared in Example 178e and 32 mg ofuddt4-(trifluoromethyl)benzoyl
chloride.

'H-NMR (300 MHz, DMSO-d6)3 = 2.33 (3H), 3.20 (1H), 3.24 (3H), 3.35 (2H), 3.@H),
3.86- 3.95 (2H), 4.02-4.16 (2H), 4.65 (2H), 7.3#)17.61-7.69 (3H), 7.79 (1H), 8.21 (1H),
8.41 (1H).

Example 183: 2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylimeghi-N-(2-methoxyethyl)-6-

methyl-2H-indazole-5-carboxamide
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E

Q,
Cl

N
H N
HCs g~ AN =
(e}

Analogously to Example 55, from 70 mg of the commbprepared in Example 178e and 44 mg
of 4-chloro-2-fluorobenzoyl chloride, a materiallstontaminated after HPLC purification was

obtained, which was further purified by additiopaéparative thick layer chromatography with
ethyl acetate / methanol in the ratio 9:1 as mobpiase. This yielded 12 mg of the title

compound.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.19 (1H), 3.25 (3H), 3.34 (2H), 3(@3),
3.84-3.93 (2H), 4.02-4.10 (2H), 4.64 (2H), 7.3267(3H), 7.46 (1H), 7.53 (1H), 7.63 (1H), 8.22
(1H), 8.41 (1H).

Example 184: 2-({1-[3-fluoro-4-(trifluoromethyl)benzoyllazetidi3-yl}methyl)-N-(2-methoxy-

ethyl)-6-methyl-2H-indazole-5-carboxamide

=

Q, F

F

N F

H N
HCs g~ N =
(e}

Analogously to Example 55, 32 mg of the title compad was obtained from 70 mg of the
compound prepared in Example 178e and 52 mg ofu@dt4-(trifluoromethyl)benzoyl
chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.20 (1H), 3.24 (3H), 3.30-3.38 (2B}2
(2H), 3.90 (1H), 4.10 (1H), 4.19 (1H), 4.38 (LH)6@ (2H), 7.34 (1H), 7.57 (1H), 7.60-7.67
(2H), 7.85 (1H), 8.21 (1H), 8.41 (1H).

Example 185: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-N-(2-methoxy-

ethyl)-6-methyl-2H-indazole-5-carboxamide

F F
F

Q,
Cl

N
H N
HCS g~ N =
(e}
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Analogously to Example 55, 30 mg of the title commpd was obtained from 70 mg of the
compound prepared in Example 178e and 55 mg oflat@B-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.19 (1H), 3.24 (3H), 3.34 (2H), 3(@3), 3.89
(1H), 4.10 (1H), 4.20 (1H), 4.35-4.43 (1H), 4.65]27.33 (1H), 7.64 (1H), 7.78 (1H), 7.85
(1H), 7.93 (1H), 8.21 (1H), 8.40 (1H).

Example 186: N-(2-methoxyethyl)-6-methyl-2-({1-[4-(trifluorombyl)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide
Q, : F
F
N F
H,C N }
H - \N
HC g~ N =
[¢]

Analogously to Example 55, 31 mg of the title commpd was obtained from 70 mg of the
compound prepared in Example 178e and 47 mg affdigromethyl)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6) = 2.34 (3H), 3.20 (1H), 3.24 (3H), 3.35 (2H), 3(&&), 3.90
(1H), 4.06-4.21 (2H), 4.35 (1H), 4.66 (2H), 7.34}17.63 (1H), 7.73-7.82 (4H), 8.21 (1H),
8.41 (1H).

Example 187: 6-methyl-2-({1-[4-(pentafluord.>-sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-
{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-garboxamide

Analogously to Example 1, 35 mg of the title compoduvas obtained from 170 mg of the
compound prepared in Example 187b and 103 mg pédtéfluorox®-sulphanyl)benzoic acid.

H-NMR (300 MHz, DMSO-d6)5 = 2.36 (3H), 3.12-3.23 (3H), 3.49 (2H), 3.91 (14)06-4.21
(2H), 4.36 (1H), 4.66 (2H), 7.36 (1H), 7.69 (LH)76 (2H), 7.95 (2H), 8.44 (1H), 8.46 (1H).

The starting material was prepared as follows:

Example 187a: Tert-butyl 3-{[6-methyl-5-(N-{2-[(trifluoromethyl¥ulphanyl]ethyl}carbamoyl)-
2H-indazol-2-yllmethyl}azetidin-1-carboxylate
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H,C. N H,C CH,

F
F H N
F>l\s/\/N =

(o]

Analogously to Example 1, 998 mg of the title conmp was obtained from 800 mg of the acid
prepared in Example 178c and 336 mg of 2-[(trifroethyl)sulphanyl]ethylamine.

'H-NMR (300 MHz, DMSO-d6):3 = 1.32 (9H), 2.36 (3H), 3.06 (1H), 3.13-3.21 (213)49
(2H), 3.67 (2H), 3.84 (2H), 4.59 (2H), 7.37 (LH)7G (1H), 8.44 (1H), 8.47 (1H).

Example 187b: 2-(azetidin-3-ylmethyl)-6-methyl-N-{2-[(trifluoromthyl)sulphanyl]ethyl}-2H-

indazole-5-carboxamide hydrochloride

H CH
N
F HC )\I\ AP
::>|\S/\/H\HJCL/N
[e]
Analogously to Example 1a), from 395 mg of the amidepared in Example 187a), 402 mg of

the title compound was obtained, which was reagfigfibut further purification.

Example 188: 6-methyl-2-({1-[4-(pentafluord.>-sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 25 mg of the title compoduvas obtained from 136 mg of the
compound prepared in Example 188b and 93 mg o&at§iluoroi’-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.20 (1H), 3.91 (1H), 3.95-4.21 (4K)36
(1H), 4.67 (2H), 7.38 (1H), 7.71 (1H), 7.76 (2H)9F (2H), 8.45 (1H), 8.86 (1H).

The starting material was prepared as follows:

Example 188a: Tert-butyl 3-({6-methyl-5-[N-(2,2,2-trifluoroethjtarbamoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate
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Analogously to Example 1, 550 mg of the title conmpd was obtained from 560 mg of the acid
prepared in Example 178c and 160 mg of 2,2,2-tifethylamine.

'H-NMR (300 MHz, DMSO-d6)®3 = 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.67 (2H), 3.@H),
3.93-4.10 (2H), 4.60 (2H), 7.40 (1H), 7.71 (1HAB(1H), 8.88 (1H).

Example 188b:  2-(azetidin-3-ylmethyl)-6-methyl-N-(2,2,2-trifluoethyl)-2H-indazole-5-

carboxamide hydrochloride

H CH
N
F H,C /N\ P
S
[e]
Analogously to Example 1a, from 550 mg of the anpdepared in Example 188a, 530 mg of

the title compound was obtained, which was reagfigfibut further purification.

Example 189: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethyl}-6-miayl-N-{2-[(trifluoromethyl)

sulphanyl]ethyl}-2H-indazole-5-carboxamide

O,
O
N
i F HHgC /N\NAP
F>l\ S/\/N =
O

Analogously to Example 55, 45 mg of the title commpd was obtained from 170 mg of the
compound prepared in Example 187b and 80 mg ofaraienzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.39 (3H), 3.17-3.27 (3H), 3.52 (2H), 3.90 (1410
(1H), 4.19 (1H), 4.37 (1H), 4.68 (2H), 7.39 (1H)50 (2H), 7.61 (2H), 7.72 (1H), 8.47 (1H),
8.49 (1H).

Example 190: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-6-miyl-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide
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(o]
e
N
F HC =N }
S O
(e}
Analogously to Example 55, 60 mg of the title commpd was obtained from 136 mg of the

compound prepared in Example 188b and 72 mg ofaraienzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.20 (1H), 3.87 (1H), 3.94-4.11 (3416
(1H), 4.35 (1H), 4.66 (2H), 7.39 (1H), 7.48 (2H)59 (2H), 7.71 (1H), 8.46 (1H), 8.89 (1H).

Example 191 (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethy§-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-caxbmide

Q,
(O
N
H N
N. =
(@)
(0]

Analogously to Example 55, 49 mg of the title commpd was obtained from 120 mg of the
compound prepared in Example 191b and 61 mg ofaraienzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.08-1.23 (1H), 1.36-1.49 (3H), 1.62 (1H), 1780 (1H),
2.34 (3H), 3.10-3.43 (5H), 3.80-3.92 (2H), 4.07 J1#16 (1H), 4.34 (1H), 4.65 (2H), 7.34
(1H), 7.47 (2H), 7.59 (2H), 7.63 (1H), 8.16 (LHY® (1H).

The starting material was prepared as follows:
Example 191a: (+/-)-tert-butyl 3-({6-methyl-5-[N-(3,4,5,6-tetrgdro-2H-pyran-2-ylmethyl)-

carbamoyl]-2H-indazol-2-yl}methyl)azetidin-1-carbgdate

>_°>vCHS

Q
H,C CH
QVHSC 2 ﬁ o
H N
N S
(0]
o

Analogously to Example 1, 140 mg of the title conmp was obtained from 300 mg of the acid
prepared in Example 178c and 105 mg of 3,4,5,&ltgtiro-2H-pyran-2-ylmethylamine.
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'H-NMR (300 MHz, DMSO-d6)3 = 1.07-1.24 (1H), 1.27-1.49 (12H), 1.62 (1H), 1(A64),
2.33 (3H), 3.06 (1H), 3.20 (2H), 3.29-3.45 (2H)6B.(2H), 3.78-3.90 (3H), 4.59 (2H), 7.35
(1H), 7.63 (1H), 8.16 (1H), 8.40 (1H).

Example 191b:  (+/-)-2-(azetidin-3-ylmethyl)-6-methyl-N-(3,4,51&trahydro-2H-pyran-2-
ylmethyl)-2H-indazole-5-carboxamide hydrochloride

H CH
N
H ~ N
o N
(o]

Analogously to Example 1a, from 140 mg of the anpdepared in Example 191a, 132 mg of

the title compound was obtained, which was reagitfibut further purification.

Example 192: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethylN-(2-methoxypropyl)-6-
methyl-2H-indazole-5-carboxamide

Q,
O
N
H, H;:CEN}
e ot T I
o
(o]

Analogously to Example 55, 89 mg of the title commpd was obtained from 151 mg of the
compound prepared in Example 192b and 82 mg ofaraienzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.08 (3H), 2.34 (3H), 3.13-3.32 (6H), 3.43 (1B)87
(1H), 4.07 (1H), 4.16 (1H), 4.34 (1H), 4.65 (2H)3F (1H), 7.48 (2H), 7.59 (2H), 7.63 (1H),
8.18 (1H), 8.41 (1H).

The starting material was prepared as follows:

Example 192a: (+/-)-tert-butyl 3-({5-[N-(2-methoxypropyl)carbamt}-6-methyl-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate

o)
-
N >TC H,

H,C CH,

H,C.
Hy 3 = N\
H N
H3C\O N =
(e}
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Analogously to Example 1, 358 mg of the title comnpd was obtained from 300 mg of the acid
prepared in Example 178c and 77 mg of 2-methoxygmdlzamine.

'H-NMR (300 MHz, DMS0-d6):5 = 1.08 (3H), 1.32 (9H), 2.34 (3H), 3.06 (1H), 3331
(5H), 3.43 (1H), 3.67 (2H), 3.84 (2H), 4.59 (2H)35 (1H), 7.64 (1H), 8.18 (1H), 8.40 (1H).

Example 192b: (+/-)-2-(azetidin-3-ylmethyl)-N-(2-methoxypropy®-methyl-2H-indazole-5-
carboxamide hydrochloride

y CH

N
H
H, 3 /N\ }
H N
H3C\O N =
(e}

Analogously to Example 1a), from 358 mg of the andepared in Example 192a), 319 mg of

the title compound was obtained, which was reawitfibut further purification.

Example 193: (+/-)-N-(2-methoxypropyl)-6-methyl-2-({1-[4-(triloromethoxy)benzoyl]-

azetidin-3-yl}methyl)-2H-indazole-5-carboxamide

F F

Y

Q :
O
N
/%/HHSC /MN—P
HiCg N =~
o

Analogously to Example 55, 87 mg of the title commpd was obtained from 151 mg of the
compound prepared in Example 192b and 106 mg tffit¢romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6) = 1.08 (3H), 2.34 (3H), 3.13-3.31 (6H), 3.43 (1B88
(1H), 4.08 (1H), 4.17 (1H), 4.36 (1H), 4.65 (2H)35 (1H), 7.40 (2H), 7.64 (1H), 7.70 (2H),
8.18 (1H), 8.41 (1H).

Example  194: 6-methyl-2-({1-[4-(trifluoromethoxy)benzoyllazetiwt3-yl}methyl)-N-{2-
[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-choxamide

F F

>L

E
(0]

F
::>l\s/\/ N

O
N
SN
(0]
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Analogously to Example 55, 87 mg of the title commpd was obtained from 173 mg of the
compound prepared in Example 187b and 105 mg tiffis¢romethoxy)benzoyl chloride.

H-NMR (300 MHz, DMSO-d6)5 = 2.36 (3H), 3.11-3.24 (3H), 3.49 (2H), 3.89 (1409
(1H), 4.17 (1H), 4.36 (1H), 4.66 (2H), 7.36 (LH}T (2H), 7.66-7.74 (3H), 8.44 (1H), 8.46
(1H).

Example 195: 6-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(trifleromethoxy)benzoyl]lazetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

FF

s

O, :
O
N
TN jA
SN "
N. =
F
(o]

Analogously to Example 55, 70 mg of the title commpt was obtained from 170 mg of the
compound prepared in Example 188b and 116 mg tiffisgromethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMS0-d6)3 = 2.35 (3H), 3.21 (1H), 3.89 (1H), 3.95-4.13 (3418
(1H), 4.36 (1H), 4.67 (2H), 7.40 (3H), 7.66-7.751}38.45 (1H), 8.86 (1H).

Example  196: 6-methyl-2-({1-[4-(trifluoromethoxy)benzoyllazetit3-yl}methyl)-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

FF

Yr

(0]

F
E>l\o/\/ N

) :
N
H,C )\l\ }
- N
o)

Analogously to Example 55, 22 mg of the title commpd was obtained from 179 mg of the
compound prepared in Example 196b and 113 mg tffts¢romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.20 (1H), 3.50 (2H), 3.89 (1H), 4(a8),
4.14-4.21 (3H), 4.36 (1H), 4.66 (2H), 7.36 (LHAT (2H), 7.66 (1H), 7.70 (2H), 8.44 (1H),
8.46 (1H).

The starting material was prepared as follows:

Example 196a: Tert-butyl 3-[(6-methyl-5-{N-[2-(trifluoromethoxygthyllcarbamoyl}-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate
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Q
CH,
H,C CH,

O,
N
H,C
E 3 Y 3 /N\NAP
>k AN =
F (@)
[e]

Analogously to Example 1, 417 mg of the title commp was obtained from 300 mg of the acid
prepared in Example 178c and 144 mg of 2-(triflmeethoxy)ethylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.50 (2H), 3(@81), 3.84
(2H), 4.16 (2H), 4.59 (2H), 7.37 (1H), 7.66 (LH)18 (1H), 8.46 (1H).

Example 196b: 2-(azetidin-3-ylmethyl)-6-methyl-N-[2-(trifluorontieoxy)ethyl]-2H-indazole-5-

carboxamide hydrochloride

H CH
N
F HC )\I\ AP
;xONnWJCQ
[e]
Analogously to Example 1a, from 417 mg of the anpdepared in Example 196a, 369 mg of

the title compound was obtained, which was reasfifibut further purification.

Example 197: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-6-mkyl-N-[2-(trifluoromethoxy)

ethyl]-2H-indazole-5-carboxamide

O,
O
i F HHgC /N\Nﬁ
>l\ AN =
F (0]
(¢]

Analogously to Example 55, 41 mg of the title commpt was obtained from 179 mg of the
compound prepared in Example 196b and 88 mg ofaraienzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.19 (1H), 3.50 (2H), 3.87 (1H), 4(QH),
4.13-4.21 (3H), 4.34 (1H), 4.65 (2H), 7.36 (IHA&(2H), 7.59 (2H), 7.66 (1H), 8.44 (1H),
8.46 (1H).

Example 198: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-[Zeyclopropylmethoxy)ethyl]-

6-methyl-2H-indazole-5-carboxamide
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v

O,
s
H N
(o]

Analogously to Example 55, 107 mg of the title cannpd was obtained from 214 mg of the
compound prepared in Example 198b and 109 mg éifarabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 0.14 (2H), 0.42 (2H), 0.97 (1H), 2.34 (3H), 3326
(3H), 3.34 (2H), 3.47 (2H), 3.87 (1H), 4.07 (1H)1& (1H), 4.34 (1H), 4.65 (2H), 7.35 (1H),
7.48 (2H), 7.59 (2H), 7.63 (1H), 8.21 (1H), 8.42i)1

The starting material was prepared as follows:

Example 198a: Tert-butyl 3-[(5-{N-[2-(cyclopropylmethoxy)ethylprbamoyl}-6-methyl-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate

Q,
3
N >TCH3
H,C CH
H,C
R s Vs
H \N
ﬁ\o/\/N
o

Analogously to Example 1, 247 mg of the title conmp was obtained from 245 mg of the acid
prepared in Example 178c and 82 mg of 2-(cycloprapthoxy)ethylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 0.14 (2H), 0.43 (2H), 0.97 (1H), 1.32 (9H), 2(351), 3.06
(1H), 3.23 (2H), 3.34 (2H), 3.48 (2H), 3.67 (2H)83 (2H), 4.59 (2H), 7.35 (1H), 7.64 (1H),
8.18 (1H), 8.41 (1H).

Example  198b: 2-(azetidin-3-ylmethyl)-N-[2-(cyclopropylmethoxy)g/1]-6-methyl-2H-

indazole-5-carboxamide hydrochloride

H
N CIH

H,C _—N AP
5 Y
ﬁ\o/\/

(0]

Analogously to Example 1a, from 247 mg of the anpdepared in Example 198a, 214 mg of

the title compound was obtained, which was reasfifibut further purification.
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Example  199: 2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-yl}nieyl)-6-methyl-N-{2-
[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-choxamide

E

&

Q :
O
i F Hch /N\Nﬂ
F>|\ S/\/N =
o

Analogously to Example 1, 56 mg of the title compduvas obtained from 173 mg of the
compound prepared in Example 187b and 98 mg offik+¢fophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.38 (3H), 3.16-3.27 (3H), 3.52 (2H), 3.90 (14))8
(1H), 4.19 (1H), 4.38 (1H), 4.68 (2H), 6.97 (2H)L& (2H), 7.27 (2H), 7.39 (1H), 7.62 (2H),
7.72 (1H), 8.47 (1H), 8.49 (1H).

Example 200:  2-{[1-(4-cyclopropylbenzoyl)azetidin-3-ylJmethylN-(2-methoxyethyl)-6-
methyl-2H-indazole-5-carboxamide

) C
H N
H,C O/\/N S
(¢]

Analogously to Example 1, 86 mg of the title compduvas obtained from 168 mg of the
compound prepared in Example 178e and 80 mg otbgsopylbenzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 0.71 (2H), 0.99 (2H), 1.95 (1H), 2.37 (3H), 3(2H), 3.27
(3H), 3.37 (2H), 3.45 (2H), 3.88 (1H), 4.07 (LH)LA (1H), 4.35 (1H), 4.67 (2H), 7.12 (2H),
7.38 (1H), 7.47 (2H), 7.66 (1H), 8.22 (1H), 8.44)1

Example 201: 6-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(tfluoromethyl)phenoxy]
benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carborale
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Analogously to Example 1, 71 mg of the title compoduvas obtained from 180 mg of the
compound prepared in Example 188b and 95 mg of(@iffuoromethyl)phenoxy]benzoic acid.

'H-NMR (300 MHz, DMSO-d6) = 2.34 (3H), 3.21 (1H), 3.88 (1H), 3.95-4.13 (3419
(1H), 4.37 (1H), 4.67 (2H), 7.11 (2H), 7.19 (2H)39 (1H), 7.65 (2H), 7.69-7.79 (3H), 8.47
(1H), 8.88 (1H).

Example 202: N-(2-methoxyethyl)-6-methyl-2-[(1-{4-[4-(trifluonmethyl)phenoxy]benzoyl}-

azetidin-3-yl)methyl]-2H-indazole-5-carboxamide
F F
C; |

(0]

H
H,Co N.
3 O/\/

O
N
N
=
(¢]

Analogously to Example 1, 108 mg of the title commpd was obtained from 180 mg of the
compound prepared in Example 178e and 102 mg df(&%ifluoromethyl)phenoxylbenzoic
acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.14-3.26 (4H), 3.34 (2H), 3.42 (2B)B8
(1H), 4.07 (1H), 4.19 (1H), 4.37 (1H), 4.66 (2H)LT (2H), 7.19 (2H), 7.35 (1H), 7.61-7.68
(3H), 7.75 (2H), 8.21 (1H), 8.42 (1H).

Example 203:  2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-$l}methyl)-6-methyl-N-

(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
Q,
OO
N
F HC =N P
(o]
Analogously to Example 1, 104 mg of the title commpd was obtained from 180 mg of the

compound prepared in Example 188b and 73 mg dtiérébiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.22 (1H), 3.90 (1H), 3.95-4.14 (34R1
(1H), 4.40 (1H), 4.68 (2H), 7.28 (2H), 7.40 (1H)G-7.77 (7H), 8.48 (1H), 8.89 (1H).
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Example 204: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-gl}methyl)-N-(2-methoxy-

ethyl)-6-methyl-2H-indazole-5-carboxamide

Q
OO
N
c
\Hﬁ’t}
N
=
0

Hy
H
H3C\O/\/N

Analogously to Example 1, 73 mg of the title compoduvas obtained from 180 mg of the
compound prepared in Example 178e and 78 mg dtidiébiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 2.34 (3H), 3.14-3.26 (4H), 3.34 (2H), 3.41 (2B)B9
(1H), 4.09 (1H), 4.21 (1H), 4.39 (1H), 4.66 (2H)28 (2H), 7.35 (1H), 7.61-7.77 (7H), 8.21
(1H), 8.43 (1H).

Example 205: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2Znethoxyethyl)-6-methyl-
2H-indazole-5-carboxamide

Q
O
N
—
[e]

H
HC g~

Analogously to Example 55, from 85 mg of the commbprepared in Example 205¢ and 45 mg
of 4-chlorobenzoyl chloride, a material still camiaated after column chromatography was
obtained which was further purified by additionaéjparative thick layer chromatography with
dichloromethane / methanol in the ratio 95:5 as ilaophase. Yield: 48 mg of the title

compound.

'H-NMR (300 MHz, DMSO-d6)5 = 1.09-1.53 (4H), 2.24 (1H), 2.34 (3H), 2.71 (1R)P7
(1H), 3.24 (3H), 3.34 (2H), 3.38-3.54 (3H), 7.3B7(3H), 7.46 (2H), 7.63 (1H), 8.21 (1H),
8.33 (H).

The starting material was prepared as follows:

Example 205a:  Tert-butyl  4-[(5-bromo-6-methyl-2H-indazol-2-y)rigyl]piperidin-1-

carboxylate
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oo
H,C CH,
H,C /N\
N

Br

Analogously to Example 1c, 2.99 g of the title campd was obtained from 5.7 g of 5-bromo-6-

methyl-1H-indazole and 15.0 g of tert-butyl-4-[§lis<y)methyl]piperidin-1-carboxylate.

'H-NMR (300 MHz, CDCI3):3 = 1.14-1.30 (2H), 1.44 (9H), 1.53 (2H), 2.24 (18)50 (3H),
2.66 (2H), 4.11 (2H), 4.23 (2H), 7.55 (1H), 7.7H)17.87 (1H).

Example 205b: Tert-butyl 4-({5-[N-(2-methoxyethyl)carbamoyl]-6-ethyl-2H-indazol-2-yl}-

methyl)piperidin-1-carboxylate

>_°>TCH3

Q
HC CH,
H3C /N\
H N
HC g~ N =
0

Analogously to Example 1b, 3.56 g of the title caupd was obtained from 600 mg of the
bromide prepared in Example 205a and 331 mg of txomgethylamine after four runs and

twofold purification by chromatography.

'H-NMR (300 MHz, DMSO-d6):3 = 0.96-1.15 (2H), 1.29-1.42 (10H), 2.03-2.18 (1B1)34
(3H), 2.51-2.73 (3H), 3.25 (3H), 3.31-3.45 (4H)8&.(2H), 4.26 (2H), 7.35 (1H), 7.63 (1H),
8.21 (1H), 8.32 (1H).

Example 205c: N-(2-methoxyethyl)-6-methyl-2-(4-piperidylmethy@H-indazole-5-
carboxamide hydrochloride

H
CIH
H,C /’\k
H N
ch\o/\/N =
o]

Analogously to Example 1a, from 100 mg of the anpokepared in Example 205b, 85 mg of the

titte compound was obtained, which was reactedaowittfurther purification.

Example 206: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperid-4-yl}methyl)-N-(2-
methoxy-ethyl)-6-methyl-2H-indazole-5-carboxamide



10

15

20

BHC133038-FC
168

E
o] F
E
E
H,C /’\k
H N
H3C\O AN S
o]

Analogously to Example 55, from 85 mg of the commbprepared in Example 205¢ and 58 mg
of 2-fluoro-4-(trifluoromethyl)benzoyl chloride, aaterial still contaminated after column
chromatography was obtained which was further @aiby additional preparative thick layer
chromatography with dichloromethane / methanolha tatio 95:5 as mobile phase. Yield:

40 mg of the title compound.

'H-NMR (300 MHz, DMSO-d6)5 = 1.03-1.28 (2H), 1.37 (1H), 1.53 (1H), 2.23 (1R)34
(3H), 2.77 (1H), 3.00 (1H), 3.26-3.49 (11H), 4.204], 4.44 (1H), 7.35 (1H), 7.54-7.67 (3H),
7.78 (1H), 8.21 (1H), 8.34 (1H).

Example 207: 2-{[1-(4-chloro-2-fluorobenzoyl)piperidin-4-ylimbyl}-N-(2-methoxyethyl)-6-
methyl-2H-indazole-5-carboxamide
F

Q,
-
— N
o

H
HC N

Analogously to Example 55, 68 mg of the title commpd was obtained from 85 mg of the

compound prepared in Example 205c¢ and 49 mg oferat2-fluorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.04-1.25 (2H), 1.37 (1H), 1.51 (1H), 2.23 (1R)34
(3H), 2.73 (1H), 2.98 (1H), 3.21-3.48 (3H), 3.38B(3H), 3.42 (2H), 4.29 (2H), 4.42 (1H),
7.29-7.42 (3H), 7.51 (1H), 7.63 (1H), 8.21 (IHBB(1H).

Example 208: 2-({1-[3-fluoro-4-(trifluoromethyl)benzoyl]piperid-4-yl}methyl)-N-(2-

methoxyethyl)-6-methyl-2H-indazole-5-carboxamide

E

Q, F
F

E

H,C.

3 /N\
H N
HCS O/\/ N. =
(e}
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Analogously to Example 55, 70 mg of the title commpd was obtained from 85 mg of the
compound prepared in Example 205c and 58 mg ofu@dét4-(trifluoromethyl)benzoyl
chloride.

'H-NMR (300 MHz, DMSO0-d6)3 = 1.13-1.27 (2H), 1.35 (1H), 1.51 (1H), 2.23 (1R)34
(3H), 2.74 (1H), 2.98 (1H), 3.22-3.45 (8H), 4.284]24.40 (1H), 7.32-7.38 (2H), 7.52 (1H),
7.63 (1H), 7.82 (1H), 8.21 (1H), 8.33 (1H).

Example 200: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]piperid-4-yl}methyl)-N-(2-

methoxyethyl)-6-methyl-2H-indazole-5-carboxamide
F F
F
O,
(-
H3C\O/\/N SS
o

Analogously to Example 55, 92 mg of the title compad was obtained from 85 mg of the
compound prepared in Example 205¢c and 62 mg of lekai3-(trifluoromethyl)benzoyl
chloride.

'H-NMR (300 MHz, DMSO-d6)d = 1.14-1.28 (2H), 1.35 (1H), 1.44-1.53 (1H), 2(25l), 2.34
(3H), 2.74 (1H), 3.01 (1H), 3.24 (3H), 3.34 (2H)32-3.50 (3H), 4.29 (2H), 4.39 (1H), 7.35
(1H), 7.61-7.68 (2H), 7.74-7.80 (2H), 8.21 (IHBB(1H).

Example 210:  N-(2-methoxyethyl)-6-methyl-2-({1-[4-(pentafluod-sulphanyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

\/F
E

Q : F
4
F
H,C N p
H N
H3C\O/\/N <
(o)

Analogously to Example 1, 126 mg of the title commpd was obtained from 85 mg of the

compound prepared in Example 205¢ and 58 mg oeatgbluoroA®-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 1.12-1.27 (2H), 1.35 (1H), 1.51 (1H), 2.24 (1R)34
(3H), 2.74 (1H), 2.99 (1H), 3.24 (3H), 3.34-3.461}54.30 (2H), 4.41 (1H), 7.35 (1H), 7.55
(2H), 7.63 (1H), 7.94 (2H), 8.21 (1H), 8.33 (1H).
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Example 211: N-(2-methoxyethyl)-6-methyl-2-({1-[4-(trifluorombyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

Q : F
F
F
H N
=
(e}

HC g~

Analogously to Example 55, 69 mg of the title compad was obtained from 85 mg of the
compound prepared in Example 205c and 53 mg aiffiifromethyl)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.10-1.26 (2H), 1.35 (1H), 1.51 (1H), 2.19-2(361), 2.34
(3H), 2.74 (1H), 2.98 (1H), 3.21-3.47 (8H), 4.301]24.42 (1H), 7.35 (1H), 7.54 (2H), 7.63
(1H), 7.77 (2H), 8.21 (1H), 8.33 (1H).

Example 212: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-4-étyl-N-(2-methoxyethyl)-2H-

indazole-5-carboxamide

N

H
HC N SS

(o)

CH,

Analogously to Example 55, 61 mg of the title commpad was obtained from 91 mg of the
compound prepared in Example 212i and 46 mg ofldrabenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.14-1.28 (5H), 1.31-1.60 (2H), 2.27 (1H), 2384 (4H),
3.24 (3H), 3.31-3.56 (5H), 4.31 (2H), 4.39 (1HLT(1H), 7.32-7.41 (3H), 7.46 (2H), 8.11
(1H), 8.50 (1H).

The starting material was prepared as follows:
Example 212a: 4-bromo-3-ethyl-2-methylaniline
NH,
Br/<?:cr43
CH,

A suspension of 3 g of 3-ethyl-2-methylaniline hychloride in 200 ml ethyl acetate was

washed twice with 30 ml portions of saturated sodaarbonate solution and twice with 20 ml
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portions of saturated sodium chloride solutionedrover sodium sulphate and concentrated in
vacuo after filtration. This yielded 2.69 g of et2ymethylaniline, which was further reacted

without purification.

To a solution of 2.36 g of the amine prepared abav89 ml DMF, a solution of 3.1 g of
N-bromosuccinimide in 14.5 ml DMF was added dropwas 0°C and stirred for 30 minutes at
0°C. Then the reaction mixture was diluted with 48Dethyl acetate and washed once with
30 ml of a 10% aqueous sodium carbonate solutidroane with 30 ml water. After drying over
sodium sulphate and filtration, this was conceattah vacuo. The crude product thus obtained

(3.86 g) was used in the next step without puritca

Example 212b: N-(4-bromo-3-ethyl-2-methylphenyl)acetamide

H
N\[]/CHa
(0]
Br CH,
CH,

To a solution of 3.86 g of the bromide preparettkample 212a in 48 ml pyridine, 2.04 ml of
acetic anhydride was added dropwise at 0°C ancedtifor 20 hours at 25°C. The reaction
mixture was concentrated in vacuo and the cruddyatathus obtained was purified by column
chromatography on silica gel with hexane / 0-10QPfyleacetate. In this manner, 3.73 g of the

title compound was obtained.

'H-NMR (300 MHz, CDCI3): = 1.13 (3H), 2.20 (3H), 2.25 (3H), 2.86 (2H), 6@H), 7.33
(1H), 7.40 (1H).

Example 212c: 1-(5-bromo-4-ethyl-1H-indazol-1-yl)ethan-1-one

To a solution of 3.72 g of the acetamide prepaneixample 212b in 31.5 ml chloroform were
added 4.1 ml of acetic anhydride and 2.85 g ofgsiten acetate, and 192 mg of 18-crown-6 and
3.4 g of isopentyl nitrite were then added dropwiske reaction mixture was heated for
20 hours under reflux and after cooling dilutedha200 ml ethyl acetate. The organic phase was
washed with 20 ml sodium carbonate solution anc avith saturated sodium chloride solution.

After drying over sodium sulphate and filtratiohjst was concentrated in vacuo and the crude
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product thus obtained purified by column chromaapby on silica gel with hexane / 0-50%
ethyl acetate. Yield: 3.78 g of the title compound.

'H-NMR (300 MHz, DMSO-d6)5 = 1.18 (3H), 2.68 (3H), 3.04 (2H), 7.73 (1H), 8(3), 8.64
(1H).

Example 212d: 5-bromo-4-ethyl-1H-indazole

H
N
/N
Br

CH,

A mixture of 3.78 g of the compound prepared inrBgke 212c in 7.3 ml methanol and 26.3 ml
of 37% hydrochloric acid was heated under reflincdours. This was then diluted with 400 ml
ethyl acetate. The organic phase was washed thress twith 50 ml portions of sodium

hydrogen carbonate solution and once with 50 miraggd sodium chloride solution, dried over
sodium sulphate and concentrated in vacuo. Theecpudduct thus obtained was purified by
column chromatography on silica gel with hexanés0@6 ethyl acetate. Yield: 2.97 g of the title

compound.

'H-NMR (300 MHz, DMSO-d6)3 = 1.17 (3H), 2.98 (2H), 7.30 (1H), 7.41 (1H), 8.@),
13.17 (1H).

Example 212e: Tert-butyl 4-[(5-bromo-4-ethyl-2H-indazol-2-yl)metl]piperidin-1-carboxylate

Analogously to Example 1c, 961 mg of the title campd was obtained from 2.97 g of the
indazole prepared in Example 212d and 7.3 g ofbuantl-4-[(tosyloxy)methyl]piperidin-1-

carboxylate.

'H-NMR (300 MHz, DMSO-d6):5 = 1.01-1.13 (2H), 1.16 (3H), 1.34 (9H), 1.41 (212)12
(1H), 2.63 (2H), 2.90 (2H), 3.87 (2H), 4.27 (2H)27 (1H), 7.35 (1H), 8.49 (1H).

Example 212f: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-yl]ethyl}-4-ethyl-2H-indazol-

5-carboxylate
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o
H,C CH,
/N\
N

Analogously to Example le, after two runs 571 mghef titte compound was obtained from

347 mg of the bromide prepared in Example 212e0ahdnl of methanol.

'H-NMR (300 MHz, DMS0-d6)3 = 1.02-1.15 (2H), 1.17-1.24 (3H), 1.34 (9H), 1(2#l), 2.14
(1H), 2.63 (2H), 3.17 (2H), 3.79 (3H), 3.88 (2H)3@ (2H), 7.43 (1H), 7.60 (1H), 8.68 (1H).

Example  212g: 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylmethylj-ethyl-2H-indazol-5-

carboxylic acid

Analogously to Example 1d, 427 mg of the title cannpd was obtained from 371 mg of the

ester in Example 212f.

'H-NMR (300 MHz, DMSO-d6):5 = 1.00-1.15 (2H), 1.20 (3H), 1.34 (9H), 1.42 (213)14
(1H), 2.64 (2H), 3.19 (2H), 3.88 (2H), 4.29 (2H)39 (1H), 7.61 (1H), 8.63 (1H), 12.33 (1H).

Example 212h: Tert-butyl 4-({4-ethyl-5-[N-(2-methoxyethyl)carbayl]-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

H
H3C\O/\/N =

Analogously to Example 1, 215 mg of the title conmp was obtained from 427 mg of the acid
prepared in Example 212g and 83 mg of 2-methoxylathine.

'H-NMR (300 MHz, DMSO-d6)3 = 0.98-1.14 (2H), 1.19 (3H), 1.30-1.47 (11H), 2(14),
2.65 (2H), 2.90 (2H), 3.24 (3H), 3.32-3.45 (4H)8B.(2H), 4.28 (2H), 7.10 (1H), 7.38 (1H),
8.12 (1H), 8.50 (1H).
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Example 212i: 4-ethyl-N-(2-methoxyethyl)-2-(4-piperidylmethyl}¥Rindazole-5-carboxamide
hydrochloride

Analogously to Example 1a, from 215 mg of the anpdepared in Example 212h, 258 mg of

the title compound was obtained, which was reagfigftibut further purification.

Example 213: 4-Ethyl-N-(2-methoxyethyl)-2-({1-[4-(trifluoromethxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

Analogously to Example 55, 32 mg of the title compad was obtained from 91 mg of the

compound prepared in Example 212i and 59 mg ofiflu¢iromethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.14-1.29 (5H), 1.31-1.61 (2H), 2.20-2.35 (1R{56-3.06
(4H), 3.24 (3H), 3.30-3.56 (5H), 4.31 (2H), 4.4H[17.10 (1H), 7.34-7.43 (3H), 7.47 (2H),
8.11 (1H), 8.50 (1H).

Example 214: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-miebxy-N-(2-methoxyethyl)-
2H-indazole-5-carboxamide

o)
-
P
H N
HCs N S
0O O
“CH,

Analogously to Example 55, 691 mg of the title conmpd was obtained from 68 mg of the
compound prepared in Example 214c and 37 mg oferabenzoyl chloride.
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'H-NMR (300 MHz, DMSO-d6):3 = 3.22 (1H), 3.27 (3H), 3.40-3.47 (4H), 3.92 (1H)10
(1H), 4.16 (3H), 4.19 (1H), 4.38 (1H), 4.66 (2H)2¥ (1H), 7.48 (2H), 7.55-7.67 (3H), 8.18
(1H), 8.87 (1H).

The starting material was prepared as follows:

Example 214a: Tert-butyl  3-[(5-bromo-4-methoxy-2H-indazol-2-ylathylJazetidin-1-

carboxylate

>\_">vCH3

QO
N
H,C CH
L P
N
—
Br
O
“CH,

To a solution of 1.94 g of tert-butyl 3-[(tosyloxgethyl]azetidin-1-carboxylate in 15.5 ml
acetone were added 837 mg of lithium iodide andehetion mixture was stirred for 16 hours at
35°C. After cooling, it was diluted with 200 ml gtlacetate and the organic phase washed twice
with 30 ml portions of water and once with 20 mtusated sodium chloride solution. After
drying over sodium sulphate and filtration, thisswemncentrated in vacuo. In this manner, 1.6 g
of tert-butyl-3-(iodomethyl)azetidin-1-carboxylatgere obtained, which was further reacted

without purification.

To a solution of 620 mg of 5-bromo-7-methoxy-1Haadle in 24 ml DMF were added 1.11 g
of potassium carbonate and the mixture stirrecb&CZor 30 minutes. Then 1.25 g of the iodide
prepared above was added and the reaction mixiaredsfor 3 hours at 60°C. After cooling, it

was diluted with 200 ml 1:1 tert-butyl methyl etlexane, washed once each with 20 ml
portions of water and saturated sodium chlorideutswi, dried over sodium sulphate and
concentrated in vacuo and the crude product thtesreal purified by column chromatography

on silica gel with a hexane / ethyl acetate gradi€éield: 263 mg of the title compound.

'H-NMR (300 MHz, CDCI3)3 = 1.43 (9H), 3.23 (1H), 3.78 (2H), 4.07 (2H), 4(BB1), 4.59
(2H), 7.28 (1H), 7.36 (1H), 8.03 (1H).

Example 214b: Tert-butyl 3-({4-methoxy-5-[N-(2-methoxyethyl)catnoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate
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>_°>vCH3

Q
H,C CH
/N\ ﬁ 3 3
H N
HC N S
0O O
“CH,

Analogously to Example 1b, a total of 193 mg of tite compound was obtained from
110 and 252 mg respectively of the compound preperdxample 214a and 63 and 143 mg

respectively of 2-methoxyethylamine.

'H-NMR (300 MHz, DMSO-d6)3 = 1.32 (9H), 3.10 (1H), 3.27 (3H), 3.38-3.48 (4Bi)72
(2H), 3.82-3.94 (2H), 4.17 (3H), 4.60 (2H), 7.2HJ17.63 (1H), 8.18 (1H), 8.87 (1H).

Example 214c: 2-(azetidin-3-ylmethyl)-4-methoxy-N-(2-methoxyethgH-indazole-5-

carboxamide hydrochloride

Analogously to Example 1a, from 50 mg of the comqmmbprepared in Example 214b, 42 mg of

the title compound was obtained, which was furtkacted without purification.

Example 215: 4-methoxy-N-(2-methoxyethyl)-2-[(1-{4-[(trifluoroethyl)sulphanyl]benzoyl}

azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

FF

>L

E
S

) C
g
H N
ch\o/\/N =
o [ONy
CH,

Analogously to Example 55, 56 mg of the title commpd was obtained from 42 mg of the
compound prepared in Example 214c and 32 mg oftriflfjbromethyl)sulphany]benzoyl
chloride.

'H-NMR (300 MHz, DMS0-d6):3 = 3.21 (1H), 3.27 (3H), 3.38-3.49 (4H), 3.95 (1M)12
(1H), 4.16 (3H), 4.21 (1H), 4.40 (1H), 4.67 (2H)20 (1H), 7.63 (1H), 7.69 (2H), 7.76 (2H),
8.18 (1H), 8.87 (1H).
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Example 216: 2-{[1-(4-bromobenzoyl)azetidin-3-yllmethyl}-4-metlky-N-(2-methoxyethyl)-
2H-indazole-5-carboxamide

o)
(O
N
g
H N
HC AN B
o o
“CH,

Analogously to Example 55, 48 mg of the title commpad was obtained from 42 mg of the
compound prepared in Example 214c and 29 mg ob#bbenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6):5 = 3.23 (1H), 3.26 (3H), 3.38-3.48 (4H), 3.92 (14)09
(1H), 4.16 (3H), 4.19 (1H), 4.38 (1H), 4.66 (2H)20 (1H), 7.51 (2H), 7.58-7.68 (3H), 8.18
(1H), 8.86 (1H).

Example 217: 2-{[(R)-1-(4-chlorobenzoyl)pyrrolidin-3-ylimethyfN-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

/N\
H N H
H3C\ O/\/N =< %
o CH, N
o

gt

Analogously to Example 55, 50 mg of the title commpd was obtained from 106 mg of the
compound prepared in Example 217e and 58 mg ofatathenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.57-1.73 (1H), 1.81-1.97 (1H), 2.47 / 2.51 (3{y8-2.93
(1H), 3.25 (3H), 3.19-3.61 (8H), 4.39 / 4.51 (2A)11-7.18 (1H), 7.33-7.43 (1H), 7.45 (2H),
7.50 (2H), 8.09-8.16 (1H), 8.47 / 8.55 (1H).

The starting material was prepared as follows:

Example 217a: (R)-tert-butyl-3-[(5-bromo-4-methyl-2H-indazol-2}ynethyl]pyrrolidine-1-

carboxylate

N
- N
Br _zi
CH,

XL

o
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To a solution of 9.0 g of (R)-tert-butyl 3-(hydraxrgthyl)pyrrolidin-1-carboxylate in 100 ml

pyridine was added 12.8 g of p-toluenesulphonybietié at 0°C under nitrogen and stirred for 3
hours at 25°C. The reaction mixture was diluted hwitthyl acetate and stirred for
30 minutes with sodium hydrogen carbonate. The gghagere then separated and the organic
phase washed with saturated sodium chloride solutdried over sodium sulphate and
concentrated in vacuo after filtration. The residheis obtained was purified by column
chromatography on silica gel with hexane / 0-10@Bfleacetate. Yield: 11.4 g of (R)-tert-butyl-
3-[(tosyloxy)methyl]pyrrolidin-1-carboxylate.

Analogously to Example 1c, 1.97 g of the title campd was obtained from 4.53 g of 5-bromo-
4-methyl-1H-indazole and 11.4 g of the (R)-terty®-[(tosyloxy)methyl]pyrrolidin-1-

carboxylate prepared above with addition of 7.9 tpsabutylammonium iodide.

'H-NMR (300 MHz, DMSO-d6):5 = 1.34 (9H), 1.50-1.66 (1H), 1.81 (1H), 2.48 (312)78
(1H), 3.01 (1H), 3.16 (1H), 3.25-3.37 (2H), 4.4H]J27.29 (1H), 7.36 (1H), 8.51 (1H).

Example 217b: Methyl 2-{[(R)-1-(tert-butoxycarbonyl)pyrrolidin-gl]methyl}-4-methyl-2H-
indazol-5-carboxylate

o . Vi
O CH,

N

A

o

H C/T\CH

3 3
CH,

Analogously to Example le, after two runs 820 mghef titte compound was obtained from

563 mg of the bromide prepared in Example 217a0abid ml of methanol.

'H-NMR (300 MHz, DMSO-d6)5 = 1.34 (9H), 1.58 (1H), 1.83 (1H), 2.73 (3H), 2(861), 3.03
(1H), 3.17 (1H), 3.25-3.37 (2H), 3.79 (3H), 4.338L(2H), 7.44 (1H), 7.64 (1H), 8.72 (1H).

Example 217c: 2-{[(R)-1-(tert-butoxycarbonyl)pyrrolidin-3-yllméiyl}-4-methyl-2H-indazol-5-
carboxylic acid



10

15

20

BHC133038-FC
179

Analogously to Example 1d, 701 mg of the title canmpd was obtained from 620 mg of the

ester prepared in Example 217b.

'H-NMR (300 MHz, DMSO-d6):3 = 1.34 (9H), 1.50-1.69 (1H), 1.82 (1H), 1.75-1@6),
2.69-2.88 (4H), 3.03 (1H), 3.17 (1H), 3.24-3.38 \1H.42 (2H), 7.40 (1H), 7.65 (1H), 8.68
(1H), 12.28 (1H).

Example 217d: (R)-tert-butyl 3-({5-[N-(2-methoxyethyl)carbamow}-methyl-2H-indazol-2-
yl}methyl)pyrrolidin-1-carboxylate

N

X
H,C CH,

CH,

Analogously to Example 1, 376 mg of the title comnpd was obtained from 350 mg of the acid
prepared in Example 217c and 73 mg of 2-methoxyathiye.

'H-NMR (300 MHz, DMSO-d6):5 = 1.35 (9H), 1.57 (1H), 1.80 (1H), 2.50 (3H), 2786
(1H), 3.01 (1H), 3.11-3.22 (1H), 3.25 (3H), 3.28%B.(3H), 3.39-3.46 (2H), 4.42 (2H), 7.15
(1H), 7.39 (1H), 8.13 (1H), 8.52 (1H).

Example 217e¢ N-(2-methoxyethyl)-4-methyl-2-[(R)-pyrrolidin-3-ylethyl]-2H-indazole-5-

carboxamide hydrochloride

=N
H N H
H3C\ O/\/N = _zﬁ
(0] CH, N
H CIH

Analogously to Example 1a, from 376 mg of the anpdepared in Example 217d, 465 mg of

the title compound was obtained, which was reagitfibut further purification.

Example 218: N-(2-methoxyethyl)-4-methyl-2-({(R)-1-[4-(triflu@methoxy)benzoyl]-
pyrrolidin-3-yl}methyl)-2H-indazole-5-carboxamide

/N\
H N H
H,CS O/\/N S %
O CH, N
(o]

A@LOL;
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Analogously to Example 55, 61 mg of the title commpo was obtained from 106 mg of the
compound prepared in Example 217e and 74 mg affu@romethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6) = 1.57-1.74 (1H), 1.81-1.97 (1H), 2.47 / 2.51 (3RIY7-2.94
(1H), 3.25-3.62 (11H), 4.40 / 4.51 (2H), 7.09-7(181), 7.31-7.44 (3H), 7.61 (2H), 8.08-8.16
(1H), 8.47 / 8.55 (1H).

Example 219: N-(2-methoxyethyl)-4-methyl-2-({(3R)-1-[4-(pentafbroA°-sulphanyl)benzoyl]-
pyrrolidin-3-yl}methyl)-2H-indazole-5-carboxamide

/N\
H N— H
Hog A = %
O CH, N
o

F
)\@\I/F

Analogously to Example 1, 29 mg of the title compoduvas obtained from 106 mg of the

compound prepared in Example 217e and 75 mg oéatéfiuoroA®-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 1.57-1.76 (1H), 1.81-1.99 (1H), 2.50 (3H), 22184 (1H),
3.16-3.62 (11H), 4.39 / 4.52 (2H), 7.09-7.19 (1HB2-7.44 (1H), 7.68 (2H), 7.90-7.97 (2H),
8.10-8.17 (1H), 8.46 / 8.55 (1H).

Example 220: 2-{[(R)-1-(4-chlorobenzoyl)pyrrolidin-3-ylJmethyB4-methyl-N-{2-[(trifluoro-
methyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide

F =N
F>|\ H N H
O CH
3 N
o

gt

Analogously to Example 55, 29 mg of the title commpt was obtained from 106 mg of the
compound prepared in Example 220b and 48 mg olaralenzoyl! chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.57-1.73 (1H), 1.81-1.96 (1H), 2.48 / 2.53 (3R{Y9-2.93
(1H), 3.13-3.60 (8H), 4.40 / 4.51 (2H), 7.14-7.28l), 7.33-7.53 (5H), 8.35-8.42 (1H), 8.49 /
8.58 (1H).

The starting material was prepared as follows:
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Example 220a: (R)-tert-butyl  3-{[4-methyl-5-(N-{2-[(trifluoromeltyl)sulphanyl]ethyl}-
carbamoyl)-2H-indazol-2-yllmethyl}pyrrolidin-1-caolxylate

E =N
gstnY@;N}%
O CH, "
x

H C/T\CH
CH

3 3
3

Analogously to Example 1, 245 mg of the title conmp was obtained from 350 mg of the acid
prepared in Example 217c¢ and 141 mg of 2-[(trifaroethyl)sulphanyl]ethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 1.35 (9H), 1.52-1.64 (1H), 1.81 (1H), 2.52 (3R)71-2.96
(2H), 2.97-3.05 (12H), 3.18 (2H), 3.23-3.28 (1H)GB (2H), 4.42 (2H), 7.19 (1H), 7.42 (1H),
8.39 (1H), 8.54 (1H).

Example 220b: 4-methyl-2-[(R)-pyrrolidin-3-ylmethyl]-N-{2-[(trifuoromethyl)sulphanyl]-

ethyl}-2H-indazole-5-carboxamide hydrochloride

F =N
F>|\ H N H
E T _zi
o CH
N N

H ciH

Analogously to Example 1a, from 245 mg of the anpdepared in Example 220a, 410 mg of

the title compound was obtained, which was reagitfibut further purification.

Example 221: 4-methyl-2-({(R)-1-[4-(trifluoromethoxy)benzoyl]pyolidin-3-yl}methyl)-N-{2-
[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-caoxamide

F /N\
L LB 5
O CH, N
o F
F
ey’
Analogously to Example 55, 49 mg of the title commpd was obtained from 106 mg of the

compound prepared in Example 220b and 62 mg afflu@iromethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.58-1.74 (1H), 1.81-1.98 (1H), 2.48 / 2.53 (3RIY8-2.94
(1H), 3.12-3.62 (8H), 4.40 / 4.52 (2H), 7.14-7.281), 7.32-7.49 (3H), 7.61 (2H), 8.35-8.43
(1H), 8.49 / 8.58 (1H).
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Example 222:  2-{[(S)-1-(4-chlorobenzoyl)pyrrolidin-3-yljmethyiN-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

/N\
H N
H,CS O/\/N = _zj
o CH,

H
N
o}

get

Analogously to Example 55, 67 mg of the title commpd was obtained from 134 mg of the
compound prepared in Example 222a and 73 mg ofetathenzoyl chloride.

'H-NMR (300 MHz, CDCI3)3 = 1.72-1.86 (1H), 1.99-2.20 (1H), 2.64 (3H), 2233 (1H),
3.29-3.36 (1H), 3.39 (3H), 3.45-3.71 (6H), 3.7663(8H), 4.31-4.57 (2H), 6.12-6.20 (1H), 7.30-
7.42 (3H), 7.43-7.56 (3H), 7.90 / 8.02 (1H).

The starting material was prepared as follows:

Example 222a: (S)-tert-butyl 3-({5-[N-(2-methoxyethyl)carbamoy} methyl-2H-indazol-2-
yl}methyl)pyrrolidin-1-carboxylate

=N
(6]
O CH, N Ho
H3
O)\O/ECHa
Analogously to Example 217a to 217d, this title ponnd was prepared in a quantity of 760 mg

starting from (S)-tert-butyl-3-(hydroxymethyl)pytidin-1-carboxylate.

'H-NMR (300 MHz, DMSO-d6)5 = 1.35 (9H), 1.52-1.64 (1H), 1.77-1.87 (1H), 1762 (1H),
2.50 (3H), 2.74-2.86 (1H), 3.02 (1H), 3.12-3.20 J1825 (3H), 3.31 (1H), 3.36 (2H), 3.43
(2H), 4.42 (2H), 7.16 (1H), 7.39 (1H), 8.10 (LH)5B (1H).

Example 222b: N-(2-methoxyethyl)-4-methyl-2-[(S)-pyrrolidin-34ylethyl]-2H-indazole-5-

carboxamide hydrochloride

/N\
H N— H
HC N = _zj
O CH, N

H cH

Analogously to Example 1a, from 159 mg of the anpdepared in Example 222a, 134 mg of

the title compound was obtained, which was reagfigfibut further purification.
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Example  223: 2-({(S)-1-[(4'-fluorobiphenyl-4-yl)carbonyl]pyrradin-3-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

/N\
H N
O CH,

H
N
g

Analogously to Example 1, 128 mg of the title commpd was obtained from 230 mg of the

F

compound prepared in Example 222b and 141 mg tiidrobiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, CDCI3)® = 1.73-1.89 (1H), 1.98-2.24 (1H), 2.60 / 2.67 (3Rp4-3.18
(1H), 3.37 / 3.39 (3H), 3.49-3.76 (6H), 3.79-3.2H), 4.32-4.61 (2H), 6.08-6.21 (1H), 7.09-
7.20 (2H), 7.28-7.38 (1H), 7.46-7.62 (7H), 7.9108(1H).

Example 224: N-(2-methoxyethyl)-4-methyl-2-{[(S)-1-{4-[4-(tritioromethyl)phenoxy]
benzoyl}pyrrolidin-3-yljmethyl}-2H-indazole-5-carb@mide

e
H N H
PO AN = _h
O  CH, N .
F
QT
O

Analogously to Example 1, 102 mg of the title commpd was obtained from 230 mg of the

compound prepared in Example 222b and 184 mg d&f-@rdfluoromethyl)phenoxylbenzoic
acid.

'H-NMR (300 MHz, CDCI3)®3 = 1.70-2.25 (2H), 2.63 / 2.66 (3H), 2.94-3.17 (1B{B9 (3H),
3.47-3.92 (8H), 4.33-4.59 (2H), 6.15 (1H), 7.0047(aH), 7.30-7.40 (1H), 7.47-7.65 (5H), 7.91
/8.03 (1H).

Example  225: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-({fluoromethoxy)-N-(2-
methoxyethyl)-2H-indazole-5-carboxamide

Q
-
/N\ p
H N
HC N S
o] OYF
F
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Analogously to Example 55, 90 mg of the title commpd was obtained from 106 mg of the
compound prepared in Example 225h and 49 mg ofaralenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.14-1.58 (4H), 2.19-2.34 (1H), 2.67-2.81 (1RR7 (1H),
3.22-3.53 (9H), 4.37 (2H), 7.13 (1H), 7.31-7.39 J3H47 (2H), 7.54 (1H), 8.21 (1H), 8.50
(1H).

The starting material was prepared as follows:

Example 225a: N-[4-bromo-3-(difluoromethoxy)-2-methylphenyl]damide

H
N\H/CH3
O

Br cH,
OTF

To a solution of 5.0 g of 3-difluoromethoxy-2-meldyiline in 48 ml DMF, a solution of 5.1 g

of N-bromosuccinimide in 24 ml DMF was added draggmvat 0°C and stirred for 1 hour at 0°C.

Then the reaction mixture was diluted with 400 mxkdne / ethyl acetate, and washed once with

50 ml of a 10% aqueous sodium carbonate solutidrtlanee times with 50 ml portions of water.

After drying over sodium sulphate and filtratiohjst was concentrated in vacuo. The crude

product thus obtained (6.68 g) was used in the stext without purification.

To a solution of 6.39 g of the bromide preparedvabm 70 ml pyridine, 3.0 ml of acetic
anhydride were added dropwise at 0°C and stirre@@hours at 25°C. The reaction mixture
was concentrated in vacuo and the crude produst ¢dhtained purified by column chromato-
graphy on silica gel with hexane / 0-100% ethyltaise The substance was then recrystallized

from hexane. In this manner, 6.39 g of the titlempound was obtained.

'H-NMR (300 MHz, CDCI3):3 = 2.22 (3H), 2.27 (3H), 6.51 (1H), 6.95 (1H), 7.48), 7.71
(1H).

Example 225b: 1-[5-bromo-4-(difluoromethoxy)-1H-indazol-1-yllen-1-one

o)
>/CH3
N\

/N
Br

OYF

E

Analogously to Example 212c, 5.32 g of the titlenpound was obtained from 6.38 g of the

amide prepared in Example 225a.
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'H-NMR (300 MHz, DMSO-d6)3 = 2.70 (3H), 7.34 (1H), 7.90 (1H), 8.16 (1H), 8(461).

Example 225c: 5-bromo-4-(difluoromethoxy)-1H-indazole

Analogously to Example 212d, 4.12 g of the titlenpound was obtained from 5.32 g of the
indazole prepared in Example 225b.

'H-NMR (300 MHz, DMSO0-d6) = 7.30 (1H), 7.44 (1H), 7.56 (1H), 8.06 (1H), X8@&H).
Example 225d: Tert-butyl  4-{[5-bromo-4-(difluoromethoxy)-2H-indal-2-ylimethyl}-

piperidin-1-carboxylate

>\’_°>vCH3

Q
N
H,C CH,
/N\
N
=
Br
OYF
F

Analogously to Example 212e, 2.06 g of the titlenpound was obtained from 4.1 g of the
indazole prepared in Example 225c and 8.7 g othetyl 4-[(tosyloxy)methyl]piperidin-1-
carboxylate.

'H-NMR (300 MHz, CDCI3):5 = 1.19-1.28 (2H), 1.45 (9H), 1.51-1.59 (2H), 2(a%), 2.68
(2H), 4.12 (2H), 4.27 (2H), 6.61 (1H), 7.41 (LH)5T (1H), 7.95 (1H).

Example 225e: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-yl]ethyl}-4-(difluoromethoxy)-
2H-indazol-5-carboxylate

Analogously to Example le, after three runs 1.28 the title compound was obtained from

683 mg of the bromide prepared in Example 225d0ah8@ ml of methanol.
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'H-NMR (300 MHz, DMSO-d6):3 = 0.96-1.22 (2H), 1.28-1.47 (11H), 2.14 (1H), 2534
(2H), 3.81 (3H), 3.87 (2H), 4.36 (2H), 7.17 (LH)58 (1H), 7.65 (1H), 8.62 (1H).

Example 225f: 2-{[1-(tert-butoxycarbonyl)piperidin-4-yljmethyl¥-(difluoromethoxy)-2H-

indazol-5-carboxylic acid

Analogously to Example 1d, 1.05 g of the title campd was obtained from 1.28 g of the ester

prepared in Example 225e.

'H-NMR (300 MHz, DMSO0-d6)3 = 0.97-1.16 (2H), 1.28-1.47 (11H), 2.13 (1H), 2(@31),
3.87 (2H), 4.35 (2H), 7.14 (1H), 7.54 (1H), 7.65{)18.58 (1H), 13.05 (1H).

Example 225¢g: Tert-butyl 4-({4-(difluoromethoxy)-5-[N-(2-methoxthyl)carbamoyl]-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

Analogously to Example 1, 503 mg of the title commpd was obtained from 520 mg of the
compound prepared in Example 225f and 92 mg of &xoxgethylamine.

'H-NMR (300 MHz, DMSO-d6) = 1.01-1.13 (2H), 1.34 (9H), 1.38 (2H), 2.13 (1R59-2.71
(6H), 3.24 (3H), 3.34-3.44 (2H), 3.87 (2H), 4.3#]27.14 (1H), 7.33 (1H), 7.54 (1H), 8.21
(1H), 8.50 (1H).

Example 225h: 4-(difluoromethoxy)-N-(2-methoxyethyl)-2-(4-pipdgilmethyl)-2H-indazole-5-

carboxamide hydrochloride
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H
N cH
=N
H N
HCx g~ =~
o OYF
F

Analogously to Example 1a, from 122 mg of the anpdepared in Example 225g, 106 mg of

the title compound was obtained, which was reasfifibut further purification.

Example 226: 4-(difluoromethoxy)-2-({1-[4-(4-fluorophenoxy)beoygl]piperidin-4-yl}methyl)-
N-(2-methoxyethyl)-2H-indazole-5-carboxamide

o

(0]

O: C
H N
HC g~ N =~
o} OYF
F

Analogously to Example 1, 11 mg of the title compoduvas obtained from 106 mg of the
compound prepared in Example 225h and 59 mg offls¢tophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 1.10-1.59 (4H), 2.23-2.33 (1H), 2.75-3.01 (2814 (3H),
3.33-3.51 (5H), 3.51-3.72 (1H), 4.37 (2H), 6.95 (2H07-7.12 (2H), 7.13 (1H), 7.17-7.26 (2H),
7.28-7.39 (3H), 7.54 (1H), 8.21 (1H), 8.50 (1H).

Example 227: 4-(difluoromethoxy)-2-({1-[(4'-fluorobiphenyl-4-ytarbonyl]piperidin-4-yl}
methyl)-N-(2-methoxyethyl)-2H-indazole-5-carboxamid

SO
F
N JO
H N
HC N S
o) OYF
F

Analogously to Example 1, 38 mg of the title compduvas obtained from 106 mg of the
compound prepared in Example 225h and 55 mg diérébiphenyl-4-carboxylic acid.
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'H-NMR (300 MHz, DMSO-d6)5 = 1.14-1.62 (4H), 2.23-2.35 (1H), 2.68-2.85 (12{91-3.09
(1H), 3.24 (3H), 3.32-3.48 (5H), 3.50-3.70 (1HB&(2H), 7.14 (1H), 7.28 (2H), 7.33 (1H),
7.40 (2H), 7.55 (1H), 7.64-7.75 (4H), 8.21 (1HEB(1H).

Example 228: 2-{[1-(4-cyclopropylbenzoyl)piperidin-4-yllmethyi}-(difluoromethoxy)-N-(2-
methoxyethyl)-2H-indazole-5-carboxamide

O :
NS,
H,C. N = N
3 \O/\/
(0] OYF
F

Analogously to Example 1, 75 mg of the title compoduvas obtained from 106 mg of the
compound prepared in Example 225h and 41 mg oftbpyopylbenzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 0.66 (2H), 0.94 (2H), 1.10-1.54 (4H), 1.90 (1R)14-2.31
(1H), 2.72-3.02 (2H), 3.03-3.18 (1H), 3.24 (3HBB:3.47 (4H), 3.49-3.68 (1H), 4.37 (2H), 7.07
(2H), 7.13 (1H), 7.19 (2H), 7.33 (1H), 7.54 (LH}2B (1H), 8.50 (1H).

Example 229: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-[Zcyclopropylmethoxy)-
ethyl]-4-(difluoromethoxy)-2H-indazole-5-carboxaraid

wwr@fp

Analogously to Example 55, 170 mg of the title canmpd was obtained from 127 mg of the
compound prepared in Example 229b and 53 mg olaralrenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)3 = 0.14 (2H), 0.42 (2H), 0.96 (1H), 1.10-1.27 (2H)37
(1H), 1.51 (1H), 2.26 (1H), 2.71 (1H), 2.97 (1H)2G-3.55 (8H), 4.37 (2H), 7.14 (1H), 7.31-
7.38 (3H), 7.47 (2H), 7.55 (1H), 8.21 (1H), 8.5H)1

The starting material was prepared as follows:

Example 229a: Tert-butyl 4-{[5-{N-[2-(cyclopropylmethoxy)ethyllarbamoyl}-4-(difluoro-
methoxy)-2H-indazol-2-ylJmethyl}piperidin-1-carbobate
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H,C——0,
H,C >=o
N J@
H ~ N
oo
o) OYF

Analogously to Example 1, 453 mg of the title commpd was obtained from 520 mg of the
compound prepared in Example 225f and 185 mg af/2ldpropylmethoxy)ethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.07 (2H), 1(3#), 1.39
(2H), 2.13 (1H), 2.56-2.72 (2H), 3.23 (2H), 3.3H[23.48 (2H), 3.87 (2H), 4.34 (2H), 7.15
(1H), 7.34 (1H), 7.55 (1H), 8.21 (1H), 8.50 (1H).

Example 229b: N-[(2-cyclopropylmethoxy)ethyl]-4-(difluorometho)a2-(4-piperidylmethyl)-
2H-indazole-5-carboxamide hydrochloride

H
N cH
/N\
H N
ﬁ\o/\/’\l ,
(@] O\l/F
F

Analogously to Example 1a, from 145 mg of the anpdepared in Example 229a, 127 mg of

the title compound was obtained, which was reagitfibut further purification.

Example  230: N-[2-(cyclopropylmethoxy)ethyl]-4-(difluoromethoys2-({1-[4-(4-fluoro-
phenoxy)benzoyl]piperidin-4-yl}methyl)-2H-indazotecarboxamide

F

&

O, :
O
PGV
(o] O F
Y

Analogously to Example 1, 156 mg of the title commpd was obtained from 127 mg of the
compound prepared in Example 229b and 64 mg offlu¢tophenoxy)benzoic acid.
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'H-NMR (300 MHz, DMSO-d6)5 = 0.14 (2H), 0.42 (2H), 0.96 (1H), 1.10-1.54 (4R1)18-2.33
(1H), 2.71-3.02 (2H), 3.03-3.16 (1H), 3.22 (2HBB(2H), 3.47 (2H), 3.55-3.68 (1H), 4.37
(2H), 6.95 (2H), 7.10 (2H), 7.14 (1H), 7.22 (2H)3% (3H), 7.55 (1H), 8.21 (1H), 8.51 (1H).

Example 231 N-[2-(cyclopropylmethoxy)ethyl]-4-(difluorometho)a2-({1-[(4'-fluoro-
biphenyl-4-yl)carbonyl]piperidin-4-yl}methyl)-2H-idazole-5-carboxamide

(o]
OO
o 0. F
Y

Analogously to Example 1, 164 mg of the title commpd was obtained from 127 mg of the
compound prepared in Example 229b and 60 mg dtiérdbiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 0.14 (2H), 0.42 (2H), 0.96 (1H), 1.14-1.60 (4RR7
(1H), 2.70-3.04 (1H), 2.87 (1H), 3.03-3.15 (1HRB(2H), 3.37 (2H), 3.47 (2H), 3.60 (1H),

4.38 (2H), 7.14 (1H), 7.28 (2H), 7.34 (1H), 7.4H)27.55 (1H), 7.64-7.75 (4H), 8.21 (1H),
8.52 (1H).

Example 232: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-N-(2Znethoxyethyl)-4-(2,2,2-
trifluoroethoxy)-2H-indazole-5-carboxamide

H
H,C< O/\/ N\”/Q:/
o O
FJ\F

F

Analogously to Example 55, 113 mg of the title canmpd was obtained from 109 mg of the
compound prepared in Example 232h and 46 mg olaralenzoyl! chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.12-1.61 (3H), 2.19-2.34 (1H), 2.67-3.07 (28123 (3H),
3.33-3.56 (4H), 4.28-4.47 (3H), 4.95 (2H), 7.3197(3H), 7.40-7.50 (3H), 7.99 (1H), 8.65 (1H).

The starting material was prepared as follows:

Example 232a: N-[4-bromo-2-methyl-3-(2,2,2-trifluoroethoxy)phdiacetamide
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Br CH,
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Analogously to Example 225a, 6.13 g of the titlenpound was obtained from 5.0 g of
2-methyl-3-(2,2,2-trifluoroethoxy)aniline.

'H-NMR (300 MHz, DMSO-d6)3 = 2.07 (3H), 2.18 (3H), 4.55 (2H), 7.29 (1H), 7(4%), 9.42
(1H).

Example 232b: 1-[5-bromo-4-(2,2,2-trifluoroethoxy)-1H-indazoll]ethan-1-one

o}
>/CH3
N

\

y N
Br
F:’\F

F

Analogously to Example 212c, 5.08 g of the titlenpound was obtained from 6.13 g of the

amide prepared in Example 232a.
'H-NMR (300 MHz, DMSO0-d6) = 2.69 (3H), 5.14 (2H), 7.80 (1H), 7.99 (1H), 8(@4#).

Example 232c: 5-bromo-4-(2,2,2-trifluoroethoxy)-1H-indazole

Analogously to Example 212d, 3.57 g of the titlenpound was obtained from 5.08 g of the

indazole prepared in Example 232b.
'H-NMR (300 MHz, DMSO0-d6) = 5.05 (2H), 7.24 (1H), 7.45 (1H), 8.26 (1H), 1B(3H).

Example 232d: Tert-butyl 4-{[5-bromo-4-(2,2,2-trifluoroethoxy)Findazol-2-ylmethyl}-

piperidin-1-carboxylate
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Analogously to Example 212e, 1.77 g of the titlenpound was obtained from 3.57 g of the
indazole prepared in Example 232c and 6.7 g ofhtetyl 4-[(tosyloxy)methyl]piperidin-1-
carboxylate.

'H-NMR (300 MHz, CDCI3):5 = 1.16-1.31 (2H), 1.45 (9H), 1.54 (2H), 2.25 (18)68 (2H),
4.05-4.21 (2H), 4.27 (2H), 4.54 (2H), 7.35 (IHAT(1H), 7.91 (1H).

Example 232e: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-yl]ethyl}-4-(2,2,2-trifluoro-
ethoxy)-2H-indazole-5-carboxylate

Analogously to Example 1le, after three runs 857ahthe title compound was obtained from

590 mg of the bromide prepared in Example 232d0ab8 ml of methanol.

'H-NMR (300 MHz, DMSO-d6): = 1.00-1.17 (2H), 1.34 (9H), 1.37-1.47 (2H), 2(1}),
2.55-2.74 (2H), 3.79 (3H), 3.87 (2H), 4.32 (2HBA(2H), 7.39 (1H), 7.56 (1H), 8.67 (1H).

Example 232f: 2-{[1-(tert-butoxycarbonyl)piperidin-4-yllmethyl¥#-(2,2,2-trifluoroethoxy)-2H-

indazole-5-carboxylic acid

>\‘_°>vCH3

Q
HC CH,
/N\
N
HO. =~
o o
F:’\F

F
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Analogously to Example 1d, 724 mg of the title cannpd was obtained from 854 mg of the

ester prepared in Example 232e.

'H-NMR (300 MHz, DMS0-d6)5 = 1.01-1.17 (2H), 1.34 (9H), 1.40 (2H), 2.13 (1R)53-2.75
(2H), 3.87 (2H), 4.32 (2H), 4.84 (2H), 7.37 (LH)58 (1H), 8.60 (1H), 12.74 (1H).

Example 232g: Tert-butyl 4-({5-[N-(2-methoxyethyl)carbamoyl]-£2(2,2-trifluoroethoxy)-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

3
H3C+O
H,C o
N J@
H N
HC N =

Analogously to Example 1, 386 mg of the title commpd was obtained from 360 mg of the
compound prepared in Example 232f and 59 mg of &xoxgethylamine.

'H-NMR (300 MHz, DMSO-d6)3 = 0.98-1.18 (2H), 1.34 (9H), 1.43 (2H), 2.14 (1B)65
(2H), 3.23 (3H), 3.35-3.47 (4H), 3.88 (2H), 4.364§24.96 (2H), 7.35 (1H), 7.43 (1H), 7.99
(1H), 8.65 (1H).

Example  232h: N-(2-methoxyethyl)-2-(4-piperidylmethyl)-4-(2,218fluoroethoxy)-2H-

indazole-5-carboxamide hydrochloride

H
ClH
=N
H N
H3C\o/\/N ~
o o
FJ\F

E

Analogously to Example 1a, from 109 mg of the anpdepared in Example 232g, 113 mg of

the title compound was obtained, which was reagi#fibut further purification.

Example 233: 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}ethyl)-N-(2-methoxyethyl)-

4-(2,2,2-trifluoroethoxy)-2H-indazole-5-carboxamide
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HCx g N =~
o o
FJ\F
F

Analogously to Example 1, 51 mg of the title compduvas obtained from 109 mg of the
compound prepared in Example 232h and 56 mg offiks¢fophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6) = 1.10-1.31 (1H), 1.48 (2H), 2.18-2.37 (1H), 2304 (2H),
3.23 (3H), 3.37-3.48 (4H), 3.56-3.71 (1H), 4.33 J2#95 (2H), 6.95 (2H), 7.06-7.15 (2H),
7.18-7.27 (2H), 7.31-7.38 (3H), 7.40-7.47 (1H) 97(2H), 8.66 (1H).

Example 234: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidid-yl}methyl)-N-(2-methoxy-
ethyl)-4-(2,2,2-trifluoroethoxy)-2H-indazole-5-carkamide

Q,
OO
N
e,
N
=

H
H3C\O/\/N\”/QE/
o O
FJ\F

E

Analogously to Example 1, 61 mg of the title compoduvas obtained from 109 mg of the
compound prepared in Example 232h and 52 mg offils¢tophenyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 1.14-1.63 (3H), 2.19-2.37 (1H), 2.68-3.09 (2B{R3 (3H),
3.34-3.48 (4H), 3.62 (1H), 4.28-4.42 (2H), 4.96 (2H22-7.47 (6H), 7.64-7.76 (4H), 7.99 (1H),
8.66 (1H).

Example 235: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-[Zcyclopropylmethoxy)-

ethyl]-4-(2,2,2-trifluoroethoxy)-2H-indazole-5-carkamide

O,
O
N
e
N
S

et e
H

F
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Analogously to Example 55, 122 mg of the title canmpd was obtained from 122 mg of the
compound prepared in Example 235b and 48 mg oferarenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 0.13 (2H), 0.41 (2H), 0.95 (1H), 1.11-1.62 (3RI)19-2.34
(1H), 2.73 (1H), 2.98 (1H), 3.21 (2H), 3.33-3.5H]54.33 (2H), 4.95 (2H), 7.31-7.51 (6H),
8.00 (1H), 8.65 (1H).

The starting material was prepared as follows:

Example 235a: Tert-butyl 4-{[5-{N-[2-(cyclopropylmethoxy)ethyllarbamoyl}-4-(2,2,2-
trifluoroethoxy)-2H-indazol-2-yllmethyl}piperidin-tarboxylate

HLG
H30§—0
H,C o

s <
ﬁ\o/\/
(o] O
FJ\F

F

Analogously to Example 1, 429 mg of the title commpd was obtained from 360 mg of the
compound prepared in Example 232f and 119 mg al/2ldpropylmethoxy)ethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 0.13 (2H), 0.42 (2H), 0.95 (1H), 1.08 (2H), 1(3#), 1.41
(2H), 2.14 (1H), 3.22 (2H), 3.41 (2H), 3.48 (2H)83 (2H), 4.30 (2H), 4.95 (2H), 7.35 (1H),
7.42 (1H), 8.00 (1H), 8.65 (1H).

Example 235b:  N-[2-(cyclopropylmethoxy)ethyl]-2-(4-piperidylmegh-4-(2,2,2-trifluoro-
ethoxy)-2H-indazole-5-carboxamide hydrochloride

H
N
/N\ p cH
P YW,
ﬁ\o/\/
o O
FJ\F

F

Analogously to Example 1a, from 138 mg of the anpdepared in Example 235a, 122 mg of
the title compound was obtained, which was reagfigfibut further purification.

Example 236: N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluonohenoxy)benzoyl]piperidin-
4-yltmethyl)-4-(2,2,2-trifluoroethoxy)-2H-indazol®-carboxamide
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F

&

(0]

O

E

Analogously to Example 1, 95 mg of the title compduvas obtained from 122 mg of the
compound prepared in Example 235b and 58 mg offik+¢fophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 0.13 (2H), 0.41 (2H), 0.95 (1H), 1.09-1.60 (3R1)17-2.36
(1H), 2.68-3.06 (2H), 3.22 (2H), 3.34-3.76 (5SHB3}(2H), 4.95 (2H), 6.95 (2H), 7.06-7.14
(2H), 7.17-7.27 (2H), 7.30-7.38 (3H), 7.42 (IHRT (1H), 8.65 (1H).

Example 237 N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluoraiphenyl-4-yl)carbonyl]
piperidin-4-yl}methyl)-4-(2,2,2-trifluoroethoxy)-2+thdazole-5-carboxamide

Q,
I )
N
—

aaete
I

F

Analogously to Example 1, 98 mg of the title compduvas obtained from 122 mg of the
compound prepared in Example 235b and 54 mg offits¢tophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6)3 = 0.12 (2H), 0.41 (2H), 0.95 (1H), 1.15-1.64 (3RR1-2.36

(1H), 2.70-3.10 (2H), 3.21 (2H), 3.35-3.69 (5HB%(2H), 4.95 (2H), 7.22-7.46 (6H), 7.63-7.77
(4H), 7.99 (1H), 8.66 (1H).

Example 238: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-[Z3-methoxyazetidin-1-yl)
ethyl]-4-methyl-2H-indazole-5-carboxamide

0,
)
N
P
L/N/\/N =~
o CH,
L,



10

15

20

BHC133038-FC
197

Analogously to Example 1, 33 mg of the title compduvas obtained from 120 mg of the
compound prepared in Example 238c and 40 mg of-radtoxyazetidin-1-yl)ethylamine
(prepared analogously to WO2006/104406).

'H-NMR (300 MHz, CDCI3)® = 0.83 (1H), 1.20-2.01 (4H), 2.38 (1H), 2.66 (3B59-3.09
(2H), 3.31 (3H), 3.43 (2H), 3.56-3.90 (5H), 4.182(3H), 4.43 (2H), 6.91 (1H), 7.30-7.41
(5H), 7.52 (1H), 7.95 (1H).

The starting material was prepared as follows:

Example 238a: methyl 4-methyl-2-(4-piperidylmethyl)-2H-indazote€arboxylate hydrochloride
H

/’\k p CIH
N
H C/O\H/Q;/
3

O CH,

Analogously to Example 1a, from 3.0 g of the egt@pared in Example 1e, 2.51 g of the title

compound was obtained, which was reacted withatitéu purification.

Example 238b: Methyl 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethy4-methyl-2H-indazol-5-

carboxylate

Analogously to Example 55, 3.27 g of the title compd was obtained from 2.5 g of the
compound prepared in Example 238a and 1.5 g ofatalenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.16-1.63 (4H), 2.21-2.33 (1H), 2.73 (4H), 2005 (1H),
3.44-3.55 (1H), 3.79 (3H), 4.32 (2H), 4.36-4.47 J1H36 (2H), 7.42 (1H), 7.46 (2H), 7.63
(1H), 8.67 (1H).

Example 238c: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-ntayl-2H-indazol-5-
carboxylic acid
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\’@p
N
HO. =

O CH,

Analogously to Example 1d, 470 mg of the title cannpd was obtained from 485 mg of the

ester prepared in Example 238b.

Example 239: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethj#4-methyl-N-(3,4,5,6-tetra-
hydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamid

O,
Y V-
U Y@ Q
H N
N —
(e)
O CH,

Analogously to Example 1, 188 mg of the title commpd was obtained from 300 mg of the
compound prepared in Example 238c and 92 mg obB4etrahydro-2H-pyran-2-ylmethyl-

amine hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.01-1.27 (3H), 1.29-1.64 (7H), 2.19-2.32 (1RI}8 (3H),
2.66-2.80 (1H), 2.89-3.00 (1H), 3.00-3.08 (1H),633125 (2H), 3.34-3.42 (1H), 3.43-3.55 (1H),
3.77-3.88 (1H), 4.31 (2H), 4.39 (1H), 7.14 (1HB2Z:7.40 (2H), 7.46 (2H), 7.83 (1H), 8.09
(1H), 8.46 (1H).

Example 240. (R or S)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylimeyl}-4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-caxbmide

le] o)
N N
QB Qe
H N H N
o /N\H/Q;/ . o N\H/Q;/
O CH, O CH,

From 185 mg of the racemate prepared in Example 2B9Ing of the title compound together
with 53 mg of the slower-eluting enantiomer (Exaenf@4l) were obtained by racemate

separation by means of preparative chiral HPLC (deétB).

Analytical chiral HPLC: 7.02 min.
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Example 241: (S or R)-2-{[1-(4-chlorobenzoyl)piperidin-4-yl]meyl}-4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-caxbmide

o o
N N
=\ N\
Ol I (s
o) e
or
O CH, O CH,

From 185 mg of the racemate prepared in Example 239ng of the title compound together
with 51 mg of the faster-eluting enantiomer (Exaen@40) were obtained by racemate

separation by means of preparative chiral HPLC (deétB).
Analytical chiral HPLC: 8.24 min.

Example 242: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-étyl-4-methyl-2H-indazole-5-

carboxamide

0,
O
N
/N\ p
H N
HyC N =
O CH,

Analogously to Example 1, 85 mg of the title compduvas obtained from 300 mg of the
compound prepared in Example 238c and 43 mg ofattige 2M in THF.

'H-NMR (300 MHz, DMSO-d6)3 = 1.08 (3H), 1.16-1.60 (4H), 2.20-2.33 (1H), 2(381),
2.63-3.07 (2H), 3.22 (2H), 3.48 (1H), 4.24-4.46 J3H14 (1H), 7.31-7.42 (3H), 7.46 (2H), 8.08
(1H), 8.46 (1H).

Example 243 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-isbutyl-4-methyl-2H-

indazole-5-carboxamide

Q,
O
N
H N
N. NS
H,C
O CH,

Analogously to Example 1, 92 mg of the title compoduvas obtained from 300 mg of the
compound prepared in Example 238c and 69 mg ofitytdmine.
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'H-NMR (300 MHz, DMSO-d6)5 = 0.85-0.90 (6H), 1.13-1.57 (4H), 1.75-1.83 (1Rip1-2.34
(1H), 2.49 (3H), 3.03 (4H), 3.48 (1H), 4.27-4.4537.14 (1H), 7.31-7.41 (3H), 7.46 (2H),
8.11 (1H), 8.47 (1H).

Example 244:. 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2Znesylethyl)-4-methyl-2H-

indazole-5-carboxamide

Q
)
N
N JQ
H N
ch\s/\/N =
N
o o O CH

3

Analogously to Example 1, 132 mg of the title commptd was obtained from 300 mg of the
compound prepared in Example 238c and 151 mg oé&yhathylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.19-1.62 (4H), 2.24-2.36 (1H), 2.54 (3H), 2305 (2H),
3.05 (3H), 3.38 (2H), 3.52 (1H), 3.65 (2H), 4.3@81(3H), 7.22 (1H), 7.38 (2H), 7.42 (1H),
7.49 (2H), 8.33 (1H), 8.52 (1H).

Example 245:  N-(2-mesylethyl)-4-methyl-2-[(1-{4-[4-(trifluorontayl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E

QO : j
O
. p
H N
H3C\S/\/N
TN
o o 0 CH,

Analogously to Example 1, 67 mg of the title compduvas obtained from 137 mg of the
compound prepared in Example 245b and 41 mg of @Asnylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6)3 = 1.15-1.62 (4H), 2.22-2.33 (1H), 2.50 (3H), 2584 (2H),
3.02 (2H), 3.35 (1H), 3.52-3.69 (3H), 4.28-4.47 J2H12 (1H), 7.15-7.22 (2H), 7.37-7.44 (2H),
7.73 (1H), 8.32 (1H), 8.50 (1H).

The starting material was prepared as follows:

Example 245a: Methyl 4-methyl-2-[(1-{4-[4-(trifluoromethyl)pheng]benzoyl}piperidin-4-
yl)methyl]-2H-indazol-5-carboxylate
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Analogously to Example 1, 2.73 g of the title compd was obtained from 3.76 g of the
compound prepared in Example 238a and 3.28 g éf(#rfluoromethyl)phenoxy]benzoic acid.

'H-NMR (300 MHz, DMSO-d6)5 = 1.25 (2H), 1.35-1.70 (2H), 2.20-2.37 (1H), 2530 (3H),
2.75-3.10 (2H), 3.52-3.72 (1H), 3.82 (4H), 4.36 J2H14 (2H), 7.20 (2H), 7.39-7.48 (3H), 7.66
(1H), 7.75 (2H), 8.70 (1H).

Example  245b: 4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]beoyl}piperidin-4-yl)-

methyl]-2H-indazol-5-carboxylic acid

HO =

Analogously to Example 1d, 1.1 g of the title compd was obtained from 2.73 g of the ester

prepared in Example 245a.

Example 246:  N-(2-cyanoethyl)-4-methyl-2-[(1-{4-[4-(trifluorontByl)phenoxy]benzoyl}
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

FF

&

Oj C
. JO
H ~ N
NWN
(] CH,

Analogously to Example 1, 144 mg of the title commpd was obtained from 137 mg of the
compound prepared in Example 245b and 18 mg of i@apropanenitrile.
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'H-NMR (300 MHz, DMSO-d6)5 = 1.13-1.58 (4H), 2.21-2.33 (1H), 2.52 (3H), 2(251),
2.80-3.16 (2H), 3.44 (2H), 3.59 (1H), 4.27-4.50 J3H12 (2H), 7.15-7.21 (3H), 7.37-7.44 (3H),
7.73 (2H), 8.46 (1H), 8.51 (1H)

Example 247:  N-(cyanomethyl)-4-methyl-2-[(1-{4-[4-(trifluoromByl)phenoxy]benzoyl}
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

FF

&

S
R
H - N
N¢/\/N
O CH,

Analogously to Example 1, 125 mg of the title commpd was obtained from 137 mg of the
compound prepared in Example 245b and 24 mg of iBaaunetonitrile hydrochloride.

'H-NMR (300 MHz, DMSO-d6)5 = 1.16-1.60 (4H), 2.23-2.34 (1H), 2.53 (3H), 28506 (2H),

3.59 (1H), 4.26 (2H), 4.29-4.50 (3H), 7.08-7.23 J5H38-7.46 (3H), 7.73 (2H), 8.54 (1H), 8.83
(1H).

Example 248: (+/-)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyran-2aythyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-carboxamide

Analogously to Example 1, 231 mg of the title commpo was obtained from 254 mg of the

compound prepared in Example 245b and 72 mg obB4etrahydro-2H-pyran-2-ylmethyl-
amine.

'H-NMR (300 MHz, DMSO-d6)5 = 1.01-1.66 (10H), 2.24-2.32 (1H), 2.70-3.15 (48ip1
(3H), 3.34-3.43 (1H), 3.54-3.64 (1H), 3.76-3.89 J2#32 (3H), 7.09-7.21 (5H), 7.35-7.44 (3H),
7.73 (2H), 8.09 (1H), 8.47 (1H).



10

15

BHC133038-FC
203

Example 249: (+/-)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-[(1-{f4-(trifluoromethyl)phenoxy]
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide
FF
C; |

S )
CWs-Sy

Analogously to Example 1, 280 mg of the title commpd was obtained from 254 mg of the
compound prepared in Example 245b and 73 mg oflibydan-2-ylmethylamine.

'H-NMR (300 MHz, DMSO-d6)5 = 1.13-1.61 (4H), 2.23-2.32 (1H), 2.49 (3H), 2(I5),
2.94-3.27 (4H), 3.38-3.77 (8H), 4.32 (2H), 7.0917(8H), 7.36-7.44 (3H), 7.73 (2H), 8.16 (1H),
8.48 (1H).

Example 250: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-N-fgclobutylmethyl)-4-methyl-
2H-indazole-5-carboxamide

Q,
ada
O CH,

Analogously to Example 1, 79 mg of the title compduvas obtained from 300 mg of the
compound prepared in Example 238c and 115 mg dbleyitylmethylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6)3 = 1.16-1.58 (4H), 1.64-1.86 (4H), 1.90-2.01 (2B{},9-2.32
(1H), 2.48 (3H), 2.50 (1H), 2.66-3.05 (2H), 3.128B(2H), 3.48 (1H), 4.27-4.47 (3H), 7.12
(1H), 7.31-7.40 (3H), 7.46 (2H), 8.09 (1H), 8.461}1

Example  251: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-N-(2-dimethylpropyl)-4-
methyl-2H-indazole-5-carboxamide

O,
)
H3 /N\ p
H, H N
N. SN
H,C
O CH,
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Analogously to Example 1, 108 mg of the title commpd was obtained from 300 mg of the
compound prepared in Example 238c and 83 mg ofliy2thylpropan-1-amine.

'H-NMR (300 MHz, DMSO-d6)3 = 0.91 (9H), 1.17-1.63 (4H), 2.24-2.36 (1H), 2(3R),
2.70-3.04 (2H), 3.07 (2H), 3.52 (1H), 4.30-4.50 J3H17 (1H), 7.38 (2H), 7.42 (1H), 7.49
(2H), 8.07 (1H), 8.49 (1H).

Example 252: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-N-(Zydroxyethyl)-4-methyl-
2H-indazole-5-carboxamide

0,
O
N p
H — N
HO/\/N
(o} CH,

Analogously to Example 1, 84 mg of the title compoduvas obtained from 370 mg of the
compound prepared in Example 238c and 54 mg of iBeathanol.

'H-NMR (300 MHz, DMSO-d6)5 = 1.14-1.64 (4H), 2.24-2.35 (1H), 2.53 (3H), 2809 (2H),
3.30 (2H), 3.43-3.58 (3H), 4.27-4.50 (3H), 4.67 (120 (1H), 7.35-7.43 (3H), 7.49 (2H), 8.02
(1H), 8.49 (1H).

Example 253. 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(@wydroxypropyl)-4-methyl-
2H-indazole-5-carboxamide

Q
5o
N JO
H N
HO _~_N =
(o] CH,

Analogously to Example 1, 95 mg of the title compduvas obtained from 370 mg of the
compound prepared in Example 238c and 66 mg ofiBapropan-1-ol.

'H-NMR (300 MHz, DMSO-d6) = 1.17-1.60 (4H), 1.66 (2H), 2.22-2.35 (1H), 2(381),
2.70-3.09 (2H), 3.27 (2H), 3.47 (2H), 3.47-3.67 J1#34 (2H), 4.41 (1H), 4.45 (1H), 7.17
(1H), 7.35-7.43 (3H), 7.49 (2H), 8.07 (1H), 8.4%4f1

Example 254: 4-methoxy-N-(2-methoxyethyl)-2-({1-[4-(trifluorontieoxy)benzoyl]azetidin-3-
yl}methyl)-2H-indazole-5-carboxamide
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~CH,
0.

H,C” \/\N/ﬁ\éf\
H N

~. 7/

¥ _b
>—<: :)—o F
(o] F

Analogously to Example 1, 90 mg of the title compduvas obtained from 100 mg of the
compound prepared in Example 214c and 97 mg aiffufromethoxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.24 - 3.29 (1H), 3.29 - 3.32 (3H), 3.4351 (4H),
3.91 - 4.04 (1H), 4.10 - 4.18 (1H), 4.20 (3H), 4:2229 (1H), 4.44 (1H), 4.70 (2H), 7.24 (1H),
7.37 - 7.51 (2H), 7.66 (1H), 7.70 - 7.80 (2H), 8(2RY), 8.91 (1H).

Example 255: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-4-methoxy-N-

(2-methoxyethyl)-2H-indazole-5-carboxamide

o _CH,
O.
Hac/ \/\N =
H N
~ 7/
N _b
F
o : FF

F

Analogously to Example 1, 40 mg of the title compoduvas obtained from 100 mg of the
compound prepared in Example 214c and 98 mg ofi&dl4-(trifluoromethyl)benzoic acid in
DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.30 (4H), 3.44 - 3.50 (4H), 3.94 - 4.04]24.15
(2H), 4.20 (3H), 4.70 (2H), 7.24 (1H), 7.60 - 7(Bb1), 7.78 - 7.89 (1H), 8.16 - 8.27 (1H), 8.90
(1H).

Example 256: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyllazetidi3-yl}methyl)-4-methoxy-N-

(2-methoxyethyl)-2H-indazole-5-carboxamide

_CH,
(o)
ch/ \/\N/ﬁ\éf\
H N
=~ /
N _b
Cl
(0]
E F

F



10

15

20

BHC133038-FC
206

Analogously to Example 1, 40 mg of the title compoduvas obtained from 100 mg of the
compound prepared in Example 214c and 106 mg biara-3-(trifluoromethyl)benzoic acid in
DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.30 (4H), 3.43 - 3.53 (4H), 3.95 - 4.05{}14.20
(4H), 4.23 - 4.31 (1H), 4.47 (1H), 4.71 (2H), 7(2B1), 7.67 (1H), 7.78 - 7.85 (1H), 7.86 - 7.93
(1H), 7.96 (1H), 8.22 (1H), 8.90 (1H).

Example 257: 2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylimegh}-4-methoxy-N-(2-

methoxyethyl)-2H-indazole-5-carboxamide

CH,
O.
H N
~. 7/
N _b
Cl
o

E

Analogously to Example 1, 20 mg of the title compduvas obtained from 100 mg of the

compound prepared in Example 214c and 82 mg ofarai2-fluorobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.30 (4H), 3.42 - 3.51 (4H), 3.98 (2H), 4.(2H),
4.20 (3H), 4.69 (2H), 7.24 (1H), 7.38 (1H), 7.48{(17.56 (1H), 7.66 (1H), 8.15 - 8.30 (1H),
8.90 (1H).

Example 258 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-mlebxy-N-(2-morpholino-

ethyl)-2H-indazole-5-carboxamide
/ﬁ _CH,
A
H - /N
N _b
e
(0]

Analogously to Example 1b Version B, 67 mg of thike tompound was obtained from 66 mg

of the compound prepared in Example 258d and 3&fr@gmorpholinoethylamine in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 2.44 (4H), 3.21 - 3.36 (3H), 3.42 (2H), BE@H),
3.88 - 4.04 (1H), 4.07 - 4.18 (1H), 4.23 (4H), 4:3650 (1H), 4.70 (2H), 7.25 (1H), 7.41 - 7.56
(2H), 7.59 - 7.66 (2H), 7.70 (1H), 8.32 (1H), 8(@H).

The starting material was prepared as follows:
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Example 258a: Methyl 2-{[1-(tert-butoxycarbonyl)azetidin-3-yl]ntieyl}-4-methoxy-2H-

indazol-5-carboxylate

_CH,
HC,, _
= /N
N

o
H,C

Q CH,
CH,

Analogously to Example 1le, 448 mg of the title ponnd was obtained from 750 mg of the

compound prepared in Example 214a and 546 mg dfanet.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.27 - 1.44 (9H), 3.01 - 3.22 (1H), 3.78]53.85 -
3.99 (2H), 4.14 (3H), 4.64 (2H), 7.24 (1H), 7.5H)18.94 (1H).

Example 258b: Methyl 2-(azetidin-3-ylmethyl)-4-methoxy-2H-inddz®-carboxylate

o _CH,
HC g _
= /N
N
NH

800 mg of 258a were first placed in 40 ml acetdneated with 40 ml of semiconcentrated
hydrochloric acid, stirred until complete conversand concentrated to dryness. Yield: 414 mg

of the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.39 (1H), 3.79 (3H), 3.84 - 3.95 (2H), 8.94.07
(2H), 4.15 (3H), 4.72 (2H), 7.25 (1H), 7.52 (LH)93 (1H).

Example 258c: Methyl 2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethy#i-methoxy-2H-indazol-5-

carboxylate
o _CH,
< ,N—b
N
O
o

404 mg of 258b were first placed in 30 ml DCM aCQtreated with 0.21 ml of 4-chloro-
benzoyl chloride and 0.75 ml of N-ethyldiisopropyiae and stirred at room temperature until
complete conversion. For the work-up, the reactiolution was treated with saturated sodium

hydrogen carbonate solution, extracted with DCM tredcombined organic phases dried with
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sodium sulphate and concentrated to dryness. Télidegl 608 mg of the title compound, which

was used in the next step without further purifooat

Example  258d: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-mlebxy-2H-indazol-5-

carboxylic acid
_CH,
(o]
HO =
%@%
N
O
o

550 mg of 258c were first placed in 20 ml ethatr@ated with 20 ml of 2N sodium hydroxide
and stirred until complete conversion. For the wapk the reaction solution was adjusted to a
pH of 3 with 1IN hydrochloric acid, extracted witlthyl acetate, and the combined organic
phases dried with sodium sulphate and concentratedryness. Yield after purification by
column chromatography on silica gel with a hexathyl acetate gradient: 213 mg of the title

compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.27 (1H), 3.97 (1H), 4.07 - 4.17 (4H), 4 @H),
4.42 (1H), 4.70 (2H), 7.22 (1H), 7.46 - 7.57 (3AB9 - 7.68 (2H), 8.88 (1H), 12.61 (m, 1H).

Example 259: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-(2thoxyethyl)-4-methoxy-2H-

indazole-5-carboxamide
_CH,
HQC\/O\/\N _—
H - /N
N _b
O
(@]

Analogously to Example 1b Version B, 30 mg of thie tompound was obtained from 66 mg

of the compound prepared in Example 258d and 2&fri@gethoxyethylamine in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.07 - 1.21 (3H), 3.30 (1H), 3.40 - 3.5H}63.90 -
4.02 (1H), 4.08 - 4.17 (1H), 4.21 (4H), 4.34 - 4(481), 4.70 (2H), 7.24 (1H), 7.45 - 7.57 (2H),
7.60 - 7.74 (3H), 8.24 (1H), 8.91 (1H).

Example 260: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-[Z3,3-difluoropyrrolidin-1-
yl)ethyl]-4-methoxy-2H-indazole-5-carboxamide
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F%\ _CH,
N\/\N _—
H N
~ 7/
N _b
O
)

Analogously to Example 1b Version B, 58 mg of thike tompound was obtained from 66 mg

of the compound prepared in Example 258d and 3diiy(3,3-difluoropyrrolidin-1-yl)ethyl-
amine in DMF.

209

'H-NMR (400 MHz, DMSO-g): & [ppm]= 2.27 (2H), 2.64 (2H), 2.77 (2H), 2.96 (213)22 -
3.30 (1H), 3.41 (2H), 3.92 - 4.01 (1H), 4.11 (119 (4H), 4.35 - 4.48 (1H), 4.70 (2H), 7.24
(1H), 7.51 (2H), 7.57 - 7.75 (3H), 8.32 (1H), 8(a®4).

Example 261: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-ntaoxy-N-(2-morpholino-
ethyl)-2H-indazole-5-carboxamide

/\l /CHs
TVNwNJ\é?
N
s
(¢]

Analogously to Example 1b, Version B, 77 mg of tile compound was obtained from 100 mg

of the compound prepared in Example 261e and 46frAgmorpholinoethylamine in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.11 - 1.33 (2H), 1.35 - 1.75 (2H), 2.18.39 (1H),
2.65 - 2.88 (2H), 2.90 - 3.23 (3H), 3.41 - 3.828BI84 - 4.12 (2H), 4.24 (3H), 4.35 (3H), 7.26
(1H), 7.33 - 7.44 (2H), 7.46 - 7.58 (2H), 7.69 (1BR7 - 8.52 (1H), 8.87 (1H).

The starting material was prepared as follows:

Example 26la: Tert-butyl 4-[(5-bromo-4-methoxy-2H-indazol-2-giethyl]piperidin-1-
carboxylate

3

_CH,

Br\éj\
—

N
~. 7
N b
;a H3
(e] CH

H,C
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Analogously to Example 1c, 5.57 g of the title caupd was obtained from 9.65 g of 5-bromo-
4-methoxy-1H-indazole and 23.55 g of tert-butyltb$yloxy)methyl]piperidin-1-carboxylate.

'H-NMR (400 MHz, chloroform-d)3 [ppm]= 1.16 - 1.31 (2H), 1.39 - 1.49 (9H), 1.52.64
(2H), 2.16 - 2.36 (1H), 2.56 - 2.80 (2H), 4.11 (54P6 (2H), 7.28 - 7.33 (1H), 7.34 - 7.39 (1H),
7.99 (1H).

Example 261b: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylJethyl}-4-methoxy-2H-

indazol-5-carboxylate

_CH,

Ha(i\O _—

\/N
N

I

o CH,
H,C

Analogously to Example 1e, 1.1 g of the title compd was obtained from 2.4 g of the
compound prepared in Example 261a and 1.63 g dfanet.

Example 261c: Methyl 4-methoxy-2-(4-piperidylmethyl)-2H-indazblearboxylate

Analogously to Example 258b, from 1.1 g of the coonmd prepared in Example 261b 1.1 g of

the title compound was obtained, which was reaictd¢de next step without further purification.

Example 261d: Methyl 2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methiy4-methoxy-2H-indazol-

5-carboxylate

Analogously to Example 258c, from 1.1 g of the compd prepared in Example 261c and
762 mg of 4-chlorobenzoyl chloride, 980 mg of th#etcompound was obtained after

purification by column chromatography on silica g&h a hexane/ethyl acetate gradient.
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'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.24 (2H), 1.36 - 1.76 (2H), 2.18 - 2.404[12.65 -
2.88 (1H), 2.91 - 3.12 (1H), 3.42 - 3.67 (1H), 3(28l), 4.05 - 4.21 (3H), 4.35 (3H), 7.24 (1H),
7.34 - 7.43 (2H), 7.45 - 7.56 (3H), 8.86 (1H).

Example 261le 2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-ntaoxy-2H-indazol-5-

carboxylic acid

_CH,

HO =

Analogously to Example 258d, 547 mg of the titlenpound was obtained from 980 mg of the

compound prepared in Example 261d.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.12 - 1.35 (2H), 1.35 - 1.73 (2H), 2.22.40 (1H),
2.63 - 3.12 (2H), 3.14 - 3.70 (3H), 4.34 (3H), 5@@61H), 7.21 (1H), 7.32 - 7.45 (2H), 7.46 -
7.58 (3H), 8.76 (1H).

Example 262: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-nmtaoxy-N-(2-methoxyethyl)-
2H-indazole-5-carboxamide

_CH,
o
H N
~ 7/
N _?t:j>
<O
o

Analogously to Example 1b, Version B, 50 mg of tile compound was obtained from 100 mg

of the compound prepared in Example 261e and 26fr2gmethoxyethylamine in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.11 - 1.35 (2H), 1.35 - 1.72 (2H), 2.22.39 (1H),
2.69 - 2.88 (1H), 2.92 - 3.11 (1H), 3.30 (s, 3HBS3- 3.64 (5H), 4.20 (3H), 4.34 (3H), 7.25
(1H), 7.34 - 7.43 (2H), 7.45 - 7.57 (2H), 7.66 (1B)22 (1H), 8.83 (1H).

Example 263. 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-rmoxy-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 68 mg of tile compound was obtained from 100 mg

of the compound prepared in Example 261e and 36frA¢R,2-trifluoroethylamine in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.09 - 1.35 (2H), 1.37 - 1.75 (2H), 2.22.41 (1H),
2.69 - 2.88 (1H), 2.92 - 3.19 (1H), 3.42 - 3.69 (1#113 (2H), 4.23 (3H), 4.35 (3H), 7.26 (1H),
7.34 - 7.45 (2H), 7.46 - 7.55 (2H), 7.61 (1H), 8(%81), 8.88 (1H).

Example 264: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2thoxyethyl)-4-methoxy-

2H-indazole-5-carboxamide

_CH,
H3C\/O\/\N _—
H - /N
N
O
(0]

Analogously to Example 1b, Version B, 60 mg of tile compound was obtained from 100 mg

of the compound prepared in Example 261e and 3tfr@gethoxyethylamine in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.14 (3H), 1.19 - 1.35 (2H), 1.37 - 1.7H]}22.23 -
2.43 (1H), 2.68 - 2.88 (1H), 2.91 - 3.15 (1H), 3:43.56 (m, 7H), 4.20 (3H), 4.34 (3H), 7.25
(1H), 7.33 - 7.45 (2H), 7.46 - 7.55 (2H), 7.67 (1B)23 (1H), 8.83 (1H).

Example 265. 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-mboxy-N-{2-[(trifluoro-
methyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide

_CH,
F A S,
\\/ \/\N _—
H N
F \N/ b
O
o

Analogously to Example 1b, Version B, 68 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 261le and 51oMmg-[(trifluoromethyl)sulphanyl]-
ethylamine in DMF.
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'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.14 - 1.35 (2H), 1.36 - 1.72 (2H), 2.18.40 (1H),
2.66 - 2.87 (1H), 2.91 - 3.11 (1H), 3.21 (2H), 3:4270 (3H), 4.22 (3H), 4.34 (3H), 7.24 (1H),
7.32 - 7.45 (2H), 7.46 - 7.55 (2H), 7.64 (1H), 8(45l), 8.85 (1H).

Example 266: 4-methoxy-N-(2-methoxyethyl)-2-({1-[4-(trifluoronieoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

_CH,
0
HC >N =
H N
N _b

aa's

Analogously to Example 1b, Version B, 84 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 266b and 8®im(trifluoromethoxy)benzoic acid in
DMF.

LC-MS: R = 1.16 min, MS (ES+): m/z = 435 (M+H)
The starting material was prepared as follows:

Example 266a: Tert-butyl 4-({4-methoxy-5-[N-(2-methoxyethyl)daamoyl]-2H-indazol-2-
yl}methyl)piperidin-1-carboxylate

3 g of compound 261a, 1.59 g of 2-methoxyethylamin87 g of molybdenum hexacarbonyl,
204 mg of tri-tert-butylphosphine tetrafluoroborated 316 mg of palladium(ll) acetate were
first suspended in 100 ml 1,4-dioxan. Then 2.25% gpdium carbonate and a few drops of water
were added, and the mixture stirred for 25 min$4&°C and 150 watts in the microwave. The
reaction mixture was concentrated and the residag purified by column chromatography on

silica gel using a hexane/ ethyl acetate/ methgraaient. Yield: 1.3 g of the title compound.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.99 - 1.22 (2H), 1.29 - 1.55 (11H), 2.03.33 (1H),
2.60 - 2.83 (2H), 3.28 - 3.31 (3H), 3.43 - 3.52 4BI82 - 4.03 (2H), 4.20 (3H), 4.31 (2H), 7.25
(1H), 7.66 (1H), 8.21 (1H), 8.82 (1H).
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Example 266b: 4-methoxy-N-(2-methoxyethyl)-2-(4-piperidylmethyH-indazol-5-carbox-
amide

_CH,
O.
HSC/ \/\N =
H \\/N
N _b
N
H

Analogously to Example 258b, from 1.3 g of the commd prepared in Example 266a, 1.48 g of
the title compound was obtained, which was usethénsubsequent reactions without further

purification.

Example 267: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperit-4-yl}methyl)-4-methoxy-N-

(2-methoxyethyl)-2H-indazole-5-carboxamide

CH,
(o)
H N
~ /
N _b
F
(o) EF

F

Analogously to Example 1b, Version B, 20 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 266b and 9@ffluoro-4-(trifluoromethyl)benzoic
acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.05 - 1.36 (2H), 1.39 - 1.53 (1H), 1.56.72 (1H),
2.21 - 2.40 (1H), 2.75 - 2.90 (1H), 2.92 - 3.15 J1Bi27 - 3.35 (4H), 3.44 - 3.53 (4H), 4.20
(3H), 4.27 - 4.43 (2H), 4.44 - 4.58 (1H), 7.25 (1RG4 - 7.74 (3H), 7.81 (1H), 8.20 (1H), 8.83
(1H).

Example 268: 4-methoxy-N-(2-methoxyethyl)-2-({1-[4-(pentafluedd-sulphanyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 39 mg of tile compound was obtained from 100 mg

of the compound prepared in Example 266b and 108frdg(pentafluorox®-sulphanyl)benzoic
acid in DMF.

LC-MS: R = 1.18 min, MS (ES+): m/iz = 577 (M+H)

Example 269: 4-methoxy-N-(2-methoxyethyl)-2-[(1-{4-[(trifluoroethyl)sulphanyl]lbenzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

_CH,
O
H N
~ /
N _b
>—< —s F
(0]

Analogously to Example 1b, Version B, 25 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 266b and 96frdg[(trifluoromethyl)sulphanyl]benzoic
acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.09 - 1.37 (2H), 1.38 - 1.72 (2H), 2.23.39 (1H),
2.70 - 2.93 (1H), 2.95 - 3.16 (1H), 3.30 (3H), 348.55 (5H), 4.20 (3H), 4.35 (d, 3H), 7.25
(1H), 7.46 - 7.58 (2H), 7.66 (1H), 7.78 (2H), 8(AB1), 8.82 (1H).

Example 270: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]piperid-4-yl}methyl)-4-methoxy-
N-(2-methoxyethyl)-2H-indazole-5-carboxamide

_CH,
0]
HQC/ \/\N =
H N
~ 7/
N b
Cl
o
E F

F

Analogously to Example 1b, Version B, 27 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 266b and 9®igchloro-3-(trifluoromethyl)benzoic
acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.15 - 1.37 (2H), 1.38 - 1.73 (2H), 2.12.41 (1H),
2.70 - 2.88 (1H), 2.95 - 3.18 (1H), 3.30 (3H), 3:3862 (5H), 4.20 (3H), 4.35 (3H), 7.25 (1H),
7.59 - 7.73 (2H), 7.75 - 7.86 (2H), 8.20 (1H), 8(8RY).
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Example 271 2-{[1-(4-chloro-2-fluorobenzoyl)piperidin-4-yllmbyl}-4-methoxy-N-(2-

methoxyethyl)-2H-indazole-5-carboxamide

_CH,
O.
H N
~ 7/
N
C
o

F

Analogously to Example 1b, Version B, 17 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 266b and 750fmg-chloro-2-fluorobenzoic acid in
DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.08 - 1.33 (2H), 1.37 - 1.52 (1H), 1.58.70 (1H),
2.20 - 2.42 (1H), 2.72 - 2.88 (1H), 2.94 - 3.12 (18130 (3H), 3.37 (1H), 3.43 - 3.51 (4H), 4.20
(3H), 4.34 (2H), 4.42 - 455 (1H), 7.25 (1H), 7-31.48 (2H), 7.55 (1H), 7.66 (1H), 8.20 (1H),
8.83 (1H).

Example 272: 2-({1-[3-fluoro-4-(trifluoromethoxy)benzoyl]pipedin-4-yl}methyl)-4-methoxy-
N-(2-methoxyethyl)-2H-indazole-5-carboxamide

_CH,
O
H N
~ 7/
N b
Q
o F

FF

Analogously to Example 1b, Version B, 12 mg of tile compound was obtained from 100 mg
of the compound prepared in Example 266b and 90m3gfluoro-4-(trifluoromethoxy)benzoic
acid in DMF.

LC-MS: R = 1.18 min, MS (ES+): m/z = 553 (M+H)

Example 273:  4-methoxy-N-(2-methoxyethyl)-2-({1-[(1-methyl-1Hhdol-3-yl)carbonyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide
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_CH,
o)
HSC/ \/\N =
H N
=~ /
N _b
/ N/CH3
%

Analogously to Example 1b, Version B, 19 mg of tile compound was obtained from 100 mg

217

of the compound prepared in Example 266b and 7®fmigmethyl-1H-indol-3-carboxylic acid
in DMF.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.11 - 1.40 (2H), 1.54 (2H), 2.18 - 2.4H]12.93
(2H), 3.30 (3H), 3.40 - 3.45 (4H), 3.70 - 3.91 (3HI)12 - 4.48 (7H), 7.00 - 7.34 (3H), 7.48 (1H),
7.66 (3H), 8.22 (1H), 8.84 (1H).

Example 274: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-bbxy-N-(2-methoxyethyl)-

2H-indazole-5-carboxamide

=N
H N
g™ ) _2j>
0o _o
r N
CH, )._@,
0

Analogously to Example 1b, Version B, 47 mg of tile compound was obtained from 110 mg

Cl

of the compound prepared in Example 274c and 72frdgchlorobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.10 - 1.33 (2H), 1.44 (5H), 2.20 - 2.3%H]12.68 -
2.85 (1H), 2.92 - 3.12 (1H), 3.32 (7H), 3.51 - 3(GR), 4.20 - 4.59 (5H), 7.26 (1H), 7.33 - 7.44
(2H), 7.47 - 7.55 (2H), 7.70 (1H), 8.30 (1H), 8(1%1).

The starting material was prepared as follows:

Example 274a:  Tert-butyl  4-[(5-bromo-4-ethoxy-2H-indazol-2-ylpthyl]piperidin-1-

carboxylate

J*
Br\éi\
—
N
~ 7
N _b

y—Q £,
o) O>LCH3
H,C
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Analogously to Example 74c, 285 mg of the title pound was obtained from 484 mg of
5-bromo-4-ethoxy-1H-indazole and 1.11 g of tertybdt[(5-bromo-4-ethoxy-2H-indazol-2-yl)-
methyl]piperidin-1-carboxylate.

'H-NMR (400 MHz, chloroform-d)3 [ppm]= 1.13 - 1.34 (2H), 1.46 (9H), 1.49 (3H),d51.63
(2H), 2.16 - 2.37 (1H), 2.54 - 2.80 (2H), 4.0221(2H), 4.26 (2H), 4.33 (2H), 7.28 - 7.43 (2H),
7.93 (1H).

Example 274b: Tert-butyl 4-({4-ethoxy-5-[N-(2-methoxyethyl)canmeyl]-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

Analogously to Example 266a, 235 mg of the titlenpound was obtained from 285 mg of the
compound prepared in Example 274a and 146 mg oétRaryethylamine.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.97 - 1.22 (2H), 1.29 - 1.56 (14H), 2.08.31 (1H),
2.59 - 2.86 (2H), 3.33 (3H), 3.49 (4H), 3.80 - 4(@R1), 4.30 (2H), 4.51 (2H), 7.26 (1H), 7.71
(1H), 8.31 (1H), 8.79 (1H).

Example 274c: 4-ethoxy-N-(2-methoxyethyl)-2-(4-piperidylmethy2H-indazole-5-
carboxamide

o
H,e” \/\Nj\éf\
H N
-~ /
) _b
N
H

Analogously to Example 258b, from 235 mg of the poond prepared in Example 274b,
237 mg of the title compound was obtained, whicls weacted in the next step without further

purification.

Example 275:  4-ethoxy-N-(2-methoxyethyl)-2-({1-[4-(pentafluo#S-sulphanyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 30 mg of tile compound was obtained from 110 mg
of the compound prepared in Example 274c and 11®fdg(pentafluordk’-sulphanyl)benzoic
acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.10 - 1.36 (2H), 1.44 (4H), 1.54 - 1.6%}12.22 -
2.40 (1H), 2.70 - 2.87 (1H), 2.93 - 3.13 (1H), 3(361), 3.48 (5H), 4.34 (2H), 4.41 - 4.63 (3H),
7.26 (1H), 7.59 (2H), 7.70 (1H), 7.98 (2H), 8.361(18.79 (1H).

Example 276: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-etixy-N-(2-methoxyethyl)-2H-
indazole-5-carboxamide

Analogously to Example 1b, Version B, 25 mg of tile compound was obtained from 50 mg

of the compound prepared in Example 276¢ and 35frdgchlorobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.44 (3H), 3.21 - 3.29 (1H), 3.31 (3H), 3.@H),
3.96 (1H), 4.06 - 4.30 (2H), 4.34 - 4.59 (3H), 4@81), 7.25 (1H), 7.51 (2H), 7.62 (2H), 7.71
(1H), 8.30 (1H), 8.86 ( 1H).

The starting material was prepared as follows:

Example 276a: Tert-butyl 3-[(5-bromo-4-ethoxy-2H-indazol-2-ylathyllazetidin-1-carboxylate
o CH

-
Lo

H,C

Analogously to Example 74c, 204 mg of the title pmund was obtained from 500 mg of
5-bromo-4-ethoxy-1H-indazole and 1.06 g of tertyb8t[(tosyloxy)methyllazetidin-1-
carboxylate.
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'H-NMR (600 MHz, chloroform-d)3 [ppm]= 1.44 (9H), 1.49 (3H), 3.14 - 3.30 (1H), 373.83
(2H), 4.07 (2H), 4.33 (2H), 4.59 (2H), 7.29 (1H)37 (1H), 7.98 (1H).

Example 276b: Tert-butyl 3-({4-ethoxy-5-[N-(2-methoxyethyl)canvmyl]-2H-indazol-2-yl}-

methyl)azetidin-1-carboxylate

Jr
o
HC” \/\Nj\éf\
H N
~ 7/
N _b
o

H,C

Q CH,

CH,

Analogously to Example 266a, from 191 mg of the pound prepared in Example 276a and
105 mg of 2-methoxyethylamine, 121 mg of the tittenpound was obtained, which was reacted

in the next step without further purification.

Example 276c: 2-(azetidin-3-ylmethyl)-4-ethoxy-N-(2-methoxyethwaH-indazol-5-carbox-

amide

ng
O.
H,C™ \/\N/ﬁ\éf\
H N
~ 7
" _b
NH

Analogously to Example 258b, from 121 mg of the poond prepared in Example 276b, 93 mg
of the title compound was obtained, which was ehdh the next step without further

purification.

Example 277:  4-ethoxy-N-(2-methoxyethyl)-2-({1-[4-(pentafluo#S-sulphanyl)benzoyl]-

azetidin-3-yl}methyl)-2H-indazole-5-carboxamide

H N
o 0] E
|/ >_©5é/F
CH3 é / \F

F

Analogously to Example 1b, Version B, 35 mg of tile compound was obtained from 50 mg
of 276¢ and 56 mg of 4-(pentafluokB-sulphanyl)benzoic acid in DMF.
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'H-NMR (400 MHz, DMSO-g): 3 [ppm]= 1.37 - 1.50 (3H), 3.26 (1H), 3.31 (3H), 3.43.57
(4H), 3.92 - 4.05 (1H), 4.10 - 4.31 (2H), 4.3857(3H), 4.70 (2H), 7.25 (1H), 7.66 - 7.87 (3H),
7.98 (2H), 8.30 (1H), 8.86 (1H).

Example 278: 2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-6-mieyl-N-(2-morpholinoethyl)-

2H-indazole-5-carboxamide
LMJJQT
H - /N
H,C N _b
N :
(@]

Analogously to Example 1b, Version B, 23 mg of tile compound was obtained from 100 mg
of 278b and 66 mg of 4-chlorobenzoic acid in DMF.

Cl

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 2.42 (s, 3H), 3.09 - 3.27 (m, 3H), 3.29.33 (2H),
3.49 - 3.73 (m, 6H), 3.84 - 3.96 (m, 1H), 3.97 154(m, 3H), 4.16 - 4.27 (m, 1H), 4.31 - 4.45
(m, 1H), 4.62 - 4.80 (m, 2H), 7.36 - 7.47 (1H),&47.57 (2H), 7.58 - 7.70 (2H), 7.77 - 7.89
(1H), 8.41 - 8.58 (2H).

The starting material was prepared as follows:

Example 278a: Tert-butyl 3-({6-methyl-5-[N-(2-morpholinoethyl)cbamoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate
o CH

. e,

o
H,C

Analogously to Example 1b, Version B, 418 mg of tite compound was obtained from

410 mg of 178c and 232 mg of 2-morpholinoethylanimBMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.36 (9H), 2.39 (3H), 2.44 (4H), 2.95 - B.{LH),
3.24 - 3.43 (4H), 3.58 (4H), 3.64 - 3.79 (2H), 3(281), 4.62 (2H), 7.39 (1H), 7.68 (1H), 8.04 -
8.22 (1H), 8.45 (1H).

Example  278b: 2-(azetidin-3-ylmethyl)-6-methyl-N-(2-morpholindst)-2H-indazole-5-
carboxamide
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“dorn
H - /N
NH

Analogously to Example 258b, from 400 mg of the poond prepared in Example 278a,

222

372 mg of the title compound was obtained, whicls weacted in the next step without further

purification.

Example 279: 6-methyl-N-(2-morpholinoethyl)-2-({1-[4-(trifluonmethoxy)benzoyl]azetidin-3-
yl}methyl)-2H-indazole-5-carboxamide

e
HeC <\ _b Z)v;

Analogously to Example 1b, Version B, 44 mg of tile compound was obtained from 100 mg
of 278b and 86 mg of 4-(trifluoromethoxy)benzoiaaa DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 2.42 (3H), 3.07 - 3.27 (5H), 3.48 - 3.7H]63.85 -
4.17 (4H), 4.18 - 4.29 (1H), 4.33 - 4.48 (1H), 4:64.82 (2H), 7.30 - 7.54 (3H), 7.68 - 7.78
(2H), 7.79 - 7.88 (1H), 8.43 - 8.60 (2H).

Example 280: 6-methyl-N-(2-morpholinoethyl)-2-({1-[4-(pentaflvo-.°-sulphanyl)benzoyl]-

azetidin-3-yl}methyl)-2H-indazole-5-carboxamide

T\/N\/\N ==
H N
H,C N
R F
AT
(e} FF

Analogously to Example 1b, Version B, 37 mg of tile compound was obtained from 100 mg
of 278b and 104 mg of 4-(pentafluck®sulphanyl)benzoic acid in DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 2.42 (3H), 3.06 - 3.27 (5H), 3.47 - 3.75]63.87 -
4.08 (3H), 4.09 - 4.29 (2H), 4.33 - 4.49 (1H), 4:64.80 (2H), 7.34 - 7.52 (1H), 7.71 - 7.88
(3H), 7.92 - 8.07 (2H), 8.39 - 8.59 (2H).

Example 281: N-(2-methoxyethyl)-6-methyl-2-({1-[(1-methyl-1H-@ol-3-yl)carbonyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide
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o
HC >N =
H N
~ /
H3C N _2j>
o)

Analogously to Example 1b, Version B, 4.2 mg of tile compound was obtained from 150 mg
of 205c and 119 mg of 1-methyl-1H-indol-3-carboxzydicid in DMF.

223

LC-MS: R = 1.01 min, MS (ES+): m/z = 489 (M+H)

Example 282: N-(2-methoxyethyl)-4-methyl-2-({1-[(1-methyl-1H-ttol-3-yl)carbonyl]azetidin-
3-yl}methyl)-2H-indazole-5-carboxamide

ﬁ\éj
N\CH
/N\ 3
H N
H3C\O/\/N =
o CH,

Analogously to Example 1b, Version B, 35 mg of tile compound was obtained from 175 mg
of 117e and 122 mg of 1-methyl-1H-indol-3-carbogicid in DMF.

LC-MS: R = 0.95 min, MS (ES+): m/z = 460 (M+H)

Example 283: 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}ethyl)-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
Fﬁ/\
N =
H - /N
F N _bp :
O
o

Q

F

Analogously to Example 1b, Version B, 267 mg of titee compound was obtained from
250 mg of 71a and 246 mg of 4-(4-fluorophenoxy)loenacid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.16 - 1.32 (2H), 1.35 - 1.69 (2H), 2.22.39 (1H),
2.54 (3H), 2.70 - 3.15 (2H), 3.50 - 3.83 (1H), 4(QW), 4.36 (3H), 6.91 - 7.05 (2H), 7.08 - 7.31
(5H), 7.34 - 7.42 (2H), 7.46 (1H), 8.56 (1H), 8@B1).
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Example 284: 2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl}ethyl)-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
F\\/\
N =
H — N
F N _bp :
O
(o)

Q

Cl

Analogously to Example 1b, Version B, 55 mg of tile compound was obtained from 100 mg
of 71a and 105 mg of 4-(4-chlorophenoxy)benzoid atiDMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.34 - 1.72 (2H), 2.21 - 2.4H12.54
(3H), 2.67 - 3.20 (2H), 3.51 - 3.83 (1H), 4.07 (2436 (3H), 6.92 - 7.15 (4H), 7.20 (1H), 7.35 -
7.53 (5H), 8.56 (1H), 8.84 (1H).

Example 285: 4-methyl-2-({1-[4-(4-methylphenoxy)benzoyl]pipendd-yl}methyl)-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H.
F 3
Fﬁ/\
N =
H - N
F N _bp :
O
o

Q

CH,

Analogously to Example 1b, Version B, 60 mg of tile compound was obtained from 100 mg
of 71a and 97 mg of 4-(4-methylphenoxy)benzoic atiDMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.36 - 1.71 (2H), 2.30 (4H), 2.68H),
2.64 - 3.17 (2H), 3.49 - 3.82 (1H), 4.07 (2H), 4(36l), 6.85 - 7.04 (4H), 7.21 (3H), 7.29 - 7.41
(2H), 7.46 (1H), 8.56 (1H), 8.84 (S1H).

Example 286: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidid-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
Fﬁ/\
N -
H — /N
F N _b
N
e Va Ve
o
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Analogously to Example 1b, Version B, 39 mg of tile compound was obtained from 100 mg
of 71a and 92 mg of 4-(4-fluorophenyl)benzoic ani®MF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.14 - 1.36 (2H), 1.36 - 1.73 (2H), 2.18.41 (1H),
2.54 (3H), 2.70 - 3.16 (2H), 3.51 - 3.82 (1H), 4(QH), 4.38 (3H), 7.21 (1H), 7.31 (2H), 7.40 -
7.53 (3H), 7.64 - 7.85 (4H), 8.56 (1H), 8.81 (1H).

Example 287: 4-methyl-2-{[1-(4-morpholinobenzoyl)piperidin-4yhethyl}-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

i o CcH,
F
ﬁ/\u/“\éf\/,\l
e
N o]
Ofé ( : /

Analogously to Example 1b, Version B, 45 mg of tile compound was obtained from 100 mg

of 71a and 88 mg of 4-morpholinobenzoic acid in DMF

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.24 (2H), 1.40 - 1.60 (2H), 2.20 - 2.404[12.54
(3H), 2.73 - 3.01 (2H), 3.38 (4H), 3.64 - 3.81 (5H)07 (3H), 4.36 (2H), 6.94 (2H), 7.16 - 7.30
(3H), 7.46 (1H), 8.55 (1H), 8.81 (1H).

Example 288: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[(trifloromethyl)sulphanyl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

HS
R
Rale
I Ua's
F
Analogously to Example 1b, Version B, 67 mg of tile compound was obtained from 100 mg

of 71a and 94 mg of 4-[(trifluoromethyl)sulphanydfizoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.12 - 1.35 (2H), 1.35 - 1.70 (2H), 2.22.40 (1H),
2.54 (3H), 2.70 - 2.88 (1H), 2.94 - 3.12 (1H), 3:3861 (1H), 4.07 (2H), 4.36 (3H), 7.21 (1H),
7.37 - 7.60 (3H), 7.78 (2H), 8.55 (1H), 8.81 (1H).

Example 289: 4-methyl-2-({1-[(1-methyl-1H-indol-3-yl)carbonyl]peridin-4-yl}methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 43 mg of tile compound was obtained from 100 mg
of 71a and 74 mg of 1-methyl-1H-indol-3-carboxy@d in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.27 (2H), 1.52 (2H), 2.20 - 2.40 (1H), 2.6H),
2.92 (2H), 3.82 (3H), 4.07 (2H), 4.27 (2H), 4.384}26.92 - 7.33 (3H), 7.47 (2H), 7.61 - 7.76
(2H), 8.56 (1H), 8.81 (1H).

Example 290: 4-methyl-2-({1-[(1-methyl-1H-indol-2-yl)carbonyl]peridin-4-yl}methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

o H
E 3
Fﬁ/\
N -
H \/N
F N _b
1)
o N

/

H,C

3

Analogously to Example 1b, Version B, 51 mg of tile compound was obtained from 100 mg
of 71a and 74 mg of 1-methyl-1H-indol-2-carboxyditid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.41 (2H), 1.43 - 1.73 (2H), 2.19.43 (1H),
2.54 (3H), 2.74 - 3.23 (2H), 3.73 (3H), 4.07 (3439 (3H), 6.60 (s, 1H), 7.03 - 7.14 (1H), 7.16
- 7.30 (2H), 7.48 (2H), 7.59 (1H), 8.57 (1H), 8(@H).

Example 291. 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(tfluoromethyl)phenoxy]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbarmide

H
F 3
Fﬁ/\
N =
H - /N
F N _bl\ :
O
(0]

3.

F
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Analogously to Example 1b, Version B, 156 mg of titee compound was obtained from

150 mg of 71a and 179 mg of 4-[4-(trifluoromethyigmoxy]benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.23 (2H), 1.36 - 1.68 (2H), 2.20 - 2.43{}12.54
(3H), 2.68 - 3.17 (2H), 3.50 - 3.79 (1H), 4.07 (2487 (3H), 7.09 - 7.28 (5H), 7.35 - 7.51 (3H),
7.76 (2H), 8.56 (1H), 8.83 (1H).

Example 292:  2-({1-[(5-fluoro-1-methyl-1H-indol-2-yl)carbonyljperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

o H
F 3
F\\/\
N -
H \/N
F N b
F
1y
o N

H,C

Analogously to Example 1b, Version B, 28 mg of tile compound was obtained from 100 mg
of 71a and 82 mg of 5-fluoro-1-methyl-1H-indol-24saxylic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.18 - 1.38 (2H), 1.39 - 1.72 (2H), 2.28.42 (1H),
2.54 (3H), 2.74 - 3.25 (2H), 3.73 (3H), 4.07 (3H)38 (3H), 6.58 (1H), 7.09 (1H), 7.21 (1H),
7.36 (1H), 7.47 (2H), 8.57 (1H), 8.83 (1H).

Example 293: 2-({1-[(5-methoxy-1-methyl-1H-indol-2-yl)carbonyiperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

H
F 3
Fﬁ/\
N =
H \/N
F N _b
N
o

O.
>_(/j©/ \CH3
N

/
H,C

Analogously to Example 1b, Version B, 37 mg of tile compound was obtained from 100 mg
of 71a and 87 mg of 5-methoxy-1-methyl-1H-indol&H4moxylic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.30 (2H), 1.41 - 1.71 (2H), 2.26 - 2.43H]12.54
(3H), 2.71 - 3.22 (2H), 3.69 (3H), 3.75 (3H), 4.BH), 4.39 (3H), 6.51 (1H), 6.88 (1H), 7.07
(1H), 7.21 (1H), 7.34 - 7.54 (2H), 8.57 (1H), 8@B1).

Example 294: 2-({1-[(5-chloro-1-methyl-1H-indol-2-yl)carbonyl]peridin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide
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Analogously to Example 1b, Version B, 43 mg of tile compound was obtained from 100 mg
of 71a and 89 mg of 5-chloro-1-methyl-1H-indol-Zwaxylic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.29 (2H), 1.38 - 1.72 (2H), 2.26 - 2.43H]12.54
(3H), 2.71 - 3.21 (2H), 3.73 (3H), 3.84 - 4.18 (3H)38 (3H), 6.59 (1H), 7.15 - 7.28 (2H), 7.47
(1H), 7.55 (1H), 7.65 (1H), 8.57 (1H), 8.83 (1H).

Example 295: 2-({1-[(6-methoxy-1-methyl-1H-indol-2-yl)carbonyjperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

H
F 3
Fﬁ/\
N =
H - N
F N b
1L
3 }\l O/CH3

H,C

Analogously to Example 1b, Version B, 36 mg of tile compound was obtained from 100 mg
of 71a and 87 mg of 6-methoxy-1-methyl-1H-indol&4wmoxylic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.28 (2H), 1.52 (2H), 2.25 - 2.43 (1H), 2.6H),
2.78 - 3.16 (2H), 3.70 (3H), 3.82 (3H), 3.97 - 4(681), 6.54 (1H), 6.73 (1H), 7.01 (1H), 7.21
(1H), 7.39 - 7.53 (2H), 8.57 (1H), 8.83 (t1H).

Example 296: 2-{[1-(1H-Indol-2-ylcarbonyl)piperidin-4-yllmethyl4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H.
E 3
Fﬁ/\
N -
H \/N
F N _b
N
1)
(o) N

Analogously to Example 1b, Version B, 43 mg of tile compound was obtained from 100 mg
of 71a and 68 mg of indol-2-carboxylic acid in DMF.
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'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.16 - 1.40 (2H), 1.58 (2H), 2.27 - 2.4412.55
(3H), 2.77 - 3.24 (2H), 4.07 (2H), 4.30 - 4.59 (4B)74 (1H), 6.95 - 7.08 (1H), 7.10 - 7.26 (2H),
7.40 (1H), 7.48 (1H), 7.59 (1H), 8.58 (1H), 8.8#{(111.54 (1H).

Example 297:  4-methyl-2-({1-[(1-methyl-1H-benzimidazol-2-yl)daonyl]piperidin-4-yl}-
methyl)-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

N N
0

H,C

Analogously to Example 1b, Version B, 26 mg of tile compound was obtained from 100 mg
of 71a and 75 mg of 1-methyl-1H-benzimidazol-2-caspic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.17 - 1.42 (2H), 1.46 (1H), 1.57 - 1.754}12.27 -
2.44 (1H), 2.54 (3H), 2.87 (1H), 3.11 (1H), 3.8H[34.07 (3H), 4.40 (2H), 4.48 - 4.62 (1H),
7.13 - 7.41 (3H), 7.47 (1H), 7.58 - 7.76 (2H), 8(%81), 8.83 (1H).

Example 298: 4-methyl-2-({1-[(2-phenylthiazol-5-yl)carbonyl]pgsidin-4-yl}methyl)-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H3
F%/\H/ﬁ\éf\/’\l
RGNS
hadl

Analogously to Example 1b, Version B, 53 mg of tile compound was obtained from 100 mg
of 71a and 87 mg of 2-phenylthiazol-5-carboxylicdan DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.18 - 1.41 (2H), 1.56 (2H), 2.27 - 2.44H][12.54
(3H), 2.73 - 3.29 (2H), 3.93 - 4.53 (6H), 7.21 (LAW2 - 7.61 (4H), 7.93 - 8.03 (2H), 8.14 (1H),
8.57 (1H), 8.83 (1H).

Example 299: 2-{[1-(benzoxazol-2-ylcarbonyl)piperidin-4-yllmeth-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide
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N
hale
N
0
o O
Analogously to Example 1b, Version B, 20 mg of tile compound was obtained from 100 mg

of 71a and 69 mg of benzoxazol-2-carboxylic aciDMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.44 (2H), 1.48 - 1.72 (2H), 2.29.46 (1H),
2.54 (3H), 2.82 - 3.01 (1H), 3.12 - 3.31 (1H), 4(@M), 4.40 (4H), 7.21 (1H), 7.42 - 7.61 (3H),
7.78 - 7.95 (2H), 8.58 (1H), 8.83 (1H).

Example 300: 4-methyl-2-({1-[(2-phenyloxazol-5-yl)carbonyl]pipdin-4-yl}methyl)-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H3
F%/\Hj\éf\/N
RGNS
WIN

Analogously to Example 1b, Version B, 20 mg of tile compound was obtained from 100 mg
of 71a and 80 mg of 2-phenyloxazol-5-carboxylicdani DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.15 - 1.43 (2H), 1.59 (2H), 2.31 - 2.45{}12.55
(3H), 2.70 - 3.35 (2H), 4.07 (2H), 4.39 (4H), 7@H), 7.48 (1H), 7.53 - 7.67 (3H), 7.80 (1H),
7.94 - 8.07 (2H), 8.58 (1H), 8.83 (1H).

Example 301: 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[5-(tifluoromethyl)pyridin-2-yl]-
oxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-5-choxamide

F (o] H,
SRS
O
° 7
E F
F
Analogously to Example 1b, Version B, 23 mg of tile compound was obtained from 75 mg

of 71a and 90 mg of 4-{[5-(trifluoromethyl)pyridia-ylJoxy}benzoic acid in DMF.
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'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.13 - 1.35 (2H), 1.37 - 1.72 (2H), 2.19.42 (1H),
2.54 (3H), 2.69 - 3.17 (2H), 3.55 - 3.82 (1H), 3:91.18 (2H), 4.26 - 4.60 (3H), 7.28 (4H), 7.38
- 7.56 (3H), 8.16 - 8.33 (1H), 8.49 - 8.63 (2HYB- 8.91 (1H).

Example 302: 2-{[1-(benzothiazol-2-ylcarbonyl)piperidin-4-yl]nigyl}-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
Fﬁ/\
N -
N
4
o S

Analogously to Example 1b, Version B, 35 mg of title compound was obtained from 75 mg

of 71a and 57 mg of benzothiazol-2-carboxylic aci®dMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.36 (2H), 1.59 (2H), 2.31 - 2.46 (1H), 2.8H),
2.91 (1H), 3.26 (1H), 4.07 (2H), 4.31 - 4.61 (3HP5 - 5.23 (1H), 7.21 (1H), 7.41 - 7.69 (3H),
8.05 - 8.28 (2H), 8.58 (1H), 8.83 (1H).

Example 303: 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(tifluoromethyl)pyridin-3-yl]-
oxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-5-choxamide

. o) Hy
F
N =
ﬁ/\H \
O
o / N\
F F
F

Analogously to Example 1b, Version B, 42 mg of tile compound was obtained from 75 mg

of 71a and 90 mg of the carboxylic acid preparexample 303b) in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.16 - 1.33 (2H), 1.34 - 1.67 (2H), 2.22.39 (1H),
2.54 (3H), 2.68 - 3.16 (2H), 3.52 - 3.76 (1H), 3:98.16 (2H), 4.28 - 4.61 (3H), 7.13 - 7.31
(3H), 7.46 (3H), 7.59 - 7.71 (1H), 7.92 (1H), 8:5265 (2H), 8.84 (1H).

The starting material was prepared as follows:

Example 303a: 4-{[6-(trifluoromethyl)pyridin-3-yljoxy}benzonitrie
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2.5 g of 5-bromo-2-(trifluoromethyl)pyridine, 5.8a§ 4-hydroxybenzonitrile, 10.8 g of caesium
carbonate and 1.87 g of molybdenum hexacarbonylO ml 1,4-dioxan were heated under
reflux until complete conversion. The reaction mnetwas diluted with water, extracted several
times with ethyl acetate, and the combined orgafiases washed with saturated sodium
chloride solution, dried over sodium sulphate aondcentrated. The residue was purified by
column chromatography on silica gel using a hexattg/l acetate gradient. Yield: 1.35 g of the

title compound.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 7.35 (2H), 7.75 - 7.84 (1H), 7.89 - 8.03]38.66
(1H).

Example 303b: 4-{[6-(trifluoromethyl)pyridin-2-ylJoxy}benzoic aicl

1.33 g of the compound prepared in Example 3034iml ethanol was treated with 32 ml of
40% potassium hydroxide solution and heated undBuxr until complete conversion. The
reaction mixture was diluted with water and extedalvith ethyl acetate. The organic phase was
washed with saturated sodium chloride solutioredliover sodium sulphate and concentrated.

Yield: 1.32 g of the title compound.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 7.19 - 7.33 (2H), 7.68 - 7.81 (1H), 7.98.08 (3H),
8.64 (1H), 12.71 - 13.28 (1H).

Example 304: 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(tifluoromethyl)pyridin-2-yl]-
oxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-5-choxamide

H3
F
\'<\N =
F H — N
F N _bl\ :
O
(o}

— F
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Analogously to Example 1b, Version B, 48 mg of title compound was obtained from 75 mg

of 71a and 90 mg of 4-{[6-(trifluoromethyl)pyridia-ylJoxy}benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.15 - 1.34 (2H), 1.35 - 1.71 (2H), 2.23.41 (1H),
2.54 (3H), 2.67 - 3.17 (2H), 3.51 - 3.77 (1H), 3:92.18 (2H), 4.22 - 4.65 (3H), 7.13 - 7.31
(3H), 7.37 (1H), 7.41 - 7.53 (3H), 7.67 (1H), 8:09.20 (1H), 8.57 (1H), 8.75 - 8.92 (1H).

Example 305: 4-methyl-2-({1-[(3-phenyl-1,2,4-oxadiazol-5-yl)damyl]piperidin-4-yl}methyl)-
N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
Fﬁ/\
N -
H — /N
N
7|
3 O/N

Analogously to Example 1b, Version B, 40 mg of tile compound was obtained from 90 mg
of 71a and 73 mg of 3-phenyl-1,2,4-oxadiazol-5-oayfic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.18 - 1.43 (2H), 1.48 - 1.72 (2H), 2.33.47 (1H),
2.54 (3H), 2.95 (1H), 3.24 (1H), 3.94 - 4.17 (3MB3 - 4.53 (3H), 7.21 (1H), 7.47 (1H), 7.55 -
7.70 (3H), 7.96 - 8.12 (2H), 8.57 (1H), 8.83 (1H).

Example 306: 2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-4-yl}irigyl)-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H
F 3
Fﬁ/\
N =
H - N
F N _2j>\ :
O
(0]

\
\N

Analogously to Example 1b, Version B, 59 mg of tile compound was obtained from 110 mg

of 71a and 101 mg of 4-(4-cyanophenoxy)benzoic ecMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.34 (2H), 1.35 - 1.70 (2H), 2.18.41 (1H),
2.54 (3H), 2.70 - 3.18 (2H), 3.54 - 3.79 (1H), 4(QWA), 4.37 (3H), 7.10 - 7.28 (5H), 7.41 - 7.52
(3H), 7.79 - 7.94 (2H), 8.56 (s1H), 8.81 (s1H).
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Example 307: 2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-yl}ethyl)-4-methyl-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H
= 3
Fﬁ/\
N =
H - N
F N _2j>\ :
O
o

a2

Analogously to Example 1b, Version B, 40 mg of tile compound was obtained from 100 mg
of 71a and 89 mg of 4-(3-fluorophenoxy)benzoic agidMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.14 - 1.34 (2H), 1.36 - 1.70 (2H), 2.22.44 (1H),
2.54 (3H), 2.70 - 3.13 (2H), 3.52 - 3.86 (1H), 4(@H), 4.37 (3H), 6.79 - 7.12 (5H), 7.21 (1H),
7.35 - 7.52 (4H), 8.55 (1H), 8.81 (1H).

Example 308: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[3-(tfluoromethyl)phenoxy]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

H.
E 3
Fﬁ/\
N -
H \/N
F N _b
N :
O
O

O,

E

Analogously to Example 1b, Version B, 47 mg of tile compound was obtained from 100 mg
of 71a and 119 mg of 4-[3-(trifluoromethyl)phenadsghzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.16 - 1.34 (2H), 1.37 - 1.66 (2H), 2.22.38 (1H),
2.54 (3H), 2.69 - 3.14 (2H), 3.50 - 3.83 (1H), 4(@H), 4.37 (3H), 7.10 (2H), 7.21 (1H), 7.36
(1H), 7.39 - 7.50 (4H), 7.54 (1H), 7.61 - 7.75 (1B)B5 (1H), 8.81 (1H).

Example 309: 4-methyl-2-({1-[(5-phenyloxazol-2-yl)carbonyl]pipdin-4-yl}methyl)-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

H.
F 3
Fﬁ/\
N =
H \/N
N
— |
o O
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Analogously to Example 1b, Version B, 10 mg of tile compound was obtained from 100 mg
of 71a and 73 mg of 5-phenyloxazol-2-carboxylialanoi DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.24 (2H), 1.58 (2H), 2.29 - 2.45 (1H), 2.63H),
2.86 (1H), 3.21 (1H), 4.07 (2H), 4.31 - 4.52 (3)62 (1H), 7.21 (1H), 7.39 - 7.57 (4H), 7.74 -
7.83 (2H), 7.88 (1H), 8.57 (1H), 8.81 (1H).

Example 310: 2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl}piperimh-4-yl)methyl]-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

F Hs
F
N -
Y T
O
o :
72\

N
N

Analogously to Example 1b, Version B, 47 mg of tile compound was obtained from 100 mg
of 71a and 119 mg of 4-[3-(trifluoromethyl)phenoghzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.16 - 1.34 (2H), 1.37 - 1.66 (2H), 2.22.38 (1H),
2.54 (3H), 2.69 - 3.14 (2H), 3.50 - 3.83 (1H), 4(@H), 4.37 (3H), 7.10 (2H), 7.21 (1H), 7.36
(1H), 7.39 - 7.50 (4H), 7.54 (1H), 7.61 - 7.75 (1B)B5 (1H), 8.81 (1H).

Example 311: 2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}pipedin-4-yl)methyl]-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H
F 3
F\\/\
N =
H \/N
F N b
N :
O
o

7\

Cl

Analogously to Example 1b, Version B, 72 mg of tile compound was obtained from 100 mg
of 71a and 96 mg of 4-[(5-chloropyridin-2-yl)oxy}teoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.34 (2H), 1.36 - 1.73 (2H), 2.22.41 (1H),
2.54 (3H), 2.69 - 3.18 (2H), 3.47 - 3.88 (1H), 4(QH), 4.37 (3H), 7.06 - 7.28 (4H), 7.34 - 7.52
(3H), 7.99 (1H), 8.22 (1H), 8.56 (1H), 8.81 (1H).
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Example 312: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[5-(tfluoromethyl)pyridin-2-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

H
F 3
F\\/\
N =
H \/N
F N _2j>
o

N= F
>/ <> <\ /> 7<F

F

Analogously to Example 1b, Version B, 83 mg of tile compound was obtained from 100 mg
of 71a and 103 mg of 4-[5-(trifluoromethyl)pyriditsyl]benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.28 (2H), 1.36 - 1.73 (2H), 2.33 (1H), 2.8H),
2.70 - 3.18 (2H), 3.47 - 3.76 (1H), 3.96 - 4.16 Y2#138 (3H), 7.21 (1H), 7.41 - 7.60 (3H), 8.17
- 8.40 (4H), 8.56 (1H), 8.81 (1H), 9.07 (1H).

Example 313 2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
Fﬁ/\
N e
H — /N
F N b
N
>—(: >—O F
(0]

g

E

Analogously to Example 1b, Version B, 87 mg of tile compound was obtained from 100 mg
of 71a and 96 mg of 4-(2,4-difluorophenoxy)benzia in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.34 - 1.72 (2H), 2.18 - 2.4M[12.52 -
2.58 (3H), 2.69 - 3.20 (2H), 3.43 - 3.84 (1H), 4(QW), 4.36 (3H), 6.92 - 7.06 (2H), 7.09 - 7.25
(2H), 7.28 - 7.42 (3H), 7.43 - 7.61 (2H), 8.55 (1B)B1 (1H).

Example 314: 2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H
E 3
Fﬁ/\
N =
H - /N
F N b[\ :
O
o

g

F
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Analogously to Example 1b, Version B, 48 mg of tile compound was obtained from 100 mg
of 71a and 96 mg of 4-(3,4-difluorophenoxy)benzmc in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.24 (2H), 1.36 - 1.72 (2H), 2.19 - 2.4H}12.54
(3H), 2.70 - 3.17 (2H), 3.44 - 3.86 (1H), 3.99 17(2H), 4.36 (3H), 6.86 - 6.97 (1H), 7.01 -
7.11 (2H), 7.21 (1H), 7.29 (1H), 7.35 - 7.55 (4BlB5 (1H), 8.81 (1H).

Example 315: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4'-(triuoromethyl)biphenyl-4-yl]-
carbonyl}piperidin-4-yl)methyl]-2H-indazole-5-carkamide

H
E 3
Fﬁ/\
N =
H \/N
F N b
o

O~
F F

Analogously to Example 1b, Version B, 32 mg of tile compound was obtained from 100 mg
of 71a and 102 mg of 4’-(trifluoromethyl)biphenyleérboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.27 (2H), 1.37 - 1.71 (2H), 2.24 - 2.3H12.53
(3H), 2.70 - 3.18 (2H), 3.43 - 3.51 (2H), 3.548@(1H), 4.37 (3H), 7.18 (1H), 7.38 - 7.57 (3H),
7.72 - 7.88 (4H), 7.89 - 7.98 (2H), 8.13 (1H), 8(5H).

Example 316: 2-{[1-(4-bromobenzoyl)piperidin-4-yllmethyl}-4-mbyI-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

Q
>—< »—Br
N
PN
Sl N
O CH,

Analogously to Example 1b, Version B, 6.96 g of title compound was obtained from 5.61 g

71a and 2.89 g of 4-bromobenzoic acid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.17 - 1.32 (2H), 1.34 - 1.74 (2H), 2.19.41 (1H),
2.54 (3H), 2.88 - 3.22 (2H), 3.42 - 3.74 (1H), 3:9418 (2H), 4.36 (3H), 7.20 ( 1H), 7.32 (2H),
7.46 (1H), 7.64 (2H), 8.55 (1H), 8.83 (1H).

Example 317:  2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin4/l}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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é
F =N 4§:’>
0 CH,

80 mg of the aryl bromide prepared in Example ifgther with 32 mg of (5-chloropyridin-2-

ylboronic acid was first placed in 1 ml tetrahyfiman, treated with 17.3 mg of

1,1’-bis(diphenylphosphino)ferrocenodichloropallad(ll) and 0.17 ml of 1M potassium

carbonate solution and heated in the microwavd ®minutes at 120°C (100 watts). After fresh
addition of 11 mg of (5-chloropyridin-2-yl)boroniacid and 17.3 mg of the palladium(ll)

catalyst, the reaction mixture was again heatetienmicrowave for 10 minutes at 120°C (100
watts) until complete conversion. The reaction migt was concentrated. After HPLC
purification, this yielded 15 mg of the title compl.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.18 - 1.36 (2H), 1.37 - 1.75 (2H), 2.28.38 (1H),
2.54 (3H), 2.73 - 3.18 (2H), 3.49 - 3.74 (1H), 3:9616 (2H), 4.28 - 4.62 (3H), 7.22 (1H), 7.33
- 7.65 (5H), 7.98 - 8.22 (3H), 8.56 (1H), 8.779B(1H).

Example 318: 2-({1-[(4-methoxy-2'-methylbiphenyl-4-yl)carborjgiperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

H.C

Q ’ £H,
O~
F =N p
S, L
O CH,
Analogously to Example 317, 50 mg of the title conmpd was obtained from 125 mg of

316 and 53 mg of (4-methoxy-2-methyl-phenyl)boraada.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.16 - 1.36 (2H), 1.37 - 1.74 (2H), 2.2H}32.29 -
2.38 (1H), 2.54 (3H), 2.72 - 3.12 (2H), 3.77 (4B)97 - 4.17 (2H), 4.38 (3H), 6.75 - 6.94 (2H),
7.07 - 7.26 (2H), 7.29 - 7.56 (5H), 8.56 (1H), 8(8H).

Example 319: 4-methyl-2-({1-[4-(6-methylpyridin-3-yl)benzoyl]peridin-4-yl}methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide



10

15

BHC133038-FC
239

H,

O,
E F H /N\Np
N. =
>l
O CH,

Analogously to Example 317, 37 mg of the title compd was obtained from 125 mg of 316
and 44 mg of (6-methylpyridin-3-yl)boronic acid wmdeflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.15 - 1.35 (2H), 1.37 - 1.71 (2H), 2.28.40 (1H),
2.52 (3H), 2.54 (3H), 2.74 - 3.15 (2H), 3.52 - 3(&R), 4.07 (2H), 4.38 (3H), 7.20 (1H), 7.37
(1H), 7.47 (3H), 7.77 (2H), 8.01 (1H), 8.57 (1H)73- 8.92 (2H).

Example 320: 2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbongiperidin-4-yl}methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carkamide

Analogously to Example 317, 60 mg of the title conmnpd was obtained from 125 mg of 316

and 75 g of (4-fluoro-2-methoxyphenyl)boronic aaitter reflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.16 - 1.37 (2H), 1.38 - 1.75 (2H), 2.28.37 (1H),
2.54 (3H), 2.72 - 3.17 (2H), 3.79 (4H), 4.07 (24)38 (3H), 6.87 (1H), 7.04 (1H), 7.21 (1H),
7.27 - 7.58 (6H), 8.56 (1H), 8.81 (1H).

Example 321: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(tfluoromethyl)pyridin-3-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

O,
— F
F l H /N\N—S:'>
N. =
S
O CH,

Analogously to Example 317, 45 mg of the title compd was obtained from 125 mg of 316
and 84 mg of [6-(trifluoromethyl)pyridin-3-yl]bordmacid under reflux.
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'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.15 - 1.37 (2H), 1.37 - 1.71 (2H), 2.22.41 (1H),
2.54 (3H), 2.73 - 3.20 (2H), 3.45 - 3.74 (1H), 3:9817 (2H), 4.29 - 4.62 (3H), 7.21 (1H), 7.39
- 7.62 (4H), 7.89 (2H), 8.01 (1H), 8.57 (1H), 8:7892 (1H), 9.13 (1H).

Example 322: 2-({1-[4-(6-methoxypyridin-3-yl)benzoyl]piperidid-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

Q, CH.

/ 3

F /N\ p
SN N
N. S
F
O CH,

Analogously to Example 317, 54 mg of the title compd was obtained from 125 mg of 316
and 68 mg of (6-methoxypyridin-3-yl)boronic acidden reflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.13 - 1.35 (2H), 1.36 - 1.71 (2H), 2.20.40 (1H),
2.54 (3H), 2.73 - 3.16 (2H), 3.51 - 3.77 (1H), 3(961), 3.96 - 4.19 (2H), 4.37 (3H), 6.93 (1H),
7.20 (1H), 7.39 - 7.52 (3H), 7.73 (2H), 8.05 (1B}47 - 8.63 (2H), 8.83 (1H).

Example 323: 2-({1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidid-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

Q,
7 N\
-
O—CH,
F =N
S A "
N. =
F
O CH,

Analogously to Example 317, 55 mg of the title conmnpd was obtained from 125 mg of 316
and 49 mg of (6-methoxypyridin-2-yl)boronic acidden reflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.16 - 1.36 (2H), 1.37 - 1.69 (2H), 2.20.41 (1H),
2.54 (3H), 2.74 - 3.16 (2H), 3.47 - 3.81 (1H), 3(361), 4.06 (2H), 4.38 (3H), 6.81 (1H), 7.21
(1H), 7.47 (3H), 7.60 (1H), 7.74 - 7.90 (1H), 8(PH), 8.56 (1H), 8.81 (1H).

Example 324: 4-methyl-2-({1-[4-(5-methylpyridin-2-yl)benzoyl]peridin-4-yl}methyl)-N-

(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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H,

-
F =N 4§:’>
O  CH,

Analogously to Example 317, 9 mg of the title commpad was obtained from 125 mg of 316 and
44 mg of (5-methylpyridin-2-yl)boronic acid undeflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.16 - 1.36 (2H), 1.37 - 1.71 (2H), 2.22.30 (1H),
2.34 (3H), 2.54 (3H), 2.74 - 3.16 (2H), 3.52 - 3(I81), 3.93 - 4.17 (2H), 4.38 (3H), 7.20 (1H),
7.37 - 7.54 (3H), 7.66 - 7.78 (1H), 7.89 (1H), 8(2H), 8.45 - 8.61 (2H), 8.74 - 8.88 (1H).

Example 325:  2-({1-[4-(5-fluoropyridin-2-yl)benzoyl]piperidin-4/l}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

o
E =N
o CH,

Analogously to Example 317, 35 mg of the title conmpd was obtained from 125 mg of 316
and 45 mg of (5-fluoropyridin-2-yl)boronic acid wrd-eflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.34 (2H), 1.35 - 1.69 (2H), 2.22.41 (1H),
2.54 (3H), 2.69 - 3.19 (2H), 3.51 - 3.78 (1H), 4(QH), 4.38 (3H), 7.20 (1H), 7.40 - 7.53 (3H),
7.85 (1H), 8.04 - 8.17 (3H), 8.57 (1H), 8.68 (18183 (1H).

Example 326: 2-({1-[4-(5-methoxypyridin-2-yl)benzoyl]piperidid-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

-
F Y,
E>l\/H </
0 CH,

Analogously to Example 317, 94 mg of the title compd was obtained from 125 mg of 316

/CH3
O

and 49 mg of (5-methoxypyridin-2-yl)boronic acidden reflux.
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'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.19 - 1.36 (2H), 1.37 - 1.69 (2H), 2.28.40 (1H),
2.54 (3H), 2.73 - 3.19 (2H), 3.48 - 3.79 (1H), 3(881), 4.07 (2H), 4.38 (3H), 7.20 (1H), 7.38 -
7.55 (4H), 7.96 (1H), 8.07 (2H), 8.39 (1H), 8.5H)18.82 (1H).

Example 327: 4-methyl-2-({1-[4-(2-methylpyrimidin-5-yl)benzoypjperidin-4-yl}methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

O,
O en
—N
F>]F\/H W
F N =
O CH,

Analogously to Example 317, 46 mg of the title conmpd was obtained from 125 mg of 316

and 102 mg of (2-methylpyrimidin-5-yl)boronic agithacol ester under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.16 - 1.35 (2H), 1.35 - 1.67 (2H), 2.22.42 (1H),
2.54 (3H), 2.67 (3H), 2.71 - 2.89 (1H), 2.93 - 3(261), 3.50 - 3.73 (1H), 4.07 (2H), 4.37 (3H),
7.20 (1H), 7.40 - 7.57 (3H), 7.85 (2H), 8.57 (18184 (1H), 9.05 (2H).

Example 328: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[2-(tfluoromethyl)pyrimidin-5-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

(@]
—N
F F /N\NAS:’>
H
N. =
S
O CH,

F
Analogously to Example 317, 34 mg of the title conmpd was obtained from 125 mg of 316
and 89 mg of [2-(trifluoromethyl)pyrimidin-5-yl]bonic acid under reflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.21 - 1.35 (2H), 1.36 - 1.71 (2H), 2.23.41 (1H),
2.54 (3H), 2.71 - 2.89 (1H), 2.94 - 3.17 (1H), 3-4B72 (1H), 4.05 (2H), 4.28 - 4.61 (3H), 7.21
(1H), 7.47 (1H), 7.57 (2H), 7.98 (2H), 8.57 (1H)38 (1H), 9.44 (2H).

Example 329: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(tfluoromethyl)pyridin-2-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbarmide
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0,
7\
o
F
£ N F F
LK N
N. =
F
O CH,

Analogously to Example 317, 70 mg of the title compd was obtained from 125 mg of 316

and 121 mg of [6-(trifluoromethyl)pyridin-2-yl]bonic acid pinacol ester under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.36 (2H), 1.37 - 1.72 (2H), 2.23.39 (1H),
2.54 (3H), 2.68 - 2.90 (1H), 2.92 - 3.16 (1H), 3:5073 (1H), 4.06 (2H), 4.38 (3H), 7.20 (1H),
7.41 - 7.60 (3H), 7.89 (1H), 8.11 - 8.27 (3H), 8(2Bl), 8.56 (1H), 8.81 (1H).

Example 330: 2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-4-yl}rieyl)-N-(2-methoxyethyl)-
4-methyl-2H-indazole-5-carboxamide

Vi

O, :
O
e,
N
H - \N
H3C\O/\/N S
(e} CH,

Analogously to Example 1b, Version B, 151 mg of tite compound was obtained from

213 mg of 71a and 153 mg of 4-(4-cyanophenoxy)herexid in DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.22 (2H), 1.31 - 1.66 (2H), 2.15 - 2.364§12.49
(3H), 2.70 - 3.12 (2H), 3.24 (3H), 3.36 (2H), 3:39.46 (2H), 3.50 - 3.79 (1H), 4.32 (3H), 7.00 -
7.23 (5H), 7.30 - 7.49 (3H), 7.75 - 7.91 (2H), 8(1B), 8.48 (1H).

Example 331 N-(2-methoxyethyl)-4-methyl-2-({1-[(1-methyl-1H-tol-3-yl)carbonyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

Hy
0.

ch/ \/\N =

H N

=~/

N _2j>

CH
dk
7 N
%

Analogously to Example 1b, Version B, 26 mg of title compound was obtained from 38 mg
of 71a and 36 mg of 1-methyl-1H-indol-3-carboxy@d in DMF.
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'H-NMR (300 MHz, DMSO-g): 3 [ppm]= 1.23 (2H), 1.43 - 1.64 (2H), 2.20 - 2.3H12.53
(3H), 2.80 - 3.03 (2H), 3.28 (3H), 3.37 - 3.50 (4B)81 (3H), 4.37 (4H), 7.18 (3H), 7.36 - 7.53
(2H), 7.67 (2H), 8.04 - 8.25 (1H), 8.52 (1H).

Example 332: 2-{[1-(4-bromo-3-methylbenzoyl)piperidin-4-yljmeth}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

o H,
0.
H3C/ \/\N =
H N
~ /
N
CH,
N
Br
o

Analogously to Example 1b, Version B, 498 mg of titee compound was obtained from
807 mg of 71a and 788 mg of 4-bromo-3-methylbenaocid in DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.20 - 1.32 (2H), 1.33 - 1.67 (2H), 2.22.33 (1H),
2.36 (3H), 2.52 (3H), 2.73 (1H), 2.91 - 3.13 (1B)R28 (3H), 3.35 - 3.63 (5H), 4.34 (3H), 7.03 -
7.23 (2H), 7.30 - 7.49 (2H), 7.63 (1H), 8.15 (1B (1H).

Example 333: 2-{[1-(4-tert-butylbenzoyl)piperidin-4-yllmethyIN-(2-methoxyethyl)-4-methyl-
2H-indazole-5-carboxamide

H3
O.
H3C/ \/\N =
H N
~. 7/
N _b
o

CH,

H,C CH,

Analogously to Example 1b, Version B, 50 mg of tile compound was obtained from 100 mg
of 71a and 81 mg of 4-tert-butylbenzoic acid in DMF

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.20 - 1.33 (11H), 1.33 - 1.67 (2H), 2.22.37 (1H),
2.52 (3H), 2.68 - 3.10 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.45 (2H), 3.52 - 3.74 (1H), 4.35 (3H),
7.18 (1H), 7.25 - 7.35 (2H), 7.36 - 7.52 (3H), 8(15l), 8.50 (1H).

Example  334: 2-({1-[4-(1-hydroxy-1-methylethyl)benzoyl]piperiai4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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0.
H3C/ \/\N =

H N

~ /
N _b
N
o

245

OH

H,C CH,

Analogously to Example 1b, Version B, 28 mg of tile compound was obtained from 100 mg
of 71a and 82 mg of 4-(1-hydroxy-1-methylethyl)beiczacid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.24 (2H), 1.42 (8H), 2.20 - 2.40 (1H), 2.6H),
2.64 - 3.11 (2H), 3.28 (3H), 3.34 - 3.43 (2H), 3:4851 (2H), 3.53 - 3.71 (1H), 4.35 (3H), 4.76
- 5.43 (1H), 7.18 (1H), 7.28 (2H), 7.42 (1H), 74656 (2H), 8.15 (1H), 8.51 (1H).

Example 335:  2-{[1-(4-cyclohexylbenzoyl)piperidin-4-yllmethylN-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

H3
o
HC >N =
H N
-~ /
N _b
o : :

Analogously to Example 1b, Version B, 75 mg of tile compound was obtained from 100 mg

of 71a and 93 mg of 4-cyclohexylbenzoic acid in DMF

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.10 - 1.63 (9H), 1.64 - 1.89 (5H), 2.12.40 (1H),
2.52 (3H), 2.69 - 3.08 (2H), 3.28 (3H), 3.38 - 3(2Bl), 3.43 - 3.49 (2H), 3.53 - 3.73 (1H), 4.35
(3H), 7.18 (1H), 7.27 (4H), 7.42 (1H), 8.15 (LH)5@ (1H).

Example 336: N-(2-methoxyethyl)-2-{[1-(6-methoxy-2-naphthoyljgridin-4-yllmethyl}-4-

methyl-2H-indazole-5-carboxamide

H3
o
HC™ >N =
H N
~ /
N _b
CH,
o

Analogously to Example 1b, Version B, 23 mg of tile compound was obtained from 100 mg

of 71a) and 92 mg of 6-methoxy-naphthalen-2-carboxagcid in DMF.
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'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.37 - 1.72 (2H), 2.23 - 2.3H12.52
(3H), 2.72 - 3.12 (2H), 3.28 (3H), 3.36 - 3.42 (2B¥3 - 3.49 (2H), 3.59 - 3.81 (1H), 3.89 (3H),
4.36 (3H), 7.09 - 7.27 (2H), 7.33 - 7.49 (3H), 7:7R95 (3H), 8.15 (1H), 8.51 (1H).

Example 337: N-(2-methoxyethyl)-4-methyl-2-({1-[(2-phenylthiakzb-yl)carbonyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

H3
ch/o\/\uj\éf\N
e
S

Analogously to Example 1b, Version B, 36 mg of tile compound was obtained from 100 mg

of 71a and 93 mg of 2-phenylthiazol-5-carboxyliclan DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.55 (2H), 2.19 - 2.45 (1H), 2.52.56
(3H), 2.70 - 3.24 (2H), 3.28 (3H), 3.36 - 3.43 (28)44 - 3.49 (2H), 4.37 (4H), 7.19 (1H), 7.43
(1H), 7.49 - 7.62 (3H), 7.90 - 8.03 (2H), 8.082B(2H), 8.52 (1H).

Example 338: N-(2-methoxyethyl)-4-methyl-2-({1-[(1-methyl-1H-bgimidazol-2-yl)carbonyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

H3
Hsc/o\/\u/ﬁ\éf\,\‘
e
N
<10
o N

H,C

Analogously to Example 1b, Version B, 39 mg of tile compound was obtained from 100 mg
of 71a and 80 mg of 1-methyl-1H-benzimidazol-2-casbic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.22 - 1.43 (2H), 1.43 - 1.53 (1H), 1.58.70 (1H),
2.27 - 2.44 (1H), 2.53 (3H), 2.87 (1H), 3.11 (1B)8 (3H), 3.36 - 3.42 (2H), 3.43 - 3.48 (2H),
3.83 (3H), 4.00 - 4.14 (1H), 4.39 (2H), 4.48 - 4(GH), 7.18 (1H), 7.23 - 7.46 (3H), 7.58 - 7.74
(2H), 8.10 - 8.20 (1H), 8.53 (1H).
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Example 339: N-(2-methoxyethyl)-4-methyl-2-({1-[(2-phenyloxazblyl)carbonyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

H3
O
H,C N =
H N
~ /

) b
N}—(/\IN
o O/b

Analogously to Example 1b, Version B, 30 mg of tile compound was obtained from 100 mg

of 71a and 86 mg of 2-phenyloxazol-5-carboxylicddani DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.14 - 1.48 (2H), 1.59 (2H), 2.24 - 2.46{}12.52 -
2.56 (3H), 2.71 - 3.01 (1H), 3.11 - 3.26 (1H), 3(281), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 4.38
(4H), 7.19 (1H), 7.43 (1H), 7.52 - 7.67 (3H), 7(@®4), 7.97 - 8.05 (2H), 8.16 (1H), 8.53 (1H).

Example 340: 2-{[1-(benzoxazol-2-ylcarbonyl)piperidin-4-yljmeth-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

H3
HaC/O\/\u = .
e
N
7
[e) o

Analogously to Example 1b, Version B, 37 mg of tile compound was obtained from 100 mg

of 71a and 84 mg of benzoxazol-2-carboxylic aciDMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.43 (2H), 1.48 - 1.73 (2H), 2.28.45 (1H),
2.53 (3H), 2.91 (1H), 3.22 (1H), 3.33 - 3.57 (M,)7H!.25 - 4.60 (4H), 7.18 (1H), 7.36 - 7.62
(3H), 7.78 - 7.95 (2H), 8.16 (1H), 8.53 (1H).

Example 341: 2-({1-[4-(1-cyano-1-methylethyl)benzoyl]piperiddryl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

H3
e Oy =
IR
74
g

H,C CH,
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Analogously to Example 1b, Version B, 20 mg of tile compound was obtained from 100 mg

of 71a and 86 mg of 4-(1-cyano-1-methylethyl)beozwid in DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.17 - 1.34 (2H), 1.35 - 1.64 (2H), 1.704§62.16 -
2.40 (1H), 2.52 (3H), 2.64 - 3.13 (2H), 3.28 (3B)40 (2H), 3.43 - 3.49 (2H), 3.49 - 3.67 (1H),
4.35 (3H), 7.18 (1H), 7.42 (3H), 7.58 (2H), 8.15{[18.50 (1H).

Example 342: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyrimidin-Zloxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

Hy
/O\/\
H,C N =
H N
=~/
N _bl\ :
O

4 -
N

Analogously to Example 1b, Version B, 37 mg of tile compound was obtained from 100 mg

of 71a and 98 mg of 4-(2-pyrimidinyloxy)benzoicai DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.26 (2H), 1.38 - 1.66 (2H), 2.20 - 2.404[12.52 -
2.56 (3H), 2.70 - 3.16 (2H), 3.28 (3H), 3.36 - 3(281), 3.43 - 3.49 (2H), 3.64 - 3.77 (m, 1H),
4.36 (3H), 7.18 (1H), 7.22 - 7.33 (3H), 7.39 - 7(381), 8.15 (1H), 8.43 - 8.57 (1H), 8.66 (2H).

Example 343: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-3-gky)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

H3
o
HC >N =
H N
~ 7/
N b
o :

Q
8

Analogously to Example 1b, Version B, 7 mg of title tompound was obtained from 75 mg of

71a and 73 mg of 4-(3-pyridyloxy)benzoic acid in BM

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.32 (2H), 1.35 - 1.69 (2H), 2.19.38 (1H),
2.52 (3H), 2.70 - 3.14 (2H), 3.28 (3H), 3.34 - 3(2Bl), 3.43 - 3.51 (2H), 3.55 - 3.70 (1H), 4.35
(3H), 7.04 - 7.13 (2H), 7.18 (1H), 7.37 - 7.46 (3AN7 - 7.54 (1H), 7.58 (1H), 8.15 (1H), 8.38 -
8.55 (3H).
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Example 344: N-(2-methoxyethyl)-2-{[1-(7-methoxy-2-naphthoylp@ridin-4-yljmethyl}-4-

methyl-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 28 mg of title compound was obtained from 75 mg

of 71a and 69 mg of the carboxylic acid prepareixample 344c) in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.21 - 1.35 (2H), 1.37 - 1.75 (2H), 2.23.39 (1H),
2.52 (3H), 2.73 - 3.13 (2H), 3.28 (3H), 3.35 - 3(2Rl), 3.45 (2H), 3.53 - 3.74 (1H), 3.88 (3H),
4.37 (3H), 7.13 - 7.25 (2H), 7.29 (1H), 7.36 - 7(28l), 7.77 - 7.93 (3H), 8.15 (1H), 8.52 (1H).

The starting material was prepared as follows:

Example 344a: : 7-methoxynaphthalen-2-yl-1,1,2,2,3,3,4,4,4-nora@fhbutan-1-sulphonate

F_F
APAPAP o
-~ ~N
CH
F Fﬁ 8
F F O

5.12 g of 7-methoxy-2-naphthol were dissolved innitoluene and cooled to 0°C. 30.7 ml of
N,N-diisopropylethylamine and 17.6 ml of nonafluontanesulphonyl fluoride were
successively added dropwise to this and the reactiixture was then stirred at room
temperature until complete conversion. The reactitirture was poured into 600 ml of
saturated ammonium chloride solution, the depoditedn oil separated and the aqueous phase
extracted several times with ethyl acetate. Thebioeud organic phases were washed with water
and saturated sodium chloride solution, dried amilcentrated. The residue was purified by
column chromatography on silica gel using a hexaftigyl acetate gradient. Yield: 11.45 g of

the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 3.89 (3H), 7.28 (1H), 7.41 (1H), 7.52 (1H)90 -
8.00 (2H), 8.05 (1H).

Example 344b: Methyl 7-methoxynaphthalen-2-carboxylate
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H,C. I 0.

Analogously to Example le, 2.34 g of the title commpd was obtained from 11.0 g of 344a and
8.8 ml of methanol.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 3.89 (3H), 3.91 (3H), 7.31 (1H), 7.57 (182
(1H), 7.94 (2H), 8.54 (1H).

Example 344c: 7-methoxynaphthalen-2-carboxylic acid

I
o
HO OO “cH,

Analogously to Example 258d, 1.27 g of the titlenpound was obtained from 2.0 g of 344b.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 3.89 (3H), 7.30 (1H), 7.53 (1H), 7.78 - 6.6LH),
7.87 - 8.01 (2H), 8.50 (1H), 12.99 (1H).

Example 345: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoomethyl)pyridin-2-ylJoxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

H3
o
HC >N =
H N
~. 7/
N _2j>
> C Q
o N

7 N\
F F

F

Analogously to Example 1b, Version B, 221 mg of tite compound was obtained from
200 mg of 71a and 232 mg of 4-{[5-(trifluoromethgyyidin-2-ylJoxy}benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.21 - 1.34 (2H), 1.36 - 1.72 (2H), 2.23.39 (1H),
2.53 (3H), 2.89 (2H), 3.31 (3H), 3.36 - 3.43 (2B}3 - 3.50 (2H), 3.53 - 3.86 (1H), 4.36 (3H),
7.18 (1H), 7.23 - 7.33 (3H), 7.37 - 7.50 (3H), 8(1Bl), 8.25 (1H), 8.51 (1H), 8.55 - 8.63 (1H).

Example 346: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-2-gky)benzoyl]piperidin-4-

yl}-methyl)-2H-indazole-5-carboxamide
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Q
<\/ \>

Analogously to Example 1b, Version B, 29 mg of tile compound was obtained from 100 mg

H3
o
HC N =
H N
~ 7/
N b
o :

of 71a and 98 mg of 4-(2-pyridyloxy)benzoic acidONF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.39 - 1.68 (2H), 2.24 - 2.3H]12.52 -
2.56 (3H), 2.71 - 3.13 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.45 (2H), 3.53 - 3.87 (1H), 4.36 (3H),
7.08 (1H), 7.13 - 7.26 (4H), 7.34 - 7.52 (3H), 7(881), 8.07 - 8.23 (2H), 8.51 (1H).

Example 347: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(triflucomethyl)pyrimidin-2-yl]-
oxy}benzoyl)piperidin-4-yljmethyl}-2H-indazole-5-choxamide

H3
O.
ch/ \/\N =
H N
~. 7/
N _bl\ :
O
o

N F
ey S

F

Analogously to Example 1b, Version B, 11 mg of title compound was obtained from 75 mg

of 71a and 97 mg of 4-{[4-(trifluoromethyl)pyrimiai2-ylJoxy}benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): 3 [ppm]= 1.23 (2H), 1.37 - 1.69 (2H), 2.19 - 2.3H12.53
(3H), 2.68 - 3.18 (2H), 3.28 (3H), 3.36 - 3.43 (2B}45 (2H), 3.51 - 3.79 (1H), 4.36 (3H), 7.18
(1H), 7.31 - 7.39 (2H), 7.39 - 7.53 (3H), 7.81 (1B)15 (1H), 8.51 (1H), 9.00 (1H).

Example 348: 2-{[1-(benzothiazol-2-ylcarbonyl)piperidin-4-yl]nieyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

H,
0.
S Res
H N
=~/
N b
N
[e] S

Analogously to Example 1b, Version B, 28 mg of title compound was obtained from 75 mg

of 71a and 61 mg of benzothiazol-2-carboxylic aci®dMF.
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'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.34 (2H), 1.62 (2H), 2.32 - 2.45 (1H), 2.6H),
2.82 - 3.00 (1H), 3.26 (1H), 3.28 (3H), 3.40 (2B}3 - 3.50 (2H), 4.38 (3H), 4.98 - 5.23 (1H),
7.19 (1H), 7.43 (1H), 7.59 (2H), 8.01 - 8.30 (3BlB3 (1H).

Example 349: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(triflucomethyl)pyridin-3-ylJoxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbarmide

Q

7/ N\
—F

E

0] H,
0.
H3C/ \/\N =
H N
sS4
N _bl\ :
(@)

Analogously to Example 1b, Version B, 34 mg of title compound was obtained from 75 mg
of 71a and 96 mg of 303b in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.24 (2H), 1.37 - 1.68 (2H), 2.22 - 2.384§12.53
(3H), 2.71 - 3.14 (2H), 3.28 (3H), 3.36 - 3.43 (2B)4 - 3.49 (2H), 3.52 - 3.84 (1H), 4.36 (3H),
7.09 - 7.29 (3H), 7.35 - 7.53 (3H), 7.65 (1H), 7(2R), 8.13 (1H), 8.51 (1H), 8.60 (1H).

Example 350: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(triflucomethyl)pyridin-2-yl]oxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbarmide

Q
— F

Analogously to Example 1b, Version B, 36 mg of tile compound was obtained from 100 mg
of 71a and 129 mg of 4-{[6-(trifluoromethyl)pyridi2rylJoxy}benzoic acid in DMF.

H3
SO
H,C N =
H N
~ /
) _bp :
o

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.20 - 1.34 (2H), 1.36 - 1.66 (2H), 2.22.39 (1H),
2.53 (3H), 2.70 - 3.16 (2H), 3.28 (3H), 3.36 - 3(@B1), 3.44 - 3.49 (2H), 3.53 - 3.82 (1H), 4.36
(3H), 7.18 (1H), 7.22 - 7.30 (2H), 7.32 - 7.50 (4A)67 (1H), 8.06 - 8.21 (2H), 8.51 (1H).

Example 351: 2-({1-[(4'-methoxybiphenyl-4-yl)carbonyl]piperidia-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide
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HS
0.
ch/ \/\N =
H N
~. 7/
N _b
<O~
o

\
CH,

Analogously to Example 1b, Version B, 15 mg of tile compound was obtained from 100 mg
of 71a and 104 mg of 4’-methoxy-biphenyl-4-carbdxgcid in DMF.

'H-NMR (300 MHz, DMSO-g): 3 [ppm]= 1.24 (2H), 1.37 - 1.64 (2H), 2.19 - 2.3M12.53
(3H), 2.74 - 3.10 (2H), 3.28 (3H), 3.40 (2H), 3(@5), 3.67 - 3.91 (4H), 4.21 - 4.64 (3H), 7.04
(2H), 7.19 (1H), 7.41 (2H), 7.66 (5H), 8.04 - 8(AH), 8.51 (1H).

Example 352: N-(2-methoxyethyl)-4-methyl-2-({1-[(3-phenyl-1,2@kadiazol-5-yl)carbonyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

H3
o
HC N =
H N
=~/
NN
— |

o-N

Analogously to Example 1b, Version B, 12 mg of tile compound was obtained from 100 mg
of 71a and 78 mg of 3-phenyl-1,2,4-oxadiazol-5-oayfic acid in DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.33 (2H), 1.50 - 1.72 (2H), 2.31 - 2.45{}12.53
(3H), 2.86 - 3.04 (1H), 3.16 - 3.26 (1H), 3.28 (3B)41 (2H), 3.43 - 3.51 (2H), 3.94 - 4.13 (1H),
4.28 - 4.55 (3H), 7.19 (1H), 7.43 (1H), 7.52 - 7(38), 7.96 - 8.09 (2H), 8.13 (1H), 8.52 (1H).

Example 353:. N-(2-methoxyethyl)-4-methyl-2-({1-[4-(3,4,5,6-tatnydro-2H-pyran-4-yloxy)-
benzoyl]piperidin-4-yl}methyl)-2H-indazole-5-carbarmide

Q

O

Analogously to Example 1b, Version B, 21 mg of tile compound was obtained from 100 mg
of 71a and 91 mg of 4-(3,4,5,6-tetrahydro-2H-pyflayloxy)benzoic acid in DMF.

o cH,
o
HC TN =
H N
~. /
N _b
N‘; C
o
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'H-NMR (300 MHz, DMSO-g): 3 [ppm]= 1.23 (2H), 1.38 - 1.70 (4H), 1.97 (2H), 2.12.41
(1H), 2.53 (3H), 2.75 - 3.02 (2H), 3.28 (3H), 3:38.54 (8H), 3.84 (2H), 4.35 (2H), 4.52 - 4.77
(1H), 7.00 (2H), 7.18 (1H), 7.30 (2H), 7.42 (1H)18 (1H), 8.50 (1H).

Example 354: N-(2-methoxyethyl)-4-methyl-2-({1-[(5-phenyloxaz@lyl)carbonyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

H3
ch/o\/\Nj\éf\
H — /N
Re
N
>—</ |
o (0]
Analogously to Example 1b, Version B, 10 mg of tile compound was obtained from 100 mg

of 71a and 77 mg of 5-phenyl-oxazol-2-carboxylican DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.41 (2H), 1.59 (2H), 2.28 - 2.45{}12.52 -
2.56 (3H), 2.85 (1H), 3.20 (1H), 3.28 (3H), 3.38.43 (2H), 3.44 - 3.50 (2H), 4.38 (3H), 4.57 -
4.74 (1H), 7.19 (1H), 7.39 - 7.57 (4H), 7.74 - 7(881), 7.88 (1H), 8.13 (1H), 8.52 (1H).

Example 355: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-(trifluonmethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

/N\
H N
HC g~ N =~
O CH,
o} :

Q

O,

F

Analogously to Example 1b, Version B, 40 mg of tile compound was obtained from 100 mg
of 71a and 115 mg of 4-[(3-(trifluoromethyl)phendbgnzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.23 (2H), 1.35 - 1.65 (2H), 2.19 - 2.384]12.52 -
2.56 (3H), 2.71 - 3.12 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.43 - 3.50 (2H), 3.53 - 3.87 (1H), 4.35
(3H), 7.07 - 7.15 (2H), 7.18 (1H), 7.30 - 7.48 (5R)B4 (1H), 7.64 (1H), 8.13 (1H), 8.50 (1H).

Example  356: 2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl}piperim-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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H3
o
HC >N =
H N
~ /
N _b
N’; C
o

Q
\
\N

Analogously to Example 1b, Version B, 15 mg of tile compound was obtained from 100 mg
of 71a and 98 mg of 4-[(5-cyanopyridin-2-yl)oxy]tzeic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.21 - 1.35 (2H), 1.36 - 1.75 (2H), 2.23.39 (1H),
2.53 (3H), 2.69 - 3.19 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.46 (2H), 3.53 - 3.85 (1H), 4.36 (3H),
7.18 (1H), 7.23 - 7.33 (3H), 7.36 - 7.53 (3H), 8(18l), 8.34 (1H), 8.51 (1H), 8.66 (1H).

Example  357: 2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}pipedin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
O~
H,C N =
H N
=~ /
N b
JE C R
o N

Q

Cl

Analogously to Example 1b, Version B, 40 mg of tile compound was obtained from 100 mg
of 71a and 102 mg of 4-[(5-chloropyridin-2-yl)oxghzoic acid in DMF.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.25 (2H), 1.36 - 1.70 (2H), 2.20 - 2.3H}12.53
(3H), 2.66 - 3.15 (2H), 3.28 (3H), 3.40 (2H), 343850 (2H), 3.55 - 3.90 (1H), 4.36 (3H), 7.08 -
7.28 (4H), 7.42 (3H), 7.99 (1H), 8.10 - 8.30 (2851 (1H).

Example 358: 2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-i}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

Q F

.

=

H3
o
HC >N =
H N
-~ 7/
N _b
o :
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Analogously to Example 1b, Version B, 22 mg of tile compound was obtained from 100 mg
of 71a and 102 mg of 4-(2,4-difluorophenoxy)benzuid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.21 (2H), 1.33 - 1.76 (2H), 2.20 - 2.3H]12.52
(3H), 2.69 - 3.13 (2H), 3.28 (3H), 3.36 - 3.43 (2B¥3 - 3.50 (2H), 3.53 - 3.90 (1H), 4.35 (3H),
6.91 - 7.04 (2H), 7.11 - 7.22 (2H), 7.30 - 7.46 JAH51 (1H), 8.13 (1H), 8.50 (1H).

Example 359: 2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-#i}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

Q

Qp

E

H3
0.
H3C/ \/\N =
H N
~. 7/
N _bl\ :
o

Analogously to Example 1b, Version B, 23 mg of tile compound was obtained from 100 mg
of 71a and 102 mg of 4-(3,4-difluorophenoxy)benziid in DMF.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.17 - 1.30 (2H), 1.35 - 1.70 (2H), 2.22.40 (1H),
2.52 (3H), 2.74 - 3.14 (2H), 3.28 (3H), 3.40 (2B}3 - 3.51 (2H), 3.52 - 3.89 (1H), 4.35 (3H),
6.94 (1H), 7.05 (2H), 7.18 (1H), 7.30 (1H), 7.3659 (4H), 8.15 (1H), 8.51 (1H).

Example 360: N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(trifluorothyl)biphenyl-4-yl]-
carbonyl}piperidin-4-yl) methyl]-2H-indazole-5-carkamide

H3
_0
HC >N =
H N

N
F
WO
o F

Analogously to Example 1b, Version B, 44 mg of tile compound was obtained from 100 mg
of 71a and 109 mg of 4’-(trifluoromethyl)biphenyleérboxylic acid in DMF

LC-MS: R = 1.28 min, MS (ES+): m/z = 579 (M+H)

Example 361: 2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-yl}ethyl)-N-(2-methoxyethyl)-
4-methyl-2H-indazole-5-carboxamide
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g

Analogously to Example 1b, Version B, 43 mg of tile compound was obtained from 100 mg

H N
HCsg AN = b
0 CH,
N’; C
d

of 71a and 95 mg of 4-(3-fluorophenoxy)benzoic aciBMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.31 (2H), 1.33 - 1.69 (2H), 2.12.38 (1H),
2.52 (3H), 2.70 - 3.11 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.43 - 3.49 (2H), 3.54 - 3.85 (1H), 4.35
(3H), 6.85 - 7.13 (5H), 7.18 (1H), 7.35 - 7.55 (4B)L5 (1H), 8.51 (1H).

Example 362: 2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperidin-4jyhethyl}-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

)\l\
H N
Hac\o/\/N ~
O CH, H3C: o
3
o
o

F

Analogously to Example 1b, Version B, 31 mg of title compound was obtained from 75 mg

of 71a and 41 mg of 2-fluoro-4-isopropoxybenzoiliac

'H-NMR (300 MHz, chloroform-d)d [ppm]= 1.21 - 1.42 (8H), 1.51 (1H), 1.69 (1H), 2 @H),
2.56 - 2.80 (4H), 2.87 - 3.08 (1H), 3.36 (3H), 34873 (4H), 4.28 (2H), 4.51 (1H), 4.74 (1H),
5.28 (1H), 6.19 (1H), 6.54 (1H), 6.67 (1H), 7.1838 (2H), 7.50 (1H), 7.94 (1H).

Example 363: 2-({1-[(3-fluoro-3',4'-dimethylbiphenyl-4-yl)carbyl]piperidin-4-yl}methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

/N\
H N
H3C\O/\/N ~
O CH,
o)

F CH,

Analogously to Example 1b, Version B, 35 mg of title compound was obtained from 75 mg

of 71a and 50 mg of 3-fluoro-3',4'-dimethylbiphedytarboxylic acid.
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'H-NMR (300 MHz, chloroform-d)3 [ppm]= 1.25 - 1.51 (2H), 1.57 (1H), 1.76 (1H), 2.22.37
(6H), 2.45 (1H), 2.61 - 2.71 (3H), 2.79 (1H), 3.Qa#1), 3.40 (3H), 3.53 - 3.77 (5H), 4.34 (2H),
4.83 (1H), 6.04 - 6.30 (1H), 7.15 - 7.47 (7H), 7(88l), 7.98 (1H).

Example 364: 2-({1-[(2',3-difluoro-4'-methoxybiphenyl-4-yl)cadmyl]piperidin-4-yl}methyl)-
N-(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxadmi

/N\
H N
H3C\O/\/N ~
O CH,
CH,
{3~ -
o

F F

Analogously to Example 1b, Version B, 28 mg of tile compound was obtained from 90 mg

of 71a and 65 mg of 3,2'-difluoro-4'-methoxybiphledycarboxylic acid.

'H-NMR (300 MHz, chloroform-d)5 [ppm]= 1.25 - 1.50 (2H), 1.50 - 1.84 (2H), 2.44}12.66
(3H), 2.78 (1H), 3.03 (1H), 3.39 (3H), 3.53 - 3(B81), 3.85 (3H), 4.23 - 4.45 (2H), 4.83 (1H),
6.17 (1H), 6.64 - 6.92 (2H), 7.18 - 7.48 (5H), 7(%#), 7.97 (1H).

Example 365: 2-({1-[4-(difluoromethoxy)benzoyl]piperidin-4-yl}mthyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

/N\
H N
H3C\O/\/N S
0 CH, R
-
o
o

Analogously to Example 1b, Version B, 23 mg of title compound was obtained from 75 mg

of 71a and 38 mg of 4-(difluoromethoxy)benzoic acid

'H-NMR (300 MHz, chloroform-d)d [ppm]= 1.26 (2H), 1.59 (2H), 2.26 - 2.49 (1H), 2.@H),
2.84 (2H), 3.36 (3H), 3.43 (1H), 3.50 - 3.96 (4KIR9 (2H), 4.46 - 5.02 (1H), 6.13 - 6.25 (1H),
6.26 - 6.82 (1H), 7.11 (2H), 7.22 - 7.43 (3H), 7(361), 7.93 (1H).

Example 366: 2-({1-[4-(2-fluorophenoxy)benzoyl]piperidin-4-yltethyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide
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Q F

o

120 mg of compound 54, 26 mg of o-fluorophenol, 1@ of caesium carbonate, 6.7 mg of

/N\
H N
H3C\O/\/N ~
O CH,
o) :

copper(l) bromide and 3.2 mg of (2-pyridyl)acetomere suspended in 6 ml dimethyl
sulphoxide and stirred for 3 days at 80°C. The treacmixture was filtered, the filter cake
washed with water and ethyl acetate, and the agupbase extracted several times with ethyl
acetate. The combined organic phases were drigdssiium sulphate and concentrated. The

residue was purified by HPLC and 12 mg of the titenpound was obtained.

'H-NMR (300 MHz, chloroform-d) [ppm]= 1.16 - 1.47 (2H), 1.62 (2H), 2.43 (1H), ®.@H),
2.85 (2H), 3.39 (3H), 3.53 - 3.74 (4H), 3.79 - 4(181), 4.33 (2H), 4.47 - 5.02 (1H), 6.15 (1H),
6.96 (2H), 7.07 - 7.23 (3H), 7.30 - 7.45 (3H), 7(B#), 7.96 (1H).

Example 367: 2-({1-[(4'-cyano-2'-methylbiphenyl-4-yl)carbonyijgeridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

Hy
OGN
H,C N =
H N
~./
N
H,Q
5/—.—.7 )=
(0]

Analogously to Example 317, 40 mg of the title camnpd was obtained from 80 mg of 54 and
38 mg of (2-methyl-4-cyanophenyl)boronic acid unciux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.20 - 1.34 (2H), 1.36 - 1.69 (2H), 2.284}42.53
(3H), 2.69 - 3.19 (2H), 3.28 (3H), 3.36 - 3.43 (2B¥3 - 3.50 (2H), 3.54 - 3.77 (1H), 4.37 (3H),
7.18 (1H), 7.37 - 7.50 (6H), 7.74 (1H), 7.83 (1BUL5 (1H), 8.52 (1H).

Example 368: 2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin4l}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

H3
HaC/O\/\Hj\éf\/N
N
o
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200 mg of the aryl bromide prepared in Exampledgether with 187 mg of (5-chloropyridin-2-
yl)-2-boronic acid pinacol ester were first placed 3 ml DMF, treated with 48 mg of
1,1’-bis(diphenylphosphino)ferrocenodichloropallad(ll), 39 mg of copper(l)chloride 254 mg
of caesium carbonate and 22 mg of 1,1’-bis(diph@my$phino)ferrocene and heated for ca. 1
day at 70°C, until further progress of the reactmuld no longer be observed. The reaction
mixture was treated with water and saturated sodnyairogen carbonate solution, treated
several times with ethyl acetate, and the combuorganic phases dried with sodium sulphate

and concentrated. After HPLC purification, thislgiezd 92 mg of the title compound.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.36 (2H), 1.37 - 1.72 (2H), 2.23.41 (1H),
2.52 - 2.57 (3H), 2.70 - 3.13 (2H), 3.28 (3H), 3(281), 3.45 (2H), 3.51 - 3.80 (1H), 4.36 (3H),
7.18 (1H), 7.36 - 7.52 (3H), 8.05 (2H), 8.09 - 8(3R), 8.51 (1H), 8.73 (1H).

Example 369: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluonmethyl) pyridin-2-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbarmide

o} H,
o
HC N =
H N
~. 7/
N F
F
N N—= F
4 N\ /

Analogously to Example 317, 33 mg of the title campd was obtained from 100 mg of 54 and
80 mg of [6-(trifluoromethyl)pyridin-2-yl]boronicad pinacol ester under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.18 - 1.35 (2H), 1.36 - 1.67 (2H), 2.28.41 (1H),
2.53 (3H), 2.70 - 3.15 (2H), 3.28 (3H), 3.35 - 3(28l), 3.43 - 3.51 (2H), 3.53 - 3.73 (1H), 4.37
(3H), 7.18 (1H), 7.42 (1H), 7.53 (2H), 7.89 (LH)08 - 8.26 (4H), 8.33 (1H), 8.51 (1H).

Example 370:  N-(2-methoxyethyl)-2-({1-[(4'-methoxy-2'-methyldienyl-4-yl)carbonyl]-
piperidin-4-yl}methyl)-4-methyl-2H-indazole-5-carkamide

Q

CH.

H3
0.
ch/ \/\N =
H N
~ 7/
N
H,G
M W

3

Analogously to Example 317, 52 mg of the title canmpd was obtained from 100 mg of 54 and
48 mg of (4-methoxy-2-methylphenyl)boronic acid enceflux.
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'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.16 - 1.35 (2H), 1.37 - 1.67 (2H), 2.2H}32.26 -
2.42 (1H), 2.53 (3H), 2.70 - 3.12 (2H), 3.28 (3B)36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.77 (4H),
4.36 (3H), 6.77 - 6.92 (2H), 7.10 - 7.22 (2H), 7(381), 8.15 (1H), 8.52 (1H).

Example 371: 2-({1-[(4'-chloro-2'-methylbiphenyl-4-yl)carbonyiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

Hy
/O\/\
H,C N =
H N
-~ 7/
N
H,C
OO
)

Analogously to Example 317, 43 mg of the title canmpd was obtained from 100 mg of 54 and

Cl

50 mg of (4-chloro-2-methylphenyl)boronic acid unoeflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.27 (2H), 1.38 - 1.70 (2H), 2.23 (4H), 2.6H),
2.70 - 3.15 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3:4849 (2H), 3.55 - 3.84 (1H), 4.36 (3H), 7.12
-7.27 (2H), 7.28 - 7.35 (1H), 7.36 - 7.47 (6HIB(1H), 8.52 (1H).

Example 372: 2-[(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yl]carhgl}piperidin-4-yl)-methyl]-
N-(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxadmi

o] H,y
o)
H3C/ \/\N =
H N
~/
N
N
Uy g
o) H,C CH,

Analogously to Example 317, 67 mg of the title campd was obtained from 100 mg of 54 and
55 mg of [4-(1-cyano-1-methylethyl)phenyllboronichunder reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.28 (2H), 1.36 - 1.65 (2H), 1.72 (6H), 2.22.40
(1H), 2.53 (3H), 2.70 - 3.14 (2H), 3.28 (3H), 3:38.43 (2H), 3.43 - 3.49 (2H), 3.54 - 3.77 (1H),
4.36 (3H), 7.18 (1H), 7.38 - 7.50 (3H), 7.62 (2RA)5 (4H), 8.15 (1H), 8.52 (1H).

Example 373: N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyridin-2-ydenzoyl]piperidin-4-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide
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Q

CH,

HS
e O =
IR Re
>/ < > <\ />
o

Analogously to Example 368, 12 mg of the title campd was obtained from 200 mg of 54 and
183 mg of (5-methoxypyridin-2-yl)boronic acid pimhester under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.22 - 1.33 (2H), 1.36 - 1.66 (2H), 2.23.38 (1H),
2.53 (3H), 2.68 - 3.12 (2H), 3.28 (3H), 3.35 - 3(2Rl), 3.43 - 3.50 (2H), 3.54 - 3.78 (1H), 3.88
(3H), 4.36 (3H), 7.18 (1H), 7.36 - 7.55 (4H), 7.@64), 8.07 (2H), 8.13 (1H), 8.39 (1H), 8.51
(1H).

Example 374: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluonmethyl)pyridin-3-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

H3
H3C/O\/\mj\éf\N
0
=N . F
>/ < > <\ /5 (
o)

F

Analogously to Example 317, 37 mg of the title canmpd was obtained from 100 mg of 54 and
56 mg of [2-(trifluoromethyl)pyridin-5-yl]boroniccad under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.36 (2H), 1.36 - 1.69 (2H), 2.22.42 (1H),
2.53 (3H), 2.70 - 3.14 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.43 - 3.50 (2H), 3.53 - 3.72 (1H), 4.36
(3H), 7.18 (1H), 7.42 (1H), 7.53 (2H), 7.89 (2H)0B (1H), 8.15 (1H), 8.41 (1H), 8.52 (1H),
9.13 (1H).

Example 375: N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-3-ydenzoyl]piperidin-4-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide

H3
H3C/O\/\N =
Ihale
>/ < > <\ /5
o)

Analogously to Example 317, 50 mg of the title canmpd was obtained from 100 mg of 54 and

Q

CH,

47 mg of (2-methoxypyridin-5-yl)boronic acid undeflux.
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'H-NMR (400 MHz, DMSO-g): 3 [ppm]= 1.26 (2H), 1.34 - 1.70 (2H), 2.21 - 2.4Hf12.53
(3H), 2.69 - 3.15 (2H), 3.28 (3H), 3.36 - 3.43 (2B¥3 - 3.49 (2H), 3.51 - 3.79 (1H), 3.90 (3H),
4.36 (3H), 6.93 (1H), 7.18 (1H), 7.36 - 7.52 (3A)72 (2H), 8.05 (1H), 8.15 (1H), 8.46 - 8.57
(2H).

Example 376: 2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbonyd]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
SO~
H,C N =
H N
~ 7
N
H,G
o

Analogously to Example 317, 261 mg of the title ponnd was obtained from 300 mg of 54
and 135 mg of (4-fluoro-2-methylphenyl)boronic aagiter reflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.27 (2H), 1.37 - 1.70 (2H), 2.24 (4H), 2.6H),
2.71 - 3.14 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3:4850 (2H), 3.55 - 3.83 (1H), 4.37 (3H), 7.05
-7.12 (1H), 7.18 (2H), 7.22 - 7.30 (1H), 7.40 (5B)14 (1H), 8.52 (1H).

Example 377: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(6-methylpytin-3-yl)benzoyl]piperidin-
4-yltmethyl)-2H-indazole-5-carboxamide

H3
H3C/O\/\N =
Ihale
>/‘—< >—<\ />7c
o

Analogously to Example 317, 45 mg of the title cannpd was obtained from 80 mg of 54 and

H,

32 mg of (2-methylpyridin-5-yl)boronic acid undeflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.26 (2H), 1.37 - 1.71 (2H), 2.18 - 2.3HJ12.52 -
2.58 (3H), 2.73 - 3.16 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.45 (2H), 3.54 - 3.79 (1H), 4.36 (3H),
7.18 (1H), 7.30 - 7.54 (4H), 7.76 (2H), 8.00 (1B5 (1H), 8.51 (1H), 8.78 (1H).

Example 378:  N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-2-\denzoyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide
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H3
o
HC N =
H N
~ /
N
0—CH,
N : S:/(_
4 \ 7

Analogously to Example 317, 30 mg of the title campd was obtained from 100 mg of 54 and

264

45 mg of (6-methoxypyridin-2-yl)boronic acid undeflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.26 (2H), 1.35 - 1.68 (2H), 2.32 (1H), 2.6H),
2.70 - 3.13 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3:4850 (2H), 3.53 - 3.74 (1H), 3.96 (3H), 4.36
(3H), 6.81 (1H), 7.18 (1H), 7.37 - 7.67 (4H), 7(@H), 8.15 (3H), 8.51 (1H).

Example  379: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(2-methylpynidin-5-yl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

H3
e
—N
o<

Analogously to Example 317, 36 mg of the title campd was obtained from 100 mg of 54 and

H,

64 mg of (2-methylpyrimidin-5-yl)boronic acid pinaleester under reflux.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.27 (2H), 1.38 - 1.70 (2H), 2.21 - 2.4H}12.53
(3H), 2.67 (3H), 2.73 - 3.16 (2H), 3.28 (3H), 3(@M), 3.43 - 3.50 (2H), 3.53 - 3.76 (1H), 4.36
(3H), 7.18 (1H), 7.42 (1H), 7.51 (2H), 7.84 (2H)1B (1H), 8.51 (1H), 9.05 (2H).

Example 380: 2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbongiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
o
HC NN =
H N
~ 7/
N CH,
q
d . '

Analogously to Example 317, 47 mg of the title campd was obtained from 100 mg of 54 and
50 mg of (4-fluoro-2-methoxyphenyl)boronic acid endeflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.34 (2H), 1.37 - 1.71 (2H), 2.22.40 (1H),
2.53 (3H), 2.70 - 3.15 (2H), 3.28 (3H), 3.36 - 3(2Bl), 3.43 - 3.50 (2H), 3.56 - 3.75 (1H), 3.79
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(3H), 4.36 (3H), 6.87 (1H), 6.99 - 7.10 (1H), 7(18$), 7.30 - 7.46 (4H), 7.50 (2H), 8.13 (1H),
8.51 (1H).

Example 381 2-({1-[(4'-chloro-2'-methoxybiphenyl-4-yl)carborjgiperidin-4-yl}methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
Hac/o\/\Nj\éf\
H - /N
N CH,
el
O~
o
Analogously to Example 317, 87 mg of the title campd was obtained from 100 mg of 54 and
54 mg of (4-fluoro-2-methoxyphenyl)boronic acid endeflux.

'H-NMR (300 MHz, DMSO-g): 3 [ppm]= 1.26 (2H), 1.39 - 1.69 (2H), 2.19 - 2.3H12.53
(3H), 2.75 - 3.14 (2H), 3.28 (3H), 3.40 (2H), 3(@5), 3.57 - 3.74 (1H), 3.81 (3H), 4.36 (3H),
7.04 - 7.25 (3H), 7.28 - 7.62 (6H), 8.13 (1H), 8(5H).

Example 3820  N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[2-(trifluonmethyl)pyrimidin-5-yI]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

H3
e O =
Ihale
N = F
>/ < > < /
o \ N FF

Analogously to Example 317, 14 mg of the title campd was obtained from 100 mg of 54 and
56 mg of [2-(trifluoromethyl)pyrimidin-5-yl]boroniacid under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.24 (2H), 1.38 - 1.73 (2H), 2.22 - 2.4H12.53
(3H), 2.70 - 2.89 (1H), 2.94 - 3.18 (1H), 3.28 (38)36 - 3.43 (2H), 3.44 - 3.49 (2H), 3.51 -
3.70 (1H), 4.37 (3H), 7.18 (1H), 7.42 (1H), 7.5HJ27.97 (2H), 8.13 (1H), 8.51 (1H), 9.43
(2H).

Example 383: 2-({1-[(4'-chloro-2'-fluorobiphenyl-4-yl)carbonydjperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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Cl

H3
o
HC N =
H N
~./
N
F
o> . .

Analogously to Example 317, 51 mg of the title campd was obtained from 100 mg of 54 and
51 mg of (4-chloro-2-fluorophenyl)boronic acid undeflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.27 (2H), 1.38 - 1.68 (2H), 2.32 (1H), 2.6H),
2.71 - 2.91 (1H), 2.93 - 3.16 (1H), 3.28 (3H), 3(261), 3.45 (2H), 3.53 - 3.78 (m, 1H), 4.37
(3H), 7.18 (1H), 7.33 - 7.52 (4H), 7.53 - 7.74 (4B)13 (1H), 8.51 (1H).

Example 384: 2-({1-[(2'-chloro-4'-fluorobiphenyl-4-yl)carbonydjperidin-4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
o
HC NN =
H N
~ 7/
N
al
M )
d

Analogously to Example 317, 26 mg of the title campd was obtained from 100 mg of 54 and
51 mg of (2-chloro-4-fluorophenyl)boronic acid undeflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.28 (2H), 1.38 - 1.67 (2H), 2.23 - 2.38{}12.53
(3H), 2.71 - 2.91 (1H), 2.94 - 3.15 (1H), 3.28 (3B)86 - 3.43 (2H), 3.43 - 3.50 (2H), 3.54 -
3.74 (1H), 4.37 (3H), 7.18 (1H), 7.33 (1H), 7.3B.63 (7H), 8.13 (1H), 8.51 (1H).

Example 385: 2-({1-[4-(5-chloropyridin-3-yl)benzoyl]piperidin4l}methyl)-N-(2-methoxy-

ethyl)-4-methyl-2H-indazole-5-carboxamide

H3
e
> < > <\ /?
o

Cl

Analogously to Example 317, 22 mg of the title canmpd was obtained from 100 mg of 54 and
46 mg of (5-chloropyridin-3-yl)boronic acid undeflux.
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'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.21 - 1.35 (2H), 1.36 - 1.69 (2H), 2.23.40 (1H),
2.53 (3H), 2.69 - 2.90 (1H), 2.92 - 3.16 (1H), 3(281), 3.40 (2H), 3.45 (2H), 3.53 - 3.73 (1H),
4.36 (3H), 7.18 (1H), 7.35 - 7.57 (3H), 7.86 (28)15 (1H), 8.30 (1H), 8.52 (1H), 8.65 (1H),
8.90 (1H).

Example 386: 2-({1-[4-(5-fluoropyridin-3-yl)benzoyl]piperidin-4/}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

H3
H3C/O\/\N =
Ihale
N =N
o> < > <\ /2

F

Analogously to Example 317, 57 mg of the title campd was obtained from 100 mg of 54 and
41 mg of (5-fluoropyridin-3-yl)boronic acid undeafiux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.27 (2H), 1.37 - 1.70 (2H), 2.24 - 2.404}12.52 -
2.55 (3H), 2.70 - 2.89 (1H), 2.93 - 3.15 (1H), 3(281), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.53
- 3.73 (1H), 4.36 (3H), 7.18 (1H), 7.42 (1H), 7M), 7.86 (2H), 8.07 - 8.18 (2H), 8.51 (1H),
8.61 (1H), 8.84 (1H).

Example 387: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[5-(trifluonmethyl)pyridin-3-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbamide

H3
ch/o\/\uj\éf\’\l
e
\ 7
o)
—)—F

F

Analogously to Example 317, 73 mg of the title canmpd was obtained from 100 mg of 54 and
56 mg of [5-(trifluoromethyl)pyridin-3-yl]boroniccad under reflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.20 - 1.35 (2H), 1.36 - 1.67 (2H), 2.23.40 (1H),
2.53 (3H), 2.69 - 2.92 (1H), 2.93 - 3.17 (1H), 3(281), 3.35 - 3.43 (2H), 3.43 - 3.49 (2H), 3.53
- 3.75 (1H), 4.37 (3H), 7.18 (1H), 7.42 (1H), 7&), 7.93 (2H), 8.07 - 8.20 (1H), 8.45 - 8.58
(2H), 9.00 (1H), 9.24 (1H).
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Example  388: 2-[(1-{[4'-(2-hydroxypropan-2-yl)biphenyl-4-yl]caonyl}piperidin-4-yl)-
methyl]-N-(2-methoxyethyl)-4-methyl-2H-indazole-asboxamide

Hy
0.
Hac/ \/\N =
H N
~. 7/
) _b
(0]

-k,

H,C CH,

Analogously to Example 317, 46 mg of the title campd was obtained from 100 mg of 54 and
77 mg of (4-hydroxy-tert-butylphenyl)boronic acioh@col ester under reflux.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 1.26 (2H), 1.45 (8H), 2.22 - 2.42 (1H), 2.6H),
2.71 - 2.90 (1H), 2.91 - 3.14 (1H), 3.28 (3H), 3(281), 3.43 - 3.50 (2H), 3.56 - 3.80 (1H), 4.36
(3H), 5.06 (1H), 7.18 (d, 1H), 7.37 - 7.50 (3H)5@.- 7.67 (4H), 7.71 (2H), 8.15 (1H), 8.52
(1H).

Example  389: 2-({1-[(3',5'-difluorobiphenyl-4-yl)carbonyl]pip&tin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
o
HC TN =
H N
~ /
N
F
NM W,
d

=

Analogously to Example 317, 22 mg of the title canmpd was obtained from 100 mg of 54 and
46 mg of (3,5-difluorophenyl)boronic acid underugf

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.18 - 1.35 (2H), 1.36 - 1.70 (2H), 2.19.39 (1H),
2.52 - 2.56 (3H), 2.71 - 2.92 (1H), 2.93 - 3.17 J1BL28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49
(2H), 3.52 - 3.71 (1H), 4.36 (3H), 7.11 - 7.33 (2R)37 - 7.54 (5H), 7.81 (2H), 8.13 (1H), 8.51
(1H).

Example 390: 2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
o
HC NN =
H N
~. /
N
CH,
N
)—" Q)
o
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Analogously to Example 317, 25 mg of the title canmpd was obtained from 60 mg of 332 and

19 mg of (4-fluorophenyl)boronic acid under reflux.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.25 (2H), 1.37 - 1.67 (2H), 2.24 (4H), 2.6H),
2.69 - 2.87 (1H), 2.92 - 3.14 (1H), 3.28 (3H), 3:38.43 (2H), 3.43 - 3.50 (2H), 3.56 - 3.81
(1H), 4.36 (3H), 7.11 - 7.34 (6H), 7.36 - 7.46 (3B)15 (1H), 8.52 (1H).

Example 391: 2-({1-[(3',5"-difluoro-2-methylbiphenyl-4-yl)cartmyl]piperidin-4-yl}methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
o
H3C/ \/\N _—
H N
~. /
N
CH, F
M W
(o)

=

Analogously to Example 317, 30 mg of the title campd was obtained from 60 mg of 332 and
27 mg of (3,5-difluorophenyl)boronic acid underuef

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.23 (2H), 1.36 - 1.69 (2H), 2.27 (4H), 2.6H),
2.69 - 2.90 (1H), 2.92 - 3.15 (1H), 3.28 (3H), 3:3643 (2H), 3.45 (2H), 3.53 - 3.76 (1H), 4.36
(3H), 7.08 - 7.21 (3H), 7.22 - 7.34 (4H), 7.42 (1B)15 (1H), 8.52 (1H).

Example 392: N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(3ypdyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

H3
o
HC™ >N =

H N

-~ 7/
N
CH,§
o>/ < § <\ /5

Analogously to Example 317, 19 mg of the title campd was obtained from 60 mg of 332 and

21 mg of pyridine-3-ylboronic acid under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.20 - 1.33 (2H), 1.37 - 1.71 (2H), 2.264}42.53
(3H), 2.70 - 2.88 (1H), 2.94 - 3.17 (1H), 3.28 (38)36 - 3.43 (2H), 3.43 - 3.49 (2H), 3.56 -
3.82 (1H), 4.36 (3H), 7.18 (1H), 7.23 - 7.37 (3RAB9 - 7.56 (2H), 7.83 (1H), 8.15 (1H), 8.52
(1H), 8.56 - 8.65 (2H).
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Example 393: N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(4ypdyl)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

H,
o)

H3C/ \/\N _—

H N

=~ 7/

N

CH,

N
O> < § <\ />

Analogously to Example 317, 19 mg of the title canmpd was obtained from 60 mg of 332 and

21 mg of pyridine-4-ylboronic acid under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.18 - 1.33 (2H), 1.37 - 1.67 (2H), 2.2 H}42.52 -
2.56 (3H), 2.70 - 2.86 (1H), 2.93 - 3.13 (1H), 3(281), 3.36 - 3.43 (2H), 3.43 - 3.49 (2H), 3.55
- 3.75 (1H), 4.36 (3H), 7.18 (1H), 7.23 - 7.36 (3ABS - 7.48 (3H), 8.15 (1H), 8.52 (1H), 8.60 -
8.69 (2H).

Example 394: N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphgh4-yl)carbonyl]piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide

H3
O
H,C N =
H N
~ 7/
N
CH,

Analogously to Example 317, 57 mg of the title canmpd was obtained from 60 mg of 332 and

21 mg of phenylboronic acid under reflux.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.34 (2H), 1.37 - 1.67 (2H), 2.25H}42.53
(3H), 2.68 - 2.88 (1H), 2.92 - 3.17 (1H), 3.28 (3B)36 - 3.43 (2H), 3.45 (2H), 3.59 - 3.81 (1H),
4.36 (3H), 7.13 - 7.32 (4H), 7.33 - 7.50 (6H), 8(15l), 8.52 (1H).

Example 395: 2-{[1-(4-bromobenzoyl)piperidin-4-ylimethyl}-N-(2resylethyl)-4-methyl-2H-
indazole-5-carboxamide

f Ha
Ho T _
0] H N
~ 7/
) b
>—< >—Br
(o)
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Analogously to Example 1b, Version B, 383 mg of title compound was obtained from 1 g of
395b and 797 mg of 4-bromobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.21 - 1.32 (2H), 1.34 - 1.67 (2H), 2.22.38 (1H),
2.55 (3H), 2.68 - 2.87 (1H), 3.05 (4H), 3.39 (2BY5 - 3.59 (1H), 3.66 (2H), 4.35 (3H), 7.23
(1H), 7.28 - 7.37 (2H), 7.43 (1H), 7.59 - 7.70 (2B)34 (1H), 8.52 (1H).

The starting material was prepared as follows:

Example 395a: Tert-butyl 4-({5-[N-(2-mesylethyl)carbamoyl]-4-ntetl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

? H
3
S,
H,C” N =
o H N
~ 7/
) _b
N
>_O CH,
o >LCH3
H,C

Analogously to Example 266a, 1.26 g of the titlenpound was obtained from 2.506 g of 1¢ and
3.022 g of 2-mesylethylamine hydrochloride.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.02 - 1.17 (2H), 1.34 - 1.54 (11H), 2.08.24 (1H),
2.55 (3H), 2.73 (2H), 3.06 (3H), 3.34 - 3.47 (2H)57 - 3.76 (2H), 3.91 (2H), 4.32 (2H), 7.23
(1H), 7.43 (1H), 8.33 (1H), 8.52 (1H).

Example 395b: N-(2-mesylethyl)-4-methyl-2-(4-piperidylmethyl)-2iddazole-5-carboxamide
hydrochloride

f "
s
HCTWN =
o H N
~ 7
N
CH
N
H

Analogously to Example 258b from 1.26 g of compoG88a, 1.29 g of the title compound was
obtained, which was reacted without further puaificn.

Example 396: N-(2-mesylethyl)-4-methyl-2-{[1-(4-{[5-(trifluororathyl)pyridin-2-ylJoxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide
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Analogously to Example 1b, Version B, 30 mg of tile compound was obtained from 80 mg
of 395b and 90 mg of 4-{[5-(trifluoromethyl)pyridia-ylJoxy}benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.35 (2H), 1.36 - 1.72 (2H), 2.22.41 (1H),
2.55 (3H), 3.06 (5H), 3.39 (2H), 3.49 - 3.89 (3H)37 (3H), 7.20 - 7.32 (4H), 7.40 - 7.49 (3H),
8.25 (1H), 8.34 (1H), 8.53 (1H), 8.58 (1H).

Example 397: N-(2-mesylethyl)-4-methyl-2-{[1-(4-{[6-(trifluororathyl)pyridin-3-yl]oxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

f s
H C/%\/\H =

3
o \/N
N

Analogously to Example 1b, Version B, 30 mg of tile compound was obtained from 80 mg
of 395b and 90 mg of 303b in DMF.

'H-NMR (400 MHz, DMSO-g): 3 [ppm]= 1.24 (2H), 1.35 - 1.70 (2H), 2.22 - 2.4Hf12.55
(3H), 3.06 (5H), 3.39 (2H), 3.55 - 3.75 (3H), 4(@6), 7.20 - 7.28 (3H), 7.40 - 7.49 (3H), 7.65
(1H), 7.92 (1H), 8.34 (1H), 8.53 (1H), 8.60 (1H).

Example 398: 2-({1-[(2',4"-difluorobiphenyl-4-yl)carbonyl]pipé&tin-4-yl}methyl)-N-(2-mesyl-
ethyl)-4-methyl-2H-indazole-5-carboxamide

f e
S
TR N =
70 H N
~ 7/
N
F
M )
o
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Analogously to Example 1b, Version B, 25 mg of title compound was obtained from 80 mg
of 395b and 74 mg of 2',4'-difluoro-biphenyl-4-caxplic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.21 - 1.35 (2H), 1.37 - 1.70 (2H), 2.22.41 (1H),
2.55 (3H), 3.05 (5H), 3.38 (2H), 3.50 - 3.83 (3H)37 (3H), 7.15 - 7.29 (2H), 7.31 - 7.52 (4H),
7.55 - 7.73 (3H), 8.34 (1H), 8.53 (1H).

Example 399: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(@wydroxy-3-methylbutyl)-4-
methyl-2H-indazole-5-carboxamide

H
H.C CH 3
3 3
HOMNJ\(B\A
H N
~ 7/
N b
WCI
(o]

Analogously to Example 1b, Version B, 37 mg of tile compound was obtained from 160 mg
of 399b and 105 mg of 4-chlorobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-¢): & [ppm]= 1.14 (6H), 1.17 - 1.32 (2H), 1.33 - 1.7HJ42.23 -
2.37 (1H), 2.51 (3H), 2.68 - 2.87 (1H), 2.87 - 3(181), 3.31 (2H), 3.47 - 3.55 (1H), 4.34 (s,
4H), 7.17 (1H), 7.33 - 7.45 (3H), 7.50 (2H), 7.99.09 (1H), 8.50 (1H).

The starting material was prepared as follows:

Example 399a: Tert-butyl 4-({5-[N-(3-hydroxy-3-methylbutyl)carlpaoyl]-4-methyl-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

H,C_ CH H,

3 3
Ho></\N =

H \/N
N

Analogously to Example 1b, Version B, 150 mg ofabdl 69 mg of 4-amino-2-methylbutan-2-ol
in DMF were reacted at 60°C. After phase separadind extraction, the combined organic
phases were additionally washed with 0.1 N hydmrdblacid and saturated sodium hydrogen
carbonate solution. This yielded 132 mg of the titbmpound, which was used in the next step

without further purification.
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Example 399b: N-(3-hydroxy-3-methylbutyl)-4-methyl-2-(4-piperittgethyl)-2H-indazole-5-
carboxamide

H
H,C._ CH s
3 3
o S _
H N
=~ /
N _b
N
H

Analogously to Example 258b, from 132 mg of 39962 Ing of the title compound was

obtained, which was used in the next step withodhér purification.

Example 400: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl}-N-(zZyanoethyl)-4-methyl-2H-
indazole-5-carboxamide

H
N 3
AN
\/\N =
H N
~. /
) _t}
N
}_OCI
O

Analogously to Example 1b, Version B, 55 mg of tile compound was obtained from 177 mg
of 400b and 128 mg of 4-chlorobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.23 (2H), 1.33 - 1.70 (2H), 2.20 - 2.381}12.56
(3H), 2.78 (3H), 2.90 - 3.11 (1H), 3.47 (3H), 4(3%), 7.22 (1H), 7.34 - 7.56 (5H), 8.44 - 8.57
(2H).

The starting material was prepared as follows:

Example 400a: Tert-butyl 4-({5-[N-(2-cyanoethyl)carbamoyl]-4-niet-2H-indazol-2-yl}-

methyl)-piperidin-1-carboxylate
o CH

H
N 3
AN
\/\N =
H N
"4
N b
Vo
e,

o}
H,C

Analogously to Example 1b, Version B, 150 mg ofdmt 42 mg of 3-aminopropannitrile in
DMF were reacted at 60°C. After phase separatichextraction, the combined organic phases

were additionally washed with 0.1 N hydrochloriédaand saturated sodium hydrogen carbonate
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solution. This yielded 137 mg of the title compoumdhich was used in the next step without

further purification.

Example 400b: N-(2-cyanoethyl)-4-methyl-2-(4-piperidylmethyl)-2iddazole-5-carboxamide
N Hs
X
N b
N

Analogously to Example 258b, from 137 mg of 400& Iiig of the title compound was

obtained, which was used in the next step withodhér purification.

Example 401: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(ganomethyl)-4-methyl-2H-
indazole-5-carboxamide

H3
" =
N H N
~ /
N b

N

O

o

Analogously to Example 1b, Version B, 75 mg of tile compound was obtained from 90 mg

of 238c and 29 mg of aminoacetonitrile in DMF.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.21 - 1.33 (23H), 1.34 - 1.69 (2H), 2.15.41 (1H),
2.57 (3H), 2.75 - 2.86 (1H), 2.93 - 3.14 (1H), 3:3R69 (1H), 4.29 (2H), 4.33 - 4.55 (3H), 7.18
- 7.28 (1H), 7.39 (2H), 7.43 - 7.55 (3H), 8.57 (1B)77 - 8.90 (1H).

Example 402: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-(gclopropylmethyl)-4-methyl-
2H-indazole-5-carboxamide

s
e

Analogously to Example 1b, Version B, 44 mg of tile compound was obtained from 90 mg

of 238c) and 19 mg of cyclopropylmethylamine in DMF

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.23 (2H), 0.33 - 0.53 (2H), 0.94 - 1.1H]11.20 -
1.33 (2H), 1.34 - 1.68 (2H), 2.21 - 2.41 (1H), 2(3#), 2.69 - 2.85 (1H), 2.93 - 3.08 (1H), 3.13
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(2H), 3.44 - 3.68 (1H), 4.35 (3H), 7.18 (1H), 7-3846 (3H), 7.47 - 7.60 (2H), 8.07 - 8.30 (1H),
8.51 (1H).

Example 403: N-(cyclobutylmethyl)-4-methyl-2-[(1-{4-[4-(triflucomethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

FF
; |

O, :
O
N
H
O CH,

Analogously to Example 1b, Version B, 48 mg of tile compound was obtained from 137 mg

of 403b and 31 mg of (cyclobutylamino)methylamiryeitochloride.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.17 - 1.32 (2H), 1.35 - 1.64 (2H), 1.67.90 (4H),
1.93 - 2.08 (2H), 2.22 - 2.38 (1H), 2.51 - 2.52 3R169 - 2.88 (1H), 2.90 - 3.13 (1H), 3.20 -
3.30 (2H), 3.51 - 3.83 (1H), 4.36 (3H), 7.09 - 7(8H), 7.35 - 7.52 (3H), 7.76 (2H), 8.13 (1H),
8.51 (1H).

The starting material was prepared as follows:

Example 403a: Methyl 4-methyl-2-[(1-{4-[4-(trifluoromethyl)pheng]benzoyl}piperidin-4-
yl)methyl]-2H-indazol-5-carboxylate

F
H.C

O CH,

Analogously to Example 1b, Version B, 2.73 g of title compound was obtained from 3.76 g
of 238a and 3.28 g of 4-[4-(trifluoromethyl)phenibgnzoic acid.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.35 (2H), 1.38 - 1.74 (2H), 2.12.41 (1H),
2.76 (3H), 2.78 - 3.14 (2H), 3.44 - 3.76 (1H), 3(8R), 4.37 (3H), 7.06 - 7.28 (4H), 7.38 - 7.50
(3H), 7.67 (1H), 7.76 (2H), 8.71 (1H).
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Example  403b: 4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]bewy!}piperidin-4-yl)-
methyl]-2H-indazol-5-carboxylic acid

HO. S

Analogously to Example 1d, from 1.05 g of 403a, 971@ of the title compound was obtained,

which was used in the next step without furtheiffpation.

Example 404: N-isobutyl-4-methyl-2-[(1-{4-[4-(trifluoromethyl)penoxy]benzoyl}piperidin-4-
yl)methyl]-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 35 mg of tile compound was obtained from 100 mg

of 403b and 14 mg of isobutylamine.

'H-NMR (300 MHz, DMSO-¢): & [ppm]= 0.91 (6H), 1.24 (2H), 1.34 - 1.69 (2H), 2.6LH),
2.19 - 2.42 (1H), 2.52 (3H), 2.71 - 2.90 (1H), 3(86l), 3.51 - 3.85 (1H), 4.36 (3H), 7.05 - 7.27
(5H), 7.37 - 7.52 (3H), 7.76 (2H), 8.16 (1H), 8@EH).

Example 405: 4-methyl-N-neopentyl-2-[(1-{4-[4-(trifluoromethyphenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 36 mg of tile compound was obtained from 100 mg

of 403b and 16 mg of neopentylamine.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 0.92 (9H), 1.17 - 1.32 (2H), 1.34 - 1.6HJ22.21 -
2.38 (1H), 2.52 - 2.57 (3H), 2.70 - 2.88 (1H), 3(881), 3.53 - 3.85 (1H), 4.36 (3H), 7.04 - 7.28
(5H), 7.35 - 7.52 (3H), 7.76 (2H), 8.12 (1H), 8@EH).

Example 406: N-(cyclopropylmethyl)-4-methyl-2-[(1-{4-[4-(trifloromethyl)phenoxy]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carbarmide

Analogously to Example 1b, Version B, 33 mg of tile compound was obtained from 100 mg

of 403b and 26 mg of cyclopropylmethylamine.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 0.23 (2H), 0.35 - 0.54 (2H), 0.93 - 1.1HJ11.23
(2H), 1.36 - 1.67 (2H), 2.18 - 2.41 (1H), 2.54 (3R1)66 - 3.22 (4H), 3.47 - 3.85 (1H), 4.36 (3H),
7.03 - 7.29 (5H), 7.35 - 7.53 (3H), 7.76 (2H), 8(2Ri), 8.52 (1H).

Example  407: N-(2-cyanoethyl)-2-({1-[(4'-fluorobiphenyl-4-yl)ebonyl]piperidin-4-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide

Q . .
N
N JQ
H ~ N
NWN
O CH,

Analogously to Example 1b, Version B, 37 mg of tile compound was obtained from 140 mg

of 407a and 84 mg of 4’-fluorobiphenyl-4-carboxydicid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.18 - 1.37 (2H), 1.37 - 1.68 (2H), 2.22.41 (1H),
2.56 (3H), 2.78 (4H), 3.39 - 3.53 (2H), 3.56 - 3(8R), 4.37 (3H), 7.14 - 7.37 (3H), 7.39 - 7.53
(3H), 7.63 - 7.83 (4H), 8.36 - 8.60 (2H).

The starting material was prepared as follows:
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Example 407a: N-(2-cyanoethyl)-4-methyl-2-(4-piperidylmethyl)-2iHdazole-5-carboxamide
hydrochloride

H
N 3
X
\/\N _—
H N
~ 7/
N
CH
N
H

Analogously to Example 1a, from 165 mg of 400a, f#of the title compound was obtained,

which was used in the next step without furtheiiffmation.

Example 408: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidid-yl}methyl)-N-(2-mesyl-

ethyl)- 4-methyl-2H-indazole-5-carboxamide

Q
O
N
" p
H N
H3C\S/\/N =
ZaN
o o O CH

3

Analogously to Example 1b), Version B, 126 mg oé tiitle compound was obtained from
300 mg of 408a) and 156 mg of 4’-fluorobiphenylamoxylic acid.

LC-MS: R = 1.20 min, MS (ES+): m/z = 577 (M+H)
The starting material was prepared as follows:

Example 408a: N-(2-mesylethyl)-4-methyl-2-(4-piperidylmethyl)-2iddazole-5-carboxamide
hydrochloride

H
CIH
/N\
H,C. H . N
3 ;S\\/\/
S O CH

3

Analogously to Example 1a, from 346 mg of 395a, B@Pof the title compound was obtained,

which was used in the next step without furtheiffpation.

Example 409: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidig-yl}methyl)-N-(3-hydroxy-
propyl)-4-methyl-2H-indazole-5-carboxamide
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Q
O
N JO
H N
HO A~ N =
O CH,

Analogously to Example 1b, Version B, 20 mg of tile compound was obtained from 124 mg

of 409b) and 73 mg of 4'-fluorobiphenyl-4-carboxyécid.

'H-NMR (300 MHz, DMSO-g): 3 [ppm]= 1.26 (2H), 1.38 - 1.59 (2H), 1.67 (2H), 2.22.42
(1H), 2.52 - 2.57 (3H), 2.69 - 3.17 (2H), 3.1998(6H), 4.36 (3H), 7.18 (1H), 7.31 (2H), 7.38 -
7.51 (3H), 7.63 - 7.86 (4H), 8.08 (1H), 8.51 (1H).

The starting material was prepared as follows:

Example 409a: Tert-butyl 4-({5-[N-(3-hydroxypropyl)carbamoyl]-#ethyl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

3
O, >TCH3
>—O CH,
N
N p
H N
HO _~_N =
o CH

Analogously to Example 1b, Version B, 151 mg of titee compound was obtained from

150 mg of 1d and 30 mg of 3-amino-propan-1-ol.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.01 - 1.30 (3H), 1.32 - 1.49 (10H), 1.&Hj, 2.08 -
2.27 (1H), 2.52 (3H), 2.57 - 2.80 (2H), 3.29 (2B}1 - 3.54 (2H), 3.81 - 4.00 (2H), 4.32 (2H),
4.48 (1H), 7.18 (1H), 7.42 (1H), 8.10 (1H), 8.56if1

Example 409b: N-(3-hydroxypropyl)-4-methyl-2-(4-piperidylmethyPH-indazol-5-carbox-
amide

H
CIH
=N
H N
HO _~_N =
0 CH,

Analogously to Example 1a, from 246 mg of 409a, ti#fjtof the title compound was obtained,

which was used in the next step without furtheiffpation.
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Example 410: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidig-yl}methyl)-N-(2-hydroxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

Q,
OO
HO™ N
O CH,

Analogously to Example 1b, Version B, 36 mg of tile compound was obtained from 117 mg
of 410b and 72 mg of 4’-fluorobiphenyl-4-carboxygcid.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.26 (2H), 1.39 - 1.74 (2H), 2.21 - 2.4Hf12.53
(3H), 2.75 - 3.16 (2H), 3.20 - 3.37 (2H), 3.4378(4H), 4.36 (3H), 7.21 (1H), 7.31 (2H), 7.38 -
7.52 (3H), 7.65 - 7.81 (4H), 8.03 (1H), 8.51 (1H).

The starting material was prepared as follows:

Example 410a: Tert-butyl 4-({5-[N-(2-hydroxyethyl)carbamoyl]-4-ethyl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

Q CH,
>—O CH,
N
N JQ
H N
Ho >SN
O CH

Analogously to Example 1b, Version B, 143 mg of tite compound was obtained from

150 mg of 1d) and 25 mg of 2-aminoethan-1-ol.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.01 - 1.30 (3H), 1.32 - 1.51 (10H), 2.02.26 (1H),
2.52 - 2.55 (3H), 2.58 - 2.82 (2H), 3.30 (2H), 3:4558 (2H), 3.83 - 3.98 (2H), 4.32 (2H), 4.69
(1H), 7.21 (1H), 7.41 (1H), 8.05 (1H), 8.50 (1H).

Example 410b: N-(3-hydroxypropyl)-4-methyl-2-(4-piperidylmethyPH-indazol-5-carbox-

amide hydrochloride

H
CIH
/N\
H N
HO _~_N =
0 CH,
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Analogously to Example 1a) from 138 mg of 410a, frig/ of the title compound was obtained,

which was used in the next step without furtheiffpation.

Example 411 (+/-)-N-(1,4-dioxan-2-ylmethyl)-2-({1-[(4'-fluoroiphenyl-4-yl)carbonyl]-
piperidin-4-yl}methyl)-4-methyl-2H-indazole-5-carkamide

Q
(O~
N
o
H N
N. =
o
O CH,

Analogously to Example 1b, Version B, 62 mg of tile compound was obtained from 226 mg
of 411b) and 119 mg of 4'-fluorobiphenyl-4-carbagyahcid.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 1.19 - 1.34 (2H), 1.37 - 1.73 (2H), 2.23.42 (1H),
2.53 (3H), 2.69 - 2.90 (1H), 2.90 - 3.14 (1H), 3:13.30 (3H), 3.47 (1H), 3.58 (1H), 3.59 - 3.70
(3H), 3.71 - 3.82 (2H), 4.37 (3H), 7.19 (1H), 7(@H), 7.38 - 7.53 (3H), 7.66 - 7.81 (4H), 8.18
(1H), 8.52 (1H).

The starting material was prepared as follows:

Example 4l1la: (+/-)-tert-butyl 4-({5-[N-(1,4-dioxan-2-yImethylarbamoyl]-4-methyl-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

Analogously to Example 1b, Version B, 267 mg of tite compound was obtained from
250 mg of 1d and 78 mg of (+/-)-1,4-dioxan-2-ylmgddmine.

'H-NMR (400 MHz, DMSO-g): & [ppm]= 0.99 - 1.18 (2H), 1.38 (11H), 2.09 - 2.24], 2.53
(3H), 3.10 - 3.29 (4H), 3.41 - 3.52 (1H), 3.53 7(B(4H), 3.70 - 3.81 (2H), 3.84 - 3.98 (2H),
4.32 (2H), 7.18 (1H), 7.41 (1H), 8.12 - 8.24 (1Blp1 (1H).

Example 411b: (+/-)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-(4-pipdylmethyl)-2H-indazole-
5-carboxamide hydrochloride
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H
CH
C °
j\‘m/ N ~/"
o
O CH,

Analogously to Example 1a, from 261 mg of 411a, R of the title compound was obtained,

which was used in the next step without furtheiffpation.

Example 412: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethjd4-methyl-N-(oxetan-2-yl-
methyl)-2H-indazole-5-carboxamide

O,
Y~ Yo
0 CH,

Analogously to Example 1b, Version B, 55 mg of tile compound was obtained from 350 mg

of 238c) and 83 mg of (+/-)-oxetan-2-ylmethylamine.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.16 - 1.31 (2H), 1.33 - 1.69 (2H), 2.12.38 (2H),
2.53 (3H), 2.58 - 2.66 (1H), 2.66 - 2.86 (1H), 2:M14 (1H), 3.38 - 3.64 (3H), 4.35 (5H), 4.71
- 4.96 (1H), 7.19 (1H), 7.33 - 7.45 (3H), 7.4755(2H), 8.21 - 8.37 (1H), 8.51 (1H).

Example 413: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-yllmeth}dN-(1,4-dioxan-2-ylmethyl)-
4-methyl-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 185 mg of titee compound was obtained from
376 mg of 238c and 111 mg of (+/-)-1,4-dioxan-2-gthylamine hydrochloride.

'H-NMR (300 MHz, DMSO-g): & [ppm]= 1.19 - 1.32 (2H), 1.33 - 1.66 (2H), 2.20.40 (1H),
2.53 (3H), 2.71 - 2.86 (1H), 2.90 - 3.11 (1H), 3-18.32 (3H), 3.40 - 3.59 (3H), 3.60 - 3.70
(2H), 3.71 - 3.83 (2H), 4.35 (3H), 7.18 (1H), 7:31.46 (3H), 7.46 - 7.60 (2H), 8.21 (1H), 8.51
(1H).
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Example 414: (R or S)-2-{[1-(4-chlorobenzoyl)piperidin-4-yl]megl}-N-(1,4-dioxan-2-yl-

methyl)-4-methyl-2H-indazole-5-carboxamide

afs

CN) Cl O>_©—Cl
0 CH, O CH,

From 185 mg of the racemate prepared in Example 813ng of the title compound together
with 58 mg of the slower-eluting enantiomer (Exaenpll5) were obtained by racemate

separation by means of preparative chiral HPLC KidéD).
Analytical chiral HPLC: 12.62 min.

Example 415: (S or R)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylmegl}-N-(1,4-dioxan-2-yl-

methyl)-4-methyl-2H-indazole-5-carboxamide

QO Q
N N
Q
§ -~/ ¥ ~/
(@] or QO
O CH, O  CH,

From 185 mg of the racemate prepared in Example 883ng of the title compound together
with 51 mg of the faster-eluting enantiomer (Exaenpll4) were obtained by racemate

separation by means of preparative chiral HPLC KidéD).
Analytical chiral HPLC: 13.68 min.

Example 416: (R or S)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyraiyithethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-carboxamide

or
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From 231 mg of the racemate prepared in Example 248ng of the title compound together
with 24 mg of the slower-eluting enantiomer (Exaenpll7) were obtained by racemate

separation by means of preparative chiral HPLC QdetE).
Analytical chiral HPLC: 7.08 min.

Example 417: (S or R)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyraiyithethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-carboxamide

From 231 mg of the racemate prepared in Example 248ng of the title compound together
with 24 mg of the faster-eluting enantiomer (Exaenpll6) were obtained by racemate

separation by means of preparative chiral HPLC QdetE).
Analytical chiral HPLC: 8.98 min.

Example 418: (R or S)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-[{#-[4-(trifluoromethyl)-
phenoxy]benzoyl}piperidin-4-yl)methyl]-2H-indazol-carboxamide

F F
iTF iTF
F F
o 0
>—< >—o >—< >—o
N N
° N p °© N p
[ j H N [ j\/H N
o /N\H/@;/ o o N =
O CH, O CH,

From 280 mg of the racemate prepared in Example @49ng of the title compound together
with 75 mg of the slower-eluting enantiomer (Exaenpll9) were obtained by racemate
separation by means of preparative chiral HPLC fid@tD (injection volume: 0.1 ml; detection:

UV 210 nM)).

Analytical chiral HPLC: 13.66 min.
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Example 419: (R or S)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-[{#-[4-(trifluoromethyl)-
phenoxy]benzoyl}piperidin-4-yl)methyl]-2H-indazol-carboxamide

E

a) a)

Q, Q,
>—<: :)—O >—<: :)—O
N N
° N p ° N p
C jVH N SN N
0 N\H/Q;/ o7 N =
O CH, O CH,

From 280 mg of the racemate prepared in Example 249ng of the title compound together
with 65 mg of the faster-eluting enantiomer (Exaenpll8) were obtained by racemate
separation by means of preparative chiral HPLC (idét D (injection volume: 0.1 ml;

Detection: UV 210 nM)).

Analytical chiral HPLC: 14.90 min.
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Biological Examples:

The following biological examples which are described in sections |.-5 and have only been
carried out using EP2 receptor antagonists are already contained in patent application
PCT/EP2012/073556, unpublished at the priority date of the present specification.

1. Detection of antagonism to the human prostaglandin E, (subtype EP2) r eceptor signal

1. 1 Detection principle

The binding of PGEto the EP2 subtype of the human B@&ceptor induces the activation of
membrane-located adenylate cyclases and leads fortination of cCAMP. In the presence of the
phosphodiesterase inhibitor IBMX, the cAMP accurtedaowing to this stimulation and
released by cell lysis is used in a competitiveckn method. In this test, the cCAMP present in
the lysate competes with a fluorescence-labelleMRA(CAMP-d2) for binding to an Eu

cryptate-labelled anti-cAMP antibody.

In the absence of cellular cAMP, a maximal sigsabioduced, which is attributable to the
binding of this cAMP-d2 molecule to the antibodyftek excitation of the cAMP-d2 molecule at
337 nm, there is a fluorescence resonance enagygféar (FRET) to the Eu cryptate molecules
of the anti-cAMP antibody (labelled therewith), laled by a long-lasting emission signal at
665 nm (and at 620 nM). Both signals are measuredsuitable measurement instrument with a
time delay, i.e. after decay of the backgroundri®soence. Any increase in the low FRET signal
caused by prostaglandin , E administration (measured as well ratio change =

€MiSSioRssnd €MISSioRonm * 10000) indicates the action of antagonists.
1.2. Detection method
1.2.1. Tes for antagonism (data per well of a 384-well plate):

To a test plate with the substance solutions ayreaded (0.05 p1; 100% DMSO, concentration
range from 0.8 nM — 16.5 pM) were added 4 pl of AMP-d2/cell suspension (625000

cells/ml). After a 20-minute preincubation at rotemperature (RT), 2 pl of a 3XPGE2 solution
(1.5 nM, in PBS-IBMX) were added and incubatedthia presence of the agonist for a further
60 mins at RT (volume: ~ 6 pl). Next the reacticasvetopped by addition of 2 pl of lysis buffer

and incubated for a further 20 mins at RT befoeeattual measurement (volume: ~ 8 ul).

2. Detection of antagonism to the human prostaglandin E, (subtype EP4) r eceptor signal

2.1 Detection principle
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The binding of PGEto the ER subtype of the human PGEeceptor induces the activation of
membrane-located adenylate cyclases and leade fortnation of cCAMP. In the presence of the
phosphodiesterase inhibitor IBMX, the cAMP accurtedaowing to this stimulation and
released by cell lysis is used in a competitiveckstn method. In this test, the cAMP present in
the lysate competes with a fluorescence-labelleeA(CAMP-d2) for binding to an Eu

cryptate-labelled anti-cAMP antibody.

In the absence of cellular cAMP a maximal signapieduced, which is attributable to the
binding of this cAMP-d2 molecule to the antibodyftek excitation of the cAMP-d2 molecule at
337 nm, there is a fluorescence resonance enangygféar (FRET) to the Eu cryptate molecules
of the anti-cAMP antibody (labelled therewith), laled by a long-lasting emission signal at
665 nm (and at 620 nM). Both signals are measuredsuitable measurement instrument with a
time delay, i.e. after decay of the backgroundréésoence. Any increase in the low FRET signal
caused by prostaglandin , E administration (measured as well ratio change =

€MmisSioRssnd€MIission.onm* 10000) indicates the action of antagonists.
2.2. Detection method
2.2.1. Test for antagonism (data per well of a 384-well plate):

To a test plate with the substance solutions ayreaded (0.05 p1; 100% DMSO, concentration
range from 0.8 nM - 16.5 pM) were added 4 pl oA&P-d2/cell suspension (312500 cells/ml).
After a 20-minute preincubation at room tempera(&®€), 2 pl of a 3xPGE2 solution (0.3 nM,
in PBS-IBMX) were added and incubated in the presesf the agonist for a further 60 mins at
RT (volume: ~ 6 pl). Next the reaction was stoppgdaddition of 2 pl of lysis buffer and

incubated for a further 20 mins at RT before thea@measurement (volume: ~ 8 pl).

3. Detection of antagonism to the human prostaglandin D receptor signal

3.1 Detection principle

The binding of prostaglandin ,.Dto the human PGD receptor induces the activatibn o
membrane-located adenylate cyclases and leads fortination of cCAMP. In the presence of the
phosphodiesterase inhibitor IBMX, the cAMP accurtedaowing to this stimulation and
released by cell lysis is used in a competitiveckn method. In this test, the cCAMP present in
the lysate competes with a fluorescence-labelleMRA(CAMP-d2) for binding to an Eu

cryptate-labelled anti-cAMP antibody.
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In the absence of cellular cAMP, a maximal sigsabroduced, which is attributable to the
binding of this cAMP-d2 molecule to the antibodyftek excitation of the cAMP-d2 molecule at
337 nm, there is a fluorescence resonance enaggfér (FRET) to the Eu cryptate molecules
of the anti-cAMP antibody (labelled therewith), ltaved by a long-lasting emission signal at
665 nm (and at 620 nM). Both signals are measuredsuitable measurement instrument with a
time delay, i.e. after decay of the backgroundri®soence. Any increase in the low FRET signal
caused by prostaglandin , E administration (measured as well ratio change =

€MmisSioRssnd €MIission.onm* 10000) indicates the action of antagonists.
3.2. Detection method
3.2.1. Test for antagonism (data per well of a 384-well plate):

To a test plate with the substance solutions ajredded (0.05 pu1; 100% DMSO, concentration
range from 0.8 nM — 16.5 uM) were added 4 ul of AMP-d2/cell suspension (625000

cells/ml). After a 20-minute preincubation at rotemperature (RT), 2 pl of a 3xPGD2 solution
(6 nM, in PBS-IBMX) were added and incubated in fltesence of the agonist for a further
30 mins at RT (volume: ~ 6 pl). Next the reacticasvetopped by addition of 2 pl of lysis buffer

and incubated for a further 20 mins at RT befoeeattual measurement (volume: ~ 8 pl).
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4. The EP2 subtype of the PGE, receptor and the pre-ovulatory cumulus expansion

4.1. Background:

In the pre-ovulatory antral follicle, the oocyte sarrounded by cumulus cells, which form a
dense cell crown around the oocyte. After the LHkpéluteinizing hormone), a series of
processes is activated, which results in a marketphological change in this cell crown of
cumulus cells. During this, the cumulus cells famextracellular matrix, which leads to the so-
called cumulus expansion (Vanderhydenal. Dev Biol.; (1990); 140(2): 307-317) This
cumulus expansion is an important component of ahatory process and the subsequent

possibility of fertilization.

During the cumulus expansion, prostaglandins amd peostaglandin £ synthesis whereof is
induced by the LH peak, are of decisive importaftestanoid EP2 knockout mice (Hizaki

al., 1999, Proc Natl Acad Sci U. S. A.; (1999) 96(18501-10506) show a markedly decreased
cumulus expansion and severe subfertility, whicmaolestrates the importance of the prostanoid

EP2 receptor for this process.
4.2. Cumulus expansionstest in vitro

In immature female mice (strain: B6D2F1 from CharRiver), at an age of 14 - 18 days, the
folliculogenesis was induced by a single adminigim (intraperitoneal) of 10 IU of PMSG

(pregnant mare serum gonadotropin; Sigma G-487T, @3%0909). 47-50 hours after the
injection, the ovaries were removed and the cumobgyte complexes removed. At this stage,

the cumulus complex is not yet expanded.

The cumulus-oocyte complexes were now incubated2@®@4 hours with prostaglandin, E
(PGE) (0.3 pM), vehicle control (ethanol) or test sapstes. Medium: alpha-MEM medium
with 0.1 mM IBMX, pyruvate (0.23 mM), glutamine (@M), pen/strep 100 IU/ml pen. and
100 pg/ml strep.), HSA (8 mg/ml) and foetal boveeeum (FBS, 10%). The cumulus expansion
was then established through the subdivision iola fstages (after Vanderhydehal. Dev
Biol.; (1990); 140(2):307-317).

4.3 In-vivo action on post-ovulatory in-vitro fertilization :

Substances can exert an influence on fertility lgrdasing the fertilizability of oocytes or
cumulus-oocyte complexes. In order to study sufbctd, substances can be administeéred

vivo and subjected tim vitro fertilization after ovulation of cumulus-oocyteroplexes has taken
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place. Thein-vitro fertilization rate, where no test substance is kmger present, allows

conclusions as to the-vivo effects of the test substances.

Immature female mice (strain: B6D2F1, Charles Rigrelzfeld, age: 19-25 days) were kept in
Macrolon cages in rooms with controlled illuminaifiL2 hrs darkness: 12 hrs light), fed with a

standard diet and provided with drinking wateriadum.

The mice were primed with PMSG (pregnant mare segomadotropin) (10 IU/animal i.p.).
After 48 hours, a stimulus triggering ovulation wasated in the animals by one administration
of 10 IU/animal i.p. (hCG, human chorionic gonadpin). The test substances were dissolved
in benzyl benzoate/castor oil (1+4 v/v) and adnbémed in a volume of 0.1 ml s.c. 1 hour before
hCG (n=5 animals per group). Fourteen hours afi€s administration, the animals were killed.
Ovulated oocytes and cumulus-oocyte complexes wbtained from the bursa ovarii and/or
oviduct and subjected tm-vitro fertilization, wherein for the fertilization a spe count of
40000 sperms/0.5 ml was used for 1 hour. Twenty-foours after the incubation with the
sperms, the number of fertilized oocytes is esthbli and the percentage fertilization rate

determined.

The results in Table 4 show that Example 17 acogrtid the invention has a dose-dependent

influence on the fertilizability of ovulated cumshoocyte complexes.

4.4 In-vivo action on fertility in non-human primates (Cynomolgus):

In order to study the effect of substances on litgrtimating studies can be performed in
monkeys (Jensee al. Contraception 81; (2010) 82(2): 165-171). Fos,tline test substances
are administered to female cynomolgus monkeys (ké@scicularis) which are being kept in
groups, then the animals are mated with a male aniMatings are checked for by sperm
detection in daily vaginal smears. Pregnanciesltiegutherefrom are identified by hormone
determinations and ultrasound examinations. Throtigh changes in the serum oestradiol
concentrations during the cycle, (rise before thécytle LH peak), the fertile phase within a
cycle of the individual animals can be determirddtings in this fertile period are described as
“timed matings” (matings in the fertile phase). Apfrom the absolute number of pregnancies

occurring, the effect on the fertility can alsoedgressed as pregnancies per “timed matings”.

To test the action of EP2 receptor antagonistsestilify in monkeys, Examples 17 and 56
according to the invention were administered ovandnths, dissolved in 0.5 ml castor oil.
Example 17 was administered once daily at a dosdgE0 mg/kg (n= 10 animals), while
Example 56 was administered twice daily at a dosafge0 mg/kg (n=9 animals). Only the

vehicle was administered to a control group (n=didnals). In the first month of the treatment,
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no male animal was placed with the female aninytier this, female and male animals were

kept together over 5 months, with detection of peegies and cycle monitoring.

Table 5 shows that both substances result in aadamduction in the number of pregnancies
occurring. These data for the first time show ttrersgy contraceptive effect of EP2 receptor
antagonists in the primate. Further results ofstively show that the substances have no effects
on hormone levels and cycle length. This confirivet the substances produce a contraceptive
effect by non-hormonal mechanisms. The reversjbilitthe fertility was demonstrated on some

animals after discontinuation of the treatment.
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5. Deter mination of the phar macokinetic parameter s after intravenous administr ation

5.1. Intravenous administr ation:

For this, the substances were administered in ldsgdorm, compatible solubilizers such as
PEG400 and/or ethanol being used in tolerable gyaiithe substances were administered at a
dosage of 0.1 -1 mg/kg. The administration wascegfe in the female rat as a bolus injection.
Here, at various times after bolus injection c&D-160 pl blood samples were withdrawn from
the jugular vein via a catheter. The blood sampiese treated with lithium-heparin as
anticoagulant and stored refrigerated until furtiwerk-up. After centrifugation of the samples
for 15 mins at 3000 rpm, an aliquot of 100 pul washdrawn from the supernatant (plasma) and
precipitated by addition of 400 ul of cold acetdlgtor methanol (absolute). The precipitated
samples were frozen overnight at -20°C, then deigied once again for 15 mins at 3000 rpm,
before 150 ul of the clear supernatant was withdréaw the concentration determination. The
analysis was performed with an Agilent 1200 HPL&tem with attached LCMS/MS detection.

5.2 Calculation of the PK parameters

The calculation was performed by means of the R&utaion software WinNonLif, where 1,

means half-life within a specified interval (heterminal §,,, in hrs).
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Table 1: Examples for the biological activity oethompounds according to the invention on the
hEP2 receptor (1§ measured by cAMP antagonism test), selectivityarols hDP & hER(ICso
measured by cAMP antagonism test): x: 1 - 10, ®: 100, xxx > 100 :

Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

1 1.03E-07 XXX XXX

2 2.17E-08 XXX XXX

3 4.91E-09 XXX XXX

4 6.81E-08 XXX XXX

5 5.11E-09 XXX XXX

6 3.13E-07 XX XX

7 2.58E-08 XXX XXX

8 9.37E-09 XXX XXX

9 1.72E-08 XXX XXX
10 8.67E-09 XXX XXX
11 8.14E-09 XXX XXX
12 2.03E-08 XXX XXX
13 3.59E-08 XXX XXX
14 3.67E-09 XXX XXX
15 4.17E-09 XXX XXX
16 5.85E-09 XXX XXX
17 3.44E-09 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
18 7.66E-09 XXX XXX
19 8.57E-09 XXX XXX
20 7.33E-09 XXX XXX
21 3.58E-08 XXX XXX
22 3.03E-08 XXX XXX
23 1.61E-08 XXX XXX
24 6.01E-08 XXX XXX
25 2.52E-08 XXX XXX
26 2.42E-08 XXX XXX
27 1.93E-08 XXX XXX
28 3.39E-08 XXX XXX
29 9.31E-09 XXX XXX
30 6.43E-08 XXX XXX
31 3.08E-09 XXX XXX
32 1.04E-08 XXX XXX
33 3.42E-08 XXX XXX
34 1.34E-07 XXX XXX
35 6.92E-08 XXX XXX
36 6.16E-08 XXX XXX
37 1.04E-07 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

38 2.81E-08 XXX XXX
39 1.13E-07 XXX XXX
40 1.15E-08 XXX XXX
41 5.62E-09 XXX XXX
42 4.75E-09 XXX XXX
43 4.82E-09 XXX XXX
44 3.85E-09 XXX XXX
45 5.51E-09 XXX XXX
46 4.91E-09 XXX XXX
47 5.61E-09 XXX XXX
48 5.59E-09 XXX XXX
49 6.44E-09 XXX XXX
50 3.18E-09 XXX XXX
51 6E-08 XXX XXX
52 8.3E-07 XX XX

53 4.42E-08 XXX XXX
54 4.74E-09 XXX XXX
55 9.67E-09 XXX XXX
56 1.31E-08 XXX XXX
57 5.29E-09 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

58 1.08E-06 XX XX
59 7.58E-07 XX XX
60 1.75E-07 XX XX
61 1.5E-06 XX XX
62 6.74E-07 XX XX
63 1.44E-06 XX XX
64 4.13E-06 X X
65 2.79E-06 X X
66 3.21E-07 XX XX
67 4.05E-07 XX XX
68 1.77E-08 XXX XXX
69 2.9E-08 XXX

70 4.9E-08 XXX

71 8.29E-08 XXX XXX
72 1.2E-07 XXX XXX
73 7.78E-08 XXX XXX
74 9.54E-08 XXX XXX
75 6.7E-08 XXX XXX
76 1.79E-07 XX XX
77 5.39E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
78 3.17E-08 XXX XXX
79 1.25E-07 XXX XXX
80 8.59E-08 XXX XXX
81 5.13E-07 XX XX
82 2.18E-07 XX XX
83 3.26E-08 XXX XXX
84 1.92E-08 XXX XXX
85 3.55E-08 XXX XXX
86 1.54E-08 XXX XXX
87 2.4E-08 XXX XXX
88 1.62E-08 XXX XXX
89 9.4E-09 XXX XXX
90 1.48E-08 XXX XXX
91 2.03E-08 XXX XXX
92 1.27E-08 XXX XXX
93 1.15E-08 XXX XXX
94 1.28E-08 XXX XXX
95 6.18E-09 XXX XXX
96 9.42E-09 XXX XXX
97 1.27E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

98 7.07E-09 XXX XXX

99 1.04E-08 XXX XXX
100 6.21E-09 XXX XXX
101 6.58E-09 XXX XXX
102 4.1E-07 XX XX
103 5.95E-07 XX XX
104 5.13E-07 XX XX
105 2.85E-07 XX XX
106 1.5E-07 XXX XXX
107 1.14E-08 XXX XXX
108 6.46E-09 XXX XXX
109 9.53E-09 XXX XXX
110 4.4E-09 XXX XXX
111 1.37E-08 XXX XXX
112 1.19E-08 XXX XXX
113 1.39E-08 XXX XXX
114 6.08E-09 XXX XXX
115 9.05E-09 XXX XXX
116 5.52E-09 XXX XXX
117 1.78E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

118 8.17E-09 XXX

119 1.32E-08 XXX

120 1.55E-08 XXX

121 1.55E-08 XXX XXX
122 2.86E-08 XXX XXX
123 8.92E-09 XXX XXX
124 7.99E-09 XXX XXX
125 3.66E-09 XXX XXX
126 2.12E-08 XXX XXX
127 5.56E-08 XXX XXX
128 4.71E-07 XX XX
129 3.09E-07 XX XX
130 2.41E-07 XX XX
131 2.28E-07 XX XX
132 1.09E-07 XXX XXX
133 4.19E-08 XXX XXX
134 5.65E-08 XXX XXX
135 1.95E-08 XXX XXX
136 6.59E-09 XXX XXX
137 7.65E-09 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
138 1.6E-07 XXX XXX
139 4.19E-07 XX XX
140 5.53E-08 XXX XXX
141 1.43E-07 XXX XXX
142 7.13E-07 XX XX
143 3.68E-08 XXX XXX
144 5.08E-08 XXX XXX
145 1.88E-08 XXX XXX
146 5.26E-08 XXX XXX
147 5.74E-08 XXX XXX
148 2.74E-08 XXX XXX
149 2.96E-08 XXX XXX
150 1.28E-08 XXX XXX
151 4.85E-08 XXX XXX
152 3.33E-08 XXX XXX
153 6.08E-08 XXX XXX
154 8.08E-08 XXX XXX
155 2.94E-08 XXX XXX
156 1.84E-07 XX XX
157 1.36E-08 XXX XXX




BHC133038-FC

302
Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
158 6.21E-09 XXX XXX
159 6.24E-09 XXX XXX
160 8.29E-08 XXX XXX
161 9.82E-08 XXX XXX
162 9.33E-09 XXX XXX
163 6.8E-09 XXX XXX
164 1.09E-08 XXX XXX
165 3.34E-08 XXX XXX
166 2.87E-09 XXX XXX
167 1.35E-08 XXX XXX
168 2.93E-08 XXX XXX
169 2.77E-08 XXX XXX
170 4.25E-09 XXX XXX
171 3.88E-09 XXX XXX
172 3.16E-09 XXX XXX
173 2.71E-09 XXX XXX
174 6.58E-09 XXX XXX
175 8.05E-09 XXX XXX
176 7.77E-09 XXX XXX
177 1.18E-07 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

178 6.83E-08 XXX XXX
179 2.61E-06 X X

180 1.73E-08 XXX XXX
181 3.52E-08 XXX XXX
182 6.42E-08 XXX XXX
183 4.66E-08 XXX XXX
184 7.68E-08 XXX XXX
185 2.48E-08 XXX XXX
186 5.19E-08 XXX XXX
187 2.35E-08 XXX XXX
188 1.49E-07 XXX XXX
189 3.36E-08 XXX XXX
190 2.72E-07 XX XX
191 4.71E-08 XXX XXX
192 2.06E-07 XX XX
193 1.45E-07 XXX XXX
194 4.09E-08 XXX XXX
195 2.27E-07 XX XX
196 5.08E-08 XXX XXX
197 6.32E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
198 1.53E-07 XXX XXX
199 9.71E-08 XXX XXX
200 1.51E-08 XXX XXX
201 2.49E-08 XXX XXX
202 5.06E-09 XXX XXX
203 8.57E-08 XXX XXX
204 1E-08 XXX XXX
205 4.33E-08 XXX XXX
206 4.13E-08 XXX XXX
207 3.03E-08 XXX XXX
208 8.06E-08 XXX XXX
209 2.51E-08 XXX XXX
210 1.95E-08 XXX XXX
211 5.01E-08 XXX XXX
212 1.06E-07 XXX XXX
213 8.24E-08 XXX XXX
214 6.49E-08 XXX XXX
215 3.9E-08 XXX XXX
216 8.61E-08 XXX XXX
217 1.14E-07 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
218 1.28E-07 XXX XXX
219 2.73E-07 XX XX
220 1.47E-07 XXX XXX
221 2.35E-07 XX XX
222 4.09E-08 XXX XXX
223 2E-08 XXX XXX
224 5.62E-09 XXX XXX
225 1.43E-08 XXX XXX
226 1.19E-08 XXX XXX
227 9.89E-09 XXX XXX
228 8.09E-09 XXX XXX
229 1.02E-08 XXX XXX
230 1.37E-08 XXX XXX
231 1.32E-08 XXX XXX
232 3.83E-08 XXX XXX
233 3.97E-08 XXX XXX
234 4.77E-08 XXX XXX
235 1.67E-08 XXX XXX
236 5.75E-08 XXX XXX
237 3.1E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

238 3.24E-08 XXX XXX
239 2.7E-08 XXX XXX
240 2.51E-08 XXX XXX
241 9.03E-09 XXX XXX
242 3.05E-07 XX XX

243 3.35E-07 XX XX

244 4.42E-08 XXX XXX
245 7.79E-09 XXX XXX
246 9.23E-09 XXX XXX
247 1.26E-08 XXX XXX
248 1.47E-08 XXX XXX
249 1.12E-08 XXX XXX
250 3.06E-08 XXX XXX
251 3.81E-06 X X

252 2.95E-07 XX XX

253 1.68E-07 XX XX

254 5.52E-08 XXX XXX
255 8.35E-08 XXX XXX
256 1.07E-07 XXX
257 1.02E-07 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
258 1.09E-07 XXX XXX
259 2.56E-08 XXX XXX
260 8.02E-09 XXX XXX
261 8.1E-08 XXX XXX
262 3.34E-08 XXX XXX
263 1.81E-07 XX XX
264 1.37E-08 XXX XXX
265 3.15E-08 XXX XXX
266 1.89E-08 XXX XXX
267 4.55E-08 XXX XXX
268 2.29E-08 XXX XXX
269 7.54E-09 XXX XXX
270 5.31E-08 XXX XXX
271 3.35E-08 XXX XXX
272 2.37E-08 XXX XXX
273 1.85E-08 XXX XXX
274 4.46E-08 XXX XXX
275 3.45E-08 XXX XXX
276 2.26E-07 XX XX
277 4.79E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

278 1.04E-07 XXX XXX
279 5.74E-08 XXX XXX
280 3.07E-08 XXX XXX
281 2.3E-08 XXX XXX
282 2.01E-08 XXX XXX
283 6.55E-08 XXX XXX
284 5.64E-08 XXX XXX
285 1E-07 XXX XXX
286 1E-07 XXX XXX
287 1.05E-06 XX XX

288 4E-08 XXX XXX
289 5.16E-08 XXX XXX
290 4.26E-08 XXX XXX
291 5.94E-09 XXX XXX
292 2E-08 XXX XXX
293 2.83E-08 XXX XXX
294 1.32E-08 XXX XXX
295 7.08E-08 XXX XXX
296 2.97E-08 XXX XXX
297 4.6E-07 XX XX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

298 3.45E-07 XX XX

299 5.41E-07 XX XX

300 7.98E-08 XXX XXX
301 2.45E-08 XXX XXX
302 1.31E-07 XXX XXX
303 1.39E-08 XXX XXX
304 9.98E-08 XXX XXX
305 3.01E-07 XX XX

306 7.66E-08 XXX XXX
307 3.06E-08 XXX XXX
308 2.22E-08 XXX XXX
309 6.6E-08 XXX XXX
310 8.06E-07 XX XX

311 8.41E-08 XXX XXX
312 1.58E-07 XXX XXX
313 8.94E-08 XXX XXX
314 2.78E-08 XXX XXX
315 4.3E-08 XXX XXX
316 7.9E-08 XXX XXX
317 1.81E-07 XX XX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
318 2.63E-08 XXX XXX
319 3.15E-07 XX XX
320 1.56E-08 XXX XXX
321 1.01E-07 XXX XXX
322 7.62E-08 XXX XXX
323 1.28E-07 XXX XXX
324 4.6E-07 XX XX
325 3.21E-07 XX XX
326 4.85E-07 XX XX
327 1.21E-06 XX XX
328 2.56E-07 XX XX
329 2.32E-07 XX XX
330 9.53E-09 XXX XXX
331 9.47E-09 XXX XXX
332 5.47E-09 XXX XXX
333 6.42E-09 XXX XXX
334 7.42E-08 XXX XXX
335 5.09E-09 XXX XXX
336 5.59E-09 XXX XXX
337 1.81E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
338 2.8E-08 XXX XXX
339 7.15E-09 XXX XXX
340 1.99E-08 XXX XXX
341 5.53E-08 XXX XXX
342 1.03E-07 XXX XXX
343 4.24E-08 XXX XXX
344 1.03E-08 XXX XXX
345 6.26E-09 XXX XXX
346 1.49E-08 XXX XXX
347 7.88E-09 XXX XXX
348 8.88E-09 XXX XXX
349 4.82E-09 XXX XXX
350 8.41E-09 XXX XXX
351 6.84E-09 XXX XXX
352 2.17E-08 XXX XXX
353 5.02E-08 XXX XXX
354 5.87E-09 XXX XXX
355 5.39E-09 XXX XXX
356 6.36E-08 XXX XXX
357 7.36E-09 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
358 8.01E-09 XXX XXX
359 6.99E-09 XXX XXX
360 6.27E-09 XXX XXX
361 5.11E-09 XXX XXX
362 1.51E-08 XXX XXX
363 5.48E-09 XXX XXX
364 6.61E-09 XXX XXX
365 5.3E-09 XXX XXX
366 1.89E-08 XXX XXX
367 5.84E-09 XXX XXX
368 1.2E-08 XXX XXX
369 5.66E-09 XXX XXX
370 3.07E-09 XXX XXX
371 6.11E-09 XXX XXX
372 7.29E-09 XXX XXX
373 4.07E-08 XXX XXX
374 6.58E-09 XXX XXX
375 5.8E-09 XXX XXX
376 3.59E-09 XXX XXX
377 2.73E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
378 7.77E-09 XXX XXX
379 6.26E-08 XXX XXX
380 5.35E-09 XXX XXX
381 5.84E-09 XXX XXX
382 1.94E-08 XXX XXX
383 5.78E-09 XXX XXX
384 3.95E-09 XXX XXX
385 1.31E-08 XXX XXX
386 2.57E-08 XXX XXX
387 1.32E-08 XXX XXX
388 2.05E-08 XXX XXX
389 4.51E-09 XXX XXX
390 3.14E-09 XXX XXX
391 6.07E-09 XXX XXX
392 2.18E-08 XXX XXX
393 5E-08 XXX XXX
394 5.7E-09 XXX XXX
395 3.04E-08 XXX XXX
396 1.8E-08 XXX XXX
397 1.25E-08 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4

398 1.82E-08 XXX XXX
399 5.93E-07 XX XX
400 5.61E-08 XXX XXX
401 1.55E-07 XXX XXX
402 7.77E-08 XXX XXX
403 9.59E-09 XXX XXX
404 2.02E-08 XXX XXX
405 2.14E-06 X X

406 8.19E-09 XXX XXX
407 1.16E-08 XXX XXX
408 2.35E-08 XXX XXX
409 3.18E-08 XXX XXX
410 9.04E-08 XXX XXX
411 1.65E-08 XXX XXX
412 6.35E-08 XXX XXX
413 3.78E-08 XXX XXX
414 2.23E-07 XX XX
415 2.13E-08 XXX XXX
416 1.07E-08 XXX XXX
417 9.75E-09 XXX XXX
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Example| Antagonism hEP2| Selectivity Selectivity
ICso [M] hEP2/hDP | hEP2/hEP4
418 1.58E-08 XXX XXX
419 1.09E-08 XXX XXX

Table 2: Reduction in the cumulus expansion in gmrovith use of 0.3 uM PGE2 for
stimulation, reference 1: example 62 from DE102@0&5B2A1

Example % reduction at 1 uM % reduction at 0.5 um
Reference 1* 79% (*reduction at 10 pM)

Example 5 59 56

Example 17 76 71

Example 42 79 48

Example 117 54 30

Example 283 26 25

Example 291 73 76

Example 303 47 38

Example 345 36 18

Table 3: Terminal half-life (1) after intravenous administration in the female raference 1:
example 62 from DE102009049662A1

Example 12 [hr]

Reference 1 0.4

Example 17 2.5
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Example 42 3.2
Example 117 2.0
Example 283 5.8

Table 4: Reduction im-vitro fertilization rate aftern-vivo administration of the test substance:

Example % fertilization | % fertilization % fertilization % fertilization

with vehicle with 1 mg/kg with 5 mg/kg with 10 mg/kg

Example 17 30+9 20+ 10 9+1 84

Table 5: Reduction in the pregnancy rates in themaman primate (Cynomolgus)

Group Animals Number of Pregnancies % Pregnancies/
per group
“timed matings”* “timed mating”
Control 10 21 8 38
Example 17 10 25 3 6
Example 56 9 34 2 12

*Detection of vaginal sperms in the fertile phaséhe cycle

6. Effect of a single administration of EP2 receptor antagonists and COX inhibitors

aloneor in combination on thefertility of therat

The rat is a particularly suitable animal model é@monstrating the effect of substances on
fertility, since the cycle can be observed easylywaginal swabs and mating reliably leads to a

high number of offspring.
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In the experiments below, female Han Wistar ratsrigaa weight of 200-270 g were used. The
animals were kept in Makrolon cages in rooms wthtmlled lighting (12 hours of darkness; 12
hours of light), fed with a standard diet and pded with water ad libitum.

EP2 receptor antagonists were dissolved in beregkdate/castor oil (1+4 v/v), and the dose
was administered in a volume of 1 ml/kg of body giis.c. Optionally, EP2 receptor

antagonists were also administered orally in tleesaehicle as the COX inhibitors (see below).
Here, the oral administrations were divided to ¢hreoints in time (12.30, 16.00 and

17.00 hours) (see Table 6.3).

The COX inhibitors were suspended in a carrieritld85 mg of Myrj®53 polyoxyl(50)stearate;
CAS No. 9004-99-3) in 100 ml of 0.9% w/v NaCl sidnj, and the dose corresponding to the

treatment group was administered in a volume of/Rgwof body weight.

Prior to the start of the experiment, two cyclesenvabserved using vaginal swabs. Only animals
having a regular 4-day cycle were used in the éxygant. The animals were randomized to the

treatment groups.

The animals were treated once in the proestrugjdiien the cycle when the LH peak occurs in
the evening, with the test substances either atonim combination. On the evening of the
proestrus, the female animals mated with a male Satcessive mating was confirmed by
detection of vaginal sperms in the vaginal swabrtet morning. The effect on fertility was

determined 9-15 days after mating by the numbé@mpfantation sites of the animals. The group

size was n = 6 per group.

As can be seen from Tables 6.1 — 6.6, in these riempets piroxicam, indomethacin and
meloxicam in combination with various EP2 recepiiotagonists had a strong antifertility effect.
In particular, it should be noted that the indinatdadministrations showed no or only a weak

effect, whereas the combination showed a markedheased contraceptive efficacy.

Table 6.1: Effect of a single administration of the EP2 reoepantagonist E16: N-(2-
methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyphenoxy]benzoyl}piperidin-4-yl)methyl]-
2H-indazole-5-carboxamide (Example 17) or piroxicalane or in combination on the fertility

of the female rat.
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Treatment group Time of Absolute Implantations per
treatment implantations number animal (mean + SD)
(o'clock) of 6 animals
Vehicle 7:00 74 12.3+£0.8
E16 4 mg/animal 7:00 54 9.0+34
Piroxicam 2 mg/animal 7:00 81 13.5+1.0
E16 4 mg/animal + 7:00 2 3.7+4.3
Piroxicam 2 mg/animal
E16 4 mg/animal 13:00 49%* 8.2+3.1
Piroxicam 2 mg/animal 13:00 68 11.3+£1.6
E16 4 mg/animal + 13:00 g 14%1.1
Piroxicam 2 mg/animal

* Data of n = 5 animals since one animal did noten{ao sperms detected in the vaginal swab)
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Table 6.2: Effect of a single administration of the EP2 rdoepantagonist E161: N-(2-
methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethypyridin-2-ylJoxy}benzoyl)piperidin-4-
yllmethyl}-2H-indazole-5-carboxamide (Example 348)piroxicam alone or in combination on

the fertility of the female rat.

Treatment group Time of Absolute Implantations per
treatment implantations number animal (mean + SD)
(o'clock) of 6 animals

Vehicle 18:00 77 12.8+2.2

E161 2 mg/animal 18:00 55 9.0+3.4

Piroxicam 2 mg/animal 18:00 53% 10.6 £ 1.5

E161 2 mg/animal + 18:00 24 4021

Piroxicam 2 mg/animal

* Data of n = 5 animals since one animal did not mate (no sperms detected in the vaginal

swab)
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Table 6.3: Effect of an oral administration of EP2 receptotagonist E16N-(2-methoxyethyl)-
4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benygpiperidin-4-yl)methyl]-2H-indazole-5-
carboxamide (Example 17) or E161: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-
(trifluoromethyl)pyridin-2-yljoxy}benzoyl)piperidird-ylJmethyl}-2H-indazole-5-carboxamide

(Example 345) or piroxicam alone or in combinationthe fertility of the female rat.

Treatment group Time of Absolute Implantations per
treatment implantations number animal (mean + SD)
(o'clock)# of 6 animals
. 12:30; 16:00
Vehicle and 17:00 73 123+1.2
Piroxicam 2 mg/animal 12:30 71 11.8 £3.7
. 16:00 and
E16 2 mg/animal 17:00 63 10.5+ 1.5
. 16:00 and
E161 2 mg/animal 17:00 69 11.5+3.1
E.16 2 mg/animal + 12:30; 16:00 71 35429
Piroxicam 2 mg/animal and 17:00
E.161 ‘2 mg/animal ‘+ 12:30; 16:00 30 53441
Piroxicam 2 mg/animal and 17:00

#Dosage of the EP2 receptor antagonists was ditiméado points in time after administration
of the COX inhibitor
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Table 6.4: Effect of a single administration of the EP2 receptoantagonist E16: N-(2-
methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)methyl]-
2H-indazole-5-carboxamide (Example 17) or meloxicam in various dosages alone or in

combination on the fertility of the female rat.

Treatment group Time of Absolute Implantations per
treatment implantations number animal (mean = SD)
(o'clock)# of 6 animals
Vehicle 17:00 K] Salo 10.3 0.6
yggoﬁziiimal 17:00 3% 6.4+5.9
Meloxicam 0.5 mg/animal 17:00 70 11.7+6.4
Meloxicam 1 mg/animal 17:00 66 11+5.5
Meloxicam 2 mg/animal 17:00 54* 10.8 £ 4.4
E16 4 mg/animal 17:00 22%* 55x54

E16 4 mg/animal +
Meloxicam 17:00 31%* 6.2+6.3
0.25 mg/animal

E16 4 mg/animal +

. sksksk
Meloxicam 0.5 mg/animal 17:00 15 >0+ 17
E16 4 mg/animal + 17:00 1% 22433
Meloxicam 1 mg/animal
E16 4 mg/animal + 17:00 Jak 18+2.4

Meloxicam 2 mg/animal

* Data of n = 5 animals since one animal did not mate (no sperms detected in the vaginal

swab)

** Data of n = 4 animals since two animals did not mate (no sperms detected in the vaginal

swab)

*%%* Data of n = 3 animals since three animals did not mate (no sperms detected in the vaginal

swab)
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Table 6.5: Effect of a single dose-dependent administration of the EP2 receptoantagonist
E16: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl} piperidin-4-
yl)methyl]-2H-indazole-5-carboxamide (Example 17) or meloxicam alone or in combination on

the fertility of the female rat.

Treatment group Time of treatment Absolute Implantations per
(o'clock)# implantations animal (mean = SD)
number of 6
animals

Vehicle 17:00 61%* 122+1.9
E16 0.25 mg/animal 17:00 78 13+23
E16 0.5 mg/animal 17:00 60 10+2.8
E16 1 mg/animal 17:00 42 7+5.4

E16 2 mg/animal 17:00 30%* 7.5+ 1.7
E16 4 mg/animal 17:00 32 5.3%£4.5
Meloxicam 2 mg/animal 17:00 63* 12.6 £ 3.4

E16 0.25 mg/animal +

Meloxicam 2 mg/animal 17:00 32 8.7+2.5
E16 0.5 mg/animal -+ 17:00 36 6.0+ 4.3
Meloxicam 2 mg/animal
E16 1 mg/animal + 17:00 35 5.8+3.4
Meloxicam 2 mg/animal
E16 2 mg/animal + 17:00 19 3.2+2.8
Meloxicam 2 mg/animal
E16 4 mg/animal + 17:00 1% 37447

Meloxicam 2 mg/animal

* Data of n = 5 animals since one animal did not mate (no sperms detected in the vaginal

swab)

** Data of n = 4 animals since two animals did not mate (no sperms detected in the vaginal

swab)

**%* Data of n = 3 animals since three animals did not mate (no sperms detected in the vaginal

swab)
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Table 6.6: Effect of a single dose-dependent administration of the EP2 receptomntagonist
E16: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl}piperidin-4-
yl)methyl]-2H-indazole-5-carboxamide (Example 17) or indomethacin alone or in combination

on the fertility of the female rat.

Treatment group Time of treatment Absolute Implantations per
(o'clock)# implantations animal (mean = SD)
number of 6
animals
Vehicle 16:00 67 11.2£2.6
E16 1 mg/animal 16:00 62 10.3+2.5
E16 2 mg/animal 16:00 71 11.8 £2.1
E16 4 mg/animal 16:00 50 8.3+34
E16 8 mg/animal 16:00 43* 8.6+2.8
Indomethacin 1 mg/animal 16:00 67 11.2+29
El61 mg/aplmal + ' 16:00 97+19
Indomethacin 1 mg/animal 58
E16 2 mg/animal + 16:00
Indomethacin 1 mg 6.31£3.7
/animal 38
El6 4 mg/aplmal + ' 16:00 45+1.6
Indomethacin 1 mg/animal 27
E16 8 mg/animal + 16:00 43+19
Indomethacin 1 mg/animal 26 R

* Data of n = 5 animals since one animal did not mate (no sperms detected in the vaginal

swab)

7. In-vivo effect on postovulatory in-vitro fertilization in the mouse

Substances can influence fertility by lowering fertilizability of oocytes or cumulus-oocyte
complexes. To examine such effects, substances can be administered in vivo and, after
ovulation of cumulus-oocyte complexes, the latter are subjected to in-vitro fertilization. The in-
vitro fertilization rate in the absence of test substance allows conclusions to be drawn on the in-

vivo effects of the test substances.
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Immature female mice (strain: B6D2F1, Charles River, Suelzfeld, age: 19-25 days) were kept
in Makrolon cages in rooms with controlled lighting (12 hours of darkness: 12 hours of light),

fed with a standard diet and provided with water ad libitum.

The mice were primed with PMSG (Pregnant Mare Se@onadotropin) (10 IU/animal i.p.).
After 48 hours, by administration of 10 IU/animab.j an ovulation-triggering stimulus (hCG,
human Chorion Gonadotropin) was generated in thmas. EP2 receptor antagonists were
dissolved in benzyl benzoate/castor oil (1+4 v/l @administered in a volume of 0.1 ml s.c.
1 hour prior to hCG (n =5 animals per group). T¥@X inhibitor was suspended in a carrier
liquid (85 mg of Myrj®53 polyoxyl(50)stearate; CASo. 9004-99-3) in 100 ml of 0.9% w/v
NaCl solution), and the appropriate dose was acdieired in a volume of 2 ml/kg of body
weight orally 1 hour prior to hCG. Fourteen houtersadministration of hCG, the animals were
sacrificed. Ovulated oocytes and cumulus-oocytepteres were obtained from the ovarii bursa
and/or the oviduct and subjected it@evitro fertilization, with a sperm number of 40 000
sperms/0.5 ml for 1 hour being used for fertiliaati Twenty-four hours after incubation with the
sperms, the number of fertilized oocytes and thealbvar of 2-cell embryos per animal were

determined.
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Table 7.1: The results in this table show that the EP2 rexephtagonist according to the
invention E126: 4-methyl-N-(2,2,2-trifluoroethyl{21-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)mieyl]-2H-indazole-5-carboxamide
(Example 291) has a dose-dependent effect on tmbdeuof 2-cell embryos per animal.

Treatment group 2-Cell embryos per animal
(mean = SD)
Vehicle* 36.3+9.5
Piroxicam 0.1 mg/animal 10.8 £ 3.8
E126 0.1 mg/animal 30.8+7.3
Piroxicam 0.1 mg/animal + E126 0.1 mg/animal 6.2+45
E126 0.5 mg/animal 12.6 £3.6
Piroxicam 0.1 mg/animal + E126 0.5 mg/animal* 33+£2.1

* Data of n = 4 animals since there was no follicle maturation
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Preparation Example 1:

Combination tablets comprising 60 mg of piroxicam and 600 mg of N-(2-methoxyethyl)-4-

methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-
carboxamide (E16)

In a fluidized-bed granulator, 1667 g of E16, 167 g of piroxicam, 444 g of microcrystalline
cellulose and 125 g of croscarmellose sodium are initially charged. This powder mixture is
granulated using a granulation liquid consisting of 75 g of hydroxypropylmethylcellulose 5cP,
2.5 g of sodium lauryl sulphate and 1800 g of water. The granules are dried in the fluidized-
bed granulator and then sieved and subsequently mixed with 20 g of magnesium stearate for
5 minutes. The powder mixture is then compressed on a rotary tablet press to oval tablets
having a mass of 900 mg, a length of 18 mm and a width of 8 mm. The tablets are then coated
with a dispersion of 55.6 g of ready-to-use film powder and 315 g of water. The ready-to-use
film powder consists of 50.56% hypromellose 5cP, 10.12% Macrogol3350, 10.12% talc,

23.20% titanium dioxide and 6.00% yellow iron oxide.

Combination tablets comprising other EP2 receptoantagonists according to the invention and
COX inhibitors can be prepared analogously. For alternative doses, the ratios can be adapted

appropriately.

Alternatively, it is posisble to formulate the EP2 receptorantagonist and COX inhibitor

separately in separate tablets.

Preparation Example 2:

Kit comprising 2 combination tablets comprising 60 mg of piroxicam and 600 mg of N-(2-

methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)methyl]-
2H-indazole-5-carboxamide (E16)

A folded box is manufactured which contains 3 X 2 combination tablets according to
Preparation Example 1 and can thus be used for three expected sexual intercourses. The
composition of the combination tablets is identical. The folded box furthermore contains a
package insert which describes that the woman has to take one tablet orally 6 to 12 hours
before sexual intercourse and a further tablet within 24 hours after sexual intercourse.
Furthermore, the package insert indicates that intake of the second tablet can be dispensed with

if there has been no sexual intercourse. If there has been no sexual intercourse after two
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administrations, the two tablets not used because of this may be used for a further

administration.
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Claims:

1. Use of a pharmaceutical composition comprigg)cat least one EP2 receptor antagonist

328

according to formula (1)

2
R
/N\
H — N
\/N
)n
0O Rl m(

R X
N
}—Ar—Rg
5 © 0)
wherein
R: means H, §C, alkyl or G-C, alkyloxy;
R H or methyl;
subject to the proviso that one of the two residrfesr R equals H;
10 X:  «(CHp), -(CHp)-O-, -CH-S-, CH-S(O)-, -CH(CH)-, -CH(CHy)-O- or
-C(CHg),-O-;
k: 1or2;
l: 0,1or2
R* H, C-C, alkyl, C;-C,4 cycloalkyl or CH-Cs-C,4 cycloalkyl,
15 and in the case that X means -(Hwith | meaning 0 or 1 or -CH(Cj#t
R additionally means a 4-6-membered heterocyelsidue;
and in the case that X means -({Hor -CH(CH)-
R%  additionally means CN;
m: lor2;

20
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Ar:

R

Ar’:
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lor2;
a 6-10-membered aryl or 5-10-membered hetasidue,

halogen, CN, S§ C-C, alkyl, G;-Cq cycloalkyl, C-Cs heterocyclyl, O-GC,
alkyl, O-G-Cs cycloalkyl, O-G-Cs heterocyclyl, S-GC, alkyl, S(O)}-C;-C,4
alkyl, Ar", O-Ar", C(CH),-CN or C(CH),-OH; and

an optionally singly or doubly substituted &mbered aryl or 5-6-membered

heteroaryl residue;

wherein the substituents are selected from F, 8|, G-C, alkyl, O-G-C, alkyl,
C(CHs,),-CN, C(CH)»-OH and C(O)NH;

and comprising (b) at least one COX inhibitor selected from the list below:

C1

C2

C4

C5

C6

C7

C8

C9

C10

Cl1

Ci12

C13

Cl4

indomethacin;
diclofenac;
naproxen;
ibuprofen;
meloxicam;
piroxicam;
nimesulide;
ketoprofen;
tenoxicam;
mefanemic acid;
ketoralac;

celecoxib (4-[5-(4-methylphenyl)-3-(trifluorothgl)-1H-pyrazol-1-

yllbenzenesulphonamide);

parecoxib(N-[4-(5-methyl-3-phenyl-4-isoxazopienyl]sulphonylpropionamide);
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C15 rofecoxib (4-(4-mesylphenyl)-3-phenylfuran-2§sthe);

C16 valdecoxib (4-[5-methyl-3-phenyl-4-isoxazoyijzenesulphonamide);
C17  etoricoxib

for on-demand contraception.

2. Pharmaceutical composition comprising (a) asteone EP2 receptor antagonist
according to formula (Ia)

H
X N
47N
R )n
O~N
>/-—Ar— R’
O (Ia)
wherein

R!, R mean H or methyl;

subject to the proviso that one of the two residrfesr R equals H;

X: -(CHy)- or -(CHy)-O-;
k: 1lor2;
l: 0,1or2;

R* H, C-C, alkyl, C;-C,4 cycloalkyl or CH-Cs-C,4 cycloalkyl,
m: 1or2;
n: 1or?2;

Ar: a 6-10-membered aryl or 5-10-membered hetasidue,
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C1

C2

C4

C5

C6

C7

C8

C9

331

R halogen, CN, S§ C-C, alkyl, G;-Cq cycloalkyl, C-Cs heterocyclyl, O-GC,
alkyl, O-G-Cs cycloalkyl, O-G-Cs heterocyclyl, S-GC, alkyl, S(O)}-C;-C,4
alkyl, Ar", O-Ar", C(CH),-CN or C(CH),-OH; and

Ar: an optionally singly or doubly substituted &mbered aryl or 5-6-membered

heteroaryl residue;

wherein the substituents are selected from F, ®l, C;-C, alkyl, O-G-C, alkyl,
C(CHs)2-CN, C(CH),-OH and C(O)NH:;

and isomers, diastereomers, enantiomers andosalyElodextrin clathrates thereof
and comprising
(b) at least one COX inhibitor selected from the list

indomethacin;

diclofenac;

naproxen;

ibuprofen;

meloxicam;

piroxicam;

nimesulide;

ketoprofen;

C10 tenoxicam;

Cl1 mefanemic acid;

Cl12 ketoralac;

C13  celecoxib (4-[5-(4-methylphenyl)-3-(trifluorothgl)-1H-pyrazol-1-

yl]lbenzenesulphonamide);

Cl14  parecoxib (N-[4-(5-methyl-3-phenyl-4-isoxazdbenyl]sulphonylpropionamide);
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C15

Cl6

C17
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rofecoxib (4-(4-mesylphenyl)-3-phenylfuran-2j&the);
valdecoxib (4-[5-methyl-3-phenyl-4-isoxazoyhzenesulphonamide);

etoricoxib

as active compounds and at least one pharmaceutically acceptable carrier.

3. Pharmaceutical composition according to ClajmiZerein
R": means a methyl group;
R%  H;
X: -(CHy)- or -(CH,)-O-;
k: 1;
[: Oor1;
R* C:-C, alkyl, C;-C, cycloalkyl or CH-C;-C,4 cycloalkyl;
m, n: 1;and
Ar: a phenyl residue;

and isomers, diastereomers, enantiomers andsatiglodextrin clathrates thereof and

R®and Ar” have the meanings stated in Claim 2.

4. Pharmaceutical composition according to ClajmiZerein
R%  means a methyl group;
R% H;
X: -(CHy);- or -(CH,)«-O-;
k: 1;
l: Oorl;
R* C:1-C, alkyl, G-C,4 cycloalkyl or CH-C5-C,4 cycloalkyl,

2; and
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Ar: a phenyl residue;

and isomers, diastereomers, enantiomers and satiglodextrin clathrates thereof and

R®and Ar” have the meanings stated in Claim 2.

5. Pharmaceutical composition according to Clainor34, wherein the EP2 receptor

antagonist is selected from the following group:

E1l 2-{[1-(4-cyano-2-fluorobenzoyl)piperidin-4-ylimethyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E2  2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylimethyIN-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

E3  2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E4  N-(2-methoxyethyl)-4-methyl-2-{[1-(4-morpholinobeoy)piperidin-4-ylmethyl}-2H-

indazole-5-carboxamide

E5 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E6  2-{[1-(2-fluoro-4-mesylbenzoyl)piperidin-4-ylimetiiyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E7  2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-ylJmieyl}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E8  2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-yljmetliyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E9  2-{[1-(2-fluoro-4-methylbenzoyl)piperidin-4-yljmeii}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E10 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperid-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

E1l  N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluotd-sulphanyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E12

E13

El4

E15

E16

E1l7

E18

E19

E20

E21

E22

E23

E24

E25

334

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbenzQglperidin-4-yllmethyl}-2H-

indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl}athyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-methylphexry)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-tert-butylphenoxy)benzoyl]piperidinyimethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluonmethyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(4-methoxyphenoxy)beyt] piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-phenoxybendipiperidin-4-ylimethyl}-2H-

indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimethyiN-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-{[1-(4-methoxybenzoyl)piperidin-4-ylimethyl}-N2A-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-{[1-(4-fluorobenzoyl)piperidin-4-ylimethyl}-N-(2methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluorombyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(2-methoxybenzoyl)piperidin-4-ylimethyl}-NZ-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluoromt@yl)sulphonyl]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-(trifluorombyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E26

E27

E28

E29

E30

E31

E32

E33

E34

E35

E36

E37

E38

E39
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N-(2-methoxyethyl)-4-methyl-2-{[1-(3-methylbenzgplperidin-4-yljmethyl}-2H-

indazole-5-carboxamide

2-{[1-(3-chlorobenzoyl)piperidin-4-yljmethyl}-N-(Znethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(4-carbamoylphenoxy)benzoyl]piperidin-#ynethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(cyclopentyloxy)benzoyl]piperidin-4-yl}ntéyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethyl)benzoyl]piperidin-4-yl}myl)-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-cyanobenzoyl)piperidin-4-ylJmethyl}-N-(2rethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(1H-imidazol-1-yl)benzoyl]piperidin-4-ynethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(oxazol-2-Wgnzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(oxazol-5-Wgnzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(isoxazol-F)penzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-pyrazohll)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-1,2,4-&z0l-1-yl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethoxy)-2-fluorobenzoyl]piperid-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(pyrrolidin-1-yl)benzoyl]piperioh-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide
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E40

E41

E42

E43

E44

E45

E46

E47

E48

E49

ESO0

ES51

ES52

ES53
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2-({1-[(3,4'-difluorobiphenyl-4-yl)carbonyl]pipedin-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methoxybiphenyl-4-yl)carbonyiperidin-4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-3'-(trifluoromethyl)biphenyl-4-ycarbonyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-2'-(trifluoromethoxy)biphenyl-4-fcarbonyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2'-fluorobiphenyl-4-yl)carbonyl]piperidid-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(2',4'-difluorobiphenyl-4-yl)carbonyl]pipétin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[(2'-methylbiphgl-4-yl)carbonyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-pyridyloxpenzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4H-1,2,4-&z0l-4-yl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-(2-fluoro-4-(morpholin-4-yl)benzoyl]piperidi4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-ylmethyl}-N-(2nethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluorombbxy)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide
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E54

ES5

ES56

ES7

ES8

E59

E60

E61

E62

E63

E64

E65

E66

E67
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2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2Znethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluorométyl)sulphanyl]benzoyl}piperidin-4-

yl)methyl]-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(pentafluord:>-sulphanyl)benzoyl]piperidin-4-yl}methyl)-N-(2,2, 2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-métyl-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(triflucomethoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-[Zcyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[1-(4-Bthylbenzoyl)piperidin-4-yl]-

methyl}-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluordpenoxy)benzoyl]piperidin-4-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-({1-[4t(fluoromethyl)benzoyl]piperidin-
4-yltmethyl)-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluorolpghenyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimethyIN-[2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-méil-N-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-ylJmeyt}-N-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide
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E68

E69

E70

E71

E72

E73

E74

E75

E76

E77

E78

E79

E80

E81
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4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-({14-(trifluoromethyl)benzoyl]piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin41tmethyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimethyl#-methyl-N-[2-(2,2,2-trifluoro-

ethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-(2sopropoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methylbengdpiperidin-4-ylimethyl}-2H-
indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mibyl)-N-(2-isopropoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-({1-[4-(trifluoroethyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-4/1}methyl)-N-(2-isopropoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylJmethylN-(2-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yl|methyl}-4-métyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-[2-(trifluoro-

methoxy)ethyl]-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-4/1}methyl)-4-methyl-N-[2-(trifluoro-

methoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[(1-{4-[41rifluoromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyl)pipidin-4-yllmethyl}-4-methyl-2H-
indazole-5-carboxamide
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E83

E84

E85

E86

E87

E88

E89

E90

E91

E92

E93

E94

E95

339

N-(2-tert-butoxyethyl)-2-({1-[4-(4-fluorophenoxy)beoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[(4'-fluorobiphenyl-44)carbonyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-4-methyl-2-[(1-{4-[4-(triflaromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-méyl-N-{2-[( °H3)methyloxy]-
(*H4)ethyl}-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}nthyl)-4-methyl-N-{2-
[(®H3)methyloxy]H4)ethyl}-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-N-(2-athoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluorométyl)sulphanyl]benzoyl}azetidin-3-

yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluorometixy)benzoyl]azetidin-3-yl}methyl)-

2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-yljmethyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-({1-[3-fluoro-4-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-chloro-3-(trifluoromethyl)benzoyllazetidiB-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromthyl)phenoxy]benzoyl}azetidin-3-

yl)methyl]-2H-indazole-5-carboxamide
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E96 2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-4-meyhN-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

E97 4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(triflucomethoxy)benzoyllazetidin-3-yl}-

methyl)-2H-indazole-5-carboxamide

E98 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidi3-yl}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E99 4-methyl-2-({1-[4-(pentafluord:’>-sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E100 N-[2-(cyclopropyloxy)ethyl]-4-methyl-2-({1-[4-(triuoromethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

E101 N-[2-(cyclobutyloxy)ethyl]-4-methyl-2-({1-[4-(trifloromethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

E102 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-N-[2eyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

E103 N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluordpenoxy)benzoyl]azetidin-3-yl}-

methyl)-4-methyl-2H-indazole-5-carboxamide

E104 N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[1-(4-gthylbenzoyl)azetidin-3-yl]-

methyl}-2H-indazole-5-carboxamide

E105 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-meyhN-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

E106 N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyl)azdin-3-ylmethyl}-4-methyl-2H-

indazole-5-carboxamide

E107 N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluorolghenyl-4-yl)carbonyl]azetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

E108 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyllazetidin-gfmethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E109 2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-3-yl}miayl)-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide
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E110 2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-3-yl}mieyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E111 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-g$fmethyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E112 2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-4-meyihN-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

E113 4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-[(14-[4-(trifluoromethyl)phenoxy]-
benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carborale

E114 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(triuoromethyl)phenoxy]benzoyl}-

azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

E115 2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-3-yl}nigtl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

E116 2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-3-yl}ntatl)-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E117 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoraethyl)pyridin-2-ylJoxy}benzoyl)-

azetidin-3-ylmethyl}-2H-indazole-5-carboxamide

E118 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[5-(tfluoromethyl) pyridin-2-ylJoxy}-
benzoyl)azetidin-3-yllmethyl}-2H-indazole-5-carbonale

E119 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N-etjl-4-methyl-2H-indazole-5-

carboxamide

E120 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E121 2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl}nleyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E122 4-methyl-2-({1-[4-(4-methylphenoxy)benzoyl]pipendé-ylimethyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E123 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-41}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide
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E124 4-methyl-2-{[1-(4-morpholinobenzoyl)piperidin-4-yhethyl}-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide

E125 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[(trifloromethyl)sulphanyl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E126 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(triuoromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E127 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[5-(tdluoromethyl)pyridin-2-yl]oxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbarmide

E128 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(tdluoromethyl)pyridin-3-yl]oxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbarmide

E129 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(tdluoromethyl)pyridin-2-yl]Joxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbarmide

E130 2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-4-yl}nigtl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

E131 2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

E132 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[3-(triloromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E133 2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl}piperidi-4-yl)methyl]-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E134 2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}piperith-4-yl)methyl]-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E135 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[5-(triuoromethyl)pyridin-2-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E136 2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-d3methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E137 2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-d3methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide
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E138 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4'-(trifloromethyl)biphenyl-4-yl]carbonyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E139 2-{[1-(4-bromobenzoyl)piperidin-4-ylmethyl}-4-mestN-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

E140 2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin-44}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E141 2-({1-[(4'-methoxy-2'-methylbiphenyl-4-yl)carbonpiperidin-4-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

E142 4-methyl-2-({1-[4-(6-methylpyridin-3-yl)benzoyl]pgridin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E143 2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbonyjperidin-4-yl}methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

E144 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(triuoromethyl)pyridin-3-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E145 2-({1-[4-(6-methoxypyridin-3-yl)benzoyl]piperidin-§}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E146 2-({1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidin-$l}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E147 4-methyl-2-({1-[4-(5-methylpyridin-2-yl)benzoyl]pgridin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E148 2-({1-[4-(5-fluoropyridin-2-yl)benzoyl]piperidin-44}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E149 2-({1-[4-(5-methoxypyridin-2-yl)benzoyl]piperidin-$l}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E150 4-methyl-2-({1-[4-(2-methylpyrimidin-5-yl)benzoyljperidin-4-yl}methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E151 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[2-(triuoromethyl)pyrimidin-5-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide
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E152 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(triuoromethyl)pyridin-2-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E153 2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-4-yl}ntetl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E154 2-{[1-(4-bromo-3-methylbenzoyl)piperidin-4-ylimethyN-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E155 2-{[1-(4-tert-butylbenzoyl)piperidin-4-ylimethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

E156 2-({1-[4-(1-hydroxy-1-methylethyl)benzoyl]piperidia-yl}methyl)-N-(2-methoxy-ethyl)-

4-methyl-2H-indazole-5-carboxamide

E157 2-{[1-(4-cyclohexylbenzoyl)piperidin-4-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

E158 2-({1-[4-(1-cyano-1-methylethyl)benzoyl]piperidimd}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E159 N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyrimidin-2¥gxy)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

E160 N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-3-yky)benzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoranethyl)pyridin-2-ylloxy}benzoyl)-
piperidin-4-ylJmethyl}-2H-indazole-5-carboxamide

E162 N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-2-yky)benzoyl]piperidin-4-yl}methyl)-

2H-indazole-5-carboxamide

E163 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(trifluoranethyl)pyrimidin-2-ylJoxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carbamide

E164 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoranethyl)pyridin-3-ylJoxy}benzoyl)-
piperidin-4-ylimethyl}-2H-indazole-5-carboxamide

E165 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoraethyl)pyridin-2-ylJoxy}benzoyl)-
piperidin-4-yllmethyl}-2H-indazole-5-carboxamide
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E166 2-({1-[(4'-methoxybiphenyl-4-yl)carbonyl]piperidid-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E167 N-(2-methoxyethyl)-4-methyl-2-({1-[4-(3,4,5,6-tetrgdro-2H-pyran-4-yloxy)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

E168 N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-(trifluoroethyl)phenoxy]benzoyl}piperidin-4-

yl)methyl]-2H-indazole-5-carboxamide

E169 2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl}piperidi-4-yl)methyl]-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

E170 2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}piperith-4-yl)methyl]-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

E171 2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-diynethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E172 2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-diynethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E173 N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(trifluoromtayl)biphenyl-4-yl]lcarbonyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E174 2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-yl}nhayl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E175 2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperidin-4-ytjethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E176 2-({1-[(3-fluoro-3',4'-dimethylbiphenyl-4-yl)carbgtipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E177 2-({1-[(2',3-difluoro-4'-methoxybiphenyl-4-yl)carloyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E178 2-({1-[4-(difluoromethoxy)benzoyl]piperidin-4-yl}miéayl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E179 2-({1-[4-(2-fluorophenoxy)benzoyl]piperidin-4-yl}mbyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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E180 2-({1-[(4'-cyano-2'-methylbiphenyl-4-yl)carbonyljperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E181 2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E182 N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluoroethyl)pyridin-2-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E183 N-(2-methoxyethyl)-2-({1-[(4'-methoxy-2'-methylbiphyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

E184 2-({1-[(4'-chloro-2'-methylbiphenyl-4-yl)carbonyliperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E185 2-[(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yl]carbghpiperidin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E186 N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyridin-2-ybenzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

E187 N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluoromthyl)pyridin-3-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E188 N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-3-yenzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

E189 2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E190 N-(2-methoxyethyl)-4-methyl-2-({1-[4-(6-methylpyriiat-3-yl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

E191 N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-2-ydenzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

E192 N-(2-methoxyethyl)-4-methyl-2-({1-[4-(2-methylpyriicin-5-yl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

E193 2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbonyiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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E194 2-({1-[(4'-chloro-2'-methoxybiphenyl-4-yl)carbonypiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E195 N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[2-(trifluorothyl)pyrimidin-5-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E196 2-({1-[(4'-chloro-2'-fluorobiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

E197 2-({1-[(2'-chloro-4'-fluorobiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

E198 2-({1-[4-(5-chloropyridin-3-yl)benzoyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E199 2-({1-[4-(5-fluoropyridin-3-yl)benzoyl]piperidin-44}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E200 N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[5-(trifluoromthyl)pyridin-3-yl]benzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E201 2-[(1-{[4'-(2-hydroxypropan-2-yl)biphenyl-4-ylJcadmyl}piperidin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E202 2-({1-[(3',5'-difluorobiphenyl-4-yl)carbonyl]pipedin-4-yl}methyl)-N-(2-methoxy-ethyl)-

4-methyl-2H-indazole-5-carboxamide

E203 2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

E204 2-({1-[(3',5'-difluoro-2-methylbiphenyl-4-yl)carbgtipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

E205 N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(3-pgyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

E206 N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(4-pgyl)benzoyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide and

E207 N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methyli#ienyl-4-yl)carbonyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide
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selected from the list below:

E2

E3

ES

E7

E8

E9

E10

Ell

E12

E13

E1l4

E15

E16

2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylJmetiyN-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}yhethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidi4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-yflethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-yl]nigyl}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-methylbenzoyl)piperidin-4-yl]athyl}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]pipain-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafltmr’-sulphanyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbemd)piperidin-4-ylJmethyl}-2H-

indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4inethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-methylpnoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-tert-butylphenoxy)benzoyl]piperid#ryl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifromethyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide
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E1l7

E18

E19

E20

E21

E22

E24

E25

E26

E27

E29

E30

E31

E36
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N-(2-methoxyethyl)-2-({1-[4-(4-methoxyphenoxg)royl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-phenoxylmyl)piperidin-4-ylJmethyl}-2H-

indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylJmegi}-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-{[1-(4-methoxybenzoyl)piperidin-4-ylJmethyl}-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-{[1-(4-fluorobenzoyl)piperidin-4-ylimethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoroethyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(triflu@methyl)sulphonyl]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-(trifluoroethyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(3-methylbem#)piperidin-4-ylJmethyl}-2H-

indazole-5-carboxamide

2-{[1-(3-chlorobenzoyl)piperidin-4-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(cyclopentyloxy)benzoyl]piperidin-4yhethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethyl)benzoyl]piperidin-4-jmethyl)-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-cyanobenzoyl)piperidin-4-ylImethyl}-X2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-pyrazb-yl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E38

E39

E40

E41

E42

E43

E44

E45

E46

E47

E48

ES51

E52

ES53
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2-({1-[4-(difluoromethoxy)-2-fluorobenzoyl]pipein-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(pyrrolidin-1-yl)benzoyl]pipadin-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[(3,4'-difluorobiphenyl-4-yl)carbonyl]pgridin-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methoxybiphenyl-4-yl)carbglipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-4'-methylbiphenyl-4-yl)carboljgiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-3'-(trifluoromethyl)biphenyl-4/l]carbonyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[3-fluoro-2'-(trifluoromethoxy)bipheny-yl]carbonyl}piperidin-4-yl)methyl]-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(2',4'-difluorobiphenyl-4-yl)carbonyl]peridin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2-fluorobiphenyl-4-yl)carbonyl]piperidi4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[(2'-methyfthenyl-4-yl)carbonyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(morpholin-4-yl)benzoyl]pipelin-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoroethoxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E54

ES55

ES59

EGO

E61

E62

E63

E64

EG5

EG6

EG7

E68

EG9

E70
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2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(triflu@methyl)sulphanyl]benzoyl}piperidin-

4-yl)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{[(4-methylbenzoyl)piperidin-4-

ylmethyl}-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-florophenoxy)benzoyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-({{d-(trifluoromethyl)benzoyl]piperidin-
4-yltmethyl)-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-flumbiphenyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimegh}-N-[2-(cyclopropylmethoxy)ethyl]-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-nethyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yhethyl}-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-24(-[4-
(trifluoromethyl)benzoyl]piperidin-4-yl}methyl)-2HAdazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimegh}-4-methyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide
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E74

E75

E76

E77

E78

E79

E80

E81

E82

E83

E84
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2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-N2-isopropoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methy@hzoyl)piperidin-4-ylimethyl}-2H-

indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-N-(2-isopropoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-({1-[4-(trifaromethyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-N-(2-isopropoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylimefi}-N-(2-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-nethyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-4-methyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperid-4-yl}methyl)-4-methyl-N-[2-

(trifluoromethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[(1-{44-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miyl]-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyljeridin-4-yllmethyl}-4-methyl-2H-

indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[4-(4-fluoropheng)oenzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[(4'-fluorobiphehy-yl)carbonyl]piperidin-4-yl}methyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-4-methyl-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miayl]-2H-indazole-5-carboxamide
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E88

E89

E90

E91

E92

E93

E94

E95

E100

E101

E102
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2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-fnethyl-N-{2-
[(2H3)methyloxy](2H4)ethyl}-2H-indazole-5-carboxada

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4}ynethyl)-4-methyl-N-{2-
[(2H3)methyloxy](2H4)ethyl}-2H-indazole-5-carboxada

2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethyl}-K2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(triflu@methyl)sulphanyl]benzoyl}azetidin-3-

yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoroethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azelin-3-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylgthyl}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-({1-[3-fluoro-4-(trifluoromethyl)benzoyllazelin-3-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-({1-[4-chloro-3-(trifluoromethyl)benzoyllazdin-3-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-yljmethyN-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(triferomethyl)phenoxy]benzoyl}azetidin-3-

yl)methyl]-2H-indazole-5-carboxamide

N-[2-(cyclopropyloxy)ethyl]-4-methyl-2-({1-[4trifluoromethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

N-[2-(cyclobutyloxy)ethyl]-4-methyl-2-({1-[4t{fluoromethoxy)benzoyl]azetidin-3-

yl}methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-\2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide
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E109

E112

E113

E114

E115

E116

E117

E125
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N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4dbrophenoxy)benzoyllazetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-{{4-methylbenzoyl)azetidin-3-

yllmethyl}-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-hethyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-flerobiphenyl-4-yl)carbonyl]azetidin-3-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetit3-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-Bipethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yl[methyl}-hethyl-N-[2-(2,2,2-

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]{21-{4-[4-(trifluoromethyl)
phenoxy]benzoyl}azetidin-3-yl)methyl]-2H-indazoleearboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}azetidin-3-yl)meth-2H-indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-Bmethyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoyllazetidin-§methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(td@ioromethyl)pyridin-2-
ylloxy}benzoyl)azetidin-3-ylimethyl}-2H-indazole-Sarboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-
[(trifluoromethyl)sulphanyl]benzoyl}piperidin-4-yihethyl]-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miayl]-2H-indazole-5-carboxamide
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E138
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E154

E155

E157

E160
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4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[Ktrifluoromethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-fearboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[§trifluoromethyl)pyridin-3-
ylloxy}benzoyl)piperidin-4-yljmethyl}-2H-indazole-£arboxamide

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidinyd}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[3-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miayl]-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]pipendé-yl}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4 #(ifluoromethyl)biphenyl-4-
ylJcarbonyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-({1-[(4'-methoxy-2'-methylbiphenyl-4-yl)canbyl] piperidin-4-yl}methyl)-4-methyl-
N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)cashyl]piperidin-4-yl}methyl)-4-methyl-N-

(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-cyanophenoxy)benzoyl]piperidin-Bmethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-3-methylbenzoyl)piperidin-4-gigthyl}-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-tert-butylbenzoyl)piperidin-4-yllmegt}-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-{[1-(4-cyclohexylbenzoyl)piperidin-4-ylJmeth-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridiB-yloxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(tdifioromethyl)pyridin-2-
ylJoxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-Earboxamide
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N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridiB-yloxy)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(td@ioromethyl)pyrimidin-2-
ylloxy}benzoyl)piperidin-4-yljmethyl}-2H-indazole-£arboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(tdioromethyl)pyridin-3-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-fearboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(tdfiormethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-Earboxamide

2-({1-[(4'-methoxybiphenyl-4-yl)carbonyl]pipdin-4-yl}methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-(trifloromethyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}gieridin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(2,4-difluorophenoxy)benzoyl]pipendié-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]pipend#é-yltmethyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(trifltromethyl)biphenyl-4-
yl]carbonyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidinyd}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperiditryllmethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-3',4'-dimethylbiphenyl-4-ylggbonyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2',3-difluoro-4'-methoxybiphenyl-4-grbonyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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2-({1-[4-(difluoromethoxy)benzoyl]piperidin-i}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(2-fluorophenoxy)benzoyl]piperidinyd}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(4'-cyano-2'-methylbiphenyl-4-yl)carbgdipiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperiia-4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifioromethyl)pyridin-2-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

N-(2-methoxyethyl)-2-({1-[(4'-methoxy-2'-metbiphenyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-chloro-2'-methylbiphenyl-4-yl)carbgl] piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-[(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yfbonyl}piperidin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyrid2wyl)benzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(triibromethyl)pyridin-3-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridBryl)benzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(6-metipylridin-3-yl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyrid2vyl)benzoyl]piperidin-4-yl}methyl)-4-

methyl-2H-indazole-5-carboxamide
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2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)cashyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-chloro-2'-methoxybiphenyl-4-yl)carbyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[2-(triflbromethyl)pyrimidin-5-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-({1-[(4'-chloro-2'-fluorobiphenyl-4-yl)carbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(2'-chloro-4'-fluorobiphenyl-4-yl)carbgl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-3-yl)benzoyl]piperiiak-4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-fluoropyridin-3-yl)benzoyl]piperid-4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[5-(trifioromethyl)pyridin-3-
yl]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-choxamide

2-[(1-{[4'-(2-hydroxypropan-2-yl)biphenyl-4{ghrbonyl}piperidin-4-yl)methyl]-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5'-difluorobiphenyl-4-yl)carbonylijperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbghpiperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5'-difluoro-2-methylbiphenyl-4-ylgebonyl]piperidin-4-yl}methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl{&-pyridyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl{4-pyridyl)benzoyl]piperidin-4-

yl}methyl)-2H-indazole-5-carboxamide
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E207 N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methyfihienyl-4-yl)carbonyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

7. Pharmaceutical composition according to Claim 6erghthe EP2 receptor antagonist is
selected from the list below:

E16  N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(triforomethyl)phenoxy]benzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide

E126 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl}piperidin-4-yl)miayl]-2H-indazole-5-carboxamide

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(tdiioromethyl)pyridin-2-
ylJoxy}benzoyl)piperidin-4-yllmethyl}-2H-indazole-Earboxamide

8. Pharmaceutical composition according to any of i@%® - 7, characterized in that it

comprises the COX inhibitor in the following ranges

C1 indomethacin: 19 — 800 mg/day;
Cc2 diclofenac: 37.5 — 800 mg/day;
C4 naproxen: 125 — 4000 mg/day;
C5 ibuprofen: 200 — 4800 mg/day;
C6 meloxicam: 2 — 60 mg/day;

C7 piroxicam: 5 — 80 mg/day;

C8 nimesulide: 25 — 800 mg/day;
C9 ketoprofen: 25 — 1200 mg/day;
C10 tenoxicam: 10 — 160 mg/day;

Cl1 mefanemic acid: 125 — 2000 mg/day;
C12 ketoralac: 2.5 - 160 mg/day;
C13 celecoxib: 25 — 800 mg/day;

Cl4 parecoxib 12.5 — 200 mg/day;
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C15 rofecoxib: 6 — 200 mg/day;
Cl6 valdecoxib: 10 — 160 mg/day;
C17 etoricoxib: 15 — 360 mg/day.

9. Pharmaceutical composition according to any ofr@$a2 — 7, where the COX inhibitor is
C1 indomethacin;
C2 diclofenac;
C4 naproxen;
C5 ibuprofen;
C6 meloxicam;
C7 piroxicam;
C8 nimesulide.
10. Pharmaceutical composition according to Claim %mghthe COX inhibitor is:
C1 indomethacin;
C2 diclofenac;
C6 meloxicam;
C7 piroxicam.

11. Use of the pharmaceutical composition accgrthrone of Claims 2-10 for the

production of a drug containing suitable formulatand carrier substances.

12. Use of the pharmaceutical composition accortbrane of Claims 2-10 and the drugs

according to Claim 11 for fertility control/contrggation.

13. Use of the pharmaceutical composition accortbrane of Claims 2-10 and the drugs

according to Claim 11 for emergency contraception.
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14. Use according to Claim 1 or 13, where the mlageutical composition is administered
in a single administration dose in a period of ap2# hours, preferably 6 - 12 hours, before

expected sexual intercourse or up to 2 hours sébemal intercourse.

15. Method for on-demand contraception, charaedrizn that the pharmaceutical
composition according to any of Claims 2 - 10 isnadstered on demand and once in a period
of 0 - 24, preferably 6 - 12, hours prior to expecsexual intercourse or up to 2 hours after

sexual intercourse.

16. Method for on-demand contraception, charaadrizin that initially a first
pharmaceutical composition according to any of @& - 10 is taken in a period of up to
24 hours, preferably 6 -12 hours, prior to expeéctgexual intercourse, and a second
pharmaceutical composition according to any of @& - 10 is taken in a period of up to
48 hours after sexual intercourse, where the patipas taken before and after intercourse are

identical.

17. Method for on-demand contraception, charaadrizin that initially a first
pharmaceutical composition according to any of @& - 10 is taken in a period of up to
24 hours, preferably 6 -12 hours, prior to expeécteexual intercourse, and a second
pharmaceutical composition according to any of @& - 10 is taken in a period of up to
48 hours after sexual intercourse, where the pagipas taken before and after intercourse are

not identical.

18. Administration protocol for on-demand contrée®p characterized in that a
pharmaceutical composition according to any of i6&a2 — 10 is taken in a period of up to
24 hours, preferably 6 — 12 hours, prior to expgctexual intercourse and a further
pharmaceutical composition according to any of iG$a? — 10 is taken in a period of up to

48 hours after sexual intercourse.

19. Kit for providing an administration protocolcacding to Claim 18 or for carrying out a

method according to either of Claims 16 - 17 ford@mand contraception, comprising in each
case at least one tablet comprising a pharmaceuatogposition according to any of Claims 2 -
10, for administration before, and at least oetacomprising a pharmaceutical composition

according to any of Claims 2 - 10, for administratafter expected sexual intercourse.

20. Use of the pharmaceutical composition accorthnmne of Claims 2-10, in the form of a

pharmaceutical preparation for oral, pulmonaryahatermal or transdermal administration.

21. Use of a pharmaceutical composition accordinglaim 1, wherein
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in the case that X means —(gHwith | meaning O

R*: is additionally a 4-6-membered heterocyclyl ratliinked via a ring carbon

atom.



