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Pharmaceutical composition and the use thereof, and application regime of said

pharmaceutical composition for on-demand contraception

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

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

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

(b) a pharmaceutical composition comprising at least one 2H-indazole as novel EP2 receptor

antagonist according to general formula Ia and at least one (COX inhibitor)
and

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

demand contraception and fertility control.
Description of the invention

Hormonal contraception with daily orally administered low dosages of synthetic gestagens and
oestrogens is, in addition to administration of a gestagen via an intrauterine system (IUS) such as
Mirena®, currently the method showing best pharmacological efficacy in the prevention of
pregnancies in clinical studies. Oral contraception requires continuous regular intake of
hormone-containing pills, independent of the frequency of sexual intercourse and thus the
necessity of contraceptive protection. Women having infrequent sexual intercourse are thus
exposed to hormones for an unnecessarily long period of time. Especially for this group of users,
there is therefore a need for a preparation which can be taken only when required shortly before
or optionally also immediately after intercourse but, at the same time, offers a (contraceptive)

protection similar to that of the classic oral contraceptives.

Although there has been such a need for decades (Canzler et al. Zbl. Gynékol.; (1984);
106:1182-1191), there is hitherto no preparation allowing contraception on demand
(alternatively also referred to in the literature as on-demand contraception, fertility control on
demand or precoital contraception) (Aitken et al. Contraception; (2008); 78: p.28-p.35). In a
study carried out in Ghana, it has been reported that woman use Primolut-N tablets comprising
5 mg of norethisterone, which are approved for the treatment of various gynaecological disorders

as on-demand contraceptive in 94% of cases and for the treatment of menstrual disorders in only
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6% of cases (Opare-Addo et al. Afr. J. Reprod. Health.; (2011); 15(1):65-7). Anecdotal reports
and data collected by Family Health International confirm that women in many emerging
countries and South American and Africa, but also in couniries such as Great Britain,
deliberately use preparations developed for emergency contraception also for on-demand

contraception.

Products approved for emergency contraception are Postinor®, Plan B® and Levonelle® (single
administration of 1.5 mg of levonorgestrel (ILNG) within 72 hours) and ellaOne® (single
administration of 30 mg of ulipristal acetate (UPA) within 120 h after sexual intercourse). These
preparations are described, for example, in the application EP 1448207 (LNG) and in the
applications W0O2011/069871 and W0O2011/091892 (UPA). Levonorgestrel is a progesterone
derivative, and ulipristal acetate is a selective progesterone receptor modulator. Thus, both are
hormonal methods employed in very high doses compared to a hormone-comprising oral
contraceptive taken regularly. Thus, for example, administration of a single dose of 1.5 mg of
LNG corresponds to 10 times the amount that is administered daily when an LNG-containing
pill (such as Microgynon®) is taken regularly. In Europe. the mini pill Microlut®, which
contains 0.03 mg of LNG and is taken for a period of 28 days, which corresponds to a dose of
only 0.84 mg of LNG per cycle, has been approved. Here, the single dose of 1.5 mg of LNG for
emergency contraception corresponds to more than two monthly doses of Microlut®. If a pill
developed for emergency contraception is used several times a month, the dose is,
correspondingly, even higher. Raymond et al. have shown that even single administration may
have effects on the cycle (Raymond et al. Obstet Gynecol.; (2011); 117(3):673-81). In addition,
these preparations for emergency contraception do not have the same contraceptive reliability as
a hormone-containing oral contraceptive taken regularly; however, this would be desirable for
on-demand contraception. Evaluation of different studies for pre- and postcoital use of 0.75 mg
of LNG showed a Pear] Index of 5.1 [pregnancies per 100 woman years] (95% confidence
interval [CI] 3.8-6.7), which represents moderate efficacy (Raymond et al. Obstet Gynecol.;
(2011); 117(3):673-81).

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

none of these has yet been approved:

WO 2010/119030 describes an on-demand preparation where, as gestagen, levonorgestrel or
norgestrel is used in a dose range of from 0.5 to 1.5 mg, with the preparation to be used 24 hours
prior to intercourse. However, the dose of LNG corresponds to the dose used for emergency

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

required, administered transdermally using a patch.
W096/12494 uses competitive progesterone antagonists for on-demand contraception.

W02010/119029 describes progesterone or progesterone receptor modulators for on-demand

~ contraception which are administered within 72 hours prior to expected sexual intercourse. Here,

30 mg of UPA are employed once prior to sexual intercourse, which corresponds to the dose

used for emergency contraception.

Non-hormonal methods for on-demand contraception have not yet been described. However,
there is a need for non-hormonal pharmacological methods for women who, for medicinal or
personal reasons, do not want to use or cannot use hormonal contraceptives. A further advantage

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

It has already long been known that prostaglandins are key molecules in the processes of female
reproductive biology, such as for example the regulation of ovulation and fertilization. The
effects of the prostaglandins are mediated through their G protein coupled receptors, which are
located in the cell membrane. Of particular interest is prostaglandin E, (PGE,), which effects a
great variety of cellular actions by binding to functionally different receptor subtypes, namely
the EP,, EP», EP; and EP, receptors. The receptor subtypes to which prostaglandin E, binds are
of particular importance for the receptor-mediated actions which are involved in the regulation
of fertility. Thus it could be shown that the reproductive functions are impaired in EP2 knockout
mice (EP2 ™), e.g. in mice which no longer have a functional PGE, receptor subtype EP2, and
that these animals have a smaller number of offspring per pregnancy (Matsumoto e al. Biology
of Reproduction; (2001); 64: 1557-1565). Likewise it could be shown that these EP2 knockout
mice (Hizaki et al. Proc Natl Acad Sci U. 8. A.; (1999); 96(18):10501-10506) display markedly
decreased cumulus expansion and severe subfertility, which is to be regarded as being causally
linked with decreased reproductive processes such as ovulation and fertilization. Accordingly,
the EP2 receptor is an important target for the development of drugs for the regulation of female

fertility.

The application DE 10 2009 049 662 Al describes 2-5-disubstituted 2H-indazoles which, with
high binding affinity, selectively antagonize the EP2 receptor. These EP2 receptor antagonists

are disclosed inter alia for use as contraceptive, but not for on-demand contraception.

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

administered continuously has a subfertile effect (Peluffo et al. 2012, Annual Meeting of the



10

15

20

25

30

WO 2014/187744 : PCT/EP2014/060103

4.

American Society for Reproductive Medicine). However, continuous administration does not

correspond to use for on-demand contraception.

The applications of Summit Corporation Ple. (W02007/091107), CM Sun et al
(W02008/070599) and Janssen Pharmaceuntica NV (W02010/124102) describe 2H-indazoles.
The compounds disclosed in W02007/091107 interact with the utropine A promoter and are
claimed for the treatment of Duchenne muscular dystrophy, Becker muscular dystrophy or
cachexia. W02008/070599 describes compounds binding to the VGEFR-3 receptor. They are
claimed for the treatment of cancer. The compounds described in the application
WQ02010/124102 inhibit monoacylglycerol lipase (MGL) and are claimed for the treatment of
inflammatory pain. None of the th;ee applications mentioned discloses whether the compounds

bind to the EP2 receptor and are suitable for fertility control.

The effect of COX inhibitors on female ovulation has been investigated by several research
groups. Thus, Pall et al. examined the effect of rofecoxib on ovulation (Pall et al.; Human
Reproduction; {2001); 16(7):1323-1328). In this study, 25 mg of the active compound were used

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

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

confraception is limited.

In a pilot study with 6 women treated with 3 x 50 mg of indomethacin per day for at least 3 days,
it was shown that administration of indomethacin delayed ovulation by 2 — 12 days in 5 cases.
The treatment was initiated when the dominant follicle had reached a maximum size of > 16 mm
or LH was detected in the urine (Athanasious et al. Fertil Steril.; (1996); 65(3): 556-60). This
study also confirmed the results by Killick S and Elstein M. 1987 where indomethacin
administered in a dose of 2 x 100 mg per day over 5 days led to inhibition of ovulation (Killick S
and Elstein M. Fertil Steril.; (1987); 47(5):773-7).

A clinical study by Bata et al. 2006 showed that administration of meloxicam reversibly delayed
ovulation by 5 days (Bata et al,, J Clin Pharmacol (2006); 46:925-932). This result was
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confomed by Jesam et al. 2010 (Jesam et al. Hum Reprod.; (2010); 25(2):368-73). In this
clinical study, 30 sng or 13 mg of meloxicam were administered daily over a period of 5 days
during the late follicular phase, In 90.9% (30 mg meloxicam group) or 50.0% (15 mg meloxicam
group), ovulalion was abnormal, which skows that meloxicam may be suitable for emergency

contraception.

In principle, COX inhibitors are known to be relatively well tolerated; however, Castellsague et
al. 2012 and Varas-I.orenzo et al. 2013 indicated that there is an increased risk of cardiovascular
and gastrointestinal events for this class of substances. It is therefore recommended to use a
relatively low dosage (Castellsague et al. Drug Saf.; (2012); 35(12):1127-46; Varas-Lorenzo et
al. Pharmacoepidemiol Drug Saf.; (2013); doi: 10.1002/pds.3437. [Epub ahcad of print]).

In a pilot study, Massai ¢t al. 2007 examined the use of meloxicam in combination with
levonorgestrel (LNG) on the time of owvulation in connection with emergency contraception
(Massai ct el. Human Reproduction; (2007) 22(2):434-439). In this study, 2 tablets of in each
case 0.75 mg of LNG (known inrer alia by ihe irade name Postinor-2) were adminisiered on
their own or together with 15 mg of meloxicam. In the treatment group which received the
combination of meloxicam and LNG, there was a trend to reduced frcquency of ovulation
compared to the group treated exclusively with LNG. This effect was increasingly pronounced

the later the tablets were taken relative to the time of ovulation.

In W02010/149273 (Bayer Pharma AG), it was shown that a low dosc of levonorgestrel which,
on its own, does not inhibit ovulation, may achieve virtually complete suppiession of ovulation
in the rat when combined with piroxicam. However, this approach comprises, in addition to the
non-hormonally acting COX inhibitor, a hormonal component in the form of levonorgestrel and

does therefore not represent a non-hormonal alternative to purely hormonal approaches.

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

and thus providing an altcrnative to hormonal methods.

In accordance with the invention, this object is achieved by using a non-hormonal
pharmaceutical composition comprising at least one EP2 reccptor antagonist according to
formula I and at least onc COX inhibitor. In addition, this object is achieved by the
pharmaceutical composition itself which comprises at least one EP2 receptor antagonist

according to formula Ia and at least one COX inhibitor,

The EP2 receptor antagonists according to formula I or Ia according to the invention have

already been described in the patent application PC1/EP2012/073556, unpublished at the
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priority date of the present application. There, they are claimed inrer alia for use for
contraception and cmergeney contracepiion. In addition, & pharmaceutical compositon
comprising at least onc EP2 receptor antagonist of formula 1 and at least one COX inhibitor and

its use for contraception are described.

In the patent application PC17/EP2012/073556, it was shown that the EP2 rceeplor antagonists
according to formula I or Ta have an antagonistic- action at the 1’1’2 receptor (scc biological
examples; Table 1) and arc thus suitable for fertility control (see biological examples; Tables 2,
3 and 4). In the present application, in accordance with the invention, it was possible, by
combining the P2 receptor antagonists according to formula I or Ia with a COX inhibitor, to
achieve the contraceptive action of the EP2 receptor antagonists or the COX inhibitors
surprisingly even at a still ineffective dose of the individual active compounds (sec biological
examples; Tables 6.1 — 6.5 and 7.1). Thtus, the combination of EP2 receptor antagonists
according to general formula [ or Ia with COX inhibitors allows both the dose of the COX
inhibitor and the dose of the IEP2 receptor antagonists (o be reduced. which in turn reduces

possible side effects and thus increases acceptance and safety of the method.

In addition, the contraceptive action was, surprisingly, achieved even after single administration
of an EP2 receptor antagonist according to general formula I or la in combination with a COX
inhibitor shortly before sexual intercourse (see biological examples; Tables 6.1 — 6.5 and 7.1).
This shows that EP2 receptor antagonists in combination with COX inhibitors constitute an
effective pharmaceutical composition for on-demand contraception which can be administered
before or shortly after expected sexual intercourse. Since this pharmaceutical composition is

non-hormonal, it represents an alternative to hormonal approaches.

In the pre-ovulatory antral follicle, the oocyte is surrounded by cumulus cells which form a
dense cell crown around the oocyte. After the LII peak (luteinizing hormmone), a series of
processes is activated, which results in a marked morphological change in this cell crown of
cumulus cells. During this, the cumulus cells form an extracellular matrix, which leads to the so-
called cumulus expansion (Vanderhyden er al. Dev Biol; (1990); 140(2):307-317). This
cumulus expansion is an important component of the ovulatory proccss and the subsequent

possibility of fertilization.

During the cumulus expansion, prostaglandins and here prostaglandin E,, synthesis whereof is
induced by the LII peak, arc of decisive importance. Prostanoid EP2 knockout mice (Hizaki ef
al. Proc Natl Acad Sci U S A (1999) 96(18):10501-10506.) show a markedly decreased
cumulus expansion and severe subfertility, which demonstrates the importance of the prostanoid

EP2 receptor for this process.
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The anti-ovulatory action of COX inhibitors in humans has been demonstrated in clinical studies
(as described above). COX inhibitors lead to reduced prostaglandin synthesis. In COX-2 knock-
out mice, it was shown that prostaglandins play a role in particular in processes of ovulation,
cumulus expansion and fertilization (Cheng JG and Stewart CL. Biol Reprod.; (2003);
68(2):401-4; Lim et al. Cell; (1997) 91(2):197-208).

Since, within the prostaglandin pathway, the EP2 receptor is inhibited directly by the EP2
receptor antagonists, the onset of action by this class of substances is earlier than the onset of
action of COX inhibitors, where the action is triggered by lowering of prostaglandin

concentrations.
On-demand contraception or contraception on demand

On-demand contraception, fertility control on demand, precoital contraception or contraception
on demand all refer to the on-demand use of one or more substances for preventing unwanted
pregnancy. The administration can be before or shortly after expected sexual intercourse. Here,
on-demand does not mean optional. Rather, the substance/subsiances has/have to be

administered to prevent unwanted pregnancy.

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

receptor antagonist according to formula (I)

‘ R2
.—-“‘N\
XN <~/
K 1 %}n
m
0 R ( N

Ar—R®
O (formula I}

wherein

R means H, C,-C, alkyl or C;-C, alkyloxy;

R%: H or methyl,;

subject to the proviso that one of the two residues R' or R? equals H;

X: -(CHy)r, ~(CH)k-O-, -CHa-S-, CH,-S(0),~, -CH(CH3)-, -CH(CHj3)-O- or -C(CHj3),-O-;

k: lor2;
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1: 0,1 o0r2;
R:  H, C-C, alkyl, C5-Cy4 cycloalkyl, or CH,~Cs-C, cycloalkyl;
and in the case that X means —(CH,);- with | meaning 0 or 1 or -CH(CHj)-
R*: additionally a 4-6-membered heterocyclyl residue;
and in the case that X means -(CH,);- or -CH(CHj)-
R*  additionally CN;
m: 1or2;
n: 1 or2;
Ar: a 6-10-membered aryl or 5-10-membered hetaryl residue,

R halogen, CN, SFs, C,-C, alkyl, C;-C¢ cycloalkyl, C,;-C, heterocyclvl, O-C,-C, alkyl,
0-C3-C¢  cycloalkyl, O-C;-Cs heterocyclyl, S-C,-C; alkyl, S(0),-C;-C, alkyl, Ar,
O-Ar’, C(CH;),-CN or C(CH,),-OH;

Ar’:  an optionally singly or doubly substituted 6-membered aryl or 5-6-membered heteroaryl

residue;

wherein the substitueﬁts are selected from F, Cl, CN, C-C4 alkyl, O-C,-C, alkyl,
C(CHj3),-CN, C(CHzs),-OH and C(O)NH;;

and comprising (b) at least one COX inhibitor selected from 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;

C11  mefanemic acid;
Cl12  ketoralac;

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

yl]benzenesulphonamide);

Cl4  parecoxib(N-[4-(5-methyl-3-phenyl-4-isoxazolyl)phenyl]sulphonylpropionamide),
C15  rofecoxib (4-(4-mesylphenyl)-3-phenylfuran-2(5H)-one);

Cl16  valdecoxib (4-[S-methyl-3-phenyl-4-isoxazoyl)benzenesulphonamide);

Ci7  etoricoxib

for on-demand contraception.

The invention furthermore provides the use of a pharmaceutical composition comprising

(a) at least one EP2 receptor antagonist according to formula (I), where
R':  means H, C;-C, alkyl or C;-C, alkyloxy;
R%: H or methyl;
subject to the proviso that one of the two residues R' or R? equals H;
X: -(CHy)r-, -(CHp)y-0O-, -CH,-S-, CH,-S(0),~, -CH{CH3)-, -CH(CHj;)-O- or -C(CHa),-O-;
k: 1or2; |
I: 0,1o0r2;
R* H, C,-C, alkyl, C5-C, cycloalkyl, or CH,-C;-C,4 cycloalkyl;
and in the case that X means —(CH,),- with I meaning 0
R*: additionally a 4-6-membered heterocyclyl residue linked via a ring carbon atom;

m: 1or2;



10

IS5

20

25

WO 2014/187744 PCT/EP2014/060103

- 10 -
n: 1or2;
Ar: a 6-10-membered aryl or 5-10-membered hetaryl residue,

R>: halogen, CN, SFs, C-C, alkyl, Cs5-Cs cycloalkyl, C4-Cs heterocyclyl, O-C,-C, alkyl,
0-C3-C¢ cycloalkyl, 0O-C4-Cg heterocyclyl, S-C,-C, alkyl, S(0),-C;-C; alkyl, Ar’,
0-Ar’, C(CH3),-CN or C(CH;),-OH;

Ar’:  an optionally singly or doubly substituted 6-membered aryl or 5-6-membered heteroaryl

residue;

wherein the substituents are selected from F, Cl, CN, C,-C; alkyl, O-C;-C, alkyl,
C(CH3),-CN, C(CHj;),-OH and C(O)NHS,;

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

C17) for on-demand contraception.
The 2H-indazoles according io the invention have an antagonistic action on the EP2 receptor.

Cy-C; alkyl or C,-C; alkyl should each be understood to mean a linear or branched alkyl residue,

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

C,-C; alkoxy or C;-C,4 alkoxy should be understood to mean a linear or branched residue of the
formula alkyl-O-, such as for example methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy, sec-

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

C,-Cy cycloalkyl should be understood to mean monocyclic alkyl rings such as cyclopropyl,

cyclobutyl, cyclopentyl and cyclohexyl.
The cycloalkyl residues can optionally be singly or multiply substituted with fluorine.

4-6-membered heterocyclyl should be understood to mean monocyclic rings which instead of the
carbon atoms contain one or more hetero atoms, such as oxygen, sulphur and/or nitrogen or a
hetero group such as -S(O)- or -SO,-. The linking bond can be at any carbon atom or at a

nitrogen atom.
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For example, azetidinvl. pyrrolidinyl, piperidinyl, piperazinyl, 1.4-diazepanyl, morpholinyl,
thiomorpholinyl, oxetanyl, ictrahydrofuranyl, tetrahydropyranyl, 1,4-dioxanyl aund 2-oxo-

oxazolidinyl may be mentioned.

The heterocyelyl residues can optionally be singly or multiply substituted with fluorine,

hydroxy, methoxy or with oxo.
Halogen should in cach case be understood to mean {luorine, chlorine, bromine or iodine.

The Cy-Chg-membered aryl residue i each case comprises 6 -~ 10 carbon atoms and can be

benzo-condensed. Phenyl and naphthyl may be mentioned.

The C¢-Cio-membered aryl residue can optionally be singly substituted with fluorine, chlorine or

a methyl group.

The Cs-Cyo heteroaryl residue should be understood to mean mono- or bicyclic ring systems
which each contain 2 - 10 ring atoms and which instead of the carbon can contain one or more
identical or different hetero atoms, such as oxygen, sulphur or nitrogen. The linking bond can be

at any carbon atom or at a nitrogen atom.

For example, thienyl, thiazolyl, furyl, pyrrolyl, oxazolyl, nnidazolyl, pyrazolyl, isoxazolyl,
isothiazolyl, oxadiazolyl, triazolyl, thiadiazolyl, tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl,
pyrazinyl, triazinyl, phthalidyl, thiophthalidyl, indolyl, isoindolyl, indazolyl, benzothiazolyl,
benzofury!, benzothienyl, benzimidazolyl, benzoxazolyl, azociny!, indolizinyl, purinyl,
isoquinolinyl, quinolinyl, quinolizinyl, quinazolinyl, quinoxalinyl, cinnolinyl, phthalazinyl,

1,7- or 1,8-naphthyridinyl and pteridinyl may be mentioned.

The Cs-Cjp-membered heteroaryl residue can optionally be singly substituted by fluorine,

chlorine or a methyl group.

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

Substitution with one substituent is very particularly preferred.

It a basic functional group is contained, the physiologically compatible salts of organic and
inorganic acids, such as inter alia hydrochloric acid, sulphuric acid, phosphoric acid, citric acid

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

general formula lu and at least one COX inhibiror

The present invention provides a pbarmaceutical composition comprising (a) at least one EP2

receptor antagonist according to the formula (Ia) and (b) at least one COX inhibitor.

The present invention furthermore provides the use of at least one BP2 receptor antagonist of the
general formula Ja together with at least one COX inhibitor for preparing a medicament or a

pharmaceutical composition comprising suitable formulation auxiliarics and carriers.

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

pharmaceutical composition

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

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

R2
/N\
X N <~/
N 137’"
o) R1 m( N

}—Ar—RG

© (1a)
R, R% mean H or methyl;
subject to the proviso that one of the two residues R' or R? equals H;
X: -(CHy)r- or -(CH,)-O-;
k: lor2;
I: 0,1o0r2;
R*: H, C,-C, alkyl, C»-C; cycloalkyl or CH,-Cs-C,4 cycloalkyl;
m: 1or2;
n: lor2;

Ar a 6-10-membered aryl or 5-10-membered hetaryl residue,
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R halogen, CN, SFs, C;-C; alkyl, Ci-Cq cycloalkyl, C.-Cq heterocyelyl, O-C,-Cy alkyl, O-
Cs-Cq cycloalkyl, O-C4-Cy heterocyelyl, S-Ci-Cy alkyl, S(O)-C:-Cy alkyl, Ar’, O-Ar’,
C(CHj;),-CN or C(CHj),-OH; and

Ar’s  an optionally singly or doubly substituted 6-membered aryl or 5-6-membered heteroaryl

residue;

wherein the substituents are sclected from F, Cl, CN, C,-C; alkyl, O-C,-C, alkyl, C(Cl;)»-CN,
C(CH;),-OH and C{O)NH,;

and salts, solvates or solvates of the salts thereof, and isomers, diastereomers, enantiomers and
salts or cyclodextrin clathrates thercof, for producing medicaments which overcome the known
disadvantages and have improved properties such as good in-vivo efficacy, good solubility and

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

The radicals and substituents have the same meaning as described above for the EP2 receptor

antagonists of the general formula 1.

Preferred are compounds of the formmla Ya, wherein

R": means a methyl group;

R*: H:

X: -(CHa)- or -(CH2)-O-;

k: 1;

I: Qorl;

R* C-Cy alkyl, C3-C4 cycloalkyl or CH,-Cs-Cy4 cyeloalkyl;
m,n 2

Ar: aphenyl residue;

and salts, solvates or solvates of the salts thereof, and isomers, diastcreomers, enantiomers and
salts or cyclodextrin clathrates thereof, for producing medicaments which overcome the known
disadvantages and have improved propertics such as good in-vivo efficacy, good solubility and

stability.
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Also preferred are compounds of the formula Ia, wherein

R:

R*:

R

m, n:

Ar:

means a methyl group;
H;
—((:Ilg)l— or —-(CHg)k-O-;
1;

Oorl;

C,-C; alkyl, C3-C4 cycloalkyl or CH,-Cs3-Cy cycloalkyl;

a phenyl residue:

and salts, solvates or solvates of the salts thereof, and isomers, diastercomers, enantiomers and

salts or cyclodextrin clathrates thereof, for producing medicaments which overcome the known

disadvantages and have improved properties such as good in-vivo efficacy, good solubility and

stability.

The following EP2 receptor antagonists according to the invention are particularly preferred:

El

E2

E3

E4

E6

2-{[1-(4-cyano-2-fluorobcnzoyl)piperidin-4-yljmethyl } -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylJmethyl } -N-(2-methoxyethyl)-4-methyl-2H-

indazole-S-carboxamide

2-({1-[4-(4-flucrophenoxy)henzoylpiperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-mecthyl-2-{[1-(4-morpholinobenzoyl)piperidin-4-yljmethyl } ~2H-

indazole-5-carboxamide

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

methyl-211-indazole-S-carboxamide

2-{[1-(2-fluoro-4-mesylbenzoyl)piperidin-4-yljmethyl } -N-(2-methoxyethy!)-4-methyl-

2H-indazole-5-carboxamide
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2-{[1-{2-fluoro-d-methoxybenzoyDpiperidin-4-vimethyl -N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-bromo-2-{luorobenzoyl)piperidin-4-yljmethyl} -N-(2-methoxyethyl)-4-mecthyl-

2I1-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(triflucromethyl)benzoylpiperidin-4-yl }methyl)-N-(2-methoxyethyl)-

4-methyl-2I1-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluoro-A°-sulphanyl)benzoylpiperidin-4-

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

N-(2-methoxyethyl)-4-methyl-2-{{1{(4-methylbenzovl)piperidin-4-vi]methyl} -2H-

indazole-5-carboxamide

2-({1-[4-(4-chlorophcnoxy)benzoyl]piperidin-4-yl } methy!)-N-(2-methoxyethyi)-4-

methyl-2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

2-({1-[4-(4-tert-butylphenoxy)benzoylpiperidin-4-vi} methyl)-N-(2-methoxyethyl)-4-

mecthyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromcthyl)phenoxy]benzoyl} piperidin-
4-yDmethyl}-2H-indazolc-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

indazole-5-carboxamide

2-{[1-(4-methoxybenzoy!)piperidin-4-ylimethyl} -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide
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2-4[1-(4-fluorobenzoyDpiperidin-4-yllmethyl ; -N-(2-mcthoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-( {: -[4-(tritfluoromethyl)benzoyl|piperidin-4-yl} -

methyl)-2H-indazole-5-carboxamide

2-{[1~(2-methoxybenzoyl)piperidin-4-yl methyl } -N-(2-inethoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluoromethyl)sulphonyl|benzoyl } piperidin-

4-yhmethyl]-2I1-indazole-5-carboxamide

N-(2-methoxycthyl)-4-methyl-2-({2-[3-(trifluoromethyl)benzoy!Jpiperidin-4-yl} -

methyl)-211-indazole-5-carboxamice

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

indazole-S-carboxamide

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

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-({1-[4-(cyclopentyloxy)benzoyl]piperidin-4-y!} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-( {1-[4-(oxazol-2-yl)benzoyllpiperidin-4-yl } methyl)-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-( {1-[4-(oxazol-5-yl)benzoyl]piperidin-4-y1} methyl)-

2H-indazole-S-carboxamide
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N-(2-methoxyethyl)-4-methyl-2-({1-[4-(isoxazol-5-yl)benzoyl]piperidin-4-y1 } methyl)-

2H-indazole-5-carboxanude

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

methyl)-2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

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

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

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

2-({1-[(3,4'-diftuorobiphenyl-4-vl)carbonyl]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-
4-methyl-2H-indazole-5-carboxamide

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

2-({1-{(3-fluoro-4'-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

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

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

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

2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-[morpholin-4-yl)benzoyljpiperidin-4-y1} methyl)-N-(2-methoxyethyl)-

4-methy1—2H—indazole—5—carbokamide

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

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoromethoxy)benzoyllpiperidin-4-yl } -

methyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin<4-ylimethyl}-N-(2-methoxyethyl)-4-methyi-2H-
indazole-5-carboxamide

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

4-methyl-2-( {1-[4-(pentafluoro-A*~sulphanyl)benzoy!]piperidin-4-yl } methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin4-yljmethy!}-4-methyl-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

methyl}-2H-indazole-5-carboxamide

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

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-({1-[4-(trifluoromethyl)benzoyl]piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide
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N-[2-(cyclopropyvimethoxy)ethyl]-2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl piperidin-4-

yl}methyl)-4-methyl-21-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylJmethyl} -N-[ 2-(cyclopropylmethoxy)ethyl}-

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

2-{[1-(4-chlorobenzoylpiperidin-4-yljmethyl} -4-methyl-N-| 2-(2,2,2-trifluoroethoxy)-

cthyl]-2H-indazole-5-carboxamide

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

cthyl]-2H-indazole-5-carboxamide

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

trifluorocthoxy)cthyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2.2-trifluoroethoxy)ethyl])-2{ 1-[4-(trifluoromethyl)benzoyl]-

piperidin-4-yl}methyl)-2H-indazole-S-carboxam:de

2-({1-[(4-fluorobiphenyl-4-yl)carbonyl]piperidin-4-y1} methyl)-4-methyl-N-[2-(2,2,2-

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

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

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

2-{{1-(4-chlorobenzoyl)piperidin-4-ylimethy! } -N-(2-isopropoxyethyl)4-methyl-2H-

indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methvlbenzoyl)piperidin-4-ylJmethyl } -2H-

indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyljpiperidin-4-yl } methyl)-N-(2-isopropoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

2-({1-[(4"-fluorobiphenyl-4-yl)carbonylpiperidin-4-yl}methy!)-N-(2-isopropoxyethyl)-

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

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

2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl } -4-methyl-N- 2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

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

methoxy)ethyl]-2H-indazole-3-cartoxamide

2-({1-[(4"-Tuorobiphenyl-4-vl)carbonyllpiperidin-4-yl} methyl)-4-methyl-N-{2-

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

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[(1-{4-[4-(trifluoromethyl)phenoxy]-

benzoyl} piperidin-4-yl)methyl]-2H-indazole-S-carboxamide

N-(2-tert-butoxycthyl)-2- {[1-(4-chlorobenzoyl)piperidin-4-yljmethyl} -4-methyl-2H-

indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-( {1-[4-(4-flucrophenoxy)benzoyi]pipendin-4-yl} methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxycthyl)-2-( {1-[(4"-fluorobiphenyl-4-yl)carbonyl}piperidin-4-y1} methyl)-

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

N-(2-tert-butoxyethyl)-4-methyl-2-[(1- {4-[4-(trifluoromethyl)phenoxylbenzoyl } -

piperidin-4-yl)methyl]-2H-indazole-5~carboxamide

2-{[1-(4-chlorobenzoytpiperidin-4-yl]methyl} -4-methyl-N-{2-[*H3)methyloxv]-
(*H4)ethyl}-2H-indazole-5-carboxamide

2-({1-[4-(4-tluorophenoxy)benzoyl]piperidin-4-yl } methyl)-4-methyl-N-{2-
[CH3)methyloxy]("H4)ethyl}-2H-irdazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylImethyl } -N-(2-methoxycthyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[(trifluoromethyl)sulphanyl]benzoyl} azetidin-3-
yDmethyl]-2I1-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyi-2-( {1-[4-(irifluoromethoxy)benzoyljazetidin-3-yi} -

methyl)-211-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidin-3-y1} methyl)-N-(2-methoxyethyl)-

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

2H-mdazole-5-carboxamide

2-({1-[3-fluoro-4-(trifluoromcthyl)benzoyljazetidin-3-yl} methyl)-N-(2-methoxyethyl)-

4-methyl-2[I-indazole-5-carboxamide

2-({1-[4-chloro-3-(triflucromethyvl)benzoyvlJazetidin-3-vl} methyl)-N-(2-methoxyethyl)-

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

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-yiJmethyl} -N-(2-methoxyethyl)-4-mcthyl-2H-

indazole-5-carboxamide

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

yDmethyl]-2H-indazole-5-carboxamide

2-{{1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -4-methyl-N-(2,2, 2-trifluorocthyl)-2H-
indazole-3-carboxamide

4-methyl-N-~(2,2,2-trifluorocthyl)-2-( {1-{4-(trifluoromethoxy)benzoyllazetidin-3-yl} -

methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyllazetidin-3-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-S-carbexamide

4-methyl-2-({1-[4~(pentafluoro-A’-sulphanyl)benzoylJazetidin-3-y1} methyl)-N-(2,2,2-

trifluorocthyl)-2H-indazole-5-carboxamide

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

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

N-[2-(cyclobutyloxy)ethyl]-4-methyl-2-({1-[4-(trifluoromethoxy)benzoyljazetidin-3-

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

2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl } -N-[2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-{cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-y1} -

methyl)-4-methyl-211-indazole-5-carboxamide

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

methyl}-2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoylazelidin-3-vlJmethyl} -4-methyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-3-carboxamide

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

indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-tluorobiphenyl-4-yl)carbonyl]azetidin-3-

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

2-({1-[(4"-fluorobiphenyi-4-vl)carbonyl]azetidin-3-yl } methyl)-N-(2-methoxyethyl)4-

methyl-2H-indazole-5-catboxamide

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

methyl-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-3-yl}methyl)4-methyl-N-(2,2,2-

trifluoroethyl}-2H-indazole-S-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyljazetidin-3-yl} methyl)4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -4-methyl-N-[2-(2,2,2-trifluoroethoxy)-

cthyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-triflucroethoxy)ethyl]-2-[(1-{4-[4-(trifluoromethyl)phenoxy]-

benzoyl}azetidin-3-yH)methyl]-2H-indazole-5-carboxamide

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

azetidin-3-yl)methyl]-21{-indazolc-5-carboxamide

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

cthyl)-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-ylJoxy} benzoyl)-
azetidin-3-ylJmethyl}-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluorocthyl)-2-{[1-(4- {[S-(trifluoromethyl)pyridin-2-yi]

oxy}benzoyl)azetidin-3-yl mmethyl} -2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl } -N-ethyl-4-methyl-2H-indazole-5-

carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl} methyl)-4-methyl-N~(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

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

ethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-2- {{1-(4-morpholinobenzoyl)piperidin-4-yljmethyl }-N-(2,2,2-trifluoroethyl)-
2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-{(trifluoromethyl)sulphanyljbenzoy!}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

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

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

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

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

2-({1-[4-(4-cyanophenoxy)benzoylpiperidin-4-yl} methyl)-4-methyl-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

2-({1-[4-(3-fluorophenoxy)benzoylpiperidin-4-yl} methyl)-4-methyl-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

4-methyl-N-~(2,2,2-trifluoroethyl)-2-{(1-{4-[3-(trifluoromethyl)phenoxylbenzoyl} -
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide
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2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl } piperidin-4-yncthyl | -4-methyvl-N-~(2,2,2-

trifluoroethyl)-21l-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2 2-trifluorocthyl)-2-[(1- {4-[5-(irifluoromethyl)pyridin-2-yl]benzoyi} -

pip eridin-cl-yl)mclhyl] -2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoylpiperidin-4-yl } methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2.2-trifluoroethyl}-2-[(1 - {[4"-(triflucromethyl)biphenyl-4-yl]carbonyl } -

pipendin-d-vhmethyvl]-2H-indazole-3-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-yljmethyl } 4-methyl-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[(4'-methoxy-2"-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-4-methy!-

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

4-methyl-2-({1-[4-(6-methylpyridiz-3-yl)benzoyl)piperidin-4-yl} methyl)-N-(2,2,2-

trifluorocthyl)-2H-indazole-5-carboxamide

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

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

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(trifluoromethyl)pyridin-3-yl]benzoyl} -

piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

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

trifluoroethyl)-211-indazole-5-carboxamide

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

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-[4-(5 -methoxypyridii1~2 -yDbenzoyl]piperidin-4-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methy!-2-({1-[4-(2-methylpyrimidin-5-yl)benzoyl|piperidin-4-yl} methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

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

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

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

2-{[1-(4-tert-butylbenzoyl)piperidin-4-yl Jmethyl } -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(1-hydroxy-1-methylethyl)benzoyl]piperidin-4-y1} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

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

indazole-5-carboxamide

2-({1-[4-(1-cyano-1-methylethyl)benzoy!]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyrimidin-2-yloxy)benzoyl]|piperidin-4-y1 } -

methyl)-2H-indazole-5-carboxamide

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

v} methyl)-2H-indazole-5-carboxamide
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N-(2-methoxyethyl)-4-methyl-2-{[1~(4- {[5-(triflnoromethyl)pyridin-2-yljoxy} benzoyl)-

piperidin-4-ylJmethyl}-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-2-yloxy)benzoyljpiperidin-4-
yl} methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(trifluoromethyl)pyrimidin-2-ylJoxy} -
benzoyl)piperidin-4-ylJmethyl} -2H-indazole-S-carboxamide

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(4- {[6-(trifluoromethyl)pyridin-2-ylJoxy} benzoyl)-

piperidin-4-yijmethyi}-2H-indazoie-5-carboxamide

2-({1-{(4'-methoxybiphenyl-4-yl)carbonyl}piperidin-4-yl } methyl)-N-(2-methoxyethyl)-

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

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

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-(trifluoromethyl)phenoxy]benzoy!} piperidin-
4-yDmethyl]-2H-indazole-5-carboxamide

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

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

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

methyl-2H-indazole-5-carboxamide

2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-4-y! } methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

2-({1-[4-(3-fluorophenoxy)benzoyl]piperidin-4-y1} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperidin-4-yijmethyl } -N-(2-methoxyethyl)-4-

methyl-2H-indazolc-5-carboxamide

2-({1-{(3-fluoro-3',4'-dimethylbiphenyl-4-yl)carbonyl |piperidin-4-yl } methyl)-N-(2-

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

2-({1-[(2",.3-difluoro-4'-methoxybiphenyl-4-vlcarbonylpiperidin-4-yl methyl)-N-(2-

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazoie-3-carboxamide

2-({1-{(4'cyano-2"-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-3-carboxamide

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

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluoromethyl)pyridin-2-yl]benzoyl} -

piperidin-4-yh)mecthyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-[(4-methoxy-2'-methylbiphenyl-4-yl)carbonyl]piperidin-4-

yl}methyl)-4-methyl-2H-indazole-S-carboxamide

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

methoxyethyl)-4-mcthyl-2H-indazcele-5-carboxamide

2-[(1-{[4"-(2-cyanopropan-2-yl)biphenyl-4-yl]Jcarbonyl } piperidin-4-yl)methyl]-N-(2-

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

N-(2-methoxyethyl)-2-({1-[4-(5-mcthoxypyridin-2-yl)benzoy!]piperidin-4-v1 }methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{(1-{4-[6-(trifluoromethyD)pyridin-3-yl]benzoyl } -

piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-2-({1-{4-(6-mecthoxypyridin-3-yl)benzoyl]piperidin-4-yl ymethyl)-4-

methyl-2H-indazole-5-carboxamide
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2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbonylpiperidin-4-yl} methyl)-N-(2-

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

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

N-(2'-methoxyethy1)-2-( {1-[4-(6-methoxypyridin-2-yl)benzoylpiperidin-4-y1 } methyl)-4-

methyl-2H-indazole-5-carboxamide

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

2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbonyl]piperidin-4-yl} methy!)-N-(2-

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

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

methoxyethyl)-4-methyl-2H-indazole-3-carboxamide

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

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

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2-[(1-{[4"-(2-hydroxypropan-2-yl)biphenyl-4-yl]carbonyl} piperidin-4-yl)methy1}-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3',5"-difluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide
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1:203  2-({1-[(4"-fluoro-2-methylbiphenyl-4-yl)carbonylipiperidin-4-yl } methyl)-N-(2-

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

E204  2-({1-[(3'.5-difluoro-2-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-

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

E205 N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(3-pyridyl)benzoyl]piperidin-4-yl} -

methyl)-2H-indazole-5-carboxamide

12206  N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(4-pyridyl)benzoyl]piperidin-4-yl}- -

methyl)-2H-indazole-5-carboxamide

E207 N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} -

methyl)-2H-indazole-5-carboxamide

From the 207 compounds, particular preference is given to the compounds having an EP2

recepior aniagonism of > 50 nM:

E2 2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylJmethyl} -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

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

methyl-2H-indazolc-5-carboxamide

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyljpiperidin-4-yi} methyl)-N-(2-

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

14
n

E7 2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-ylJmethyl } -N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E8 2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-yl jmethyl } -N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E9 2-{[1-(2-fluoro-4-methylbenzoyl)piperidin-4-vl]methyl}-N-(2-mcthoxyethyl)-4-

methyl-211-indazole-5-carboxamide

E10  2-({1-[2-fluoro-4-(triflucrometayl)benzoylpiperidin-4-yl} methyl)-N-(2-
methoxycthyl)-4-methyl-2H-indazole-5-carboxamide

Ell  N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluoro-1’-
sulphanyl)benzoyl]piperidin-4-yl} methyl)-2H-indazole-5-carboxamide
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N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yljmethyl } -2 H-

indazole-5-carboxamide

2-({1-[4-(4-chlorophenoxy)benzoylpiperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

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

2-({1-[4-(4-tert-butylphenoxy)benzoyl]piperidin-4-yl } 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)methyl]-2H-indazole-5-

carboxamide

N-(2-methoxyethyl)-2-({1-[4-(4-methoxyphenoxy)benzoyljpiperidin-4-y1} methyl)-

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-phenoxybenzoyl)piperidin-4-yljmethyl}-

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

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

carboxamide

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

indazole-5-carboxamide

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

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyanobenzoyl)piperidin-4-yljmethyl }-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

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

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

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

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

2-({1-[(3,4"-difluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

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

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

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

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

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

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

N-(2-methoxyethyl)-4-methyl-2-({1-[(2"-methylbiphenyl-4-yl)carbonyl|piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

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

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

indazole-5-carboxamide

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

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

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

indazole-5-carboxamide

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

carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl } -N-[2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2- {[1-(4-methylbenzoyl)piperidin-4-
yl]methyl}-2H-indazole-S-carboxamide

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

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

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

2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-methyl-N-[2-(2,2,2-

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

4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-ylJmethyl } -N-[2-(2,2,2-
trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

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

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

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

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

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

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

2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl }-N-(2-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[ 1-(4-methylbenzoyl)piperidin-4-ylJmethyl } -

2H-indazole-5-carboxamide

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

4-methyl-2H-indazole-S-carboxamide

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

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

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

methyl-2H-indazole-5-carboxamide

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

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



10

15

20

WO 2014/187744 PCT/KP2014/060103

E78

E79

E80

E81

E84

E8S

E86

E87

E88

ER9

E90

-34 -

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

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

2-({1-[(4"-fluorobiphenyl-4-yljcarbonyllpiperidin-4-yl }methyl)-4-methyl-N-[2-

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

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[ (1-{4-[4-
(triftluoromethyl)phenoxy]benzoyl} piperidin-4-ylymethyl]-2H-indazole-5-

carboxamide

N-(2-tert-butoxyethyl)-2-{[ 1-(4-chlorobenzoyl)pipcridin-4-yl]methyl } -4-methyi-

2I-indazole-5-carboxamide

N-(2-tert-butoxyethyl}-2-({1-[4-(4-fluorophenoxy)benzoyljpiperidin-4-yI} methyi)-

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

N-(2-tenti-butoxyethyl)-2-({1-[(4'-fluorobiphenyl-4-yl)carbony!]pipenidin-4-
yl}methyl)-4-methyl-2H-indazole-5-carboxamide

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

carboxamide

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

2-({1-[4-(4-fluorophenoxy)benzoylpiperidin-4-y1} methyl)-4-methyl-N-{2-
[(2H3)methyloxy](2H4)cthyl } -2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

carboxamide

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

ylimethyl)-2H-indazole-5-carboxamide

2-({1-[2-ftuoro-4-(trifluoromethyl)benzoyljazetidin-3-yl} methyl)-N-(2-
methoxyethyl)-4-mcthyl-2H-indazole-5-carboxamide
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2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylJmethyl } -N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

2-({1-[3-fluoro -4-(triﬂuordmct_hyl)benzoyl] azetidin-3-yl}methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[4-chloro-3-(trifluoromethyl)benzoyljazetidin-3-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-ylJmethyl} -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-

(trifluoromethyl)phenoxy]benzoyl} azetidin-3-yl)methyl]-2H-indazole-5-

carboqunide

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

(trifluoromethoxy)benzoyl]azetidin-3-yl} methyl)-2H-indazole-5-carboxamide

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

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -N-[2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

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

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

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

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

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl }methyl)-N-(2-methoxyethyl)-

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

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -4-methyl-N-[2-(2,2,2-

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

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-[(1-{4-[4-(trifluoromethyl)
phenoxyibenzoyl}azetidin-3-yl)methyl]}-2H-indazole-5-carboxamide

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

carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-{4-(4-chlorophenoxy)benzoyi]azetidin-3-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-yl]oxy}
benzoyl)azetidin-3-ylimethyl}-2H-indazole-5-carboxamide

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

carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluvoromethyl)phenoxylbenzoyl} piperidin-4-yl)methyl]-2H-indazole-5-

carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[ 1 -(4- {[5-(trifluoromethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-ylJmethyl } -2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(trifluoromethyl)pyridin-3-
ylJoxy}benzoyl)piperidin-4-ylJmethyl} -2H-indazole-5-carboxamide

2-({1-[4-(3-fluorophenoxy)benzoylpiperidin-4-yl} 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)phenoxylbenzoyl } piperidin-4-yl)methyl]-2H~indazole-5-

carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

- 2-({1-{(4"-methoxy-2'"-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-4-

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

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

2-({1-[4-(4<yanophenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxyethyi)-4-

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-
ylloxy}benzoyl)piperidin-4-yljmethyl}-2H-indazole-5-carboxamide

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

N-(2-methoxyethyl)-4-methyl-2-{[ 1 -(4-{[4-(trifluoromethy!)pyrimidin-2-
ylloxy}benzoyl)piperidin-4-ylJmethyl} -2H-indazole-5-carboxamide
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164 N-(Z-methoxvethyl)-4-methvl-2-{[1-(4- {[6-(trifluoromethy)pyridin-3-

ylloxy}benzoyl)piperidin-4-yljmethyl} -21-indazole-5-carboxamide

E165 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoromethyl)pyridin-2-

ylJoxy}benzoyl)piperidin-4-yl]methyl } -2H-indazole-5-carboxamide

E166  2-({1-[(4"-methoxybiphenyl-4-yl)carbonyl]piperidin-4-y1} methyl)-N-(2-

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

E168  N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-
(trifluoromethyl)phenoxyjbenzoyl } piperidin-4-yl)methyl]-2H-indazole-5-

carboxamide

E170  2-[(1-{4-[(5-chloropyridin-2-yl)oxylbenzoyl} piperidin-4-yl)methy!]-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

Ei7t  2-({i-[9-(2.4-dilluorophenoxy)benzoyijpiperidin-4-vi}methyi)-N-(2-

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

E172  2-({1-[4-(3,4-diflucrophenoxy)benzoyl]piperidin-4-yl }methyl)-N-(2-

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

E173  N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(trifluoromethyl)biphenyl-4-
yljcarbonyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

E174  2-({1-[4-(3-fluorophenoxy)benzoylpiperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2I1-indazole-5-carboxamide

E175  2-{|1-(2-fluoro-4-isopropoxybenzoyl)piperidin-4-ylJmethyl} -N-(2-methoxyethyl)-

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

E176  2-({1-[(3-fluoro-3',4'-dimecthylbiphenyl-4-yl)carbonylpiperidin-4-yl}methyl)-N-(2-

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

E177  2-({1-}(2',3-difluoro-4"-methoxybiphenyl-4-yl)carbonyl]piperidin-4-v1 }methyl)-N-

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

E178  2-({1-[4-(difluoromethoxy)benzoyllpiperidin-4-yl} methyl)-N-(2-methoxyethy!)-4-

methyl-2H-indazole-5-carboxamide
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2-({1-[4-(2-fluorophenoxyiberzoylpiperidin-4-vltmethyl)-N-(2-methoxvethyvl)-4-

methyl-211-indazole-3-carboxamide

2-({1-[(4"-cyano-2'-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl y methyl)-N-(2-

methoxyethyl)-4-methyl-211-indazole-5-carboxamide

2-({1-[4-(5-chloropyridin-2-yl}benzoylpiperidin-4-yl} methyl }-N-(2-

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

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

N-(2-methoxyethyl)-2-( {1-[(4"-methoxy-2"-methylbiphenyl-4-vl)carbonyl]piperidin-

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

2+11-[(4"-chloro-2'-methylbiphenyl-4-yl)carbonyl)piperidin-4-yl} methyl)-N-(2-

methoxyethyi)-4-methyi-2H-indazoie-5-carboxamide

2-[(1-{[4"-(2-cyanopropan-2-yl)biphenyl-4-yl}carbonyl} pipcridin-4-yl)methyl]-N-

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

N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyridin-2-yl)benzoyljpiperidin-4-

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

N-(2-methoxycthyl)-4-methyl-2-[(1-{4-[6-(trifluoromethyl)pyridin-3-

yl]benzoyl} piperidin-4-yl)methyl]-2H-indazole-S-carboxamide

N-(2-methoxyecthyl)-2-({1-[4-(6-methoxypyridin-3-yl)benzoyl]piperidin-4-

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

2-({1-[(4"-fluoro-2'-methylbiphenyl-4-yl)carbonylpiperidin-4-y1 } methyl)-N-(2-

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

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

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

N-(2-methoxyethyl)-2-( { 1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidin-4-

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

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

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[2-(trifluoromethyl)pyrimidin-5-
yllbenzoyl} piperidin-4-yl)methyl}-2H-indazole-5-carboxamide

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

2-({1-{(2"-chloro-4'-fluorobiphenyl-4-yl)carbonyl]piperidin-4-yl }methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

2-({1-{4-(5-fluoropyridin-3-yh)benzoyl]piperidin-4-y!} methy!)-N+2-methoxyethyl)-

4-methvl-ZH-indazole-5-carboxamide

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

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

2-({1-[(3",5"-difluorobiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl}-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbonyl]jpiperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

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

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

N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphenyl-4-yl)carbonyllpiperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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Particular preference is furthermore given to the following compounds:

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

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

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-
yl]Joxy}benzoyl)piperidin4-yl]Jmethyl} -2H-indazole-5-carboxamide

Administration of the EP2 receptor antagonist according to general formula I or [a can take place
as a single dose or as two doses. The daily dose is 0.1 — 1000 mg, preferably 50 — 600 mg, where
the dose may be administered as a single dose to be administered once or divided into 2 or more

partial doses.

It may be necessary to deviate from the amounts mentioned of EPZ receptor antagonist of the
general formula I or Ia, depending on body weight, administration route, individual response to
the active compound, type of preparation and time or interval at which administration takes
place. Thus, in some cases it may be sufficient to use less than the minimum amount mentioned

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

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

pharmaceutical composition

In principle, COX inhibitors suitable for use according to the invention are all COX inhibitors
available for other indications. This means both selective and non-selective COX inhibitors.

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

C2 diclofenac;

C4 naproxen;

C5 ibuprofen;

Co6 meloxicam;

C7 piroxicam;

C8 nimesulide;
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C9 ketoprofen;

C10  tenoxicam,;

Cl1  mefanemic acid;

Cl12  Kketoralac;

C13  celecoxib (4-[5-(4-methylphenyl)-3-(trifluoromethyl)-1H-pyrazol-1-
yl]benzenesulphonamide};

Cl4  parecoxib (N-[4-(5-methyl-3-phenyl-4-isoxazolyl)phenyl]sulphonylpropionamide);

Cl5  rofecoxib (4{4-mesylphenyl)-3-phenylfuran-2(5H)-one);

Cl16  valdecoxib (4-[5-methyl-3-phenyl-4-isoxazoyl)benzenesulphonamide);

C17  etoricoxib.

Particular preference is given to:

C1

c2

C4

C5

Cé

C7

C8

indomethacin;

diclofenac;

naproxen;

ibuprofen;

meloxicam;

piroxicam;

nimesulide.

Very particular preference is given to:

C1

C2

Cé

C7

indomethacin;
diclofenac;
meloxicam;

piroxicam.
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In the case of the COX inhibitors, too, administration of the COX inhibitors may be by
administration of single doses or by administration of two doses. In the case of the COX
inhibitors, too, different dosages are used, depending on the COX inhibitor employed. The
amount of COX inhibitor present in the pharmaceutical composition varies, depending on the
chosen inhibitor. Dose ranges for the COX inhibitors used according to the invention result from
the therapeutic doses per day for the COX inhibitor in question. These therapeutic doses refer to
relatively long-term treatments and continuous therapies, so that for the present indication of on-
demand contraception, it is also possible to use four times the recommended therapeutic dose.
The lower limit is considered to be a quarter of the recommended therapeutic dose. In the case of
the COX inhibitors, too, the dose can be administered as a single dose to be administered once or

divided into 2 or more partial doses.

According to the invention, the following dose ranges are suitable for on-demand use:
C1 indomethacin: 19 — 800 mg/day (daily therapeutic dose: 75-200 mg/day*)
C2 diclofenac: 37.5 — 800 mg/day (daily therapeutic dose: 150 - 200 mg/day*)
C4 naproxen: 125 — 4000 mg/day (daily therapeutic dose: 500-1000 mg/day*)
C5 ibuprofen: 200 — 4800 mg/day (daily therapeutic dose: 800-1200 mg/day*)
C6 meloxicam: 2 — 60 mg/day (daily therapeutic dose: 7.5-15 mg/day)

Cc7 piroxicam: 5 — 80 mg/day (daily therapeutic dose: 20 mg/day™*) ‘

Cs8 nimesulide: 25 — 800 mg/day (daily therapeutic dose: 100-200 mg/day*)
C9 ketoprofen: 25 — 1200 mg/day (daily therapeutic dose: 100 -300 mg/day*)
C10  tenoxicam: 10 — 160 mg/day (daily therapeutic dose: 40 mg/day*)

C11  mefanemic acid: 125 — 2000 mg/day (daily therapeutic dose: 500 mg/day*)
C12  ketoralac: 2.5 ~ 160 mg/day (daily therapeutic dose: 10 - 40 mg/day*)

C13  celecoxib: 25 — 800 mg/day (daily therapeutic dose: 100 - 200 mg/day*)
Cl4  parecoxib: 12.5 — 200 mg/day (daily therapeutic dose: 50 mg/day*)

Cl15  rofecoxib: 6 — 200 mg/day (daily therapeutic dose: 25 - 50 mg/day*)
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Cl16  valdecoxib; 10 — 160 mg/day (daily therapeutic dose: 40 mg/day)
C17  etoricoxib: 15 — 360 mg/day (daily therapeutic dose: 60 - 90 mg/day)
"Huntjens et al. Rheumatology; (2005); 44:846-859

In the case of the COX inhibitors, too, it may, if required, be necessary to deviate from the
above-mentioned amounts of COX inhibitors, namely depending on body weight, administration
route, individual response to the reactive compound, type of preparation and time or interval at
which the administration takes place. Thus, in some cases it may be sufficient to use less than the
minimum amount mentioned above, whereas in other cases the upper limit mentioned must be

exceeded.

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

antagonists according to the general formula I or Ia.

Combinations which are preferred in accordance with the invention comprise an EP2 receptor

antagonist according to general formula Ia from the list

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

Ei126 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluvoromethyl)phenoxy]benzoyl} piperidin-4-ylmethyl]-2H-indazole-5-carboxamide

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-
yljoxy}benzoyl)piperidin-4-ylJmethyl } -2H-indazole-5-carboxamide

and a COX inhibitor from the list
Cl indomethacin;

C2 diclofenac;

C4a naproxen;

C5 ibuprofen;

Cé6 meloxicam;

C7 piroxicam;
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C8 nimesulide;

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

following list:

Cl indomethacin;
(69 diclofenac;
Cé meloxicam;
C7 piroxicam.

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

control

The invention furthermore provides the use of the pharmaceutical composition comprisiag at
least one EP2 rcceptor antagonist of formula la and at ieast one COX inhibitor for on-demand

contraception and for fertility control.

On-demand contraception, fertility control on demand, precoital contraception or contraception
on demand all refer to the on-demand use of one or more substances for preventing unwanted
pregnancy. The administration can be before or shortly after expected sexual intercourse. Here,
on-demand does nol mean optional. Rather, the substance/substances has/have to be

administered to prevent unwanted pregnancy.

Contraception, birth control or fertility control all refer likewise to the continuous regular intake
of one or more substances at low dosage according to a fixed protocol over a relatively long
period of time extending over a plurality of cycles. Intake of the pharmacological contraceptive

is independent of the frequency and time of sexual intercourse.

Administration route

The pharmaccutical compositions according to the invention and their use can be systematic
and/or local. To this end, they can be administered in a suitable manner, for example orally,
pulmonarily, nasally, dermally or transdermally. Further administration routes are vaginal or
intrauterine. Suitable for vaginal administration are tampons, gels, suppositories. pessaries or
intravaginal rings. Suitable for intrauterine administration are, inter clia, intrauterine systems or

intrauterine pessaries.
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Suitable for oral administration are administration forms described in the prior art as being
suitable and comprising the EP2 receptor antagonists according to general formula I or Ia
according to the invention and COX inhibitors in crystalline and/or amorphized and/or dissolved
form, such as tablets (uncoated tablets or coated tablets, for example with enteric coatings or
coatings which dissolve in a delayed manner or insoluble coatings controlling the release of the
compound according to the invention), tablets which rapidly disintegrate in the oral cavity or
films/wafers, films/lyophilizates, capsules (for example hard or soft gelatine capsules), sugar-

coated tablets, wafers, granules, pellets, powders, emulsions, suspensions, acrosols or solutions.

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

hydroxypropyl cyclodextrin may be mentioned.

Suitable for the other administration routes are, for example. inhalative medicinal forms (inter
alia powder inhalers, nebulizers), nasal dfops, solutions, sprays; tablets, films/wafers or capsules
to be administered lingually, sublingually or buccally, suppositories, aqueous suspensions
(lotions, shake mixtures), lipophilic suspensions, ointments, creams, transdermal systems (for

example patches), milk, pastes, foams or powders for sprinkiing.

The pharmaceutical compositions according to the invention can be converted into the stated
administration forms. This can take place in a manner known per se by mixing with inert non-
toxic pharmaceutically suitable auxiliaries. These auxiliaries include, inter alia, carriers (for
example microcrystalline cellulose, lactose, mannitol), solvents (for example liquid polyethylene
glycols), emulsifiers and dispersants or wetting agents (for example sodium dodecylsulphate,
polyoxysorbitane oleate), binders (for example polyvinylpyrrolidone), synthetic and natural
polymers (for example albumin), stabilizers (for example antioxidants such as, for example,
ascorbic acid), colorants (for example inorganic pigments such as iron oxides) and taste and/or

odour corrigents.

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

pressure or buffers.
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The present invention furthermore provides medicaments or pharmaceutical compositions
comprising at least one EP2 receptor antagonist according to general formula I or Ia according to
the invention and at least one COX inhibitor, usually together with one or more inert non-toxic
pharmaceutically suitable auxiliaries, and their use for on-demand contraception and fertility

control.

The pharmaceutical formulation may comprise at least one EP2 receptor antagonist of the
general formula I or Ia and at least one COX inhibitor, cither together in one administration form
(for example a combination tablet) or in two separate administration forms (for example a
tablet), where one administration form comprises at least one EP2 receptor antagonist and the

other administration form comprises at least one COX inhibitor.

The person skilled in the art is familiar with how to prepare the pharmaceutical formulation. The

preparation of a formulation as combination tablet is described in preparation example 1.
Administratien protocol

The invention furthermore provides an administration protocol for on-demand contraception
where a pharmaceutical composition comprising at least one COX inhibitor from the list
mentioned above and at least one EP2 receptor antagonist according to general formula I or Ja
are administered in a single administration dose over a period of up to 24 hours, preferably 6 -

12 hours, prior to expected sexual intercourse or of up to 2 hours after sexual intercourse.

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

24 hours after sexual intercourse.

Also provided is an administration protocol where two separate pharmaceutical compositions

each comprising at least one COX inhibitor from the list mentioned above and at least one EP2
receptor antagonist of the general formula I or Ia are administered in succession, at an interval.
The compositions of the two pharmaceutical compositions can be identical or different with
respect to selection and dosage of the EP2 receptor antagonist of the general formula I or la and
the COX inhibitor. Administration of the first pharmaceutical composition is within a period of
up to 24 hours, preferably 6 — 12 hours, prior to expected sexual intercourse, and administration
of the second pharmaceutical composition is within a period of up to 48 hours after the expected

sexual intercourse.

In the cases where the two pharmaceutical compositions are different, the dose of one of the

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

intercourse.

By an appropriate administration protocol, it is possible to achieve sufficiently high active
compound plasma levels for a sufficiently long period of time to counteract unwanted
pregnancy. Thus, in the female genital tract sperms are viable for about 5 days. If appropriate,
administration after sexual intercourse may also take place as a plurality of doses to achieve

active plasma concentrations over a period of up to 5 days.

Furthermore, by administering two pharmaceutical compositions it is possible to achieve an even
better efficacy of the preparation. Also, in cases where the expected sexual intercourse has not
taken place, the active compound load can be reduced by dispensing with the administration

which should have taken place after the expected sexual intercourse.

The invention furthermore provides a kit for on-demand contraception, comprising at least two
tablets each comprising at ieast one COX inhibitor and at least one EP2 receptor antagonist of
the general formula I or Ia. A first tablet is taken during a period of up to 24 hours, preferably
6 — 12 hours, prior to the expected sexual intercourse, and at least one further tablet is taken

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

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

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



10

15

20

25

30

WO 2014/187744 PCT/EP2014/060103

_49 -

Process for the production of the compounds according to the invention of the general
formula I and Ia:

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 formula VIII is reacted with an amine of the
general formula XI by methods known to those skilled in the art to give the compounds

according to the invention of the general formula I (Scheme 1).

The reaction takes place in that for example a carboxylic acid of the formula VIII is conyeﬂed
with isobutyl chloroformate in the presence of a tertiary amine, for example triethylamine, into a
mixed anhydride, which reacts with an alkali metal salt of the appropriate amine XI in an inert
solvent or solvent mixture, for example tetrahydrofuran, N,N-dimethylformamide or dimethoxy-

ethane at temperatures between -30°C and +60°C to give the target compounds of the formula I.

It is also possible to activate a carboxylic acid VIII with reagents such as for example
dicyclohexylcarbodiimide (DCC), 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide (EDCI),
N-hydroxybenzotriazole (HOBT) or N-[(dimethylamino)-(3H-[1,2,3]triazolo[4,5-b]pyridin-3-
vloxy)methyliden]-N-methylmethanaminium hexafluorophosphate (HATU). For example the
reaction with HATU takes place in an inert solvent, for example N,N-dimethylformamide or
dimethyl sulphoxide in the presence of the appropriate amine XI and a tertiary amine, for

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

It is also possible, to convert a carboxylic acid of the formula VIII into the corresponding
carboxylic acid chloride with an inorganic acid chloride, for example phosphorus pentachloride,
phosphorus trichloride or thionyl chloride and then into the target compounds of the general
formula I in pyn’diné or an inert solvent, such as for example N,N-dimethylformamide, in the
presence of the appropriate amine XI and a tertiary amine, for example triethylamine, at

temperatures between -30°C and +60°C.

The compounds according to the invention of the general formula I can also be obtained from
bromoindazoles of the general formula VI under palladium(0) catalysis by reaction with an
appropriate amine XI and carbon monoxide (CO) or a carbon monoxide source, such as for
example molybdenum hexacarbonyl in a suitable solvent or solvent mixture, for example
1,4-dioxan/water or tetrahydrofuran, addition of a base such as for example sodium carbonate or
1,8-diazabicyclo(5.4.0)undec-7-ene (DBU) and a catalyst-ligand mixture, for example
palladium(Il) acetate or trans bis(acetato)bis[o-(di-o-tolylphosphino)benzyl]-dipalladium(Il) /
tri-tert-butylphosphinotetrafluoroborate at temperatures between 80°C and 160°C (optionally
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with microwave irradiation between 80-200 watts), and in case of the use of carbon monoxide at

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

The compounds according to the invention of the general formula 1 can also be obtained from
amines of the general formula XV by reaction with carboxylic acids (Y = OH), chlorides (Y =
Cl) or anhydrides (e.g. Y = O-C(0)-O-CH,(CH)3;CHj) of the formula IX in the manner described
for the production of the compounds I from the compounds VIII and XTI (Scheme 2).

Likewise, the compounds of the general formula I can be obtained from compounds of the
general formula X VI, wherein LG’ for example means Br or I, by reaction with compounds of

the formula XVIII (Scheme 2).

Compounds of the formula XVII are for example (Het)Arylboronic acids (R*-Met = (Het)Ar-
B(OH),) or boronic acid pinacol esters (R-Met= (Het)Ar-BPin), which are converted to biaryl
compounds of the formula 1 by methods known to those skilled in the art in a suitable solvent,
for exampie N,N-dimethyiformamide, tetrahydrofuran, dimethoxyethane and optionally water
and addition of a base, for example triethylamine, potassium carbonate, caesivm carbonate and a
catalyst-ligand mixture, for example of palladium(Il) acetate / triphenylphosphine,
bis(diphenylphosphino)ferrocenedichloropalladium (II) at temperatures between 20°C and
120°C.

Compounds of the formula XVII can also be (Het)Arylalcohols (R*-Met = (Het)ArO-H), which
are converted into biaryl ethers of the formula I by methods known to those skilled in the art in a
suitable solvent, for example N,N-dimethylformamide or dimethyl sulphoxide with addition of a
base, for example potassium carbonate, caesium carbonate under copper-(I) catalysis e.g. with

copper(l) bromide at temperatures between 60°C and 120°C.

The carboxylic acids of the general formula VIII can for example be obtained from esters of the
formula VII by ester saponification in a suitable solvent or solvent mixture, for example
methanol, ethanol or tetrahydrofuran, water with addition of an aqueous solution of an alkali
metal hydroxide, for example sodium hydroxide or lithium hydroxide at temperatures between

20°C and 60°C (Scheme 1).

In the same manner, the carboxylic acids XIII can be obtained from the esters XII (Scheme 2,
PG: e.g. Boc (tert-butyloxycarbonyl) and the carboxylic acids XXI from the esters XX (Scheme
3,LG":eg. Brorl).

The esters of the general formula VII can be obtained from bromoindazoles of the general

formula VI under palladium(0) catalysis by reaction with carbon monoxide or a carbon
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monoxide source, such as for cxample melybdenuin hexacarbonyl, and methanol in a suitable
solvent, for example dimethyl sulphoxide, N,N-dimcthylformamide or tetrahydroturan and
addition of a base, for example triethylaminc or 1,8-diazabicyclo(5.4.0)undec-7-enc and a
catalyst-ligand mixture, for example of palladium(Il) acctate / bis-1,3-diphenylphosphino-
propane or {rans bis(acctato)bis[o-(di-o-tolylphosphino)benzylldipalladium(I) / (ri-tert-
butvlphosphinotetrafluoroborate at temperatures between 20°C and 140°C (optionally with
microwave irradiation between 80 - 200 watts), and in case of the use of carbon monoxide at a

CO pressure of 5 — 15 bar (Scheme 1).

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

the corresponding cthyl csters can be synthesized.

In the same manner, the esters XII can be obtained from the bromides IV (Scheme 2, -PG: e.g.

-Bac)

The amides of the general formula VII can also be obtaned from the amines of the general
formula XIX by reaction with compounds of the general formula IX (Scheme 3), analogously to

the synthesis of the compounds I from the compounds XV (Scheme 2).

The compounds of the general formula VII can also be obtained from compounds of the formula
XX and reaction with compounds of the formula XVIIT (Scheme 3), analogously to the described

conversion of the compounds X VI to the compounds of the formula I (Scheme 2).

The amides of the gencral formula VI can be obtained {rom amines of the general formula V by
reaction with carboxylic acids (Y = OH), chlorides (Y = Cl) or anhydrides (e.g. Y = O-C(0)-O-
CH,(CH);CH;) of the formula IX (Scheme 1), as described for the conversion of amines XV to

amides I (Scheme 2).

The amides of the general formula XVI can be obtained in analogous manner from amines XV
and carboxylic acids or carboxylic acid derivatives XVII (Y: e¢.g. OH, Cl or O-C(0)-O-
CH(CH);CHs; L.G': e.g. Bror I) {Scheme 2).

Analogously, amines XX (I.G": ¢.g. Br or I) can be obtained from amines XIX and carboxylic
acids or carboxylic acid derivatives XVII (Y: e.g. OH, Cl or O-C(0)-O-CH,(CH):CH;; L.G": ¢.g.
Br or I) (Scheme 3).
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Likewise, carboxylic acids XIII (PG: e.g. Boc) can be converted with amines XI to amides XIV
(Scheme 2) and carboxylic acids XXI (LG": e.g. Br, I) with amines X1 to amides X VI (Scheme

3) in this manner.

The secondary amines V can be obtained from the corresponding carbamates IV (PG: e.g. Boc)

by methods known to those skilled in the art (Scheme 1).

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

the amines V are formed as the corresponding salts.

Analogousiy, the amines XV can be obtained from the carbamates XIV (Scheme 2) and the

amines XIX from the carbamates XII (Scheme 3).
The 2H-indazoles of the general formulae I'V and VI can be produced in various ways.

For example, 2H-indazoles IV can be obtained from /H-indazoles of the general formula II by
alkylation with compounds of the general formula III (PG: e.g. Boc, LG: e.g. Br, I, O-Ts
(tosyloxy) or O-Ms (mesyloxy)) in a suitable solvent, for example N,N-dimethylformamide,
N,N-dimethylacetamide, dimethyl sulphoxide or else THF, 1,4-dioxan and addition of a base
such as for example potassium carbonate or caesium carbonate (optionally with addition of
tetrabutylammonium iodide) or else sodium bis(trimethylsilyl)amide, at temperatures between
25°C and 100°C or else in case of the use of sodium bis(trimethylsilyl)amide 0°C and 25°C

(Scheme 1).

Analogously the 2H-indazoles of the general formula VI can be obtained from /H-indazoles of
the general formula II and compounds of the general formula X (LG: e.g. Br, I, O-Ts or
O-Ms) (Scheme 1).

The 2H-indazoles of the general formula IV can also be obtained from ortho-nitrobenzaldehydes
of the general formula XXVII by reaction with an appropriate amine XXVIII (PG: e.g. Boc) in a
suitable solvent, for example 1,4-dioxan and addition of a reducing agent such as for example
triethyl phosphite, possibly with addition of potassium carbonate or caesium carbonate or

powdered molecular sieve, at temperatures between 100°C and 160°C (Scheme 4).

Analogously, the 2H-indazoles of the general formula VI can be obtained from ortho-
nitrobenzaldehydes XXVII by reaction with amines XXIX (Scheme 4).
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The compounds of the general formula XIV (PG: e.g. Boc) can also be obtained from bromo-
indazoles of the general formula IV (PG: e.g. Boc) under palladium(0) catalysis by reaction with
an appropriate amine XI and carbon monoxide or a carbon monoxide source, such as for
example molybdenum hexacarbonyl (Scheme 2), analogously to the described process for the

conversion of the bromoindazoles VI to the compounds of the general formula I, (Scheme 1).

The ortho-nitrobenzaldehydes of the general formula XXVII can be produced from the ortho-
nitrotoluenes of the general formula XXVI by methods known to those skilled in the art in two

reaction steps (Scheme 4).

For this, an ortho-nitrotoluene XXVI is dissolved in a suitable solvent such as N,N-dimethyl-
formamide and converted with N,N-dimethylformamide dimethyl acetal at temperatures of 100 —
140°C to the corresponding enamine, which is immediately oxidized at temperatures of 0°C —
20°C to the corresponding ortho-nitrobenzaldehyde with a suitable oxidizing agent such as for
example NalQ. in a suitable aqueous solvent mixture such as water/N,N-dimethylformamide and
optionally with addition of a base such as for exampie triethyiamine, N,N-diisopropyi-

ethylamine, sodium hydrogen carbonate or sodium carbonate.

The ortho-nitrotoluenes of the general formula XXVI can be produced from the ortho-
methylanilines of the general formula XXV by methods known to those skilled in the art
(Scheme 4). ‘ '

For this, an ortho-methylaniline XXV is dissolved in a suitable solvent such as dichloromethane
or chloroform, treated with zirconium(IV) tert-butoxide, ground molecular sieve 3A and tert-

butyl hydroperoxide and reacted at temperatures of 20-40°C.

The /H-indazoles of the general formula II can be liberated from the acetamides of the general

formula XXIV by methods known to those skilled in the art (Scheme 4).

For this, for example an acetamide XXIV is reacted in a suitable solvent such as methanol or

ethanol and addition of 37% hydrochloric acid at temperatures of 40 — 80°C.

Analogously thereto, the anilines of the formula XXV can be liberated from the acetanilides of

the formula XXIII (Scheme 4).

The acetamides of the general formula XXIV can be produced from the ortho-methyl-
acetanilides of the general formula XXIII by methods known to those skilled in the art (Scheme
4).
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For this, the ortho-methyl-acetanilides XXIII are dissolved in a suitable solvent such as
chloroform or toluene, treated with aceic anhydride, isopentyl or tert-butyl nitrite. and

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

The ortho-methyl-acetanilides XX1lI can be produced from the acclanilides of the general

formula XXII by bromination by methods kaown to those skilled in the art (Scheme 4).

For this, the acetanilides XXII, which can for example be obtained from the corresponding
anilines by reaction with acetic anhydride in a suitable solvent (c.g. loluene) at temperatures of

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

The compounds of the general formula III wherein LG means -OTs or -OMs can be produced by

methods known to those skilled in the art {rom the comresponding zlcchols.

For this, the alcohols are reacted with p-toluenesulphonyl chloride or methanesuiphonyl chioride
at temperatures between 0°C and 40°C in a suitable solvent. e.p. dichloromethane or

tetrahvdrofuran or toluene and addition of a suitable base, e.g. pyridine or triethylamine.

The compounds of the general formula X, wherein 1.G means -OTs or -OMs, can be produced
from the corresponding amino alcohols XXX by methods known to those skilled in the art
(Scheme 4).

For this, in a first step the amino alcohols XXX are converted to the corresponding amides
XXXI in a suitable solvent, e.g. dichloromethane, with arylcarboxylic acid chlorides of the
formula CI-C(O)-Ar-R* and addition of a suitable base, e.g. tricthylamine, at temperatures
between 0°C and 25°C. Optionally, corresponding esters tormed as by-products can be separated
or else saponified 1o the corresponding alcchols XXXI under standard conditions, ¢.g. with use
of a base, e.g. potassium hydroxide, in a suitable solvent mixture, e.g. ethanol/water, at

temperatures between 20°C and 40°C

The N-protected alcohols XXXI thus obtained can be converted into the compounds of the
formula X with 1.G: -OTs or -OMs analogously to the process described for the synthesis of the
compounds TI[. Compounds of the formula X with LG: -Br can be obtained from the
corresponding alcohols XXXIT by methods known to those skilled in the art by rcaction with a
brominating agent such as for example CBry with addition of PPh; as an oxophile in a suitable

solvent, e.g. chloroform, at temperatures between 20°C and 40°C.

The compounds of the general formula XXIX, can be produced by mcthods known to those

skilled in the art for example from the amines of the formula XXXII (Scheme 4).
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For this, n a first step, the amines XXXII are converted to the corresponding amides XXXIII

analogously to the synthesis of the compounds I from the compounds XV,

The tert-butyloxycarbonyl group in compounds of the formula XXXIII is cleaved analogously to
the conversion of the compounds IV to the compounds V, hence the compounds of the formula

XXIX can be obtained.

Scheme 1]

Scheme 2
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Production of the compounds according 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 production of the compounds according to the invention of
the general formula (I) and Ia, without limiting the range of the claimed compounds to these

examples.

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

characterized as described below.

LC-MS: Waters Acquity HPLC / MS 100-800 Daltons; 20 V (Micromass / Waters ZQ 4000);
Column: BEHC 18 (Waters), 2.1 x 50 mm, BEH 1.7 pm; Mobile phase: A: H,0/0.05%
HCOOH, B: CHi:CN/0.05% HCOOH. Gradient: 10-90% B in 1.7 min, 90% B for 0.2 min. 98-
2% B in 0.6 min; Flow rate: 1.3 ml / min, Detection: UV = 200 - 400 nm.

Chiral HPLC separation method A:

Preparative chiral HPLC: System: Dionex: Pump P 580, Gilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak AD-H 5 pm 250x20 mm; Solvent: hexane / ethanol

50:50; Flow rate: 15 ml/min; injection volume: 0.5 ml; Detection: UV 254 nm.

Analytical chiral HPLC: System: Waters: Alliance 2695, DAD 996, ESA: Corona; Column:
Chiralpak AD-H 5 pm 150x4.6 mm Solvent: hexane / ethanol 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: DAD 254 nm.

Chiral HPLC separation method B:

Preparative chiral HPLC: System: Dionex: Pump P 580, Gilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak IC 5 pm 250x30 mm; Solvent: ethanol / methanol
50:50; Flow rate: 30 ml/min; injection volume: 0.5 mi; Detection: UV 254 nm.

Analytical chiral HPLC: System: Waters: Alliance 2695, DAD 996, ESA: Corona; Column:
Chiralpak IC 5 pm 150x4.6 mm Solvent: ethanol / methanol 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: DAD 254 nm.

Chiral HPLC separation method C:
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Preparative chiral HPLC: System: Dionex: Pump P 580, Gilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak AD-H 5 pm 250x20 mm; Solvent: hexane / 2-propanol

50:50; Flow rate: 15 ml/min; injection volume: 0.25 ml; Detection; UV 254 am,

Analytical chiral HPLC: System: Waters: Alliance 2695, DAD 996, ESA: Corona; Column:
Chiralpak AD-H 5 pm 150x4.6 mm Solvent: hexane / 2-propanol 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 pl; Detection: DAD 254 nm.

Chiral HPLC separation method D:

Preparative chiral HPLC: System: Dionex: Pump P 580, Gilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak IB 5 pm 250x20 mm; Solvent: hexane / ethanol 70:30;

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

Analytical chiral HPLC: System: Waters: Alliance 2695, DAD 996, ESA: Corona; Column:
Chiralpak IB 5 pm 150x4.6 mm Solvent: hexane / ethanol 70:30; Fiow rate: 1.0 ml/min;

Temperature: 25°C; injection: 5 ul; Detection: DAD 230 nm.
Chiral HPLC separation method E:

Preparative chiral HPLC: System: Dionex: Pump P 580, Gilson: Liquid Handler 215, Knauer:
UV detector K-2501 Column: Chiralpak IC 5 pm 250x20 mm; Solvent: ethanol / methanol

50:50; Flow rate: 15 ml/min; injection volume: 0.3 ml; Detection: UV 230 nm.

Analytical chiral HPLC: System: Waters: Alliance 2695, DAD 996, ESA: Corona; Column:
Chiralpak IC 5 pum 150x4.6 mm Solvent: ethanol / methanol 50:50; Flow rate: 1.0 ml/min;
Temperature: 25°C; injection: 5 ul; Detection: DAD 230 nm.

Abbreviations

Boc tert-butoxycarbonyl

CO carbon monoxide

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

DMF N,N-dimethylformamide

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

N-[(dimethylamino)-1H-1,2,3-triazolo[4,5-b]pyridin-1-ylmethylen]-

N-methylmethanaminium hexafluorophosphate N-oxide
high pressure, high performance liquid chromatography
concentrated

liquid chromatography-coupled mass spectroscopy
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-ylJmethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

y =N
Hac\o /\/N\[ o
o} CH,
0

F
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a7

To a solution of 33.7 my of 4-cyano-2-fluorobenzoic acid in 1.0 ml dimethyl sulphoxide werc
added 85.5 myg of HATU, 75 mg of the amine prepared in Example la and 0.071 ml of N,N-
diisopropylethylamine and this was stirred for 1 hour at 25°C. The mixture was concentrated in

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

'H-NMR (400 M1z, DMSO-dg): ~ [ppm]= 1.07 - 1.28 (2H), 1.30 - 1.44 (1H), 1.47 - 1.61 (111),
2.18 - 2.34 (1H), 2.49 (3H), 2.71 - 2.83 (1H), 2.92 - 3.08 (111, 3.32 (4H), 3.36 (2H), 3.42 (2H),
4.31 (2H), 4.39 - 4.51 (1H), 7.14 (1H), 7.38 (1H), 7.50 - 7.63 (1H), 7.71 - 7.79 (11I), 7.95 (1H),
8.09 - 8.15 (110), 8.47 (1¥).

The starting material for the above title compound was prepared as follows:

Example la: N-(2-methoxyethyl)-4-methyl-2-(4-piperidyimethyl)-2H-indazole-5-carboxamide

hydrochloride
O
§ &,
N oro

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

the title compound, which was further reacted without further purification.

"H-NMR (300 MHz, DMSO-dg): 8 [ppm]= 1.33 - 1.50 (2H), 1.52 - 1.62 (2H), 2.17 - 2.31 (1H),
2.32 - 238 (1H), 2.49 (3H), 2.67 - 2.86 (211), 3.13 - 3.28 (5II), 3.31 - 3.46 (4H), 4.33 (2H), 7.16
(1H), 7.38 (11), 8.13 (1H), 8.53 (111), 8.71 - 8.88 (111), 8.99 - 9.11 (1H).

Example 1b: Tert-butyl 4-({5-[N-(2-methoxyethyl)carbamoyl]-4-methyl-2H-indazol-2-y1}-
methyl)piperidin-1-carboxylate

AP

v
HiCug /\/NW‘\\/
O CH, d

Yo
0

W
Version A: 2820 mg of 1c, 1556 mg of 2-methoxyethylamine, 1823 mg of molybdenum hexa-

carbonyl, 200.4 mg of tri-tert-butylphosphine tetrafluoroborale and 647.5 mg of trans-
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bis(acetato)-bis[o-(di-o-tolylphosphino)benzyl]dipalladium(ll) were placed in portions in three
microwave tubes and suspended with 56 ml THF. Then 3.1 ml of DBU were added and the
mixtures stirred for 20 mins at 125°C and 200 watts in the microwave. The reaction mixtures
were combined, filtered and diluted with some ethyl acetate and the organic phase washed twice
with water and once with saturated sodium chloride solution. This was dried over sodium
sulphate, filtered and concentrated. The residue was chromatographed on the Biotage SP4.

Gradient: ethyl acetate/methanol 0-10%. Yield: 885.1 mg of the title compound.

Version B: 780 mg of 1d and 1747 mg of HATU were first dissolved in 10 m! DMSO. Next,
314 mg of 2-methoxyethylamine and 1080 mg of N,N-diisopropylethylamine were added. The
mixture was stirred for 1 hr at RT. The reaction mixture was poured into water and extracted
three times with ethyl acetate. The combined organic phases were washed with saturated sodium
chloride solution, dried over sodium sulphate, filtered and concentrated. The residue was
purified chromatographically on the Biotage SP4. Gradient: ethyl acetate/methanol 0-10%.
Yield: 740 mg of the title compound.

"H-NMR (400 MHz, DMSO-d¢): & [ppm]= 1.01 - 1.13 (2H), 1.34 (9H), 1.36 - 1.43 (2H), 2.06 -
2.19 (1H), 2.49 (3H), 2.59 — 2.70 (2H), 3.29 (3H), 3.33 - 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 (1H), 8.46 (1H).

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

Pos

H,C C(';":ls
5 g of 5-bromo-4-methyl-1H-indazole was dissolved in 110 ml DMF and treated with 11.5 g of
caesium carbonate and 7.9 g of N-Boc-4-(bromomethyl)piperidine. The mixture was stirred for 3
hrs at 60°C and overnight at RT. The reaction mixture was next diluted with ethyl acetate, and
the organic phase was washed twice with water, dried over sodium sulphate, filtered and
concentrated. The residue was purified chromatographically on the Biotage SP4 via a 65i-Si

column. Gradient: hexane/ethyl acetate 0-100%. Yield: 3.53 g of the title compound.

"H-NMR (300 MHz, DMSO-dg): & [ppm]=0.99 - 1.12 (2H), 1.34 (9H), 1.36 - 1.44 (2H), 2.04 -
2.19 (1H), 2.47 (3H), 2.54 - 2.72 (2H), 3.82 - 3.93 (2H), 4.27 (2H), 7.29 (1H), 7.34 (1H), 8.46
(1H).
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Example 1d: 2-{[1-(tert-butoxycarbonyl)piperidin-4-yl|methyl } -4-methyl-2H-indazol-5-

carboxylic acid

=N
HO =</
0O CH,

s

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

sodium sulphate, filtered and concentrated. Yield: 880 mg of the title compound.

'"H-NMR (300 MHz, DMSO-d): & [ppm]= 0.99 - 1.18 (2H), 1.37 - 1.48 (2H), 1.34 (9H), 2.05 -
2.21 (1H), 2.53 - 2.70 (2H), 2.73 (3H), 3.81 - 3.94 (2H), 4.29 (2H), 7.39 (1H), 7.62 (1H), 8.62
(1H), 11.92 - 12.31 (1H).

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

5-carboxylate

HC Cﬂ:“
666 mg of lc, 156.8 mg of methanol, 645.8 mg of molybdenum hexacarbonyl, 47.3 mg of tri-
tert-butylphosphine tetrafluoroborate and 123.5 mg of trans-bis(acetato)-bis[o-(di-o-tolyl-
phosphino)benzyl]dipalladium(Il) were placed in a microwave tube and suspended in 15 ml
THZF. Then 0.7 ml of DBU were added and the mixture was stirred for 20 mins at 125°C and
150 watts in the microwave. Next, it was concentrated, taken up in ethyl acetate and the organic
phase washed twice with water and once with saturated sodium chloride solution. It was dried
over sodium sulphate, filtered and concentrated. The residue was chromatographed on the

Biotage SP4. Gradient: hexane/ethy] acetate 0-100%. Yield: 363 mg of the title compound.
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'H-NMR (400 M1z, DMSO-do): § [ppm]=1.01 - 1.12 (211), 1.34 (910, 1.37 - 1.45 (2H), 2.08 -

2.19 (1H), 2.53 - 2.69 (2H), 2.73 (3H), 3.79 (3H), 3.83 - 3.93 (211), 4.30 (2H), 7.42 (1H), 7.62
(1H), 8.67 (1H).

Example  2:  2-({1-[4-tert-(butoxy)benzoyl]piperidin-4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

NN

£l -
Hsc\o/\/&\m);;/
0 CH,

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

amine prepared in Example 12 and 39.7 mg of 4-(tert-butoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-dg): & [ppm}= 1.09 - 1.26 (2H), 1.29 (9H), 1.35 - 1.58 (2H), 2.15 -
2.35 (1H), 2.49 (3H), 2.69 - 2.97 (2H), 3.24 (3H), 3.32 - 3.47 (4H), 4.23 - 4.40 (2H), 6.98 (2H),
7.14 (111), 7.23 (211), 7.38 (1H), 8.10 (1H), 8.47 (1H).

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

methyl-2H-indazole-5-carboxamide

H !/\E’;N\N
e
o cH,

N
>—< )—0
o 2
F

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

amine prepared in Example 1a and 47.5 mg of 4-(4-fluorophenoxy)benzoic acid.

TH-NMR (300 MHz, DMSO-d): § [ppm]= 1.10 - 1.30 (211), 1.32 - 1.58 (2H), 2.19 - 2.35 (1H),
2.49 (3H), 2.71 - 3.02 (2H), 3.25 (3H), 3.32 - 3.39 (211), 3.40 - 3.47 (2H), 4.32 (2H), 6.95 (2H),
7.06 -7.14 (3H), 7.15 - 7.27 (311), 7.31 - 7.42 (3H), 8.07 - 8.15 (1H), 8.47 (1H).
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Example 4: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-morpholinobenzoyl)piperidin-4-ylJmethyl}-

2H-indazole-5-carboxamide

=N
H N
HCag N l = b

O CH,

]

2

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

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

'H-NMR (300 MHz, DMSO-d): § [ppm]= 1.09 - 1.29 (2H), 1.36 - 1.53 (2H), 2.16 - 2.34 (1H),
2.49 (3H), 2.72 - 2.94 (2H), 3.13 (4H), 3.24 (3H), 3.42 (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 (1H), 8.07 - 8.15 (1H), 8.47 (1H).

Example 5: 2{1-[(4"-flucrobiphenyl-4-vl)carbonyl]piperidin-4-yi} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

=N
H N
Hac\o/\/ N =, b

0 CH,

\ 7/

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

amine prepared in Example 1a and 44.2 mg of 4-(4-fluorophenyl)benzoic acid.

'H-NMR (300 MHz, DMSO-de): & [ppm]= 1.11 - 1.32 (2H), 1.32 - 1.64 (2H), 2.20 - 2.36 (1H),
2.49 (3H), 2.63 - 3.08 (2H), 3.24 (3H), 3.42 (4H), 3.50 - 3.73 (1H), 4.24 - 4.55 (3H), 7.10 - 7.20
(1H), 7.27 2H), 7.41 (3H), 7.67 (4H), 8.03 - 8.16 (11), 8.48 (1H).

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

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

amine prepared in Example 1a and 44.6 mg of 2-fluoro-4-mesylbenzoic acid.

'H-NMR (300 MHz, DMSO-de): & [ppm]= 1.06 - 1.30 (2H), 1.31 - 1.45 (1H), 1.51 - 1.64 (1H),
2.20 - 2.37 (1H), 2.49 (3H), 2.71 - 2.85 (1H), 2.91 - 3.10 (1H), 3.24 (3H), 3.26 (3H), 3.33 - 3.39
(2H), 3.42 (2H), 4.24 - 4.39 (2H), 4.40 - 4.51 (1H), 7.14 (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-yl}methyl}-N-(2-methoxyethyl)-4-
methyl-2H-indazole-5-carboxamide

=N
H N
H;c\o/\/r\u/@/
o] CH, :

o]
e,
Analogously to Example 1, 43.1 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 12 and 34.8 mg of 2-fluoro-4-methoxybenzoic acid.

'"H.NMR (300 MHz, DMSO-dg): & [ppm]= 1.05 - 1.25 (2H), 1.32 - 1.44 (1H), 1.48 - 1.61 (1H),
2.18 - 2.33 (1H), 2.49 (3H), 2.63 - 2.79 (1H), 2.88 - 3.05 (1H), 3.24 (3H), 3.42 (d, 5H), 3.75
(3H), 4.27 - 4.35 (2H), 4.37 - 4.49 (1H), 6.77 - 6.89 (2H), 7.14 (1H), 7.24 (1H), 7.38 (1H), 8.07 -
8.15 (11), 8.47 (1H).

Example 8: 2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-ylmethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide
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H e
HGC\O/\VNM _2—
O CH, _>
I 0

£

Br

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

amine prepared in Example 1a and 44.7 mg of 4-bromo-2-fluorobenzoic acid.

'H-NMR (300 MHz, DMSO-dy): § [ppm]=1.04 - 1.27 (2H), 1.32 - 1.43 (1H), 1.49 - 1.61 (1H),
2.20 - 2.33 (1H), 2.48 (3H), 2.67 - 2.80 (1H), 2.91 - 3.05 (1H), 3.24 (3H), 3.33 - 3.46 (SH), 4.24
- 4.36 (2H), 4.38 - 4.49 (1H), 7.15 (1H), 7.27 - 7.34 (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-ylJmethy!}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

H N
LAt e = b

o] CH,
0

F

H,C

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

amine prepared in Example 1a and 31.5 mg of 2-fluoro-4-methylbenzoic acid.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.04 - 1.26 (2H), 1.31 - 1.43 (1K), 1.48 - 1.60 (1H),
2.18 - 2.35 (4H), 2.48 (3H), 2.64 - 2.79 (1H), 2.89 - 3.04 (1H), 3.24 (3H), 3.33 - 3.39 (3H), 3.39
- 3.45 (2H), 4.23 - 4.36 (2H), 4.39 - 4.49 (1H), 7.01 - 7.10 (2H), 7.13 (1H), 7.16 - 7.24 (1H),
7.38 (1H), 8.07 - 8.14 (1H), 8.47 (1.

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

=N
K N
H,C\O/\/N\{ =
O CH,

O

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

amine prepared in Example la and 42.5 mg of 2-fluoro-4-(trifluoromethyl)benzoic acid.

'"H-NMR (300 MHz, DMSO-dg): § [ppm]= 1.07 - 1.29 (2H), 1.32 - 1.44 (1H), 1.52 - 1.62 (1H),
2.20 - 2.36 (1H), 2,49 (3H), 2.67 - 2.84 (1H), 2.93 - 3.07 (1H), 3.24 (3H), 3.32 - 3.39 (3H), 3.39
-3.46 (2H), 4.24 - 4.39 (2H), 4.40 - 4.51 (1H), 7.14 (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~(pentafluoro-A’-sulphanyl)benzoyl]
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

P&
FF
Amnalogously to Example 1, 135.1 mg of the title compound was obtained from 150 mg of the

amine prepared in Example 1a and 101.5 mg of 4-(pentafluoro-A°-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-de): & [ppm]= 1.10 - 1.30 (2H), 1.31 - 1.42 (1H), 1.50 - 1.62 (1H),
2.20 - 2.33 (1H), 2.49 (3H), 2.67 - 2.83 (1H), 2.91 - 3.06 (1H), 3.24 (3H), 3.32 - 3.39 (2H), 3.41
(3H), 4.32 (2H), 4.37 - 4.48 (1H), 7.14 (1H), 7.38 (1H), 7.55 (2H), 7.94 (2H), 8.12 (1H), 8.47
(1H).

The following compounds were prepared analogously:

Ex. Structure TUPAC name Analysis

4-methyl-2-{[1-(4- | & [ppm]= 1.20 (2H), 1.42 (2H),

12 i Y@f\ﬂ N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-dg):
HCy o/\/N =,
L O
' Z='° methylbenzoyl)- 2.29 (4H), 2.49 (3H), 2.73 (1H),

piperidin-4-yl]- 2.93 (1H), 3.25 (3H), 3.37 (2H),
H,C

methyl}-2H- 3.43 (2H), 3.57 (1H), 4.31 (2H),

indazole-5- 4.40 (1H), 7.14 (1K), 7.21 (4H),

carboxamide 7.38 (1H), 8.09 (1H), 8.46 (1H).
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Ex. Structure TUPAC name Analysis

13 N-(2-methoxyethyl)- | "H-NMR (300 MHz, DMSO-dg):

" )\
H,C.,o/\/ﬁ P
0 CH,
0
P

4-methyl-2-({1-[(3-
phenylisoxazol-5-
yl)carbonyl}piperidin
-4-yl}methyl)-2H-
indazole-5-

carboxamide

8 [ppm]= 1.25 (2H), 1.55 (2H),

2.34 (1H), 2.49 (3H), 2.83 (1H),
3.15 (1H), 3.24 (3H), 3.40 (4H),
3.87 (1H), 4.35 (3H), 7.15 (1H),
7.40 (1H), 7.46 (1H), 7.50 (3H),
7.90 (2H), 8.13 (1), 8.49 (1H).

14 . \“/@ 2-({1-[4-(4-chloro- | 'H-NMR (300 MHz, DMSO-dg):
e 3 CH,\ b phenoxy)benzoyl]- 8 [ppm]= 1.21 (2H), 1.45 (2H),
{3“ piperidin-4-yl}- 2.26 (1H), 2.49 (3H), 2.76 (1H),
methyl)-N-(2- 2.94 (1H), 3.24 (3H), 3.40 (4H),
2=;} methoxvethyl)-4- 3.62 (1H). 4.33 (3H). 7.04 (4H),
"% | methyl-2H-indazole- | 7.15 (1H), 7.40 (5H), 8.12 (1H),
5-carboxarmide 8.47 (1H).
15 ’ Y@f} N-(2-methoxyethyl)- | 'H-NMR (300 MHz, DMSO-dg):
YL b 4-methyl-2-({1-[4-(4- | § [ppm]= 1.20 (2H), 1.43 (2H),
<3‘° methylphenoxy)- 2.26 (4H), 2.48 (3H), 2.76 (1H),
benzoyl]piperidin-4- | 2,90 (1H), 3.24 (3H), 3.38 (4H),
b yl}methyl)-2H- 3.62 (1H), 4.32 (3H), 6.92 (4H),
en, | 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-dg):

H )\
HGC\O/\/N S
O CH,
e}

d

[o}

CH,
HC CH,

butylphenoxy)-
benzoyl]piperidin-4-
yl}methyl)-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

8 [ppm]= 1.21 (2H), 1.25 (9H),
1.44 (2H), 2.26 (1H), 2.48 (3H),
2.77 (1H), 2.291 (1H), 3.24 (3H),
3.39 (4H), 3.64 (1H), 4.32 (3H),
6.95 (4H), 7.14 (1H), 7.36 (SH),
8.12 (1H), 8.47 (1HD.
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17 ) \(@ N-(2-methoxyethyl)- | 'H-NMR (300 MHz, DMSO-dg):
HC._ AN =,
UL b 4-methyl-2-{(1-{4-[4- | & [ppm]= 1.22 (2H), 1.45 (2H),
0 | (trifluvoromethy!)- 2.27 (1H), 2.49 (3H), 2.77 (1H),
5 phenoxyJbenzoyl}- 2.97 (1H), 3.24 (3H), 3.39 (4H),
piperidin-4-yl)- 3.61 (1H), 4.33 (3H), 7.15 (5H),
¢ | methyl]-2H-indazole- | 7.39 (3H), 7.73 (2H), 8.12 (1H),
FF
S-carboxamide 8.48 (1H).
18 N-(2-methoxyethyl)- | "H-NMR (300 MHz, DMSO-de):

2-({1-[4-(4-methoxy-

8 [ppm]= 1.19 (2H), 1.44 (2H),

phenoxy)benzoyl]- 2.25 (1H), 2.48 (3H), 2.86 (2H),
piperidin-4-yl} - 3.24 (3H), 3.40 (4H), 3.64 (1H),
g methyl)}-4-methyl- 3.72 (3H). 432 (3H), 6.88 (2H),
°7% | 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)- | "H-NMR (300 MHz, DMSO-d):
YL b 4-methyl-2-{[1-4- | § [ppm]=1.21 (2H), 1.44 (2H),

7~ ° | phenoxybenzoyl)- 2.26 (1H), 2.49 (3H), 2.77 (1H),
D piperidin-4-yl]- 2.92 (1H), 3.24 (3H), 3.38 (4B),
@ methyl}-2H- 3.64 (1H), 4.32 (3H), 6.97 (2H),
indazole-5- 7.04 (2H), 7.16 (2H), 7.26 (SH),

carboxamide 8.12 (1H), 8.47 (1H).
20 2-{[1-(4-cyclopropyl- | "H-NMR (300 MHz, DMSO-dq):

benzoyl)piperidin-4-
yllmethyl}-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

8 [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 (1LH).
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21 " @N 2-{[1-(4-methoxy- 'H-NMR (400 MHz, DMSO-d):
HO. AN =,
° TL, b benzoyl)piperidin-4- | § [ppm]=1.19 (2H), 1.44 (2H),
° | yllmethyl}-N-(2- 2.26 (1H), 2.49 (3H), 2.82 (2H),
methoxyethyl)-4- 3.24 (3H), 3.36 (2H), 3.42 (2H),
Q .
e, | 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 } \(QAN 2-{[1-(4-fluoro- "H-NMR (400 MHz, DMSO-dg):
Bl g~ d .
8 & _b benzoyl)piperidin4- | § [ppm]=1.20 (2H), 1.37 (1H),
© | 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-indazele- | 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 " 7‘/@ N-(2-methoxyethyl)- | 'H-NMR (400 MHz, DMSO-de):
HOL AN =
A A b 4-methyl-2-({1-[4- | & [ppm]=1.22 (2H), 1.34 (1H),
© | (trifluoromethyl)- 1.56 (1H), 2.28 (1H), 2.49 (3H),
benzoyljpiperidin-4- | 2.75 (1H), 2.99 (1H), 3.24 (3H),
. :
¢ y1}methyl)-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-dg):

benzoyl)piperidin-4-
yllmethyl}-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

S-carboxamide

8 [ppm]= 1.11 (2H), 1.35 (1H),
1.52 (1H), 2.23 (1H), 2.49 (3H),
2.66 (1H), 2.87 (1H), 3.22 (1H),
3.24 (3H), 3.35 (2H), 3.42 (2H),
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).
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35 AL N @-methoxyethyl)- | "H-NMR (400 MHz, DMSO-dg:
|»-:,c..o/\/k\ NN, _\_> i
b, ( 4-methyl-2-[(1-{4- | & [ppm]:~ 1.23 (2H), 1.36 (1H),
e
6‘3 [(trifluoromethyl)- 1.57 (1H), 2.29 (1H), 2.49 (3H),
I sulphonyl]benzoyl}- | 2.77 (1H), 3.01 (1H), 3.24 (311),
¢ /= | piperidin-4-yl)- 3.35 (311), 3.42 (2H), 4.32 (2H),

F

methyl]-2H~indazole-

5-carboxamide

4.44 (1H), 7.14 (1), 7.38 (1),
7.77 (2H), 8.15 (3H), 8.47 (11I).

26 | o YC s N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-dg):
T T ’ b 4-methyl-2-({1-[3- | & [ppm]=1.24 (2H), 1.37 (1H),
© 1 (triftuoromethyl)- 1.55 (18), 2.28 (1H), 2.49 (3H),
_, | benzeyllpiperidin-4- | 2.75 (1H), 3.01 (1H), 3.24 (3H),
© P ylimethyl)-2H- 3.36 (2H), 3.42 (3H), 4.32 (2H),
indazole-5- 4.43 (1H), 7.14 (1H), 7.38 (1K),
carboxamide 7.65 (3H), 7.78 (1H), 8.12 (1H),
8.47 (1H).
27 ) = N-(2-methoxyethyl)- | 'H-NMR (400 MHz, DMSO-dy):
LCNEN =~/ ‘
L L _b 4-methyl-2-{[1-(3- 8 [ppm]=1.20 (2H), 1.36 (1H),
C§° methylbenzoyl)- 1.52 (1H), 2.29 (4H), 2.49 (3H),
piperidin-4-yl]- 2.69 (1H), 2.95 (1H), 3.24 (3H),
i methyl} -2H- 3.36 (2H), 3.42 (2H), 3.53 (1H),
indazole-5- 431 (2H), 4.41 (1H), 7.12 (3H),
carboxamide 7.21 (1H), 7.27 (1H), 7.38 (11),
8.12 (1H), 8.47 (1H).
28 ] = 2-{[1-(3-chloro- "H-NMR (400 MHz, DMSO-d):
A T, = benzoyl)piperidin-4- | § [ppm]= 1.21 (2H), 1.36 (1H),

ylmethyl}-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

1.53 (1H), 2.27 (1H), 2.49 (3H),
2.72 (1H), 2.98 (1H), 3.24 (3H),
3.35 (21), 3.42 (3H), 4.31 (21),
4.40 (1H), 7.14 (1H), 7.28 (1H),

| 7.43 (4H), 8.12 (1H), 8.47 (1 H).
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29 :N N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-dg):
Y _b A-methyl2-({1-{(1- | § [ppm]= 1.25 (2H), 1.50 (2H),
_(° | methyl-1H-indol-2- | 2.31 (1H), 2.49 (3H), 2.82 (1H),
" | yh)carbonyl}- 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 ) Y@N 2-({1-[4-(4- "H-NMR (400 MHz, DMSO-dg):
HSgr N =
Io&, b carbamoylphenoxy)- | § [ppm]= 1.22 (2H), 1.49 (2H),
d@ benzoylJpiperidin-4- | 2.31 (1), 2.52 (3H), 2.82 (1H),
yl}methyl)-N-(2- 2.98 (1H), 327 (3H), 3.39 (2H),
Zi%: methoxyethyl)4- | 3.45 (2H), 3.65 (1H), 4.35 (2H),
o| 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 . =N 2-({1-[4-(cyclo- 'H-NMR (400 MHz, DMSO-dg):
"’c“”\’"j(%ﬁ_b pentyloxy)benzoyl]- | § [ppm]= 1.23 (2H), 1.47 (2H),
dﬁ’ 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 2-({1-[4~(difluoro- | "TH-NMR (400 MHz, DMSO-dy):

methyl)benzoyl]-
piperidin-4-yl}-
methyl)-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

§ [ppm]= 1.24 (2H), 1.39 (1H),

1.57 (1H), 2.30 (1H), 2.52 (3H),
2.76 (1H), 3.01 (1H), 3.27 (3H),
3.39 (2H), 3.45 (3H), 4.35 (2H),
4.45 (1H), 7.18 (2H), 7.41 (1H),
7.49 (2H), 7.62 (2H), 8.12 (1H),
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8.49 (1H).
33 Y 2-{[1-(4-cyano- "H-NMR (400 MHz, DMSO-dg):

benzoyl)piperidin-4-
yijmethyl}-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

8 [ppm]= 1.24 (2H), 1.39 (1H),
1.58 (1H), 2.30 (1H), 2.52 (3H),
2.77 (1H), 3.01 (1H), 3.27 (3H),
3.39 (3H), 3.45 (2H), 4.34 (2H),
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-
imidazol-1-yl)-
benzoyl}piperidin-4-
yl}methyl)-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

"H-NMR (300 MHz, DMSO-dy):
8 [ppm]= 1.24 (2H), 1.39 (1H),

156 (1H), 2.29 (1H), 2.49 (3H),

2.76 (1H), 3.04 (1H), 3.24 (3H),
3.37 3H), 3.42 (3H), 4.33 (2H),
4.44 (1H), 7.15 (1H), 7.39 (1H),
7.61 (2H), 7.84 (3H), 8.11 (1H),
8.26 (1H), 8.48 (1LH).

35

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

carboxamide

TH-NMR (300 MEz, DMSO-dq):
& [ppm]= 1.24 (2H), 1.37 (1H),

1.54 (1H), 2.27 (1H), 2.49 (3H),
2.75 (1H), 3.00 (1H), 3.24 (3H),
3.36 (2H), 3.42 (2H), 3.53 (1H),
4.32 (2H), 4.43 (1H), 7.14 (1H),
7.38 (2H), 7.48 (2H), 8.00 (2H),
8.12 (1H), 8.23 (1H), 8.48 (1H).

36

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

indazole-5-

"H-NMR (300 MHz, DMSO-dg):
8 [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),
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carboxamide 8.47 (2H).
37 N, N-(2-methoxyethyl)- | "H-NMR (300 MHz, DMSO-de):
Y _b 4-methyl2-({1-[4- | & [ppm]= 1.22 (2H), 1.36 (1ED),
o (isoxazol-5-yl)- 1.55 (1H), 2.28 (1H), 2.49 (3H),
benzoyl]piperidin-4- | 2.74 (1H), 2.99 (1H), 3.24 (3H),
o) yl methyl)-2H- 3.39 (SH), 4.31 (2H), 4.43 (1H),
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 y 4" N-(2-methoxyethyl)- | "H-NMR (300 MHz, DM SO-de):
Heag I Q: ?j\lv 4-methyl-2-({1-[4- | & [ppm]= 1.22 (2H), 1.46 (2H),
=o! (IH-pyrazol-1-yly- | 2.28 (1H), 2.49 (3H), 2.76 (1H),
Q benzoyljpiperidin4- | 2.99 (1H), 3.24 (3H), 3.39 (4H),
I ) yl}methyl)-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 y Y N-(2-methoxyethyl)- | "H-NMR (300 MHz, DMSO-d,):
YT b 4-methyl-2-({1{4- | & [ppm]=1.22 (2H), 1.3 (1H),
{3@ (1H-12,4-4riazol-1- | 1.53 (1H), 2.27 (1K), 2.49 (3H),
yDbenzoyl]piperidin- | 2,76 (1H), 3.00 (1H), 3.24 (3H),
(3. | 4ylymethyD2H- | 3.39 (4HD), 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-(diftuoro- "H-NMR (300 MHz, DMSO-d,):

methoxy)-2-fluoro-
benzoyl]piperidin-4-
yl}methyl)-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

8 [ppm]= 1.16 (2H), 1.38 (1H),

1.55 (1H), 2.26 (1H), 2.48 (3H),
2.73 (1H), 2.98 (1H), 3.24 (3H),
3.38 (5H), 4.31 (2H), 4.44 (1H),
7.12 (3H), 7.31 (1H), 7.40 (2H),
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5-carboxamide 8.12 (1H), 8.47 (1H).
41 ] \,((;ﬁN\N 2-({1-[2-fluoro-4- TH-NMR (300 MHz, DMSO-d¢):
LENENG NN o
Ik _Zj> (pyrrolidin-1-yi)~ S [ppm]= 1.14 (2H), 1.43 (2H),
&0 benzoyl]piperidin-4- | 1.90 (4H), 2.23 (1H), 2.48 (3H),
71 yl}methyl)-N-(2- 2.68 (1H), 2.94 (1H), 3.19 (4H),
) 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 (CH), 7.38 (1H), 8.12 (1H),
8.47 (1H).
42 ) Y@ 2-({1-[(3,4"difluoro- | 'H-NMR (300 MHz, DMSO-d,):
L = .
L. b biphenyl-4-yl)- 8 [ppm]= 1.19 (2H), 1.39 (1H),
=0 carbonyl]piperidin-4- | 1.57 (1H), 2.28 (1H), 2.49 (3H),
- yl}methyl)-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 i m):;@N 2-({1-[(3-fluoro-4- | "H-NMR (300 MHz, DMSO-dg):
R~ A = .
& by b methoxybiphenyl-4- | § [ppm]= 1.19 (2H), 1.39 (1H),
°| yDcarbonyl]piperidin | 1.57 (1H), 2.28 (1H), 2.49 (3H),
"| -4-yljmethy)-N-(2- | 2.76 (1H), 3.01 (1H), 3.24 (3H),
7Y methoxyethyl)-4- 3.38 (5H), 4.32 (2H), 4.47 (1H),
- methyl-2H-indazole- | 7.15 (1H), 7.28 (2H), 7.40 (21),
5-carboxamide 7.56 (2H), 7.76 (2H), 8.12 (1H),
8.48 (1H).
44 2-({1-[(3-flucro-4- | "H-NMR (400 MHz, DMSO-de):

methylbiphenyl-4-
yl)carbonyl]piperidin
-4-yl}methyl)-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

8 [ppm]= 1.19 (2HD), 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 =N 2-[(1-{[3-fluoro-3"- | 'H-NMR (400 MHz, DMSO-de):
HC N Ry Ay
° I L b (trifluoromethyl)- § [ppm]= 1.20 (2H), 1.40 (1H),
°| biphenyl-4-yl]- 1.57 (1H), 2.29 (1H), 2.49 (3H),
() carbonyl}-piperidin- | 2.76 (1H), 3.03 (1H), 3.24 (3H),
) 4-yl)-methyl]-N-(2- | 3.36 (2H), 3.41 (3H), 4.33 (2H),
A 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 2-[(1-{[3-fluoro-2- | 'H-NMR (300 MHz, DMSO-d¢):

(trifluoromethoxy)-
biphenyi-4-ylj}-
carbonyl}piperidin-4-
yl)methyl]-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

S-carboxamide

& [ppm]= 1.20 (2H), 1.42 (1H),
1.57 (1H), 2.29 (1H), 2.49 (3H),
2.76 (1H), 3.04 (1H), 3.24 (3H),
3.36 (5H), 4.32 (2H), 4.48 (1H),
7.15 (1H), 7.44 (SH), 8.12 (1H),
8.49 (1H).

47 " \(@N 2-({1-[(2'-fluoro- "H-NMR (300 MHz, DMSO-de):
YT b biphenyl-4-yl)- 8 [ppml= 1.23 (2H), 1.41 (1H),
°t carbonyl]piperidin-4- | 1,53 (1H), 2.29 (1H), 2.49 (3H),
(D yl}methyl)-N-(2- 2.74 (1H), 3.01 (1H), 3.24 (3H),
{ Y-+ | 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 2-({1-[(2',4'difluoro- | "TH-NMR (300 MHz, DMSO-dg):

biphenyl-4-yl)-
carbonyl]piperidin-4-
yl}methyl)-N-(2-
methoxyethyl)-4-
methyl-2H-indazole-

§ [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 2-({1-[(2-fluoro- "H-NMR (400 MHz, DMSO-dg):

" =N
H,c\o /\/Nj S
O CH,
(o]

()
<

biphenyl-4-yl)-
carbonyl]piperidin-4-
yl}methyl)-N-(2-
methoxyethyl)-4~
methyl-2H-indazole-

5-carboxamide

8 [ppm]= 1.24 (2H), 1.39 (1H),

1.56 (1H), 2.29 (1H), 2.49 (3H),
2.74 (1H), 3.02 (1FD), 3.25 (3H),
3.37 (2H), 3.42 (2H), 3.59 (1H),
433 (2H), 4.43 (1H), 7.15 (1H),
7.28 (2H), 7.40 (2H), 7.46 (2H),
7.54 (3H), 8.12 (1H), 8.48 (1H).

50 " N N-(2-methoxyethyl)- | 'H-NMR (400 MHz, DMSO-dg):
“°‘°/\’”1\’(£;/_b Amethyl-2-({1-{2 | & [ppm]=1.24 (2H), 1.42 (1H),
i\m methylbiphenyl-4- 1.55 (1H), 2.20 (3H), 2.29 (1H),
\—) | yl)carbonyllpiperidin | 2.49 (3H), 2.75 (1H), 3.02 (1H),
% | -4-yljmethyl)-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 u \(@N N-(2-methoxyethyl)- | "H-NMR (400 MHz, DMSO-dg):
Mg AN
11 _b 4-methyl-2-({1-[4- | & [ppm]= 1.24 (2H), 1.42 (1H),
°! (pyridyloxy)benzoyl] | 1.55 (1H), 2.29 (1H), 2.49 (3H),
piperidin-4-yl}- 2.76 (1H), 3.02 (1H), 3.25 (3H),
- methyl)-2H-indazole- | 3.37 (2H), 3.43 (2H), 3.60 (1H),
il 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-dq):

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

indazole-5-

8 [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),
432 (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 " @N 2-({1-[2-fluorc-4- 'H-NMR (600 MHz, DMSO-dy):
H,C\o/\/N Ny .
L, _b (morpholin-4- 8 [ppm}= 1.01 (1H), 1.21 (1H),

°| yl)benzoyl]- 1.36 (1H), 1.48 (1H), 1.57 (1H),

* piperidin-4-yl1}- 2.08 (1H), 2.53 (3H), 2.96 (7TH),

(o_ } 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),

S-carboxamide 8.11 (18), 8.47 (1H), 8.56 (1H).

54 } =y 2-{[1-(4-bromo- TH-NMR (300 MHz, DMSO-dg):

H,C\O/\/N = . ‘g
oL benzoyl)piperidin-4- | § [ppm]=1.22 (2H), 1.36 (1H),
At )
yi]methyl}-N-(2- 1.52 (1Hj), 2.26 {1H), 2.49 (3H),
7\

_ methoxyethyl)4- 2.72 (1H), 2.97 (1H), 3.24 (3H),

y 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-(trifluoromethoxy)benzoyl]piperidin-4-

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

H N
HCug /\,NY\‘/ =
O CH,

q
F?_F

150 mg of the amine prepared in Example 1a were first dissolved in 1.5 m! pyridine. 101 mg of
4-(trifluvoromethoxy)benzoyl chloride were then added and the mixture stirred for 30 min at RT.
The reaction mixture was then treated with some toluene and concentrated. The residue was
taken up in ethyl acetate and washed twice with water, twice with saturated sodium hydrogen

carbonate solution (pH 9) and once with saturated sodium chloride solution. The organic phase




10

15

20

WO 2014/187744 : PCT/EP2014/060103

- 80 -

was dried over sodium sulphate, filtered and concentrated. The residue was purified chromaro-
graphically on the Biotage SP4. Gradient: ethyl acetate/methanol 0-10%. Yield: 118.2 mg of the

title compound.

'H-NMR (300 MHz, DMSO-dy): 1 [ppml= 1.17 - 1.30 (2H), 1.30 - 1.45 (1H), 1.45 - 1.62 (1H),
2.19 - 2.35 (1H), 2.49 (3H), 2.64 - 2.86 (1ID), 2.86 - 3.07 (1), 3.24 (3H), 3.31 - 3.56 (511). 4.31
(210), 4.36 - 4.49 (1H), 7.14 (1H), 7.35 - 7.42 (3H), 7.43 - 7.50 (211), 8.11 (1H), 8.47 (1H).

Example 56: 2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl} -N-(2-methoxyethyl)-4-methyl-211-

indazole-5-carboxamide

" PN
H’C\O /\/N\l NP
[¢] CH, \_
]

=0

N

0

Analogously to Example 55, 183 mg of the title compound was obtained from 300 mg of the

aminc prepared in Example 1a and 157.4 mg of 4-chlorobenzoyl chioride.

'H1-NMR (400 MHz, DMSO-dg): § [ppm]= 1.10 - 1.29 (2H), 1.29 - 1.43 (1K), 1.4 - 1.61 (1H),
2.20 - 2.34 (1H), 2.49 (3H), 2.66 - 2.83 (1H), 2.84 - 3.06 (11), 3.25 (31I), 3.32 - 3.39 (2H), 3.40
— 3.45 (2H), 3.45 - 3.55 (111), 4.26 - 4.35 (2H), 4.35 - 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-methoxycthyl)-4-methyl-2-[(1-{4-[(triflnoromethyl)sulphanyl]benzoyl}
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

=N
H N
H;C-.O/\_/N =y
0 CH,

o

g

g
F?_F

60 mg of the amine prepared in Example 1a were first dissolved in 2 ml DCM at 0°C. 0.034 ml
of tricthylamine and 43.2 mg of 4-[(trifluoromethyl)sulphanyl]benzoyl chloride were then added
and the mixture stirred for 2 hrs at 0°C. The reaction mixture was then diluted with IDCM and
washed with 1-molar hydrochloric acid, saturated sodium hydrogen carbonate solution (pH 9)

and saturated sodium chloride solution. Tae organic phase was dried over sodium sulphate,
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filtered and concentrated. The residue was purified chromatographically on the Biotage SP4.
Gradient: DCM/Methanol 0-10%. The product fraction was taken up in ethyl acetate and
extracted twice with saturated sodium hydrogen carbonate solution. The organic phase was

concentrated and the residue again purified by HPLC. Yield: 26.5 mg of the title compound.

'H-NMR (400 MHz, DMSO-de): & [ppm]= 1.14 - 1.30 (2H), 1.31 - 1.42 (1H), 1.49 - 1.61 (1H),
2.21 - 2.32 (1H), 2.49 (3H), 2.67 - 2.80 (1H), 2.93 - 3.05 (1H), 3.25 (3H), 3.36 (2H), 3.42 (3H),
4.27 - 4.36 (2H), 4.38 - 4.48 (1H), 7.14 (1H), 7.38 (1H), 7.48 (2H), 7.75 (2H), 8.09 - 8.14 (1H),
8.47 (1T0).

Example 58: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-(2-

morpholinoethyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 34.6 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 37.0 mg of 2-fluoro-4-(trifluoromethyl)benzoic acid.

'H-NMR (400 MHz, methanol-d,): & [ppm}= 1.24 - 1.43 (2H), 1.50 - 1.59 (1H), 1.65 - 1.73
(1H), 2.33 - 2.45 (1H), 2.65 (3H), 2.80 - 2.91 (1H), 3.05 - 3.18 (1H), 3.19 - 3.26 (2H), 3.39 -
3.44 (2H), 3.45 - 3.52 (1H), 3.63 - 3.70 (2H), 3.71 - 3.82 (4H), 4.06 - 4.14 (2H), 4.39 (2H), 4.62
_4.70 (1H), 7.39 (1H), 7.47 (1H), 7.54 - 7.62 (3H), 8.45 (1H).

The starting material was prepared as follows:

Example 58a: 4-methyl-N-(2-morpholinoethyl)-2-(4-piperidylmethyl)-2H-indazol-5-carbox-

amide hydrochloride
=N
(\ /\/“Y@/Nb
N
O\) (o] CH, ﬁ el

To 624.4 mg of 58b were added 2.9 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan. An

oily mass was formed, which dissolved on vigorous stirring and gentle warming. The mixture
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was stirred for 1 hr at ca. 30°C. The reaction mixture was concentrated. Yield: 980 mg of the

title compound, which was further reacted without further purification.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.33 - 1.51 (2H), 1.58 - 1.64 (1H), 2.17 - 2.31 (1H),
2.55 (3H), 2.70 - 2.86 (2H), 3.02 - 3.31 (7H), 3.43 - 3.51 (2H), 3.61 - 3.71 (2), 3.72 - 3.88
(3H), 3.89 - 3.99 (2H), 4.30 - 4.36 (2H), 7.29 (1H), 7.40 (1), 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-morpholinoethyl)carbamoyl}-1H-indazol-2-y1}-
methyl)piperidin-1-carboxylate

/\«v”m/@[/ b

HE O

896 mg of lc, 857 mg of 2-morpholinoethylamine. 579.3 mg of molybdenum hexacarbonyl,
63.6 mg of tri-tert-butylphosphine tetrafluoroborate and 205.8 mg of trans-bis(acetato)-bis{o-(di-
o-tolylphosphino)benzyl]dipalladium(II) were placed in a microwave tube and suspended in
18 ml THF. 1.0 m! of DBU was then added and the mixture was stirred for 20 mins at 125°C and
200 watts in the microwave. The reaction mixture was diluted with some ethyl acetate and firstly
filtered through Celite. The filtrate was diluted with ethyl acetate and the organic phase washed
twice with water and once with saturated sodium chloride solution. It was then dried over
sodium sulphate, filtered and concentrated. The residue was chromatographed on the Biotage

SP4. Gradient: ethyl acetate/methanol 0-10%. Yield: 624.4 mg of the title compound.

H-NMR (300 MHz, DMSO-dq): 8 [ppm]= 0.98 - 1.13 (2H), 1.34 (11H), 2.05 - 2.27 (2H), 2.33 -
2.41 (5H), 2.51 (3H), 2.56 - 2.73 (2H), 3.25 - 3.37 (2H), 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 (1H), 8.46 (11).

Example 59: 4-methyl-N-(2-morpholinoethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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g @N
o(\)N 0 CH, ?;3
0

q
F?_F

Analogously to Example 55, 10.1 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 43.9 mg of 4-(trifluoromethoxy)benzoyl chloride.

'H-NMR (400 MHz, methanol-d,): & [ppm]= 1.24 - 1.44 (2H), 1.44 - 1.58 (1H), 1.59 - 1.74
(1H), 2.32 - 2.44 (1H), 2.51 - 2.58 (4H), 2.59 - 2.65 (SH), 2.77 - 2.90 (1H), 3.02 - 3.17 (1H),
3.53 (2H), 3.62 - 3.72 (5H), 4.35 - 4.41 (2H), 4.55 - 4.67 (1H), 7.26 (iH), 7.34 (2H), 7.43 (1H),
7.49 (2H), 8.39 (1H).

Example 60: 4-methyl-N+2-morpholinoethyl)-2-( {1-[4-(pentafluoro-2.*-sulphanyl)benzoyl]-
piperidin4-yl}methyl}-2H-1ndazole-5carboxamide

R NN
o(\) 0 cH _Qo

7\

F

oy
Analogously to Example 1, 14.0 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 44.1 mg of 4~(pentafluoro-A°-sulphanyl)benzoic acid.

'"H-NMR (400 MHz, chloroform-d): § [ppm]= 1.16 - 1.32 (1H), 1.33 - 1.48 (1H), 1.50 - 1.63
(1H), 1.71 - 1.83 (1H), 1.84 - 2.08 (2H), 2.44 (1H), 2.55 (4H), 2.60 - 2.71 (5H), 2.72 - 2.85 (1H),
2.96 - 3.10 (1H), 3.60 (2H), 3.67 - 3.78 (4H), 4.33 (2H), 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-(trifluoromethoxy)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 55, 18.1 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 43.9 mg of 3-(trifluoromethoxy)benzoyl chloride.

'H-NMR (400 MHz, chloroform-d): & [ppm]= 1.18 - 1.46 (2H), 1.49 - 1.63 (1H), 1.66 - 1.82
(1H), 2.37 - 2.49 (1H), 2.62 (3H), 2.67 (3H), 2.70 - 2.78 (4H), 2.79 - 2.86 (2H), 2.93 - 3.09 (1H),
3.66 - 3.74 (2H), 3.83 (4H), 4.32 (2H), 4.66 - 4.82 (1H), 6.83 - 6.96 (1H), 7.23 - 7.29 (2H), 729
-7.34 (1H), 7.39 (1H), 7.43 (1H), 7.54 (1H), 7.96 (1H).

Example 62: 2-{{1{4-chlorobenzoyl)piperidin-4-vi]lmethyl}-4-methyl-N-(2-morpholiacethyl)-
2H-indazole-5-carboxamide

Cl

Analogously to Example 55, 14.9 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 34.2 mg of 4-chlorobenzoyl chloride.

"H-NMR (400 MHz, methanol-dy): & [ppm]= 1.24 - 1.42 (2H), 1.46 - 1.58 (1H), 1.58 - 1.71
(1H), 2.31 - 2.43 (1H), 2.63 (5H), 2.65 (3H), 2.73 - 2.91 (1H), 3.00 - 3.15 (1H), 3.25 — 3.33
(2H), 3.63 - 3.77 (3H), 3.79 - 4.03 (3H), 4.38 (2H), 4.54 - 4.67 (1H), 7.38 (3H), 7.42 - 7.49 (3H),
8.44 (1H).

Example 63: 4-methyl-N-(2-morpholinoethyl)-2-({1-[4-(trifluoromethyl)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1, 31.7 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 33.8 mg of 4-(trifluoromethyl)benzoic acid.

'H.NMR (400 MHz, methanol-ds): 8 [ppm]= 1.24 - 1.43 (2H), 1.45 - 1.57 (1H), 1.63 - 1.73
(1H), 2.33 - 2.45 (1H), 2.66 (3H), 2.79 - 2.90 (1H), 3.04 - 3.17 (1H), 3.18 - 3.27 (2H), 3.39 -
3.45 (2H), 3.56 - 3.70 (3H), 3.76 (4H), 4.06 - 4.14 (2H), 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-{pentafluoro-1°-sulphanyl)benzoy!}-
piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 24.7 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 44.1 mg of 3-(pentafluoro-A®-sulphanyl)benzoic acid.

'H-NMR (400 MHz, methanol-d,): & [ppm}= 1.27 - 1.47 (2H), 1.48 - 1.60 (1H), 1.60 - 1.74
(1H), 2.31 - 2.46 (1H), 2.66 (3H), 2.78 - 2.93 (1H), 3.04 - 3.18 (1H), 3.18 - 3.26 (2H), 3.39 —
3.43 (2H), 3.57 - 3.70 (3H), 3.72 — 3.82 (4H), 4.06 - 4.14 (2H), 4.39 (2H), 4.55 - 4.67 (1H), 7.38
(1H), 7.47 (1H), 7.60 - 7.67 (2H), 7.82 - 7.86 (1H), 7.89 - 7.94 (1H), 8.45 (1H).

Example 65: 4-methyl-N-(2-morpholinoethyl)-2-({1-[3-(trifluoromethyl)benzoyl]piperidin-4-
yl} methyl)-2H-indazole-5-carboxamide
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H N
N~ =
oYL O

Analogously to Example 1, 14.0 mg of the title compound was obtained from 75 mg of the

amine prepared in Example 58a and 33.8 mg of 3-(trifluoromethyl)benzoic acid.

'H-NMR (400 MHz, methanol-d;): 5 [ppm]= 1.28 - 1.45 (2H), 1.47 - 1.59 (1H), 1.59 - 1.73
(1H), 2.32 - 2.45 (1H), 2.66 (3H), 2.79 - 2.93 (1H), 3.05 - 3.18 (1H), 3.19 - 3.27 (2H), 3.39 -
3.45 (2H), 3.58 - 3.70 (3H), 3.72 - 3.82 (4H), 4.06 - 4.14 (2H), 4.39 (2H), 4.57 - 4.68 (1H), 7.39
(1H), 7.47 (1H), 7.64 (2H), 7.67 - 7.70 (1H), 7.73 - 7.78 (1H), 8.45 (1H).

The following compounds were prepared analogously:

TUPAC name

Ex. Structurei Analysis
66 " N 2-({1-[(4"-fluoro- 1H-NMR (400 MHz, methanol-
A O v . _
SRR RS biphenyl-4-yl)- d):  [ppm]= 1.35 (2H), 1.53
r~ ° | carbonyl]piperidin-4- | (1H), 1.66 (1H), 2.40 (1H), 2.66
ylymethyl)-4-methyl- | (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 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

dy): & [ppm]= 1.33 (2H), 1.68
(2H), 2.38 (1H), 2.66 (3H), 2.84

| (), 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-y])ethyl]-4-methyl-2-({1-[4-(pentatluoro-~ -sulph-

anyl)benzoyl]piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

Analogously to Example 57, 61.7 mg of the title compound was obtained from 266.5 ing of the

amine prepared in Example 68a and 150.3 mg of 4-(pentafluoro-A°-sulphanyl)benzoyl chioride.

'H-NMR (300 MHz, chloroform-d): & [ppm]= 1.13 - 1.46 (211), 1.48 - 1.65 (1H), 1.66 - 1.87
(1H), 2.26 - 2.50 (3H), 2.66 (3H), 2.71 - 1.23 (8H), 3.57 -- 3.72 (3H), 4.25 - 4.42 (2H), 4.67 -
4,83 (1H), 6.40 - 6.61 (1H). 7.38 (1H), 7.47 (2H). 7.53 (1H), 7.79 (2H), 7.96 (1H).

The starting material was prepared as follows:

Example 68a: N-|2-(3,3-difluoropyrrolidin-1-ylethyl]-4-methyl-2-(4-piperidylmethyl)-2H-

indazole-5-carboxamide hydrochloride

L
NN b :
Q
HC? b

'To 416.6 mg of 68b were added 1.85 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan.
An oily mass was formed, which dissolved on vigorous stirring and gentle warining. The
mixture was stirred for | hr at ca. 30°C. The reaction mixture was concentrated. Yield: 439.2 mg

of the title compound, which was further reacted without further purification.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.36 - 1.48 (211), 1.54 - 1.63 (2H), 2.18 - 2.28 (1H),
2.40 — 2.45 (2I1), 2.55 (3H), 2.72 - 2.83 (2H), 3.14 - 3.22 (2H), 3.38 - 3.44 (2H), 3.56 - 3.63
(211, 3.65 - 3.95 (2H), 4.11 - 4.21 (2H), 7.22 (1), 7.40 (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-1-yl)ethyljcarbamoyl}-4-methyl-
2H-indazol-2-yD)methyl]-piperidin-1-carboxylate
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220 mg of 1c, 242.7 mg of 2-(3,3-difluoro-pyrrolidin-1-yhethylamine, 142.2 mg of molybdenum
hexacarbonyl, 15.6 mg of tri-tert-butylphosphine tetrafluoroborate and 50.5 mg of trans-
bis(acetato)-bis-[0-(di-o-tolylphosphino)benzyl]dipalladium(Il) were placed in a microwave tube
and suspended in 4.4 ml THF. 0.24 ml of DBU were then added and the mixture stirred for
20 mins at 125°C and 200 watts in the microwave. The reaction mixture was diluted with some
ethyl acetate and firstly filtered through Celite. The filtrate was diluted with ethyl acetate and the
organic phase washed twice with water and once with saturated sodium chloride solution. It was
dried over sodium sulphate, filtered and concentrated. The residue (209.3 mg) was chromato-
graphed on the Biotage SP4. Gradient: DCM/methanol 0-10%. Yield: 53.4 mg of the title

compound.

"H.NMR (400 MHz, DMSO-dg): & [ppm]= 1.00 - 1.12 (2H), 1.32 - 1.42 (2H), 1.34 (9H), 2.07 -
2.25 (3H), 2.50 (3H), 2.57 (2H), 2.60 - 2.68 (2H), 2.72 (2H), 2.91 (2H), 3.30 - 3.35 (2H), 3.83 -
3.92 (2H), 4.28 (2H), 7.15 (1H), 7.39 (1H), 8.04 - 8.09 (1H), 8.47 (1H).

Example 69: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-[2-(3,3-difluoropyrrolidin-1-
yl)ethyl]-4-methyl-2H-indazole-5-carboxamide

Cl

Analogously to Example 57, 79.9 mg of the title compound was obtained from 125.0 mg of the

amine prepared in Example 68a and 54.5 mg of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, chloroform-d): § [ppm]= 1.13 - 1.35 (2H), 1.46 - 1.84 (2H), 2.27 - 2.50
(3H), 2.66 (3H), 2.80 - 3.26 (8H), 3.59 - 3.83 (3H), 4.25 - 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-methyl-2-[(1-{4-
[(trifluoromethyl)sulphanyl]benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide
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5
F?_F

Analogously to Example 55, 15.2 mg of the title compound was obtained from 23.4 mg of the

amine prepared in Example 68a and 14.0 mg of 4-[(trifluoromethyl)sulphanyl]benzoyl chloride.

'H-NMR (400 MHz, chloroform-d): § [ppmj= 1.23 — 1.26 (1H), 1.33 - 1.46 (1H), 1.48 - 1.61
(1H), 1.77 (1H), 2.20 — 2.35 (2H), 2.36 - 2.49 (1H), 2.64 (3H), 2.73 — 2.85 (5H), 2.90 — 3.10
(3H), 3.56 (2H), 3.63 - 3.76 (1H), 4.26 - 4.39 (2H), 4.70 - 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—(pemaﬂuoro—?.°—suiphanyl)benzoyl]piperidin-4-yl}mcthyl)-N-

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

n L

0 cH

Analogously to Example 1, 124.8 mg of the title compound was obtained from 146.9 mg of the

amine prepared in Example 71a and 93.3 mg of 4-(pentafluoro-A’-sulphanyl)benzoic acid.

"H-NMR (300 MHz, DMSO-dq): & [ppm]= 1.12 - 1.31 (2H), 1.31 - 1.45 (1H), 1.47 - 1.63 (1H),
2.20 - 2.36 (1H), 2.50 (3H), 2.67 - 2.83 (1H), 2.91 - 3.07 (1F), 3.36 - 3.47 (1H), 3.96 - 4.10
(2H), 4.29 - 4.37 (2H), 4.37 - 4.48 (1H), 7.17 (1H), 7.43 (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-trifluoroethyl)-2H-indazol-5-carbox-

amide hydrochloride
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To 425.2 mg of 71b were added 2.35 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan.
An oily mass was formed, which dissolved on vigorous stirring and gentle warming. The
mixture was stirred for 1 hr at ca. 30°C. The reaction mixture was concentrated. Yield: 440.6 mg

of the title compound, which was further reacted without further purification.

'FI-NMR (400 MHz, DMSO-d¢): & [ppm]= 1.35 - 1.49 (2H), 1.53 - 1.62 (2H), 2.20 - 2.32 (1H),
2.51 (3H), 2.72 - 2.85 (2H), 3.14 - 3.23 (2H), 3.97 - 4.09 (2H), 4.34 (2H), 7.18 (1H), 7.43 (1H),
8.58 (1H), 8.64 - 8.77 (1H), 8.78 - 8.85 (1H), 8.93 - 9.08 (1H).

Example 71b: Tert-butyl 4-({4-methyl-5-[N-(2,2,2-trifluoroethyl)carbamoyl}-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate ‘

F AN
O CH,
Mo
QO

CH,
H,C CH,

2820 mg of 1c, 2052 mg of 2,2,2-trifluoroethylamine, 1823.2 mg of molybdenum hexacarbonyl,
200.4 mg of tri-tert-butylphosphine tetrafluoroborate and 647.5 mg of trans-bis(acetato)-bis[o-
(di-o-tolylphosphino)-benzyl]dipalladium(Il) were placed in a microwave tube and suspended in
56 ml THF. 3.1 ml of DBU were then added and the mixture was stirred for 20 mins at 125°C
and 200 watts in the microwave. The reaction mixture was diluted with some ethyl acetate,
washed twice with water and once with saturated sodium chloride solution. It was dried over
sodium sulphate, filtered and concentrated. The residue was chromatographed on the Biotage

SP4. Gradient: hexane/ethyl acetate 0-100%. Yield: 475.2 mg of the title compound.

'"H-NMR (300 MHz, DMSO-dg): § [ppm]= 0.99 - 1.17 (2H), 1.30 — 1.44 (11H), 2.05 - 2.21 (1H),
2.50 (3H), 2.54 - 2.73 (2H), 3.81 - 3.94 (2H), 3.95 - 4.10 (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-yl]methyl}-4-methyl-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide
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Analogously to Example 1, 97.8 mg of the title compound was obtained from 146.9 mg of the

amine prepared in Example 71a and 58.8 mg of 4-chlorobenzoic acid.

'"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.11 - 1.29 (2H), 1.31 - 1.45 (1H), 1.45 - 1.61 (1H),
2.20 - 2.35 (1H), 2.50 (3H), 2.63 - 2.84 (1H), 2.85 - 3.08 (1H), 3.42 - 3.59 (1H), 3.96 - 4.10
(2H), 4.29 - 4.47 (3H), 7.17 (1H), 7.36 (2H), 7.40 - 7.50 (3H), 8.52 (1H), 8.75 - 8.82 (1H).

Example 73: 4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]piperidin-4-

yi}methvl)-2H-indazole-5-carboxamide

F =N

=,

Analogously to Example 1, 105.4 mg of the title compound was obtained from 146.9 mg of the

amine prepared in Example 71a and 77.5 mg of 4-(trifluoromethoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.12 - 1.30 (2H), 1.31 - 1.46 (1H), 1.47 - 1.64 (1H),
2.20 - 2.36 (1H), 2.50 (3H), 2.66 - 2.85 (LH), 2.86 - 3.09 (1H), 3.40 - 3.55 (1H), 3.96 - 4.10
(2H), 4.29 - 4.48 (3H), 7.17 (1H), 7.36 - 7.50 (SH), 8.52 (1H), 8.75 - 8.82 (1H).

Example 74: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-6-methyl-N-(2-morpholinoethyl)-

2H-indazole-5-carboxamide

NS ==
YT

Q

Cl
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Analogously to Example 55, 30 mg of the title compound was obtained from 79 mg of the amine

prepared in Example 74a and 26 mg of 4-chlorobenzoyl chloride.

'NMR (400 MHz, methanol-dy): & [ppm]= 1.31 (2H), 1.50 (1ED), 1.65 (1H), 2.35 (1H), 2.47 (3H),
2.63 (6H), 2.81 (1H), 3.07 (1H), 3.53 (2H), 3.71 (SH), 4.34 (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-piperidylmethyl)-2H-indazol-5-carbox-

amide

768 mg of {1.58 mmol) of ieri-butyl carbamate 74b were dissolved in 4.0 ml 4M hydrochloric
acid in dioxan and stirred under nitrogen at room temperature. A further 0.8 ml 4M hydrochloric
acid in dioxan were added and the mixture stirred at room temperature. The reaction solution
was concentrated and yielded 760 mg of the title compound, which was used in the next reaction

without further purification.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.34 - 1.50 (2H), 1.53 - 1.67 (2H), 2.21 - 2.30 (1H),
2.41 (3H), 2.74 - 2.89 (2H), 3.07 - 3.33 (8H), 3.62 - 3.71 (2H), 3.77 - 3.90 (2H), 3.90 - 4.03
(2H), 4.35 (2H), 7.39 (1H), 7.88 (1H), 8.4 (1H), 8.57 (1H), 8.62 - 8.79 (1H), 8.87 - 9.02 (1H),

11.17 (1H).

Example 74b: Tert-butyl 4-({6-methyl-5-[N-(2-morpholinoethyl)carbamoyl}-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

Sataaesy

<CH,

H,C CH,
3.00 g (7.35 mmol) of 5-bromoindazole 74c and 2.87 g (22.04 mmol) of 2-morpholino-
ethylamine were dissolved in 134 ml dioxan and 1.94 g (7.35 mmol) of molybdenum
hexacarbonyl, 167 mg (1.47 mmol) of palladium acetate, 213 mg (0.74 mmol) of

tributylphosphonium tetrafiuoroborate, 2.34 g (22.0 mmol) of sodium carbonate and 2 drops of
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water were added. The reaction mixture was heated to 125°C under nitrogen and stirred at this
temperature for 2.5 hrs. For the work-up, the suspension was filtered over Celite, rewashed with
dioxan, concentrated in vacuo and dried. The crude product was separated by column

chromatography. Yield: 518 mg of the title compound.

'H-NMR (300 MHz, DMSO-d): § [ppm]= 0.93 - 1.16 (2H), 1.26-1.37 (2H), 1.34 (9H), 1.99 -
2.17 (1H), 2.32 - 2.43 (10H), 2.54 - 2.72 (2H), 3.34 (1H), 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-ylymethyl]piperidin-1-carboxylate
Lizo

ne CH’:’
10.0 g (47.4 mmol) of 5-bromo-4-methyl-1H-indazole and 21.0 g (56.9 mmol) of tert-butyl
4-[(tosyloxy)methyl]piperidin-1-carboxylate were dissolved in 726 ml DMF. To this were added
21.0 g (56.9 mmol) of tetrabutylammonium iodide and 18.5 g (56.9 munol) of caesium carbonate
and the reaction mixture was heated under nitrogen at 80°C for 1.5 hrs. For the work-up, it was
treated with water and ethyl acetate, the organic phase separated and the aqueous phase extracted
several times with ethyl acetate. The organic phases were washed with saturated sodium chloride
solution, dried over sodium sulphate and concentrated in vacuo. After purification by column

chromatography, this yielded the title compound in 5 g yield.

"H-NMR (600 MHz, chloroform-d): § [ppm]= 1.16 - 1.30 (2H), 1.45 (9H), 1.54 (2H), 2.22 - 2.33
(1H), 2.51 (3H), 2.67 (2H), 4.03 - 4.17 (2H), 4.27 - 4.32 (2H), 7.60 (1H), 7.81 (1H), 7.90 (1H).

The following compounds were prepared analogously:

Ex. Structure IUPAC name Analysis

75 NN 6-methyl-N-(2- "H-NMR (400 MHz, methanol-
(\N/\/ N = .
o | morpholinoethyl)-2- dg): 6 [ppm]= 1.32 (2H), 1.51

Qg‘ °| ({1-[4-(trifluorometh- | (1H), 1.65 (1H), 2.36 (1H), 2.47

) oxy)benzoyl]piperidin- | (3H), 2.60 (6H), 2.83 (1H), 3.10
N7 | 4-yl}methyl)-2H- (1H), 3.52 (2H), 3.70 (5H), 4.35
indazole-5- (2H), 4.61 (1H), 7.37 (3H), 7.49
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carboxamide (2H), 7.74 (1H), 8.24 (1H).
76 :@ 6-methyl-N-(2- "H-NMR (400 MHz, methanol-
NN S
o(\) & _Z:} morpholinoethyl)-2- dy): 8 [ppm]=1.32 (2H), 1.49
<,—\§E ° | ({1-[3-(trifluorometh- | (1H), 1.65 (1H), 2.36 (1H), 2.46
%—{| oxy)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 77: 6-methyl-N-(2-morpholinoethyl)-2-( {1-[4-(pentafluoro-A’-

sulphanyl)benzoyl]piperidin-4-yl } methyl)-2H-indazole-5-carboxamide

ot ks

0

F—S—F

5  Analogously to Example 1, 23 mg of the title compound was obtained from 79 mg of the amine

prepared in Example 74a and 47 mg of the acid.

'"H-NMR (400 MHz, methanol-d,): & [ppm]= 1.34 (2H), 1.52 (1H), 1.66 (1), 2.37 (1H), 2.49
(3H), 2.84 (1H), 3.10 (1H), 3.25 (2H), 3.42 (2H), 3.63 (3H), 3.75 (4H), 4.10 (2H), 4.36 (2H),
4.62 (1K), 7.43 (1H), 7.56 (2H), 7.89 (3H), 8.28 (1H).

10

The following compounds were prepared analogously:

Ex. Structure

TUPAC name

Analysis

o

B A

bo

g

0,

2

F

2-({1-[4-(4-fluoro-
phenoxy)benzoyl]-
piperidin-4-yl}-
methyl)-6-methyl-N-
(2-morpholinoethyl)-
2H-indazole-5-

"H-NMR (400 MHz, methanol-
ds): 8 [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 TUPAC name Analysis
carboxamide 8.27 (1H).
6-methyl-N-(2- "H-NMR (300 MHz, methanol-

7 D
!/\N/\/ ™ = b
IShR 2

FF

morpholinoethyl)-2-
({1-[4-(trifluoro-
methyl)benzoyl]-
piperidin-4-yl1}-
methyl)-2H-indazole-

5-carboxamide

dy): & [ppm]= 1.34 (2H), 1.51
(1H), 1.67 (1H), 2.38 (1H), 2.50
(3H), 2.85 (1H), 3.10 (1H), 3.25
(2H), 3.43 (2H), 3.64 (3H), 3.76
(4H), 4.10 (21D, 4.38 (2H), 4.64
(1H), 7.44 (1H), 7.57 (2H), 7.76
(2H), 7.89 (1H), 8.31 (1H).

TN
80 O()W\g@;/"_b

2-({1-[2-fluoro-4-
(triflucromethyl)benzo
yl]piperidin-3-yi}-
methyl)-6-methyl-N-
(2-morpholinoethyl)-
2H-indazole-5-

carboxamide

"H-NMR (300 MHz, methanol-
ds): & [ppm]= 1.34 (2H), 1.54
(1H), 1.68 (1H), 2.38 (i), 2.50
(3HD), 2.86 (1H), 3.12 (1H), 3.26
(2H), 3.43 (3H), 3.66 (2H), 3.76
(4H), 4.11 (2H), 4.37 (2H), 4.67
(1H), 7.44 (1H), 7.59 (3H), 7.89
(1H), 8.31 (1H).

81 :I/ﬁ
SN aite

6-methyl-N-(2-
morpholinoethyl)-2-
({1-[3~(pentafluoro-AS-
sulphanyl)benzoyl}-
piperidin-4-yl1}-
methyl)-2H-indazole-

5-carboxamide

'H-NMR (300 MHz, methanol-
dy): & [ppm]=1.35 (2H), 1.53

(1H), 1.65 (1H), 2.38 (1H), 2.50
(3H), 2.86 (1H), 3.14 (1H), 3.26
(2H), 3.43 (2H), 3.66 (3H), 3.76
(4H), 4.11 (2H), 4.37 (2H), 4.62
(1H), 7.44 (1H), 7.63 (2H), 7.89

(3H), 8.30 (1H).

82 S

6-methyl-N-(2-morph-
olinoethyl)-2-({1-[3-
(trifluoromethyl)~
benzoyl]piperidin-4-
yl}methyl)-2H-

indazole-5-

"H-NMR (300 MHz, methanol-
dy): 8 [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).
83 S 2-({1-[(4"fluoro- 'H-NMR (300 MHz, methanol-
e = b .
o] ° biphenyl-4-yl)- dy): 8 [ppm}= 1.35 (2H), 1.53

74 carbonyl]piperidin-4- | (1H), 1.65 (1H), 2.39 (1H), 2.50
GJ yl}methyl)-6-methyl- | (3H), 2.85 (1H), 3.12 (1H), 3.26

N-(2-morpholino- (2H), 3.42 (2H), 3.63 (3H), 3.74
ethyl)-2H-indazole-5- | (4H), 4.08 (2H), 4.37 (2H), 4.64
carboxamide (1H), 7.18 (2H), 7.46 (3H), 7.66

(4H), 7.88 (1H), 8.30 (1H).

Example 84: 2-{ii44-chlorobenzoyl)piperidin-4-ylJmethyl} -N-{2-(cyciopropylmethoxyjethyl]-
4-methyi-2H-indazole-5-carboxamide

H]@ﬁ
i ~
o} CH, b

0

5  Analogously to Example 1, 38 mg of the title compound was obtained from 75 mg of the amine

prepared in Example 84a and 29 mg of 4-chlorobenzoic acid.

"HNMR (400 MHz, DMSO-dg): & [ppm]= 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.21 (2H), 1.36
(1H), 1.52 (1H), 2.27 (1H), 2.50 (3H), 2.72 (1H), 2.97 (1H), 3.23 (2H), 3.36 (2H), 3.48 (3H),
431 (2H), 4.40 (1H), 7.14 (1H), 7.36 (3H), 7.46 (2H), 8.12 (1), 8.47 (1H).

10 The starting material was prepared as follows:

Example 84a: N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2-(4-piperidylmethyl)-2H-indazole-

5-carboxamide

=N
i N
v/\o/\/ ‘b
0 CH, N
H
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To 781 mg of 84b were added 3.7 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in

some toluene and again concentrated. Yield: 751 mg of the title compound, which was further

reacted without further purification.

'"H-NMR (400 MHz, DMSO-d6): § [ppm]= 0.14 (2H), 0.42 (2H), 0.97 (1II), 1.43 (2H), 1.58
(2H), 2.26 (1H), 2.50 (3H), 2.65 (1H), 2.78(2H), 3.18 (2H), 3.22 (2H), 3.36 (2H), 3.49 (210),
4.33 (2H), 7.16 (2H), 7.38 (1H), 8.11 (1H), 8.53 (1H), 8.80 (1H), 9.06 (1H).

Example 84b: Tert-butyl 4-[(5-{N-[2-(cyclopropylmethoxy)ethyl]carbamoyl}-4-methyl-2H-
indazol-2-yl)methyl]piperidin-1-carboxylate |

v/\o/\/ “\'(Q:/\ Nb
g0

HC o

500 mg of 1d was reacted with 203 mg of amine analogously to 1b version B. Yield: 781 mg of

the title compound.

'H-NMR (300 MHz, DMSO-dq): § [ppm]=0.98 - 1.13 (2H), 1.34 (11H), 2.05 - 2.27 (2H), 2.33 -
2.41 (5H), 2.51 (3H), 2.56 - 2.73 (2H), 3.25 - 3.37 (2H), 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 (1H), 8.46 (1H).

The following compounds were prepared analogously:

Ex. Structure TUPAC name Analysis
85 A Y(;Q N-[2-(cyclopropyl- "H-NMR (400 MHz, DMSO-dq): &
o o . methoxy)ethyl]-4~ [ppm]= 0.14 (2H), 0.42 (2H), 0.97
methyl-2-{[1-(4- (1H), 1.19 (2H), 1.37 (1H), 1.50
e methylbenzoyl)- (1H), 2.26 (IPD, 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

TUPAC name

Analysis

86

" N
V/\DM@ ‘b
C  CH,
=0
2

&
Q

F

N-[2-(cyclopropyl-
methoxy)ethyl]-2-({1-
[4-(4-flucrophenoxy)-
benzoyl]piperidin-4-
yl}methyl)-4-methyl-
2H-indazole-5-

carboxamide

"H-NMR (400 MHz, DMSO-d6): &
[ppra}= 0.14 (2H), 0.42 (2H), 0.97
(1H), 1.19 (2H), 1.45 (2H), 2.26
(1H), 2.50 (3H), 2.75 (1H), 2.96
(1H), 3.23 (2H), 3.36 (2H), 3.48
(2H), 3.62 (1H), 4.31 (2H), 4.39
(1H), 6.95 (2H), 7.12 (3H), 7.23
(2H), 7.36 (3H), 8.12 (1H), 8.47
(1H).

87 N-[2-(cyclopropyl- "H-NMR (400 MHz, DMSO-de): &
methoxy)ethyl]-4- [ppm]}= 0.14 (2H), 0.42 (2H), 0.96
methyl-2-({I-{4-Gtri- | (IH). 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
S-carboxamide (2H), 4.43 (1H), 7.15 (1H), 7.38
(1H), 7.55 (2H), 7.77 (2H), 8.12
(1H), 8.47 (1H).
88 v/\ﬂ’\’“" 9 N-[2-(cyclopropyl- 'H-NMR (400 MHz, DMSO-d6): &
o o . methoxy)ethyl]-2-({1- | [ppm]=0.14 (2H), 0.42 (2H), 0.96
(Y | [(4-fluorobiphenyl-4- | (1H), 1.23 (2H), 1.39 (1H), 1.55
¢ 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-d¢): &

benzoyl)piperidin-4-
yllmethyl}-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 KIlzl_lys.is
indazole-5- (2H), 3.37 (211), 3.51 (2H), 3.62
carboxamide (111), 4.34 (CH), 4.41 (1H), 7.10

(210), 7.17 (1H), 7.22 (2H), 7.41
(1H). 8.11 (1H), 8.49 (1T0).

Example 90: 2-{[1-(4-chlorobenzoyl)piperidin-4-yl]lmethyl}-4-methyl-N-[2-(2,2,2-trifluoro-

ethoxy)ethyl]-2I1-indazole-5-carboxamide

" l/'\
F H } N
Fﬁ/\o/\/-\‘ X - -
F O CH, >
O

A

Analogously to Example 1, 40 mg of the title compound was obtained from 75 mg of the amine

prepared in Example 90a and 27 mg of 4-chlorobenzoic acid.

'"H-NMR (400 MHz, DMSO-dg): 1 [ppm]= 1.20 (2H), 1.36 (1H), 1.53 (1H), 2.27 (1H), 2.49
(3H), 2.72 (1H), 2.97 (111), 3.40 (2H), 3.49 (1H), 3.69 (211), 4.07 (2E), 4.31 (2H), 4.40 (1H),
7.15 (111), 7.37 (311), 7.46 (2H), 8.19 (1H), 8.48 (11).

The starting material was prepared as follows:

Example 90a: 4-methyl-2-(4-piperidylmethyl)-N-[2-(2,2.2-trifluoroethoxy)ethyl}-2H-indazole-

5-carboxamide
ZN
Y,
ﬁ/\o/\/
F 0 CH, ol
H

To 610 mg of 90b were added 3.0 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 619 mg of the title compound, which was further

reacted without further purification.
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'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.42 (2H), 1.59 (2H), 2.26 (1H), 2.50 (3H), 2.64
(1H), 2.79 (2H), 3.20 (2H), 3.40 (2H), 3.70 (2H), 4.07 (2H), 4.33 (2H), 5.67(1H), 7.16 (1H),
7.39 (1H), 8.18 (1H), 8.53 (1H), 8.69 (1H), 8.94 (1H).

Example 90b: Tert-butyl 4-[(4-methyl-5-{N-[2-(2,2,2-trifluoroethoxy)ethyl]carbamoyl}-2H-
indazol-2-yl)methyl]}piperidin-1-carboxylate

=N
F\F\|/\ /\/“ </
o
F o cH, b
HC S:o
0

H,C CH,

300 mg of 1d was reacted with 240 mg of amine analogously to 1b version B. Yield: 670 mg of

the title compound.

'H-NMR (400 MHz, DMSO-dy): 8 [ppm]= 1.07 (2H), 1.34 (9H), 1.37 (2H). 2.14 (1H), 2.49
(3H), 2.63 (2H), 3.4C (2H), 3.70 (2H), 3.88 (2H), 4.06 (2H), 4.29 (2H), 7.15 (1H), 7.39 (1H),
8.16 (1H), 8.47 (1H).

The following compounds were prepared analogously:

Ex. Structure TUPAC name Analysis
91 ; . LT 4-methyl-2-{[1-(4- | 'H-NMR (400 MHz, DMSO-dy):
F>F]/\°/\/N o oM, b methylbenzoyl)- [ppm]=1.19 (2H), 1.36 (1H), 1.49
Q?m piperidin-4-yl]- (1H), 2.25 (1H), 2.29 (3H), 2.49
methyl} -N-[2- (3H), 2.71 (1H), 2.93 (1H), 3.40
(2,2,2-triftuoro- (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).




PCT/EP2014/060103

Analysis

"H-NMR (400 MHz, DMSO-(I.;?)? d
[ppm]= 1.19 (2H), 1.44 (2H), 2.26
(111), 2.49 (3H), 2.73 (1H), 2.95
(1H), 3.40 (2H), 3.60 (11I), 3.69
(211), 4.07 (2H), 4.31 (2H), 4.38
(111), 6.95 (2H), 7.12 (3H), 7.22
(2H), 7.37 (3H), 8.19 (111), 8.48
(1¥I).

WO 2014/187744
-101-
Lx. Strueture "TCPAC name
92 : v ZTN 2-({'1-[4-(4—1‘]11051'6?"' 1
i>l/\c/v.\j /\ Py > .
f 5o \ phenoxy)benzoyl]-
7\ piperidin-4-yl}-
PN methyl)-4-methyl-
M| N2-2,2,2-t0-
tluoroethoxy)ethyl]-
2H-indazole-5-
carboxamide
[§ 25N B N
93 e A \/»';[\ My 4-methyl-N-{2
I o o \/:,)} (2,2, 2-trifluoro-
/N /) 1-2-({1-
>=> cthoxy)ethyl]-2-({
i [4-(trifluoro-
methyl)benzoyl]-

piperidin-4-yl}-
methyl)-2H-
indazole-5-

carboxamide

"H-NMR (400 MHz, DMSO-dg):
[ppm]= 1.22 (2H), 1.36 (1H), 1.56
(1H), 2.28 (1H), 2.49 (311), 2.74
(1H), 2.99 (1H). 3.40 (3H), 3.69
(210), 4.07 (2H), 4.32 (2H), 4.43
(1H), 7.15 (1H), 7.35 (1H), 7.55
(2H), 7.77 (2H), 8.19 (1H), 8.48
(1H).

2 ISV
F>F(\° 0 2—\

2-({1-[(4'-fluoro-
biphenyl-4-yl)-
carbonyl]piperidin-
4-yl}methyl)-4-
methyl-N-{2-(2,2,2-
trifluoroethoxy)-
ethyl]-2H-indazole-

5-carboxamide

'H-NMR (300 MHz, DMSO-dg): §
fppm}= 1.23 (2H), 1.39 (1H), 1.52
(1H), 2.28 (1H), 2.49 (3H), 2.75
(111), 3.00 (1H), 3.39 (2B), 3.60
(1H), 3.69 (2H), 4.07 (2H), 4.33
(210), 4.43 (1H), 7.15 (18), 7.27
(2H), 7.40 (3H), 7.68 (419), 8.19
(1H). 8.49 (1H).

%5 . . T

2-{[1-(4-cyclo-
propylbenzoyl)-
piperidin-4-yl]-
methyl}-4-methyl-
N-[2-(2,2,2-tri-
fluoroethoxy)ethyl]-
2H-indazole-5-

"H-NMR (400 MHz, DMSO-dy): &
[ppm]= 0.69 (2F), 0.96 (2H), 1.21
(211), 1.47 (2H), 1.93 (1H). 2.28
(1H), 2.52 (3H), 2.77 (1H), 2.94
(1H), 3.43 (2H), 3.61 (111), 3.72
(2H), 4.09 (2H), 4.34 (2H), 4.42
(14), 7.10 (2H), 7.17 (0H), 7.22
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Ex. Structure TUPAC name Analysis
carboxamide (2H), 7.41 (1H), 8.18 (1H).

Example 96: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2-isopropoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

Hy —)\ 5
L S
He o TN b

Analogously to Example 1, 36 mg of the title compound was obtained from 75 mg of the amine

in Example 96a and 30 mg of 4-chlorobenzoic acid.
prepared

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.07 (6H), 1.22 (2H), 1.39 (1H), 1.51 (1H), 2.26
(1H), 2.50 (3H), 2.75 (1H), 2.97 (1H), 3.33 (2H), 3.45 (3H), 3.55 (1H), 4.31 (2H), 4.39 (1H),
7.14 (1H), 7.36 (3H), 7.47 (2H), 8.05 (1H), 8.46 (1H).

The starting material was prepared as follows:

Example 96a: N-(2-isopropoxyethyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazol-5-carbox-

amide

H, =N
i. H 2 N
He o
o oH,
N
H

To 650 mg of 96b were added 3.2 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 529 mg of the title compound, which was further

reacted without further purification.

'.NMR (400 MHz, DMSO-dg): § [ppm}= 1.06 (3H), 1.07 (3H), 1.42 (2H), 1.57 (2H), 2.25
(1H), 2.50 (3H), 2.65 (1H), 2.78 (2H), 3.19 (2H), 3.32 (2H), 3.45 (2H), 3.55 (1H), 4.32 (1H),
6.61 (1H), 7.15 (1H), 7.38 (1H), 8.11 (1H), 8.53 (1H), 8.78 (1H), 9.04 (1H).




(9]
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Example 96b: Tert-buty! 4-({5-[N-(2-isopropoxyethyl)carbamoyl]-4-methyl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate

H, ’)‘l\
L
He o ]
0 CH,
HG '3=o
<3

H,C CHy

500 mg of 1d was reacted with 138 mg of amine analogously to 1b version B. Yield: 650 mg of

the title compound.

"H-NMR (400 MHz, DMSO-dg): & [ppm]}= 1.07 (8H), 1.34 (9H), 1.38 (2H), 2.13 (1H), 2.50
(3H), 2.63 (2H), 3.33 (2H), 3.46 (2H), 3.55 (1H), 3.87 (2H), 4.28 (2H), 7.14 (1H), 7.38 (1H),

8.05 (1H), 8.46 (1H).

The following compounds were prepared analogously:

Ex. Structure TUPAC name Analysis
97 o Y@f‘/ﬂ N-(2-isopropoxy- 'H-NMR (300 MHz, DMSO-dg): &
e Ve~ =

o CH,

3
3

ethyl)-4-methyl-2-
{[1-(4-methyl-
benzoyl)piperidin-4-
yllmethyl}-2H-
indazole-5-

carboxamide

[ppm]= 1.07 (6H), 1.19 (2H), 1.45
(2H), 2.29 (4H), 2.50 (3H), 2.75
(1H), 2.92 (1H), 3.33 (2H), 3.45
(2H), 3.55 (2H), 4.31 (2H), 4.40
(1H), 7.14 (1H), 7.20 (4H), 7.38
(1H), 8.05 (1H), 8.46 (1H).

H, =N
9 8 H,Cj\ o/\/n t:-f \

O°C
kh &

2-({1-[4-(4-fluoro-
phenoxy)benzoyl]-
piperidin-4-yl}-
methyl)-N-(2-
isopropoxyethyl)-4-
methyl-2H-indazole-

5-carboxamide

"H-NMR (300 MHz, DMSO-dg): &
[ppml= 1.07 (6H), 1.21 (2H), 1.45
(2H), 2.25 (1H), 2.49 (3H), 2.85
(2H), 3.31 (2H), 3.45 (2H), 3.55
(2H), 4.31 (2H), 4.40 (1H), 6.95
(2H), 7.10 (3H), 7.22 (2H), 7.36
(3H), 8.05 (1H), 8.46 (1H).
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Ex. Structure TGPAC name Analysis . .
99 Bow (f\l N-(2-isopropoxy- 'II-NMR (300 MHz, DMSO-dg): 6
I ? X ethyl)-4-methyl-2- [ppmj= 1.06 (6H), 1.22 (2H), 1.37
/,—\5 | ((1fA(rifluoro-  (1H), 1.56 (1), 2.28 (111, 2.50
2: ! methyi)benzoyl]- « (3H), 2.75 (1H), 2.99 (1}1), 3.33
 piperidin-d-yl}- (211), 3.45 (311), 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 (211), 8.05
(111), 8.46 (1)
100 . £ \/Ll ;J _3 \ 2-({1-[(4"-fluoro- "H-NMR (300 MHz, DMSO-dq): &
5 &y Y biphenyl-4-yl)- [ppm]= 1.06 (6H), 1.23 (2H), 1.47
{g; carbonyl]piperidin-4- | (2H), 2.28 (1H), 2.50 (311), 2.76
o vi}methv])-NA2- (1H), 2.98 (1H), 3.33 (2H). 345
o isopropoxyethyl)-3- (2H), 3.55 (2H), 4.33 (2H), 4.43
methyl-2H-indazole- | (1H), 7.15 (1), 7.27 (2H), 7.39
S-carboxamide (3H), 7.68 (4H), 8.05 (1H), 8.47
(1F).
101 ) "ONH \/L:’\:J, 2-{{1-(4-cyclopropyl- | 'TI-NMR (300 MHz, DMSO-dg): &
’ 5 o b benzoyl)piperidin-4- | [ppm]= 0.66 (2I), 0.94 (2H), 1.06
fzm yl]methyl}-N-(2- (611), 1.20 (2H), 1.44 (2H), 1.90
f isopropoxyethyl)-4- | (1H), 2.24 (111), 2.49 (3H), 2.82
methyl-2H-indazole- | (2H), 3.32 (2H), 3.45 (211), 3.55
5-carboxamide (2H), 4.31 (2H), 4.39 (1H), 7.12
(511}, 7.38 (1B), 8.05 (1H), 8.46
(1H).
Example 102: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl } -N-[ 2-

(cyclopropylmethoxy)propyl]-4-methyl-2H-indazole-5-carboxamide
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N S
v/\o O CH, b

C

Ci

Analogously to Example 1, 41 mg of the title compound was obtained from 100 mg of the amine

prepared in Example 102a and 37 mg of 4-chlorobenzoic acid.

'H-NMR (400 MHz, DMSO-de): & [ppm]= 0.16 (2H), 0.43 (2H), 0.97 (1H), 1.10 (3H), 1.23
(2H), 1.40 (1H), 1.55 (1H), 2.29 (1H), 2.53 (3H), 2.75 (1H), 2.99 (1H), 3.23 (2H), 3.20 (2H),
3.51 (1H), 3.59 (1H), 4.34 (2H), 4.43 (1H), 7.17 (1H), 7.39 (3H), 7.49 (2H), 8.09 (1H), 8.49

(1H).
The starting matenal was prepared as follows:’

Example 102a: (+/-)-N-[2-(cyclopropylmethoxy)propyl]-4-methyi-2-(4-piperidvlmethyl)-2H-

indazole-5-carboxamide
Ve
V\o N e -b
0 CH y
H

To 632 mg of 102b were added 2.9 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 561 mg of the title compound, which was further

reacted without further purification.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 0.13 (2H), 0.40 (2H), 0.94 (1H), 1.07 (3H), 1.44
(2H), 1.57 (2H), 2.26 (1H), 2.50 (3H), 2.77 (2H), 3.20 (6H), 3.57 (1H), 4.33 (2H), 6.33 (1H),
7.16 (1H), 7.39 (1H), 8.11 (1H), 8.53 (1H), 8.79 (1H), 9.06 (1H).

Example 102b: (+/-)-tert-butyl 4-[(5-{N-[2-(cyclopropylmethoxy)propyl]carbamoyl}-4-methyl-
2H-indazol-2-yl)methyl]piperidin-1-carboxylate



WO 2014/187744 PCT/EP2014/060103

- 106 -

500 mg of 1d was reacted with 222 mg of amine analogously to 1b version B. Yield: 631 mg of
the title compound. "H-NMR (300 MHz, DMSO-dg): & [ppm]= 0.13 (2H), 0.40 (2H), 0-94 (1H),
1.07 (3H), 1.14 (2H), 1.34 (SH), 1.38 (2H), 2.13 (1H), 2.50 (3H), 3.24 (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 TUPAC name Analysis
103 Ty \F@ (+/-)-N-[2-(cyclo- "H-NMR (400 MHz, DMSO-dg):
VYL () | propylmethoxy)- 5 [ppm]= 0.16 (2H), 0.43 (2H),
B ° | propyll-2-({1-[4-(4- | 0.97 (1HD), 1.10 (3H), 1.22 (2ID),
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),
?H-indazole-5- 4.34 (3H), 4.42 (1H), 6.98 (2H),
carboxamide 7.14 (3H), 7.25 (2H), 7.39 (3H),
8.09 (1H), 8.49 (1H):
104 N 7y Y@ (+/-)-N{2-(cyclo- TH-NMR (400 MHz, DMSO-dg):
o o, b propylmethoxy)- S [ppm)= 0.16 (2H), 0.43 (2H),
53{ " | propyl}-4-methyl-2- | 0.97 (1H), 1.10 (3H), 1.24 (2H),
A ({1-[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 I \"@ (+/-)-N-[2-(cyclo- TH-NMR (400 MHz, DMSO-dy):
A B b propylmethoxy)- 5 [ppm]= 0.16 (2H), 0.42 (2H),
B propyl]-2-({1-[(4"- 0.97 (1H), 1.10 (3H), 1.26 (2H),
fluorobiphenyl-4- 1.45 (1H), 1.55 (1H), 2.32 (1H),
F ylcarbonyl]- 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),
2H-indazole-5- 7.30 (2H), 7.42 (3H), 7.71 (4H),
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ix. Structure TIUPACname | Analysis
| carboxamide 8.09 (1H). 8.50 (117).
j f
106 ¢ AN L (H=)-2-{[1-(4- 'TI-NMR (400 MHz. DMSO-dg):
. /\ /\/“jr’ﬁ/“*i" “_\_\ : ‘ :
L,) cyclopropylbenzoyl) | & [ppm]= 0.16 (2I1), 0.43 (2H),
| s | piperidin-4-yl}- 0.69 (2H), 0.96 (3H), 1.10 (3H),
| ,§ ' methyl}-N-[2- 120 (2H), 1.47 (2H), 1.93 (11D),
{ . (cyclopropyl- 2.28 (1), 2.53 (311), 2.77 (1H),
5 methoxy)propyll-4- 1 2.93 (1H), 3.23 (2H), 3.28 (2H),
i | methyl-2H-indazole- | 3.59 (2H), 4.34 (2H), 4.40 (11},
; 5-carboxamide 7.10 (2H), 7.17 (1K), 7.22 (21),
f
i 7.41 (1H), 8.09 (1H), 8.49 (1H).
|
Example 107: 2-{[144~chlorobenzoyl}piperidin-4-vilmethyl} 4-methyl-N-{2-

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

Fe =N
F/I<O/\/ “YQ;/N
O CH,
&
b

Analogously to Example 1, 26 mg of the title compound was obtained from 75 mg of the amine

prepared in Example 107a and 28 mg of 4-chlorobenzoic acid.

'H-NMR (300 MHz, DMSO-dy): & [ppm]= 1.20 (2H), 1.36 (1H), 1.52 (1H), 2.27 (1H), 2.49
(3H), 2.72 (1H), 2.97 (111), 3.51 (3R), 4.17 (21), 4.33 (3H), 7.15 (1), 7.41 (511), 8.37 (110),
8.49 (11D

The starting material was prepared as follows:

Example 107a: 4-methyl-2-(4-piperidylmethyl)-N-[2-(trifluoromethoxy)ethyl]-2H-indazole-5-

carboxamide
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To 648 mg of 107b were added 3.0 ml of 4M hydrochloric acid in dioxan and 0.5 ml dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in

some toluene and again concentrated. Yield: 766 mg of the title compound, which was further

reacted without further purification.

'H-NMR (300 MHz, DMSO-de): § [ppm]= 1.43 (2H), 1.57 (2H), 2.24 (1H), 2.50 (3H), 2.78
(2H), 3.19 (2H), 3.50 (1H), 4.17 (2H), 4.33 (2H), 6.49 (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-methy!-5-{N-[2-(trifluoromethoxy)ethyl]carbamoyl}-2H-
indazol-2-yl)methyl]piperidin-1-carboxylate

He @4

500 mg of 1d was reacted with 293 mg of amine analogously to 1b version B. Yield: 748 mg of

the title compound.

'H-NMR (400 MHz, DMSO-d¢): § [ppm]= 1.07 (2H), 1.34 (SH), 1.37 (2H), 2.12 (1H), 2.50
(3H), 2.63 (1H), 3.52 (2H), 3.87 (2H), 4.17 (2H), 4.29 (2H), 7.16 (2H), 7.41 (1H), 8.37 (1H),
8.48 (1H).

The following compounds were prepared analogously:

Ex. Structure TUPAC name Analysis
108 e i @b 2-({1-[4-(4-fluoro- "H-NMR (300 MHz,
G om, phenoxy)benzoyl]- DMSO-dg): 8 [ppm]=1.19
‘ d‘ ° | piperidin-4-yl}methyl)- | (2H), 1.46 (2H), 2.26 (1H),
g 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 (S5H), 7.38
carboxamide (3H), 8.36 (1H), 8.49 (1H).
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109 Fe N 2-({1-{(4"-fluoro- "H-NMR (300 MHz,
. o/\/N ==/ .
o u C§= biphenyl-4-yl)- DMSO-dg): 6 [ppm]=1.23
s ° carbonyl]piperidin-4- (2H), 1.47 (2H), 2.28 (1H),
— yl}methyl)-4-methyl-N- | 2.50 (3H), 2.74 (1H), 2.99
p [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-(tnfluoro-
methyl)phenoxy]-

benzoyl} piperidin-4-y1)-

methyl}-2H-indazole-5-

carboxamide

DMSO-dg): & [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
(1H).

Example 111: N-(2-tert-butoxyethyl) -2-{ [1-(4-chlorobenzoyl)piperidin-4-yljmethyl} -4-methyl-

2H-indazole-5-carboxamide

O
e s alie

O CH,

¢]

Analogously to Example 1, 8 mg of the title compound was obtained from 75 mg of the amine

prepared in Example 111a and 28 mg of 4-chlorobenzoic acid.

'"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.12 (9H), 1.21 (2H), 1.36 (1H), 1.53 (1H), 2.27
(1H), 2.50 (3H), 2.72 (1H), 2.97 (1H), 3.29 (2H), 3.43 (3H), 4.31 (2H), 4.40 (1H), 7.14 (11D,
7.36 (3H), 7.46 (2H), 8.04 (1H), 8.46 (1H).
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The starting material was prepared as follows:

Example 111a: N-(2-tert-butoxyethyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazol-5-carbox-

amide
San et O

To 743 mg of 111b were added 3.5 ml of 4M hydrochloric acid in dioxan and 0.5 m! dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in
somé toluene and again concentrated. Yield: 677 mg of the title compound in a mixture with N-
(2-hydroxyethyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazole-5-carboxamide, =~ which  was
further reacted without further purification.

Example 111b: Tert-butyl 4-({5-[N-(2-tert-butoxyethyl)carbamoyl}-4-methyl-2H-indazol-2-
yl}methyl)piperidin-1-carboxylate

/\’Y@b

G,

H,C CH,

500 mg of 1d was reacted with 206 mg of amine analogously to 1b version B. Yield: 743 mg of

the title compound.

'H-NMR (300 MHz, DMSO-dq): & [ppm]= 1.06 (2H), 1.11 (9H), 1.34 (9H), 1.39 (2H), 2.13
(1H), 2.50 (3H), 2.65 (2H), 3.27 (2H), 3.40 (2H), 3.87 (2H), 4.28 (2H), 7.14 (1H), 7.38 (1H),
8.05 (1H), 8.46 (1H).

The following compounds were prepared analogously:

Ex. Structure TUPAC name Analysis

112 Ny W@ N-(2-tert-butoxyethyl)- | "H-NMR (400 MHz, DMSO-dy):
o o7 N =
L b 2-({1-[4-(4-fluoro- 8 [ppm]= 1.12 (9H), 1.20 2H),
{3; phenoxy)benzoyl]- 1.44 (2H), 2.26 (1H), 2.50 (3H),
¥ piperidin-4-ylymethyl)- | 2.76 (1H), 2.93 (1H), 3.30 (2H),
Q 4-methyl-2H-indazole- | 3.40 (2H), 3.57 (1H), 4.31 (2H),
4.39 (1H), 6.95 (2H), 7.12 (3H),
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Ex. - Suucture

"TUPAC name

Analysis

5-carboxamidc

7.23 (2H), 7.36 (3H), 8.04 (1R),

8.46 (1L0).

. N-(2-tert-butoxyethyl)-
2-({1-[(4'-fluoro-
biphenyl-4-yl)-
carbonyl]piperidin-4-
ylmethyl)-4-methyl-
2H-indazole-53-

carboxamide

TH-NMR (400 MIIz, DMSO-dg):

& [ppm]= 1.11 (9II), 1.23 (ZH),
1.40 (111), 1.54 (1H), 2.29 (1H),
2.50 (3H), 2.75 (1H), 3.00 (1H),
3.29 (2H), 3.40 (2I1), 3.65 (11D),
4.32 (2H), 4.43 (1H), 7.15 (1H),
7.28 (2H), 7.40 (3H), 7.69 (4H),
8.05 (111), 8.47 (1H).

114

N-(2-tert-butoxyethyl)-
4-methyl-2-((1-{4-[4-
(trifluoromethyl)-
phenoxyJbenzoyl}-
piperidin-4-yl)methyl}-
2H-indazole-5-

carboxamide

"H-NMR (400 MHz. DMSO-d,):
8 [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 (110).

Example 115: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2-[*H; methoxy[*Hy)ethyl)-4-

methyl-2H-indazole-5-carboxamide

? DD, H /N\N
He8 LI
DD o CH,

' o]
a

Cl

Analogously to Fxample 1, 1 mg of the title compound was obtained from 54 mg of the amine

prepared in Example 115a and 22 mg of 4-chlorobenzoic acid.
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TI-NMR (300 MHz, DMSO-dg): & [ppml]= 1.20 (211), 1.40 (111). 1.51 (1H), 2.27 (11I), 2.49
(3H), 2.75 (111), 2.96 (1H), 3.50 (111), 4.31 (2H), 4.40 (1ED), 7.15 (11), 7.36 (3H), 7.47 (2H),
8.07 (1H), 8.46 (11I).

The starting material was prepared as follows:

Example 115a: 4-methyl-N-(2-[*H[methyloxy[*H,]ethyl)-2-(4-piperidylmethyl)-2H-indazole-5-

carboxamide
N. \..
P °>$< B
DD o cH
N
H

To 131 mg of 115b were added 0.7 ml of 4M hydrochloric acid in dioxan and 0.5 m] dioxan. The
mixture was stirred for 30 mins at ca. 30°C. The reaction mixture was concentrated, taken up in
some toluene and again concentrated. Yield: 108 mg of the fitle compound, which was further

reacted without further purification.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.42 (2H), 1.58 (2H), 2.26 (1H), 2.49 (31), 2.78
(2H), 3.19 (210), 4.33 (2H), 5.55 (1H), 7.16 (1H), 7.38 (1II), 8.12 (111), 8.53 (1II), 8.70 (11I),
8.97 (1H).

Example 115b: Tert-butyl 4-({4-methyl-5-[N-(2-["H;}methyloxy[*H,]cthyl)carbamoyl]-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

500 mg of 1d was rcacted analogously to 15 version B with 110 mg of amine prepared in 115¢.

Yield: 131 mg of the title compound.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.07 (2H), 1.34 (9H), 1.37 (2H), 2.13 (111), 2.49
(311), 2.62 (2H). 3.88 (2H), 4.28 (2H), 7.15 (1H), 7.38 (1B), 8.07 (1H). 8.46 (1II).

Example 115¢: 2-[T1;]methyloxy[*H,]ethan-1-amine

nD
D7 o s
B D
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110 mg of (0.51 mmol) of 115d was first placed in 2.2 ml toluene. After addition of 11 mg of

palladium/charcoal (10%) and hydrogen uader normal pressure, the mixture was stirced for 50

mins at room temperature. The reaction mixture was filtered through Celite and rewashed with

toluene. The colourless filtrate was used as solution in the subsequent reaction.

Example 115d: Benzyl N-(2-[*11;]Jmethyloxy[*H,]cthyl)carbamate

Z

250 3o L
-
oy
08 ¢

1.32 g (6.6 mmol) of 115¢) was dissolved in 23 ml acetonitrile. 2.3 g (9.9 mmol) of stlver oxide
and 1.64 ml (3.8 g, 26 mmol) of deuterated iodomethane were then added. The reaction mixture
was stirred for 1.5 hrs at 40°C, 7.5 hrs at 72°C and then overnight at room temperature. A further
2.3 2 (9.9 mmol) of silver oxide was added and the mixture stirred for 1.5 hrs at 72°C. For the
work-up. the black solid was filtered off at the pump and the clear filtrate concentrated. The
residue was purified by column chromatography (hexane/ethyl acetate 0-10%). Yield: 1.13 g of

the title compound.
'TI-NMR (300 MHz, DMSO-dg): 5 [ppm]= 4.97 (2H), 7.31 (5H).

Example 115¢: Benzyl N-(2-hydroxy[*H,Jethyl)carbamatc

Z
HOD>€(N\/°\/©

H
DD(I‘!\

1.0 g (15 mmol) of deuterated aminoethanol was first dissolved in 29 ml dichloromethane. Then
2.5 ml (1.8 g, 18mmol) of triethylamine was added and the reaction mixture cooled to 0°C. At
this temperature 2.75 ml (3.34 g, 19.6 mmo:) of benzyl chloroformate was now cautiously added
dropwise. After completion of the addition, the mixture was stirred for 1 hr more with no ice-
bath and in the process warmed up to R\ The reaction mixture was diluted oncc with some
dichloromethanc and washed once with saturated sodium chloride solution. The organic phase
was dricd over sodium sulphate, filtcred and concentrated. The crude product was purified twice
by column chromatography (dichloromethane/methanol 0-10% aund ethyl acetate). Yield: 1.32 g

of the title compound.
TI-NMR (300 MHz, DMSO-ds): 8 [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 T
116 | c.up . PPN Vo({1-[4-(4-fluoro- | 'H-NMR (300 MHz,
Do N \K-" o\
nh oG e O phenoxy)benzoyi]- : DMSO-dg): & [ppm]=1.19

7 piperidin-4-yl}methyl)- | (2H), 1.46 (2H), 2.25 (1H),
>_ 4-methyl-N-(2-PH5]- | 2.49 (3H), 2.85 (2H), 3.66

\ ¢ | methyloxy[HaJethyl)- | (1H), 4.31 (211), 4.38 (1H),
| 2H-indazole-5- 6.95 (2H), 7.16 (511), 7.36
carboxamide (311), 8.07 (1H), 8.46 (1H).

Example 117: 2-{[1-(4-chlorobenzoyl)azetidin-3-yl}methyl} -N-(2-methoxyethyl)-4-methyl-2H-
indazole-S-carboxamide

Q,
N
H N
Hsc'\o/\/ N =
o} CH,

Analogously to Example 55, 471 mg of the title compound was obtained from 500 mg of the

compound prepared in Example 117¢) and 287 mg of 4-chlorobenzoyl chloride,

'H-NMR (300 MHz, DMSO-d6): 8 = 2.49 (3H), 3.22 (1H), 3.25 (3H), 3.32-3.46 (4H), 3.89
(1H), 4.09 (1H), 4.19 (1H), 4.37 (111), 4.67 (2H), 7.15 (111), 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)methyi]-azetidin-1-

carboxylate
Q,
Yo
N / CH
H,C CH,
AN P o
e ..
ar X l%/
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Ta a solution of 21.1 g of 5-bromo-4-methyt-1H-indazole and 37.6 g of tert-butyl-3-[(tosyloxy)-
methyl]azetidin-1-carboxyvlate in 100 ml dioxan were added 150 ml of a 1M solution of sodium
bis(trimecthylsilyl)amide in tetrahydrofuran at 25°C and this was stirred for 6 hrs at 90°C. Afler
cooling, the reaction mixture was {reated with ethyl acctaic and water, the organic phases
separated and the aqueous phase extracted twice with 100 ml portions of cthyl acetate. The
combined organic phases were washed with saturated sodium chloride solution, dried over
sodium sulphate, and concentrated in vacuo after filtration. The residue thus obtained was
purificd by chromatography on the Flashmaster (hexane/ethyl acetate 1:0-0:1). 15.0 g of the title

compound was obtained.

'TI-NMR (300 MHz, DMSO-d6): 3= 1.32 (9H), 2.48 (31), 3.07 (1H), 3.69 (2I1), 3.87 (2H), 4.59
(210), 7.28 (110), 7.35 (1H), 8.53 (1H).

Example 117b: Methyl 2-{[1-(tert-butoxycarbonyl)azetidin-3-ytjmethyl}-4-methyl-2I1-indazol-

S-carboxylate
QA
N oH,
L P
hY
/O =
HCTY
o] CH,

To a solution of 8.16 g of the bromide prepared in Example 117a in 65.4 ml methanol, 6.5 g of
1,1 bis(diphenylphosphino)ferrocen-palladium(Il) dichloride and 15 g of potassium acetate were
added at 25°C and the mixture was stirred under CO at 10.15 bar and 120°C for 24 hours in an

autoclave. The reaction mixture was then cooled, filtered through Celite at the pump and the

_ filtrate concentrated in vacuo. The residue thus obtained was purificd by chromatography on the

Flashmaster (hexane/ethyl acctate 1:0-0:1). 6.97g of the title compound was obtained.

'H-NMR (300 MHz, DMSO-d6): & = 1.32 (9H), 2.73 (3H), 3.09 (1H), 3.71 (2H), 3.79 (3H), 3.87
(2H), 4.62 (2H), 7.42 (1H), 7.63 (1H), 8.74 (1H).

Example 117¢:  2-{[1-(tert-butoxycarbonyl)azetidin-3-ylimethyl}-4-methyl-2H-indazol-5-

carboxylic acid

>_O>\—cn,

0,
—N
_N _)) HC
N
HO =
i
OGN,
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Analogously 1o Example 1d. 5.2 g of the title compound was obtained from 15.1 g of the ester

prepared in Fxample 117b.

'HLNMR (300 MIIz, DMSO-d6): § = 1.32 (9H), 2.73 (3H). 3.09 (1H), 3.71 (2H), 3.87 (2H), 4.6
(211), 7.39 (1), 7.64 (1H), 8.70 (1H), 12.57 (1FD).

Example 117d: Tert-butyl 3-({5-|N-(2-methoxyethyl)carbamoyl}-4-methyl-2H-indazol-2-y1}-

methyl)azetidin-1-carboxylate

Analogously to Example 1, from 2.5 g of the acid prepared in Example 117¢ and 0.54 g of
2-methoxyethylamine, a crude product was obtained which through purification with a Biotage

unit (ethyt acetate : 0 to 30% methanol) yielded 2.69 g of the title compound.

'"H-NMR (300 MHz, DMSO-d6): 6 = 1.32 (9H), 2.49 (3H), 3.08 (1H), 3.25 (3H), 3.32-3.46
(4H), 3.70 (2H), 3.86 (2H), 4.60 (2H), 7.15 (1H), 7.38 (1H), 8.11 (1H), 8.54 (LIT).

Example 117¢: 2-(azetidin-3-ylmethyl)-N-(2-mcthoxyethyl)-4-methyl-2H-indazol-5-carbox-

amide hydrochloride

13 CH
N
x P
H,C. i /"
g \I-'
6 CHy

Analogously to Fxample 1a, {from 2.69 g of the amide prepared in Example 117d, 2.59 g of the

title compound was obtained, which was reacted without further purification.

Example 118: N-(2-mcthoxyethyl)-4-methyl-2-[(1-{4-[(trifluoromethyl)sulphanyl]benzoyl}

azetidin-3-yDmethyl]-2H-indazole-5-carboxamide

FF
v ob

= )\P
H,C ﬁ l'\ -*--JN
3\0/\/
0 CH,
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Analogously to Example 55, 29 mg of the title compound was obtained from 55 mg of the

compound prepared in Example 117¢ and 43 mg of 4-[(trifluoromethyl)sulphanyl]benzoyt

chloride.

TI-NMR (300 MHz, DMSO-d6): &+ 2.49 (3H), 3.22 (1H), 3.25 (3H), 3.36 (2H), 3.42 (2H), 3.92
(111), 4.11 (1), 4.20 (1H), 4.39 (1H), 4.67 (2I0), 7.15 (1H), 7.38 (1H), 7.69 (28), 7.76 (21,
8.12 (1H), 8.54 (1T0).

Example 119: N-(2-methoxycthyh)-4-methyl-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3-

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

FF
o Yo
()
/
N

o P
H N
NN =~/
o i

Analogously to Example 55, 27 mg of the title compound was obtained from 55 mg of the

compound prepared in Example 117e and 40 mg of 4-(trifluoromethoxy)benzoyl chloride.

'H.NMR (300 MHz, DMSO-d6): § = 2.49 (3H), 3.20 (11I), 3.24 (3H), 3.32-3.46 (4H), 3.91
(1H), 4.10 (1H), 4.20 (1H), 4.39 (11), 4.67 (2H), 7.15 (111), 7.35-7.44 (3H), 7.70 (2H), 8.12
(LH), 8.54 (1H).

Example 120: 2-({1-[2-fiuoro-4-(trifluoromethyl)benzoyl]azetidin-3-yl }methyl)-N-(2-methoxy-
cthyl)-4-methyl-2H-indazole-5-carboxamide

F

o Eh

Analogously to ixample 55, 17 mg of the title compound was obtained from 55 mg of the
compound prepared in Example 117¢ and 41 mg of 2-fluoro-4-(trifluoromethyl)benzoyl

chioride.

'H-NMR (300 MHz, DMSO-d6): & = 2.48 (3H), 3.23 (111}, 3.25 (3H), 3.36 (2H), 3.42 (21), 3.94
(2H), 4.11 (211, 4.66 (2H), 7.15 (111), 7.38 {1H), 7.64 (2I1), 7.79 (1H), 8.12 (1H), 8.54 (11I).
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Example 121: 2-{[1-(4-chloro-2-fluorobenzoyl)azctidin-3-yl]methyl ! -N-(2-methoxyvethyl)-4-

methyl-2H-indazole-5-carboxamide

Analogously to Ixample 55, 19 mg of the title compound was obtained from 42 mg of the

compound prepared in Example 117e and 26 mg of 4-chloro-2-fluorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 2.48 (3H), 3.21 (11I), 3.24 (3H), 3.33-3.46 (4H), 3.86-3.97
(2H), 4.08 (211), 4.65 (2H), 7.15 (1H), 7.34 (1H), 7.37 (1H), 7.44 (1H), 7.52 (1H), 8.12 (1H),
8.53 (1H).

Exampie 122: 2-({1-{3-fluoro-4-(intfluoromethyl )benzoyijazetidin-3-yi  methyl)-N-(2-methoxy-

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

N (e
N> = { '
P
H,C\O/\/g : =
O o,

Analogously to Example 55, 15 mg of the title compound was obtained from 42 mg of the
compound prepared in Example 117¢ and 31 mg of 3-fluoro-4-(trifluoromethyl)benzoyl

chloride,

"TI-NMR (300 MHz, DMSO-d6): & = 2.49 (3H), 3.21 (1H), 3.25 (3H), 3.36 (2H), 3.42 (2H), 3.93
(1H), 4.12 (1H), 4.22 (1H), 4.40 (110), 4.67 (28), 7.15 (1H), 7.37 (111), 7.57 (1H), 7.64 (1H),
7.85 (1H), 8.12 (1H), 8.54 (1F).

LExample 123: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]azetidin-3-yl} methyl)-N-(2-methoxy-

cthyl)-4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 55, 6 mg of the title compound was obtained from 42 mg of the
compound prepared in Example 117¢ and 33 mg of 4-chloro-3-(trifluoromethyl)benzoyl

chloride.

'TI-NMR (300 MHz, DMSO-d6): & - 2.49 (3H), 3.21 (1H), 3.25 (3H). 3.31-3.46 (4H), 3.92
(11D, 4.11 (1H), 4.22 (111), 4.41 (1H). 4.67 (2H), 7.15 (1H), 7.37 (111), 7.79 (1H), 7.86 (1K),
7.94 (1HD), 8.12 (1H), 8.53 (110).

Example 124:  2-{[1-(4-cyclopropylbenzoyl)azetidin-3-yl]methyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

M=
s
Il,C\o /\/It'l ==
& o

Analogously to Example 1, 76 myg of the title compound was obtained from 163 mg of the

compound prepared in Example 117e and 78 mg of 4-cyclopropylbenzoic acid.

'"H-NMR (300 MHz, DMSO-d6): & = 0.71 (2H), 0.99 (2H), 1.95 (1H), 2.52 (3H), 3.24 (1H),
3.34-3.41 (5H), 3.45 (2H), 3.90 (111), 4.09 (1H), 4.20 (1H), 4.38 (1H), 4.68 (2H), 7.12 (2H),
7.18 (1H), 7.41 (1H), 7.48 (2H), 8.12 (1H), 8.57 (1H).

Example 125: N«(2-methoxyethyl}-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxyJbenzoyl}

azetidin-3-ylymethyl]-2H-indazole-3-carboxamide

o )’)
H i N
[ I,C\o/\/N\"/\/\\/
|

0 cH

Analogously to Example 1, 478 mg of the title compound was obtained from 1.20 g of the
compound prepared in Example 117¢ anc¢ 850 mg of 4-[4-(trilluoromethyl)phenoxy]benzoic

acid.

"H-NMR (300 MHz, DMSO-d6): & = 2.52 (3H), 3.25 (1H), 3.27 (311), 3.39 (2H), 3.45 (2H), 3.94
(111), 4.12 (1H), 4.24 (1H), 4.42 (1H), 4.70 (2H), 7.14 (2H), 7.18 (1H), 7.22 (2H), 7.41 (11D,
7.69 (2H), 7.77 (2H), 8.12 (111), 8.57 (1H).
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Example 126: 2-{[1-(4-chlorobenzoyvlazetidin-3-yl jmethyl}-N-[2-(3,3-difluoropvrrolidin-1 -

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

% /'N\N ﬂ )

H
£ N Xy o =
AN Y =/
)

FNA o G,

Analogously to Ixample 55, 38 mg of the title compound was obtained from 43 mg of the

compound prepared in Example 126a and 20 mg of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): § = 2.10-2.27 (3H), 2.49 (3H), 2.57 (2H), 2.72 (2H), 2.91
(2H), 3.17-3.36 (2H), 3.89 (111), 4.08 (1H), 4.19 (111), 4.36 (1H), 4.67 (2H), 7.14 (1H), 7.38
(1H), 7.48 (2H), 7.59 (2H), 8.05 (111), 8.54 (1H).

Example 126a: 24 azzatidin-3-vimethyi)}-N-{2-3,3-diftuoropyrrolidin-1-yilethyl]-4-methyi-2H-
indazole-5-carboxamide hydrochlonde

H
CH
g
Poe
F>CT/\/
F O CH,

Analogously to Example 1a, from 50 mg of the compound prepared in Example 126b, 43 mg of

the title compound was obtained, which was reacted without further purification.

Example 126b: Tert-butyl 3-[(5-{N-[2-(3,3-difluoropyrrolidin-1-ylethyl]carbamoyl} -4-methyi-

2H-indazol-2-yDmethyl]azetidin-1-carboxylate

Q,

Yo
oo
NN I

H
: No_ %
r><:'u“/\/ I
£ 0  CH,

Analogously to xample 1b, 71 mg of the title compound was obtained from 70 mg of the

compound prepared in Example 117a and 83 mg of 2-(3,3-difluoropyrrolidin-1-yl)cthylamine.

'"H-NMR (300 MHz, DMSO-d6): & = 1.32 (9H), 2.10-2.28 (2H), 2.50 (3H), 2.57 (2H), 2.66-2.77
(2H), 2.84-2.98 (2H), 3.08 (111), 3.23-3.36 (2H), 3.69 (2H), 3.86 (2H), 4.60 (2H), 7.14 (11I),
7.39 (1H), 8.05 (11, 8.55 (1H).
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Example 127: 2-{[1-(4-chlorobenzovDazetidin-2-ylmethyl} -d-methy]-N-{2-[(trifluoromethy])

sulphanyljethyl}-211-indazole-5-carboxamide

0,
.
F NN )T

H

F\'\ AN N

Amnalogously to Example 55, 143 mg of the title compound was obtained from 130 mg of the

compound prepared in Example 127b and 61 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 2.51 (3H), 3.13-3.29 (3H), 3.50 (211), 3.90 (1H), 4.09
(1H), 4.19 (11D), 4.37 (1H), 4.67 QH), 7.1 (1H), 7.40 (1H), 7.48 (2H), 7.59 (21D, 8.38 (1H),
8.57 (1H).

The starting material was prepared as follows:

Example 127a: Tert-butyl 3-{{4-methyl-5-{(N-{2-[(trifluoromethyl)sulphanyl]ethyl } carbamoyl)-

indazol-2-yljmethyl}azetidin-1-carboxylate

0
»N>—0>v0i 1y
i w )‘N.P
S~ AR
O CH

t,C CH,
Analogously to Example 1, 674 mg of the title compound was obtained from 500 mg of the

compound prepared in Example 117c.

"H-NMR (300 MHz, DMSO0-d6): 8 = 1.32 (9H), 2.52 (3H), 3.08 (1H), 3.17 (2H), 3.50 (2H), 3.69
(2H), 3.86 (2H), 4.61 (2H), 7.19 (111), 7.41 (1H), 8.38 (1K), 8.57 (1H).

Example 127b: 2-(azetidin-3-ylmethyl)-4-methyl-N-{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-

indazole-5-carboxamide hydrochloride

H o CH
)
o F ZN N _}
r>l\s/\/“ i X "
o &,

Analogously to Example la, from 150 mg of the compound prepared in Example 127a, 130 mg

of the title compound was obtained, which was further reacted without purification.
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Example 128: 2-{[1-(4-chlorobenzoyl)azetidin-3-yl]methyl}-4-methyl-N-(2-morpholinoethyl)-

2H-indazole-5-carboxamide

0,
)
N
Y@ﬂ F
H N
N o
6 CH,

O/\/

Analogously to Example 55, 30 mg of the title compound was obtained from 50 mg of the

compound prepared in Example 128b and 24 mg of 4-chlorobenzoy! chloride.

'H-NMR (300 MHz, DMSO0-d6): § = 2.34-2.45 (6H), 2.51 (3H), 3.22 (1H), 3.33 (2H), 3.54
(4H), 3.89 (1H), 4.08 (1H), 4.1 (1H), 4.36 (1H), 4.67 (2H), 7.15 (1H), 7.38 (1H), 7.48 (21),
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)carbamoyl]-2H-indazol-2-

yl} methyl)azetidin-1-carboxylate

Q,
| e Neon
N -P H,C CH,
N/\/H I [\ N
o(\) O CH,

Analogously to Example 1b, 59 mg of the title compound was obtained from 200 mg of the

compound prepared in Example 117a and 205 mg of 2-morpholinoethylamine.

"H-NMR (300 MHz, DMSO-d6): § = 1.32 (9H), 2.34-2.44 (6H), 2.52 (3H), 3.08 (1H), 3.33
(2H), 3.54 (4H), 3.69 (2H), 3.86 (2H), 4.61 (2H), 7.15 (1H), 7.39 (1H), 7.98 (1H), 8.55 (1H).

Example  128b:  2-(azetidin-3-ylmethyl)-4-methyl-N-(2-morpholinoethyl)-2H-indazole-5-

carboxamide hydrochloride

H
_p CHH
=N
(\NNH@ N
0\) o] CH,

Analogously to Example la, from 59 mg of the compound prepared in Example 128a, 63 mg of

the title compound was obtained, which was further reacted without purification.
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Example 129: 2-{[1-(4-chlorobenzoylazetidin-3-ylJmethyl}-4-methyl-N-(2,2,2-trifluorocthyl)-

2H-indazole-5-carboxamide

S e
=
3

= AN T

FO H . N~
N x/
F/\./ W\
G CH,

Analogously to Example 55, 127 mg of the title compound was obtained from 128 mg of the

compound prepared in Example 129b and 68 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 Mz, DMSO-d6): § = 2.50 (3H), 3.22 (1H), 3.90 (L[, 3.96-4.13 (3H), 4.19
(110), 4.37 (1H), 4.68 (2H), 7.18 (1H), 7.42 (1H), 7.48 (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-trifluoroethyl)carbamoyi}-2H-indazol-2-
yl}methybazetidin-1-carboxylate

%VCH:’

HC CH,

3
o

Analogously to Example 1, 1.02 g of the title compound was obtained from 1.0 g of the

compound prepared in Example 117¢ and 287 mg of 2,2 2-trifluoroethylamine.

'H-NMR (300 MITz, DMSO-d6): 8 = 1.32 (9H), 2.51 (3H), 3.09 (1), 3.70 (2H), 3.86 (2H), 4.03
(2H), 4.62 (2H), 7.17 (1H), 7.43 (111), 8.60 (1H), 8.79 (1H).

Example 129b:  2-(azetidin-3-ylmethyl)-4-methyl-N-(2,2,2-trifluorocthyl)-2H-indazole-5-

carboxamide hydrochioride

E CH
F = )\!\ j
i=>J Hoo N
N

ki

0 CH,

Analogously to Example 1a, from 1.0 g of the compound prepared in Example 129a, 852 mg of

the title compound was obtaincd, which was further reacted without purification.
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vl}methyl)-2H-indazole-3-carboxamide

0\" / \. .>/--F
> O
z =N ; \

H N-

Analogously to Example 55, 113 mg of the title compound was obtained from 128 mg of the

compound prepared in Example 129b and 87 mg of 4-(trifluoromethoxy)benzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 2.50 (3H), 3.23 (1H), 3.92 (1H), 3.96-4.14 (3H), 4.20
(1H), 4.39 (1H), 4.68 (2H), 7.18 (1I1), 7.36-7.46 (3H), 7.70 (211), 8.59 (1H), 8.79 (1H).

Example 131: 2-({1-{2-fluoro-4-{triflucromethyl)benzoyljazetidin-3-yl} methyl)-4-methyl-N-

(2,2,2-trifluoroethyl)-2H-indazoie-3-carboxamide

F

0,
» F
N F
RPN
Fj\/H
N S
F
0 CH

Analogously to Example 55, 128 mg of the title compound was obtained from 128 mg of the
compound prepared in Example 129b and 88 mg of 2-fluoro-4-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MIz, DMSO-d6): 6 = 2.49 (3H), 3.23 (1H), 3.89-4.16 (6H), 4.67 (211), 7.17
(1H), 7.42 (1H), 7.60-7.67 (2H), 7.79 (1H), 8.58 (1H), 8.80 (1H).

Example 132: 4-methyl-2-({1-[4-(pentafluoro-i®-sulphanyl)benzoylJazetidin-3-yl} methyt)-N-
(2,2,2-trifluoroethyl)-21T-indazole-5-carboxamide

FF

B
N
F =N, _P
Fj\/H M
N, S
F ]
O CH,

Analogously to Example 1, 121 mg of the title compound was obtained from 128 mg of the

compound prepared in Example 129b and 96 mg of 4-(pentafluoro-A*-sufanyl)benzoic acid.
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THNMR (300 MITz, DMSO-d6): & = 2.50 (3H), 3.24 (111), 3.94 (1H), 3.98-4.08 (2F1), 4.12
(111), 4.20 (1H), 4.39 (111), 4.69 (2H), 7.18 (1H), 7.42 (1H), 7.76 (2H), 7.95 (2H), 8.59 (1H),
8.80 (1H).

Example 133:  d-methyl-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3-yl}methyl)-N-{2-

[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide

-
4

Analogously to Example 55, 178 mg of the title compound was obtained from 130 mg of the

compound prepared in Example 127b and 78 mg of 4-(trifluoromethoxy)benzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 2.51 (3H), 3.13-3.28 (3H). 3.51 (2H). 3.91 (1H), 4.10
(1H), 4.20 (1H), 4.39 (1H). 4.67 (2H), 7.19 (1H), 7.40 (3H), 7.70 (2H), 8.38 (1H), 8.57 (1H).

Example 134: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyllazetidin-3-yl} methyl)-4-methyl-N-
{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide

] F/ e
F =N _/r' g_%;}wg
Sl

Analogously to Example 55, 128 mg of the title compound was obtained from 130 mg of the
compound prepared in Example 127b and 79 mg of 2-fluoro-4-(trifluoromethyl)benzoyl

chloride.

"H-NMR (300 MHz, DMSO-d6): & = 2.51 (3H), 3.12-3.25 (3H), 3.50 (2II), 3.89-3.98 (2H),
4.06-4.16 (2H), 4.67 (2H), 7.19 (1H), 7.40 (1H), 7.64 (2H), 7.79 (1), 8.39 (1H), 8.56 (1H).

Example 135: 4-methyl-2-({1-[4-(pentafluoro-A°-sulphanyl)benzoyljazetidin-3-y1} methyl)-N-

{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide
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il

FF

0
N :
o F ” )'\N‘P
FXS/\/N =/
0 CH,

Analogously to Example 1, 84 mg of the title compound was obtained from 130 mg of the

compound prepared in Example 127b and 87 mg of 4-{pentafluoro-A’-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): § = 2.51 (3H), 3.18 (2H), 3.23 (111), 3.51 (2H), 3.94 (1H), 4.12
(1H), 4.20 (1H), 4.39 (1H), 4.68 (2H), 7.19 (1I1), 7.41 (1H), 7.76 (2H), 7.95 (2H), 8.39 (1H),
8.56 (1H).

Example 136: N-[2-(cyclopropyloxy)ethyl]-4-methyl-2-({1-[4-(trifluoromethoxy)benzoyl]

azetidin-3-yl} methyl)-2H-indazole-5-carboxamide
9 F
rag v
NesYa
A\Q/"\/N =,
G CH,

Analogously to Example 55, 172 mg of the title compound was obtained from 161 mg of the
compound prepared in Example 136b and 109 mg of 4-(trifluoromethoxy)benzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): & = 0.36-0.48 (4H), 2.48 (3H), 3.22 (1H), 3.27 (1H), 3.35
(2H), 3.53 (2H), 3.91 (1H), 4.10 (1H), 4.20 (1H), 4.39 (111), 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]carbamoyl}-4-methyl-2H-

indazol-2-yl)methyl]azetidin-1-carboxylate

>\““°>vwa

Q,
N
™ AP HC CH,
At I
o CH,

Analogously to Example 1, 189 mg of the title compound was obtained from 150 mg of the
compound prepared I Example 118c and 140 mg of 2-cyclopropoxy-ethylammonium

trifluoroacctate (preparable according to Example 154a) and 154b) starting from cyclopropanol
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and bromoacetamide followed by Boc cleavage with trifluoroacetic acid analogously to Example

1a)).

'HI-NMR (300 MHz, DMSO-d6): § = 0.36-0.48 (411), 1.33 (91), 2.49 (311), 3.08 (1H), 3.25-3.39
(3H), 3.53 (2H). 3.70 (2H), 3.87 (2H), 4.61 (2I1), 7.14 (1H), 7.38 (1H), 8.10 (1H), 8.54 (1II).

Example 136b: 2-(azetidin-3-ylmethyl)-N-[(2-cyclopropyloxy)ethyl]-4-methyl-2El-indazole-5-

carboxamide hydrochloride

;ﬁ\ CH
TANG 4 .
o~
O CH,

Analogously to Example 1a, from 189 mg of the compound prepared in Jixample 136a, 161 mg

of the title compound was obtained, which was further reacted without purification.

Example 137:  N-{2-{cyciobutyloxy)ethyl]-4-methyl-2-( {1-[4-(trifluoromethoxy)benzoyi)

azetidin-3-yl}methyl)-2H-indazole-5-carboxamide
Q F)Zr
}—< >—0
g
Pyt
C’\o/\/N =
o CH

Analogously to Example 55, 207 mg of the title compound was obtained from 254 mg of the

compound prepared in Example 137b and 166 mg of 4-(triflucromethoxy)benzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 1.42 (1H), 1.59 (1H), 1.80 (2H), 2.11 (2H), 2.50 (3H),
3.17-3.28 (1H), 3.31-3.41 (41I), 3.85-3.95 (2H), 4.10 (1H), 4.20 (1H), 4.39 (1K), 4.67 (2H), 7.15
(1H), 7.35-7.44 (3H), 7.71 (2H), 8.11 (1H), 8.54 (1 H).

The starting material was prepared as follows:

Example 137a: Tert-butyl 3-[(5-{N-2-(cyclobutyloxy)ethyljcarbamoyi}-4-methyl-2H-indazol-

2-ylymethyl]azetidin-1-carboxylate

3
B! oo
N, H,C CH,
N_.
\ =

&O/\)YCL

|
6 CH,
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Analogously to Example 1, 297 mg of the title compound was obtained from 220 mg of the
compound prepared in Example 117¢ and 143 mg of 2-(cyclobutyloxy)ethylammonium
trifluoroacetate (preparable according to Example 154a) and 154b) starting from cyclobutanol
and bromoacetamide followed by Boc cleavage with trifluoroacetic acid analogously to Example

12)).

'H-NMR (300 MHz, DMSO-d6): & = 1.23 (SH), 1.35-1.49 (1H), 1.59 (1), 1.80 (210), 2.11
(20), 2.50 (3H), 3.08 (1H), 3.30-3.41 (4H), 3.69 (2H), 3.82-3.95 (310), 4.61 (2H), 7.15 (1H),
7.38 (1H), 8.10 (1H), 8.54 (1I1).

Example 137b: 2-(azetidin-3-ylmethyl)-N-[(2-(cyclobutyloxy)ethyl]-4-methyl-2H-indazole-5-

carboxamide hydrochloride

;;{ CiH
g K ]/Y N\N—’ ”

0 &

Analogously to Example 1a, from 297 mg of the compound prepared in Example 137a, 254 mg

of the title compound was obtained, which was further reacted without purification.

Example 138: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-N-(2-methoxypropyl)-4-

methyl-211-indazole-5-carboxamide
O
—Cl
N

, N, ﬁ
H N—
HCuy 8 s
1
T

Analogously to Example 55, 166 mg of the title compound was obtained from 237 mg of the

compound prepared in Example 138b and 129 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 1.07 (3H), 2.49 (3H), 3.14-3.28 (310), 3.43 (1H). 3.89
(1H), 4.08 (1), 4.19 (1H), 4.36 (LI1), 4.67 (2H), 7.15 (111), 7.38 (1H), 7.48 (2H), 7.59 (2H),
8.11 (1H), 8.54 (111).

The starting matcrial was prepared as follows:

Example 138a: (3/-)-tert-butyl 3-({5-[N-(2-methoxypropyl)carbamoyl]-4-methyl-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate
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> JH(' C"(
H,Co /“L/ \I\;§/

Analogously to Example 1, 331 mg of the title compound was obtained from 323 mg of the

compound prepared in Example 117¢ and 117 mg of 2-methoxypropylamine.

"HNMR (300 MHz, DMSO-d6): & = 1.08 (3H), 1.33 (9H), 2.50 (311), 3.09 (1H), 3.16-3.31
(2H), 3.44 (1H), 3.69 (2H), 3.85 (2H), 4.61 (2H), 7.15 (1H), 7.39 (111), 8.08 (18), 8.54 (1H).

Example 138b: (4/-)-2-(azetidin-3-ylmethyl)-N-(2-methoxypropyl)-4-methyl-2H-indazole-5-

carboxamide hydrochloride

rﬁ M
;H. z/\\/)‘ ‘I
HX o NW/

)

Analogously to Example 1a, from 280 mg of the compound prepared in xample 138a, 247 mg

of the title compound was obtained, which was further reacted without purification.
txample 139: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-yiinethyl}-N-(2-methoxypropyl)-4-

methyl-2-indazole-5-carboxamide

0

N
. ¢ P
?"‘: H\"/@/\N—P H.C /C/N\H)i;;

or
O  CH,

From 158 mg of the racemate prepared in Example 138, 52 mg of the title compound together
with 48 mg of the slower-cluting enantiomer (Fxample 140) were obtained by racemate

separation by means of preparative chiral HPL.C (Mcthod A).

Analytical chiral HPLC: 14.5 min.
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Example 140: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-N-(2-methoxypropyl)-4-

methyl-2H-indazole-5-carboxamide

0,

N
o
LA =\ _P
HC g AN =~
O CH,

From 158 mg of the racemate prepared in Example 138, 48 mg of the title compound together

Ci

5 with 52 mg of the faster-eluting enantiomer (Example 139) were obtained by racemate

separation by means of preparative chiral HPLC (Method A).
Analytical chiral HPLC: 17.1 min.

Example 141: (+/-)-2-{[1-(4-chlorobenzoyi)azetidin-3-yljmethyi}-N-(1,4-dioxan-2-ylmethy!)-

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

O~

10

Analogously to Example 55, 177 mg of the title compound was obtained from 269 mg of the
compound prepared in Example 141b and 136 mg of 4-chlorobenzoy! chloride.

'H-NMR (300 MHz, DMSO-d6): § = 2.49 (3H), 3.13-3.28 (4H), 3.38-3.66 (4H), 3.67-3.77 (21),
3.89 (1H), 4.08 (1H), 4.19 (1H), 4.37 (1), 4.67 (2H), 7.15 (1H), 7.38 (1H), 7.48 (2H), 7.59
15 (2H), 8.17 (1H), 8.55 (1H).

The starting material was prepared as follows:

Example 141a: (+/-)-tert-butyl 3-({5-[N-(1,4-dioxan-2-ylmethyl)carbamoyl]-4-methyl-2H-
indazol-2-yl} methyl)azetidin-1-carboxylate

Q
N>—c>vCH,
Quay o™
° )

™
CH,
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Analogously to Example 1, 364 mg of the tille compound was obtained from 323 mg of the

compound prepared in Example 117c and 110 mg of 1,4-dioxan-2-ylmethylamine.

'H-NMR (300 MHz, DMSO-d6): § = 1.33 (9H), 2.50 (3H), 3.09 (1H), 3.16-3.29 (3H), 3.40-3.77
(8H), 3.86 (2H), 4.61 (2H), 7.16 (1H), 7.39 (1H), 8.14 (1H), 8.55 (1H).

Example 141b: (+/-)-2-(azetidin-3-ylmethyl)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2H-indazole-

5-carboxamide hydrochloride

H
[Oj\,/ \’@ }
H N-
N —
O
o cH

Analogously to Example 1a, from 314 mg of the compound prepared in Example 141a, 274 mg

CIH

of the title compound was obtained, which was further reacted without purification.

Example 142: (R or S)-2-{[{1-{4-chlorobenzoyl)azetidin-3-yllmethyl}-N-(1,4-dioxan-2-vl-
methyl)-4-methyl-2H-indazole-5-carboxamide

0,
Cl

O
O S O D
5 o o oHy

From 172 mg of the racemate prepared in Example 141, 60 mg of the title compound together
with 60 mg of the slower-eluting enantiomer (Example 143) were obtained by racemate

separation by means of preparative chiral HPLC (Method B).
Analytical chiral HPLC: 5.84 min.

Example 143: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-N-(1,4-dioxan-2-yl-
methyl)-4-methyl-2H-indazole-5-carboxamide

(jur@f . EZUY@«F
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From 172 mg of the racemate prepared in Example 141, 60 mg of the title compound together

with 60 mg of the faster-eluting enantiomer (Example 142) were obtained by racemate

separation by means of preparative chiral HPLC (Method B).
Analytical chiral HPLC: 6.28 min.

Example 144: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-4-methyl-N-(3,4,5,6-tetra-
hydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

Analogously to Example 55, 144 mg of the title compound was obtained from 255 mg of the
compound prepared in Example 144b and 130 mg of 4-chlorobenzovl chloride.

'"H-NMR (300 MHz, DMSO-d6): & = 1.10-1.23 (1H), 1.35-1.47 (3H), 1.61 (1H). 1.71-1.81 (1H),
2.48 (3H), 3.15-3.27 (4H), 3.37 (1H), 3.80-3.93 (2H), 4.08 (1H), 4.19 (1H), 4.36 (1H), 4.66
(2H), 7.14 (1H), 7.37 (1H), 7.48 (2H), 7.59 (2H), 8.09 (1H), 8.54 (1H).

The starting material was prepared as follows:

Example 144a: (+/-)-tert-butyl 3-({4-methyl-5-[N-(3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl)-
carbamoyl]-2H-indazol-2-yl }methyl)azetidin-1-carboxylate

Analogously to Example 1, 342 mg of the title compound was obtained from 323 mg of the
compound prepared in Example 117¢ and 141 mg of 3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl-

amine hydrochloride.

'"H-NMR (300 MHz, DMSO-d6): 8 = 1.14-1.21 (1H), 1.33 (9H), 1.37-149 (3H), 1.61 (1H),
1.71-1.80 (1H), 2.49 (3H), 3.09 (1H), 3.21 (2H), 3.27-3.43 (2H), 3.69 (2H), 3.81-3.91 (3H), 4.61
(2H), 7.15 (1H), 7.38 (1H), 8.06 (1E), 8.53 (1H).
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Example 144b: (+/-)-2-(azetidin-3-ylmethyl)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyran-2-yl-

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

CIH

H
OVY@JQ
H N
N 0
Q
O CH,

Analogously to Example la, from 298 mg of the compound prepared in Example 144a, 261 mg

of the title compound was obtained, which was further reacted without purification.

Example 145: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

| D}—C‘FI J@‘—@*
Qg L O

3

From 140 mg of the racemate prepared in Example 144, 43 mg of the title compound together
with 35 mg of the slower-eluting enantiomer (Example 146) were obtained by racemate

separation by means of preparative chiral HPLC (Method C).
Analytical chira} HPLC: 4.38 min.

Example 146: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

o) Q
cl }—@-—m
N

a0, Qvuﬁ?i‘“f

From 140 mg of the racemate prepared in Example 144, 35 mg of the title compound together
with 43 mg of the faster-eluting enantiomer (Example 145) were obtained by racemate

separation by means of preparative chiral HPLC (Method C).

Analytical chiral HPLC: 4.88 min.
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Example 147: (+/-)-2-({1-[4-(4-fluorophenoxy)benzoyllazetidin-3-yl} methyl)-N-(2-methoxy-

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

&

*]

-
. N jj
H N
HiCy N S
O CH,

Analogously to Example 1, from 42 mg of the compound prepared in Example 138b and 28 mg
of 4-(4-fluorophenoxy)benzoic acid, a material still contaminated after HPLC purification was
obtained, which was further purified by an additional preparative thick layer chromatography
with ethyl acetate / methanol in the ratio 9:1 as mobile phase. Yield in this manner: 15 mg of the

title compound.

"H-NMR (300 MHz, CDCI3): § = 1.22 (3H), 2.64 (3H), 3.28 (1H), 3.36 (3H), 3.40 (1H), 3.57
(1H), 3.76 (1H), 3.97-4.46 (4H), 4.66 (2H), 6.14 (1H), 6.93 (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-fluorophenoxy)benzoyl]azetidin-3-
y1}methyl)-4-methyl-2H-indazole-5-carboxamide

g

1

Analogously to Example 1, 18 mg of the title compound was obtained from 43 mg of the

compound prepared in Example 141b and 26 mg of 4-(4-fluorophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): & = 2.49 (3H), 3.13-3.28 (4H), 3.38-3.66 (4H), 3.67-3.77 (2H),
3.89 (1H), 4.07 (1H), 4.19 (1H), 4.37 (1H), 4.66 (2H), 6.94 (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-ylJmethyl} -N-[2-(cyclopropylmethoxy)ethyl]-

4-methyl-2H-indazole-5-carboxamide
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Y@f

Analogously to Example 55, 72 mg of the title compound was obtained from 127 mg of the
compound prepared in Example 149b and 65 mg of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): 5 = 0.17 (2H), 0.45 (2H), 0.99 (1H), 2.51-2.54 (3H), 3.20-3.28
(3H), 3.38 (2H), 3.51 (2H), 3.92 (1H), 4.11 (1H), 4.21 (1H), 4.39 (1H), 4.69 (2H), 7.18 (1H),
7.40 (1H), 7.50 (2H), 7.62 (2H), 8.12 (1H), 8.56 (1H).

The starting material was prepared as follows:

Example 149a: Tert-butyl 3-[(5-{N-[2-(cyclopropylmethoxy)ethyl]carbamoyl}-4-methyl-2H-
indazel-2-yDmethyilazetidin-1 carboxylate

j/qj:/ ﬂ H,C CH
Analogously to Example 1, 448 mg of the title compound was obtained from 400 mg of the

compound prepared in Example 117c and 133 mg of 2-(cyclopropylmethoxy)ethylamine
hydrochloride.

'H-NMR (300 MHz, DMSO-d6): & = 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.33 (9H), 2.50 (3H), 3.09
(1H), 3.24 (2H), 3.36 (2H), 3.49 (2H), 3.69 (2H), 3.86 (2H), 4.61 (2H), 7.15 (1H), 7.38 (1H),
8.08 (1H), 8.54 (1H).

Example 149D: 2-(azetidin-3-ylmethyl)-N-[2-(cyclopropylmethoxy)ethyl]-4-methyl-2H-

indazole-5-carboxamide hydrochloride
N com

P
,\/ﬁ <
O CH,

Analogously to Example 1a, from 448 mg of the compound prepared in Example 149a, 390 mg

of the title compound was obtained, which was further reacted without purification.
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Example 150: N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluorophenoxy)benzoyl Jazetidin-3-

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

\ 7
Q
7 N
A

Analogously to Example 1, 48 mg of the title compound was obtained from 102 mg of the

compound prepared in lzxample 149b and 63 mg of 4-(4-fluorophenoxy)benzoic acid.

'H-NMR (300 MITz, CDCI3): = 0.20 (2H), 0.54 (2H), 1.05 (1H), 2.65 (310), 3.32 (2H), 3.35-
3.45 (1H), 3.63-3.75 (4H), 3.99-4.50 (4H), 4.66 (211), 6.22 (1H), 6.93 (2H), 6.97-7.11 (4H), 7.34
(1H). 7.51 (111). 7.61 (2H), 8.00 (1 H).

Example 151: N-[2-(cyclopropylmethoxy)ethyl]-4-methyi-2-{[1-(4-methylbenzoyl)azetidin-3-

yl]methyl}-2H-indazole-5-carboxamide
F
=N
H N
v °’\’Y<;Q
0 CH,

Analogously to Example 1, 55 mg of the title compound was obtained from 127 mg of the

compound prepared in Example 149b and 45 mg of 4-methylbenzoic acid.

'H-NMR (300 MHz, DMSO-d6): § = 0.17 (2H), 0.45 (2I1), 0.99 (1H), 2.33 (3H), 2.53 3H),
3.19-3.28 (3H), 3.38 (211), 3.51 (2H), 3.90 (1), 4.09 (1I1), 4.20 (1K), 4.38 (1LH), 4.69 (21D),
7.18 (1H), 7.24 (211), 7.41 (1H), 7.50 (2H), 8.11 (1H), 8.57 (1H).

Example 152: 2-{|1-(4-chlorobenzoyl)azetidin-3-yl]methyl} -4-methyl-N-[2-(trifluoromethoxy)

ethyl]-2H-indazolc-5-carboxamide
Q
O
N T ﬁN\N—P
F>‘\o/\/ N T X
g  CH,
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Analogously to Example 55, 122 mg of the title compound was obtained from 234 mg of the

compound prepared in Example 152b and 115 mg of 4-chiorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): § = 2.52 (3H), 3.25 (1H), 3.54 (2H), 3.93 (1H), 4.11 (1H),
4.17-4.25 (3H), 4.40 (1H), 4.70 (2H), 7.19 (1H), 7.43 (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-(trifluoromethoxy)ethyl]carbamoyl}-2H-
indazol-2-yDmethyl]azetidin-1-carboxylate

CH,
HC CH,

Q
ii /\/n\n/@"ﬂ
0
0 CH,

Analogously to Example 1, 272 mg of the title compound was obtained from 250 mg of the
compound prepared in Example 117c and 120 mg of 2-(trifluoromethoxy)ethylamine

hydrochloride.

'H-NMR (300 MHz, DMSO-d6): § = 1.32 (9H), 2.50 (3H), 3.08 (1H), 3.51 (2H), 3.70 (2H), 3.86
(2H), 4.17 (2H), 4.61 (2H), 7.16 (1H), 7.41 (1H), 8.36 (1H), 8.56 (1H).

Example 152b: 2-(azetidin-3-ylmethyl)-4-methyl-N-[2-(trifluoromethoxy)ethyl]-2H-indazole-5-

carboxamide hydrochloride

H
P
A
o T
O CH,

Analogously to Example 1a, from 272 mg of the compound prepared in Example 152a, 240 mg

CIH

of the title compound was obtained, which was further reacted without purification.

Example 153: N-(2-tert-butoxyethyl)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-4-methyl-

2H-indazole-5-carboxamide
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Q
H, =N A}j
ol UK
1" Yo7
O CH,

Analogously to Example 55) 12 mg of the title compound was obtained from 160 mg of the
compound prepared in Example 153b) and 81 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): & = 1.14 (9H), 2.53 (3H), 3.19-3.34 (3H), 3.43 (2H), 3.92
(1H), 4.11 (1H), 4.21 (1H), 4.39 (1H), 4.69 (2H), 7.18 (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)carbamoyl]-4-methyl-2H-indazol-2-yl}-

methyl)azetidin-1-carboxylate

CH,
HC CH,

Q
N
H, =N _P
Hy H N
He” 07N h
O CH,

Analogously to Example 1, 284 mg of the title compound was obtained from 250 mg of the

compound prepared in Example 117c and 111 mg of 2-tert-butoxyethylamine hydrochloride.

"H-NMR (300 MHz, DMSO-d6): 8 =1.11 (9H), 1.32 (9H), 2.50 (3H), 3.08 (1H), 3.27 (2H), 3.40
(2H), 3.69 (2H), 3.86 (2H), 4.60 (2H), 7.15 (1H), 7.38 (1H), 8.04 (1H), 8.54 (1H).

Example 153b: 2-(azetidin-3-ylmethyl)-N-(2-tert-butoxyethyl)-4-methyl-2H-indazol-5-carbox-
amide hydrochloride

H
N
H, =N, }\
H,C H —
He” o7
0 CH,

Analogously to Example 1a, from 284 mg of the compound prepared in Example 153a, 240 mg

CHH

of the title compound was obtained, which was further reacted without purification.
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Example 154: (+/-)-2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -N-[2-(cyclobutyloxy)propyl]-

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

Q
O
N
3 )‘I\ AP
QO)*UY@;N
0 CH,

Analogously to Example 55, 135 mg of the title compound was obtained from 222 mg of the
compound prepared in Example 154d and 109 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): & = 1.05 (3H), 1.39 (1H), 1.55 (1H), 1.80 (2H), 2.11 (2H), 2.50
(3H), 3.08-3.23 (3H), 3.55 (1H), 3.89 (1H), 4.03-4.13 (1H), 4.19 (1H), 4.37 (1H), 4.67 (2H),
7.15 (1H), 7.38 (1H), 7.48 (2H), 7.59 (2H), 8.07 (1H), 8.53 (1H).

The starting material was prepared as follows:

Example 154a: (+/-)-2-(cyclobutyloxy)-propanamide

P
o NH,
0O

To a suspension of 732 mg of sodium hydride in 15 ml THF, 2.0 g of cyclobutanol in 0.5 ml
THF were added dropwise and stirred for 30 minutes at 25°C. The reaction mixture was then
cooled to 0°C and 2.11 g of (4/~) 2-bromopropanamide in 0.5 ml tetrahydrofuran were added
dropwise and then stirred for 18 hours at 25°C. The reaction mixture was poured onto ice-water
and extracted once with 75 ml dichloromethane. The organic phase was washed with saturated
sodium chloride solution, dried over sodium sulphate and concentrated in vacuo after filtration.
The crude product thus obtained was purified by column chromatography on silica gel with

hexane / 0-50% ethyl acetate. Yield: 0.79 g of the title compound.

'H-NMR (300 MHz, DMSO-d6): § = 1.14 (3H), 1.38 (1H), 1.56 (1H), 1.83 (2H), 2.08 (2H), 3.62
(15), 3.90 (1H), 7.07 (2H).

Example 154b: (+/-)-tert-butyl N-[2-(cyclobutyloxy)propyl]carbamate

o

N.__O.__CH

° T \Kcl-a3
O CH,

3
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To a suspension of 6.9 g of lithium aluminium hydride in 250 ml THF, 6.5 g of the amide
prepared in Example 154a in 81 ml THF were cautiously added dropwise at 0°C. The mixture
was then first stirred for 30 minutes at 0°C and then heated for 5 hours under reflux. After
cooling, the mixture was cautiously treated with 20 g of sodium sulphate decahydrate and 20 g
of potassium fluoride and solid matter removed by filtration shortly afterwards. The filtrate was
concentrated in vacuo. The residue thus obtained (5.8 g) was dissolved without further
purification in 174 ml dichloromethane and treated with 11.9 g of di-tert-butyl dicarbonate. After
16 hours’ stirring at 25°C, this was concenirated in vacuo and the residue thus obtained purified
by two-fold column chromatography on silica gel with hexane / 0-40% ethyl acetate. Yield: 8.54

g of the title compound.

'H.NMR (300 MHz, DMSO-d6): & = 0.94 (3H), 1.28-1.42 (10H), 1.53 (1H), 1.76 (2H), 2.07
(2H), 2.76 (1H), 2.90 (1H), 3.34 (1H), 3.92 (1H), 6.72 (1H).

Example 154c: (+/-)-tert-butyl 3-[(5-{N-[2-(cyclobutyloxy)propyl]carbamoyl}-4-methyl-2H-

indazol-2-v)methylJazetidin-1-carboxylate

Analogously to Example la, from 200 mg of the compound prepared in Example 154b),
2-(cyclobutyloxy)propylamine was obtained as the hydrochloride, which without further
purification together with 250 mg of the compound prepared in Example 117¢ analogously to

Example 1, yielded 259 mg of the title compound.

'H-NMR (300 MHz, DMSO-d6): & = 1.05 (3H), 1.32 (9H), 1.39 (1H), 1.55 (1H), 1.80 (2H), 2.11
(2H), 2:50 (3H), 3.02-3.17 (2H), 3.22 (1H), 3.54 (1H), 3.69 (2H), 3.86 (2H), 3.99 (1H), 4.61
(2H), 7.15 (110, 7.39 (1H), 8.09 (1H), 8.55 (1H).

Example  154d:  (+/-)-2-(azetidin-3-ylmethyl)-N-[2-(cyclobutyloxy)propyl}-4-methyl-2H-

indazole-5-carboxamide hydrochloride

H
3
I
O L L
O CH,

Cld
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Analogously to Example 1a, from 259 mg of the compound prepared in Example 154c¢, 225 mg

of the title compound was obtained, which was further reacted without purification.

Example 155: (S or R)-2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-N-[2-(cyclobutyloxy)-
propyl]-4-methyl-2H-indazole-5-carboxamide

a\oiinYQiN} ) &MY@P
O CH, S on,

From 135 mg of the racemate prepared in Example 154, 41 mg of the title compound together
with 21 mg of the slower-eluting enantiomer (Example 156) were obtained by racemate

separation by means of preparative chiral HPLC (Method A).
Analytical chiral HPLC: 10.05 min.

Example 156: (R or S)-2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-[2-(cyclobutyloxy)-
propyl]-4-methyl-2H-indazole-5-carboxamide

ST S IS

O CH,

From 135 mg of the racemate prepared in Example 154, 21 mg of the title compound together
with 41 mg of the faster-eluting enantiomer (Example 155) were obtained by racemate

separation by means of preparative chiral HPLC (Method A).
Analytical chiral HPLC: 13.14 min.

Example 157:  N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]
azetidin-3-yl}methyl)-4-methyl-2H-indazole-5-carboxamide

£

j):
vANw@ N
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Analogously to Example 1, 54 mg of the title compound was obtained from 102 mg of the

compound prepared in Example 149b and 58 mg of 4'-fluorobiphenyl-4-carboxylic acid.

TI-NMR (300 MHz, CDCI3): § = 0.20 (2H), 0.54 (2H), 1.05 (1H), 2.66 (3H), 3.32 (2H), 3.42
(1H), 3.61-3.73 (4H), 4.09 (1H), 4.28 (1H), 4.38 (1H), 4.49 (1H), 4.69 (2H), 6.22 (1H), 7.10-
7.18 (2H), 7.26 (2H), 7.35 (1H), 7.50-7.59 (3H), 7.70 (2H), 8.01 (1H).

Example 158: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

HO-O-

NN N.P
H;C\O/\/ﬁ\r((\l:r%/

O CH,

Analogously to Example 1, 54 mg of the title compound was obtained from 108 mg of the

compound prepared in Example 117¢ and 69 mg of 4'-fluorobiphenyl-4-carboxylic acid.

'"H-NMR (300 MHz, DMSO-d6): § = 2.49 (3H), 3.17-3.29 (4H), 3.36 (2H), 3.43 (2H), 3.92
(1H), 4.11 (1H), 4.24 (1H), 4.42 (1H), 4.68 (2H), 7.15 (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} methyl)-N-(2-methoxyethyl)-4-

&

0]

methyl-2H-indazole-5-carboxamide

o :
Y = —ﬂ
HCxy AN =
O CH,

Analogously to Example 1, 28 mg of the title compound was obtained from 108 mg of the

compound prepared in Example 117¢ and 74 mg of 4-(4-fluorophenoxy)benzoic acid.

'H-NMR (300 MHz, CDCI3): § = 2.65 (3H), 3.31-3.46 (4H), 3.58 (2H), 3.67 (2H), 4.06 (1H),
4.24 (1H), 4.40 (2H), 4.66 (2H), 6.15 (1H), 6.89-7.13 (6H), 7.33 (1H), 7.51 (1H), 7.61 (2H),
8.00 (1H).

Example 160: 2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide
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3

o
F " :N\N _P

>

Qo CH,

Analogously to Example 1, 47 mg of the title compound was obtained from 115 mg of the

compound prepared in Example 129b and 74 mg of 4-(4-fluorophenoxy)benzoic acid.

'H-NMR (300 MHz, CDCI3): § = 2.65 (3H), 3.39 (1H), 3.97-4.52 (6H), 4.67 (2H), 6.04 (11D),
6.89-7.12 (6H), 7.31 (1H), 7.53 (1H), 7.60 (2H), 8.03 (1H).

Example 161:  2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl} methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

Q\ R

> < > ¢ Sp

N —
F )‘\_p
N )
O CH,

Analogously to Example 1, 28 mg of the title compound was obtained from 115 mg of the
compound prepared in Example 129b and 69 mg of 4’-fluorobiphenyl-4-carboxylic acid.

"H-NMR (300 MHz, DMSO-d6): 5 = 2.65 (3H), 3.42 (1H), 4.01-4.54 (6H), 4.69 (2H), 6.02
(1H), 7.15 (2H), 7.32 (1H), 7.51-7.62 (5H), 7.69 (2H), 8.04 (1H).

Example 162: 2-{[1-(4-chlorobenzoyl)azetidin-3-yl]methyl}-4-methyl-N-[2-(2,2,2-trifluoro-
ethoxy)ethyl]-2H-indazole-5-carboxamide

0
e
s
F /\/E </
o1 o |
F 0 CH,

Analogously to Example 55, 197 mg of the title compound was obtained from 252 mg of the
compound prepared in Example 162a and 108 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): & = 2.49 (3H), 3.22 (1H), 3.40 (2H), 3.69 (2H), 3.90 (1H),
4.03-4.13 (3H), 4.19 (1H), 4.37 (1H), 4.67 (2H), 7.15 (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-trifluoroethoxy)ethyl]-2H-

indazole-5-carboxamide hydrochloride

H
s
F /\/E </
S
F o CH

Analogously to Example 1a, from 583 mg of the compound prepared in Example 162b, 505 mg

CIH

of the title compound was obtained, which was further reacted without purification.

Example 162b: Tert-butyl 3-[(4-methyl-5-{N-[2-(2.2,2-trifluoroethoxy)ethyl]carbamoyl}-2H-
indazol-2-y)methyl]azetidin-1-carboxylate

o o

b
s
H N
X\/\/Y@
F 0 CH,

Analogously to Example 1, 580 mg of the title compound was obtained from 500 mg of the
compound prepared in Example 117c¢ and 260 mg of 2-(2,2,2-trifluoroethoxy)ethylamine
hydrochloride.

"H-NMR (300 MHz, DMSO-d6): § = 1.32 (9H), 2.50 (3H), 3.08 (1H), 3.40 (2H), 3.61-3.76
(4H), 3.86 (2H), 4.07 (2H), 4.61 (2H), 7.15 (1H), 7.39 (1H), 8.18 (1H), 8.55 (1H).

Example 163: 4-methyl-N-[2~(2,2,2-trifluoroethoxy)ethyl]-2-[(1-{4-[4-(trifluoromethyl)
phenoxy]benzoyl }azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

F
F

0,
O
P
:>|/\ Ownj‘/@/ N
F (o] CH,

Analogously to Example 1, 89 mg of the title compound was obtained from 252 mg of the
compound prepared in Example 162a and 175 mg of 4-[4-(trifluoromethyl)phenoxy]benzoic

acid.
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'H-NMR (300 MHz, DMSO-d6): § = 2.49 (3H), 3.23 (1H), 3.40 (2H), 3.69 (2H), 3.90 (1H),

4.01-4.14 (3H), 4.21 (1H), 4.40 (1H), 4.68 (2H), 7.11 (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-(trifluoromethyl)phenoxy]
benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

F

Q :
o
N
S 00
F
o oH,

Analogously to Example 1, 64 mg of the title compound was obtained from 225 mg of the
compound prepared in Example 129b and 149 mg of 4-[4-(influoremethyl)phenoxy]benzoic

acid.

'H-NMR (300 MHz, DMSO-d6): § = 2.50 (3H), 3.24 (1H), 3.91 (1H), 3.95-4.15 (3H), 4.22
(1H), 4.40 (1H), 4.69 (2H), 7.11 (2H), 7.15-7.23 (3H), 7.43 (1H), 7.66 (2H), 7.75 (2H), 8.60
(1H), 8.79 (1H).

Example 165: 2-({1-[4-(4-chlorophenoxy)benzoyl]azetidin-3-yl}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

Cl

2

0, :
0
. P
E F u =N
Sl 0
0 CH,

Analogously to Example 1, 97 mg of the title compound was obtained from 225 mg of the
compound prepared in Example 129b and 131 mg of 4-(4-chlorophenoxy)benzoic acid.

"H-NMR (300 MHz, DMSO-d6): § = 2.50 (3H), 3.23 (1H), 3.90 (1H), 3.96-4.12 (3H), 4.20
(1H), 4.38 (1H), 4.68 (2H), 7.00 (2H), 7.09 (2H), 7.18 (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} methyl)-N-(2-methoxyethyl)-

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

Ci

2

o]

0: :
e
H N
HaC\o AN =
0 CH,

Analogously to Example 1, 99 mg of the title compound was obtained from 225 mg of the

compound prepared in Example 117e and 140 mg of 4-(4-chlorophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): 8 = 2.49 (3H), 3.16-3.27 (4H), 3.36 (2H), 3.42 (2H), 3.89
(1H), 4.08 (1H), 4.19 (1H), 4.38 (1H), 4.67 (2H), 7.00 (2H), 7.09 (2H), 7.15 (1H), 7.38 (1H),
7.45 (2H), 7.62 (2H), 8.12 (1H), 8.55 (1H).

Example 167: 24{{1-[(5-fluoro-1-methyl-1H-indol-2-yl)carbonyl]azetidin-3-yi} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

0, F
F =N F Hﬁ”
S (@
0 CH,

Analogously to Example 1, 48 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 129b and 82 mg of 5-fluoro-1-methyl-1H-indol-2-carboxylic

acid.

'H-NMR (300 MHz, CDCI3): § = 2.66 (3H), 2.80 (3H), 3.36-3.51 (1H), 4.01 (3H), 4.04-4.63
(6H), 4.70 (2H), 6.03 (1H), 6.68 (1H), 7.08 (1H), 7.22-7.36 (3H), 7.55 (1H), 8.05 (1H).

Example 168: 2-({1-[(5-methoxy-1-methyl-1H-indol-2-yl)carbonyl]azetidin-3-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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Analogously to Example I, 15 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 129b and 87 mg of 5-methoxy-1-methyl-1H-indol-2-carboxylic

acid.

"H-NMR (300 MHz, CDCI3): § = 2.66 (3H), 3.43 (1H), 3.84 (3H), 4.00 (3H), 4.03-4.59 (6H),
4.70 (2H), 6.02 (1H), 6.66 (1H), 7.02 (1H), 7.27-7.35 (3H), 7.56 (1H), 8.06 (1H).

Example 169: 2-({1-[(6-methoxy-1-methyl-1H-indol-2-yl)carbonyl]azetidin-3-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

O, /

Nf :P‘I j\o,CH,
EﬁF\/H\‘(Qf:kNAP e
N. =
[e] CH,

Analogously to Example 1, 57 mg of the title compound was obtained from 180 myg of the

3

compound prepared in Example 129b and 87 mg of 6-methoxy-1-methy!-1H-indol-2-carboxylic

acid.

"H-NMR (300 MHz, CDCI3): § = 2.66 (3H), 3.43 (1H), 3.89 (3H), 3.99 (3H), 4.05-4.60 (6H),
4.70 (2H), 6.01 (1H), 6.69 (1H), 6.77 (1H), 6.81 (1H), 7.32 (1H), 7.48 (1H), 7.56 (1H), 8.05
(1H).

Example 170: 2-({1-[(5-fluoro-1-methyl-1H-indol-2-yl)carbonyl]azetidin-3-yl} methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
Sy
N N
" _)) Hd
i <
Hsc\o/\/h
o CH,

Analogously to Example 1, 95 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 117¢ and 87 mg of 5-fluoro-1-methyl-1H-indol-2-carboxylic

acid.

'H-NMR (300 MHz, CDCI3): § = 2.65 (3H), 3.35-3.51 (4H), 3.58 (2H), 3.67 (2H), 4.01 (3H),
4.02-4.62 (4H), 4.69 (2H), 6.15 (1H), 6.68 (1H), 7.08 (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)carbonyl]azetidin-3-yl } methyi)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

Q, CI
e
N
HS
/N\ s
H N
HCo g N =
O CH,

Analogously to Example 1, 90 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 117e and 95 mg of 5-chloro-1-methyl-1H-indol-2-carboxylic

acid.

'"H-NMR (300 MHz, CDCI3): § = 2.66 (3H), 3.37-3.49 (4H), 3.58 (2H), 3.67 (2H), 4.00 (3H),
4.08 (1H), 4.37 (2H), 4.56 (1H), 4.70 (2H), 6.15 (1H), 6.66 (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-1H-indol-2-yl}carbonyl}
azetidin-3-yl}methyl)-4-methyl-2H-indazole-5-carboxamide

7

O

aess
ud
A 3
H N
H°C\0 AN =
O CH,

Analogously to Example 1, 86 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 117¢ and 93 mg of 5-methoxy-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 (2H), 3.84 (3H),
4.00 (3H), 4.07 (1H), 4.35 (2H), 4.55 (1H), 4.69 (2H), 6.15 (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-1H-indol-2-yl)carbonyl]
azetidin-3-yl} methyl)-4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 1, 97 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 117e and 93 mg of 6-methoxy-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 (2I0), 3.89 (3H),
3.99 (3H), 4.02-4.60 (4H), 4.69 (2H), 6.15 (1H), 6.69 (1H), 6.77 (11), 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-(trifluoromethyl)pyridin-2-ylJoxy}
benzoyl)azetidin-3-yl}methyl }-2H-indazole-5-carboxamide

s

Ay

"
R

Analogously to Example 1, 66 mg of the title compound was obtained from 135 mg of the
compound prepared in Example 117e and 96 mg of 4-{[5-(trifluoromethyl)pyridin-2-ylJoxy}-

benzoic acid.

'"H-NMR (300 MHz, DMSO-d6): § = 2.50 (3H), 3.18-3.27 (4H), 3.36 (2H), 3.42 (2H), 3.91
(1H), 4.10 (1H), 4.24 (1H), 4.42 (1H), 4.68 (2H), 7.15 (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-naphthoyl)azetidin-3-yl]methyl}-4-

methyl-2H-indazole-5-carboxamide

—CH,
Hsc\o/\/N =

Analogously to Example 1, 72 mg of the title compound was obtained from 135 mg of the

compound prepared in Example 117e and 69 mg of 7-methoxy-naphthalen-2-carboxylic acid.

'H-NMR (300 MHz, DMSO0-d6): § = 2.50 (3H), 3.21-3.28 (4H), 3.36 (2H), 3.42 (2H), 3.85
(3H), 3.93-3.99 (1H), 4.14 (1H), 4.26 (1H), 4.47 (1H), 4.69 (2H), 7.15 (1H), 7.22 (1H), 7.38
(1H), 7.43 (1H), 7.50 (1H), 7.81-7.88 (2H), 8.05 (1H), 8.12 (1H), 8.56 (1H).
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Example 176: N-(2-methoxyethyl)-2-{[1-(6-methoxy-2-naphthoyl)azetidin-3-yl]methyl} -4-

methyl-2H-indazole-5-carboxamide

Q
Oy
N o
H N
HCn AN g
0 CH

Analogously to Example 1, 72 mg of the title compound was obtained from 135 mg of the

compound prepared in Example 117¢ and 69 mg of 6-methoxynaphthalen-2-carboxylic acid.

"HI-NMR (300 MHz, DMSO-d6): § = 2.49 (3H), 3.21-3.28 (4H), 3.33-3.39 (2H), 3.42 (2H), 3.86
(3H), 3.91-3.98 (1H), 4.13 (1H), 4.27 (1H), 4.48 (1H), 4.69 (2H), 7.15 (1H), 7.19 (1H), 7.34
(1H), 7.38 (1H), 7.63 (1H), 7.82 (1H), 7.92 (1H), 8.08-8.14 (2H), 8.56 (1H).

Example 177: 4-methyl-N«{2.2.2-trifluoroethyl)-2-{[144-{{5trifluoromethvi)pyridin-2-yi]
oxy}benzoyl)azetidin-3-yl)methyl}-2H-indazole-5-carboxamide

O
e N P \_/
§>K/n7(©;/ N QF
o CH, FF

Analogously to Example 1, 68 mg of the title compound was obtained from 170 mg of the
compound prepared in Example 129b and 113 mg of 4-{[5-(trifluvoromethyl)pyridin-2-

yl]oxy}benzoic acid.

'H-NMR (300 MHz, DMSO-d6): & = 2.35 (3H), 3.21 (1H), 3.89 (1H), 3.96-4.13 (3H), 4.21
(1H), 4.40 (1H), 4.68 (2H), 7.24 (2H), 7.28 (1H), 7.40 (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-(2-methoxyethyl)-6-methyl-2H-

indazole-5-carboxamide
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Analogously to Example 55, 154 mg of the title compound was obtained from 210 mg of the

compound prepared in Example 178e and 119 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.19 (1H), 3.24 (3H), 3.34 (2H), 3.42 (2H), 3.87
(1H), 4.07 (1H), 4.16 (1H), 4.34 (1H), 4.65 (2H), 7.35 (1H), 7.48 (2H), 7.59 (2H), 7.63 (1),
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)methyl]azetidin-1-

carboxylate
0>_0
NCHs
MO AN, ﬁ H,C CH,
x i\

Br

To a solution of 6.18 g of 5-bromo-6-methyl-1H-indazole and 15 g of tert-butyl-3-[(tosyl-
oxy)methyl]azetidin-1-carboxylate in 200 ml DMF were added 9.54 g of caesium carbonate and
10.8 g of tetrabutylammonium iodide at 25°C, and this was then heated under reflux for 1.5 hrs.
After cooling, the reaction mixture was treated with 1:1 hexane / ether and water, the phases
separated and the aqueous phase extracted twice with 250 ml portions of 1:1 hexane / ether. The
combined organic phases were washed with saturated sodium chloride solution, dried over

sodium sulphate, and concentrated in vacuo after filtration.

The residue thus obtained was purified by twofold column chromatography on silica gel with

hexane / 0-20% ethyl acetate. 2.88 g of the title compound was obtained.

"H-NMR (300 MHz, DMSO-d6): & = 1.32 (9H), 2.37 (3H), 3.05 (1H), 3.67 (2H), 3.85 (2H), 4.59
(2H), 7.56 (1H), 7.97 (1H), 8.33 (1H).

Example 178b: Methyl 2-{[1-(tert-butoxycarbonyl)azetidin-3-ylJmethyl}-6-methyl-2H-indazol-

5-carboxylate

0>_
o}
N >vCH3
H,C )\ } H,C CH,
O. 2, N
H,C”
o]

To a solution of 730 mg of the bromide prepared in Example 178a in 17.5 ml tetrahydrofuran
were added 0.23 ml of methanol, 145 mg of trans-bis(acetato)-bis[o-(di-o-tolylphosphino)-
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benzyl]dipalladivnIl), 877 mg of DBU and 760 mg of molybdenum hexacarbonyl This reaction
mixture was then heated in the microwave (120 watts) for 20 minates at 125°C. Seven further
preparations were performed in the same manner and all worked up together. For this, they were
concentrated in vacuo and the residue taken up in water and cthyl acetate. After phase
separation, the aqueous phase was extracted three times with 75 ml portions of ethyl acetate and
the combined organic phases washed with saturated sodium chloride solution, dried over sodium
sulphate and concentrated in vacuo after filtration. The residuc thus obtained was purified by
twofold column chromatography on silica gel with hexane / 0-30% cthyl acetate. Yield: 4.0 g of

the title compound.

'H-NMR (300 MHz, DMSO-d6): & = 1.32 (9H), 2.52 (3H), 3.07 (1H), 3.69 (2H), 3.86 (211), 3.78
(3H), 4.62 (2H), 7.43 (111), 8.33 (1H), 8.53 (18).

Example 178c:  2-{[1-(tert-butoxycarbonyl)azetidin-3-ylJmethyl}-6-methyl-2H-indazol-3-

carboxvlic acid

H,C
TN NN

HO. o P

Analogously to Ixample 1d, 3.2 g of the title compound was obtained from 4.0 g of the ester

prepared in Example 178b.

'"H-NMR (300 MHz, DMSO-d6): = 1.32 (9H), 2.53 (3H), 3.07 (11I), 3.69 (2H), 3.86 (2H), 4.61
(211), 7.39 (1H), 8.31 (1H), 8.50 (1H), 12.48 (1H).

Example 178d: Tert-butyl 3-({5-[N-(2-methoxycthyl)carbamoyl]-6-methyl-2H-indazol-2-yl}-
methyl)azetidin-1-carboxylate
0,

— N>—vo>i" CH,

VW oo
+,C : 3 3
" 2 =~ /\.\' /
HO N A

C

Analogously to Example 1, 603 mg of the title compound was obtained from 500 mg of the acid

prepared in Example 178¢ and 109 mg of 2-methoxyethylamine.

'TINMR (300 MHz, DMSO-d6): § = 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.25 (3H), 3.32-3.45
(4H), 3.67 (2H), 3.84 (2H), 4.59 (211), 7.35 (1H), 7.64 (1H), 8.21 (1H), 8.41 (1H).
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Example 178e: 2-(azetidin-3-vimethyl)-N-(2-methoxvethyl)-0-methyl-2H-indazol-5-carbox-
I - v - - v

amide hydrochloride

Analogously to Example 1a, from 250 mg of the amide prepared in Example 178d, 275 mg of

the title compound was obtained, which was reacted without further purification.

Example 179: 2-{[1-(3,5-Difluorobenzoyl)azetidin-3-yl]methyl} -N-(2-methoxyethyl)-6-methyl-

2H-indazole-5-carboxamide

3
o
SN ST, o F
. !/ = \N_/)

Analogously to Example 55, 51 mg of the title compound was obtained from 77 mg of the

compound prepared in Example 178¢ and 44 mg of 3,5-difluorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 2.33 (3H), 3.18 (111), 3.24 (3H), 3.34 (2H), 3.42 (2H), 3.87
(111), 4.03-4.11 (1B), 4.20 (1H), 4.38 (1H), 4.65 (2H), 7.20-7.28 (2H), 7.34 (1H), 7.36-7.45
(2H), 7.64 (1H), 8.22 (110), 8.42 (1H).

Example 180: N-(2-methoxyethyl)-6-methyl-2-[(1-{4-[(trifluoromethyl)sulphanyllbenzoyl}

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

FF

y
s
\
HHSW\N}

Mg AN

o]

Analogously to Example 55, 30 mg of the title compound was obtained from 43 mg of the
compound prepared in Example 178¢ and 34 mg of 4-{(trifluoromethyl)sulphanyllbenzoyl

chloride.
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'H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.20 (1H), 3.24 (3H), 3.34 (2H), 3.42 (2H), 3.89

(1H), 4.09 (1H), 4.17 (1H), 4.36 (1H), 4.65 (2H), 7.34 (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-(trifluoromethoxy)benzoyl]azetidin-3-

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

F
Q >‘F—F
>—< >—O
N
:,C ’N\N_P
HC g~ AN =
&)

Analogously to Example 55, 221 mg of the title compound was obtained from 294 mg of the

compound prepared in Example 178¢ and 214 mg of 4-(trifluoromethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMS0-d6): & = 2.34 (3H), 3.20 (1H), 3.25 (3H), 3.34 (2H), 3.42 (2H), 3.89
(1H), 4.08 (1H), 4.18 (1H), 4.36 (1H), 4.65 (2H), 7.35 (1H), 7.40 (2H), 7.64 (1H), 7.70 (2H),
8.21 (1H), 8.42 (1H).

Example 182: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]azetidin-3-yl} methyl}-N-(2-methoxy-
ethyl)-6-methyl-2H-indazole-5-carboxamide

F

Q, : F F
N F
H,C. N _P
H N
HGC\O/\/N 3
(o]

Analogously to Example 55, 11 mg of the title compound was obtained from 43 mg of the
compound prepared in Example 178¢ and 32 mg of 2-fluoro-4-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6): & = 2.33 (3H), 3.20 (1H), 3.24 (3H), 3.35 (2H), 3.42 (2H),
3.86- 3.95 (2H), 4.02-4.16 (2H), 4.65 (2H), 7.34 (1H), 7.61-7.69 (3H), 7.79 (1H), 8.21 (1H),
8.41 (1H).

Example 183: 2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylJmethyl}-N-(2-methoxyethyl)-6-

methyl-2H-indazole-5-carboxamide
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E

Q oy
H,C =N A}J
H,C H\”mN
3o TN
o]

Analogously to Example 55, from 70 mg of the compound prepared in Example 178e and 44 mg
of 4-chloro-2-fluorobenzoy! chloride, a material still contaminated after HPLC purification was
obtained, which was further purified by additional preparative thick layer chromatography with
ethyl acetate / methanol in the ratio 9:1 as mobile phase. This yielded 12 mg of the title

compound.

'"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.19 (1H), 3.25 (3H), 3.34 (2H), 3.42 (2H),
3.84-3.93 (2H), 4.02-4.10 (2H), 4.64 (2H), 7.32-7.36 (2H), 7.46 (1H), 7.53 (1H), 7.63 (1H), 8.22
(1H), 8.41 (1H).

Example 184: 2-({1-[3-fluoro4-{trifiuoromethyl)benzoyljazetidin-3-yl}methyl)-N-(2-methoxy-

ethyl)-6-methyl-2H-indazole-5-carboxamide

o g
B
F
HHa =N ﬁ
H,C 0/\/N =,
0]

Analogously to Example 55, 32 mg of the title compound was obtained from 70 mg of the
compound prepared in Example 178¢ and 52 mg of 3-fluoro-4-(trifluoromethyl)benzoyl

chloride.

"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.20 (1H), 3.24 (3H), 3.30-3.38 (2H), 3.42
(2H), 3.90 (1H), 4.10 (1K), 4.19 (1H), 4.38 (1H), 4.66 (2K), 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]azetidin-3-yl} methyl)-N-(2-methoxy-

ethyl)-6-methyl-2H-indazole-5-carboxamide

F
F
A2 N
N\
" j)
oo it I
3\0/\/
o] .
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Analogously to Example 55, 30 mg of the title compound was obtained from 70 mg of the
compound prepared in Example 178¢ and 55 mg of 4-chloro-3-(trifluoromethyl)benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.19 (1H), 3.24 (3H), 3.34 (2H), 3.42 (2H), 3.89
(1H), 4.10 (1H), 4.20 (1H), 4.35-4.43 (1H), 4.65 (21), 7.33 (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-(trifluoromethyl)benzoyl]azetidin-3-
yl}methyl)-2H-indazole-5-carboxamide

O,
F
b{ F
oo I -
HC O/\/@
o]

Analogously to Example 55, 31 mg of the title compound was obtained from 70 mg of the

compound prepared in Example 178¢ and 47 mg of 4-(trifluoromethyl)benzoy! chloride.

'H-NMR (300 MHz, DMS0-d6): § = 2.34 (3H), 3.20 (1H), 3.24 (3H), 3.35 (2H), 3.42 (2H), 3.90
(1H), 4.06-4.21 (2H), 4.35 (1H), 4.66 (2H), 7.34 (1H), 7.63 (1H), 7.73-7.82 (4H), 8.21 (1H),
8.41 (1H). '

Example 187: 6-methyl-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl]azetidin-3-yl1} methyl)-N-
{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide

o) R
>—< >—S—F
4
N F ¥
o F HH,C /N\N—P
Fj\s/\/N =
o

Analogously to Example 1, 35 mg of the title compound was obtained from 170 mg of the
compound prepared in Example 187b and 103 mg of 4-(pentafluoro-A’-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): § = 2.36 (3H), 3.12-3.23 (3H), 3.49 (2H), 3.91 (1H), 4.06-4.21
(2H), 4.36 (1H), 4.66 (2H), 7.36 (1H), 7.69 (1H), 7.76 (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)sulphanyl]ethyl} carbamoyl)-
2H-indazol-2-yl]methyl}azetidin-1-carboxylate
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N >\—(:H3
E H,C /\a\‘\ ‘P H;C CHJ
F\“\ H ! N
7 g SN N4
o]

Analogously to Example 1, 998 mg of the title compound was obtained from 800 mg of the acid
prepared in Example 178c¢ and 336 mg of 2-[(trifluoromethyl)sulphanyl]ethylamine.

"I.NMR (300 MHz, DMSO-d6): § = 1.32 (9H), 2.36 (3H), 3.06 (1H), 3.13-3.21 (2H), 3.49
(2H), 3.67 (2H), 3.84 (2H), 4.59 (2H), 7.37 (1H), 7.70 (1H), 8.44 (1H), 8.47 (1H).

Example 187b: 2-(azetidin-3-ylmethyl)-6-methyl-N-{2-[(trifluoromethyl)sulphanyl]ethyl}-2H-

indazole-5-carboxamide hydrochloride

H
N
;ig/\/nmuﬁ

)

Analogously to Example 1a), from 395 mg of the amide prepared in Example 187a), 402 mg of

the title compound was obtained, which was reacted without further purification.

Example 188: 6-methyl~2~({1~[4—(pentaﬂuoro-?t‘s—sulphanyl)benzoyl]azetidin-3-yl}methyl)-N-
(2,2,2-triﬂuoroethyl)-ZH-indazoie-S-carboxamidc

Q, F F
N FF
F HC =N _P
:ﬂvnj;@”
(o]
Analogously to Example 1, 25 mg of the title compound was obtained from 136 mg of the

compound prepared in Example 188b and 93 mg of 4-(pentafluoro-A°-sulphanyl)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.20 (1H), 3.91 (1H), 3.95-4.21 (4H), 4.36
(1H), 4.67 (2H), 7.38 (1H), 7.71 (1), 7.76 (2H), 7.95 (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-trifluoroethyl)carbamoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate
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Q
N>_O>vCH3
. H,C N _P H,C CH,
SO0
0]

Analogously to Example 1, 550 mg of the title compound was obtained from 560 mg of the acid

prepared in Example 178c and 160 mg of 2,2,2-trifluoroethylamine.

"H-NMR (300 MHz, DMSO-d6): § = 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.67 (2H), 3.84 (2H),
3.93-4.10 (2H), 4.60 (2H), 7.40 (1H), 7.71 (1H), 8.46 (1H), 8.88 (1H).

Example 188b:  2-(azetidin-3-ylmethyl)-6-methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-

carboxamide hydrochloride

Analogously to Example 1a, from 550 mg of the amide prepared in Example 188a; 530 mg of

the title compound was obtained, which was reacted without further purification.

Example 189: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-6-methyl-N-{2-[(trifluoromethyl)
sulphanyl]ethyl}-2H-indazole-5-carboxamide '

0
O
FJ HH:C /N\N—ﬂ
Fﬂ\ s/\/N =
!

Analogously to Example 55, 45 mg of the title compound was obtained from 170 mg of the
compound prepared in Example 187b and 80 mg of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): & = 2.39 (3H), 3.17-3.27 (3H), 3.52 (2H), 3.90 (LH), 4.10
(1H), 4.19 (1H), 4.37 (1H), 4.68 (25), 7.39 (1H), 7.50 (2H), 7.61 (2H), 7.72 (1H), 8.47 (1H),
8.49 (1H).

Example 190: 2-{[1-(4-chlorobenzoyl)azetidin-3-yl]methyl}-6-methyl-N-(2,2,2-trifluoroethyl)-

2H-indazole-5-carboxamide
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Analogously to Example 55, 60 mg of the title compound was obtained from 136 mg of the

compound prepared in Example 188b and 72 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.20 (1H), 3.87 (1H), 3.94-4.11 (3H), 4.16
(1H), 4.35 (11D), 4.66 (21), 7.39 (1H), 7.48 (2H), 7.59 (2II), 7.71 (1H), 8.46 (1H), 8.89 (1H).

Example 191: (+/-)-2-{[1-(4-chlorobenzoyl)azctidin-3-yl Jmethyl } -6-methyl-N-(3,4,5,6-

tetrahydro-21-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

Analogously to IExample 55, 49 mg of the title compound was obtained from 120 mg of the

compound prepared in Example 191b and 61 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 1.08-1.23 (1H), 1.36-1.49 (3H), 1.62 (1H), 1.72-1.80 (1H),
2.34 (3H), 3.10-3.43 (5H), 3.80-3.92 (2H), 4.07 (1H), 4.16 (1H), 4.34 (111), 4.65 (2H), 7.34
(1H), 7.47 (2H), 7.59 (2H), 7.63 (1H), 8.16 (1H), 8.40 (1H).

The starting material was prepared as follows:
g preg

Example 191a: (+/-)-tert-butyl 3-({6-methyl-5-[N-(3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl)-
carbamoyl]-2H-indazol-2-yl}methyl)azetidin-1-carboxylate

C-l
—|c\/ )/ e o,

/\~ /Nj ™ =

Analogously to Example 1, 140 mg of the title compound was obtained from 300 mg of the acid

prepared in Example 178c¢ and 105 mg of 3,4,3,6-tetrahydro-21-pyran-2-ylmethylamine.
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"H-NMR (300 MHz, DMSO-d6): & = 1.07-1.24 (1H), 1.27-1.49 (12H), 1.62 (1I), 1.76 (1H),
2.33 (3H), 3.06 (1H), 3.20 (2H), 3.29-3.45 (2H), 3.67 (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-(3,4,5,6-tetrahydro-2H-pyran-2-
ylmethyl)-2H-indazole-5-carboxamide hydrochloride

H CIH
N
O HHS /N\N-P
O N =
o}

Analogously to Example 1a, from 140 mg of the amide prepared in Example 191a, 132 mg of

the title compound was obtained, which was reacted without further purification.

Example 192: (+/-)-2-{[1-(4chlorobenzoyl)azetidin-3-yljmethyl}-N-(2-methoxypropyl)-6-

methyl-2H-indazole-5-carboxamide

‘ 0
(-
H; ){ P
By N
HiC gy N =
0

Analogously to Example 55, 89 mg of the title compound was obtained from 151 mg of the
compound prepared in Example 192b and 82 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): & = 1.08 (3H), 2.34 (3H), 3.13-3.32 (6H), 3.43 (1H), 3.87
(1H), 4.07 (1H), 4.16 (1H), 4.34 (1H), 4.65 (2H), 7.35 (11), 7.48 (2H), 7.59 (2H), 7.63 (1),
8.18 (1H), 8.41 (1H).

The starting material was prepared as follows:

Example 192a: (+/-)-tert-butyl 3-({5-[N-(2-methoxypropyl)carbamoyl]-6-methyl-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate

Q

N
" : g = _P
HCuy N =~/ |

o}

CH,
HC CH,
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Analogously to Example 1, 358 mg of the title compound was obtained from 300 mg of the acid

prepared in Example 178c¢ and 77 mg of 2-methoxypropan-1-amine.

'H-NMR (300 MHz, DMSO-d6): § = 1.08 (3H), 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.13-3.31
(5H), 3.43 (1H), 3.67 (2H), 3.84 (2H), 4.59 (2H), 7.35 (1H), 7.64 (1H), 8.18 (1H), 8.40 (1H).

Example 192b: (+/-)-2-(azetidin-3-ylmethyl)-N-(2-methoxypropyl)-6-methyl-2H-indazole-5-

carboxamide hydrochloride

H CH

N
" _/D
Z TN
Hy H | N
HCag N PP
0

Analogously to Example 1a), from 358 mg of the amide prepared in Example 192a), 319 mg of

the title compound was obtained, which was reacted without further purification.

Example 193: (+/-)-N-(2-methoxypropyl)-6-methyl-2-( {1-[4-(trifluoromethoxy)benzoyl]-

azetidin-3-yl} methyl)-2H-indazole-5-carboxamide
0 : F>£F
0
HCy, N =
0

Analogously to Example 55, 87 mg of the title compound was obtained from 151 mg of the
compound prepared in Example 192b and 106 mg of 4-(trifluoromethoxy)benzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 1.08 (3H), 2.34 (3H), 3.13-3.31 (6H), 3.43 (11), 3.88
(1H), 4.08 (1H), 4.17 (1H), 4.36 (1H), 4.65 (210), 7.35 (1H), 7.40 (2H), 7.64 (1H), 7.70 (2H),
8.18 (1H), 8.41 (1H).

Example 194:  6-methyl-2-({I1-[4-(trifluoromethoxy)benzoyllazetidin-3-yl} methyl)-N-{2-
{(trifluoromethyl)sulphanyl]ethyl}-2H-indazole-5-carboxamide

b0

F H,C =N _P
F>k H N
e ==

Q
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Analogously to Example 55, 87 mg of the title compound was obtained from 173 mg of the

compound prepared in Example 187b and 105 mg of 4-(trifiuoromethoxy)benzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 2.36 (3H), 3.11-3.24 (3H), 3.49 (2H), 3.89 (1H), 4.09
(1H), 4.17 (1H), 4.36 (1H), 4.66 (2H), 7.36 (1H), 7.40 (2H), 7.66-7.74 (3H), 8.44 (1H), 8.46
(1H).

Example 195: 6-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3-
yl}methyl)-2H-indazole-5-carboxamide

F
Q : >£F
N
P BOANN P
H PN N

&/Nw])\)\/

o]

Analogously to Example 55, 70 mg of the title compound was obtained from 170 mg of the

compound prepared in Example 188b and 116 mg of 4-(trifluoromethoxy)benzoy! chloride.

'"H-NMR (300 MHz, DMSO0-d6): § = 2.35 (3H), 3.21 (1H), 3.89 (1H), 3.95-4.13 (3H), 4.18
(1H), 4.36 (1H), 4.67 (2H), 7.40 (3H), 7.66-7.75 (3H), 8.45 (1H), 8.86 (1H).

Example  196: 6-methyl-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3-yl } methyl)-N-[2-
(trifluvoromethoxy)ethyl}-2H-indazole-5-carboxamide

F
q o
0
N :
E H,C, NN, -P
F>k H N
L I
0

Analogously to Example 55, 22 mg of the title compound was obtained from 179 mg of the

compound prepared in Example 196b and 113 mg of 4-(trifluoromethoxy)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.20 (1H), 3.50 (2H), 3.89 (1H), 4.08 (1H),
4.14-4.21 (3H), 4.36 (1H), 4.66 (2H), 7.36 (1H), 7.40 (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-(trifluoromethoxy)ethyl]carbamoyl}-2H-
indazol-2-yl)methyl]azetidin-1-carboxylate
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Analogously to Example 1, 417 mg of the title compound was obtained from 300 mg of the acid
prepared in Example 178c¢ and 144 mg of 2-(trifluoromethoxy)ethylamine hydrochloride.

"H-NMR (300 MHz, DMS0-d6): 5 = 1.32 (9H), 2.34 (3H), 3.06 (1H), 3.50 (2H), 3.68 (2H), 3.84
(2H), 4.16 (2H), 4.59 (2H), 7.37 (1H), 7.66 (1H), 8.44 (1H), 8.46 (1H).

Example 196b: 2-(azetidin-3-ylmethyl)-6-methyl-N-[2-(triflnoromethoxy)ethyl]-2H-indazole-5-

carboxamide hydrochloride

Hx CH
N
i ”"\/\4".._/D
;>'\0 /\/QM

e}

Analogously to Example la, from 417 mg of the amide prepared in Example 196a, 369 mg of

the title compound was obtained, which was reacted without further purification.

Example 197: 2-{[1-(4-chlorobenzoyl)azetidin-3-yl]methyl}-6-methyl-N-[2-(trifluoromethoxy)
ethyl]-2H-indazole-5-carboxamide

O,
O
N
i e )\N}\
Fj\o/\/N =,
o]

Analogously to Example 55, 41 mg of the title compound was obtained from 179 mg of the
compound prepared in Example 196b and 83 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.19 (1H), 3.50 (2H), 3.87 (1H), 4.07 (1H),
4.13-4.21 (3H), 4.34 (1H), 4.65 (2H), 7.36 (1H), 7.48 (2H), 7.59 (2H), 7.66 (1H), 8.44 (1H),
8.46 (1H).

Example 198: 2-{[1-(4-chlorobenzoyl)azetidin-3-yllmethyl}-N-[2-(cyclopropylmethoxy)ethyl]-

6-methyl-2H-indazole-5-carboxamide
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Analogously to Example 55, 107 mg of the title compound was obtained from 214 mg of the
compound prepared in Example 198b and 109 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 0.14 (2H), 0.42 (2H), 0.97 (1H), 2.34 (3H), 3.12-3.26
(3H), 3.34 (2H), 3.47 (2H), 3.87 (1H), 4.07 (1H), 4.16 (1H), 4.34 (1H), 4.65 (2H), 7.35 (1H),
7.48 (2H), 7.59 (2H), 7.63 (1H), 8.21 (1H), 8.42 (1H).

The starting material was prepared as follows:

Example 198a: Tert-butyl 3-f(5-{N-[2-(cyclopropylmethoxy)ethyl]carbamoyl}-6-methyl-2H-

indazol-2-yl)methylJazetidin-1-carboxylate

Analogously to Example 1, 247 mg of the title compound was obtained from 245 mg of the acid
prepared in Example 178¢ and 82 mg of 2-(cyclopropylmethoxy)ethylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6): § = 0.14 (2H), 0.43 (2H), 0.97 (1H), 1.32 (9H), 2.35 (3H), 3.06
(1H), 3.23 (2H), 3.34 (2H), 3.48 (2H), 3.67 (2H), 3.85 (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)ethyl]-6-methyl-2H-

indazole-5-carboxamide hydrochloride

H CiH

Analogously to Example 1a, from 247 mg of the amide prepared in Example 198a, 214 mg of

the title compound was obtained, which was reacted without further purification.
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Example  199:  2-({I1-[4-(4-fluorophenoxy)benzoyllazetidin-3-yl } methyl)-6-methyl-N-{2-
[(trifluoromethyl)sulphanyl]ethyl } -2H-indazole-5-carboxamide

F

2

o
>—< >—O
N
E R,$. Z —)k AP
F. H N
F>k s/\/ng\/l/
[o]

Analogously to Example 1, 56 mg of the title compound was obtained from 173 mg of the

compound prepared in Example 187b and 98 mg of 4-(4-fluorophenoxy)benzoic acid.

'"H-NMR (300 MHz, DMSO-d6): & = 2.38 (3H), 3.16-3.27 (3H), 3.52 (2H), 3.90 (1H), 4.08
(1H), 4.19 (1H), 4.38 (1H), 4.68 (2H), 6.97 (2H), 7.14 (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-yljmethyl}-N-(2-methoxyethyl)-6-

methyl-2H-indazole-5-carboxamide

o :
H \N
0O

HSC\O AN

Analogously to Example 1, 86 mg of the title compound was obtained from 168 mg of the

compound prepared in Example 178e and 80 mg of 4-cyclopropylbenzoic acid.

'"H-NMR (300 MHz, DMSO-d6): & = 0.71 (2H), 0.99 (2H), 1.95 (1H), 2.37 (3H), 3.21 (1H), 3.27
(3H), 3.37 (2H), 3.45 (2H), 3.88 (1H), 4.07 (1H), 4.17 (1H), 4.35 (1H), 4.67 (2H), 7.12 (2H),
7.38 (1H), 7.47 (2H), 7.66 (1H), 8.22 (1H), 8.44 (1H).

Example 201: 6-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(trifluoromethyl)phenoxy]
benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carboxamide
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Analogously to Example 1, 71 mg of the title compound was obtained from 180 mg of the

compound prepared in Example 188b and 95 mg of 4-[4-(trifluoromethyl)phenoxy]benzoic acid.

"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.21 (1H), 3.88 (1H), 3.95-4.13 (3H), 4.19
(1H), 4.37 (1H), 4.67 (2H), 7.11 (2H), 7.19 (2H), 7.39 (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-(trifluoromethyl)phenoxy]benzoyl}-
azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

FF
; |

(e}

0
N :
H,C. A }
H,CL NS@N
(o}
[o]
Analogously to Example 1, 108 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 178e and 102 mg of 4-[4-(trifluoromethyl)phenoxy]benzoic

acid.

'"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.14-3.26 (4H), 3.34 (2H), 3.42 (2H), 3.88
(1H), 4.07 (1H), 4.19 (1H), 4.37 (1H), 4.66 (2H), 7.11 (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-3-yl} methyl)-6-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

jﬁo

F

Analogously to Example 1, 104 mg of the title compound was obtained from 180 mg of the
compound prepared in Example 188b and 73 mg of 4’-fluorobiphenyl-4-carboxylic acid.

"H-NMR (300 MHz, DMSO-d6): § = 2.34 (3H), 3.22 (1H), 3.90 (LH), 3.95-4.14 (3H), 4.21
(1H), 4.40 (1H), 4.68 (2H), 7.28 (2H), 7.40 (1H), 7.60-7.77 (7H), 8.48 (1H), 8.89 (1H).
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Example 204: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl} methyl)-N-(2-methoxy-
ethyl)-6-methyl-2H-indazole-5-carboxamide

OO~

—N
\

\
RC

W ’N‘Nf
HCo N =

C

Analogously to Example 1, 73 mg of the title compound was obtained from 180 mig of the

compound prepared in Example 178¢ and 78 mg of 4’-fluorobiphenyl-4-carboxylic acid.

'"H-NMR (300 MHz, DMSO-d6): & = 2.34 (3H), 3.14-3.26 (4H), 3.34 (2H), 3.41 (2H), 3.89
(1H), 4.09 (1H), 4.21 (1H), 4.39 (1H), 4.66 (2H), 7.28 (2H), 7.35 (1H), 7.61-7.77 (7H), 8.21
(1H), 8.43 (1H).

Example 205: 2-{[1-(4-chlorobenzovl)piperidin-4-yljmethyl}-N-(2-methoxyethyl)-6-methyl-

2H-indazole-5-carboxamide

o]
O
H: ')1\ AQ
H N '
Hsc\o/\/ =
(o]

Analogously to Example 55, from 85 mg of the compound prepared in Example 205¢ and 45 mg
of 4-chlorobenzoyl chloride, a material still contaminated after column chromatography was
obtained which was further purified by additional preparative thick layer chromatography with
dichloromethane / methanol in the ratio 95:5 as mobile phase. Yield: 48 mg of the title

compound.

'H-NMR (300 MHz, DMSO-d6): § = 1.09-1.53 (4H), 2.24 (1H), 2.34 (3H), 2.71 (1K), 2.97
(1H), 3.24 (3H), 3.34 (2H), 3.38-3.54 (3H), 7.31-7.37 (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-yl)methyl]piperidin-1-

carboxylate
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Analogously to Example 1c, 2.99 g of the title compound was obtained from 5.7 g of 5-bromo-6-
methyl-1H-indazole and 15.0 g of tert-butyl-4-[(tosyloxy)methyl]piperidin-1-carboxylate.

'"H-NMR (300 MHz, CDCI3): & = 1.14-1.30 (2H), 1.44 (9H), 1.53 (2H), 2.24 (1), 2.50 (3H),
2.66 (2H), 4.11 (2H), 4.23 (2H), 7.55 (1H), 7.77 (1H), 7.87 (1H).

Example 205b: Tert-butyl 4-({5-[N-(2-methoxyethyl)carbamoyl]-6-methyl-2H-indazol-2-yl}-

methyl)piperidin-1-carboxylate

0O,
:j*%m
e HC CH,

[¢]

Analogously to Example 1b, 3.56 g of the title compound was obtained from 600 mg of the
bromide prepared in Example 205a and 331 mg of 2-methoxyethylamine after four runs and

twofold purification by chromatography.

'"H-NMR (300 MHz, DMSO-d6): § = 0.96-1.15 (2H), 1.29-1.42 (10H), 2.03-2.18 (1H), 2.34
(3H), 2.51-2.73 (3H), 3.25 (3H), 3.31-3.45 (4H), 3.86 (2H), 4.26 (2H), 7.35 (1H), 7.63 (1H),
8.21 (1H), 8.32 (1H).

Example 205¢: N-(2-methoxyethyl)-6-methyl-2-(4-piperidylmethyl)-2H-indazole-5-

carboxamide hydrochloride

H
CIH
o §
H,C\O/\/n@
[o]
Analogously to Example la, from 100 mg of the amide prepared in Example 205b, 85 mg of the

title compound was obtained, which was reacted without further purification.

Example 206: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-yl} methyl)-N-(2-
methoxy-ethyl}-6-methyl-2H-indazole-5-carboxamide -
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F
Q
F
F
H,C. =N
H N
HQC\O /\/N =
o]

Analogously to Example 55, from 85 mg of the compound prepared in Example 205¢ and 58 mg
of 2-fluoro-4-(trifluoromethyl)benzoyl chloride, a material still contaminated after column
chromatography was obtained which was further purified by additional preparative thick layer
chromatography with dichloromethane / methanol in the ratio 95:5 as mobile phase. Yield:

40 mg of the title compound.

"H-NMR (300 MHz, DMSO-d6): & = 1.03-1.28 (2H), 1.37 (1H), 1.53 (1H), 2.23 (1H), 2.34
(3H), 2.77 (1H), 3.00 (1H), 3.26-3.49 (11H), 4.30 (2H), 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-ylJmethyl}-N-(2-methoxyethyl)-6-

methyl-2H-indazole-5-carboxamide

i
O,
Cl
o
H N
ch\ 0/\/N [y =
Q

Analogously to Example 55, 68 mg of the title compound was obtained from 85 mg of the

compound prepared in Example 205¢ and 49 mg of 4-chloro-2-fluorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): & = 1.04-1.25 (2H), 1.37 (1H), 1.51 (1H), 2.23 (1H), 2.34
(3H), 2.73 (1H), 2.98 (1H), 3.21-3.48 (3H), 3.30-3.38 (3H), 3.42 (2H), 4.29 (2H), 4.42 (1H),
7.29-7.42 (3H), 7.51 (1H), 7.63 (1H), 8.21 (1H), 8.33 (1H).

Example 208: 2-({1-[3-fluoro-4-(trifluoromethyl)benzoyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-6-methyl-2H-indazole-5-carboxamide

O*déﬁ

H,C. N
H
H:‘C.._O N =,
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Analogously to Example 55, 70 mg of the title compound was obtained from 85 mg of the
compound prepared in Example 205¢ and 58 mg of 3-fluoro-4-(trifluoromethyl)benzoyl

chloride.

"H-NMR (300 MHz, DMSO-d6): & = 1.13-1.27 (2H), 1.35 (1H), 1.51 (1H), 2.23 (1H), 2.34
(3H), 2.74 (1H), 2.98 (1H), 3.22-3.45 (8H), 4.29 (2H), 4.40 (1H), 7.32-7.38 (2H), 7.52 (1H),
7.63 (1H), 7.82 (1H), 8.21 (1H), 8.33 (1H).

Example 209: 2-({1-[4-chloro-3-(triflnoromethyl)benzoyipiperidin-4-yl} methyl)-N-(2-
methoxyethyl)-6-methyl-2H-indazole-5-carboxamide

HE. =

Analogously to Example 55, 92 mg of the title compound was obtained from 85 mg of the
compound prepared in Example 205¢ and 62 mg of 4-chloro-3-(trifluoromethyl)benzoyl
chloride.

H-NMR (300 MHz, DMSO-d6): § = 1.14-1.28 (2H), 1.35 (1H), 1.44-1.53 (1H), 2.25 (1H), 2.34
(3H), 2.74 (1H), 3.01 (1H), 3.24 (3H), 3.34 (2H), 3.39-3.50 (3H), 4.29 (2H), 4.39 (1H), 7.35
(1H), 7.61-7.68 (2H), 7.74-7.80 (2H), 8.21 (1H), 8.33 (1H).

Example 210: N-(2-methoxyethyl)-6-methyl-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

/\\/

s 5

Analogously to Example 1, 126 mg of the title compound was obtained from 85 mg of the

compound prepared in Example 205¢ and 58 mg of 4-(pentafluoro-A°-sulphanyl)benzoic acid.

'"H-NMR (300 MHz, DMSO-d6): § = 1.12-1.27 (2H), 1.35 (1H), 1.5 (1H), 2.24 (1H), 2.34
(3H), 2.74 (1H), 2.99 (1H), 3.24 (3H), 3.34-3.46 (SH), 4.30 (2H), 4.41 (1H), 7.35 (LH), 7.55
(2H), 7.63 (1H), 7.94 (2H), 8.21 (1H), 8.33 (1H).



10

15

20

WO 2014/187744 PCT/EP2014/060103

- 171 -

Example 211: N-(2-methoxyethyl)-6-methyl-2-({1-[4-(trifluoromethyl)benzoyljpiperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide

0
O
H,C N, p
0

Hac\o/\/ N

Analogously to Example 55, 69 mg of the title compound was obtained from 85 mg of the
compound prepared in Example 205¢ and 53 mg of 4-(trifluoromethyl)benzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): & = 1.10-1.26 (2H), 1.35 (1H), 1.51 (1H), 2.19-2.30 (1H), 2.34
(3H), 2.74 (1H), 2.98 (1H), 3.21-3.47 (3H), 4.30 (2H), 4.42 (1H), 7.35 (1H), 7.54 (2H), 7.63
(1H), 7.77 (2H), 8.21 (1H), 8.33 (1H).

Example 212: 2-{[1-(4-chlorobenzovl)piperidin-4-yllmethyl} -4-cthyl-N-2-methoxyethyli)-2H-

indazole-5-carboxamide

PR

5

H
HC N =

© on,

Analogously to Example 55, 61 mg of the title compound was obtained from 91 mg of the

compound prepared in Example 2121 and 46 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): & = 1.14-1.28 (5H), 1.31-1.60 (2H), 2.27 (1H), 2.63-3.04 (4H),
3.24 (3H), 3.31-3.56 (5H), 4.31 (2H), 4.39 (1H), 7.10 (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,
B/@icn3
CH,

A suspension of 3 g of 3-ethyl-2-methylaniline hydrochloride in 200 ml ethyl acetate was

washed twice with 30 ml portions of saturated sodivm carbonate solution and twice with 20 ml
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portions of saturated sodium chloride solution, dried over sodium sulphate and concentrated in
vacuo after filtration. This yielded 2.69 g of ethyl-2-methylaniline, which was further reacted

without purification.

To a solution of 2.36 g of the amine prepared above in 29 ml DMF, a solution of 3.1 g of
N-bromosuccinimide in 14.5 ml DMF was added dropwise at 0°C and stirred for 30 minutes at
0°C. Then the reaction mixture was diluted with 400 ml ethyl acetate and washed once with
30 ml of a 10% aqueous sodium carbonate solution and once with 30 m! water. After drying over
sodium sulphate and filtration, this was concentrated in vacuo. The crude product thus obtained

(3.86 g) was used in the next step without purification.

Example 212b: N-(4-bromo-3-ethyl-2-methylphenyl)acetamide

H
N.__CH,
\I_r
O
cH,
cx,

To a solution of 3.86 g of the bromide prepared in Example 212a in 48 ml pyridine, 2.04 ml of
acetic anhydride was added dropwise at 0°C and stirred for 20 hours at 25°C. The reaction
mixture was concentrated in vacuo and the crude product thus obtained was purified by column
chromatography on silica gel with hexane / 0-100% ethyl acetate. 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), 6.91 (1H), 7.33
(1H), 7.40 (1H).

Example 212c¢: 1-(5-bromo-4-ethyl-1H-indazol-1-yl)ethan-1-one

CH,

To a solution of 3.72 g of the acetamide prepared in Example 212b in 31.5 ml chloroform were
added 4.1 ml of acetic anhydride and 2.85 g of potassium acetate, and 192 mg of 18-crown-6 and
3.4 g of isopentyl nitrite were then added dropwise. The reaction mixture was heated for
20 hours under reflux and after cooling diluted with 200 ml ethyl acetate. The organic phase was
washed with 20 ml sodium carbonate solution and once with saturated sodium chloride solution.

After drying over sodium sulphate and filtration, this was concentrated in vacuo and the crude



15

20

WO 2014/187744 PCT/EP2014/060103

- 173 -

product thus obtained purified by column chromatography on silica gel with hexane / 0-50%

ethyl acetate. Yield: 3.78 g of the title compound.

'H-NMR (300 MHz, DMSQ-d6): § = 1.18 (3H), 2.68 (3H), 3.04 (2H), 7.73 (1H), 8.03 (1H), 8.64
(1H).

Example 212d: 5-bromo-4-ethyl-1H-indazole

H
/l N
B8 N \//N

cH,

A mixture of 3.78 g of the compound prepared in Example 212¢ in 7.3 il methanol and 26.3 ml
of 37% hydrochloric acid was heated under reflux for 2 hours. This was then diluted with 400 m]
ethyl acetate. The organic phase was washed three times with 50 ml portions of sodium
hydrogen carbonate solution and once with 50 ml saturated sodium chloride solution, dried over
sodium sulphate and concentrated in vacuo. The crude product thus obtained was purified by
column chromatography on silica gel with hexane / 0-50% ethyl acetate. Yield: 2.97 g of the title

compound.

'H-NMR (300 MHz, DMSO-d6): § = 1.17 (3H), 2.98 (2H), 7.30 (1H), 7.41 (1H), 8.16 (1H),
13.17 (1H).

Example 212¢: Tert-butyl 4-[(5-bromo-4-ethyl-2H-indazol-2-y)methyl]piperidin-1-carboxylate

Analogously to Example 1c, 961 mg of the title compound was obtained from 2.97 g of the
indazole prepared in Example 212d and 7.3 g of tert-butyl-4-[(tosyloxy)methyl]piperidin-1-

carboxylate.

'H.NMR (300 MHz, DMSO-d6): § = 1.01-1.13 (2H), 1.16 (3H), 1.34 (9H), 1.41 (2H), 2.12
(1H), 2.63 (2H), 2.90 (2H), 3.87 (2H), 4.27 (2H), 7.27 (1H), 7.35 (1H), 8.49 (1H).

Example 212f: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-yl]methyl}-4-ethyl-2H-indazol-

5-carboxylate
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Yo
Y

CH,

H
Y o
~ "N’\
N
Q. S
HC” \"/
o}

CH,

Analogously to Example le, after two runs 571 mg of the title compound was obtained from

347 mg of the bromide prepared in Example 212e and 0.1 ml of methanol.

'H-NMR (300 Mtlz, DMSO-d6): &= 1.02-1.15 (2I), 1.17-1.24 (3H), 1.34 (91I), 1.42 (2H), 2.14
(111), 2.63 (2H), 3.17 (2H), 3.79 (311), 3.88 (2H), 4.30 (2H), 7.43 (111), 7.60 (111), 8.68 (1H).

Example  212g:  2-{[1-(tert-butoxycarbonyl)piperidin-4-ylimethyl} -4-cthyl-2H-indazol-5-

carboxylic acid

Analogously to Example 1d, 427 mg of the title compound was obtained from 371 mg of the

ester in Tixample 2121

'"HI-NMR (300 MHz, DMSO-d6): § = 1.00-1.15 (2H), 1.20 (3H), 1.34 (01I), 1.42 (2H), 2.14
(1H), 2.64 (2H), 3.19 (210), 3.88 (211, 4.29 (2H), 7.39 (1H), 7.61 (11D), 8.63 (111, 12.33 (1H).

Example 212h: Tert-butyl 4-({4-ethyl-3-[N-(2-methoxyethyl)carbamoyl]-2H-indazol-2-yi}-
methyl)piperidin-1-carboxylate

Q,

S
N CH,

>\ 3
He CH,
=N
12 N

CH,

Analogously to Example 1, 215 mg of the title compound was obtained from 427 mg of the acid

prepared in Example 212g and 83 mg of 2-methoxy-cthylamine.

TINMR (300 MHz, DMSO-d6): & = 0.96-1.14 (2H), 1.19 (3H), 1.30-1.47 (11H), 2.13 (1ID),
2.65 (2H), 2.90 (2H), 3.24 (3H), 3.32-3.45 (4H), 3.87 (2H), 4.28 (2H), 7.10 (1H), 7.38 (11L),
8.12 (1H), 8.50 (11D).
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Example 212i: d-ethyv]-N-(2-mcthoxyvethyl)-2-(4-piperidylmethyl)-2H-indazole-3-carboxamide

hyvdrochloride

Cli

Yot

Analogously to I'xample la, from 215 mg of the amide prepared in Example 212h, 258 mg of

the title compound was obtained, which was reacted without further purification.

Example 213: 4-Ethyl-N-(2-methoxyethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]piperidin-4-

yl} methyl)-211-indazole-5-carboxamide

F F

-4
2 /N\ ‘g_)
HCy Y xR N
ol 0/\/
(o]
CH,

Analogously to Example 55, 32 mg of the title compound was obtained from 91 mg of the

compound prepared in Example 212i and 59 mg of 4-(trifluoromethoxy)benzoyl chloride.

H-NMR (300 Mz, DMSO-d6): = 1.14-2.29 (SH), 1.31-1.61 (2H), 2.20-2.35 (1H), 2.66-3.06
(41), 3.24 (3H), 3.30-3.56 (5H), 4.31 (2H), 4.41 (1H), 7.10 (1H), 7.34-7.43 (3H), 7.47 (2H),
8.11 (171), 8.50 (1H).

Example 214: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylmethyl}-4-methoxy-N-(2-methoxyethyl)-

2H-indazole-5-carboxamide

~ jj O

c o

cH,

Analogously to Example 55, 691 mg of tae title compound was obtained from 68 mg of the

compound prepared in Example 214¢ and 37 mg of 4-chlorobenzoyl chloride.
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H-NMR (300 MIlz, DMSO-d6): § = 3.22 (1H), 3.27 (3H), 3.40-3.47 (4H), 3.92 (1H), 4.10
(1H), 4.16 (311}, 4.19 (1H), 4.38 (JH), 4.66 (2H), 7.21 (11I), 7.48 (2H), 7.55-7.67 (3H), 8.18
(1ID). 8.87 (1H).

The starting material was prepared as follows:

Example 214a:  lert-butyl  3-[(5-bromo-4-mcthoxy-2H-indazol-2-yl)methyl]azetidin-1-

carboxylate
0
-0
j —CH,
H,C CH
/\I/)\Nj 2 3
N [\ =/
r
O‘cu,

To a solution of 1.94 g of tert-butyl 3-[(tosyloxy)methyljazetidin-1-carboxylate in 15.5 ml
acetone were added 837 mg of lithium 1odide and the reaction mixture was stirred for 16 hours at
35°C. After cooling, it was diluted with 200 ml ethyl acetate and the organic phase washed twice
with 30 ml portions of water and once with 20 ml! saturated sodium chloride solution. After
drying over sodium sulphate and filtration, this was concentrated in vacuo. In this manner, 1.6 g
of tert-butyl-3-(iodomethyl)azetidin-1-carboxylate were obtaincd, which was further reacted

without purification.

To a solution of 620 mg of 5-bromo-7-methoxy-1H-indazole in 24 ml DM¥ were added 1.11 g
of potassium carbonate and the mixture stirred at 25°C for 30 minutes. Then 1.25 g of the iodide
prepared above was added and the reaction mixture stirred for 3 hours at 60°C. After cooling, it
was diluted with 200 ml 1:1 tert-butyl methyl ether/hexane, washed once cach with 20 ml
portions of water and saturated sodivm chloride solution, dried over sodium sulphate and
concentrated in vacuo and the crude product thus obtained purificd by column chromatography

on silica gel with a hexane / ethyl acetate gradient. Yield: 263 mg of the title compound.

'H-NMR (300 MHz, CDCI3): & = 1.43 (9H), 3.23 (1H), 3.78 (2H), 4.07 (211), 4.10 (3H), 4.59
(2H), 7.28 (111), 7.36 (1H), 8.03 (1H).

Example 214b: Tert-butyl 3-({4-methoxy-5-[IN-(2-methoxyethyl)carbamoyl]-2H-indazol-2-

yl}methylazetidin-1-carboxylate
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2o

Q
N
N } H,C CH,
H N
HyCu AN =
c o©
~cH,

Analogously to Example 1b, a total of 193 mg of the title compound was obtained from
110 and 252 mg respectively of the compound prepared in Example 214a and 63 and 143 mg

respectively of 2-methoxyethylamine.

'H-NMR (300 MHz, DMSO-d6): & = 1.32 (9H), 3.10 (1H), 3.27 (3H), 3.38-3.48 (4H), 3.72
(2H), 3.82-3.94 (2H), 4.17 (3H), 4.60 (2H), 7.21 (1H), 7.63 (1H), 8.18 (1H), 8.87 (1H).

Example 214c: 2-(azetidin-3-ylmethyl}-4-methoxy-N-(2-methoxyethyl)-2H-indazole-5-

carboxamide hydrochloride

ﬁ CH
oo
H,C\O AN \/N

© O\CH3

Analogously to Example 1a, from 50 mg of the compound prepared in Example 214b, 42 mg of

the title compound was obtained, which was further reacted without purification.

Example 215: 4-methoxy-N-(2-methoxyethyl)-2-[(1-{4-[(trifluoromethyl)sulphanyl]benzoyl}
azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

O

Analogously to Example 55, 56 mg of the title compound was obtained from 42 mg of the
compound prepared in Example 214c and 32 mg of 4-[(trifluoromethyl)sulphany]benzoyl

chloride.

'H-NMR (300 MHz, DMSO-d6): § = 3.21 (1H), 3.27 (3H), 3.38-3.49 (4H), 3.95 (1H), 4.12
(1H), 4.16 (3H), 4.21 (1H), 4.40 (1H), 4.67 (2H), 7.20 (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-ylJmethyl}-4-methoxy-N-(2-methoxyethyl)-

2H-indazole-5-carboxamide

0,
>—< :}—Br
g
H N
RCugr~ N =
o]
° “CH,

Analogously to Example 55, 48 mg of the title compound was obtained from 42 mg of the

compound prepared in Example 214¢ and 29 mg of 4-bromobenzoy! chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 3.23 (1H), 3.26 (3H), 3.38-3.48 (4H), 3.92 (1H), 4.09
(1H), 4.16 (3H), 4.19 (1H), 4.38 (1H), 4.66 (2H), 7.20 (1H), 7.51 (2H), 7.58-7.68 (3H), 8.18
(1H), 8.86 (1H).

Example 217: 2-{[(R)-1-(4-chlorobenzoylpyrrolidin-3-ylmethyl }-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

=N

H N H

H3C\° /\/N = _Yj
&) CH, N
OAO\
|
.
Cl

Analogously to Example 55, 50 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 217e and 58 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, DMSO-d6): § = 1.57-1.73 (1H), 1.81-1.97 (1H), 2.47/ 2.51 (3H), 2.78-2.93
(1H), 3.25 (3H), 3.19-3.61 (SH), 4.39 / 4.51 (2H), 7.11-7.18 (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-yl)methyl]pyrrolidine-1-

carboxylate

=N
 N/UH
A5
CH, N
N

H,C’T\CH,

CH,
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To a solution of 9.0 g of (R)-tert-butyl 3-(hydroxymethyl)pyrrolidin-1-carboxylate in 100 ml
pyridine was added 12.8 g of p-toluenesulphony! chloride at 0°C under nitrogen and stirred for 3
hours at 25°C. The reaction mixture was diluted with ethyl acetate and stirred for
30 minutes with sodium hydrogen carbonate. The phases were then separated and the organic
phase washed with saturated sodium chloride solution, dried over sodium sulphate and
concentrated in vacuo after filtration. The residue thus obtained was purified by column
chromatography on silica gel with hexane / 0-100% ethyl acetate. Yield: 11.4 g of (R)-tert-butyl-
3-[(tosyloxy)methyl]pyrrolidin-1-carboxylate.

Analogously to Example lc, 1.97 g of the title compound was obtained from 4.53 g of 5-bromo-
4-methyl-1H-indazole and 11.4 g of the (R)-tert-butyl-3-[(tosyloxy)methyl]pyrrolidin-1-

carboxylate prepared above with addition of 7.9 g of tetrabutylammonium iodide.

'H-NMR (300 MHz, DMSO-d6): § = 1.34 (9H), 1.50-1.66 (1H), 1.81 (1H), 2.48 (3H), 2.78
(1H). 3.01 (1H). 3.16 (1H), 3.25-3.37 (2H), 4.41 (2H), 7.29 (1H), 7.36 (1H), 8.51 (1H).

Example 217b: Methyl 2-{[(R)-1-(tert-butoxycarbonyl)pyrrolidin-3-yl}methyl} 4-methyl-2H-

indazol-5-carboxylate

Analogously to Example le, after two runs 820 mg of the title compound was obtained from

563 mg of the bromide prepared in Example 217a and 0.17 ml of methanol.

'"H-NMR (300 MHz, DMSO-d6): & = 1.34 (9H), 1.58 (L), 1.83 (1H), 2.73 (3H), 2.80 (1H), 3.03
(1H), 3.17 (1H), 3.25-3.37 (2H), 3.79 (3H), 4.37-4.49 (2H), 7.44 (1H), 7.64 (1), 8.72 (1H).

Example 217¢: 2-{[(R)-1-(tert-butoxycarbonyl)pyrrolidin-3-ylJmethyl } -4-methyl-2H-indazol-5-

carboxylic acid

=N
C CH, "
O)\i

H,C |
Gc CH;CH;
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Analogously to Example 1d, 701 mg of the title compound was obtained from 620 mg of the

ester prepared in Example 217b.

'H-NMR (300 MHz, DMSO-d6): § = 1.34 (9H), 1.50-1.69 (1H), 1.82 (1H), 1.75-1.86 (1H),
2.69-2.88 (4H), 3.03 (1H), 3.17 (1H), 3.24-3.38 (1H), 4.42 (2H), 7.40 (1H), 7.65 (1H), 8.68
(1H), 12.28 (1H).

Example 217d: (R)-tert-butyl 3-({5-[N-(2-methoxyethyl)carbamoyl]-4-methyl-2H-indazol-2-
yl}methyl)pyrrolidin-1-carboxylate

=N
H N— H
HGs g~ =
}
O CH,
O)\,T\
He T eh,
3

CH

Analogously to Example 1, 376 mg of the title compound was obtained from 350 mg of the acid

prepared in Example 217¢ and 73 mg of 2-methoxyethylamine.

'H-NMR (300 MHz, DMSO-d6): & = 1.35 (9H), 1.57 (1H), 1.80 (1H), 2.50 (3H), 2.73-2.86
(1H), 3.01 (1H), 3.11-3.22 (1H), 3.25 (3H), 3.26-3.39 (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-ylmethyl]-2H-indazole-5-

carboxamide hydrochloride

=N
H N H
g A = ‘h

O CH, N
N cH

Analogously to Example la, from 376 mg of the amide prepared in Example 217d, 465 mg of

the title compound was obtained, which was reacted without further purification.

Example 218: N-(2-methoxyethyl)-4-methyl-2-({(R)-1-[4-(trifluoromethoxy)benzoyl]-
pyrrolidin-3-yl} methyl)-2H-indazole-5-carboxamide

)\
H ~ N H
O CH, N
04\©\ F
F
0)<F
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Analogously to Example 55, 61 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 217e and 74 mg of 4-(trifluoromethoxy)benzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): & = 1.57-1.74 (1H), 1.81-1.97 (1H), 2.47 / 2.51 (3H), 2.77-2.94
(1H), 3.25-3.62 (11H), 4.40 / 4.51 (2H), 7.09-7.19 (1H), 7.31-7.44 (3H), 7.61 (2H), 8.08-8.16
(1H), 8.47 / 8.55 (1H).

Example 219: N-(2-methoxyethyi)-4-methyl-2-({(3R)-1 -[4-(pentafluoro-A°-sulphanyl)benzoyl}-
pyrrolidin-3-yl} methyl)-2H-indazole-5-carboxamide

=N
H N H
H:,C\0 AN 2
] CH,
|
O//‘\@

—n

\

F
FIF

o

Analogously to Example 1, 29 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 217¢ and 75 mg of 4-(pentafluoro-A°-sulphanyl)benzoic acid.

'"H-NMR (300 MHz, DMSO-d6): & = 1.57-1.76 (1H), 1.81-1.99 (1H), 2.50 (3H), 2.77-2.94 (1H),
3.16-3.62 (11H), 4.39 / 4.52 (2H), 7.09-7.19 (1H), 7.32-7.44 (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-yl]methyl}-4-methyl-N-{2-[(trifluoro-
methyl)sulphanyl]ethyl }-2H-indazole-5-carboxamide

e )‘N
F>ks/\/n = ‘zj
G CH,

1
N
0*@\
Cl

Analogously to Example 55, 29 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 220b and 48 mg of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): & = 1.57-1.73 (1H), 1.81-1.96 (1H), 2.48 / 2.53 (3H), 2.79-2.93
(1H), 3.13-3.60 (8H), 4.40 / 4.51 (2H), 7.14-7.23 (1H), 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-[(trifllucromethyl}sulphanyl]ethyl}-

carbamoyl)-2H-indazol-2-yllmeihyl} pyrrolidin-1-carboxylate

N
F s/\/\n/\/k/?l"\
o Gty N)
PN

0”9
HETUCH,
* CHy

Analogously to Kxample 1, 245 mg of the title compound was obtained from 350 mg of the acid

5  prepared in Example 217¢ and 141 mg of 2-[(trifluoromethyl)sulphanyl]ethylamine.

"H-NMR (300 MHz, DMSO-d6): § = 1.35 (9II), 1.52-1.64 (111), 1.81 (1H), 2.52 (3H), 2.71-2.96
(2H), 2.97-3.05 (12H), 3.18 (2H), 3.23-3.28 (1H), 3.51 (2H), 4.42 (2H), 7.19 (1H), 7.42 (1H),
8.39 (1H), 8.54 (1H).

Example 220b: 4-methyl-2-[(R)-pyrrolidin-3-yvimethyl]-N-{2-{(trifluoromethyl)sulphanyi}-

10 ethyl}-2H-indazole-5-carboxamide hydrochloride

E AN
Fﬁ\ H . N~ H
NN AN A .zﬁ
0 cH, "
H o

Analogously to Example 1a, from 245 mg of the amide prepared in Example 220a, 410 mg of

the title compound was obtained, which was reacted without further purification.

Example 221: 4-methyl-2-({(R)-1-[4-(trifluoromethoxy)benzoyl]pyrrolidin-3-yl } methyl)-N-{2-

15 [(trifluoromethyl)sulphanyljethyl}-2H-indazole-5-carboxamide

Analogously to Example 55, 49 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 220b and 62 mg of 4-(trifluoromethoxy)benzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): & = 1.58-1.74 (1H), 1.81-1.98 (1H), 2.48 / 2.53 (3H), 2.78-2.94
20 (1H), 3.12-3.62 (810), 4.40 / 4.52 (2H), 7.14-7.23 (1H), 7.32-7.49 (3H), 7.61 (2H), 8.35-8.43
(1H), 8.49 / 8.58 (111).
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Example 222:  2-{[(S)-1-(4-chlorobenzoyl)pyrrolidin-3-yl}methyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

=N
H N— K
g™ = ‘}f‘\
0 CH, N
0
cl

Analogously to Example 55, 67 mg of the title compound was obtained from 134 mg of the
compound prepared in Example 222a and 73 mg of 4-chlorobenzoyl chloride.

'"H-NMR (300 MHz, CDCI3): § = 1.72-1.86 (1H), 1.99-2.20 (1H), 2.64 (3H), 2.93-3.13 (1H),
3.29-3.36 (1H), 3.39 (3H), 3.45-3.71 (6H), 3.76-3.86 (1H), 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 starling material was prepared as follows:

Example 222a: (S)-tert-butyl 3-({5-[N-(2-methoxyethyl)carbamoyl]-4-methyl-2H-indazol-2-
yl} methyl)pyrrolidin-1-carboxylate

=N
H eH
e Sy
O CH, N o
o)\oicu,
Analogously to Example 217a to 217d, 760mg of this title compound were prepared starting

from (S)-tert-butyl-3-(hydroxymethyl)pyrrolidin-1-carboxylate.

'"H-NMR (300 MHz, DMSO-d6): § = 1.35 (9H), 1.52-1.64 (1H), 1.77-1.87 (1), 1.76-1.82 (1H),
2.50 (3H), 2.74-2.86 (1H), 3.02 (1H), 3.12-3.20 (1H), 3.25 (3H), 3.31 (1H), 3.36 (2H), 3.43
(2H), 4.42 (2H), 7.16 (1H), 7.39 (1H), 8.10 (1H), 8.51 (1H).

Example 222b: N-(2-methoxyethyl)-4-methyl-2-[(8)-pyrrolidin-3-ylmethyl}-2H-indazole-5-

carboxamide hydrochloride

=N
H N— H
o RN
0 CH, N

H cH

Analogously to Example la, from 159 mg of the amide prepared in Example 222a, 134 mg of

the title compound was obtained, which was reacted without further purification.
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Example  223:  2-({(S)-1-[(4'-fluorobiphenyl-4-yl)carbonyl]pyrrolidin-3-yl } methyl)-N-(2-

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

M
H H
O g N AN S _};‘
o CH, "
>
0

A

e

F

. Analogously to Example 1, 128 mg of the title compound was obtained from 230 mg of the

compound prepared in Example 222b and 141 mg of 4’-fluorobiphenyl-4-carboxylic acid.

'"H.NMR (300 MHz, CDCI3): § = 1.73-1.89 (1H), 1.98-2.24 (1H), 2.60/ 2.67 (3H), 2.94-3.18
(1H), 3.37/3.39 (3H), 3.49-3.76 (6H), 3.79-3.91 (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), 7.91 / 8.04 (1H).

Example 224: N-(2-methoxyethyl)-4-methyl-2-{{(S)-1-{4-[4-(trifluoromethyl)phenoxy]
benzoyl}pyrrolidin-3-yl)methyl}-2H-indazole-5-carboxamide

ges
H N H
Alag~t = _Fj
O CH, N -
F
QT
o]

Analogously to Example 1, 102 mg of the title compound was obtained from 230 mg of the

compound prepared in Example 222b and 184 mg of 4-[4-(trifluoromethyl)phenoxyJbenzoic

acid.

'"H-NMR (300 MHz, CDCI3): § = 1.70-2.25 (2H), 2.63 / 2.66 (3H), 2.94-3.17 (1H), 3.39 (3H),
3.47-3.92 (8H), 4.33-4.59 (2H), 6.15 (1H), 7.00-7.11 (4H), 7.30-7.40 (1H), 7.47-7.65 (SH), 7.91
/8.03 (1H).

Example 225:  2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyi}-4-(difluoromethoxy)-N-(2-

methoxyethyl)-2H-indazole-5-carboxamide

0,
ey
. JO
H,C ¢ </
g TN
[e] OYF
F
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Analogously to Example 55, 90 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 225h and 49 mg of 4-chlorobenzoyl chloride.

"H-NMR (300 MHz, DMSO-d6): § = 1.14-1.58 (4H), 2.19-2.34 (1H), 2.67-2.81 (1H), 2.97 (1H),
3.22-3.53 (9H), 4.37 (2H), 7.13 (1H), 7.31-7.39 (3H), 7.47 (2H), 7.54 (1H), 8.21 (1II), 8.50
(1H).

The starting material was prepared as follows:

Example 225a: N-[4-bromo-3-(difluoromethoxy)-2-methylphenyljacetamide

B
o)

H\I(])/CH,

CH,
\Frs
To a solution of 5.0 g of 3-difluoromethoxy-2-methylaniline in 48 ml DMF, a solution of 5.1 g
of N-bromosuccinimide in 24 ml DMF was added dropwise at 0°C and stirred for 1 hour at 0°C.
Then the reaction mixture was diluted with 400 ml hexane / ethyl acetate, and washed once with
50 ml of a 10% aqueous sodium carbonate solution and three times with 50 ml portions of water.
After drying over sodium sulphate and filtration, this was concentrated in vacuo. The crude

product thus obtained (6.68 g) was used in the next step without purification.

To a solution of 6.39 g of the bromide prepared abdve in 70 ml pyridine, 3.0 ml of acetic
anhydride were added dropwise at 0°C and stirred for 20 hours at 25°C. The reaction mixture
was concentrated in vacuo and the crude product thus obtained purified by column chromato-
graphy on silica gel with hexane / 0-100% ethyl acetate. The substance was then recrystallized

from hexane. In this manner, 6.39 g of the title compound was obtained.

'H-NMR (300 MHz, CDCI3): § = 2.22 (3H), 2.27 (3H), 6.51 (1H), 6.95 (1H), 7.46 (1H), 7.71
(1H).

Example 225b: 1-[5-bromo-4-(difluoromethoxy)-1H-indazol-1-yl]lethan-1-one

OYCH,
N,

: /N
Bi

OYF

F

Analogously to Example 212¢, 5.32 g of the title compound was obtained from 6.38 g of the

amide prepared in Example 225a.
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"H-NMR (300 MHz, DMSO-d6): § = 2.70 (3H), 7.34 (1H), 7.90 (1H), 8.16 (1H), 8.46 (1H).

Example 225¢: 5-bromo-4-(difluoromethoxy)-1H-indazole

Analogously to Example 2124, 4.12 g of the title compound was obtained from 5.32 g of the
indazole prepared in Example 225b. |

'"H-NMR (300 MHz, DMSO-d6): § = 7.30 (1H), 7.44 (1H), 7.56 (1H), 8.06 (1H), 13.54 (1H).

Example 225d: Tert-butyl  4-{[5-bromo-4-(difluoromethoxy)-2H-indazol-2-ylmethyl}-

piperidin-1-carboxylate
O,
>_

pn,c CH,
=N
. N
Poe

OYF

F

Analogously to Example 212e, 2.06 g of the title compound was obtained from 4.1 g of the
indazole prepared in Example 225¢ and 8.7 g of tert-butyl 4-[(tosyloxy)methyl]piperidin-1-

carboxylate.

'H-NMR (300 MHz, CDCI3): § = 1.19-1.28 (2H), 1.45 (9H), 1.51-1.59 (2H), 2.25 (1H), 2.68
(2H), 4.12 (2H), 4.27 (2H), 6.61 (1H), 7.41 (1H), 7.50 (1H), 7.95 (1H).

Example 225e: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylJmethyl }-4-(difluoromethoxy)-
2H-indazol-5-carboxylate

>_O)vc.q,

Q
H,C CH,
=N
N
e ® =/
3
0 0\|/F
F

Analogously to Example le, after three runs 1.28 g of the title compound was obtained from
683 mg of the bromide prepared in Example 225d and 0.18 ml of methanol.
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"H-NMR (300 MHz, DMSO-d6): § = 0.96-1.22 (2H), 1.28-1.47 (11H), 2.14 (1H), 2.54-2.74
(2H), 3.81 (3H), 3.87 (2H), 4.36 (2H), 7.17 (1H), 7.58 (1H), 7.65 (1H), 8.62 (1H).

Example 225f: 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylJmethyl}-4-(difluoromethoxy)-2H-

indazol-3-carboxylic acid

Analogously to Example 1d, 1.05 g of the title compound was obtained from 1.28 g of the ester

prepared in Example 225¢.

'H-NMR (300 MHz. DMSO-d6): & = 0.97-1.16 (2H), 1.28-1.47 (11H), 2.13 (1H), 2.63 (2H).
3.87 (2H), 4.35 (2H), 7.14 (1H), 7.54 (1H), 7.65 (1H), 8.58 (1H), 13.05 (1H).

Example 225g: Tert-butyl 4-({4-(diflucromethoxy)-5-[N-(2-methoxyethyl)carbamoyl]-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

Hy

o

e
H,C\O/\/N ==Y
6 O_F
\r
F
Analogously to Example 1, 503 mg of the title compound was obtained from 520 mg of the

compound prepared in Example 225f and 92 mg of 2-methoxyethylamine.

"H-NMR (300 MHz, DMSO-d6): § = 1.01-1.13 (2H), 1.34 (9H), 1.38 (2H), 2.13 (1H), 2.59-2.71
(GH), 3.24 (3H), 3.34-3.44 (2H), 3.87 (2H), 4.34 (2H), 7.14 (1H), 7.33 (1H), 7.54 (1H), 8.21
(1H), 8.50 (1H).

Example 225h: 4-(difluoromethoxy)-N-(2-methoxyethyl)-2-(4-piperidylmethyl)-2H-indazole-5-

carboxamide hydrochloride
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Analogously to Example la, from 122 mg of the amide prepared in Example 225g, 106 mg of

the title compound was obtained, which was reacted without further purification.

Example 226: 4-(difluoromethoxy)-2-({1-{4-(4-fluorophenoxy)benzoyl]piperidin-4-y1} methyl)-

N-(2-methoxyethyl)-2H-indazole-5-carboxamide

Analogously to Example 1, 11 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 225h and 59 mg of 4-(4-fluorophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): & = 1.10-1.59 (41), 2.23-2.33 (1H), 2.75-3.01 (21), 3.24 (3H),
3.33-3.51 (5H), 3.51-3.72 (1H), 4.37 (2H), 6.95 (2H), 7.07-7.12 (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-yl)carbonyl]piperidin-4-yl}
methyl)-N-(2-methoxyethyl)-2H-indazole-5-carboxamide

NN, p
HJC\O/\\/F‘}\(@)‘l ‘
|
o] 0. F
T

Analogously to Example 1, 38 mg of the tifle compound was obtained from 106 mg of the

compound prepared in Example 225h and 55 mg of 4’-fluorobiphenyl-4-carboxylic acid.
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(1H), 3.24 (3H), 3.32-3.48 (5ID), 3.50-3.70 (1H), 4.38 (2H), 7.14 (11T), 7.28 (211), 7.33 (1H),
7.40 (2H), 7.55 (111), 7.64-7.75 (4H), 8.21 (1H), 8.51 (111).

Example 228: 2-{[1-(4-cyclopropylbenzoylpiperidin-4-yljmethyl}-4-(difluoromethoxy)-N-(2-

methoxyethyl)-2I1-indazole-5-carboxamide

RE@ e

Analogously to Example 1, 75 mg of the title compound was obtained from 106 mg of the

compound prepared in Example 225h and 41 mg of 4-cyclopropylbenzoic acid.

'H-NMR (300 MHz, DMSO-d6): 8 = 0.66 (2H), 0.94 (2H), 1.10-1.54 (4H), 1.90 (1H), 2.14-2.3]
(13, 2.72-3.02 (2H), 3.03-3.18 (1H), 3.24 (3H), 3.33-3.47 (4H), 3.49-3.68 (1H), 4.37 (2H), 7.07
(2H), 7.13 (1H), 7.19 (2H), 7.33 (1H), 7.54 (1H), 8.21 (111}, 8.50 (1H).

Example 229: 2-{[1-(4-chlorobenzoyl)piperidin-4-yllmecthyl}-N-[2-(cyclopropylmethoxy)-

ethyl]-4-(difluoromethoxy)-2H-indazole-5-carboxamide

e
s =
8] o} F
T

Analogously to Example 55, 170 mg of the title compound was obtained from 127 mg of the

compound prepared in Example 229b and 53 mg of 4-chlorobenzoyt chloride.

'TI-NMR (300 Miz, DMSO-d6): & = 0.14 (2H), 0.42 (2H), 0.96 (1H), 1.10-1.27 (2H), 1.37
(1ID), 1.51 (111), 2.26 (1), 2.71 (1H), 2.97 (111), 3.20-3.55 ($H), 4.37 (2H), 7.14 (1H), 7.31-
7.38 (3H), 7.47 (2H), 7.55 (111), 8.21 (1H), 8.51 (1H).

The starting material was prepared as follows:

Example 229a: Tert-butyl 4-{[5-{N-[2-(cyclopropylmethoxy)ecthyi]carbamoyl}-4-(difluoro-
methoxy)-2H-indazol-2-yl]methyl} piperidin-1-carboxylate
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H,C——0,
Hsc/ =0
=N
H N
V/\O/\/ N =
) 0\]/F

Analogously to Example 1, 453 mg of the title compound was obtained from 520 mg of the
compound prepared in Example 225f and 185 mg of 2-(cyclopropylmethoxy)ethylamine.

'H-NMR (300 MHz, DMSO-d6): § = 0.14 (2H), 0.42 (2H), 0.97 (1H), 1.07 (2H), 1.34 (9H), 1.39
(2H), 2.13 (1H), 2.56-2.72 (2H), 3.23 (2H), 3.37 (2H), 3.48 (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-(difluoromethoxy)-2-(4-piperidylmethyl)-

2H-indazole-5-carboxamide hydrochloride

H
"
(o)
o] 0. F
Y
F

Analogously to Example 1a, from 145 mg of the amide prepared in Example 229a, 127 mg of

the title compound was obtained, which was reacted without further purification.

Example 230: N-[2-(cyclopropylmethoxy)ethyl]-4-(difluoromethoxy)-2-( {1-[4-(4-fluoro-
phenoxy)benzoyl]piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

¢

O
o] OTF

Analogously to Example 1, 156 mg of the title compound was obtained from 127 mg of the
compound prepared in Example 2290 and 64 mg of 4-(4-fluorophenoxy)benzoic acid.



10

15

20

WO 2014/187744 PCT/EP2014/060103
-191 -
'H-NMR (300 MHz, DMSO-d6): § = 0.14 (2H), 0.42 (2H), 0.96 (1H), 1.10-1.54 (4H), 2.18-2.33

(1H), 2.71-3.02 (2H), 3.03-3.16 (1H), 3.22 (2H), 3.37 (2H), 3.47 (2H), 3.55-3.68 (1H), 4.37
(2H), 6.95 (2H), 7.10 (2H), 7.14 (1H), 7.22 (2H), 7.34 (3H), 7.55 (1H), 8.21 (1H), 8.51 (1H).

Example 231: N-[2-(cyclopropylmethoxy)ethyl]-4-(difluoromethoxy)-2-( {1-{(4'-fluoro-
biphenyl-4-ylcarbonyl]piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

OO
e,
v °/\/71/©§ -§

Analogously to Example 1, 164 mg of the title compound was obtained from 127 mg of the
compound prepared in Example 229b and 60 mg of 4’-fluorobiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-d6): 5 = 0.14 (2H), 0.42 (2H), 0.96 (1H), 1.14-1.60 (4H), 2.27
(1H), 2.70-3.04 (1H), 2.87 (1H), 3.03-3.15 (1H), 3.22 (2H), 3.37 (2H), 3.47 (2H), 3.60 (1H),
438 (2H), 7.14 (1H), 7.28 (2H), 7.34 (1H), 7.41 (2H), 7.55 (1H), 7.64-7.75 (4H), 8.21 (1H),
8.52 (1H).

Example 232: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-(2-methoxyethyl)-4-(2,2,2-

trifluoroethoxy)-2H-indazole-5-carboxamide

0O,
e
e
N:

H
HiCug /\/NWW/L:\/L/
o)
J\F

F

o/ N

Analogously to Example 55, 113 mg of the title compound was obtained from 109 mg of the
compound prepared in Example 232h and 46 mg of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): § = 1.12-1.61 (3H), 2.19-2.34 (1H), 2.67-3.07 (2H), 3.23 (31,
3.33-3.56 (4H), 4.28-4.47 (3H), 4.95 (2H), 7.31-7.39 (3H), 7.40-7.50 (3H), 7.99 (1H), 8.65 (11D).

The starting material was prepared as follows:

Example 232a: N-[4-bromo-2-methyl-3-(2,2,2-trifluoroethoxy)phenyl]acetamide



10

15

WO 2014/187744 PCT/EP2014/060103

Analogously to Example 225a, 6.13 g of the title compound was obtained from 5.0 g of
2-methyl-3-(2,2,2-trifluoroethoxy)aniline.

"H-NMR (300 MHz, DMSO-d6): § = 2.07 (3H), 2.18 (3H), 4.55 (2H), 7.29 (1H), 7.45 (1H), 9.42
(1H).

Example 232b: 1-[5-bromo-4-(2,2,2-trifluoroethoxy)-1H-indazol-1-yl]ethan-1-one

Analogously to Example 212¢, 5.08 g of the title compound was obtained from 6.13 g of the

amide prepared in Example 232a.
'H-NMR (300 MHz, DMSOQ-d6): § = 2.69 (3H), 5.14 (2H), 7.80 (1H), 7.99 (1H), 8.64 (1H).

Example 232¢: 5-bromo-4-(2,2,2-trifluoroecthoxy)-1H-indazole

H
o
/N
B
™
F/":\F
Analogously to Example 212d, 3.57 g of the title compound was obtained from 5.08 g of the
indazole prepared in Example 232b.

"H-NMR (300 MHz, DMSO-d6): & = 5.05 (2H), 7.24 (1H), 7.45 (1H), 8.26 (1H), 13.38 (1H).

Example 232d: Tert-butyl 4-{[5-bromo-4-(2,2,2-trifluoroethoxy)-2H-indazol-2-yl]methyl}-

piperidin-1-carboxylate
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Analogously to Example 212e, 1.77 g of the title compound was obtained from 3.57 g of the
indazole prepared in Example 232c and 6.7 g of tert-butyl 4-[(tosyloxy)methyl]piperidin-1-

carboxylate.

'H-NMR (300 MHz, CDCI3): & = 1.16-1.31 (2H), 1.45 (SH), 1.54 (2H), 2.25 (1H), 2.68 (2H),
4.05-4.21 (2H), 4.27 (2H), 4.54 (2H), 7.35 (1H), 7.41 (1H), 7.91 (1H).

Example 232e: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylJmethyl}-4-(2,2,2-trifluoro-

ethoxy)-2H-indazole-5-carboxylate

o

0
o-cH,
\,KQ{\)}‘ p
.0 ~
HC
o

H,C CH,
F

T F

Analogously to Example le, after three runs 857 mg of the title compound was obtained from

590 mg of the bromide prepared in Example 232d and 0.15 ml of methanol.

'H-NMR (300 MHz, DMSO-d6): & = 1.00-1.17 (2H), 1.34 (9H), 1.37-1.47 (2H), 2.13 (1H),
2.55-2.74 (2H), 3.79 (3H), 3.87 (2H), 4.32 (2H), 4.89 (2H), 7.39 (1H), 7.56 (1H), 8.67 (1H).

Example 232f: 2-{[1-(tert-butoxycarbonyl)piperidin-4-ylJmethyl}-4-(2,2,2-trifluoroethoxy)-2H-

indazole-5-carboxylic acid

CH,
HC CH,

[e]
N
HO. =
Y

F
F
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Analogously to Example 1d, 724 mg of the title compound was obtained from 854 mg of the

ester prepared in Example 232e.

"H-NMR (300 MHz, DMSO-d6): § = 1.01-1.17 (2H), 1.34 (O11), 1.40 (2H). 2.13 (1H), 2.53-2.75
(2H), 3.87 (211), 4.32 (2H), 4.84 (2H), 7.37 (1), 7.58 (1H), 8.60 (1H), 12.74 (1H).

Example 232¢g: Tert-butyl 4-({5-[N-(2-methoxyethyl)carbamoyl[-4-(2,2,2-trifluoroethoxy)-211-

indazol-2-yl} methyl)piperidin-1-carboxylate

Analogously to Example 1, 386 mg of the title compound was obtained from 360 mg of the

compound prepared in Example 232f and 59 mg of 2-methoxyethylamine.

'H-NMR (300 MIlz, DMSO-d6): § = 0.98-1.18 (211), 1.34 (911), 1.43 (2H), 2.14 (1H), 2.65
(2H), 3.23 (3H), 3.35-3.47 (4H0), 3.88 (2H), 4.30 (2H), 4.96 (2H), 7.35 (1H), 7.43 (1H), 7.99
(1H), 8.65 (11I).

Example  232h:  N-(2-methoxyethyl)-2-(4-piperidylmethyl)-4-(2,2,2-trifluoroethoxy)-2H-

~ indazole-5-carboxamide hydrochloride

i
0 o

H
'
CH
7 )\
H N
HGC\O /\/N =

FIF
F

Analogously to Example 1a, from 109 mg of the amide prepared in Example 232g, 113 mg of

the title compound was obtained, which was reacted without {urther purification.

Example 233: 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-

4-(2,2 2-trifluoroethoxy)-2H-indazole-5-carboxamide
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F

o

0 :
0
e
H N
LN =

0] o]

),

Analogously to Example 1, 51 mg of the title compound was obtained from 109 mg of the

compound prepared in Example 232h and 56 mg of 4-(4-fluorophenoxy)benzoic acid.

"H-NMR (300 MHz, DMSO-d6): § = 1.10-1.31 (1H), 1.48 (2H), 2.18-2.37 (1H), 2.69-3.04 (2H),
3.23 (3H), 3.37-3.48 (4H), 3.56-3.71 (1H), 4.33 (2H), 4.95 (2H), 6.95 (2H), 7.06-7.15 (2H),
7.18-7.27 (2H), 7.31-7.38 (3H), 7.40-7.47 (1H), 7.99 (1H), 8.66 (1H).

Example 234: 2-{{1-{(4'-fluorobiphenyl-4-vl)carbonyllpiperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-(2,2,2-trifluoroethoxy)-2H-indazole-5-carboxamide

OO

.-N\
H N
Hac\o/\/ =
(o] 0.
F:I\F

F

Analogously to Example 1, 61 mg of the title compound was obtained from 109 mg of the
compound prepared in Example 232h and 52 mg of 4-(4-fluorophenyl)benzoic acid.

"H-NMR (300 MHz, DMSO-d6): 8 = 1.14-1.63 (3H), 2.19-2.37 (1H), 2.68-3.09 (2H), 3.23 (3H),
3.34-3.48 (4H), 3.62 (1H), 4.28-4.42 (2H), 4.96 (2H), 7.22-7.47 (6H), 7.64-7.76 (4H), 7.99 (1H),
8.66 (1H).

Example 235: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-[2-(cyclopropylmethoxy)-
ethyl}-4-(2,2,2-trifluoroethoxy)-2H-indazole-5-carboxamide

o *pr

F
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Analogously to Example 55, 122 mg of the title compound was obtained trom 122 mg of the

compound prepared in Example 23350 and 48 mg of 4-chlorobenzoy! chloride.

"H-NMR (300 MHz, DMSO-d6): § = 0.13 (2H), 0.41 (2H), 0.95 (1H), 1.11-1.62 (3II), 2.19-2.34
(1H), 2.73 (1), 2.98 (111), 3.21 (2H), 3.33-3.57 (5H), 4.33 (2H), 4.95 (211), 7.31-7.51 (6H),
8.00 (LH), 8.65 (111).

The starting material was prepared as follows:

Example 235a: Tert-butyl  4-{[5-{N-[2-(cyclopropylmethoxy)cthyl]carbamoyl}-4-(2,2,2-

trifluoroethoxy)-2H-indazol-2-yl]methyl} piperidin-I-carboxylate

H,G

HC—0
HE =0

VY Y
\
F/i\r

Analogously to Example 1, 429 mg of the title compound was obtained from 360 mg of the

-
1

compound prepared in Example 232f and 119 mg of 2-(cyclopropylmethoxy)ethylamine.

"H-NMR (300 Mllz, DMSO-d6): § = 0.13 (2H), 0.42 (2H), 0.95 (111), 1.08 (2H), 1.34 (9H), 1.41
(2H), 2.14 (1H), 3.22 (2H), 3.41 (2H), 3.48 (2H), 3.88 (211), 4.30 (21), 4.95 (2H), 7.35 (1H),
7.42 (1), 8.00 (1H), 8.65 (1H).

Example 235b: N-[2-(cyclopropylmethoxy)ethyl]-2-(4-piperidylmethyl)-4-(2,2,2-trifluoro-

ethoxy)-2H-indazole-3-carboxamide hydrochloride

K

Al Q CH
H N

\_/\O/VN\I X
Q O\I
A

Analogously to Example la, from 138 mg of the amide prepared in Example 235a, 122 mg of

the title compound was obtained, which was reacted without further purification.

Example 236: N-[2-(cyclopropylmethoxy)ethyl]-2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-

4-ylimethyl)-4-(2,2,2-trifluorocthoxy)-2H-indazole-5-carboxamide
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%
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7o

o :
= )’\p
YQLN
[e] 0.
By
F

Analogously to Example 1, 95 mg of the title compound was obtained from 122 mg of the
compound prepared in Example 235b and 58 mg of 4-(4-fluorophenoxy)benzoic acid.

'H-NMR (300 MHz, DMSO-d6): & = 0.13 (2H), 0.41 (2H), 0.95 (1H), 1.09-1.60 (3H), 2.17-2.36
(1H), 2.68-3.06 (2H), 3.22 (2H), 3.34-3.76 (5H), 4.33 (2H), 4.95 (2H), 6.95 (2H), 7.06-7.14

- (2H), 7.17-7.27 (2H), 7.30-7.38 (3H), 7.42 (1H), 7.99 (1H), 8.65 (1H).

Example 237:  N-[2-(cyclopropylmethoxyethy]]-2-( {1-{(4"-fluorobiphenyl-4-yl)carbonyl}
piperidin-4-yl} methyl)-4-(2,2.2-trifluoroethoxy)-2H-indazole-5-carboxamide

HO-O
s

N
v/\ 0/\/
(o] 0.
FJ\F
F

Analogously to Example 1, 98 mg of the title compound was obtained from 122 mg of the
compound prepared in Example 235b and 54 mg of 4-(4-fluorophenoxy)benzoic acid.

"H-NMR (300 MHz, DMSO-d6): § = 0.12 (2H), 0.41 (2H), 0.95 (1H), 1.15-1.64 (3H), 2.21-2.36
(1H), 2.70-3.10 (2H), 3.21 (2H), 3.35-3.69 (SH), 4.35 (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-ylJmethyl}-N-[2-(3-methoxyazetidin-1-yl)
ethyl]-4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 1, 33 mg of the title compound was obtained from 120 mg of the
compound prepared in Example 238c and 40 mg of 2-(3-methoxyazetidin-1-yl)ethylamine
(prepared analogously to W02006/104406).

"H-NMR (300 MHz, CDCI3): 5 = 0.83 (1H), 1.20-2.01 (4H), 2.38 (LH), 2.66 (3H), 2.69-3.09
(2H), 3.31 (3H), 3.43 (2H), 3.56-3.90 (5H), 4.18-4.32 (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-pipendylmethyl)-2H-indazol-5-carboxylate hydrochloride

){N_Q CiH
H,C
o

CH,

Analogously to Example 1a, from 3.0 g of the ester prepared in Example le, 2.5 g of the title

compound was obtained, which was reacted without further purification.

Example 238b: Methyl 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl } -4-methyl-2H-indazol-5-

carboxylate

Analogously to Example 55, 3.27 g of the title compound was obtained from 2.5 g of the
compound prepared in Example 238a and 1.5 g of 4-chlorobenzoyl chloride.

'H-NMR (300 MHz, DMSO-d6): § = 1.16-1.63 (4H), 2.21-2.33 (1H), 2.73 (4H), 2.90-3.05 (1H),
3.44-3.55 (1H), 3.79 (3H), 4.32 (2H), 4.36-4.47 (1H), 7.36 (2H), 7.42 (1H), 7.46 (2H), 7.63
(1H), 8.67 (1H).

Example 238c: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl} -4-methyl-2H-indazol-5-

carboxylic acid
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Analogously to Example 1d, 470 mg of the title compound was obtained from 485 mg of the

ester prepared in Example 238b.

Example 239: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-yllmethyl}-4-methyl-N-(3,4,5,6-tetra-
hydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

Qr 005

Analogously to Example 1, 188 mg of the title compound was obtained from 300 mg of the
compound prepared in Example 238¢ and 92 mg of 3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl-

amine hydrochloride.

'"H-NMR (300 MHz, DMSO-d6): § = 1.01-1.27 (3H), 1.29-1.64 (710), 2.19-2.32 (1H), 2.48 (3H),
2.66-2.80 (1H), 2.89-3.00 (1H), 3.00-3.08 (1H), 3.16-3.25 (2H), 3.34-3.42 (1H), 3.43-3.55 (11,
3.77-3.88 (1H), 4.31 (2H), 4.39 (1H), 7.14 (1H), 7.32-7.40 (2H), 7.46 (2H), 7.83 (1H), 8.09
(1H), 8.46 (1H).

Example 240: (R or S)-2-{[1-(4-chlorobenzoyl)piperidin-4-yl}methyl}-4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

Q. Q
N N —
<o
R =~/
o O T@

O CH, o CH,

o
e, N

(]

e
b

From 185 mg of the racemate prepared in Example 239, 51 mg of the title compound together
with 53 mg of the slower-eluting enantiomer (Example 241) were obtained by racemate

separation by means of preparative chiral HPLC (Method B).

Analytical chiral HPLC: 7.02 min.
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Example 241: (S or R)-2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl}-4-methyl-N-(3,4,5,6-
tetrahydro-2H-pyran-2-ylmethyl)-2H-indazole-5-carboxamide

m@ m@w@

From 185 mg of the racemate prepared in Example 239, 53 mg of the title compound together
with 51 mg of the faster-eluting enantiomer (Example 240) were obtained by racemate

separation by means of preparative chiral HPLC (Method B).
Analytical chiral HPLC: 8.24 min.

Example 242: 2-{[1-(4-chlorobenzoy!)piperidin-4-yljmethyl}-N-ethyl-4-methyl-2H-indazole-5-

carboxamide

L 5
H,C N =~
O CH,

Analogously to Example 1, 85 mg of the title compound was obtained from 300 mg of the
compound prepared in Example 238c¢ and 43 mg of ethylamine 2M in THF.

'H-NMR (300 MHz, DMSO-d6): § = 1.08 (3H), 1.16-1.60 (4H), 2.20-2.33 (1H), 2.48 (3H),
2.63-3.07 (2H), 3.22 (2H), 3.48 (1H), 4.24-4.46 (3H), 7.14 (1H), 7.31-7.42 (3H), 7.46 (2H), 8.08
(1H), 8.46 (1H).

Example 243: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl} -N-isobutyl-4-methyl-2H-

indazole-5-carboxamide

L 9 p
H N
N =
H,C
O CH,

Analogously to Example 1, 92 mg of the title compound was obtained from 300 mg of the

compound prepared in Example 238c and 69 mg of isobutylamine.
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'TI-NMR (300 MHz. DMS0-d6): § = 0.85-0.90 (6H), 1.13-1.57 (4I1), 1.75-1.83 (1H), 2.21-2.34
(1H), 2.49 (3H), 3.03 (411), 3.48 (1H), 4.27-4.45 (31), 7.14 (11D), 7.31-7.41 (3H), 7.46 (2H),
8.11 (1H), 8.47 (1H).

Example 244: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2-mesyvlethyl)-4-methyl-2H-

indazole-5-carboxamide
0,
‘>\—</_>—c:

/N\ 4§-’>
H,C. H = N
R
O//S\wo j
o CH,

Analogously to Example 1, 132 mg of the title compound was obtained from 300 mg of the

compound prepared in Example 238c and 151 mg of 2-mesylethylamine hydrochloride.

"H-NMR (300 MHz, DMSO-d6): 8 = 1.19-1.62 (4H), 2.24-2.36 (1H), 2.54 (3H), 2.70-3.05 (2H).
3.05 (3H), 3.38 (2H), 3.52 (1H), 3.65 (2H), 4.30-4.49 (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-(trifluoromethyl)phenoxy]benzoyl} -

piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

N
H
Hac\s/\/N - X
0 i
o G CH,

Analogously to Example 1, 67 mg of the title compound was obtained from 137 mg of the

compound preparcd in Example 245b and 41 mg of 2-mesylethylamine hydrochloride.

"H-NMR (300 MHz, DMSO-d6): § = 1.15-1.62 (4H), 2.22-2.33 (111), 2.50 (3H), 2.68-3.01 (2H),
3,02 (2H), 3.35 (111), 3.52-3.69 (3H), 4.28-4.47 (211), 7.12 (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)phenoxy]benzoyl} piperidin-4-

vl)methyl]-2H-indazol-5-carboxylate
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F
F

\_/
0

0
-0
N e
N JQ
N
H t:’0 =
3
o CH,

Analogously to Example 1, 2.73 g of the title compound was obtained from 3.76 g of the
compound prepared in Example 2382 and 3.28 g of 4-[4-(trifluoromethyl)phenoxy]benzoic acid.

'H-NMR (300 MHz, DMSO-d6): & = 1.25 (2H), 1.35-1.70 (2H), 2.20-2.37 (1H), 2.65-2.70 (3H),
5 2.75-3.10 (2H), 3.52-3.72 (1H), 3.82 (4H), 4.36 (2H), 7.14 (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-(trifluorométhyl)phenoxy]benzoyl}piperidin-4-yl)-

methyl}-2H-indazol-5-carboxylic acid

10  Analogously to Example 1d, 1.1 g of the title compound was obtained from 2.73 g of the ester
prepared in Example 245a.

Example 246: N-(2-cyanoethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl}
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

F

Q
ada

N

e
H N
NN =
O CH,

15  Analogously to Example 1, 144 mg of the title compound was obtained from 137 mg of the

compound prepared in Example 245b and 18 mg of 3-aminopropanenitrile.
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"H-NMR (300 MHz, DMSO-d6): & = 1.13-1.58 (4H), 2.21-2.33 (1H), 2.52 (3H), 2.75 (2H),
2.80-3.16 (2H), 3.44 (2H), 3.59 (1H), 4.27-4.50 (3H), 7.12 (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-(trifluoromethyl)phenoxy]benzoyl}
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

F
F

-
& /N\p
PYu,
N~
0 CH,

Analogously to Example 1, 125 mg of the title compound was obtained from 137 mg of the

compound prepared in Example 245b and 24 mg of 2-aminoacetonitrile hydrochloride.

'"H-NMR (300 MHz, DMSO-d6): & = 1.16-1.60 (4H), 2.23-2.34 (1H), 2.53 (3H), 2.69-3.06 (2H),
3.59 (1H), 4.26 (2H), 4.29-4.50 (3H), 7.08-7.23 (SH), 7.38-7.46 (3H), 7.73 (2H), 8.54 (1H), 8.83
(1H). :

Example 248: (+/-)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl)-2-[(1- {4-[4-
(trifluoromethyl)phenoxy]benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

F
F

3\—(}0
QD

Analogously to Example 1, 231 mg of the title compound was obtained from 254 mg of the
compound prepared in Example 245b and 72 mg of 3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl-

amine.

'"H-NMR (300 MHz, DMSO-d6): § = 1.01-1.66 (10H), 2.24-2.32 (1H), 2.70-3.15 (4H), 3.21
(3H), 3.34-3.43 (1H), 3.54-3.64 (1H), 3.76-3.89 (2H), 4.32 (3H), 7.09-7.21 (5H), 7.35-7.44 (3H),
7.73 (2H), 8.09 (1H), 8.47 (1H).
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Example 249: (+/-)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-[(1-{4-[4-(trifluvoromethyl)phenoxy]
benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

F
F

S
SWWo=Ss

Analogously to Example 1, 280 mg of the title compound was obtained from 254 mg of the
compound prepared in Example 245b and 73 mg of 1,4-dioxan-2-ylmethylamine.

'H-NMR (300 MHz, DMSO-d6): § = 1.13-1.61 (4H), 2.23-2.32 (1H), 2.49 (3H), 2.75 (1H),
2.94-3.27 (4H), 3.38-3.77 (8H), 4.32 (2H), 7.09-7.21 (SH), 7.36-7.44 (3H), 7.73 (2H), 8.16 (1H),
8.48 (1H).

Example 250: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-(cyclobutylmethyl)-4-methyl-

2H-indazole-5-carboxamide

Ot YQZ/\N‘Q

0 CH,

Analogously to Example 1, 79 mg of the title compound was obtained from 300 mg of the
compound prepared in Example 238c and 115 mg of cyclobutylmethylamine hydrochloride.

'H-NMR (300 MHz, DMSO-d6): § = 1.16-1.58 (4H), 1.64-1.86 (4H), 1.90-2.01 (2H), 2.19-2.32
(1H), 2.48 (3H), 2.50 (1H), 2.66-3.05 (2H), 3.19-3.25 (2H), 3.48 (1H), 4.27-4.47 (3H), 7.12
(1H), 7.31-7.40 (3H), 7.46 (2H), 8.09 (1H), 8.46 (1H).

Example  251:  2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-(2,2-dimethylpropyl)-4-

methyl-2H-indazole-5-carboxamide

Q,
no S )‘\N‘Q
3 N. o
N

0 CH
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Analogously to Example 1, 108 mg of the title compound was obtained from 300 mg of the

compound prepared in Example 238¢ and 83 mg of 2,2-dimethylpropan-1-amine.

'"H-NMR (300 MHz, DMSO-d6): & = 0.91 (9H), 1.17-1.63 (4H), 2.24-2.36 (1H), 2.52 (3H),
2.70-3.04 (2H), 3.07 (2H), 3.52 (1H), 4.30-4.50 (3H), 7.17 (1H), 7.38 (2H), 7.42 (1H), 7.49
(211), 8.07 (1H), 8.4 (1H).

Example 252: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2-hydroxyethyl)-4-methyl-

2H-indazole-5-carboxamide

5
l 3

o} CH.

H
N
HO/\/

Analogously 1o Example 1, 84 mg of the title compound was obtained from 370 mg of the

compound prepared in Example 238¢ and 54 mg of 2-aminoethanol.

'"H-NMR (300 MHz, DMSO-d6): § = 1.14-1.64 (4H), 2.24-2.35 (1H), 2.53 (3H), 2.69-3.09 (2H),
3.30 (2H), 3.43-3.58 (3H), 4.27-4.50 (3H), 4.67 (1H), 7.20 (1H), 7.35-7.43 (3H), 7.49 (2H), 8.02
(1H), 8.49 (1H).

Example 253: 2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl}-N-(3-hydroxypropyl)-4-methyl-

2H-indazole-5-carboxamide

Q
(e
L =
H N
HO AN =
O CH,

Analogously to Example 1, 95 mg of the title compound was obtained from 370 mg of the

compound prepared in Example 238¢ and 66 mg of 3-aminopropan-1-ol.

'"H-NMR (300 MHz, DMSO-d6): & = 1.17-1.60 (4H), 1.66 (2H), 2.22-2.35 (1H), 2.53 (3H),
2.70-3.09 (2H), 3.27 (2H), 3.47 (2H), 3.47-3.67 (1H), 4.34 (2H), 4.41 (1H), 4.45 (1), 7.17
(1H), 7.35-7.43 (3H), 7.49 (2H), 8.07 (1H), 8.49 (1H).

Example 254: 4-methoxy-N-(2-methoxyethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3-
yl}methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1, 90 mg of the title compound was obtained from 100 mg of the
compound prepared in Example 214c and 97 mg of 4-(trifluoromethoxy)benzoic acid in DMF.

'H.NMR (400 MHz, DMSO-dg): & [ppm]= 3.24 - 3.29 (1H), 3.29 - 3.32 (3H), 3.43 - 3.51 (4H),
3.91 -4.04 (1H), 4.10 - 4.18 (1H), 4.20 (3H), 4.22 - 4.29 (1H), 4.44 (1H), 4.70 (2H), 7.24 (1H),
7.37 -7.51 (2H), 7.66 (1H), 7.70 - 7.80 (2H), 8.22 (1H), 8.91 (1H).

Example 255: 2-({1-[2-fluoro-4-(triflucromethyl)benzoyl]azetidin-3-yl} methyl)-4-methoxy-N-

(2-methoxyethyl)-2H-indazole-5-carboxamide

n n b

- O\/\N 7N
ey

F

H,C

Analogously to Example 1, 40 mg of the title compound was obtained from 100 mg of the
compound prepared in Example 214c¢ and 98 mg of 2-fluoro-4-(triflucromethyl)benzoic acid in
DMF.

'H-NMR (400 MHz, DMSO-dg):  [ppm]= 3.30 (4H), 3.44 - 3.50 (4H), 3.94 - 4.04 (2H), 4.15
(2H), 4.20 (3H), 4.70 (2H), 7.24 (1H), 7.60 - 7.75 (3H), 7.78 - 7.89 (1H), 8.16 - 8.27 (1H), 8.90
(1H).

Example 256: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyljazetidin-3-yl} methyl)-4-methoxy-N-

(2-methoxyethyl)-2H-indazole-5-carboxamide
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Analogously to Example 1, 40 mg of the title compound was obtained from 100 mg of the

compound prepared in Fxample 214¢ and 106 mg of 4-chloro-3-(trifluoromethyl)benzoic acid in

DME.

'H-NMR (400 MHz, DMSO-d): § [ppm]= 3.30 (4H), 3.43 - 3.53 (411), 3.95 - 4.05 (111), 4.20
(411). 4.23 - 4.31 (1H). 4.47 (1H), 4.71 (21}, 7.23 (1H), 7.67 (11D), 7.78 - 7.85 (1H), 7.86 - 7.93
(1H), 7.96 (1H), 8.22 (1T1), 8.90 (1H).

Example 257: 2-{[1~(4-chioro-2-fuorobenzoyl)azetidin-3-ylJmethyl} -4-methoxy-N-(2-

methoxyethyl)-2I1-indazole-5-carboxamide

?,CH:,
H c’o\/\n i
ZEY
S h
=~ —
TN

Analogously to Example 1, 20 mg of the title compound was obtained from 100 mg of the

compound prepared in Example 214¢ and 82 mg of 4-chloro-2-fluorobenzoic acid in DMY'.

"H-NMR (400 MHz, DMSO-d): § [ppm]= 3.30 (4FT), 3.42 - 3.51 (4H), 3.98 (2H), 4.14 (211),
4.20 (3H), 4.69 (211), 7.24 (1H), 7.38 (1H), 7.48 (111), 7.56 (1H), 7.66 (1H), 8.15 - 8.30 (111),
8.90 (1H).

Example 258: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-4-methoxy-N-(2-morpholino-

ethyD-2H-indazole-5-carboxamide

_CH,

o) o]

Eaae=N
=N

03_(\_:)_0

Analogously to Example 1b Version B, 67 mg of the title compound was obtained from 66 mg

of the compound prepared in Example 258d and 32 mg of 2-morpholincethylamine in DMF.

TI-NMR (400 MHz, DMSO-ds): & [ppm]= 2.44 (4H), 3.21 - 3.36 (3H), 3.42 (2H), 3.61 (4H),
3.88 - 4.04 (1H), 4.07 - 4.18 (1H), 4.23 (4H), 4.35 - 4.50 (1H), 4.70 (2H), 7.25 (1H), 7.41 - 7.56
(2H), 7.59 - 7.66 (2H), 7.70 (1H), 8.32 (1H), 8.91 (1H).

The starting material was prepared as follows:
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Example 258a: Methyl 2-{[1-(tert-butoxycarbonyl)azetidin-3-ylJmethyl}-4-methoxy-2H-

indazol-5-carboxylate

CH,

Analogously to Example le, 448 mg of the title compound was obtained from 750 mg of the

compound prepared in Example 214a and 546 mg of methanol.

'H-NMR (400 MHz, DMSO-d): & [ppm]= 1.27 - 1.44 (9H), 3.01 - 3.22 (1H), 3.78 (5H), 3.85 -
3.99 (2H), 4.14 (3H), 4.64 (2H), 7.24 (1H), 7.51 (1H), 8.94 (1H).

Example 258b: Methyl 2-(azetidin-3-ylmethyl)-4-methoxy-2H-indazol-5-carboxylate

AH,
HC
Q o
N
NH

800 mg of 258a were first placed in 40 ml acetone, treated with 40 ml of semiconcentrated
hydrochloric acid, stirred until complete conversion and concentrated to dryness. Yield: 414 mg

of the title compound.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 3.39 (1H), 3.79 (3H), 3.84 - 3.95 (2H), 3.96 - 4.07
(2H), 4.15 (3H), 4.72 (2H), 7.25 (1H), 7.52 (1H), 8.92 (1H).

Example 258¢: Methyl 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-methoxy-2H-indazol-5-

carboxylate

_CH,
H,C.,
[8) o
N
O
¢}

404 mg of 258b were first placed in 30 ml DCM at 0°C, treated with 0.21 ml of 4-chloro-
benzoyl chloride and 0.75 ml of N-ethyldiisopropylamine and stirred at room temperature until
complete conversion. For the work-up, the reaction solution was treated with saturated sodium

hydrogen carbonate solution, extracted with DCM and the combined organic phases dried with
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sodium sulphate and concentrated to dryness. This yielded 608 mg of the title compound, which

was used in the next step without further purification.

Example  258d: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -4-methoxy-2H-indazol-5-

carboxylic acid

HO o

550 mg of 258¢c were first placed in 20 ml ethanol, treated with 20 ml of 2N sodium hydroxide
and stirred until complete conversion. For the work-up, the reaction solution was adjusted to a
pH of 3 with 1IN hydrochloric acid, extracted with ethyl acetate, and the combined organic
phases dried with sodium sulphate and concentrated to dryness. Yield after purification by
column chromatography on silica gel with a hexane/ ethyl acetate gradient: 213 mg of the title

compound.

'H-NMR (400 MHz, DMSO-d): & [ppm]= 3.27 (1H), 3.97 (1H), 4.07 - 4.17 (4H), 4.24 (1H),
4.42 (1H), 4.70 (2H), 7.22 (1H), 7.46 - 7.57 (3H), 7.59 - 7.68 (2H), 8.88 (1H), 12.61 (m, 1H).

Example 259: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl} -N-(2-ethoxyethyl)-4-methoxy-2H-

indazole-5-carboxamide
_CH,
HG O NP
e 'N_bf
N
’
(o}

Analogously to Example 1b Version B, 30 mg of the title compound was obtained from 66 mg
of the compound prepared in Example 258d and 22 mg of 2-ethoxyethylamine in DMF.

'H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.07 - 1.21 (3H), 3.30 (1H), 3.40 - 3.57 (6H), 3.90 -
4.02 (1H), 4.08 - 4.17 (1H), 4.21 (4H), 4.34 - 4.48 (1H), 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-yl]methyl}-N-[2-(3,3-difluoropyrrolidin-1-
yl)ethyl]-4-methoxy-2H-indazole-5-carboxamide
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F _CH,
ARG
H = 7 a
N b
- Cl
<0
Analogously to Example 1b Version B, 58 mg of the title compound was obtained from 66 mg

of the compound prepared in Example 258d and 37 mg of 2-(3,3-difluoropyrrolidin-1-yl)ethyl-

amine in DMF.

'H.NMR (400 MHz, DMSO-dy): 8 [ppm]= 2.27 (2H), 2.64 (2H), 2.77 (2H), 2.96 (2H), 3.22 -
3.30 (1H), 3.41 (2H), 3.92 - 4.01 (1H), 4.11 (1H), 4.19 (4H), 4.35 - 4.48 (1H), 4.70 (2H), 7.24
(1H), 7.51 (2H), 7.57 - 7.75 (3H), 8.32 (1H), 8.90 (1H).

Example 261: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-methoxy-N-(2-morpholino-
ethyl)-2H-indazole-5-carboxamide

O\/\Nj\é?\
H .y /N-Z:>
}@70

Analogously to Example 1b, Version B, 77 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 261e and 46 mg of 2-morpholinoethylamine in DMF.

"H-NMR (400 MHz, DMSO-d): § [ppm]=1.11 - 1.33 (2H), 1.35 - 1.75 (2H), 2.18 - 2.39 (1H),
2.65 - 2.88 (2H), 2.90 - 3.23 (3H), 3.41 - 3.82 (8H), 3.84 - 4.12 (2H), 4.24 (3H), 4.35 (3H), 7.26
(1H), 7.33 - 7.44 (2H), 7.46 - 7.58 (2H), 7.69 (1H), 8.27 - 8.52 (1H), 8.87 (1H).

The starting material was prepared as follows:

Example 261la: Tert-butyl 4-[(5-bromo-4-methoxy-2H-indazol-2-yl)methyl]piperidin-1-

carboxylate

_CH,

Br:

o CH,
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Analogously to Example lc, 5.57 g of the title compound was obtained from 9.65 g of 5-bromo-

4-methoxy-1H-indazole and 23.55 g of tert-butyl-4-[(tosyloxy)methyl]piperidin-1-carboxylate.

'H-NMR (400 MHz, chloroform-d): & [ppm]= 1.16 - 1.31 (2H), 1.39 - 1.49 (9H), 1.52 - 1.64
(2H), 2.16 - 2.36 (1H), 2.56 - 2.80 (2H), 4.11 (5H), 4.26 (2H), 7.28 - 7.33 (1H), 7.34 - 7.39 (1H),

7.99 (1H).

Example 261b: Methyl 2-{[1-(tert-butoxycarbonyl)piperidin-4-yljmethyl}-4-methoxy-2H-

indazol-5-carboxylate

o

H.C
0
>
h
0 CH,

H,.C

3

Analogously to Example le, 1.1 g of the title compound was obtained from 2.4 g of the
compound prepared in Example 261a and 1.63 g of methanol.

Example 261c: Methy! 4-methoxy-2-(4-piperidylmethyl)-2H-indazol-5-carboxylate
_CH,
H,Cx. >
Ol&\ﬂb
N
N
H

Analogously to Example 258b, from 1.1 g of the compound prepared in Example 261b 1.1 g of

the title compound was obtained, which was reacted in the next step without further purification.

Example 261d: Methyl 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-methoxy-2H-indazol-

5-carboxylate

_CH,

H:'C‘o N
. \N}“b
e
0

Analogously to Example 258c, from 1.1 g of the compound prepared in Example 261c and
762 mg of 4-chlorobenzoyl chloride, 980 mg of the title compound was obtained after

purification by column chromatography on silica gel with a hexane/ethyl acetate gradient.
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"H-NMR (300 MHz, DMSO-dg): & [ppml= 1.24 (2H), 1.36 - 1.76 (2H), 2.18 - 2.40 (1H), 2.65 -
2.88 (1H), 2.91 - 3.12 (1H), 3.42 - 3.67 (1H), 3.78 (3H), 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 26le:  2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-methoxy-2H-indazol-5-

carboxylic acid

CH,

Yo

Analogously to Example 258d, 547 mg of the title compound was obtained from 980 mg of the

compound prepared in Example 261d.

'"H-NMR (400 MHz, DMSO-dq): § [ppm]= 1.12 - 1.35 (2H), 1.35 - 1.73 (2Hj, 221 - 2.40 (1H),
2.63 - 3.12 (2H), 3.14 - 3.70 (3H), 4.34 (3H), 5.76 (s, 1H), 7.21 (1H), 7.32 - 7.45 (2H), 7.46 -
7.58 (3H), 8.76 (1H).

Example 262: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-methoxy-N-(2-methoxyethyl)-

2H-indazole-5-carboxamide
_CH, '
-~ 7
O
0

Analogously to Example 1b, Version B, 50 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 261e and 26 mg of 2-methoxyethylamine in DMF.

"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.11 - 1.35 (2H), 1.35 - 1.72 (2H), 2.21 - 2.39 (1H),
2.69 - 2.88 (1H), 2.92 - 3.11 (1H), 3.30 (s, 3H), 3.38 - 3.64 (5H), 4.20 (3H), 4.34 (3H), 7.25
(1H), 7.34 - 7.43 (2H), 7.45 - 7.57 (2H), 7.66 (1H), 8.22 (1H), 8.83 (1H).

Example 263: 2-{[1-(4-chlorobenzoyl)piperidin-4-yl)methyl}-4-methoxy-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide
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ﬁ/\N TN

I H N
AR

Cl
I\

Analogously to Example 1b, Version B, 68 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 261e and 35 mg of 2,2,2-trifluoroethylamine in DMEF.

"H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.09 - 1.35 (2H), 1.37 - 1.75 (2H), 2.21 - 2.41 (1H),
2.69 - 2.88 (1H), 2.92 - 3.19 (1H), 3.42 - 3.69 (1H), 4.13 (2H), 4.23 (3H), 4.35 (3H), 7.26 (1H),
7.34 - 7.45 (2H), 7.46 - 7.55 (2H), 7.61 (1H), 8.59 (1H), 8.88 (1H).

Example 264: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2-ethoxyethyl)-4-methoxy-

2H-indazole-5-carboxamide
LCR,
H=C\/0\/\.4J\&\
Ihale
T Cl

Analogously to Example 1b, Version B, 60 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 261e and 31 mg of 2-ethoxyethylamine in DMF.

'H-NMR (400 MHz, DMSO-d): 5 [ppm]= 1.14 (3H), 1.19 - 1.35 (2H), 1.37 - 1.72 (2H), 2.23 -
2.43 (1H), 2.68 - 2.88 (1H), 2.91 - 3.15 (1H), 3.41 - 3.56 (m, 7H), 4.20 (3H), 4.34 (3H), 7.25
(1H), 7.33 - 7.45 (2H), 7.46 - 7.55 (2H), 7.67 (1H), 8.23 (1H), 8.83 (1H).

Example 265: 2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-methoxy-N-{2-[(trifluoro-
methyl)sulphanyljethyl}-2H-indazole-5-carboxamide

_CH,

E
F\\/S\/\N N
i H N
| e
O
o}

Analogously to Example 1b, Version B, 68 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 26le and 51 mg of 2-[(trifluoromethyl)sulphanyl]-
ethylamine in DMF.
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"H-NMR (400 MHz, DMSO-dg): § [ppm]=1.14 - 1.35 (21), 1.36 - 1.72 (2H), 2.18 - 2.40 (1H),
2.66 - 2.87 (1H), 2.91 - 3.11 (1H), 3.21 (2H), 3.42 - 3.70 (3H), 4.22 (3H), 4.34 (3H), 7.24 (1H),
7.32 -7.45 (2H), 7.46 - 7.55 (2H), 7.64 (1H), 8.45 (1), 8.85 (1H).

Example 266: 4-methoxy-N-(2-methoxyethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]piperidin-4-
yl} methyl)-2H-indazole-5-carboxamide

~CH;
/O\/\
=~ 7
o
o) F
F

Analogously to Example 1b, Version B, 84 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 89 mg of 4-(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)carbamoyl]-2H-indazol-2-
y1} methyl)piperidin-1-carboxylate

CH,
O
H.C” \/\N = .
3 Hi@l
O
b}—o Hy
0] CH,

HC

3 g of compound 261a, 1.59 g of 2-methoxyethylamine, 1.87 g of molybdenum hexacarbonyl,
204 mg of tri-tert-butylphosphine tetrafluoroborate and 316 mg of palladium(Il) acetate were
first suspended in 100 ml 1,4-dioxan. Then 2.25 g of sodium carbonate and a few dropé of water
were added, and the mixture stirred for 25 mins at 140°C and 150 watts in the microwave. The
reaction mixture was concentrated and the residue was purified by column chromatography on

silica gel using a hexane/ ethyl acetate/ methanol gradient. Yield: 1.3 g of the title compound.

'H-NMR (300 MHz, DMSO-dg): § [ppm]}= 0.9 - 1.22 (2H), 1.29 - 1.55 (11H), 2.03 - 2.33 (1H),
2.60 - 2.83 (2H), 3.28 - 3.31 (3H), 3.43 - 3.52 (4H), 3.82 - 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 266h: 4-methoxy-N-(2-methoxyethyl)-2-(4-piperidylmethyl)-2H-indazol-5-carbox-

amide

_CH,
H;C’o\/\"‘%\ A
H N—=—
=~ 7
) b
N
H

Analogously to Example 258b, from 1.3 g of the compound prepared in Example 266a, 1.48 g of
the title compound was obtained, which was used in the subsequent reactions without further

purification.

Example 267: 2-({1-[2-fluoro-4-(trifluoromethyl)benzoyljpiperidin-4-yl} methyl)-4-methoxy-N-

(2-methoxyethyl)-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 20 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 90 mg of 2-fluoro-4-(triflucromethyl)benzoic
acid in DMF.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.05 - 1.36 (2H), 1.39 - 1.53 (1H), 1.56 - 1.72 (1H),
2.21 - 2.40 (1H), 2.75 - 2.90 (1H), 2.92 - 3.15 (1H), 3.27 - 3.35 (4H), 3.44 - 3.53 (4H), 4.20
(3H), 4.27 - 4.43 (2H), 4.44 - 4.58 (1H), 7.25 (1H), 7.54 - 7.74 (3H), 7.81 (1H), 8.20 (1H), 8.83
(1H).

Example 268: 4-methoxy-N-(2-methoxyethyl)-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl]-
piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

/f _CH,

H,C/ O\/\ N = X
Ehale
0

RF
oF
FF
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Analogously to Example 1b, Version B, 39 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 107 mg of 4-(pentafluoro-A*-sulphanyl)benzoic
acid in DME.

LC-MS: R,= 1.18 min, MS (ES+): m/z= 577 (M+H)".

Example 269: 4-methoxy-N-(2-methoxyethyl)-2-[(1-{4-[(trifluoromethyl)sulphanyljbenzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

o ,CHa
H,C’O\/\Nj\éf\
e H N:
=~ 7
) b

7y

Analogously to Example 1b, Version B. 25 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 96 mg of 4-[(trifluoromethyl)sutphanylibenzoic
acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.09 - 1.37 (2I1), 1.38 - 1.72 (211), 2.23 - 2.39 (1H),
2.70 - 2.93 (1H), 2.95 - 3.16 (1H), 3.30 (3H), 3.40 - 3.55 (5H), 4.20 (3H), 4.35 (d, 3H), 7.25
(1H), 7.46 - 7.58 (2H), 7.66 (1H), 7.78 (2H), 8.20 (1H), 8.82 (1H).

Example 270: 2-({1-[4-chloro-3-(trifluoromethyl)benzoyl]piperidin-4-yl} methyl)-4-methoxy-
N-(2-methoxyethyl)-2H-indazole-5-carboxamide

? _CH,
0]
H N
o/
Ct
o
o

F

Analogously to Example 1b, Version B, 27 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 97 mg of 4-chloro-3-(trifluoromethyl)benzoic
acid in DMJ-.

'"H-NMR (400 MHz, DMSO-dq): 8 [ppm]= 1.15 - 1.37 (2H), 1.38 - 1.73 (2H), 2.14 - 2.41 (1H),
2.70 - 2.88 (1H), 2.95 - 3.18 (1H), 3.30 (3H), 3.39 - 3.62 (5H), 4.20 (3H), 4.35 (3H), 7.25 (1H),
7.59 -7.73 (2H), 7.75 - 7.86 (2H), 8.20 (1H), 8.82 (1H).
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Example  271:  2-{[1-(4-chloro-2-fluorobenzoyl)piperidin-4-ylJmethyl}-4-methoxy-N-(2-

methoxyethyl)-2H-indazole-5-carboxamide

_CH,

H N
e
Cl
o]

F

Analogously to Example 1b, Version B, 17 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 75 mg of 4-chloro-2-fluorobenzoic acid in

DME.

'H-NMR (400 MHz, DMSO-de): & [ppm]= 1.08 - 1.33 (2H), 1.37 - 1.52 (1H), 1.53 - 1.70 (1H),
2.20 - 2.42 (1H), 2.72 - 2.88 (1H), 2.94 - 3.12 (1H), 3.30 (3H), 3.37 (1H), 3.43 - 3.51 (4H), 4.20
(3H), 4.34 (2H), 4.42 - 4.55 (1H), 7.25 (1H), 7.31 - 7.48 (2H), 7.55 (1H), 7.66 (1H), 8.20 (1H),
8.83 (1H).

Example 272: 2-({1-[3-fluoro-4-(trifluoromethoxy)benzoyl]piperidin-4-yl} methyl)-4-methoxy-
N-(2-methoxyethyl)-2H-indazole-5-carboxamide

_CH,
,O\/\
N -
H3c R =, /N
Java's
FF

Analogously to Example 1b, Version B, 12 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 97 mg of 3-fluoro-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-1H-indol-3-yl)carbonyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide
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-

/O\/\ =
=, 7

N 1>

o)

s
%6
<

7 N\_q

Analogously to Example 1b, Version B, 19 mg of the title compound was obtained from 100 mg
of the compound prepared in Example 266b and 76 mg of 1-methyl-1H-indol-3-carboxylic acid
in DMF.

'"H-NMR (300 MHz, DMSO-dg): 8 [ppm]= 1.11 - 1.40 (2H), 1.54 (2H), 2.18 - 2.42 (1H), 2.93
(2H), 3.30 (3H), 3.40 - 3.45 (4H), 3.70 - 3.91 (3H), 4.12 - 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-ylimethyl}-4-ethoxy-N-(2-methoxyethyl)-

2H-indazole-5-carboxamide

=N
H N
H,C\O/\/N 3
o] (0
0]

Analogously to Example 1b, Version B, 47 mg of the title compound was obtained from 110 mg

of the compound prepared in Example 274c¢ and 72 mg of 4-chlorobenzoic acid in DMF-.

'H-NMR (400 MHz, DMSO-dq): & [ppm]= 1.10 - 1.33 (2H), 1.44 (5H), 2.20 - 2.39 (1H), 2.68 -
2.85 (1H), 2.92 - 3.12 (1H), 3.32 (7H), 3.51 - 3.62 (1H), 4.20 - 4.59 (5H), 7.26 (1H), 7.33 - 7.44
(2H), 7.47 - 7.55 (2H), 7.70 (1H), 8.30 (1H), 8.79 (1H).

The starting material was prepared as follows:

Example 274a:  Tert-butyl  4-[(5-bromo-4-ethoxy-2H-indazol-2-yl)methyl]piperidin-1-

carboxylate

7
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Analogously to Example 74c, 285 mg of the title compound was obtained from 484 mg of

5-bromo-4-ethoxy-iH-indazole and 1.11 g of tert-butyl-4-[(5-bromo-4-ethoxy-2H-indazol-2-yl)-
methyl]piperidin-1-carboxylate.

"H-NMR (400 MHz, chloroform-d): & [ppm]=1.13 - 1.34 (2H), 1.46 (9H), 1.49 (3H), 1.56 - 1.63
(2H), 2.16 - 2.37 (1H), 2.54 - 2.80 (2H), 4.02 - 4.21 (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)carbamoyl]-2H-indazol-2-y1}-
methyl)piperidin-1-carboxylate

J*
?
HJC/O\/\E( = N
o /

patey

H,C

Analogously to Example 266a, 235 mg of the title compound was obtained from 285 mg of the
compound prepared in Example 274a and 146 mg of 2-methoxyethylamine.

"H-NMR (300 MHz, DMSO-dg): 8 [ppm]=0.97 - 1.22 (2H), 1.29 - 1.56 (14H), 2.06 - 2.31 (1H),
2.59 - 2.86 (2H), 3.33 (3H), 3.49 (4H), 3.80 - 4.02 (2H), 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-piperidylmethyl)-2H-indazole-5-

carboxamide

J*
0
HSC/O\/\N =
Ihale
N
N
H

Analogously to Example 258b, from 235 mg of the compound prepared in Example 274b,
237 mg of the title compound was obtained, which was reacted in the next step without further

purification.

Example 275: 4-ethoxy-N-(2-methoxyethyl)-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl}-
piperidin-4-yl} methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 30 mg of the title compouhd was obtained from 110 mg
of the compound prepared in Example 274c¢ and 113 mg of 4-(pentafluoro-A’-sulphanyl)benzoic
acid in DMF.

5 'H-NMR (400 MHz, DMSO-d): 8 [ppm]= 1.10 - 1.36 (2H), 1.44 (4H), 1.54 - 1.69 (1H), 2.22 -
2.40 (1H), 2.70 - 2.87 (1H), 2.93 - 3.13 (1H), 3.30 (3H), 3.48 (SH), 4.34 (2H), 4.41 - 4.63 (3H),
7.26 (1H), 7.59 (2H), 7.70 (1H), 7.98 (2H), 8.30 (1H), 8.79 (1H).

Example 276: 2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-ethoxy-N-(2-methoxyethyl)-2H-

indazole-5-carboxamide

e \
C 4 X |\
H, \0/\/“\”1\/)/\/‘_},
(o] (0
> < >—CI
10 CH, &

Analogously to Example 1b, Version B, 25 mg of the title compound was obtained from 50 mg
of the compound prepared in Example 276¢ and 35 mg of 4-chlorobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-de): & [ppm]= 1.44 (3H), 3.21 - 3.29 (1H), 3.31 (3H), 3.49 (4H),
3.96 (1H), 4.06 - 4.30 (2H), 4.34 - 4.59 (3H), 4.69 (2H), 7.25 (1H), 7.51 (2H), 7.62 (2H), 7.71
15 (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-yl)methyl]azetidin-1-carboxylate
0 CH,

&
\N’N_b»
) >"—<:H3

H,C

Analogously to Example 74c, 204 mg of the title compound was obtained from 500 mg of
20  5-bromo-4-ethoxy-1H-indazole and 1.06 g of tert-butyl-3-[(tosyloxy)methyljazetidin-1-

carboxylate.
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"H-NMR (600 MHz, chloroform-d): § [ppm]= 1.44 (9H), 1.49 (3H), 3.14 - 3.30 (1H), 3.72 - 3.83
(2H), 4.07 (2H), 4.33 (2H), 4.59 (2H), 7.29 (1H), 7.37 (1H), 7.98 (1H).

Example 276b: Tert-butyl 3-({4-ethoxy-5-[N-(2-methoxyethyl)carbamoyl]-2H-indazol-2-y1}-

methyl)azetidin-1-carboxylate

0 CH,
H,C

o

Analogously to Example 2662, from 191 mg of the compound prepared in Example 276a and
105 mg of 2-methoxyethylamine, 121 mg of the title compound was obtained, which was reacted

in the next step without further purification.

Example 276¢: 2-(azetidin-3-ylmethyl)-4-ethoxy-N-(2-methoxyethyl)-2H-indazol-5-carbox-

amide

Analogously to Example 258b, from 121 mg of the compound prepared in Example 276b, 93 mg
of the title compound was obtained, which was reacted in the next step without further

purification.

Example 277:  4-ethoxy-N-(2-methoxyethyl)-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl]-
azetidin-3-yl}methyl)-2H-indazole-5-carboxamide

H )\N-
HiCu g N N

0
HJ

IQ” Yy
( FOLF

/S\

0 F F

Analogously to Example 1b, Version B, 35 mg of the title compound was obtained from 50 mg

C

of 276¢ and 56 mg of 4-(pentafluoro-A°-sulphanyl)benzoic acid in DMF.
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"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.37 - 1.50 (3H), 3.26 (1H), 3.31 (3H), 3.43 - 3.57

(4H), 3.92 - 4.05 (LH), 4.10 - 4.31 (2H), 4.38 - 4.57 (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-yl]methyl}-6-methyl-N-(2-morpholinoethyl)-

2H-indazole-5-carboxamide

Chen

0
Cantl
o /N
HyC N
N
Ses
o

Analogously to Example 1b, Version B, 23 mg of the title compound was obtained from 100 mg

of 278b and 66 mg of 4-chlorobenzoic acid in DMF.

'"H-NMR (400 MHz, DMSO-4,): & [ppm}= 2.42 (s, 3H). 3.09 - 3.27 (m, 3H), 3.29 - 3.33 (2H),
3.49 - 3.73 (m, 6H), 3.84 - 3.96 (m, 1H), 3.97 - 4.15 (m, 3H), 4.16 - 4.27 (m, 1H), 4.31 - 4.45
(m, 1H), 4.62 - 4.80 (m, 2H), 7.36 - 7.47 (1K), 7.48 - 7.57 (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)carbamoyl]-2H-indazol-2-
yl}methyl)azetidin-1-carboxylate

o™
K/”\/\N%q\
H N

Y apm
o )E(:H3
H,C

Analogously to Example 1b, Version B, 418 mg of the title compound was obtained from
410 mg of 178c and 232 mg of 2-morpholinoethylamine in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]}= 1.36 (9H), 2.39 (3H), 2.44 (4H), 2.95 - 3.17 (1H),
3.24 - 3.43 (4H), 3.58 (4H), 3.64 - 3.79 (2H), 3.88 (2H), 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-morpholinoethyl)-2H-indazole-5-

carboxamide
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T\/N\/\Nj\ N
Ho J N
NH

Analogously to Example 258b, from 400 mg of the compound prepared in Example 278a,
372 mg of the title compound was obtained, which was reacted in the next step without further

purification.

Example 279: 6-methyl-N-(2-morpholinoethyl)-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3-
yl} methyl)-2H-indazole-5-carboxamide

0
k/N\/\N N
W,
Saaly .
“5} O F
o F
o

Analogously to Example 1b, Version B, 44 mg of the title cornpound was obtained from 100 mg
of 278b and 86 mg of 4-(trifluoromethoxy)benzoic acid in DMF.

'H-NMR (300 MHz, DMSO-dq): § [ppm]= 2.42 (3H), 3.07 - 3.27 (5H), 3.48 - 3.74 (6H), 3.85 -
4.17 (4H), 4.18 - 4.29 (1H), 4.33 - 4.48 (1H), 4.61 - 4.82 (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-(pentafluoro-A®-sulphanyl)benzoyl]-
azetidin-3-yl} methyl)-2H-indazole-5-carboxamide

AV = .
A =
H,C N —b
=\ F F
\ 7 FF\F

Analogously to Example 1b, Version B, 37 mg of the title compound was obtained from 100 mg
of 278b and 104 mg of 4-(pentafiuoro-A*-sulphanyl)benzoic acid in DMF.

'H-NMR (300 MHz, DMSO-dg): § [ppm]= 2.42 (3H), 3.06 - 3.27 (SH), 3.47 - 3.75 (6H), 3.87 -
4.08 (3H), 4.09 - 4.29 (2H), 4.33 - 4.49 (1H), 4.61 - 4.80 (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-indol-3-yl)carbonyl]-
piperidin-4-y!} methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 4.2 mg of the title compound was obtained from 150 mg
of 205¢ and 119 mg of 1-methyl-1H-indol-3-carboxylic acid in DMF.

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

o
R \N

" = /N\ _)) o
Hy O/\/N A
(o} CH,

Analogously to Example 1b, Version B, 35 mg of the title compound was obtained from 175 mg |

of 117e and 122 mg of 1-methyl-1H-indol-3-carboxylic acid 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} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E Hs
F
N —
\\/\H N
0
o; C

Q

F

Analogously to Example 1b, Version B, 267 mg of the title compound was obtained from
250 mg of 71a and 246 mg of 4-(4-fluorophenoxy)benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.16 - 1.32 (2H), 1.35 - 1.69 (2H), 2.20 - 2.39 (11D,
2.54 (3H), 2.70 - 3.15 (2H), 3.50 - 3.83 (1H), 4.07 (2H), 4.36 (3H), 6.91 - 7.05 (2H), 7.08 - 7.31
(5H), 7.34 - 7.42 (2H), 7.46 (1H), 8.56 (1H), 8.83 (1H).
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Example 284: 2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

F = 1_>
7<)

Q

Cl

Analogously to Example 1b, Version B, 55 mg of the title compound was obtained from 100 mg
of 71a and 105 mg of 4-(4-chlorophenoxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dq): § [ppm]= 1.23 (2H), 1.34 - 1.72 (2H), 2.21 - 2.41 (1H), 2.54
(3H), 2.67 - 3.20 (2H), 3.51 - 3.83 (1H), 4.07 (2H), 4.36 (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]piperidin-4-yl} methyl)-N~(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 60 mg of the title compound was obtained from 100 mg
of 71a and 97 mg of 4-(4-methylphenoxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.23 (2H), 1.36 - 1.71 (2H), 2.30 (4H), 2.54 (3H),
2.64 -3.17 (2H), 3.49 - 3.82 (110), 4.07 (2H), 4.36 (3H), 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]piperidin-4-yl} methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

E o] H,
FY\
N N
' H N
F PN \<\

OO
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Analogously to Example 1b, Version B, 39 mg of the title compound was obtained from 100 mg

of 71a and 92 mg of 4-(4-fluorophenyl)benzoic acid in DMF,

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.14 - 1.36 (2H), 1.36 - 1.73 (2H), 2.18 - 2.41 (1H),
2.54 (3H), 2.70 - 3.16 (2H), 3.51 - 3.82 (1H), 4.07 (2H), 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-4-ylmethyl}-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

N b i
=00

Analogously to Example b, Version B, 45 mg of the title compound was obtained from 100 mg
of 712 and 88 mg of 4-morpholinobenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): 5 [ppm]= 1.24 (2H), 1.40 - 1.60 (2H), 2.20 - 2.40 (1H), 2.54
(3H), 2.73 - 3.01 (2H), 3.38 (4H), 3.64 - 3.81 (5H), 4.07 (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-[(triﬂuoromethy1) sulphanyljbenzoyl}-
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

HJ
£
F\\/\N =
R N
s
0 F

Analogously to Example 1b, Version B, 67 mg of the title compound was obtained from 100 mg
of 71a and 94 mg of 4-[(trifluoromethyl)sulphanyl]benzoic acid in DMF,

'"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.12 - 1.35 (2H), 1.35 - 1.70 (2H), 2.21 - 2.40 (1H),
2.54 (3H), 2.70 - 2.88 (1H), 2.94 - 3.12 (1H), 3.38 - 3.61 (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-indo}-3-yl)carbonyl}piperidin-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 the title compound was obtained from 100 mg
of 71a and 74 mg of 1-methyl-1H-indol-3-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.27 (2H), 1.52 (2H), 2.20 - 2.40 (1H), 2.54 (3H),
2.92 (2H), 3.82 (3H), 4.07 (2H), 4.27 (2H), 4.38 (2H), 6.92 - 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]piperidin-4-yl} methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

. i

Analogously to Example 1b, Version B, 51 mg of the title compound was obtained from 100 mg
of 71a and 74 mg of 1-methyl-1H-indol-2-carboxylic acid in DMF.

"H.NMR (400 MHz, DMSO-dg): & [ppm]= 1.17 - 1.41 (2H), 1.43 - 1.73 (2H), 2.19 - 2.43 (1H),
2.54 (3H), 2.74 - 3.23 (2H), 3.73 (3H), 4.07 (3H), 4.39 (3H), 6.60 (s, 1H), 7.03 - 7.14 (1H), 7.16
- 7.30 (2H), 7.48 (2H), 7.59 (1H), 8.57 (1H), 8.81 (1H).

Example 291: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1 - {4-[4-(trifluoromethyl)phenoxy]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

“%*Q

F
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Analogously to Example 1b, Version B, 156 mg of the title compound was obtained from

150 mg of 71a and 179 mg of 4-[4-(trifluoromethyl)phenoxy]benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.23 (2H), 1.36 - 1.68 (2H), 2.20 - 2.43 (1H), 2.54
(3H), 2.68 - 3.17 (2H), 3.50 - 3.79 (1H), 4.07 (2H), 4.37 (3H), 7.09 - 7.28 (SH), 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)carbonyl]piperidin-4-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

. GHy
X
N
F
4
2801

H,C

Analogously to Example 1b, Version B, 28 mg of the title compound was obtained from 100 mg
of 71a and 82 mg of 5-fluoro-1-methyl-1H-indol-2-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.18 - 1.38 (210), 1.39 - 1.72 (2II), 2.25 - 2.42 (1II),
2.54 (3H), 2.74 - 3.25 (2H), 3.73 (3H), 4.07 (3H), 4.38 (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)carbonyl]piperidin-4-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H
F 3
F\\/\N =
H \/N
o]

Hy

O\CH3

Oi,z\

Analogously to Example 1b, Version B, 37 mg of the title compound was obtained from 100 mg
of 71a and 87 mg of 5-methoxy-1-methyl-1H-indol-2-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-d): & [ppm]= 1.30 (2H), 1.41 - 1.71 (2H), 2.26 - 2.43 (1), 2.54
(3H), 2.71 - 3.22 (2H), 3.69 (3H), 3.75 (3H), 4.07 (3H), 4.39 (3H), 6.51 (1H), 6.88 (1H), 7.07
(1H), 7.21 (1H), 7.34 - 7.54 (2H), 8.57 (1H), 8.83 (1H).

Example 294: 2-({1-[(5-chloro-1-methyl-1H-indol-2-yl)carbonyl]piperidin-4-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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o o

-k !
TN N
H N—,
B Li\):'rv' \ >
)
Q

Analogously to lixample 1b, Version B, 43 mg of the title compound was obtained from 100 mg

of 71a and 89 mg of 5~chloro—1-mcthyl-IH—inclol;Z-céfboxyI.ic acid in DMF.

I-NMR (400 MHz, DMSO-dg): § [ppm]= 1.29 (2H), 1.38 - 1.72 (210), 2.26 - 2.43 (1H), 2.54
(311}, 2.71 - 3.21 (2H), 3.73 (3H), 3.84 - 4.18 (3I), 4.38 (3H), 6.59 (111), 7.15 - 7.28 (2H), 7.47
(1H), 7.55 (1H), 7.65 (111), 8.57 (1), 8.83 (1H).

Example 295: 2-({1-[(6-mcthoxy-1-methyl-1H-indol-2-yDcarbonyl}pipenidin-4-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

F\Fl/\ﬁ ;
r 0 o

HC

Analogously to Iixample 1b, Version B, 36 mg of the title compound was obtained from 100 mg

of 71a and 87 mg of 6-methoxy-1-methyl-1H-indol-2-carboxylic acid in DM,

'TI-NMR (400 MHz, DMSO-dg): & [ppm]= 1.28 (2R), 1.52 (2H), 2.25 - 2.43 (110), 2.54 (3H),
2.78 - 3.16 (2H), 3.70 (3H), 3.82 (3H), 3.97 - 4.63 (6H), 6.54 (1H), 6.73 (1H), 7.01 (1II), 7.21
(1H). 7.39 - 7.53 (2H), 8.57 (1H), 8.83 (11H).

Example 296: 2-{[1-(1H-Indol-2-ylcarbonyl)piperidin-4-ylJmethyl} -4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-S-carboxamide

H
FY\
N =
H N
E = —b
”}_. /
[e] N

Analogously to Example 1b, Version B, 43 mg of the title compound was obtained from 100 mg

of 71a and 68 mg of indol-2-carboxylic acid in IDXMF.
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"H-NMR (400 MHz, DMSO-de): & [ppm]= 1.16 - 1.40 (2H), 1.58 (2H), 2.27 - 2.44 (1H), 2.55
(3H), 2.77 - 3.24 (2H), 4.07 (2H), 4.30 - 4.59 (4H), 6.74 (1H), 6.95 - 7.08 (1H), 7.10 - 7.26 (2H),
7.40 (1H), 7.48 (1H), 7.59 (1H), 8.58 (1H), 8.84 (1), 11.54 (1H).

Example 297: 4-methyl-2-({1-[(1-methyl-1H-benzimidazol-2-yl)carbonyl]piperidin-4-yl}-
methyl)-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

H,
F\F}/\
N =
H . /N
F ¥ b
N.
10
o) N

H,C

Analogously to Example 1b, Version B, 26 mg of the title compound was obtained from 100 mg
of 71a and 75 mg of 1-methyl-1H-benzimidazol-2-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-de): & [ppm}= 1.17 - 1.42 (2H), 1.46 (1H), 1.57 - 1.75 (1H), 2.27 -
2.44 (1H), 2.54 (3H), 2.87 (1H), 3.11 (1H), 3.83 (3H), 4.07 (3H), 4.40 (2H), 4.48 - 4.62 (1H),
7.13 - 7.41 (3H), 7.47 (1H), 7.58 - 7.76 (2H), 8.58 (1H), 8.83 (1H).

Example 298: 4-methyl-2-({1-[(2-phenylthiazol-5-yl)carbonyl]piperidin-4-yl} methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide
.9 o
F
1880
“Q
<
o SJD

Analogously to Example 1b, Version B, 53 mg of the title compound was obtained from 100 mg
of 71a and 87 mg of 2-phenylthiazol-5-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.18 - 1.41 (2H), 1.56 (2H), 2.27 - 2.44 (1H), 2.54
(3H), 2.73 - 3.29 (2H), 3.93 - 4.53 (6H), 7.21 (1H), 7.42 - 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-ylJmethyl}-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide



10

15

WO 2014/187744 PCT/EP2014/060103

-231-

R
Qe

Analogously to Example 1b, Version B, 20 mg of the title compound was obtained from 100 mg
of 71a and 69 mg of benzoxazol-2-carboxylic acid in DMF.

"H-NMR (400 MHz, DMSO-d¢): & [ppm]= 1.19 - 1.44 (2H), 1.48 - 1.72 (2H), 2.29 - 2.46 (1H),
2.54 (3H), 2.82 - 3.01 (1H), 3.12 - 3.31 (1H), 4.07 (2H), 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}piperidin-4-yl} methyl)-N-(2,2,2-
trifluoroethyl)-2H-indazole-5-carboxamide

F Hy
F \
Y\ﬁj\éﬁ
F \N,%
Pl

Analogously to Example 1b, Version B, 20 mg of the title compound was obtained from 100 mg
of 71a and 80 mg of 2-phenyloxazol-5-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.15 - 1.43 (2H), 1.59 (2H), 2.31 - 2.45 (1H), 2.55
(3H), 2.70 - 3.35 (2H), 4.07 (2H), 4.39 (4H), 7.21 (1H), 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-(trifluoromethyl)pyridin-2-yl]-
oxy}benzoyl)piperidin-4-yljmethyl }-2H-indazole-5-carboxamide

F Hs
Fud =
j:/\ﬁié:‘:ﬁb
o
o5 S q
p—F
F

Analogously to Example 1b, Version B, 23 mg of the title compound was obtained from 75 mg
of 71a and 90 mg of 4-{[5-(trifluoromethyl)pyridin-2-yl]oxy} benzoic acid in DMF. ‘
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'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.13 - 1.35 (2H), 1.37 - 1.72 (2H), 2.19 - 2.42 (1H),
2.54 (3H), 2.69 - 3.17 (2H), 3.5 - 3.82 (1H), 3.91 - 4.18 (2H), 4.26 - 4.60 (3H), 7.28 (4H), 7.38
-7.56 (3H), 8.16 - 8.33 (1H), 8.49 - 8.63 (2H), 8.75 - 8.91 (1H).

Example 302: 2-{[1-(benzothiazol-2-yicarbonyl)piperidin-4-yllmethyl}-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

<0

Analogeusly to Example 1b, Version B, 35 mg of the title compound was obtained from 75 mg

of 71a and 57 mg of benzothiazol-2-carboxylic acid in DMF.

'"H-NMR (300 MHz, DMSO-ds): 5 [ppm]= 1.36 (2H), 1.59 (2H), 2.31 - 2.46 (1H), 2.55 (3H),
2.91 (1H), 3.26 (1H), 4.07 (2H), 4.31 - 4.61 (3H), 4.95 - 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-(triffuoromethyl)pyridin-3-yl]-
oxy}benzoyl)piperidin-4-ylJmethyl } -2H-indazole-5-carboxamide

H3
F
F
‘ B b,,
6 a
£ F

E

Analogously to Example 1b, Version B, 42 mg of the title compound was obtained from 75 mg
of 71a and 90 mg of the carboxylic acid prepared in Example 303b) in DMF.

'"H-NMR (400 MHz, DMSO-d): & [ppr}= 1.16 - 1.33 (2H), 1.34 - 1.67 (2H), 2.21 - 2.39 (1H),
2.54 (3H), 2.68 - 3.16 (2H), 3.52 - 3.76 (1H), 3.95 - 4.16 (2H), 4.28 - 4.61 (3H), 7.13 - 7.31
(3H), 7.46 (3H), 7.59 - 7.71 (1H), 7.92 (1H), 8.52 - 8.65 (2H), 8.84 (1H).

The starting material was prepared as follows:

Example 303a: 4-{[6-(trifluoromethyl)pyridin-3-ylJoxy} benzonitrile
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2.5 g of 5-bromo-2-(trifluoromethyl)pyridine, 5.8 g of 4-hydroxybenzonitrile, 10.8 g of caesium
carbonate and 1.87 g of molybdenum hexacarbonyl in 100 ml 1,4-dioxan were heated under
reflux until complete conversion. The reaction mixture was diluted with water, extracted several
times with ethyl acetate, and the combined organic phases washed with saturated sodium
chloride solution, dried over sodium sulphate and concentrated. The residue was purified by
column chromatography on silica gel using a hexane/ ethy! acetate gradient. Yield: 1.35 g of the

title compound.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 7.35 (2H), 7.75 - 7.84 (1H), 7.89 - 8.03 (3H), 8.66
(1H). '

Example 303b: 4-{{6-(trifluvoromethyl)pyridin-2-ylJoxy}benzoic acid

1.33 g of the compound prepared in Example 303a in 64 ml ethanol was treated with 32 ml of
40% potassium hydroxide solution and heated under reflux until complete conversion. The
reaction mixture was diluted with water and extracted with ethyl acetate. The organic phase was
washed with saturated sodium chloride solution, dried over sodium sulphate and concentrated.

Yield: 1.32 g of the title compound.

'"H-NMR (400 MHz, DMSO-dq): & [ppm]=7.19 - 7.33 (2H), 7.68 - 7.81 (1H), 7.90 - 8.08 (3H),
8.64 (1H), 12.71 - 13.28 (1H).

Example 304: 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[6-(trifluoromethyl)pyridin-2-yl]-
oxy}benzoyl)piperidin-4-ylmethyl}-2H-indazole-5-carboxamide

Q

H.'t
= F
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Analogously to Example 1b, Version B, 4§ mg of the title compound was obtained from 75 mg

of 71a and 90 mg of 4-{[6-(trifluoromethyl)pyridin-2-yl]oxy}benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dq): & [ppm]= 1.15 - 1.34 (2H), 1.35 - 1.71 (2H), 2.23 - 2.41 (1H),
2.54 (3H), 2.67 - 3.17 (2H), 3.51 - 3.77 (1H), 3.97 - 4.18 (2H), 4.22 - 4.65 (3H), 7.13 - 7.31
(3H), 7.37 (1H), 7.41 - 7.53 (3H), 7.67 (1H), 8.07 - 8.20 (1H), 8.57 (1H), 8.75 - 8.92 (1H).

Example 305: 4-methyl-2-({1-[(3-phenyl-1,2,4-oxadiazol-5-yl)carbonyl]piperidin-4-yl} methyl)-
N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

B
o J
F
Y
F 2
0,0
'}/._(1.
¢ ‘o-N

k/[‘\‘n’
Analogously 1o Examiple 1b, Version B, 40 mg of the title compound was obtained from 90 mg

of 71a and 73 mg of 3-phenyl-1,2,4-oxadiazol-5-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.18 - 1.43 (2H), 1.48 - 1.72 (2H), 2.33 - 2.47 (1H),
2.54 (3H), 2.95 (1H), 3.24 (1H), 3.94 - 4.17 (3H), 4.33 - 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}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

H:\
F\F\/\
N =
H N
F N bf
o
[¢)

]

N

Analogously to Example 1b, Version B, 59 mg of the title compound was obtained from 110 mg

of 71a and 101 mg of 4-(4-cyanophenoxy)benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): § [ppm]=1.17 - 1.34 (2H), 1.35 - 1.70 (2H), 2.18 - 2.41 (1H),
2.54 (3H), 2.70 - 3.18 (2H), 3.54 - 3.79 (1H), 4.07 (2H), 4.37 (3H), 7.10 - 7.28 (SH), 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}methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide
F &
F
Y\Nj\éf\”b
6]
Rs"

Analogously to Example 1b, Version B, 40 mg of the title compound was obtained from 100 mg

of 71a and 89 mg of 4-(3-fluorophenoxy)benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dy): 8 [ppm]= 1.14 - 1.34 (2H), 1.36 - 1.70 (2H), 2.22 - 2.44 (1H),
2.54 (3H), 2.70 - 3.13 (2H), 3.52 - 3.86 (1H), 4.07 (2H), 4.37 (3H), 6.79 - 7.12 (SH), 7.21 (1H),
7.35 -7.52 (4H), 8.55 (1H), 8.81 (1H).

Example 308: 4-methyl-N-(2,2,2-trifluoroethyi)-2-[(1-{4-[3-(trifluvoromethyl)phenoxy]-
benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide '

Q

O

Analogously to Example 1b, Version B, 47 mg of the title compound was obtained from 100 mg

¢ H,
o

of 71a and 119 mg of 4-[3-(trifluoromethyl)phenoxy]benzoic acid in DMF.

'"H-NMR (400 MHz, DMSO-dg): 5 [ppm]=1.16 - 1.34 (2H), 1.37 - 1.66 (2H), 2.22 - 2.38 (1H),
2.54 (3H), 2.69 - 3.14 (2H), 3.50 - 3.83 (1H), 4.07 (2H), 4.37 (3H), 7.10 (2H), 7.21 (1H), 7.36
(1H), 7.39 - 7.50 (4H), 7.54 (1H), 7.61 - 7.75 (1H), 8.55 (1H), 8.81 (1H).

Example 309: 4-methyl-2-({1-[(5-phenyloxazol-2-yl)carbonyl]piperidin-4-yl} methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

£ "
Fql/\
N ==
H N
Rale

N,
)
o] (o)

e



10

15

20

WO 2014/187744 PCT/EP2014/060103

- 236 -

Analogously to Example 1b, Version B, 10 mg of the title compound was obtained from 100 mg

of 71a and 73 mg of 5-phenyloxazol-2-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.24 (2H), 1.58 (2H), 2.29 - 2.45 (1H), 2.55 (3H),
2.86 (1H), 3.21 (1H), 4.07 (2H), 4.31 - 4.52 (3H), 4.62 (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} piperidin-4-yl)methyl]-4-methy]l-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

. 0 H,
.:Y\Ekéﬁ
SRS

<‘/ \?
DAY

N
N

Analogously to Example 1b, Version B, 47 mg of the title compound was obtained from 100 mg
of 71a and 119 mg of 4-[3-(trifluoromethyl)phenoxyjbenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.16 - 1.34 (2H), 1.37 - 1.66 (2H), 2.22 - 2.38 (1H),

- 2.54 (3H), 2.69 - 3.14 (2H), 3.50 - 3.83 (1H), 4.07 (2H), 4.37 (3H), 7.10 (2H), 7.21 (1H), 7.36

(1H), 7.39 - 7.50 (4H), 7.54 (1H), 7.61 - 7.75 (1H), 8.55 (1H), 8.81 (1H).

Example 311: 2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl} piperidin-4-yl)methyl]-4-methyl-N-

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

Q

Q

Cl

CH,
FF ﬁ :
ﬁ/\N N
H - /N
F xn N b
Q :

Analogously to Example 1b, Version B, 72 mg of the title compound was obtained from 100 mg
of 71a and 96 mg of 4-[(5-chloropyridin-2-yl)oxy]benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.17 - 1.34 (2H), 1.36 - 1.73 (2H), 2.22 - 2.41 (1H),
2.54 (3H), 2.69 - 3.18 (2H), 3.47 - 3.88 (1), 4.07 (2H), 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-[(1-14-]5-(trifluoromethyDpyridin-2-v1]}-

benzoyl} piperidin-4-ylmethyl]-2H-indazole-5-carboxamide

C GCH

Fu ‘
A
F S N z i

Yo

Analogously to Examplc 1b, Version B, 83 mg of the title compound was obtained from 100 mg

=y

of 71a and 103 mg o[ 4-|5-(trifluoromethyl)pyridin-2-yl]benzoic acid in DMF.

'"H-NMR (400 MHz, DMSO-dy): & [ppm]= 1.28 (2H), 1.36 - 1.73 (2H). 2.33 (1H), 2.54 (3H),
2.70 - 3.18 (2H), 3.47 - 3.76 (1H), 3.96 - 4.16 (2H), 4.38 (3H), 7.21 (1H), 7.41 - 7.60 (3H), 8.17
- 8.40 (4H), 8.56 (111), 8.81 (1H), 9.07 (1H).

Example 313: 2-({1-[4-(2,4-difluorophenoxy)oenzoy!ipiperidin<4-yi} methyl)j-4-methyl-N-

(2,2,2-trifluoroethyl)-2H-indazole-3-carboxamide

it « ‘N’N N
oo
7N\
F

Analogously to Example 1b, Version B, §7 mg of the title compound was obtained from 100 ing

of 71a and 96 mg of 4-(2,4-difluorophenoxy)benzoic acid in DMF,

"H-NMR (400 MIlz, DMSO-dg): & [ppm]= 1.23 (2H), 1.34 - 1.72 (2H), 2.18 - 2.42 (1), 2.52 -
2.58 (311), 2.69 - 3.20 (2H), 3.43 - 3.84 (1H), 4.07 (2H), 4.36 (31), 6.92 - 7.06 (2ED), 7.09 - 7.25
(210), 7.28 - 7.42 (310), 7.43 - 7.61 (2H), 8.55 (1H), 8.81 (ITI).

Example 314: 2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-

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

F ' s
F A SN ’N-l
N >
?
0 ves

F
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Analogously to Example 1b, Version B, 48 mg of the title compound was obtained from 100 mg

of 71a and 96 mg of 4-(3.4-difluorophenoxvibenzoic acid in DMT.

"H-NMR (400 MHz, DMSO-dg): 8 [ppml= 1.24 (2H), 1.36 - 1.72 (2H), 2.19 - 2.42 (1), 2.54
(3ED), 2.70 - 3.17 (2H), 3.44 - 3.86 (1H), 3.99 - 4.17 (2H). 4.36 (311), 6.86 - 6.97 (LH), 7.01 -
7.11 (2H), 7.21 (111), 7.29 (11I), 7.35 - 7.55 (4H), 8.55 (1H), 8.81 (111).

Example 315: 4-methyl-N-(2,2,2-triflnoroethyl)-2-[(1-{[4"-(tri{lluoromethyl)biphenyl-4-yl]-

carbonyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 32 mg of the title compound was obtained from 100 mg

of 71a and 102 mg of 4 (trifluoromethyl)biphenyvl-4-carboxylic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.27 (2H), 1.37 - 1.71 (2H), 2.24 - 2.39 (1H), 2.53
(3H), 2.70 - 3.18 (2H), 3.43 - 3.51 (2H), 3.54 - 3.86 (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), 8.51 (1H).

Example 316: 2-{[1-(4-bromobenzoyl)piperidin-4-ylJmethyl}-4-methyl-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

Q,
O
D
d CH,

Analogously to Example 1b, Version B, 6.96 g of the title compound was obtained from 5.61 g

71a and 2.89 g of 4-bromobenzoic acid.

"H-NMR (300 MIlz, DMSO-dg): 8 [ppm]= 1.17 - 1.32 (21I), 1.34 - 1.74 (2H), 2.19 - 2.41 (1H),
2.54 (3H), 2.88 - 3.22 (211), 3.42 - 3.74 (1H), 3.94 - 4.18 (211), 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]piperidin-4-y1} methyl)-4-methyl-N-

(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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Q,
7 N_/ N\
O~
FS\/N =
G CH,

80 mg of the aryl bromide prepared in Example 316 together with 32 mg of (5-chloropyridin-2-
yDboronic acid was first placed in 1 ml tetrahydrofuran, treated with 17.3 mg of
1,1°-bis(diphenylphosphino)ferrocenodichloropalladium(Il) and 0.17 ml of 1M potassium
carbonate solution and heated in the microwave for 10 minutes at 120°C (100 watts). After fresh
addition of 11 mg of (5-chloropyridin-2-yl)boronic acid and 17.3 mg of the palladium(II)
catalyst, the reaction mixture was again heated in the microwave for 10 minutes at 120°C (100
watts) until complete conversion. The reaction mixture was concentrated. After HPLC

purification, this yielded 15 mg of the title compbund.

'"H-NMR (300 MHz, DMSO-d.): 8 [ppm}= 1.18 - 1.36 (2H), 1.37 - 1.75 (2H), 228 - 2.38 (1H),
2.54 (3H), 2.73 - 3.18 (2H), 3.49 - 3.74 (1H), 3.95 - 4.16 (2H), 4.28 - 4.62 (3H), 7.22 (1H), 7.33
-7.65 (5H), 7.98 - 8.22 (3H), 8.56 (1H), 8.77 - 8.91 (1H).

Example 318: 2-({1-[(4-methoxy-2"-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

0: . i . O’CHJ
f;\/;‘j(@j}'qp
E
¢} CH,

Analogously to Example 317, 50 mg of the title compound was obtained from 125 mg of
316 and 53 mg of (4-methoxy-2-methyl-phenyl)boronic acid.

"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.16 - 1.36 (2H), 1.37 - 1.74 (2H), 2.23 (3H), 2.29 -
2.38 (1H), 2.54 (3H), 2.72 - 3.12 (2H), 3.77 (41), 3.97 - 4.17 (2H), 4.38 (3H), 6.75 - 6.94 (2H),
7.07 -7.26 (2H), 7.29 - 7.56 (SH), 8.56 (1H), 8.81 (11).

Example 319: 4-methyl-2-({1-[4-(6-methylpyridin-3-yl)benzoyl]piperidin-4-yl} methyl)-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide
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H,

N =/
S )
0 CH,

Analogously to Example 317, 37 mg of the title compound was obtained from 125 mg of 316
and 44 mg of (6-methylpyridin-3-yl)boronic acid under reflux.

'"H-NMR (300 MHz, DMSO-dg): & [ppm}= 1.15 - 1.35 (2H), 1.37 - 1.71 (2H), 2.20 - 2.40 (1H),
2.52 (3H), 2.54 (3H), 2.74 - 3.15 (2H), 3.52 - 3.82 (1H), 4.07 (2H), 4.38 (3H), 7.20 (1H), 7.37
(1H), 7.47 (3H), 7.77 (2H), 8.01 (1H), 8.57 (1H), 8.72 - 8.92 (2H).

Example 320: 2-({1-[(4-fluoro-2"-methoxybiphenyl-4-yl)carbonylipiperidin-4-yl} methyl)-4-
methyl-N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

HC—O

§O>F

Analogously to Example 317, 60 mg of the title compound was obtained from 125 mg of 316
and 75 g of (4-fluoro-2-methoxyphenyl)boronic acid under reflux.

'"H-NMR (300 MHz, DMSO-dg): 8 [ppm]= 1.16 - 1.37 (2H), 1.38 - 1.75 (2H), 2.25 - 2.37 (1H),
2.54 (3H), 2.72 - 3.17 (2H), 3.79 (4H), 4.07 (2H), 4.38 (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-(trifluoromethyl)pyridin-3-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

- = F
eow 1)‘\ p
F>k/NW =
O CH,

Analogously to Example 317, 45 mg of the title compound was obtained from 125 mg of 316
and 84 mg of [6-(trifluoromethyl)pyridin-3-yl}boronic acid under reflux.
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'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.15 - 1.37 (2H), 1.37 - 1.71 (2H), 2.22 - 2.41 (1H),
2.54 (3H), 2.73 - 3.20 (2H), 3.45 - 3.74 (1H), 3.93 - 4.17 (2H), 4.29 - 4.62 (3H), 7.21 (1H), 7.39
- 7.62 (4H), 7.89 (2H), 8.01 (1H), 8.57 (1H), 8.73 - 8.92 (1H), 9.13 (1H).

Example 322: 2-({1-[4-(6-methoxypyridin-3-yl)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

e H)@NP
DN 2
0 cH,

Analogously to Example 317, 54 mg of the title compound was obtained from 125 mg of 316

SHy
O

and 68 mg of (6-methoxypyridin-3-yl)boronic acid under reflux.

'H-NMR (300 MHz, DMSO-dg): 5 [ppm]=1.13 - 1.35 (2H), 1.36 - 1.71 (2H), 2.20 - 2.40 (1H),
2.54 (3H), 2.73 - 3.16 (2H), 3.51 - 3.77 (1H), 3.90 (3H), 3.96 - 4.19 (2H), 4.37 (3H), 6.93 (1H),
7.20 (1H), 7.39 - 7.52 (3H), 7.73 (2H), 8.05 (1H), 8.47 - 8.63 (2H), 8.83 (1H).

Example 323: 2-({1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-

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

=
p O—CH,
F =N
S O
O CH,

Analogously to Example 317, 55 mg of the title compound was obtained from 125 mg of 316
and 49 mg of (6-methoxypyridin-2-yl)boronic acid under reflux.

"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.16 - 1.36 (2H), 1.37 - 1.69 (2H), 2.20 - 2.41 (1H),
2.54 (3H), 2.74 - 3.16 (2H), 3.47 - 3.81 (1H), 3.96 (3H), 4.06 (2H), 4.38 (3H), 6.81 (1H), 7.21
(1H), 7.47 (3H), 7.60 (1H), 7.74 - 7.90 (1H), 8.15 (2H), 8.56 (1H), 8.81 (1H).

Example 324: 4-methyl-2-({1-[4-(5-methylpyridin-2-yl)benzoyl]piperidin-4-yl} methyl)-N-
(2,2,2-triflucroethyl)-2H-indazole-5-carboxamide
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— =
F N
§>’\/H N
N. Sy
O CH,

Analogously to Example 317, 9 mg of the title compound was obtained from 125 mg of 316 and
44 mg of (5-methylpyridin-2-yl)boronic acid under reflux.

'"H-NMR (300 MHz, DMSO-dq): & [ppm]= 1.16 - 1.36 (2H), 1.37 - 1.71 (2H), 2.24 - 2.30 (1H),
2.34 (3H), 2.54 (3H), 2.74 - 3.16 (2H), 3.52 - 3.79 (1H), 3.93 - 4.17 (2H), 4.38 (3H), 7.20 (1H),
7.37 -7.54 (3H), 7.66 - 7.78 (1H), 7.89 (1H), 8.11 (2H), 8.45 - 8.61 (2H), 8.74 - 8.88 (1H).

Example 325:  2-({1-[4-(5-fluoropyridin-2-yl)benzoyl]piperidin-4-y1} methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

: — -/ N/
N,
o <,

Analogously to Example 317, 35 mg of the title compound was obtained from 125 mg of 316

and 45 mg of (5-fluoropyridin-2-yl)boronic acid under reflux.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.17 - 1.34 (2H), 1.35 - 1.69 (2H), 2.22 - 2.41 (1H),
2.54 (3H), 2.69 - 3.19 (2H), 3.51 - 3.78 (LH), 4.07 (2H), 4.38 (3H), 7.20 (1H), 7.40 - 7.53 (3H),
7.85 (1H), 8.04 - 8.17 (3H), 8.57 (1H), 8.68 (1H), 8.83 (1H).

Example 326: 2-({1-[4-(5-methoxypyridin-2-yl)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-
(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

a
N
0 CH,

Analogously to Example 317, 94 mg of the title compound was obtained from 125 mg of 316

SH,
C

and 49 mg of (5-methoxypyridin-2-yl)boronic acid under reflux.



10

15

20

WO 2014/187744 PCT/EP2014/060103

243 .

"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.19 - 1.36 (2H), 1.37 - 1.69 (2H), 2.28 - 2.40 (1H),
2.54 (3H), 2.73 - 3.19 (2H), 3.48 - 3.79 (1H), 3.88 (31), 4.07 (2H), 4.38 (3H), 7.20 (1H), 7.38 -
7.55 (4H), 7.96 (1H), 8.07 (2H), 8.39 (1H), 8.57 (1H), 8.82 (1H).

Example 327: 4-methyl-2-({1-[4-(2-methylpyrimidin-5-yl)benzoyl]piperidin-4-yl} methyl)-N-
(2,2,2-triftuoroethyl)-2H-indazole-5-carboxamide

-O-Chro
=N

’V\r@p

0 Ci,

Analogously to Example 317, 46 mg of the title compound was obtained from 125 mg of 316

and 102 mg of (2-methylpyrimidin-5-yl)boronic acid pinacol ester under reflux.

'H-NMR (400 MHz, DMSO-d,): 8 [ppm]= 1.16 - 1.35 (2H), 1.35 - 1.67 (2H), 2.21 - 2.42 (1H),
2.54 (3H), 2.67 (3H), 2.71 - 2.89 (1H), 2.93 - 3.20 (1H), 3.50 - 3.73 (1H), 4.07 (2H), 4.37 (3H),
7.20 (1H), 7.40 - 7.57 (3H), 7.85 (2H), 8.57 (1H), 8.84 (1H), 9.05 (2H).

Example 328: 4-methyl-N-(2,2,2-trifluoroethyl)-2-{(1-{4-[2-(trifluoromethyl)pyrimidin-5-yl]-
benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

xr@p
O CH,

F
Analogously to Example 317, 34 mg of the title compound was obtained from 125 mg of 316
and 89 mg of [2-(trifluoromethyl)pyrimidin-5-yl]boronic acid under reflux.

"H-NMR (400 MEz, DMSO-de): 8 [ppm]= 1.21 - 1.35 (2H), 1.36 - 1.71 (2H), 2.23 - 2.41 (1H),
2.54 (3H), 2.71 - 2.89 (1H), 2.94 - 3.17 (1H), 3.48 - 3.72 (1H), 4.05 (2H), 4.28 - 4.61 (3H), 7.21
(1H), 7.47 (1H), 7.57 (2H), 7.98 (2H), 8.57 (1I), 8.84 (1H), 9.44 (2H).

Example 329: 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[6-(trifluoromethyl)pyridin-2-yl}-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide
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Analogously to Example 317, 70 mg of the title compound was obtained from 125 mg of 316

and 121 mg of [6-(trifluoromethyl)pyridin-2-yl]boronic acid pinacol ester under reflux.

"HLNMR (400 Milz, DMSO-de): § [ppm]= 1.19 - 1.36 (2H), 1.37 - 1.72 (2H), 2.23 - 2.39 (1H),
2.54 (310, 2.68 - 2.90 (14), 2.92 - 3.16 (1H), 3.50 - 3.73 (111), 4.06 (2H), 4.38 (3H), 7.20 (1H),
7.41 - 7.60 (3H), 7.89 (1H), 8.11 - 8.27 (3H), 8.33 (1H), 8.56 (1H), 8.81 (1H).

Example 330: 2-({1-[4-(4-cyanophenoxy)benzoy!|pipenidin-4-yl} methyl)-N-(2-methoxyethyl)-

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

/4

Q :
0
L
H \N
H,C. 0/\/N S
o o

Analogously to Ixample 1b, Version B, 151 mg of the title compound was obtained from

213 mg of 71a and 153 myg of 4-(4-cyanophenoxy)benzoic acid in DMT.

'"H-NMR (300 MHz. DMSO-dg): 8 [ppm]= 1.22 (2I7), 1.31 - 1.66 (2H), 2.15 - 2.36 (1H), 2.49
(3H), 2.70 - 3.12 (2H), 3.24 (3H), 3.36 (2}, 3.39 - 3.46 (2H), 3.50 - 3.79 (1H), 4.32 (3H), 7.00 -
7.23 (5H), 7.30 - 7.49 (3H), 7.75 - 7.91 (2H), 8.12 (1H). $.48 (1H). ’

Example 331: N-(2-methoxyethyl)-4-methyl-2-({1-[(1-methyl-1H-indol-3-yl)carbonyl]-

piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 26 mg of the title compound was obtained from 38 mg

of 71a and 36 mg of 1-methyl-1H-indol-3-carboxylic acid in DMF.
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"H-NMR (300 MHz, DMSO-dg): 8 [ppm]= 1.23 (2I0), 1.43 - 1.64 (211), 2.20 - 2.39 (1H), 2.53

(3H), 2.80 - 3.03 (2H), 3.28 (3, 3.37 - 3.50 (4H), 3.81 (3H), 4.37 (4H), 7.18 (3H), 7.36 - 7.53
(2H), 7.67 (211), 8.04 - 8.25 (1H), 8.52 (1H).

Example 332: 2-{[1-(4-bromo-3-methylbenzoylpiperidin-4-ylJmethyl}-N-(2-methoxyethyl)-4-

methyl-211-indazole-5-carboxamide

Analogously to Example 1b. Version B, 498 mg of the title compound was obtained from

807 mg of 712 and 788 mg of 4-bromo-3-methylbenzoice acid in DMF.

‘H-NMR (300 MHz, DMSO-dy): & [ppm]= 1.20 - 1.32 (2H). 1.33 - 1.67 (2H]), 2.24 - 2.33 (1H),
2.36 (3H), 2.52 (3H), 2.73 (1H), 2.91 - 3.13 (1H), 3.28 (3H), 3.35 - 3.63 (SH), 4.34 (3H), 7.03 -
7.23 (2H), 7.30 - 7.49 (2H), 7.63 (1H), 8.15 (1H), 8.51 (111).

Example 333: 2-{[1-(4-tert-butylbenzoyl)piperidin-4-ylJmcthyl}-N-(2-methoxyethyl)-4-methyl-
2H-indazole-5-carboxamide

1,
HJCIO\/\ﬁ =

N
~ 7
e
7t
o \ 7 Hscl CH,

Analogously to Fixample 1b, Version B, 50 mg of the title compound was obtained from 100 mg

of 71a and 81 mg of 4-tert-butylbenzoic acid in DMF.

'"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.20 - 1.33 (1111), 1.33 - 1.67 (2H), 2.21 - 2.37 (1H),
2.52 (3H), 2.68 - 3.10 (2H), 3.28 (3H), 3.36 - 3.43 (211), 3.45 (211), 3.52 - 3.74 (1), 4.35 (3H),
7.18 (1H), 7.25 - 7.35 (2H), 7.36 - 7.52 (3I), 8.15 (1H), 8.50 (LH).

Example  334:  2-({1-[4-(1-hydroxy-1-mecthylethyl)benzoyl]piperidin-4-yl } methyl)-N-(2-

methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 28 mg of the title compound was obtained from 100 mg

of 71a and 82 mg of 4-(1-hydroxy-1-methylethyl)benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dq): & [ppm]= 1.24 (2H), 1.42 (8H), 2.20 - 2.40 (1H), 2.52 (3H),
2.64 -3.11 (2H), 3.28 (3H), 3.34 - 3.43 (2H), 3.43 - 3.51 (2H), 3.53 - 3.71 (1H), 4.35 (3H), 4.76
-5.43 (1H), 7.18 (1H), 7.28 (2H), 7.42 (1H), 7.46 - 7.56 (2H), 8.15 (1H), 8.51 (1H).

Example 335:  2-{[1-(4-cyclohexylbenzoyl)piperidin-4-yl]methyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

Q
L0~ il ?i’/
HC @N
0
0O

Analogously to Example 1b, Version B, 75 mg of the title compound was obtained from 100 mg
of 71a and 93 mg of 4-cyclohexylbenzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.10 - 1.63 (9H), 1.64 - 1.89 (5H), 2.17 - 2.40 (1H),
2.52 (3H), 2.69 - 3.08 (2H), 3.28 (3H), 3.38 - 3.43 (2H), 3.43 - 3.49 (2H), 3.53 - 3.73 (1H), 4.35
(3H), 7.18 (1H), 7.27 (4H), 7.42 (1H), 8.15 (1H), 8.50 (1H).

Example 336: N-(2-methoxyethyl)-2-{[1-(6-methoxy-2-naphthoyl)piperidin-4-yljmethyl}-4-

methyl-2H-indazole-5-carboxamide
Hac’D\Aﬁ

Analogously to Example 1b, Version B, 23 mg of the title compound was obtained from 100 mg
of 71a) and 92 mg of 6-methoxy-naphthalen-2-carboxylic acid in DMF.



10

15

20

WO 2014/187744 PCT/EP2014/060103

-247 -

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.23 (2H), 1.37 - 1.72 (2H), 2.23 - 2.39 (1H), 2.52
(3H), 2.72 - 3.12 (2H), 3.28 (3H), 3.36 - 3.42 (2H), 3.43 - 3.49 (2H), 3.59 - 3.81 (1H), 3.89 (3H),
4.36 (3H), 7.09 - 7.27 (2H), 7.33 - 7.49 (3H), 7.79 - 7.95 (3H), 8.15 (1H), 8.51 (1H).

Example 337: N-(2-methoxyethyl)-4-methyl-2-({1-[(2-phenylthiazol-5-yl)carbonylpiperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

HJ
HJC’O\/\N N
ERaRe
p

Analogously to Example 1b, Version B, 36 mg of the title compound was obtained from 100 mg

of 71a and 93 mg of 2-phenylthiazol-5-carboxylic acid in DMF.

'"H-NMR (400 MHz, DMSO-ds): § [ppm]= 1.23 (2H), 1.55 (2H), 2.19 - 2.45 (1H), 2.52 - 2.56
(3H), 2.70 - 3.24 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.44 - 3.49 (2H), 4.37 (4H), 7.19 (1H), 7.43
(1H), 7.49 - 7.62 (3H), 7.90 - 8.03 (2H), 8.08 - 8.25 (2H), 8.52 (1H).

Example 338: N-(2-methoxyethyl)-4-methyl-2-({1-[(1-methyl-1H-benzimidazol-2-yl)carbonyl}-
piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

Hy
/o\/\
N
<0
o P

HC

Analogously to Example 1b, Version B, 39 mg of the title compound was obtained from 100 mg
of 71a and 80 mg of 1-methyl-1H-benzimidazol-2-carboxylic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.22 - 1.43 (2H), 1.43 - 1.53 (1H), 1.59 - 1.70 (1H),
2.27 - 2.44 (1H), 2.53 (3H), 2.87 (1H), 3.11 (1H), 3.28 (3H), 3.36 - 3.42 (2H), 3.43 - 3.48 (2H),
3.83 (3H), 4.00 - 4.14 (1H), 4.39 (2H), 4.48 - 4.61 (1H), 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-phenyloxazol-5-yl)carbonyl]piperidin-4-

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

H3
H,C/O\/\N N .
Ihale
w?
o} [e) ‘ N
—

Analogously to E){ample 1b, Version B, 30 mg of the title compound was obtained from 100 mg
of 71a and 86 mg of 2-phenyloxazol—5-carbbxylic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.14 - 1.48 (2H), 1.59 (2H), 2.24 - 2.46 (1H), 2.52 -
2.56 (3H), 2.71 - 3.01 (1H), 3.11 - 3.26 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 4.38
(4H), 7.19 (1H), 7.43 (1H), 7.52 - 7.67 (3H), 7.80 (1H), 7.97 - 8.05 (2H), 8.16 (1H), 8.53 (1H).

Example 340: 2-{[1-(benzoxazol-2-ylcarbonyl)piperidin-4-yljmethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 37 mg of the title compound was obtained from 100 mg
of 71a and 84 mg of benzoxazol-2-carboxylic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): 5 [ppm]= 1.19 - 1.43 (2H), 1.48 - 1.73 (2H), 2.28 - 2.45 (1H),
2.53 (3H), 2.91 (1H), 3.22 (1H), 3.33 - 3.57 (m, 7H), 4.25 - 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]piperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

H3
O
e N N
\N/ b
(e}

Y4

HyC CH,
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Analogously to Example 1b, Version B, 20 mg of the title compound was obtained from 100 mg

of 71a and 86 mg of 4-(1-cyano-1-methylethyl)benzoic acid in DMF.

"H-NMR (300 MHz, DMSO-d¢): § [ppm]= 1.17 - 1.34 (2H), 1.35 - 1.64 (2H), 1.70 (6H), 2.16 -
2.40 (1H), 2.52 (3H), 2.64 - 3.13 (2H), 3.28 (3H), 3.40 (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 (1H), 8.50 (1H).

Example 342: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyrimidin-2-yloxy)benzoyl]piperidin-4-

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

j\&
/0\/\
HC N =
H
\N/N_b
o) : />—N

o

Analogously to Example 1b, Version B. 37 mg of the title compound was obtained from 100 mg

of 71a and 98 mg of 4-(2-pyrimidinyloxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.26 (2H), 1.38 - 1.66 (2H), 2.20 - 2.40 (1H), 2.52 -
2.56 (3H), 2.70 - 3.16 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49 (2H), 3.64 - 3.77 (m, 1H),
436 (3H), 7.18 (1H), 7.22 - 7.33 (3H), 7.39 - 7.49 (3H), 8.15 (1H), 8.43 - 8.57 (1H), 8.66 (2H).

Example 343: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-3-yloxy)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

o]
e

Analogously to Example 1b, Version B, 7 mg of the title compound was obtained from 75 mg of

Hy
/o\/\
N ==
H,C’ N — N
o)

71a and 73 mg of 4-(3-pyridyloxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]}= 1.17 - 1.32 (2H), 1.35 - 1.69 (2H), 2.19 - 2.38 (1H),
2.52 (3H), 2.70 - 3.14 (2H), 3.28 (3H), 3.34 - 3.43 (2H), 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 (3H), 7.47 - 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-naphthoyl)piperidin-4-yl]methyl}-4-

methyl-2H-indazole-5-carboxamide

H3
0
H,C” \/\ﬂj\&\N
= _b O~CH,
\f‘i
0

Analogously to Example 1b, Version B, 28 mg of the title compound was obtained from 75 mg
of 71a and 69 mg of the carboxylic acid prepared in Example 344c) in DMF.

'"H-NMR (400 MHz, DMSO-de): & [ppm]= 1.21 - 1.35 (2H), 1.37 - 1.75 (2H), 2.23 - 2.39 (1H),
2.52 (3H), 2.73 - 3.13 (2H), 3.28 (3H), 3.35 - 3.42 (2H), 3.45 (2H), 3.53 - 3.74 (1H), 3.88 (3H),
4.37 (3H), 7.13 - 7.25 (2H), 7.29 (1H), 7.36 - 7.48 (2H), 7.77 - 7.93 (3H), 8.15 (1H), 8.52 (1H).

The starting material was prepared as follows:

Example 344a: : 7-meihoxynaphthalen-2-y1-l »1,2,2,3,3,4,4,4-nonafluorobutan-1-sulphonate

FiF

FM,O o,
F Fﬁ 3
F F 0o

5.12 g of 7-methoxy-2-naphthol were dissolved in 50 ml toluene and cooled to 0°C. 30.7 ml of
N,N-diisopropylethylamine and 17.6 ml of nonafluorobutanesulphonyl fluoride were
successively added dropwise to this and the reaction mixture was then stirred at room
temperature until complete conversion. The reaction mixture was poured into 600 ml of
saturated ammonium chloride solution, the deposited brown oil separated and the aqueous phase
extracted several times with ethyl acetate. The combined organic phases were washed with water
and saturated sodium chloride solution, dried and concentrated. The residue was purified by
column chromatography on silica gel using a hexane/ ethyl acetate gradient. Yield: 11.45 g of

the title compound.

'H-NMR (400 MHz, DMSO-dg):  [ppm]= 3.89 (3H), 7.28 (1H), 7.41 (1H), 7.52 (1H), 7.90 -
8.00 (2H), 8.05 (1H).

Example 344b: Methyl 7-methoxynaphthalen-2-carboxylate
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Analogously to Example le, 2.34 g of the title compound was obtained from 11.0 g of 344a and

8.8 ml of methanol.

'H-NMR (400 MHz, DMSO-dq): & [ppm]= 3.89 (3H), 3.91 (3H), 7.31 (1H), 7.57 (1H), 7.82
(1H), 7.94 (2H), 8.54 (1H).

Example 344¢: 7-methoxynaphthalen-2-carboxylic acid

o
HO OO “CH,

Analogously to Example 258d, 1.27 g of the title compound was obtained from 2.0 g of 344b.

'"H-NMR (300 MHz, DMSO-d): 8 [ppm]= 3.89 (3H), 7.30 (1H), 7.53 (1H), 7.78 - 7.86 (1H),
7.87 - 8.01 (2H), 8.50 (1H), 12.99 (1H).

Example 345: N-(2-mcthoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-ylJoxy}-
benzoyl)piperidin-4-ylJmethyl} -2H-indazole-5-carboxamide

H3
0.
o~ 7/
e
o
o

7N
F F

F

Analogously to Example 1b, Version B, 221 mg of the title compound was obtained from
200 mg of 71a and 232 mg of 4-{[5-(triflucromethyl)pyridin-2-ylJoxy} benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-de): & [ppm]= 1.21 - 1.34 (2H), 1.36 - 1.72 (2H), 2.23 - 2.39 (1H),
2.53 (3H), 2.89 (2H), 3.31 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.53 - 3.86 (1H), 4.36 (3H),
7.18 (1H), 7.23 - 7.33 (3H), 7.37 - 7.50 (3H), 8.13 (1H), 8.25 (1H), 8.51 (1H), 8.55 - 8.63 (1H).

Example 346: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-2-yloxy)benzoyl]piperidin-4-
yl}-methyl)-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 29 mg of the title compound was obtained from 100 mg
of 71a and 98 mg of 4-(2-pyridyloxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-de): & [ppm]= 1.23 (2H), 1.39 - 1.68 (2H), 2.24 - 2.39 (1H), 2.52 -
2.56 (3H), 2.71 - 3.13 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.45 (2H), 3.53 - 3.87 (1H), 4.36 (3H),
7.08 (1H), 7.13 - 7.26 (4H), 7.34 - 7.52 (3H), 7.88 (1H), 8.07 - 8.23 (2H), 8.51 (1H).

Example 347: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[4-(trifluoromethy!)pyrimidin-2-yl]}-
oxy}benzoyl)piperidin-4-ylJmethyl}-2H-indazole-5-carboxamide

H
H,C, 0\/\ﬁ =
\N%
e} :

Analogously to Example 1b, Version B, 11 mg of the title compound was obtained from 75 mg
of 71a and 97 mg of 4-{[4-(trifluoromethyl)pyrimidin-2-ylJoxy}benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-d¢): & [ppm]= 1.23 (2H), 1.37 - 1.69 (2H), 2.19 - 2.39 (1H), 2.53
(3H), 2.68 - 3.18 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.45 (2H), 3.51 - 3.79 (1H), 4.36 (3H), 7.18
(1H), 7.31 - 7.39 (2H), 7.39 - 7.53 (3H), 7.81 (1H), 8.15 (1H), 8.51 (1H), 9.00 (1ED).

Example 348: 2-{[1-(benzothiazol-2-ylcarbonyl)piperidin-4-ylJmethyl}-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

Hy
A TN
=
N
~ 1)
o} §

Analogously to Example 1b, Version B, 28 mg of the title compound was obtained from 75 mg
of 71a and 61 mg of benzothiazol-2-carboxylic acid in DMF.
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"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.34 (2H), 1.62 (2H), 2.32 - 2.45 (1H), 2.53 (3H),
2.82 -3.00 (1H), 3.26 (1H), 3.28 (3H), 3.40 (2H), 3.43 - 3.50 (2H), 4.38 (3H), 4.98 - 5.23 (1H),
7.19 (1H), 7.43 (1H), 7.59 (2H), 8.01 - 8.30 (3H), 8.53 (1H).

Example 349: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoromethyl)pyridin-3-yl]oxy}-
benzoyl)piperidin-4-ylimethyl}-2H-indazole-5-carboxamide

(o]

Q
7 F

F

H3
O
o 7
[¢)

Analogously to Example 1b, Version B, 34 mg of the title compound was obtained from 75 mg
of 71a and 96 mg of 303b in DMF.

TH-NMR (400 MHz, DMSO-dg): & [ppm]= 1.24 (2H), 1.37 - 1.68 (2H), 2.22 - 2.38 (1H), 2.53
(3H), 2.71 - 3.14 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.44 - 3.49 (2H), 3.52 - 3.84 (1H), 4.36 (3H),
7.09 -7.29 (3H), 7.35 - 7.53 (3H), 7.65 (1H), 7.92 (1H), 8.13 (1H), 8.51 (1H), 8.60 (1H).

Example 350: N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoromethyl)pyridin-2-yljoxy}-
benzoyl)piperidin-4-yl}methyl }~2H-indazole-5-carboxamide

Q

— F

Analogously to Example 1b, Version B, 36 mg of the title compound was obtained from 100 mg

H5
H’C/ 0\/\N =
H N
2/
) —2j>j :
(o]

of 71a and 129 mg of 4-{[6-(trifluoromethyli)pyridin-2-ylJoxy}benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.20 - 1.34 (2H), 1.36 - 1.66 (2H), 2.24 - 2.39 (1H),
2.53 (3H), 2.70 - 3.16 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 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 (4H), 7.67 (1H), 8.06 - 8.21 (2H), 8.51 (1H).

Example 351: 2-({1-[(4"-methoxybiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 15 mg of the title compound was obtained from 100 mg
of 71a and 104 mg of 4’-methoxy-biphenyl-4-carboxylic acid in DMF.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.24 (2H), 1.37 - 1.64 (2H), 2.19 - 2.32 (1H), 2.53
(3H), 2.74 - 3.10 (2H), 3.28 (3H), 3.40 (2H), 3.45 (2H), 3.67 - 3.91 (4H), 4.21 - 4.64 (3H), 7.04
(2H), 7.19 (1H), 7.41 (2H), 7.66 (SH), 8.04 - 8.22 (1H), 8.51 (1H).

Example 352: N-(2-methoxyethyl)-4-methyl-2-({1-[(3-phenyl-1,2,4-oxadiazol-5-yl)carbonyl]-
piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

“&%g)@

Analogously to Example 1b, Version B, 12 mg of the title compound was obtained from 100 mg

HC” O™y

of 71a and 78 mg of 3-phenyl-1,2,4-oxadiazol-5-carboxylic acid in DMF.

"H-NMR (300 MHz, DMSO-dg): 8 [ppm]= 1.33 (2H), 1.50 - 1.72 (2H), 2.31 - 2.45 (1H), 2.53
(3H), 2.86 - 3.04 (1H), 3.16 - 3.26 (1H), 3.28 (3H), 3.41 (2H), 3.43 - 3.51 (2H), 3.94 - 4.13 (1H),
4.28 - 4.55 (3H), 7.19 (1H), 7.43 (1H), 7.52 - 7.72 (3H), 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-tetrahydro-2H-pyran-4-yloxy)-
benzoyl]piperidin-4-yl} methyl)-2H-indazole-5-carboxamide

. W%Qb
ke

Analogously to Example 1b, Version B, 21 mg of the title compound was obtained from 100 mg
of 71a and 91 mg of 4-(3,4,5,6-tetrahydro-2H-pyran-4-yloxy)benzoic acid in DMF.
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'H-NMR (300 MHz, DMSO-dg): § [ppml= 1.23 (2H), 1.38 - 1.70 (4H), 1.97 (2H), 2.18 - 2.41
(1H), 2.53 (3H), 2.75 - 3.02 (2H), 3.28 (3H), 3.35 - 3.54 (8H), 3.84 (2H), 4.35 (2H), 4.52 - 4.77
(1H), 7.00 (2H), 7.18 (1H), 7.30 (2H), 7.42 (1H), 8.13 (1H), 8.50 (1H).

Example 354: N-(2-methoxyethyl)-4-methyl-2-({1-[(5-phenyloxazol-2-yl)carbonyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

H3
0
HC TN 2\,
Ehale
N
1
g o

0

Analogously to Example 1b, Version B, 10 mg of the title compound was obtained from 100 mg
of 71a and 77 mg of 5-phenyl-oxazol-2-carboxylic acid in DMF.

'"H-NMR (400 MHz, DMSO-de): & [ppm]= 1.17 - 1.41 (2H), 1.59 (2H), 2.28 - 2.45 (1H), 2.52 -
2.56 (3H), 2.85 (1H), 3.20 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.44 - 3.50 (2H), 4.38 (3H), 4.57 -
4.74 (1H), 7.19 (1H), 7.39 - 7.57 (4H), 7.74 - 7.82 (2H), 7.88 (1H), 8.13 (1H), 8.52 (1H).

Example 355: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[3-(trifluoromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl}-2H-indazole-5-carboxamide

0,

O

Analogously to Example 1b, Version B, 40 mg of the title compound was obtained from 100 mg

H =N
H,Co o /\/N s
0 CH,
Q :

of 71a and 115 mg of 4-[(3-(triflnoromethyl)phenoxylbenzoic acid in DMF.

IH-NMR (400 MHz, DMSO-dg): & [ppm]= 1.23 (2H), 1.35 - 1.65 (2H), 2.19 - 2.38 (1H), 2.52 -
2.56 (3H), 2.71 - 3.12 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 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 (SH), 7.54 (1H), 7.64 (1H), 8.13 (1H), 8.50 (1H).

Example  356: 2-[(1-{4-[(5-cyanopyridin-2-yl)oxy]benzoyl} piperidin-4-yl)methyl]-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 15 mg of the title compound was obtained from 100 mg

of 71a and 98 mg of 4-[(5-cyanopyridin-2-yl)oxyJbenzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.21 - 1.35 (2H), 1.36 - 1.75 (2H), 2.23 - 2.39 (1H),
2.53 (3H), 2.69 - 3.19 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.46 (2H), 3.53 - 3.85 (1H), 4.36 (3H),
7.18 (1H), 7.23 - 7.33 (3H), 7.36 - 7.53 (3H), 8.13 (1H), 8.34 (1K), 8.51 (1H), 8.66 (1H).

Example 357:  2-[(1-{4-[(5-chloropyridin-2-yl)oxy]benzoyl}piperidin-4-yh)methyl]-N-(2-

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

HJ
/O\/\ j\&\
H,C N =
H \NMQ
0
© <\/ \?

Cl

Analogously to Example 1b, Version B, 40 mg of the title compound was obtained from 100 mg
of 71a and 102 mg of 4-[(5-chloropyridin-2-yl)oxy]benzoic acid in DMF.

'H-NMR (300 MHz, DMSO-dg): 8 [ppml= 1.25 (2H), 1.36 - 1.70 (2H), 2.20 - 2.39 (1H), 2.53
(3H), 2.66 - 3.15 (2H), 3.28 (3H), 3.40 (2H), 3.43 - 3.50 (2H), 3.55 - 3.90 (1H), 4.36 (3H), 7.08 -
7.28 (4H), 7.42 (3H), 7.99 (1H), 8.10 - 8.30 (2H), 8.51 (1H).

Example 358: 2-({1-[4-(2,4-difluorophenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

H3
O~
HC \/\hj\éf\ﬂ
o
0 >:<<

F
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Analogously to Example 1b, Version B, 22 mg of the title compound was obtained from 100 mg

of 71a and 102 mg of 4-(2,4-difluorophenoxy)benzoic acid in DMF.

'H-NMR (400 MHz, DMSO-d): & [ppm]= 1.21 (2H), 1.33 - 1.76 (2H), 2.20 - 2.39 (1H), 2.52
(3H), 2.69 - 3.13 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 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 (4H), 7.51 (1H), 8.13 (1), 8.50 (1H).

Example 359: 2-({1-[4-(3,4-difluorophenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

¢]

Dy

F

HG
wiéﬂ
0
o] :

Analogously to Example 1b, Version B, 23 mg of the title compound was obtained from 100 mg
of 71a and 102 mg of 4-(3,4-difluorophenoxy)benzoic acid in DMF.

"H-NMR (300 MHz, DMSO-dg): § [ppm]=1.17 - 1.30 (2H), 1.35 - 1.70 (2H), 2.20 - 2.40 (1H),
2.52 (3H), 2.74 - 3.14 (2H), 3.28 (3H), 3.40 (2H), 3.43 - 3.51 (2H), 3.52 - 3.89 (1H), 4.35 (3H),
6.94 (1H), 7.05 (2H), 7.18 (1H), 7.30 (1H), 7.36 - 7.59 (4H), 8.15 (1H), 8.51 (1H).

Example 360: N-(2-methoxyethyl)-4-methyl-2-[(1-{[4'-(trifluoromethyl)biphenyl-4-yl]-
carbonyl}piperidin-4-yl)methyli]-2H-indazole-5-carboxamide

&
°°\/\j\©f
R
F
OO+
o} F
Analogously to Example 1b, Version B, 44 mg of the title compound was obtained from 100 mg
of 71a and 109 mg of 4’-(trifluoromethyl)biphenyl-4-carboxylic 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} methy!)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide
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Analogously to Example 1b, Version B, 43 mg of the title compound was obtained from 100 mg
of 71a and 95 mg of 4-(3-fluorophenoxy)benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-d): & [ppm]=1.17 - 1.31 (2H), 1.33 - 1.69 (2H), 2.19 - 2.38 (1H),
2.52 (3H), 2.70 - 3.11 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49 (21), 3.54 - 3.85 (1H), 4.35
(3H), 6.85 - 7.13 (5H), 7.18 (1H), 7.35 - 7.55 (4H), 8.15 (1H), 8.51 (1H).

Example 362: 2-{[1-(2-fluoro-4-isopropoxybenzoyl)piperidin-4-yljmethyl}-N-(2-methoxy-
ethyl)}-4-methyl-2H-indazole-5-carboxamide

N

H
e =
H
o] 3
s c}—cn,
O
o}

Analogously to Example 1b, Version B, 31 mg of the title compound was obtained from 75 mg

of 71a and 41 mg of 2-fluoro4-isopropoxybenzoic acid.

H-NMR (300 MHz, chloroform-d): § [ppm]= 1.21 - 1.42 (8H), 1.51 (1H), 1.69 (1H), 2.38 (1H),
2.56 - 2.80 (4H), 2.87 - 3.08 (1H), 3.36 (3H), 3.48 - 3.73 (4H), 4.28 (2H), 4.51 (1H), 4.74 (1H),
5.28 (1H), 6.19 (1H), 6.54 (1H), 6.67 (1H), 7.13 - 7.38 (2H), 7.50 (1H), 7.94 (1H).

Example 363: 2-({1-[(3-fluoro-3"4'-dimethylbiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

et Gy
HOQ

Analogously to Example 1b, Version B, 35 mg of the title compound was obtained from 75 mg

of 71a and 50 mg of 3-fluoro-3',4'-dimethylbiphenyl-4-carboxylic acid.
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"H-NMR (300 MHz, chloroform-d): & [ppm]= 1.25 - 1.51 (2H), 1.57 (1H), 1.76 (1H), 2.25 - 2.37

(6H), 2.45 (1H), 2.61 - 2.71 (3H), 2.79 (1), 3.06 (1H), 3.40 (3H), 3.53 - 3.77 (5H), 4.34 (2H),
4.83 (1H), 6.04 - 6.30 (1H), 7.15 - 7.47 (7H), 7.55 (1H), 7.98 (1H).

Example 364: 2-({1-[(2',3-difluoro-4'-methoxybiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-
N—(Z—methoxyethyl)—4—inethyl—ZZH-indazole-S-carboxamide

H 2\
ch\ONN =
O CH, o
Fadic]
M { -
o}

F F

Analogously to Example 1b, Version B, 28 mg of the title compound was obtained from 90 mg
of 71a and 65 mg of 3,2'-difluoro-4"-methoxybiphenyl-4-carboxylic acid.

"H-NMR (300 MHz, chloroform-d): § [ppm}= 1.25 - 1.50 (2H), 1.50 - 1.84 (2H), 2.44 (1H), 2.66
(3H), 2.78 (1H), 3.03 (1H), 3.39 (3H), 3.53 - 3.76 (SH), 3.85 (3H), 4.23 - 4.45 (2H), 4.83 (1H),
6.17 (1H), 6.64 - 6.92 (2H), 7.18 - 7.48 (5H), 7.54 (1H), 7.97 (1H).

Example 365: 2-({1-[4-(difluoromethoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-

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

)J\
H N
O = b
O CH, F
{ F
>—< >—o>_
g

Analogously to Example 1b, Version B, 23 mg of the title compound was obtained from 75 mg
of 71a and 38 mg of 4-(difluoromethoxy)benzoic acid.

'"H-NMR (300 MHz, chloroform-d): 8 [ppm]= 1.26 (2H), 1.59 (2H), 2.26 - 2.49 (1H), 2.62 (3H),
2.84 (2H), 3.36 (3H), 3.43 (1H), 3.50 - 3.96 (4H), 4.29 (2H), 4.46 - 5.02 (1H), 6.13 - 6.25 (1H),
6.26 - 6.82 (1H), 7.11 (2H), 7.22 - 7.43 (3H), 7.50 (1H), 7.93 (1H).

Example 366: 2-({1-[4-(2-fluorophenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-

4-methyl-2H-indazole-5-carboxamide
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H LN
HSC\O Y AN P X/ .
I
QO CH, >

120 mg of compound 54, 26 mg of o-fluorophenol, 152 mg of caesium carbonate, 6.7 mg of
copper(l) bromide and 3.2 mg of (2-pyridyl)acetone were suspended in 6 mi dimethyl
sulphoxide and stirred for 3 days at 80°C. The reaction mixturc was filtered, the filter cake
washed with water and cthyl acetate, and the agqueous phase cxtracted several times with ethyl
acetate. The combined organic phases were dried with sodium sulphate and concentrated. The

residue was purified by HPL.C and 12 mg of the title compound was obtained.

"H-NMR (300 MHz, chloroform-d): & [ppm]= 1.16 - 1.47 (2H), 1.62 (2H), 2.43 (1H), 2.66 (31),
2.85 (2H), 3.39 (3H), 3.53 - 3.74 (4H), 3.79 - 4.19 (1H), 4.33 (21), 4.47 - 5.02 (11I). 6.15 (JH),
6.96 (2H), 7.07 - 7.23 (3H), 7.30 - 7.45 (3H), 7.54 (1H). 7.96 (1H).

Example 367: 2-({1-[(4'-cyano-2'-methyibiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-

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

e
Hac’o\/\“ .
. \N/' -
N
— >—c<\ >—:N
g 7

Analogously to Example 317, 40 mg of the title compound was obtained from 80 myg of 54 and

38 mg of (2-methyl-4-cyanophenyl)boronic acid under reflux.

"H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.20 - 1.34 (2H), 1.36 - 1.69 (2H), 2.28 (41I), 2.53
(3H), 2.69 - 3.19 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.54 - 3.77 (1H), 4.37 (31),
7.18 (1H), 7.37 - 7.50 (611), 7.74 (11D, 7.83 (1H), 8.15 (111), 8.52 (11D).

Example 368: 2-({1-[4-(5-chloropyridin-2-yl)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxy-

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

0.
H:'C’ AN

N N
H g QN;
=t — Cl
Ve
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200 mg of the aryl bromide prepared in Example 54 together with 187 mg of (S-chloropyridin-2-
y1)-2-boronic acid pinacol ester were first placed in 2 ml DMF, treated with 48 mg of
1,1°-bis(diphenylphosphino}ferrocenodichloropalladium(ll), 39 mg of copper(D)chloride 254 mg
of caesium carbonatc and 22 mg of 1,1’-bis(diphenylphosphino)ferrocene and heated for ca. 1
day at 70°C, until further progress of the reaction could no longer be observed. The reaction
mixture was treated with water and satvrated sodium hydrogen carbonate solution, treated
several times with cthyl acetate, and the combined organic phases dried with sadium sulphate

and concentrated. After HPLC purification, this viclded 92 mg of the title compound.

'TI-NMR (400 MHz, DMSO-dg): & [ppm]= 1.19 - 1.36 (211, 1.37 - 1.72 (2H), 2.23 - 2.41 (111,
2.52 -2.57 (3H), 2.70 - 3.13 (211), 3.28 (3H), 3.39 (2H), 3.45 (2H), 3.51 - 3.80 (1H), 4.36 (311),
7.18 (1H), 7.36 - 7.52 (311), 8.05 (2H), 8.05 - 8.22 (311), 8.51 (1H), 8.73 (1H).

Example 369: N-(2-methoxyethyl)-4-methyl-2-[(1- {4-[6-(trifluoromethyl)pyridin-2-yl]-

benzoyl} pipendin-4-yl)methyl]-2H-indazole-5-carboxamide

Hc %\b
\/ \/

Analogously to Example 317, 33 mg of the title compound was oblained from 100 myg of 54 and

80 mg of [6-(trifluoromethyl)pyridin-2-yl]boronic acid pinacol ester under reflux.

'TI-NMR (400 MHz, DMSO-dg): & [ppm]= 1.18 - 1.35 (2H), 1.36 - 1.67 (2H), 2.25 - 2.41 (1H),
2.53 (3H), 2.70 - 3.15 (210), 3.28 (3I1), 3.35 - 3.43 (2H), 3.43 - 3.51 (2H), 3.53 - 3.73 (1H), 437
(3H), 7.18 (1H), 7.42 (111), 7.53 (2H), 7.89 (1H), 8.06 - 8.26 (4H), 8.33 (1H), 8.51 (1TI).

Example 370:  N-(2-methoxyethyl)-2-({1-[(4-methoxy-2'-methylbiphenyl-4-yl)carbonyl]-
piperidin-4-yl}methyl)-4-methyl-2H-indazole-5-carboxamide

Analogously to Example 317, 52 mg of the title compound was obtained from 100 mg of 54 and

48 mg of (4-methoxy-2-methylphenyl)boronic acid under reflux.
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HNMR (400 Mz, DMSO-d.): 8 [ppm]= 1.16 - 1.35 (211), 1.37 - 1.67 (2H), 2.23 (31I). 2.26 -
2.42 (1H), 2.53 (311), 2.70 - 3.12 (2H), 3.28 (3II), 3.36 - 3.43 (210), 3.43 - 3.50 (2H), 3.77 (4H),
4.36 (3H), 6.77 - 6.92 (2H). 7.10 - 7.22 (2H), 7.39 (5H), 8.15 (111), 8.52 (1H).

Example 371: 2-({1-[(4'-chloro-2'"-methy:biphenyl-4-yl)carbonyl|piperidin-4-yl} methyl)-N-(2-

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

0 CH,

1
He O A\,
: H N

= 7

Analogously to Example 317, 43 mg of the title compound was obtained from 100 mg of 54 and

50 mg of (4-chloro-2-methylphenyl)boronic acid under reflux.

"H-NMR (400 MHz, DMSO-dy): § [ppm]= 1.27 (2H), 1.38 - 1.70 (2H), 2.23 (4H), 2.53 (3H),
2.70 - 3.15 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49 (2H). 3.55 - 3.84 (1H), 4.36 (3H), 7.12
-7.27 (2H), 7.28 - 7.35 (1H), 7.36 - 7.47 (6H), 8.15 (1H), 8.52 (1H).

Example 372: 2-[(1-{{4"-(2-cyanopropan-2-yl)biphenyl-4-yljcarbonyl} piperidin-4-yl)-methyl]-
N-(2-methoxyethyl)-4-methyl-211-indazole-5-carboxamide

D
”:C"O\/\N N "
H S \N/ b
N oo 4
Q \ H,C CH,

Analogously to Example 317, 67 mg of the title compound was obtained from 100 mg of 54 and

55 mg of [4-(1-cyano-1-methylethyl)pheny!Jboronic acid under reflux.

'"H-NMR (400 MHz, DMSO-dy): § [ppm]= 1.28 (2I1), 1.36 - 1.65 (2H), 1.72 (611), 2.24 - 2.40
(1H), 2.53 (3H), 2.70 - 3.14 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49 (2H), 3.54 - 3.77 (1H),
436 (3H), 7.18 (111), 7.38 - 7.50 (3H), 7.62 (2H), 7.75 (4H), 8.15 (1II), 8.52 (1H).

Example 373: N-(2-methoxyethyl)-2-({--{4-(5-methoxypyridin-2-yl)benzoyl]piperidin-4-yl}-

methyl)-4-methyl-21-indazole-5-carboxamide
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Analogously to Example 368, 12 mg of the title compound was obtained from 200 mg of 54 and
183 mg of (5-methoxypyridin-2-yl)boronic acid pinacol ester under reflux.

'H-NMR (400 MEz, DMSO-de): § [ppm]= 1.22 - 1.33 (2H), 1.36 - 1.66 (2H), 2.23 - 2.38 (1H),
2.53 (3H), 2.68 - 3.12 (2H), 3.28 (3H), 3.35 - 3.42 (2H), 3.43 - 3.50 (2K), 3.54 - 3.78 (1H), 3.88
(3H), 4.36 (3H), 7.18 (1H), 7.36 - 7.55 (4H), 7.96 (1H), 8.07 (2H), 8.13 (1H), 8.39 (1H), 8.51
(1H).

Example 374: N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[6-(trifluoromethyl)pyridin-3-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

o o
N |
He =
e :
=N fF. F
.0 \ / F

Analogously to Example 317, 37 mg of the title compound was obtained from 100 mg of 54 and
56 mg of [2-(trifluoromethyl)pyridin-5-yl]boronic acid under reflux.

"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.19 - 1.36 (2H), 1.36 - 1.69 (2H), 2.21 - 2.42 (1H),
2.53 (3H), 2.70 - 3.14 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 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), 8.01 (LH), 8.15 (1H), 8.41 (1H), 8.52 (1H),
9.13 (1H).

Example 375: N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-3-yl)benzoyl]piperidin-4-yl}-
methyl)-4-methyl-2H-indazole-5-carboxamide

HS
o J\éﬁ
HLC N =2
Ehaie
0>—< )< )

Analogously to Example 317, 50 mg of the title compound was obtained from 100 mg of 54 and

Q

CH,

47 mg of (2-methoxypyridin-5-yl)boronic acid under reflux.
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"H-NMR (400 MHz, DMSO-dy): § [ppm]= 1.26 (2H), 1.34 - 1.70 (2H), 2.21 - 2.40 (1H), 2.53
(3H), 2.69 - 3.15 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49 (2H), 3.51 - 3.79 (1H), 3.90 (3H),

4.36 (3H), 6.93 (1H), 7.18 (1H), 7.36 - 7.52 (3H), 7.72 (2H), 8.05 (1H), 8.15 (1H), 8.46 - 8.57
().

Example 376: 2-({1-[(4'-fluoro-2'-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

H3
/0\/\
H,C N N,
= 7/
N
O
-~
Q

Analogously to Example 317, 261 mg of the title compound was obtained from 300 mg of 54

and 135 mg of (4-fluoro-2-methylphenyl)boronic acid under reflux.

'H-NMR (400 MHz, DMSO-dy): § [ppm]= 1.27 (2H), 1.37 - 1.70 (2H), 2.24 (4H), 2.53 (3H),
2.71 -3.14 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.55 - 3.83 (1H), 4.37 (3H), 7.05
-7.12 (1H), 7.18 (2H), 7.22 - 7.30 (1H), 7.40 (5H), 8.14 (1H), 8.52 (1H).

Example 377: N-(2-methoxyethyl)-4-methyl-2-({1-[4-(6-methylpyridin-3-yl)benzoyl]piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide

H,

H N
\N/_b
H >—<_>—0H,
4 \ 7/

Analogously to Example 317, 45 mg of the title compound was obtained from 80 mg of 54 and
32 mg of (2-methylpyridin-5-yl)boronic acid under reflux.

'"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.26 (2H), 1.37 - 1.71 (2H), 2.18 - 2.39 (1H), 2.52 -
2.58 (3H), 2.73 - 3.16 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.45 (2H), 3.54 - 3.79 (1H), 4.36 (3H),
7.18 (1H), 7.30 - 7.54 (4H), 7.76 (2H), 8.00 (1H), 8.15 (1), 8.51 (1), 8.78 (1H).

Example 378: N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidin-4-
y1} methyl)-4-methyl-2H-indazole-5-carboxamide
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0 cH,
HSC/O\/\N/[L‘éf\
H - /N
N
> O—CH,

Analogously to Example 317, 30 mg of the title compound was obtained from 100 mg of 54 and

45 mg of (6-methoxypyridin-2-yl)boronic acid under reflux.

'"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.26 (2H), 1.35 - 1.68 (2H), 2.32 (1H), 2.52 (3H),
2.70 - 3.13 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.53 - 3.74 (1H), 3.96 (3H), 4.36
(3H), 6.81 (1H), 7.18 (1H), 7.37 - 7.67 (4H), 7.81 (1H), 8.15 (3H), 8.51 (1H).

Example 379:  N-(2-methoxyethyl)-4-methyl-2-({1-[4-(2-methylpyrimidin-5-yl)benzoyl]-
piperidin-4-yl}methyl)-2H-indazole-5-carboxamide

H,C’O\/\-QJL&\
\Nz%
<o

Analogously to Example 317, 36 mg of the title compound was obtained from 100 mg of 54 and

64 mg of (2-methylpyrimidin-5-yl)boronic acid pinacol ester under reflux.

'"H-NMR (300 MHz, DMSO-dg): § [ppm]= 1.27 (2H), 1.38 - 1.70 (2H), 2.21 - 2.40 (1H), 2.53
(3H), 2.67 (3H), 2.73 - 3.16 (2H), 3.28 (3H), 3.40 (2H), 3.43 - 3.50 (2H), 3.53 - 3.76 (1H), 4.36
(31), 7.18 (1H), 7.42 (1H), 7.51 (2H), 7.84 (2H), 8.13 (1H), 8.51 (1H), 9.05 (2H).

Example 380: 2-({1-[(4'-fluoro-2'-methoxybiphenyl-4-yl)carbonyl]piperidin-4-yl }methy!)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

HJ
H N—
e
N £H,
Q
-~
Q

Analogously to Example 317, 47 mg of the title compound was obtained from 100 mg of 54 and

50 mg of (4-fluoro-2-methoxyphenyl)boronic acid under reflux.

'H.NMR (400 MHz, DMSO-dg): § [ppm]= 1.19 - 1.34 (2I0), 1.37 - 1.71 (2H), 2.22 - 2.40 (1H),
2.53 (3H), 2.70 - 3.15 (2H), 3.28 (3H), 3.36 - 3.43 (2H), 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 (1H), 7.30 - 7.46 (4H), 7.50 (2H), 8.13 (1H),
8.51 (1H).

Example 381: 2-({1-[(4'-chloro-2'-methoxybiphenyl-4-yl)carbonyl}lpiperidin-4-yl} methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

Hy
o
RCT TN N,
H \N/
OH,
[0}
O~

Van WA

Analogously to Example 317, 87 mg of the title compound was obtained from 100 mg of 54 and

54 mg of (4-fluoro-2-methoxyphenyl)boronic acid under reflux.

"H-NMR (300 MHz, DMSO-dg): 5 [ppm]= 1.26 (2H), 1.39 - 1.69 (2H), 2.19 - 2.39 (1H), 2.53
(3H), 2.75 - 3.14 (2H), 3.28 (3H), 3.40 (2H), 3.45 (2H), 3.57 - 3.74 (1H), 3.81 (3H), 4.36 (3H),
7.04 - 7.25 (3H), 7.28 - 7.62 (6H), 8.13 (1H), 8.51 (1H).

Example 382: N-(2-methoxyethyl)4-methyl-2-[(1-{4-[2-(trifluoromethyl)pyrimidin-5-yl]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

H;\
e

Analogously to Example 317, 14 mg of the title compound was obtained from 100 mg of 54 and
56 mg of [2-(trifluoromethyl)pyrimidin-5-yl]boronic acid under reflux.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.24 (2H), 1.38 - 1.73 (2H), 2.22 - 2.41 (1H), 2.53
(3H), 2.70 - 2.89 (1H), 2.94 - 3.18 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.44 - 3.49 (2H), 3.51 -
3.70 (1H), 4.37 (3H), 7.18 (1H), 7.42 (1K), 7.57 (2H), 7.97 (2H), 8.13 (1H), 8.51 (1H), 9.43
(2H).

Example 383: 2-({1-[(4'-chloro-2'-fluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide
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CH,
o
He” N 2\,
H -
E
00

Cl

Analogously to Example 317, 51 mg of the title compound was obtained from 100 mg of 54 and

51 mg of (4-chloro-2-fluorophenyl)boronic acid under reflux.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.27 (2H), 1.38 - 1.68 (2H), 2.32 (1H), 2.53 (3H),
2.71 - 2.91 (1H), 2.93 - 3.16 (1H), 3.28 (3H), 3.40 (2H), 3.45 (2H), 3.53 - 3.78 (m, 1H), 4.37
(3H), 7.18 (1H), 7.33 - 7.52 (4H), 7.53 - 7.74 (4H), 8.13 (1H), 8.51 (1H).

Example 384: 2-({1-[(2'-chloro-4'-fluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

e
Ptfp

Analogously to Example 317, 26 mg of the title compound was obtained from 100 mg of 54 and

51 mg of (2-chloro-4-fluorophenyl)boronic acid under reflux.

'H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.28 (2H), 1.38 - 1.67 (2H), 2.23 - 2.39 (1H), 2.53
(3H), 2.71 - 2.91 (1H), 2.94 - 3.15 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.54 -
3.74 (1H), 4.37 (3H), 7.18 (1H), 7.33 (1H), 7.39 - 7.63 (7H), 8.13 (1H), 8.51 (1H).

Example 385: 2-({1-[4-(5-chloropyridin-3-yl)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

H'.!
e

Cl

Analogously to Example 317, 22 mg of the title compound was obtained from 100 mg of 54 and
46 mg of (5-chloropyridin-3-yl)boronic acid under reflux.
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'"H-NMR (300 MHz, DMSO-dg): § [ppm]= 1.21 - 1.35 (2H), 1.36 - 1.69 (2H), 2.23 - 2.40 (1H),
2.53 (3H), 2.69 - 2.90 (1H), 2.92 - 3.16 (1H), 3.28 (3H), 3.40 (2H), 3.45 (2H), 3.53 - 3.73 (1H),
436 (3H), 7.18 (1H), 7.35 - 7.57 (3H), 7.86 (2H), 8.15 (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-yl}methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

HJ
Haczo\/\ﬁj\&\hl
e

F

Analogously to Example 317, 57 mg of the title compound was obtained from 100 mg of 54 and
41 mg of (5-fluoropyridin-3-yl)boronic acid under reflux.

"H-NMR (400 MHz, DMSO-dg): 8 [ppm]= 1.27 (2H), 1.37 - 1.70 (2H), 2.24 - 2.40 (1H), 2.52 -
2.55 (3H), 2.70 - 2.89 (1H), 2.93 - 3.15 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.53
-3.73 (1H), 4.36 (3H), 7.18 (1H), 7.42 (1H), 7.50 (2H), 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-(trifluoromethyl)pyridin-3-yl]-
benzoyl }piperidin4-yl)methyl}-2H-indazole-5-carboxamide

H;
HSC/O\/\N ==
EhaRe

TS
F7F
F

Analogously to Example 317, 73 mg of the title compound was obtained from 100 mg of 54 and
56 mg of [5-(trifluoromethyl)pyridin-3-yl]boronic acid under reflux.

'"H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.20 - 1.35 (2H), 1.36 - 1.67 (2H), 2.23 - 2.40 (1H),
2.53 (3H), 2.69 - 2.92 (1H), 2.93 - 3.17 (1H), 3.28 (3H), 3.35 - 3.43 (2H), 3.43 - 3.49 (2H), 3.53
-3.75 (1H), 4.37 (3H), 7.18 (1H), 7.42 (1H), 7.52 (2H), 7.93 (2H), 8.07 - 8.20 (1H), 8.45 - 8.58
(2H), 9.00 (1), 9.24 (1H).
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Example  388: 2-[(1-{[4'-(2-hydroxypropan-2-yl)biphenyl-4-yvi]carbonvl} piperidin-4-yi)-

methyl]-N-(2-methoxyvetiyl)-4-methyl-2H-ndazole-5-carboxamide

CH,
eI
H |\ _\Nl-,\ ‘
)
- OH
RO R
o] H,S CH;

Analogously to Example 317, 46 mg of the title compound was oblained from 100 mg of 54 and

77 mg of (4-hydroxy-tert-butylphenyl)boronic acid pinacol ester under reflux.

'"HNMR (300 MIlz, DMSO-dg): & [ppml= 1.26 (2H), 1.45 ($H), 2.22 - 2.42 (1H), 2.53 (31I),
2.71 - 2.90 (1H), 2.91 - 3.14 (1H), 3.28 (3H), 3.40 (2H), 3.43 - 3.50 (211), 3.56 - 3.80 (1H), 4.36
(3H), 5.06 (1), 7.18 (d, 1H), 7.37 - 7.50 (3H), 7.50 - 7.67 (4H), 7.71 (2H), 8.15 (1H), 8.52
(1H).

Example  389: 2-({1-{(3",5'-difluorobiphenyl-4-yl)carbonyl]piperidin4-yl } methyl)-N-(2-

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

Hy
O.
HC N = "
H . '\N/ —b
N e
T\
F

Analogously to Example 317, 22 mg of the title compound was obtained from 100 mg of 54 and

3

46 mg of (3,5-difluorophenylyboronic acid under reflux.

'H-NMR (400 MHz, DMSO-d): § [ppm]= 1.18 - 1.35 (2H), 1.36 - 1.70 (2H), 2.19 - 2.39 (1H).
2.52 - 2.56 (311), 2.71 - 2.92 (1H), 2.93 - 3.17 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49
(2H), 3.52 - 3.71 (1H), 4.36 (3H), 7.11 - 7.33 (2H), 7.37 - 7.54 (SH), 7.81 (210), 8.13 (1H), 8.51
(11D).

Example 390: 2-({1-[(4-fluoro-2-methy-biphenyl-4-yl)carbonylpiperidin-4-yl} methyl)-N-(2-

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

j’ GHy
3 Hi /N
] \N
O e
OO
- —F
d \ 7/
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Analogously to Example 317, 25 mg of the title compound was obtained from 60 mg of 332 and

19 mg of (4-fluorophenyl)boronic acid under reflux.

'"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.25 (2H), 1.37 - 1.67 (2H), 2.24 (4H), 2.53 (3H),
2.69 - 2.87 (1H), 2.92 - 3.14 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.50 (2H), 3.56 - 3.81
(1H), 4.36 (3H), 7.11 - 7.34 (6H), 7.36 - 7.46 (3H), 8.15 (1H), 8.52 (1H).

Example 391: 2-({1-[(3',5'-difluoro-2-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-
(2-methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

. \/\Nj\éfb

OO

Analogously to Example 317, 30 mg of the title compound was obtained from 60 mg of 332 and
27 mg of (3,5-difluorophenyl)boronic acid under reflux.

'H-NMR (400 MHz, DMSO-d¢): & [ppm]= 1.23 (0H), 1.36 - 1.69 (2H), 2.27 (4H), 2.53 (3H),
2.69 - 2.90 (1H), 2.92 - 3.15 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.45 (2H), 3.53 - 3.76 (1H), 4.36
(3H), 7.08 - 7.21 (3H), 7.22 - 7.34 (4H), 7.42 (1H), 8.15 (1H), 8.52 (1H).

Example 392: N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(3-pyridyl)benzoyl]}piperidin-4-
y1} methyl)-2H-indazole-5-carboxamide

H3
O.
!‘|3C/ \/\N =
H N
2, 7
) b

Analogously to Example 317, 19 mg of the title compound was obtained from 60 mg of 332 and

21 mg of pyridine-3-ylboronic acid under reflux.

TH-NMR (400 MHz, DMSO-dg): § [ppm]= 1.20 - 1.33 (2H), 1.37 - 1.71 (2H), 2.26 (4H), 2.53
(3H), 2.70 - 2.88 (1H), 2.94 - 3.17 (1H), 3.28 (3H), 3.36 - 3.43 (2H), 3.43 - 3.49 (2H), 3.56 -
3.82 (1H), 4.36 (3H), 7.18 (1H), 7.23 - 7.37 (3H), 7.39 - 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-(4-pyridyl)benzoyl]piperidin-4-

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

T
\N/
‘2; CH,
N =
o> < S <\ /)'

Analogously to Example 317, 19 mg of the title compound was obtained from 60 mg of 332 and

21 mg of pyridine-4-ylboronic acid under reflux.

'"H-NMR (400 MHz, DMSO-dg): & [ppm]=1.18 - 1.33 (2H), 1.37 - 1.67 (2H), 2.27 (4H), 2.52 -
2.56 (3H), 2.70 - 2.86 (1H), 2.93 - 3.13 (1H), 3.28 (3H), 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 (3H), 7.38 - 7.48 (3H), 8.15 (1H), 8.52 (1H), 8.60 -
8.69 (2H).

Example 394: N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphenyl-4-yl)carbonyl}piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide

HJ
o
HC "y =
H N
N
CH,

Analogously to Example 317, 57 mg of the title compound was obtained from 60 mg of 332 and

21 mg of phenylboronic acid under reflux.

'H.NMR (400 MHz, DMSO-dg): § [ppm]= 1.19 - 1.34 (2H), 1.37 - 1.67 (2H), 2.25 (4H), 2.53
(3H), 2.68 - 2.88 (1H), 2.92 - 3.17 (11), 3.28 (3H), 3.36 - 3.43 (2H), 3.45 (2H), 3.59 - 3.81 (1H),
4.36 (3H), 7.13 - 7.32 (4H), 7.33 - 7.50 (6H), 8.15 (1H), 8.52 (1H).

Example 395: 2-{[1-(4-bromobenzoyl)piperidin-4-yljmethyl}-N-(2-mesylethyl)-4-methyl-2H-

indazole-5-carboxamide

f &
Ve NN
H,C %(\) b : ,N
S
0]
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Analogously to Example 1b, Version B, 383 mg of the title compound was obtained from 1 g of

395b and 797 mg of 4-bromobenzoic acid in DMF.

"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.21 - 1.32 (2H), 1.34 - 1.67 (2H), 2.21 - 2.38 (1H),
2.55 (3H), 2.68 - 2.87 (1H), 3.05 (4H), 3.39 (2H), 3.45 - 3.59 (1H), 3.66 (2H), 4.35 (3H), 7.23
(1H), 7.28 - 7.37 (2H), 7.43 (1H), 7.59 - 7.70 (2H), 8.34 (1H), 8.52 (1H).

The starting material was prepared as follows:

Example 395a: Tert-butyl 4-({S-[N-(2-mesylethyl)carbamoyl]-4-methyl-2H-indazol-2-yl1}-

methyl)piperidin-1-carboxylate

f "
5
TN N N
) H N
0
e e

Analogously to Example 266a, 1.26 g of the title compound was obtained from 2.506 g of 1c and
3.022 g of 2-mesylethylamine hydrochioride.

"H-NMR (300 MHz, DMSO-dg): § [ppm]= 1.02 - 1.17 (2H), 1.34 - 1.54 (11H), 2.08 - 2.24 (1H),
2.55 (3H), 2.73 (2H), 3.06 (3H), 3.34 - 3.47 (2H), 3.57 - 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)-2H-indazole-5-carboxamide
hydrochloride

8 o GH,
AN ==
He T N “
N
CH
N
H

Analogously to Example 258b from 1.26 g of compound 395a, 1.29 g of the title compound was

obtained, which was reacted without further purification.

Example 396: N-(2-mesylethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethy])pyridin-2-yljoxy}-
benzoyl)piperidin-4-yljmethyl}-2H-indazole-5-carboxamide
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ﬁ B
HC™ TN N O
on U

72

Q
3

p—F
F

Analogously to Example 1b, Version B, 30 mg of the title compound was obtained from 80 mg
of 395b and 90 mg of 4-{[5-(triflnoromethyl)pyridin-2-ylJoxy} benzoic acid in DMF.

"H-NMR (400 MHz, DMSO-d¢): & [ppm]= 1.19 - 1.35 (2H), 1.36 - 1.72 (2H), 2.22 - 2.41 (1H),
2.55 (3H), 3.06 (SH), 3.39 (2H), 3.49 - 3.89 (3H), 4.37 (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-(trifluoromethyl)pyridin-3-yljoxy}-
benzoyl)piperidin-4-ylJmethyl}-2H-indazole-5-carboxamide

f

HJC/S\C\?/\N

H,
H :/N—Zr>
N
0
[¢) : VR
F F
F

Analogously to Example 1b, Version B, 30 mg of the title compound was obtained from 80 mg
of 395b and 90 mg of 303b in DMF.

"H-NMR (400 MHz, DMSO-dg): & [ppm]}= 1.24 (2H), 1.35 - 1.70 (2H), 2.22 - 2.40 (1H), 2.55
(3H), 3.06 (SH), 3.39 (2H), 3.55 - 3.75 (3H), 4.36 (3H), 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]piperidin-4-yl} methyl)-N-(2-mesyl-
ethyl)-4-methyl-2H-indazole-5-carboxamide

it Hy
*\/\%f
N *-.N/
Po
e
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Analogously to Example 1b, Version B, 25 mg of the title compound was obtained from 8§80 mg

of 395b and 74 mg of 2',4'-difluoro-biphenyl-4-carboxylic acid in DMF.

'"H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.21 - 1.35 (2H), 1.37 - 1.70 (2H), 2.22 - 2.41 (1H),
2.55 (3H), 3.05 (5H), 3.38 (2H), 3.50 - 3.83 (3H), 4.37 (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-ylJmethyl}-N-(3-hydroxy-3-methylbutyl)-4-

methyl-2H-indazole-5-carboxamide

HC_ CH,
G

Hy
“JLETD\O
Cl
o] :

Analogously to Example 1b, Version B, 37 mg of the title compound was obtained from 160 mg
of 399b and 105 mg of 4-chlorobenzoic acid in DMF.

'"H-NMR (400 MHz, DMSO-d): 8 [ppm]= 1.14 (6H), 1.17 - 1.32 (2H), 1.33 - 1.71 (4H), 2.23 -
2.37 (1H), 2.51 (3H), 2.68 - 2.87 (1H), 2.87 - 3.13 (1H), 3.31 (2H), 3.47 - 3.55 (1H), 4.34 (s,
4H), 7.17 (1H), 7.33 - 7.45 (3H), 7.50 (2H), 7.97 - 8.09 (1H), 8.50 (1H).

The starting material was prepared as follows:

Example 399a: Tert-butyl 4-({5-[N-(3-hydroxy-3-methylbutyl)carbamoyl]-4-methy}-2H-
indazol-2-yl} methyl)piperidin-1-carboxylate
O CH,
C

H,C. CH, Hs
HO N N
R A
e
) o,

H,C

Analogously to Example 1b, Version B, 150 mg of 1d and 69 mg of 4-amino-2-methylbutan-2-ol
in DMF were reacted at 60°C. After phase separation and extraction, the combined organic
phases were additionally washed with 0.1 N hydrochloric acid and saturated sodium hydrogen
carbonate solution. This yielded 132 mg of the title compound, which was used in the next step

without further purification.
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Example 399h: N-(3-hydroxy-3-methylbutyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazole-5-

carboxamide
(e} H.
H,C CH, 3
H0></\N Z

Iale

N

H

Analogously to Example 258b, from 132 mg of 399a, 162 mg of the title compound was

I/

obtained, which was used in the next step without further purification.

Example 400: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(2-cyanoethyl)-4-methyl-2H-

indazole-5-carboxamide

Analogously to Example 1b, Version B, 55 mg of the title compound was obtained from 177 mg
of 400b and 128 mg of 4-chlorobenzoic acid in DMF.

'"H-NMR (400 MHz, DMSO-d): § [ppm]= 1.23 (2H), 1.33 - 1.70 (2H), 2.20 - 2.38 (1H), 2.56
(3H), 2.78 (3H), 2.90 - 3.11 (1H), 3.47 (3H), 4.35 (3H), 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-methyl-2H-indazol-2-yl}-
methyl)-piperidin-1-carboxylate

>—0 CH,
o >LCH3

3

Analogously to Example 1b, Version B, 150 mg of 1d and 42 mg of 3-aminopropannitrile in
DMEF were reacted at 60°C. After phase separation and extraction, the combined organic phases

were additionally washed with 0.1 N hydrochloric acid and saturated sodium hydrogen carbonate
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solution. This yielded 137 mg of the title compound, which was used in the next step without

further purification.

Example 400b: N-(2-cyanoethyl)-4-methyl-2-(4-piperidylmethyi)-2H-indazole-5-carboxamide

Analogously to Example 258b, from 137 mg of 400a 177 mg of the title compound was

obtained, which was used in the next step without further purification.

Example 401: 2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-(cyanomethyl)-4-methyl-2H-

indazole-5-carboxamide

Analogously to Example 1b, Version B, 75 mg of the title compound was obtained from 90 mg

of 238c and 29 mg of aminoacetonitrile in DMF.

'H-NMR (400 MHz, DMSO-dg): & [ppm]= 1.21 - 1.33 (23H), 1.34 - 1.69 (2H), 2.15 - 2.41 (1H),
2.57 (3H), 2.75 - 2.86 (1H), 2.93 - 3.14 (1H), 3.39 - 3.69 (1H), 4.29 (2H), 4.33 - 4.55 (3H), 7.18
-7.28 (1H), 7.39 (2H), 7.43 - 7.55 (3H), 8.57 (1H), 8.77 - 8.90 (1H).

Example 402: 2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl}-N-(cyclopropylmethyl)-4-methyl-

2H-indazole-5-carboxamide

HJ
VYT
H \/N
) b
Sas
o}

Analogously to Example 1b, Version B, 44 mg of the title compound was obtained from 90 mg
0f238c) and 19 mg of cyclopropylmethylamine in DMF.

'"H-NMR (300 MHz, DMSO-de): 8 [ppm]= 0.23 (2H), 0.33 - 0.53 (2H), 0.94 - 1.11 (1H), 1.20 -
1.33 (2H), 1.34 - 1.68 (2H), 2.21 - 2.41 (1H), 2.54 (3H), 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), 7.33 - 7.46 (3H), 7.47 - 7.60 (2H), 8.07 - 8.30 (1H),

8.51 (1H).

Example 403: N-(cyclobutylmethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl}-
piperidin-4-yl)methyl}-2H-indazole-5-carboxamide '

F F
F

Yo
Cn A 5

Analogously to Example 1b, Version B, 48 mg of the title compound was obtained from 137 mg
of 403b and 31 mg of (cyclobutylamino)methylamine hydrochloride.

"H-NMR (400 MHz, DMSO-de): & [ppm]=1.17 - 1.32 (2H), 1.35 - 1.64 (2H), 1.67 - 1.90 (4H),
1.93 - 2.08 (2H), 2.22 - 2.38 (1H), 2.51 - 2.52 (3H), 2.69 - 2.88 (1H), 2.90 - 3.13 (1H), 3.20 -
3.30 (2H), 3.51 - 3.83 (1H), 436 (3H), 7.09 - 7.27 (5H), 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)phenoxy]benzoyl} piperidin-4-
yl)methyl]-2H-indazol-5-carboxylate

F F
F

O

e
H,c’O =

0 CH,

Analogously to Example 1b, Version B, 2.73 g of the title compound was obtained from 3.76 g
of 238a and 3.28 g of 4-[4-(trifluoromethyl)phenoxy]benzoic acid.

'HNMR (400 MHz, DMSO-dq): § [ppm]= 1.19 - 1.35 (2H), 1.38 - 1.74 (21I), 2.17 - 2.41 (1H),
2.76 (3H), 2.78 - 3.14 (2H), 3.44 - 3.76 (1H), 3.82 (3H), 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]benzoyl} piperidin-4-yl)-

methyl]-2H-indazol-5-carboxylic acid

Analogously to Example 1d, from 1.05 g of 403a, 970 mg of the title compound was obtained, -

which was used in the next step without further purification.
Example 404: N-isobutyl-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl} piperidin-4-
yl)methyl]-2H-indazole-5-carboxamide
EF
H}j

N. \
&
O CH,

Analogously to Example 1b, Version B, 35 mg of the title compound was obtained from 100 mg

of 403b and 14 mg of isobutylamine.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 0.91 (6H), 1.24 (2H), 1.34 - 1.69 (2H), 1.82 (1H),
2.19 - 2.42 (1H), 2.52 (3H), 2.71 - 2.90 (1H), 3.06 (3H), 3.51 - 3.85 (1H), 4.36 (3H), 7.05 - 7.27
(5H), 7.37 - 7.52 (3H), 7.76 (2H), 8.16 (1H), 8.51 (1H).

Example 405: 4-methyl-N-neopentyl-2-[(1-{4-[4-(trifluoromethyl)phenoxylbenzoyl}piperidin-
4-yl)methyl]-2H-indazole-5-carboxamide
F F
o8

&)

3O
::iﬁiﬁY@Nf
o cH,
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Analogously to Example 1b, Version B, 36 mg of the title compound was obtained from 100 mg

of 403b and 16 mg of neopentylamine.

'"H-NMR (400 MHz, DMSO-dg): § [ppm]= 0.92 (9H), 1.17 - 1.32 (2H), 1.34 - 1.69 (2H), 2.21 -
2.38 (1H), 2.52 - 2.57 (3H), 2.70 - 2.88 (1H), 3.08 (3H), 3.53 - 3.85 (1H), 4.36 (3H), 7.04 - 7.28
(5H), 7.35 - 7.52 (3H), 7.76 (2H), 8.12 (1H), 8.51 (1H).

Example 406: N-(cyclopropylmethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]-
benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

Analogously to Example 1b, Version B, 33 mg of the title compound was obtained from 100 mg
of 403b and 26 mg of cyclopropylmethylamine.

"H-NMR (300 MHz, DMSO-d¢): & [ppm]= 0.23 (2H), 0.35 - 0.54 (2H), 0.93 - 1.11 (1H), 1.23
(2H), 1.36 - 1.67 (2H), 2.18 - 2.41 (1H), 2.54 (3H), 2.66 - 3.22 (4H), 3.47 - 3.85 (1H), 4.36 (3H),
7.03 -7.29 (5H), 7.35 - 7.53 (3H), 7.76 (2H), 8.22 (1H), 8.52 (1H).

Example 407: N-(2-cyanoethyl)-2-({1-[(4'-fluorobiphenyl-4-yhcarbonyl]piperidin-4-y1} -
methyl)-4-methyl-2H-indazole-5-carboxamide

OO

Analogously to Example 1b, Version B, 37 mg of the title compound was obtained from 140 mg
of 407a and 84 mg of 4’-fluorobiphenyl-4-carboxylic acid.

'"H-NMR (300 MHz, DMSO-d¢): & [ppm]= 1.18 - 1.37 (2H), 1.37 - 1.68 (2H), 2.22 - 2.41 (1H),
2.56 (3H), 2.78 (4H), 3.39 - 3.53 (2H), 3.56 - 3.82 (1H), 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)-2H-indazole-5-carboxamide

hydrochloride
N\\\-/\ §
e
=N
N
H

Analogously to Example 1a, from 165 mg of 400a, 140 mg of the title compound was obtained,

which was used in the next step without further purification.

Example 408: 2-({1-[(4"-fluorobiphenyl-4-yl)carbonyl]piperidin-4-yl}methyl)-N-(2-mesyl-
ethyl)- 4-methyl-2H-indazole-5-carboxamide

OO

H’c}s\/\/N

o 0

Analogously to Example 1b), Version B, 126 mg of the title compound was obtained from
300 mg of 408a) and 156 mg of 4’-fluorobiphenyl-4-carboxylic acid.

LC-MS: R, = 1.20 min, MS (BS+): m/z = 577 (M+H)".
The starting material was prepared as follows:

Example 408a: N-(2-mesylethyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazole-5-carboxamide
hydrochloride

Analogously to Example 1a, from 346 mg of 395a, 300 mg of the title compound was obtained,

which was used in the next step without further purification.

Example 409: 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(3-hydroxy-
propyl)-4-methyl-2H-indazole-5-carboxamide
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0]
OO
7
Ho\/\/ﬂ\’(@;/”
O CH,

Analogously to Example 1b, Version B, 20 mg of the title compound was obtained from 124 mg
of 409b) and 73 mg of 4’-fluorobiphenyl-4-carboxylic acid.

'H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.26 (2H), 1.38 - 1.59 (2H), 1.67 (2H), 2.23 - 2.42
(1H), 2.52 - 2.57 (3H), 2.69 - 3.17 (2H), 3.19 - 3.94 (611), 4.36 (3H), 7.18 (1H), 7.31 (2H), 7.38 -
7.51 (3H), 7.63 - 7.86 (4H), 8.08 (1), 8.51 (1H).

The starting material was prepared as follows:

Example 409a: Tert-butyl 4-({5-[N-(3-hydroxypropyl)carbamoyl]-4-methyl-2H-indazol-2-yl}-
methyl)piperidin-1-carboxylate
H,G
Hi\
}—0 CH,

0,
H 0 —j |
HO A AN ==
O CH,

Analogously to Example 1b, Version B, 151 mg of the title compound was obtained from

150 mg of 1d and 30 mg of 3-amino-propan-1-ol.

"H-NMR (400 MHz, DMSO-d): & [ppm]= 1.01 - 1.30 (3H), 1.32 - 1.49 (10H), 1.67 (2H), 2.08 -
2.27 (1H), 2.52 (3H), 2.57 - 2.80 (2H), 3.29 (2H), 3.41 - 3.54 (2H), 3.81 - 4.00 (2H), 4.32 (2H),
4.48 (1H), 7.18 (1H), 7.42 (1H), 8.10 (1H), 8.50 (1H).

Example 409b: N-(3-hydroxypropyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazol-5-carbox-

H
CIH
-
H e N

amide

HO A~ N
o CH,

Analogously to Example 1a, from 246 mg of 409a, 124 mg of the title compound was obtained,

which was used in the next step without further purification.
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Example 410: 2-(41-[(4-flnorobiphenyl-4-yDcarbonyl]piperidin-4-y1} methy])-N-(2-hydroxy-

ethyf)-4-methyi-2H-indazoic-5-carboxamide

Analogously to ixample 1b, Version B, 36 mg of the title compound was obtained from 117 mg

of 410b and 72 mg of 4’-fluorobiphenyl-4-carboxylic acid.

TH-NMR (300 MHz, DMSO-de): 8 [ppm]= 1.26 (211), 1.39 - 1.74 (2H), 2.21 - 2.40 (1II), 2.53
(3H), 2.75 - 3.16 (2H), 3.20 - 3.37 (2H), 3.43 - 3.74 (4H), 4.36 (3H), 7.21 (1H), 7.31 (2H), 7.38 -
7.52 (3H), 7.65 - 7.81 (4H), 8.03 (111), 8.51 (1H).

The starting material was prepared as follows:
Example 410a: Tert-butyl 4-({5-[N~(2-hydroxyethyl)carbamoyl}-4-methyl-2H-indazol-2-yl}-

methyl)piperidin-1-carboxylate

HG,
Q )CH,
>—0 CH,

Z )\'\p
P Y
HO N
O CH,

Analogously to Example 1b, Version B, 143 mg of the title compound was obtained from

150 mg of 1d) and 25 mg of 2-aminoethan-1-ol.

'H-NMR (400 MHz. DMSO-dg): 5 [ppm]= 1.01 - 1.30 (3H), 1.32 - 1.51 (10H), 2.07 - 2.26 (1H),
2.52 -2.55 (3H), 2.58 - 2.82 (2H), 3.30 (2H), 3.45 - 3.58 (211), 3.83 - 3.98 (2H), 4.32 (211), 4.69
(1H), 7.21 (1I1), 7.41 (1H), 8.05 (1H), 8.50 (11I).

Example 410b: N-(3-hydroxypropyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazol-5-carbox-

amide hydrochloride




10

15

20

WO 2014/187744 PCT/EP2014/060103

-283-

Analogously to Example 1a) from 138 mg of 410a, 117 mg of the title compound was obtained,

which was used in the next step without further purification.

Example 411:  (+/-)-N-(1,4-dioxan-2-ylmethyl)-2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]-
piperidin-4-y1} methyl)-4-methyl-2H-indazole-5-carboxamide

HO-O
[:Lﬁ Y@p

Analogously to Example 1b, Version B, 62 mg of the title compound was obtained from 226 mg
of 411b) and 119 mg of 4’-fluorobiphenyl-4-carboxylic acid.

'H-NMR (400 MHz, DMSO-dg): § [ppm]= 1.19 - 1.34 (2H), 1.37 - 1.73 (2H), 2.23 - 2.42 (1H),
2.53 (3H), 2.69 - 2.90 (1H), 2.90 - 3.14 (1H), 3.17 - 3.30 (3H), 3.47 (1H), 3.58 (1H), 3.59 - 3.70
(3H), 3.71 - 3.82 (2H), 4.37 (3H), 7.19 (1H), 7.31 (2H), 7.38 - 7.53 (3H), 7.66 - 7.81 (4H), 8.18
(1H), 8.52 (1H).

The starting material was prepared as follows:

Example 411a: (+/-)-tert-butyl 4-({5-{N-(1,4-dioxan-2-ylmethyl)carbamoyl]-4-methyl-2H-
indazol-2-yl}methyl)piperidin-1-carboxylate

>_°0°>VCH,

Q,
CH,
N
° A p
(A =
O CH,

Analogously to Example 1b, Version B, 267 mg of the title compound was obtained from
250 mg of 1d and 78 mg of (+/-)-1,4-dioxan-2-ylmethylamine.

'H-NMR (400 MHz, DMSO-dq): & [ppm]= 0.99 - 1.18 (2H), 1.38 (11H), 2.09 - 2.24 (1H), 2.53
(3H), 3.10 - 3.29 (4H), 3.41 - 3.52 (1H), 3.53 - 3.70 (4H), 3.70 - 3.81 (2H), 3.84 - 3.98 (2H),
4.32 (2H), 7.18 (1H), 7.41 (1H), 8.12 - 8.24 (1H), 8.51 (1H).

Example 411b: (+/-)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-(4-piperidylmethyl)-2H-indazole-

5-carboxamide hydrochloride
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H
R
CH
O L
H N
N ——
o
O CH,

Analogously to Example 1a, from 261 mg of 411a, 226 mg of the title compound was obtained,

which was used in the next step without further purification.

Example 412: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl}-4-methyl-N-(oxetan-2-yl-

methyl)-2H-indazole-5-carboxamide

Q,
)UO
A @)
O g

o cH,

Analogously to Example 1b, Version B, 55 mg of the title compound was obtained from 350 mg

of 238c) and 83 mg of (+/-)-oxetan-2-ylmethylamine.

'H-NMR (300 MHz, DMSO-d): § [ppm]= 1.16 - 1.31 (2H), 1.33 - 1.69 (2H), 2.19 - 2.38 (2H),
2.53 (3H), 2.58 - 2.66 (1H), 2.66 - 2.86 (1H), 2.90 - 3.14 (1H), 3.38 - 3.64 (3H), 4.35 (5H), 4.71
-4.96 (1H), 7.19 (1H), 7.33 - 7.45 (3H), 7.47 - 7.55 (2H), 8.21 - 8.37 (1H), 8.51 (1H).

Example 413: (+/-)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-(1,4-dioxan-2-ylmethyl)-

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

Analogously to Example 1b, Version B, 185 mg of the title compound was obtained from
376 mg of 238¢ and 111 mg of (+/-)-1,4-dioxan-2-ylmethylamine hydrochloride.

'"H-NMR (300 MHz, DMSO-dg): & [ppm]= 1.19 - 1.32 (2H), 1.33 - 1.66 (2H), 2.20 - 2.40 (1H),
2.53 (3H), 2.71 - 2.86 (1H), 2.90 - 3.11 (1H), 3.16 - 3.32 (3H), 3.40 - 3.59 (3H), 3.60 - 3.70
(2H), 3.71 - 3.83 (2H), 4.35 (3H), 7.18 (1H), 7.31 - 7.46 (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]methyl}-N-(1,4-dioxan-2-yl-

methyl)-4-methyl-2H-indazole-5-carboxamide
Q Q,
N °
Qa2 Qu D
O CH, 0 CH,

From 185 mg of the racemate prepared in Example 413, 51 mg of the title compound together
with 58 mg of the slower-eluting enantiomer (Example 415) were obtained by racemate

separation by means of preparative chiral HPLC (Method D).
Analytical chiral HPLC: 12.62 min.

Example 415: (S or R)-2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-N-(1,4-dioxan-2-yl-
methyl)-4-methyl-2H-indazole-5-carboxamide

SWWe-SENOWL 2%

From 185 mg of the racemate prepared in Example 413, 58 mg of the title compound together
with 51 mg of the faster-eluting enantiomer (Example 414) were obtained by racemate

separation by means of preparative chiral HPLC (Method D).
Analytical chiral HPLC: 13.68 min.

Example 416: (R or S)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl} piperidin-4-yl)methylj-2H-indazole-5-carboxamide

or



10

20

WO 2014/187744 PCT/EP2014/060103

- 286 -

From 231 mg of the racemate prepared in Example 248, 24 mg of the title compound together
with 24 mg of the slower-eluting enantiomer (Example 417) were obtained by racemate

separation by means of preparative chiral HPLC (Method E).
Analytical chiral HPLC: 7.08 min.

Example 417: (S or R)-4-methyl-N-(3,4,5,6-tetrahydro-2H-pyran-2-ylmethyl)-2-[(1-{4-[4-
(trifluvoromethyl)phenoxy]benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

Y

O CH,

From 231 mg of the racemate prepared in Example 248, 24 mg of the title compound together
with 24 mg of the faster-eluting enantiomer (Example 416) were obtained by racemate

separation by means of preparative chiral HPL.C (Method E).

Analytical chiral HPLC: 8.98 min.

- Example 418: (R or S)-N-(1,4-dioxan-2-ylmethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)-

phenoxy]benzoyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

F F

U A
(:l,,ur%i“p m [:Lnl(%f‘ﬁp

From 280 mg of the racemate prepared in Example 249, 65 mg of the title compound together
with 75 mg of the slower-eluting enantiomer (Example 419) were obtained by racemate
separation by means of preparative chiral HPLC (Method D (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-[(1-{4-[4-(trifluoromethyl)-
phenoxy]benzoyl}piperidin-4-yl)methyl]-2H-~indazole-5-carboxamide

F F

- dﬁ
7 N\
G G
O CH, o CH

From 280 mg of the racemate prepared in Example 249, 75 mg of the title compound together
with 65 mg of the faster-eluting enantiomer (Example 418) were obtained by racemate
separation by means of preparative chiral HPLC (Method 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 1.-5 and have only been
carried out using EP2 recepior 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) receptor signal

1.1 Detection principle

The binding of PGE; to the EP2 subtype of the human PGE, receptor induces the activation of
membrane-located adenylate cyclases and leads to the formation of cAMP. In the presence of the
phosphodiesterase inhibitor IBMX, the ¢cAMP accumulated owing to this stimulation and
released by cell lysis is used in a competitive detection method. In this test, the cAMP present in
the lysate competes with a fluorescence-labelled cAMP (cAMP-d2) for binding to an Eu
cryptate-labelled anti-cAMP antibody.

In the absence of cellular cAMP, a maximal signal is produced, which is attributable to the
binding of this cAMP-d2 molecule to the antibody. After excitation of the cAMP-d2 molecule at
337 nm, there is a fluorescence resonance energy transfer (FRET) to the Eu cryptate molecules
of the anti-cAMP antibody (labelled therewith), followed by a long-lasting emission signal at
665 nm (and at 620 nM). Both signals are measured in a suitable measurement instrument with a
time delay, i.e. after decay of the background fluorescence. Any increase in the low FRET signal
caused by prostaglandin E, administration (measured as well ratio change =

emissionggsy,/€missiongen, * 10000) indicates the action of antagonists.
1.2. Detection method
1.2.1. Test for antagonism (data per well of a 384-well plate):

To a test plate with the substance solutions already added (0.05 p1; 100% DMSO, concentration
range from 0.8 nM — 16.5 pM) were added 4 pl of a cAMP-d2/cell suspension (625000
cells/ml). After a 20-minute preincubation at room temperature (RT), 2 pl of a 3xPGE2 solution
(1.5 nM, in PBS-IBMX) were added and incubated in the presence of the agonist for a further
60 mins at RT (volume: ~ 6 ul). Next the reaction was stopped by addition of 2 ul of lysis buffer

and incubated for a further 20 mins at RT before the actual measurement (volume: ~ 8 pl).
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2. Detection of antagonism to the human prostaglandin E, (subtype EP4) receptor signal

2.1 Detection principle

The binding of PGE, to the EP,4 subtype of the human PGE, receptor induces the activation of
membrane-located adenylate cyclases and leads to the formation of cAMP. In the presence of the
phosphodiesterase inhibitor IBMX, the ¢cAMP accumulated owing to this stimulation and
released by cell lysis is used in a competitive detection method. In this test, the cAMP present in
the lysate competes with a fluorescence-labelled cAMP (cAMP-d2) for binding to an Eu
cryptate-labelled anti-cAMP antibody.

In the absence of cellular cAMP a maximal signal is produced, which is attributable to the
binding of this cAMP-d2 molecule to the antibody. After excitation of the cAMP-d2 molecule at
337 nm, there is a fluorescence resonance energy transfer (FRET) to the Eu cryptate molecules
of the anti-cAMP antibody (labelled therewith), followed by a long-lasting emission signal at
665 nm (and at 620 nM). Both signals are measured in a suitable measurement instrument with a
time delay, i.e. after decay of the background fluorescence. Any increase in the low FRET signal
caused by prostaglandin E, administration (measured as well ratio change =

emissiongss,/emissiongg,., * 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 already added (0.05 n1; 100% DMSO, concentration
range from 0.8 nM - 16.5 uM) were added 4 ul of a cAMP-d2/cell suspension (312500 cells/mi).
After a 20-minute preincubation at room temperature (RT), 2 pl of a 3xPGE2 solution (0.3 nM,
in PBS-IBMX) were added and incubated in the presence of the agonist for a further 60 mins at
RT (volume: ~ 6 ul). Next the reaction was stopped by addition of 2 pl of lysis buffer and

incubated for a further 20 mins at RT before the actual measurement (volume: ~ 8 pl).
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3. Detection of antagonism to the human prostaglandin D receptor signal

3.1 Detection principle

The binding of prostaglandin D, to the human PGD receptor induces the activation of
membrane-located adenylate cyclases and lzads to the formation of cAMP. In the presence of the
phosphodiesterase inhibitor IBMX, the ¢cAMP accumulated owing to this stimulation and
released by ccll lysis is used in a competitive detection method. In this test, the cAMP present in
the lysate competes with a fluorescence-labelled cAMP (¢cAMP-d2) for binding to an Eu

cryptate-labelled anti-cAMP antibody.

In the absence of cellular cAMP, a maximal signal is produced, which is attributable to the
binding of this cAMP-d2 molecule to the antibody. After excitation of the cAMP-d2 molecule at
337 nm, there is a fluorescence resonance energy transfer (FRET) to the Eu cryptate molecules
of the anti-cAMP antibody (labelled therewith), followed by a long-lasting emission signal at
665 nm {(and at 620 nM). Both signals are measured in a suitable measurement instrument with a
time delay, i.c. after decay of the background fluorcscence. Any increase in the low FRET signal
caused by prostaglandin E, administration (mecasured as well ratioc change =

emissionggsnn/€MIissionggm * 10000) indicates the action of antagonists.
3.2. Detection method
3.2.1. Test for antagenism (data per well of a 384-well plate):

To a test plate with the substance solutions already added (0.05 ul; 100% DMSO, concentration
range from 0.8 nM — 16.5 uM) were added 4 ul of a cAMP-d2/cell suspension (625000
cells/ml). After a 20-minute preincubation at room temperature (RT), 2 pl of a 3xPGD?2 solution
(6 nM, in PBS-IBMX) were added and incubated in the presence of the agonist for a further
30 mins at RT (volume: ~ 6 pl). Next the reaction was stopped by addition of 2 pl of lysis buffer

and incubated for a further 20 mins at R’ before the actual measurement (volume: ~ 8 ul).
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4. The EP2 subtype of the PGE, receptor and the pre-ovulatorv cumulus expansion

4.1. Background:

In the pre-ovulatory antral follicle, the oocyte is surrounded by cumulus cells, which form a
dense cell crown around the oocyte. After the LH peak (luteinizing hormone), a series of
processes is activated, which results in a marked morphological change in this cell crown of
cumulus cells. During this, the cumulus cells form an extracellular matrix, which leads to the so-
called cumulus expansion (Vanderhyden et «l. Dev Biol; (1990); 140(2): 307-317) This
cumulus expansion is an important component of the ovulatory process and the subsequent

possibility of fertilization.

During the cumulus expansion, prostaglandins and here prostaglandin E», synthesis whereof is
induced by the LH peak, are of decisive importance. Prostanoid EP2 knockout mice (Hizaki et
al., 1999, Proc Natl Acad Sci U. S. A.; (1999) 96(18):10501-10506) show a markedly decreased
cumulus expansion and severe subfertility, which demonstrates the importance of the prostanoid

EP2 receptor for this process.
4.2, Camulus expansions test in vifro

In immature female mice (strain: B6D2F1 from Charles River), at an age of 14 - 18 days, the
folliculogenesis was induced by a single administration (intraperitoneal) of 10 YU of PMSG
(pregnant mare serum gonadotropin; Sigma G-4877, Lot 68H0909). 47-50 hours after the
injection, the ovaries were removed and the cumulus-oocyte complexes removed. At this stage,

the cumulus complex is not yet expanded.

The cumulus-oocyte complexes were now incubated for 20-24 hours with prostaglandin E,
(PGE,) (0.3 pM), vehicle control (ethanol) or test substances. Medium: alpha-MEM medium
with 0.1 mM IBMX, pyruvate (0.23 mM), glutamine (2 mM), pen/strep 100 IU/ml pen. and
100 pg/ml strep.), HSA (8 mg/ml) and foetal bovine serum (FBS, 10%). The cumulus expansion
was then established through the subdivision into four stages (after Vanderhyden et al. 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 by decreasing the fertilizability of oocytes or
cumulus-oocyte complexes. In order to study such effects, substances can be administered in

vivo and subjected to in vitro fertilization after ovulation of cumulus-oocyte complexes has taken
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place. The in-viiro fertilization rate, where no test substance is any longer present, allows

conclusions as to the in-vivo effects of the test substances.

Immature female mice (strain: B6D2F1, Charles River, Suelzfeld, age: 19-25 days) were kept in
Macrolon cages in rooms with controlled illumination (12 hrs darkness: 12 hrs light), fed with a

standard diet and provided with drinking water ad libitum.

The mice were primed with PMSG (pregnant mare serum gonadotropin) (10 IU/animal 1i.p.).
After 48 hours, a stimulus triggering ovulation was created in the animals by one administration
of 10 IU/animal i.p. (hCG, human chorionic gonadotropin). The test substances were dissolved
in benzyl benzoate/castor oil (1+4 v/v) and administered in a volume of 0.1 ml s.c. 1 hour before
hCG (n=5 animals per group). Fourteen hours after hCG administration, the animals were killed.
Ovulated oocytes and cumulus-oocyte complexes were obtained from the bursa ovarii and/or
oviduct and subjected to in-vitro fertilization, wherein for the fertilization a sperm count of
40000 sperms/0.5 mi was used for 1 hour. Twenty-four hours after the incubation with the
sperms, the number of fertilized oocytes is established and the percentage fertilization rate

determined.

The results in Table 4 show that Example 17 according to the invention has a dose-dependent

influence on the fertilizability of ovulated cumulus-oocyte complexes.
4.4 In-vivo action on fertility in non-human primates (Cynomolgus):

In order to study the effect of substances on fertility, mating studies can be performed in
monkeys (Jensen et al. Contraception 81; (2010) 82(2): 165-171). For this, the test substances
are administered to female cynomolgus monkeys (Macaca Fascicularis) which are being kept in
groups, then the animals are mated with a male animal. Matings are checked for by sperm
detection in daily vaginal smears. Pregnancies resulting therefrom are identified by hormone
determinations and ultrasound examinations. Through the changes in the serum oestradiol
concentrations during the cycle, (rise before the midcycle LH peak), the fertile phase within a
cycle of the individual animals can be determined. Matings in this fertile period are described as
“timed matings” (matings in the fertile phase). Apart from the absolute number of pregnancies

occurring, the effect on the fertility can also be expressed as pregnancies per “timed matings”.

To test the action of EP2 receptor antagonists on fertility in monkeys, Examples 17 and 56
according to the invention were administered over 6 months, dissolved in 0.5 ml castor oil.
Example 17 was administered once daily at a dosage of 10 mg/kg (n= 10 animals), while
Example 56 was administered twice daily at a dosage of 10 mg/kg (n=9 animals). Only the

vehicle was administered to a control group (n=10 animals). In the first month of the treatment,
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no male animal was placed with the female animals. After this, female and male animals were

kept together over 5 months, with detection of pregnancies and cycle monitoring.

Table 5 shows that both substances result in a marked reduction in the number of pregnancies
occurring. These data for the first time show the strong contraceptive effect of EP2 receptor
antagonists in the primate. Further results of the study show that the substances have no effects
on hormone levels and cycle length. This confirms that the substances produce a contraceptive
effect by non-hormonal mechanisms. The reversibility of the contraceptive effect was

demonstrated on  some  animals after  discontinuation of the treatment.



10

15

WO 2014/187744 PCT/EP2014/060103

- 294 -
5. Determination of the pharmacokinetic parameters after intravenous administration
5.1. Intravenous administration:

For this, the substances were administered in dissolved form, compatible solubilizers such as
PEG400 and/or ethanol being used in tolerable quantity. The substances were administered at a
dosage of 0.1 -1 mg/kg. The administration was effected in the female rat as a bolus injection.
Here, at various times after bolus injection ca. 100-150 pl blood samples were withdrawn from
the jugular vein via a catheter. The blood samples were treated with lithium-heparin as
anticoagulant and stored refrigerated until further work-up. After centrifugation of the samples
for 15 mins at 3000 rpm, an aliquot of 100 ul was withdrawn from the supernatant (plasma) and
precipitated by addition of 400 pl of cold acetonitrile or methanol (absolute). The precipitated
samples were frozen overnight at -20°C, then centrifuged once again for 15 mins at 3000 rpm,
before 150 pl of the clear supernatant was withdrawn for the concentration determination. The

analysis was performed with an Agilent 1200 HPLC system with attached LCMS/MS detection.

5.2 Calculation of the PK parameters

The calculation was performed by means of the PK calculation software WinNonLin®, where t;,

means half-life within a specified interval (here: terminal t,, in hrs).
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Table 1: Examples for the biological activity of the compounds according to the invention on the

hEP2 receptor (ICs measured by cAMP antagonism test), selectivity towards hDP & hEP, (ICs,
measured by cAMP antagonism test): x: 1 - 10, xx: 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 i Antagonism hEP2 Selectivity Selectivity
: 1Csy [M] hEP2/hDP hisP2/hEP4
18 i 7.66L-09 XXX XXX
19 8.57E-09 XXX A XXX
20 j 7.33E-09 XXX v XXX
21 358E08 | — xxx |
2 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 X%X
31 3.08B-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 |
! i
36 6.16E-08 ; XXX O xxx |
37 1.04E-07 | XXX XXX
i
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.ﬁf(z-uiiplc: Antagonism hEP2 ' Sclc&ivity Selectivity
‘ 1Cs [M] | hEP2/hDP hEP2/hEP4
|

38 2.811:-08 XXX XXX
39 1.13B-07 XXX XXX
40 ‘ 1.15E-08 XXX XXX
41 5.62E-09 XXX XXX
42 "4775E-09 XXX XXX
43 4.82E-09 o 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 8.38-07 XX XX
53 i 4.42E-08 xxx | xxx
54 i 4.74E-09 XXX XXX
55 9.67E-09 XXX XXX
56 131B-08 | o XXX
57 5.29E-09 x| xxx
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Example | Antagonism hEP2 Selectivity Selectivity
ICso [M] hEP2/hDP LhEP2/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
1Cso [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
ICsy (M] LEP2/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
1Cso [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
ICsp [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
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’Tmpl(:" “Anta gbni sm hE?2 Selectivity sauﬂ\m—
i 1Cso [M] hEP2/hDP | LEP2/lP4
158 | 6.21E-09 xxx | xxx
159 6.24E-09 XXX x|
:
160 | 829E-08 x| xxx
161 9.82E-08 XXX XXX |
162 9.33E-09 o 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
) e I
Lo172 3.16E-09 XXX f XXX
173 2.71E-09 XXX XXX
174 | 6.58E-09 XXX XXX
175 8.05B-09 xxx XXX
176 | T 7.77E-09 XXX Cxxx
P77 1.18E-07 XXX XXX
F
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Example | Antagonism hEP2 Selectivity Selectivity
ICse [M] hEP2/hDP LEP2/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 LEP2/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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“ﬁxan'lplc Antagonism hEP2 Scﬁlcctivii.y Selectivity
1Cso [M] hEP2/hDP | hEP2/hEP4

298 3.455-07 - XX XX :
o299 S41E-07 XX XX !

300 7.98E-08 O xxx XXX
301 | 245E-08 XXX XXX

302 1.31E-07 Xxx | xxx
7303 | 1.39E-08 XXx XXX

304 9.98E-08 XXX XXX

305 3.01E-07 XX XX

306 7.661E-08 XXX XXX
307 3.06E-08 XXX XXX

308 2.22E-08 xx | XXX

309 6.6E-08 XXX XXX
i
310 8.06E-07 XX I xx
311 | 8.41BE-08 XXX XXX

312 1.58E-07 XXX XXX

313 © '8.94E-08 XXX XXX
314 2.78E-08 ; XXX | XXX

315 : 43508 XXX x|

316 j 7.9E-08 XXX XXX

317 1.81E-07 XX XX
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Example | Antagonism hEP2 Selectivity Selectivity
1Cso [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




WO 2014/187744 PCT/EP2014/060103
-312-
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

1Cso [M] hEP2/LDP 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-68 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
ICs [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 percent with use of 0.3 pM PGE2 for
stimulation, reference 1: example 62 from DE102009049662A1

Example % reduction at 1 uM % reduction at 0.5 pm
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 (t,) after intravenous administration in the female rat, reference 1:

example 62 from DE102009049662A1

Example ti [hr]

Reference 1 0.4

Example 17 25
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Example 42 3.2

Example 117 2.0

Example 283 5.8

Table 4: Reduction in in-vitro fertilization rate after in-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 17 309 20+ 10 0+1 8§+4

Table 3: Reduction in the pregnancy rates in the non-human 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 phase of the cycle

6.  Effect of a single administration of EP2 receptor antagonists and COX inhibitors

alone or in combination on the fertility of the rat

The rat is a particularly suitable animal model for demonstrating the effect of substances on

fertility, since the cycle can be observed eesily by vaginal swabs and mating reliably leads to a

high number of offspring.
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In the experiments below, female Han Wistar rats having a weight of 200-270 g were used. The
animals 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.

EP2 receptor antagonists were dissolved in benzyl benzoate/castor oil (1+4 v/v), and the dose
was administered in a volume of 1 mlkg of body weight s.c. Optionally, EP2 receptor
antagonists were also administered orally in the same vehicle as the COX inhibitors (see below).
Here, the oral administrations were divided to three points in time (12.30, 16.00 and

17.00 hours) (see Table 6.3).

The COX inhibitors were suspended in a carrier liquid (85 mg of Myrj®53 polyoxyl(50)stearate;
CAS No. 9004-99-3) in 100 ml of 0.9% w/v NaCl solution), and the dose corresponding to the

treatment group was administered in a volume of 2 ml/kg of body weight.

Prior to the start of the experiment, two cycles were observed using vaginal swabs. Only animals
having a regular 4-day cycle were used in the experiment. The animals were randomized to the

treatment groups.

The animals were treated once in the proestrus, the day in the cycle when the LH peak occurs in
the evening, with the test substances either alone or in combination. On the evening of the
proestrus, the female animals mated with a male rat. Successive mating was confirmed by
detection of vagiﬁal sperms in the vaginal swab the next morning. The effect on fertility was
determined 9-15 days after mating by the number of implantation sites of the animals. The group

size was n = 6 per group.

As can be seen from Tables 6.1 ~6.6, in these experiments piroxicam, indomethacin and
meloxicam in combination with various EP2 receptor antagonists had a strong antifertility effect.
In particular, it should be noted that the individual administrations showed no or only a weak

effect, whereas the combination showed a markedly increased contraceptive efficacy.

Table 6.1: Effect of a single administration of the EP2 receptor antagomist E16: N-(2-
methoxyethyl)-4-methyl-2-{(1- {4-[4-(trifluoromethyl)phenoxy]benzoyl} piperidin-4-yl)methyl}-
2H-indazole-5-carboxamide (Example 17) or piroxicam alone 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 74 123+£0.8
E16 4 mg/animal 7:00 54 9.0+34
Piroxicam 2 mg/animal 7:00 St 135+1.0
yimal +
E16 4 mg/animal + 7:00 2 37443
Piroxicam 2 mg/animal
E16 4 mg/animal 13:00 40% 8.2+3.1
Piroxicam 2 mg/animal 13:00 68 11.3+1.6
K n/‘» ‘. -
E16 4 mg/animal + 13:00 g* 14211
Piroxicam 2 mg/animal

* Data of n=: 5 animals since one animal did not mate (no sperms detected in the vaginal swab)




WO 2014/187744

-320-

PCT/EP2014/060103

Table 6.2: Effect of a single administration of the EP2 receptor antagonist E161: N-(2-

methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-ylJoxy} benzoyl)piperidin-4-

yl]methyl}-2H-indazole-5-carboxamide (Example 345) or 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 77 128 +£2.2

E161 2 mg/animal 18:00 55 9.0+£34

Piroxicam 2 mg/animal 18:00 53%* 10615

E161 2 mg/animal + 18:00 24 40+2.1

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 receptor antagonist E16: N-(2-methoxyethyl)-
4-methyl-2-{(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl } piperidin-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)piperidin-4-ylJmethyl } -2H-indazole-5-carboxamide

(Example 345) or 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

. 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

E16 2 mg/animal + 12:30; 16:00

Piroxicam 2 mg/animal and 17:00 21 3.5£2.9

E161 2 mg/animal + 12:30; 16:00

Piroxicam 2 mg/animal and 17:00 32 3+4.1

#Dosage of the EP2 receptor antagonists was divided to two points in time after administration

of the COX inhibitor
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Table 6.4; Effect of a single admunistration of the EP2 receptor antagonist 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 ) b 10.3£0.6
Meloxicam 0.25 mg/animal 17:00 32% 64159
Meloxicam 0.5 mg/animal 17:00 70 11.7+64
Meloxicam 1 mg/animal 17:00 66 11£55
Meloxicam 2 mg/animal 17:00 54* 10.8 +4.4
E16 4 mg/animal 17:00 22%* 55+£54
E16 4 mg/animal + . *
Meloxicam 0.25 mg/animal 17:00 31 6.2+6.3
E16 4 mg/animal + ) sk
Meloxicam 0.5 mg/animal 17:00 13 S0£17
E16 4 mg/animal + ) . )
Meloxicam 1 mg/animal 17:00 1 22+£33
E16 4 mg/animal + 17:00 78 1.842.4

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 receptor antagonist 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+19
E16 0.25 mg/animal 17:00 78 13+£23
E16 0.5 mg/animal 17:00 60 1028
E16 1 mg/animal 17:00 42 754
E16 2 mg/animal 17:00 30%¢ 75+1.7
E16 4 mg/animal 17:00 32 53445
Meloxicam 2 mg/animal 17:00 63% 126 £34
E16 0.25 mg/animal + . -
Meloxicam 2 mg/animal 17:00 >2 87425
E16 0.5 mg/animal + ‘
: +
Meloxicam 2 mg/animal 17:00 36 6.0+4.3
E16 1 mg/animal + .
Meloxicam 2 mg/animal 17:00 35 S-8£34
E16 2 mg/animal + )
Meloxicam 2 mg/animal 17:00 19 3.2+£238
E16 4 mg/animal + _ s i
Meloxicam 2 mg/animal 17:00 1 3.7+ 47

* 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 receptor antagonist 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 62 103+25
E16 2 mg/animal 16:00 71 11.8 £2.1
E16 4 mg/animal 16:00 50 83£34
E16 8 mg/animal 16:00 43* 86+28
Indomethacin 1 mg/animal 16:00 67 11.24+29
E16 1 mg/animal + 16:00
Indomethacin 1 mg/animal 58 9719
E16 2 mg/animal + 16:00
Indomethacin 1 mg 6.3+3.7
/animal 38
El64 mg/at.umal + . 16:00 45416
Indomethacin 1 mg/animal 27
E16 8 mg/animal + 16:00
Indomethacin 1 mg/animal 26 4319

* 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.

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.
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The mice were primed with PMSG (Pregnant Mare Serum Gonadotropin) (10 IU/animal i.p.).
After 48 hours, by administration of 10 IU/animal i.p., an ovulation-triggering stimulus (hCG,
human Chorion Gonadotropin) was generated in the animals. EP2 receptor antagonists were
dissolved in benzyl benzoate/castor oil (1+4 v/v) and administered in a volume of 0.1 m! s.c.
1 hour prior to hCG (n= 5 animals per group). The COX inhibitor was suspended in a carrier
liquid (85 mg of Myrj®53 polyoxyl(50)stearate; CAS No. 9004-99-3) in 100 mi of 0.9% w/v
NaCl solution), and the appropriate dose was administered in a volume of 2 ml/kg of body
weight orally 1 hour prior to hCG. Fourteen hours after administration of hCG, the animals were
sacrificed. Ovulated oocytes and cumulus-oocyte complexes were obtained from the ovarii bursa
and/or the oviduct and subjected to in-vitro fertilization, with a sperm number of 40 000
sperms/(.5 ml for 1 hour being used for fertilization. Twenty-four hours after incubation with the
sperms, the number of fertitized oocytes and the number of 2-cell embryos per animal were

determined.
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Table 7.1: The results in this {able show that the EP2 receptor antagonist according to the
invention B126: 4-methvl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-
(trifluoromethyl}phenoxylbenzoyl} piperidia-4-ylymethyl]-2H-indazole-5-carboxamide

(Example 291) has « dose-dependent effect on the number of 2-cell cmbryos per animal.

Treatment group 2-Cell un;r)osper;n;.;“:
(mean + SD)
Vehicle* 363 +9.5
Piroxicam 0.1 Ing;;l;ﬁnt;ﬁ o 10.8 £3.8
l E1260.1 1'1‘}g;’;;1i1nzt] L 30.8+7.3
Piroxicam 0.1 mg/animal + E126 0.1 mg/animal 6.2+45
E126 0.5 mg/animal 126£3.6
Piroxicam 0.1 mg/animal + E126 0.5 mg/arimal* 33x21

* 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-y)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 5¢cP, 10.12% Macrogol3350, 10.12% talc, 23.20%

titanium dioxide and 6.00% yellow iron oxide.

Combination tablets comprising other EP2 receptor antagonists 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 receptor antagonist 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-(trifluoromethv])phenoxy]benzovl} piperidin-4-yDmethyl]-
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 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 comprising (a) at least one EP2 receptor antagonist
according to formula (I)

RZ
X H — N
R \/N .
o R m(. N
>—Ar—R3
© ®

wherein
R':  means H, C,-C, alkyl or C,-C, alkyloxy;
R%  H or methyl;
subject to the proviso that one of the two residues R' or R* equals H;

X: -(CHp)i-, «CHp)-O-, -CH-S-, CH;-S(0O),-, -CH(CHj)-, -CH(CHs)-O- or

-C(CH3),-0-;
k: 1or2;
L 0,1o0r2;

R* H, C,-C, alkyl, C3-C4 cycloalkyl or CH,-C5-C, c'ycloa]kyl;
and in the case that X means -(CHj),- with ! meaning 0 or 1 or -CH(CH,)-
R*: additionally means a 4-6-membered heterocyclyl residue;
and in the case that X means ~(CH,);- or -CH(CHj)-
R*: additionally means CN;

m: 1or2;
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n:

Ar:

1 or2;
a 6-10-membered aryl or 5-10-membered hetary! residue,

halogen, CN, ST, C,-Cy alkyl, Cs-Cy cycloalkyl, C4-Cq heterocyelyl, O-C;-Cy
alkyl, 0O-C;-Cq cycloalkyl, O-C.-Cg heterocyelyl, S-Cy-Cy alkyl, S(0),-Ci-Cy4
alkyl, Ar’, O-Ar’, C(CH;),-CN or C(CHj;),-OH; and

an optionally singly or doubly substituted 6-membered aryl or 5-6-membered

heteroaryl residue;

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

and comprising (b) at least one COX inhibitor selected from the list below:

Cl1

C2

c7

C8

9

C10

Cl1

Ci12

Ci3

i.ndomethacin;
diclofenac;
naproxen;
ibuprofen;
mcloxicam;
piroxicam,;
nimesulide;
ketoprofen;
tenoxicam,
mecfancmic acid;
ketoralac;

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

yl]benzenesulphonamide);

parecoxib(N-[4-(5-methyl-3-phenyl-4-isoxazolyl)phenyl}sulphonylpropionamide);
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Cl15  rofecoxib (4-(4-mesylphenyl)-3-phenylfuran-2(5H)-one);

C16  valdecoxib (4-[5-methyl-3-phenyl-4-isoxazoyl)benzenesulphonamide);
C17  etoricoxib

for on-demand contraception.

5 2 Pharmaceutical composition comprising (a) at least one EP2 receptor antagonist

according to formula (Ia)

wherein
R', R*: mean H or methyl;
10 subject to the proviso that one of the two residues R' or R? equals H;
X: -(CHy)r- or ~(CH2)y-O-;
k: 1or2;
I: 0,1o0r2;
R*  H, C,-C,4 alkyl, C5-C4 cycloalkyl or CH,-C3-C, cycloalkyl;
15 m: 1or2;
n: lor2;

Ar: a 6-10-membered aryl or 5-10-membered hetaryl residue,
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halogen, CN, SFs, C,-Cy alkyl, C;-C¢ cycloalkyl, C;-Cg heterocyclyl, O-C;-C,
alkyl, O-Cs-C¢ cycloalkyl, O-C4-C;s heterocyclyl, S-C,-C4 alkyl, S(0),-Ci-C,4
alkyl, Ar’, O-Ar", C(CHj),-CN or C(CH;),-OH; and

an optionally singly or doubly substituted 6-membered aryl or 5-6-membered

heteroaryl residue;

wherein the substituents are selected from F, Cl, CN, C;-C, alkyl, O-C;-C4 alkyl,
C(CH3),-CN, C(CHj;),-OH and C(O)NH,;

and isomers, diastereomers, enantiomers and salts or cyclodextrin clathrates thereof

and comprising

(b) at least one COX inhibitor selected from the list

Ci

C2

C4

C5

C6

C7

C8

C9

C10

C11

C12

Cl13

C14

indomethacin;
diclofenac;
naproxen,
ibuprofen;
meloxicam,;
piroxicam;
nimesulide;
ketoprofen;
tenoxicaﬁl;
mefanemic acid;
ketoralac;

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

yl]benzenesulphonamide);

parecoxib (N-[4-(5-methyl-3-phenyl-4-isoxazolyl)phenyl]sulphonylpropionamide);
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(9%}

C15

'
)

L)

33
(

rofecoxib (4-(4-mesyviphenyl)-3-phenylfuran-2(511)-one):

C16  valdecoxib (4-[S-methyl-3-phenyl-4-isoxazoyl)benzencsulphonamide);

C17

etoricoxib

as active compounds and at least one pharmaceutically acceptable carrier.

Pharmaceutical composition according to Claim 2, wherein

R":

R*:

R

m, n:

Ar:

means a methyl group;
H;

-(CH;)_)r- or —(C‘I'Ig);c-O";

Gorl;
C,-Cy4 alkyl, C3-C4 cycloalkyl or CH,-C;-Cy cycloalkyl;
1; and

a phenyl residue;

and isomers, diastereomers, enantiomers and salts or cyclodextrin clathrates thereof and

R* and Ar’ have the meanings stated in Claim 2.

Pharmaceutical composition according to Claim 2, wherein

R

R%

m, n:

means a methyl group;
H;

~(CHL)i- or -(CH,),-O-;

Qorl;
C,-C4 alkyl, C3-C, cycloalkyl or CH,-C5-C,, cycloalkyl;

2:and
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E2

E4

ES

E6

E7

E8

E9

E10

Ell

-333 -
Ar: a phenyl residue;

and isomers, diastereomers, enantiomers and salts or cyclodextrin clathrates thereof and

R? and Ar’ have the meanings stated in Claim 2.

Pharmaceutical composition according to Claim 3 or 4, wherein the EP2 receptor

antagonist is selected from the following group:

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

2H-indazole-5-carboxamide

2-{[1-(4-tert-butoxybenzoyl)piperidin-4-yllmethyl } -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2- {{1{4-morpholinobenzoyl)piperidin-4-yllmethyl } -2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-mesylbenzoyl)piperidin-4-ylJmethyl } -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-yl|methyl } -N-(2-methoxyethyl)-4-methy!-

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

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

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl]piperidin-4-
yl} methyl)-2H-indazole-5-carboxamide
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E13

El4

E15

El6

E17

E18

E19

E20

E21

E22

E23

E24
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N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yi|methyl} -2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5~carboxamide

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

indazole-5-carboxamide

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

indazole-5-carboxamide

2-{[1-(4-methoxybenzoyl)piperidin-4-yljmethyl}-N-(2-methoxyethyl)-4-methyi-2H-

indazole-5-carboxamide

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

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-( {1-[4-(trifluoromethyl)benzoyl jpiperidin-4-
yl} methyl)-2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

N-(2-methoxyethyl)-4-methyl-2-({1-[3 -(triﬂuoromethy'l)benzoyl] piperidin-4-

vl}methyl)-2H-indazole-5-carboxamide
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N-(2-methoxyethyl)-4-methyl-2-{[1-(3-methylbenzoyl)piperidin-4-yljmethyl} -2 H-

indazole-5-carboxamide

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

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

2-{[1-(4cyanobenzoyl)piperidin-4-ylJmethyl } -N~(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

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

methyl)-2H-indazole-5-carboxamide

2-({1-[4-(difluoromethoxy)-2-fluorobenzoyljpiperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

4-methyl-2H-indazole-5-carboxamide
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2-({1-[(3,4"-difluorobiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-N-(2-methoxyethyl)-

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

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

2-({1-[(3-fluoro-4'-methylbiphenyl-4-yl)carbonyl]piperidin-4-y1} methyl)-N-(2-methoxy-
ethyl)-4-methyl-2H-indazole-5-carboxamide

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

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

2-({1-{(2"-fluorobiphenyl-4-yl)carbonyl|piperidin-4-yl} methyl)-N-(2-methoxyethy})-4-

methyl-2H-indazole-5-carboxamide

2-({1-[(2',4"-difluorobipheny!-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

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

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

2-{[1-(4-bromobenzoyl)piperidin-4-yljmethyl }-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

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

indazole-5-carboxamide

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

4-methyl-2-({1-[4-(pentafluoro-A’-sulphanyl)benzoyl]piperidin-4-yl }methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-ylimethyl}-4-methyl-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-({1-[4-(trifluoromethoxy)benzoylpiperidin-4-
yl}methyl)-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

N-{2-(cyclopropylmethoxy)ethyl}-4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yi]-

methyl}-2H-indazole-5-carboxamide

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

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

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

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-yljmethyl}-N-[2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl} -4-methyl-N-[2-(2,2,2-trifluoroethoxy)-
ethyl]-2H-indazole-5-carboxamide

4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yl]methyl}-N-[2-(2,2,2-trifluoroethoxy)-
ethyl]-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyllpiperidin-4-yl } methyl)-4-methyl-N-[2-(2,2,2-
trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide
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4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-({1-[4-(trifluoromethyl)benzoyl]piperidin-
4-yl}methyl)-2H-indazole-5-carboxamide

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

2-{[1-(4-cyclopropylbenzoy!)piperidin-4-yl}jmethyl} -4-methyl-N-[2-(2,2,2-trifluoro-
ethoxy)ethyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yl]methyl} -N-(2-isopropoxyethyi)-4-methyl-2H-

indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-ylJmethyl}-2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl} -4-methyl-N-[2-(trifluoromethoxy)ethyl}-

2H-indazole-5-carboxamide

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

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

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

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

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

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[(4'-fluorobiphenyl-4-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)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl} -4-methyl-N- {2-[CH3)methyloxy]-
(*H4)ethyl }-2H-indazole-5-carboxamide

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

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

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{(1-{4-[(trifluoromethyl)sulphanylJbenzoyl} azetidin-3-
yDmethyl]-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylJmethyl} -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-{[1-(4-cyclopropylbenzoyl)azetidin-3-yl)methyl }-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl} azetidin-3-
yl)methyl]-2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyh)azetidin-3-ylJmethyl} -4-methyl-N-(2,2,2-trifluoroethyl)-2 H-

indazole-5-carboxamide

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

methyl)-2H-indazole-5-carboxamide

2-({1-[2-fluoro-4-(trifluoromethyl)benzoyljazetidin-3-yl }methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-2-({1-[4-(pentafluoro-AS-sulphanyl)benzoylazetidin-3-yl} methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

N-[2-(cyclopropyloxy)ethyll-4-methyl-2-({1-[4-(trifluoromethoxy)benzoyl]azetidin-3

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

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

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl } -N-[2-(cyclopropylmethoxy)ethyl]-4~

methyl-2H-indazole-5-carboxamide

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

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

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

methyl}-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl}-4-methyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl }methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide
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E110 2-({1-[4-(4-fluorophenoxy)benzoyl]azetidin-3-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E111 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E112 .2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl } -4-methyl-N-[2-(2,2,2-trifluoroethoxy)-

ethyl]-2H-indazole-5-carboxamide

E113 4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-[(1- {4-[4-(trifluoromethyl)phenoxy]-
benzoyl}azetidin-3-yl)methyl}-2H-indazole-5-carboxamide

El114 4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl} -
azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

E115 24{1-[4-(4-chlorophenoxy)benzoyljazetidin-3-yl} methyl)-4-methyl-N-(2,2,2-trifluoro-

ethyl)-2H-indazole-5-carboxamide

E116 2-({1-[4-(4-chlorophenoxy)benzoyljazetidin-3-yl} methyl)-N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

E117 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-yl]Joxy} benzoyl)-
azetidin-3-yl]methyl}-2H-indazole-5-carboxamide

E118 4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[S-(trifluoromethyl)pyridin-2-ylJoxy}-

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

E119 2-{{1-(4-chlorobenzoyl)piperidin-4-yljmethyl}-N-ethyl-4-methyl-2H-indazole-5-

carboxamide

E120 2-({1-[4-(4-fluorophenoxy)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E121 2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E122 4-methyl-2-({1-[4-(4-methylphenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide

E123 2-({1-[(4'-fluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-4-methyl-N-(2,2,2-

trifluoroethyl)-2H-indazole-5-carboxamide



10

15

20

25

WO 2014/187744 PCT/EP2014/060103

E124

E125

E126

E127

E128

E129

E130

Ei31

E132

E133

E134

E135

E137

342 -

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

2H-indazole-5-carboxamide

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

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

4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4- {[S-(trifluoromethyl)pyridin-2-yljoxy} -
benzoyl)piperidin-4-ylJmethyl} -2H-indazole-5-carboxamide

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

4-methyl-N-(2,2,2-trifluoroethyl)-2- {[1-(4- {[6-(trifluoromethyl)pyridin-2-ylloxy}-
benzoyl)piperidin-4-yljmethyl}-2H-indazole-5-carboxamide

2-({1-[4-(4-cyanophenoxy)benzoylJpiperidin-4-yl }methyl)-4-methyl-N-(2,2,2-trifluoro-
ethyl)-2H-indazole-5-carboxamide

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

ethyl)-2H-indazole-5-carboxamide

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

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

trifluoroethyl)-2H-indazole-5-carboxamide

2-[(1-{4-[(5-chloropyridin-2-yl)oxyJbenzoyl} piperidin-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-(trifluoromethyl)pyridin-2-ylibenzoyl} -
piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

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

2-({1-[4-(3,4-difluorophenoxy)benzoylJpiperidin-4-yl }methyl)-4-methyl-N-(2,2,2-

triflaoroethyl)-2H-indazole-5-carboxamide
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4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4'-(trifluoromethyl)biphenyl-4-yljcarbonyl} -

piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-{[1-(4-bromobenzoyl)piperidin-4-ylJmethyl } -4-methyl-N-(2,2,2-trifluoroethyl)-2H-

indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

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

trifluoroethyl)-2H-indazole-5-carboxamide

2-({1-{(4'-fluoro-2"-methoxybiphenyl-4-yl)carbonyl]piperidin-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-(trifluoromethyl)pyridin-3-yl]benzoy!} -
piperidin4-yl)methyl]-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{4-[2-(trifluoromethyl)pyrimidin-5-yl]benzoyi} -
piperidin-4-yhmethyl]-2H-indazole-5-carboxamide
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4-methyl-N-(2,2,2-irifluoroethyl)-2-[(1-{4-[6-(triftuoromethyl)pyridin-2-ylJbenzoyl} -
piperidin-4-yl)methyl}-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

indazole-S-carboxamide

2-({1-[4-(1-hydroxy-1-methylethyl)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxy-ethyl)-

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

2-{[1-(4-cyclohexylbenzoyl)piperidin4-yl}methyl} -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

2-({1-[4-(1-cyano-1-methylethyl)benzoyl}piperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

" methyl-2H-indazole-5-carboxamide

E159

E160

El61

E162

E163

E164

E165

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

methyl)-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

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

2H-indazole-5-carboxamide

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

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoromethyl)pyridin-2-ylJoxy} benzoyl)-
piperidin-4-yllmethyl}-2H-indazole-5-carboxamide
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2-({1-[(4"-methoxybiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

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

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

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-S-carboxamide

2-({1-[(3-fluoro-3',4"-dimethylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide



10

15

25

WO 2014/187744 PCT/EP2014/060103

E180

E181

E182

E183

E184

E185

E186

E187

E188

E189

E190

E191

E192

E193

-346 -

2-({1-[(4"-cyano-2'-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-

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

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

methyl-2H-indazole-5-carboxamide

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

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

2-({1-[(4"-chloro-2'-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5S-carboxamide

2-f(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yl]carbonyl} piperidin-4-yl)methyl]-N-(2-

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

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

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

methyl)-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

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

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

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

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

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

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

2-({1-[(3",5"-difluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-methoxy-ethyl)-

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

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

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

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

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

methyl)-2H-indazole-5-carboxamide

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

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

E207 N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl}-

methyl)-2H-indazole-5-carboxamide
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6. Pharmaceutical composition according to Claim 5, where the EP2 receptor antagonist is

selected from the list below:

E2 2-{[1-(4-tert-butoxybenzoyl)piperidin-4-ylimethyl} -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

ES 2-({1-[(4'-fluorobiphenyl-4-yl)carbonylpiperidin-4-yl } methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E7 2-{[1-(2-fluoro-4-methoxybenzoyl)piperidin-4-yljmethyl } -N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

E8 2-{[1-(4-bromo-2-fluorobenzoyl)piperidin-4-yl]methyl} -N-(2-methoxyethyl)-4-methyi-

2H-indazole-5-carboxamide

E9 2-{{1-(2-fluoro-4-methylbenzoyl)piperidin-4-yljmethyl } -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

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

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

Ell  N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pentafluoro-A°-sulphanyl)benzoylpiperidin-4-
yl} methyl)-2H-indazole-5-carboxamide

El12  N-(2-methoxyethyl)-4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-ylJmethyl} -2 H-

indazole-5-carboxamide

E13  2-({1-[4-(4-chlorophenoxy)benzoyl]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

El4  N-(2-methoxyethyl)-4-methyl-2-({1-[4-(4-methylphenoxy)benzoyl]piperidin-4-
ylymethyl)-2H-indazole-5-carboxamide

E15  2-({1-[4-(4-tert-butylphenoxy)benzoyljpiperidin-4-yl}methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

indazole-5-carboxamide

2-{[1-(4-methoxybenzoyl)piperidin-4-yl fmethyl }-N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoromethyl)benzoyl]pipenidin-4-
vl}methyl)-2H-indazole-5-carboxamide

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

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(3-methylbenzoyl)piperidin-4-yl]methyl } ~2H-

indazole-5-carboxamide

2-{[1-(3-chlorobenzoyl)piperidin-4-yljmethyl } -N-(2-methoxyethyl)-4-methyi-2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

2-{[1-(4-cyanobenzoyl)piperidin-4-vl]methyl} -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(1H-pyrazol-1-yl)benzoyl]piperidin-4-
yl} methyl)-2H-indazole-5-carboxamide
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2-({1-[4~(difluoromethoxy)-2-fluorobenzoy!piperidin-4-yl} methy!)-N-(2-

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

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

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

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

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

2-({1-[(3-fluoro-4"-methoxybiphenyl-4-yl)carbonyl|piperidin-4-yi } methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

2-[(1-{[3-fluoro-3'(triflucromethyl)biphenyl-4-yi]carbony!} piperidin-4-yl)methyli}-N-
(2-methoxyethyl)-4-methyl-2H-indazole-S-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

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

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

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

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({ 1-[4-(trifluoromethoxy)benzoylpiperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl } -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

2-{[1-(4-chlorobenzoyl)piperidin-4-yljmethyl} -N-[2-(cyclopropylmethoxy)ethyl]-4-

methyl-2H-indazole-5-carboxamide

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

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

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

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

2-{[1-(4-cyclopropylbenzoyl)piperidin-4-ylmethyl}-N-[2-(cyclopropylmethoxy)ethyl]-

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

2-{[1-(4-chlorobenzoyl)piperidin-4-ylmethyl}-4-methyl-N-[2-(2,2,2-
trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

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

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

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

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

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-({1-[4-
(trifluvoromethyl)benzoyllpiperidin-4-yl} methyl)-2H-indazole-5-carboxamide

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

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

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

trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl} -N-(2-isopropoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

N-(2-isopropoxyethyl)-4-methyl-2-{[1-(4-methylbenzoyl)piperidin-4-yl]methyl} -2H-

indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

2-({1-[(4"-fluorobiphenyi-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-isopropoxyethyl)-

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

2-{[1-(4-cyclopropylbenzoyl)piperidin4-yl]methyl} -N-(2-isopropoxyethyi)-4-methyl-

2H-1ndazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl } -4-methyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

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

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

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

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

4-methyl-N-[2-(trifluoromethoxy)ethyl]-2-[(1- {4-[4-
(trifluoromethyl)phenoxylbenzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

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

indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[4-(4-fluorophenoxy)benzoyllpiperidin-4-yl } methyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-tert-butoxyethyl)-2-({1-[(4"-fluorobiphenyl-4-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)methyl]-2H-indazole-5-carboxamide
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2-{[1-(4-chlorobenzoyl)piperidin-4-ylJmethyl}-4-methyl-N-{2-
[(2H3)methyloxy](2H4)ethyl}-2H-indazole-5-carboxamide

2-({1-[4-(4-fluorophenoxy)benzoyllpiperidin-4-yl} methyl)-4-methyl-N-{2-
[(2H3)methyloxy] (2H4)ethyl} -2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl } -N-(2-methoxyethyl)-4-methyl-2H-

indazole-5-carboxamide

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

N-(2-methoxyethyl)-4-methyl-2-({1-[4-(trifluoromethoxy)benzoyljazetidin-3-
yl}methyl)-2H-indazole-5-carboxamide

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

4-methyl-2H-1ndazole-5-carboxamide

2-{[1-(4-chloro-2-fluorobenzoyl)azetidin-3-ylJmethyl} -N-(2-methoxyethyl)-4-methyl-

2H-indazole-5-carboxamide

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

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

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

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

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

indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)phenoxy]benzoyl } azetidin-3-
yDmethyl]-2H-indazole-5-carboxamide

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

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

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

2-{[1-(4-chlorobenzoyl)azetidin-3-ylJmethyl } -N-[2-(cyclopropylmethoxy)ethyl]-4-

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

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

2-{[1-(4-chlorobenzoyl)azetidin-3-ylimethyl}-4-methyl-N-[2-(trifluoromethoxy)ethyl]-

2H-indazole-5-carboxamide

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

2-({1-{(4'-fluorobiphenyl-4-yl)carbonyl]azetidin-3-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-{[1-(4-chlorobenzoyl)azetidin-3-yljmethyl}-4-methyl-N-[2~(2,2,2-
trifluoroethoxy)ethyl]-2H-indazole-5-carboxamide

4-methyl-N-[2-(2,2,2-trifluoroethoxy)ethyl]-2-{(1- {4-[4-(trifluoromethyl)
phenoxy]benzoyl}azetidin-3-yl)methyl]-2H-indazole-5-carboxamide

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

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

trifluoroethyl)-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-
yl]oxy}benzoyl)azetidin-3-ylmethyl } -2H-indazole-5-carboxamide

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

4-methyl-N-(2,2,2-trifluoroethy!)-2-[(1-{4-[4-
(trifluoromethyl)phenoxy]benzoyl} piperidin-4-yl)methyl]-2H-indazole-5-carboxamide
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4-methyl-N-(2,2,2-trifluoroethyl)-2-{[1-(4-{[ 5-(trifluoromethyl)pyridin-2-
yljoxy}benzoyl)piperidin-4-ylimethyl } -2H-indazole-5-carboxamide

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

2-({1-[4-(3-fluorophenoxy)benzoyl|piperidin-4-yl} 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)methyl]-2H-indazole-3-carboxamide

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

trifluoroethyl)-2H-indazole-5-carboxamide

4-methyl-N-(2,2,2-trifluoroethyl)-2-[(1-{[4"-(trifluoromethyl)biphenyi-4-
vl]carbonyl}piperidin-4-yl)methyl]-2H-indazole-5-carboxamide

2-({1-[(4"-methoxy-2"-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-4-methyi-
N-(2,2,2-trifluoroethyl)-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

2H-indazole-5-carboxamide

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

indazole-5-carboxamide

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

indazole-5-carboxamide

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(4- {[5-(trifluoromethyl)pyridin-2-
ylJoxy}benzoyl)piperidin-4-yl}methyl}-2H-indazole-5-carboxamide
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N-(2-methoxyethyl)-4-methyl-2-({1-[4-(pyridin-2-yloxy)benzoyl|piperidin-4-

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

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

N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[6-(trifluoromethyl)pyridin-3-
ylloxy}benzoyl)piperidin-4-ylmethyl} -2H-indazole-5-carboxamide

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

2-({1-[(4'-methoxybiphenyl-4-yl)carbonyl]piperidin-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-ylymethyl]-2H-indazole-5-carboxamide

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

2-({1-[4-(2,4-difluorophenoxy)benzoyljpiperidin-4-yl } methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

2-({1-[(3-fluoro-3',4'-dimethylbiphenyl-4-yl)carbonyl]piperidin-4-yl }methy!)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-5-carboxamide

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

methyl-2H-indazole-3-carboxamide

2-({1-[{(4'-cyano-2"-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-N-(2-

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

2-({1-[4-(5-chloropyridin-2-yl)benzoylJpiperidin-4-y1} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

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

N-(2-methoxyethyl)-2-({1-[(4"-methoxy-2'-methylbiphcnyl-4-yljcarbonyiipiperidin-4-
vi}methvl)-4-methyl-2H-indazole-3-carboxamide

2-({1-[(4'-chloro-2"-methylbiphenyl-4-yl)carbonylpiperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-211-indazole-5-carboxamide

2-[(1-{[4'-(2-cyanopropan-2-yl)biphenyl-4-yl]carbonyi } piperidin-4-yl)methyl]-N-(2-

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

N-(2-methoxyethyl)-2-({1-[4-(5-methoxypyridin-2-yl)benzoyl]piperidin-4-y1} methyl)-4-

methyl-2H-indazole-5-carboxamide

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

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

methyl-2H-indazole-5-carboxamide

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

methoxyethyl)-4-methyl-211-indazole-5-carboxamide

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

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

N-(2-methoxyethyl)-2-({1-[4-(6-methoxypyridin-2-yl)benzoyl]piperidin-4-y1} methyl)-4-

methyl-2H-indazole-5-carboxamide
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2-({1-[(4"-fluoro-2"-methoxybiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

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

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

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

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

2-({1 ;[(2'-chl0ro-4'-ﬂuor0bipheny1—4—yI)carbonyl]pipeﬁdin—éi—yl} methyl)-N-(2-

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

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

methyl-2H-indazole-5-carboxamide

2-({1-[4-(5-fluoropyridin-3-yl)benzoy!l]piperidin-4-yl} methyl)-N-(2-methoxyethyl)-4-

methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-[(1-{4-] 5-(trifluoromethyl)pyridin-3-
yllbenzoyl} piperidin-4-ymethyl}-2H-indazole-5-carboxamide

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

2-({1-[(3',5"-difluorobiphenyl-4-yl)carbonyl]piperidin-4-yl} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(4'-fluoro-2-methylbiphenyl-4-yl)carbonyl]piperidin-4-y1} methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

2-({1-[(3",5"-difluoro-2-methylbiphenyl-4-yl)carbonyl]piperidin-4-yl } methyl)-N-(2-
methoxyethyl)-4-methyl-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[ 3-methyl-4-(3-pyridyl)benzoyli]piperidin-4-
y1} methyl)-2H-indazole-5-carboxamide

N-(2-methoxyethyl)-4-methyl-2-({1-[3-methyl-4-(4-pyridyl)benzoyl]piperidin-4-
yl}methyl)-2H-indazole-5-carboxamide
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E207 N-(2-methoxyethyl)-4-methyl-2-({1-[(2-methylbiphenyl-4-yl)carbonyl]piperidin-4-

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

7. Pharmaceutical composition according to Claim 6, where the EP2 receptor antagonist is

selected from the list below:

El6  N-(2-methoxyethyl)-4-methyl-2-[(1-{4-[4-(trifluoromethyl)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)methyl}-2H-indazole-5-carboxamide

E161 N-(2-methoxyethyl)-4-methyl-2-{[1-(4-{[5-(trifluoromethyl)pyridin-2-
ylJoxy}benzoyl)piperidin-4-yljmethyl} -2H-indazole-5-carboxamide

8. Pharmaceutical composition according to any of Claims2 -7, characterized in that it

comprises the COX inhibitor in the following ranges:

Cl indomethacin: 19 — 800 mg/day;

Cc2 diclofenac: 37.5 — 800 mg/day;
C4 naproxen: 125 -4000 mg/day;
C5 ibuprofen: 200 — 4800 mg/day;

Cé6 meloxican: 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;
Cl12 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;
Cle valdccoxib: 10 — 160 mg/day;
C17 etoricoxib: 15 — 360 mg/day.

9. Pharmaceutical composition according to any of Claims 2 — 7, where the COX inhibitor is
C1 indomethacin;
C2 diclofenac;
C4 naproxen;
C5 ibuprofen;
C6 meloxicam;
C7 piroxicarn;
C8 nimesulide.
10. Pharmaceutical composition according to Claim 9, where the COX inhibitor is:
C1 indomethacin;
C2 diclofenac;
C6 meloxicam;
C7 piroxicam.

11. Use of the pharmaceutical composition according to one of Claims 2-10 for the

production of a drug containing suitable formulation and carrier substances.

12. Use of the pharmaceutical composition according to one of Claims 2-10 and the drugs

according to Claim 11 for fertility control/contraception.

13. Use of the pharmaceutical composition according to one of Claims 2-10 and the drugs

according to Claim 11 for emergency contraccption.
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14. Use according to Claim 1 or 13, where the pharmaceutical composition is administered
in a single administration dose in a period of up to 24 hours, preferably 6 - 12 hours, before

expected sexual intercourse or up to 2 hours after sexual intercourse.

15. Method for on-demand contraception, characterized in that the pharmaceutical
composition according to any of Claims 2 - 10 is administered on demand and once in a period
of 0-24, preferably 6 -~ 12, hours prior to expected sexual intercourse or up to 2 hours after

sexual intercourse.

16. Method for on-demand contraception, characterized in that initially a first
pharmaceutical composition according to any of Claims 2 - 10 is taken in a period of up to
24 hours, preferably 6-12hours, prior to expected sexual intercourse, and a second
pharmaceutical composition according to any of Claims 2 - 10 is taken in a period of up to
48 hours after sexual intercourse, where the preparations taken before and after intercourse are

identical.

17. Method for on-demand contraception, characterized in that initially a first
pharmaceutical composition according to any of Claims 2 - 10 is taken in a period of up to
24 hours, preferably 6-12hours, prior to expected sexual intercourse, and a second
pharmaceutical composition according to any of Claims 2 - 10 is taken in a period of up to
48 hours after sexual intercourse, where the preparations taken before and after intercourse are

not identical.

18. Administration protocol for on-demand contraception, characterized in that a
pharmaceutical composition according to any of Claims 2 — 10 is taken in a period of up to
24 hours, preferably 6—12hours, prior to expected sexual intercourse and a further
pharmaceutical composition according to any of Claims 2 — 10 is taken in a period of up to

48 hours after sexual intercourse.

19. Kit for providing an administration protocol according to Claim 18 or for carrying out a
method according to either of Claims 16 - 17 for on-demand contraception, comprising in each
case at least one tablet comprising a pharmaceutical composition according to any of Claims 2 -
10, for administration before, and at least one tablet comprising a pharmaceutical composition

according to any of Claims 2 - 10, for administration after expected sexual intercourse.

20. Use of the pharmaceutical composition according to one of Claims 2-10, in the form of a

pharmaceutical preparation for oral, pulmonary, nasal, dermal or transdermal administration.

21. Use of a pharmaceutical composition according to Claim 1, wherein
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in the case that X micans - (CH,)- with 1 meaning 0

R* is additionally a 4-6-membered heterocycelyl radical linked via a ring carbon

atom.




