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DESCRIPTION

[Title of the Invention]
a-SUBSTITUTED GLYCINAMIDE DERIVATIVE

[ Technical Field]

[0001]

The present invention relates to an u-substituted glyeinamide derivative which is
useful as a pharmaceutical, or a pharmaceutically acceptable salt thereof, a pharmaceutical
composition comprising the same, and a pharmaceutical use thereof.

[Background Art]

[0002]

Transient Receptor Potential (TRP) channels are non-selective cation channels
activated by various stimuli such as temperature, chemical compounds, etc., and divided
into TRPM., TRPA, TRPV, TRPC, TRPP, TRPML, and TRPN families. Further, the
TRPM family includes TRPM1, TRPM2, TRPM3. TRPM4a, TRPM4b, TRPMS, TRPM6,
TRPM7 and TRPMS channels (See, for example, Non-patent literature 1).

TRPMS. also known as CMR1 (cold and menthol sensitive receptor-1), is the
eighth member of the TRPM family cloned in 2002 (See, for example, Non-patent
literature 2), and is activated by cold temperature (8°C -28°C) or chemical compounds
which evoke cold sensation such as menthol or icilin (See, for example, Non-patent
literature 1 and 2). In addition to the primary afferent nerve (A-delta and C-fibers) and the
trigeminal nerve. TRPMS expression is also reported in taste papillae, vascular
endothelium, the aorta. pulmonary arteries, the prostate, the male genital tract (See. for
example, Non-patent literature 3), nerve fibers scattered in the human suburothelium (See,
for example, Non-patent literature 4), prostate cancer (See, for example, Non-patent
literature 5) and oral squamous carcinoma (See. for example, Non-patent literature 6),

In TRPMS knockout mice, both lack of cold perception and deficiency in
hypersensitivity to cold stiumulation after nerve injury or inflammation are observed {See.
for example, Non-patent literature 3).

In nervous system disorders, increase of TRPMS expression and involvement in
the hypersensitivity to cold in rats with sciatic nerve injury was reported (See, for example,
Non-patent literature 7). It is reported that peripheral nerve injury evoked by oxaliplatin
increases TRPMS expression in mice and rats, and that TRPMS is involved in the cold
hypersensitivity evoked by oxaliplatin (See, for example, Non-patent literature 8 and 9).
From the fact that patients taking oxaliplatin have increased reactivity to menthol
compared with healthy volunteers, TRPMS is considered to be involved in peripheral
neuropathic pain evoked by oxaliplatin in humans as well as in rodents (See, for example,
Non-patent literature 10).

In regards to the urinary tract diseases, TRPMS is reported to be involved in the
frequent urination symptoms evoked by cold temperature in rats (See, for example, Non-
patent literature 11). Because of the expression in neurons projecting dichotomizing axons
into both the skin and the bladder of rats, TRPMS is considered to be involved in the
urinary urgency evoked by cold (See, for example, Non-patent literature 12). In cats and
patients with upper central nervous disorders such as stroke and spinal cord injury, infusion
of a small amount of cold water into the bladder evokes micturition reflex that is not
observed in normal volunteers, and this reflex is increased by the addition of menthol (See,
for example. Non-patent literature 13 and 14). In cats, this reflex is decreased according to
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desensitization of C-fibers, so menthol-sensitive C-fibers are considered to be involved in
the reflex (See, for example, Non-patent literature 13).

In patients with idiopathic detrusor overactivity or painful bladder syndrome, it is
reporied that TRPMS expression is increased in nerve fibers in the suburothelium, and that
TRPMS expression correlates with the frequency of urination and pain scores (See, for
example, Non-patent literature 15). Therefore, it is likely that TRPMS plays an important
role in the bladder afferent pathway during the bladder filling.

Accordingly, treatment or prevention of diseases or symptoms caused by the
activation of TRPMS are expected by inhibiting TRPMS.

In the meantime, as a compound of inhibiting TRPME, N-(3-aminopropyl)-2-{[(3-
methylphenyl)methyl joxy } -N-(2-thienylmethyl)benzamide hydrochloride (hereinafier
sometimes referred to as AMTB) is known.

[0003]

[Chem.1]

W N/\/\NH, -

0
o)

[0004]

In anesthetized rats, AMTB suppresses the frequency of rhythmic bladder
contractions and nociceptive reflex responses to bladder distension. However, after a high
dose of AMTB administration, the decrease of the average blood pressure is observed, so
there are still problems (See, for example, Non-patent literature 16).

AMTB has been also disclosed as Examples of a compound represented by the
general formula (A) (see Patent literature 1. Example 24),

[0005]

[Chem.2)

2 3

R R
R"@\/O 2 i‘ (A)
AN

A

[wherein, R', R?, R®, R%, R%, R®, R” and A have the same meanings as defined in
Patent literature 1.]

However, general formula (A) has a different structure from the compounds of the
present invention. Further, anything is neither described nor suggested about the
compounds of the present invention in Patent literature 1.

[0006]

In the meantime, a compound represented by the general formula (B) has been
described as a a-substituted glycinamide derivative (see Patent literature 2).

10007}
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|0008]

[wherein, R'. R?, RY, RY, n, y and z have the same meanings as defined in Patent
literature 2.]

However, the compounds described in Patent literature 2 have a different structure
from the compounds of the present invention. Further, the compounds of the present
invention are different in the point that they are TRPMS inhibitors relative to that the
compound described in Patent literature 2 are oxytocin inhibitors.
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|Summary of the Invention]

[Objects to Be Solved by the Invention]

[0011]

The present invention is to provide a novel u-substituted glycinamide derivative,
or a pharmaceutically acceptable salt thereof, a pharmaceutical composition comprising the
same, and a pharmaceutical use thereof.

[Means for Solving the Objects)

[0012]
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¢) 6-membered heterocycle, wherein the ring is unsubstituted or substituted with
| to 2 substituents independently selected from the group consisting of the following: a
halogen atom, hydroxy. C).s alkyl, C}.4 alkoxy. halo-Cy.s alkyl, cyano and halo-C 5
alkoxy).
[6] The compound according to [5] or a pharmaceutically acceptable salt thereof,
wherein a group represented by the general formula:

[0019]

[Chem.9]

Y
n
a’m (11)
Rl

is a group represented by the following general formula:
[0020]
[Chem.10]

R
m V1)

R

(wherein R” and R* independently represent a hydrogen atom, a halogen atom, C,.
s alkyl, Cy4 alkoxy, halo-C,.4 alkyl, halo-Cw alkoxy hydroxy-C,.s alkoxy, Ci.4 cycloalkyl,
C14 alkenyl or cyano with the proviso that R’ and R* are not hydrogen atoms at the same
time).
|7] ﬂ)e compound according to [6] or a pharmaceutically acceptable salt thereof,
wherein A is a group selected from the group consisting of the following d1) and e):

d1) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2 substituents
independently selected from the group consisting of the following: a halogen atom,
hydroxy, Cy.s alkyl, C,.¢ alkoxy, hydroxy-C) 4 alkoxy, halo-C;.4 alkyl, halo-C; 4 alkoxy,
cyano, amino, nitro, carboxy, (Cy.s alkyl)carbonylamino, (Cy.¢ alkyl)carbonyloxy, (Cj
alkyl)carbonyl and (Cs., aralkyloxy)carbonyl, and

e) heterocycle, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Cy.4 alkyl, Cy.5 alkoxy, halo-C ¢ alkyl, halo-Cy.¢ alkoxy, cyano,
mono(di)C,. alkylamino, C, alkylsulfanyl, amino, (C7.;o aralkyloxy)carbonyl, hydroxy-
(1.6 alkyl, hydroxy-C).s alkoxy, Ca.6 alkenyl, morpholino and (Cy., alkyl)carbonyl.
|8] ﬂxe compound according to [7] or a pharmaceutically acceptable salt thereof,
wherein A' is a group selected from the group consisting of the following a2), b1) and c1):

a2) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2 substituents
independently selected from the group consisting of the following: a halogen atom,
hydroxy. hydroxy-C; 4 alkyl, cyano, amino, mono(di)C;.s alkylamino and C; alkoxy,

bl) thiazolyl, and

¢1) a group selected from the group consisting of pyridyl, pyrimidinyl or
pyrazinyl, wherein the each ring is unsubstituted or substituted with 1 to 2 substituents
independently selected from the group consisting of the following: a halogen atom, C;4
alkyl, C;.4 alkoxy and cyano:

A’is a group selected from the group consisting of the following d2) and e1):

d2) phenyl, wherein the ring is unsubstituted or substituted with 1 1o 2 substituents
independently selected from the group consisting of the following: a halogen atom,
hydroxy, Cy.¢ alkyl, C,.4 alkoxy, hydroxy-C,.; alkoxy, halo-C,s alkyl, halo-C ;.4 alkoxy,
cyano, (C . alkyl)earbonyloxy and amino, and
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R* and R independently represent a hydrogen atom, a halogen atom, C all:Jyl.
C.6 alkoxy, halo-C . alkoxy. Cs. cycloalkyl or cyano with the proviso that R® and R* are
not hydrogen atoms at the same time.

[0022
[12]  The compound according to [1] selected from the following group or a
pharmaceutically acceptable salt thereof:
N-[(R)-carbamoylphenylmethy!]-N-[(R)-4,6-difluoroindan-! -yl [nicotinamide (Example 1-
1)
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-methoxyindan-1-yl|nicotinamide (Example 1-
6);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl|benzamide (Example 2-21P);
N-[(R)-carbamoylphenylmethyl}-N-[(R)-6-methoxylindan- 1 -yl |benzamide (Example 2-
4LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-cyclopropylindan-1-yl]benzamide (Example 2-
SLP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-difluoromethoxyindan-1-yl]benzamide
(Example 2-11LP):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-difluoromethoxyindan-1 -yl |nicotinamide
(Example 2-26LP);
2-amino-N-[(R)-carbamoylphenylmethyl|-N-[(R)-6-difluoromethoxyindan-1-
yl]nicotinamide (Example 2-27LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-ylnicotinamide (Example 2-
31LP);
2-amino-N-[(R)-carbamoylphenylmethyl|-N-[(R)-6-chloroindan-1-yl|nicotinamide
(Example 2-33LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4-fluoro-6-methoxyindan-1-vl|nicotinamide
(Example 2-39LP);
N-[(R)-carbamoylphenylmethyl]-N-|(R)-4-fluoro-6-methylindan-1-yl |nicotinamide
(Example 2-40LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4-fluoroindan-1-yl}nicotinamide (Example 2-
S6LP);
N-[(R)-carbamoylpyridin-3-ylmethyl|-N-|(R)-6-chloro-4-fluoroindan-1-yl|benzamide
(Example 2-66LP):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan- 1 -yl]thiazole-5-carboxamide
(Example 2-71LP);
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-|(R)-4.6-difluoroindan-1-yl |benzamide (Example
2-76LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl]-5-fluoronicotinamide
(Example 2-86LP);
N-|(R)-carbamoylphenylmethyl|-N-|(R)-4.6-difluoroindan-1-yl|benzamide (Example 2-
221LP):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-cyanoindan-1-yl]-2-hydroxybenzamide
(Example 3-2);
N-[(R)-carbamoylphenylmethyl]-N-[(S)-5-chloro-2,3-dihydrobenzofuran-3-yl]-2-
hydroxybenzamide (Example 4-2);
2-amino-N-[(R)-carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]benzamide
(Example 6-1);
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide (Example 12);




1)

Al

RIS

Zenppe A carnanoviplervimeda RN U - O-din T nreindan- Ty Disceihieannd
Cluanpie 1450

Mdef-catanevipheny et AU R n=Chlbpos - Tuoeonidein- -y Uibensainide
il cnple 2-0 P
A-ER ecorbamevipteovioethn =S - oA j-o-Chioro-d-flooseadine - vl nicetmesnde
Hosieaple 222500,
Ve o-canbaes Iphicny Inctba 3 - [ o8 o e-ditTnonnaan- b 2w thosysicetinamidy
dhaample 2-3al e
Ntk g-cobrnoy Iplany meth v e Ao R vo-chioragradoe-1 s1]--methoxasivannumipde
Cbxampic 2-el P
VoA earhamey s i - cinpetivE- N R -0 ilonandas - Ty [henzamide nhoannp ¢ 2-
RELP).
Voprfo-carbamaon fphenyvimetiy - V- so-chloramcan- b Dadomothyviinigrele- 3-
crbexamide Tl T-SSEP R
VB by Inbery et D N B R - aechloresd-fluoreman= - -2
pieihosybenzannde (hvenple 2-X91 Dy,
V(e Aeeartamoy ipkensimaethy - 2-chiloro- N Ri-oechioro-d- fluoraindim -1 -
Haevienoide hovagme 2030 P
N Rcarbainen rordin- 3=y il 2eebloro- Vo 2 -oschorosd- Tnoromediarn- |-
aide ] sianpie 2-6971 Pa
\ —It.f’-.' '.l-L'.-"ll'i"a'::!'iH_‘. |I"-l'|\"l'l_\']l]lg‘ll‘l}': A --1[f;’:--(l-i_"hiu;‘u-- Llioranndu- | -3 { ;-4-

b I |‘:‘.L‘!'1 EAS

maA i tntcottannde (hcnnple - iodif Py

VO merbamoviphiony buetha N <[ ei-te-chlore-d-Hnoromdati- 1-2 1] -
ncthy limnonteotsomide iF xample 2-1671P

V-lOR-carbunss phenvhinetby -V o - n-Chillora-d-flaovairdun-1-v1 [ 728

ik drabenzofimy-Zecurhoaamide o1 sampie 221110 2o

Nefidh-earboaneday ridine S dimeby AR e techloros - T orednadan- -2

prtiy Berezade oD sampie 2-TIRT Py

Ve ecarhimovinheny ime o= N A fecllopotndan- - iR

vty Lsudbzony Dcviimainnde F samphe 2210250 P

V- [CR verban pherabocthind ] Vo iO-o-canloro-d-nanerdun-| -y

cmethy Bty bcotinannde docanple 2-1280 Po

VoA rearbamodipiieny baertbia =N -fo K- o=ddbacrvmdan- T = 2anetn dusca oA
ilocanple 221501 P

M- cscerhamoy shenvimehv = A -0/ s a-ddTeoran - -4 omerthy thaeale - -
carboxeinde vbgungde 2T P
V-prEO-carbaies phicie anein S N-p A Boschloeoes e roindise oy 0= 2t - 2 HE-
Pl S-carthaxamidor Lxaaple *- 1357 P

V- A -carbamoyipliony iethy A8 - s-chiforondun- L= 2-meth fndeotinneade
(foxomnple 221371 Py

Voped ecarbanwos Iplicnylivethy] -5 [(8 - i-chlvao=3-iTneidaidinng- =S metn Tk neake-=-
coreannde thscanple 2-1471 P

Nepa-carbreviphenvhived i -V R nechloroed-tTaoronndan- ] -d-peo iy svisasndes
S-dirhexample ik voavple 2-136 Py

VoriR eearhantoviphopoinethic - =D ADs e chiloro=tnorodise s 3aerin e dige-2-
carhisamde thxample S-133] P

VLR el dphere hinetle V=R edecklos- - Huoooimian-T-vi -y i Jdivee-
Socarbovignde tb sanple 20340 10y

N R mcariaon i O-Vieeophan Drocda SR 6 Chilivo- L uceondian- T-1i]- 2

methy lntcounamiie dlanple 240611 Po



1)

P

an

A=A Fearbamoylpheny Imeths 1-N-{1 R)-6-chloro-4-tTuorandan-1-v]]-3-
methvlisonicotinamide (Example 2-1671.P):

N-feRr-carbamoyl-03-hy droxypheny himethvl oA [ (R)-6-chil cro-d- Tuoroidan- Ty 1] 2-
mcthylnicotinamude (Example 2-1681 1)

N-[ER p-carbamoy ipyridin-3-vlmethy] |- V-[{ £)-0-chloro-d-Huoroindan-1 -

vibenzo| P [dioxole-d-carboxamide iFxampte 2-1721P%:

Nl R -carbamoyiphenyvhmethis - V- Ri-b-chioro -4-luorvindan- 1 -y benzo| 1.3 Jdinxole-4-
carboxamide thxample 2-1731.P)

N[t R)-carbamoviphensimethy H- N e )-0-chioro-4-fluoronndan- 1 -3 1] 3-mcthy ipyrazine-2-
carboxamide (Fxample 2-17531.Py

V- €&y carbamey iphenylmethy ] |- A {R-0-chloro-4-thuereimdan- 1 -] fprrazine-2-
carboxamide (8 xample 2-1790LP):

N-fo)-carbamoyipyridin-3-vimethsi|- V-] R i-p-chiopo-3-tluoroindan- 1-vI1. 2.
methoxynicotinmide i Example 2-1860 Py

N-[iRy-carbamaeviphenyimethyi]- v [158)-3-chloro-7-Nuore -2 3-dihvdrobenzoforvan-3-
vilhenzamide tBxample 2-252N

N-[tRy-carbamoyipyridin-3-vimethy - N-{ (R )-6-chloro-4-1teoroindan- 1-v1§-2-

ha drosvbenzanide {(FExample 33, 19 11.P):

N-[ef-carbanoy Ipyrazin-2-y Imerthy - V- (R)-6-chloro-4-1Tuoroindan- [-31]-2-
hvdroxvbhenzamide (fxample 4-Xi:

N-fi Ry-carhamoylphenylmethyl] - A-[t R1-6-chloro-d-1luoreir dan-1-vB-2-hydrosy - 2-
methvibenzamide (Ixample -9y

N-fRi-carbamoyiphenyimethyl]-V-| (R)-6-chlora-4-1tueroindan-1-vil-2-
methoxynicotimanide (dxample 11

Z-ammo-N-{{ R-carbamoyiphensylmethyvi]-N-[ R)-6-chloro-3- thuoroimdan- t-
yHnicotimamide (b xample 133

N-{tR-carbamoyipheny Imethyvl [-V-[ (R -0-chloro-4-Duorcandan- 1-y] - 2-
methvinicotmamide (Example [4EP):

A-{eRrcarbamovipheny Imethy -0 A-o-chlove-4-luoromndan- -y -4-meths Bhiazole-3-
carbhoxamude (Example 13 P

A-{tB)-carbamuoy -0 3-dimethy laminophenyhimeth vl |- A - [ R)-6-chlora-4-uorenudan- 1-v1 -
2-methy Imcotinamide (Fxample 18-131P):

N-[eR-carbamoy k- 3-dimethvlaminopheuyhmeth v 1]-V-fe Ri-0-chlaro-4-iluoroind:n- 1-31 |-
2-hydroxyhenzavide (Example 19-61 1

Ve[t R -carbamaoyipyridin-3-ylmethy §]-V-[{ R1-6-chloro-4-fluorvindan-1-v1}-2-hvdroxy-4-
methyvlbenzanmide (Example 19-12F P
V-[Ri-carhamoyinyridin-3-yimethy - V-l R i-0-Chiorosd-Tuorasindan- -y 1= 2 - Blaore-b.
hiyarony senzamide (lxample P9-1531Py

N-JR yearbamoylpyridin-3-ylntethy}] -V [ Ri-0-chinro-3-fluoreindan- § -vH-4-fluoro-2-
hydrovybenzamide (Example 19-161P).

A-JiR)-carbamoylpyridin- S-vimethyi]-4-chlore-V-[{ Ri-6-chloro-4-fuoroindan- [ -y [ [-2 -
hydroxyhenzamide (Example 19-171.P);

N-[(RY-carhamoyipyridin-3-yimethy - V-f i Ri-0-chlvro-d-Hluoroindae- -1 - 3~ Huoeo- 2
hydroxybenzamide (Example 19251y

N[ R F-antinophienyhicarnamoyimothyl |- V- (B -m-chloro-4-luoraindan- 1 -y 1]- 2-
methyinicotinamide (Example 21-1

N-eR)-t3-aminophens Dearbamaovimethy i |- [ (R »-6-chloro-b-Tnoreindan- 1-v] |- 2-
hydroxyhenzimide sExample 21-2):

N -carbamoy (o3 tluorops ndim-3-vInnethyt - V-f{ R i-6-cF loro-4-Hueroindan- 11 - -
hvdroxybenzamidetxample 19-311.P 1k and
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N-|(R)-carbamoylpyridin-3-ylmethyl|-N-|(R)-6-chloro-4-fluoroindan-1-y1]-2-hydroxy-3-
methylbenzamide(Example 19-411L.P).

[0023]
[13] A pharmaccutical composition comprising the compound according to any one of
[1] to [12] or a pharmaceutically acceptable salt thereof.
[14]  The pharmaceutical composition according to | 13], which is an agent for the
treatment or prevention of a disease or a symptom caused by hyperexcitability or a disorder
of afferent neurons.
[15] A method for preventing or treating a disease or a symptom caused by
hyperexcitability or a disorder of afferent neurons, comprising administering an effective
amount of the compound according to any one of [1] to [12] or a pharmaceutically
acceptable salt thereof.
[16]  Use of the compound according to any one of [1] to [12] or a pharmaceutically
acceptable salt thereof for the manufacture of a pharmaceutical composition for preventing
or treating a disease or a symptom caused by hyperexcitability or a disorder of afferent
neurons.

[0024]

As another embodiment,
[17] A compound represented by the general formula (I) or a pharmaceutically
acceptable salt thereof:

[0025]

[Chem.11]

Keerr | - A
R* NJ\(NHQ (1)
R OJ\ A 0

(wherein A' is a group selected from the group consisting of the following aa) 10

cc):

aa) Cy.q0 aryl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Cj alkyl, Cy.4 alkoxy, halo-C; alkyl. halo-C alkoxy, Cy4
alkoxycarbonyl and C, 4 alkylsulfonyl.

bb) 5-membered heterocycle, wherein the ring is unsubstituted or substituted with
| to 2 substituents independently selected from the group consisting of the following: a
halogen atom, hydroxy, Cy.5 alkyl, C;. alkoxy, halo-C).¢ alkyl and halo-C,.¢ alkoxy, and

cc) 6-membered heterocycle, wherein the ring is unsubstituted or substituted with
| to 2 substituents independently selected from the group consisting of the following: a
halogen atom, hydroxy. Ci.5 alkyl. Ci.¢ alkoxy, halo-Cy.4 alkyl and halo-C;.¢ alkoxy):

A’ is a group selected from the group consisting of the following dd), ee) and f):

dd) Ce.10 aryl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Cj.5 alkyl, Ci.4 alkoxy, hydroxy-C alkoxy, halo-C;¢ alkyl, halo-C; ¢
alkoxy, cyano, amino, nitro, carboxy and (Cs.yg aralkyloxy)carbonyl,

ee) heterocycele, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy. Cj alkyl, Cy.5 alkoxy. halo-C.4 alkyl, halo-C;  alkoxy, cyano,
mono(di)C.s alkylamino, C ., alkylsulfanyl, amino, (C+.yp aralkyloxy jcarbonyl, hydroxy-
(6 alkyl, Cy.4 alkenyl, morpholino and (C; alkyl)carbonyl , and

f) C3.6 cycloalkyl;

XisCHorN;
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Y is -CR'R’- or an oxygen atom;

R' and R? independently represent a hydrogen atom, a halogen atom or Cy.¢ alkyl:

R* and R* independently represent a hydrogen atom, a halogen atom, Cy. alkyl,
Ci.s alkoxy. halo-C ., alkyl, halo-C . alkoxy, hydroxy-C ., alkoxy. Ci.; cycloalkyl, Ci.
cycloalkoxy, Ca.4 alkenyl or cyano with the proviso that when X is CH, and R' and R* are
hydrogen atoms, R* and R* are not hydrogen atoms at the same time: and n is 1 or 2.).
[18]  The compound according to [17] or a pharmaceutically acceptable salt thercof,
wherein X is CH; and n is 1.
[19]  The compound according to [18] or a pharmaceutically acceptable salt thereof,
wherein a group represented by the general formula:

[0026]
[chem.12]
x=c” n
R* (I1)
Rl
is a group represented by the following general formula:
[0027]

[Chem.13]

Y
w@—l (13}
RA

(wherein R® and R* independently represent a hydrogen atom, a halogen atom, C,.
s alkyl, Cp. alkoxy, halo-Cy alkyl, halo-C.¢ alkoxy, hydroxy-C).s alkoxy, Czs cycloalkyl,
Ca cycloalkoxy, Cag alkenyl or cyano with the proviso that R* and R* are not hydrogen
atoms al the same time).
[20]  The comPound according to [19] or a pharmaceutically acceptable salt thereof,
wherein Y is -CR'R*-.
[21]  The compound according to [20] or a pharmaceutically acceptable salt thereof,
wherein a group represented by the general formula:

[0028]

[chem.14]

]

A

/]\(an (I1V)
0
is a group represented by the following general formula:
[0029]
[chem.15]

1

A
/:-\fNH’ (V)
0

(wherein A' is a group selected from the group consisting of the following aal),
bb) or ce):

aal) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, C s alkyl, C,¢ alkoxy. halo-C, .4 alkyl, halo-C.; alkoxy, C»
alkoxycarbonyl and C;4 alkylsulfonyl,
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hiv) S-membered heterocyele. wherein the ring is ansubstituted or substituted with
1 te 2 substituents Independent]y selected from the groep consisting ot the tollowing: o
halogen atam, hydroxy, Cy, atkyl Cs alkoxy, hajo-C e alky) and balo-C, atkoxy, and

cei t=memierad ivterocy ele, wherein the ring s unsubstinuted or xubstituted with
I 10 2 substituents independently selected froms the group consisting ol the tolfowing: a
halogen atom. hydroxy, Ol alkyll ) alkexs, hale-C L, alkyl and halo-C - alkoxy).

22 The compound according 1o 21| or a pharmaceuticaily acceptable salt thereot.
wherein a group represented by the general formuia:

(0030}
lchem. 16]

qu\:i;‘)\ I
F:‘:!

t= a4 eroup represertad by the following peneral tormulic
[H31)
[chem. 174

R}
1 A

twherein R and R independentiy represent i ivdrogen dtom. a halogen atom, €.
o alhyl O alkoxy, halo-C e alks 1 hato- O, alkoxy s bydenxye-C adkexy . e oveloaikyel,
roalkenyd or ovime with the proviso that R and RY are not hydrogen atoms at the same
e,
13 FThe compound acconding 1o [22] or a pharmsceutically accoptable sait thereof,
wherein A7 is a yrou selected trom the group consisting of the following ddrand eey.

did 1) phenyi. wherein the ring is unsubstituted or substitated with 1 to 2
substitiients independently selected from the group consisting ot the following: a halepen
atom. hydroxy, C- 4, alkyll O alkoxy, hvdrosy-Cy alkosy, hato-Cpoalkvl halo-C
alkoxy. cvano., anieo, muo, carboxy and (C-uavalkvioxyicarbony !l and

ee) heterocyele, wheretn the ring s unsubstituted or substituted with 1w 2
substituents independently selected from the group congisting ot the following: a halcgen
aton. hydroxy, Cpsadkyl O alkoxy . halo-Coalkyl, hate-C) L, alkoxy, oy
monef o L, wkviamino, Calkvlisulianyi, amine, (O aralky Toxvicarbonyl, hvdrosy-
o adkodl Co, alken L morpholine and (C- ., atkyDhearbonyl
[241 The compound according to 23] or a pharmaceaticully aeceptable salt thereot
wherein A' v a aroup selected from the group consisting of the Joflowing au2 v bb D and
cely

i) phenyl. wherem the ring 1 unsubstituted vr substituted with 1w 2
suhstituenty independently seleeted From the group consisting of the following: a haicgen
atenn, Byvdroxy and s alkoxy.

hih1) thiazalyl and

ce s gronp selected from the group consisting ot pyrady L pyrimidiny] and
pyraznyl. wherenn the cach ring 15 unsubstituted or substituted with o 2 balogen atomes:

A i a group selected Trom the group consisting of the following dd2y and ¢iy:

Jud 2y phervis wherenn the ring 1s unsubsotured or sidstiteed with T 2
~ubstituents mdependently selected froni the group consisting of the following: a halegen
atom, hyvidroxy, Co, alkyl Co aikoxy, hvadroxs-C s, alkoxy, Jalo-Cy o, alkyl halo-Cy
alkexy, eyvano and anino, and
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el) heterocycle. wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, Cy.¢ alkyl, C4 alkoxy, eyano, mono(di)Cy. alkylamino, C,. alkylsulfanyl, amino.
hydroxy-C 16 zlll\)r’l and Cy.¢ alkenyl; and

R* and R* independently represent a hydrogen atom, a halogen atom, C alkyl
Cus dlkoxy. halo-CH, alkyl. halo-C5 alkoxy, Cig cycloalkyl or cyano with the proviso
that R* and R* are not hydrogen atoms at the same time.

[25]  The compound according to [24] or a pharmaceutically acceptable salt thereof,
wherein A” is a group selected from the group consisting of dd2) and e2):

dd2) phenyl. wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Cy. alkyl, Cy4 alkoxy, hydroxy-C;.s alkoxy, halo-C, .4 alkyl, halo-C .4
alkoxy. cyano and amino, and

e2) a group selected from the group consisting of pyridyl, pyvrimidinyl, pyrazinyl.
thienyl, thiazolyl, isothiazolyl. 2.3-dihydrobenzofuranyl, pyrazolyl, imidazolyl, isoxazolyl,
oxazolyl, furazanyl and a benzo| 1, 3]dioxolyl , wherein the each ring is unsubstituted or
substituted with 1 to 2 substituents independently selected from the group consisting of the
following: a halogen atom, C;4 alkyl, Cy.; alkoxy, cyano, mono(di)(;.4 alkylamino, C.4
alkylsulfanyl. amino, hydroxy-C,.4 alkyl and C, alkenyl.

[26]  The compound according to [25] or a pharmaceutically a&.cc,pldble salt thereof,
wherein A’ is phenyl, pyridyl or pyrazinyl, in which the each ring is unsubstituted or
substituted with selected from the group consisting of the following: a halogen atom or
hydroxy;

A’ is a group selected from the group consisting of d4) and ¢3):

d4) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2 substituents
independently selected from the group consisting of the following: a halogen atom,
hydroxy, Cy.; alkoxy and amino, and

e3) a group selected from the group consisting of pyridyl, pyrimidinyl. pyrazinyl,
thiazolyl, 2.3-dihydrobenzofuranyl, pyrazolyl, isoxazolyl and benzo[ 1, 3]dioxolyl, wherein
the each ring is unsubstituted or substituted with 1 to 2 substituents independently selected
from the group consisting of the following: a halogcn atom, Cy alkyl. Cy alkoxy,
mono(dl)(‘ 16 alkylamino, Cy¢ alkylsulfanyl, and amino, and

R* and R* independently represent a hydrogen atom, a halogm atom, ( 16 alk\l
(15 alkoxy, halo-Cy.s alkoxy, Ca., cycloalkyl or cyano with the proviso that R* and R are
not hydrogen atoms at the same time,

[0032]

[27]  The compound according to [17] selected from the following group or a
pharmaceutically acceptable salt thereof:
N-[(R)-carbamoylphenylmethyl|-N-[(R)-4.6-difluoroindan-1-yl|nicotinamide (Example 1-
1):

N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-methoxyindan-1-ylnicotinamide (Example 1-
6):

N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl|benzamide (Example 2-21.P);
N-[(R)-carbamoyvlphenylmethyl]-N-[(R)-6-methoxylindan-1-vl|benzamide (Example 2-
4LP);

N-[(R)-carbamoylphenylmethyl]-N-[( R )}-6-cyclopropylindan-1-yl]benzamide (Example 2-
SLP);

N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-difluoromethoxyindan-1-yl|benzamide
(Example 2-111LP):
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N-[(R)~carbamoylphenylmethyl]-N-|(R)-6-difluoromethoxyindan-1-yl|nicotinamide
(Example 2-26L.P);
2-amino-N-|(R)-carbamoylphenylmethyl |-N-[( R)-6-difluoromethoxyindan-1-
yl|nicotinamide (Example 2-271LP);
N-|(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl |nicotinamide (Example 2-
31LP);
2-amino-N-|(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl|nicotinamide
(Example 2-33L.P):

N-[(R)-carbamoylphenylmethyl]-N-[(R)-4-fluoro-6-methoxyindan- 1 -yl |nicotinamide
(Example 2-39LP);

N-[(R)-carbamoylphenylmethyl]-N-[( R )-4-fluoro-6-methylindan-1-vl|nicotinamide
(Example 2-40LP);

N-[(R)-carbamoylphenylmethyl]-N-[(R)-4-[Tuorvinduan- 1 -yl nicotinamide (Example 2-
S6LP);
N-[(R)-carbamoylpyridin-3-yImethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|benzamide
(Example 2-66LP);

N-[(R)-carbamoylphenylmethyl]-N-| (R)-6-chloroindan- 1 -v1]thiazole-5-carboxamide
(Example 2-71LP);

N-[(R)-carbamoylpyridin-3-ylmethyl |-N-|(R)-4,6-difluoroindan-1-yl |benzamide (Fxample
2-76LP);
N-[(R)-carbamoylphenylmethyl]-V-[(R)-6-chloro-4-fluoroindan-1-y1|-3-fluoronicotinamide
(Example 2-861.P):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4.6-difluoroindan-1-yl]benzamide (Example 2-
221LP);

N-[(R)-carbamoylphenylmethyl[-N-[( R )-6-cyanoindan-1-yl|-2-hydroxybenzamide
(Example 3-2);
N-[(R)-carbamoylphenylmethyl]-N-[(S)-5-chloro-2,3-dihydrobenzofuran-3-y1]-2-
hydroxybenzamide (Example 4-2);
2-amino-N-[(R)-carbamoylphenylmethyl]-N-[(R)-4.6-difluoroindan-1-v] |benzamide
(Example 6-1);
N-[(R)-carbamoylpyridin-3-ylmethyl [-N-[( R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide (Example 12);

2-amino-N-[(R)-carbamoylphenylmethyl |-N-[(R)-4.,6-difluoroindan-1-yl [nicotinamide
(Example 1-3):

N-[(R)-carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan- 1 -yl |benzamide (Example
2-6LP);

N-[(R)-carbamoylphenylmethyl]-V-[(R)-6-chloro-4-fluoroindan-1 -yl |nicotinamide
(Example 2-23LP):

N-[(R)-carbamoylphenylmethyl|-N-[ (X )-4.6-difluoroindan-1-v1]-2-methoxynicotinamide
(Example 2-36LP);
N-[(R)-carbamoyIphenylmethyl]-N-|(R)-6-chloroindan-1-yl]-2-methoxynicotinamide
(Example 2-46LP):
N-[(R)-carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloroindan-1-yl|benzamide (Example 2-
87LP):
N-{(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl|-4-methylthiazole-5-
carboxamide (Example 2-88LP);
N-[(R)-carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methoxybenzamide (Example 2-891LP):
N-[(R)-carbamoylphenylmethyl|-2-chloro-N-[(R)-6-chloro-4-fluoroindan-1 -
yl]nicotinamide (Example 2-93LP);
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N-[(R)-carbamoylpyridin-3-ylmethyl}-2-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yllbenzamide (Example 2-97LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-4-
methylnicotinamide (Example 2-100LP);
N-[(R)-carbamoylphenylmethyl]-V-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
(methylamino)nicotinamide (Example 2-107LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2.3-
dihydrobenzofuran-7-carboxamide (Example 2-111LP);
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1}-2-
methoxvbenzamide (Example 2-118LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-y1]-2-
(methylsulfanyl)nicotinamide (Example 2-125LP);
N-[(R)-carbamoylphenylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
(methylsulfanyl)nicotinamide (Example 2-128LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan- 1 -yl |-2-methyInicotinamide
(Example 2-131LP);
N-[(R)-carbamoylphenylmethyl|-N-[(R)-4.6-difluoroindan-1-y!|-4-methylthiazole-5-
carboxamide (Example 2-132LP):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-methyl-2H-
pyrazole-3-carboxamide (Example 2-133LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-y1]-2-methylnicotinamide
(Example 2-137LP);
N-[(R)-carbamoylphenylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-yl|-S-methylthiazole-4-
carboxamide (Example 2-147LP);

N-[(R)-carbamoylphenylmethyl |-N-[(R)-6-chloro-4-fluoroindan- 1 -yl |-4-methylisoxazole-
5-carboxamide (Example 2-150LP):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-3-methylpyridine-2-
carboxamide (Example 2-152LP):
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|-4-methylpyrimidine-
S-carboxamide (Example 2-1541P);
N-[(R)-carbamoyl-(3-fluorophenyl)methyl|-N-[(X)-6-chloro-4-{luoroindan-1-yl]-2-
methylnicotinamide (Example 2-161LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-3-
methylisonicotinamide (Example 2-167LP);
N-[(R)-carbamoyl-(3-hydroxyphenyl)methyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl|-2-
methylnicotinamide (Example 2-168LP):
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-

yl]benzo[ 1.3]dioxole-4-carboxamide (Example 2-172LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl |benzo[ 1,3 |dioxole-4-
carboxamide (Example 2-173LP);
N-[(R)-carbamoylphenylmethy!]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-3-methylpyrazine-2-
carboxamide (Example 2-175LP);
N-|(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1 -yl |pyrazine-2-
carboxamide (Example 2-179LP);
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -y1}-2-
methoxynicotinamide (Example 2-180LP);
N-[(RS)-carbamoylphenylmethyl]-N-[(SR)-5-chloro-7-fluoro-2.3-dihydrobenzofuran-3-
yl]benzamide (Example 2-252M);
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide (Example 4-5);
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N-[(R)-carbamoylpyrazin-2-ylmethy!|-N-| (R)-6~chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide (Example 4-8);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-hydroxy-3-
methylbenzamide (Example 4-9);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluorcindan-1-yl1]-2-
methoxynicotinamide (Example 11);

2-amino-N-[( R )-carbamoylphenylmethyl]-N-[(R)-6~chloro-4-fluoroindan-1 -
yl|nicotinamide (Example 13);
N-|(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl]-2-
methylnicotinamide (Example 14LP); and

N-[(R)-carbamoylphenylmethyl]-N-[( R)-6-chloro-4-fluoroindan- 1 -yl |-4-methylthiazole-5-
carboxamide (Example 15LP).

[0033]

[28] A pharmaceutical composition comprising the compound according to any one of
[17] to [27] or a pharmaceutically acceptable salt thercof,

[29] The pharmaceutical composition according to [28], which is an agent for the treatment
or prevention of a disease or a symptom caused by hyperexcitability or a disorder of the
afferent neuron.

[30] A method for preventing or treating a disease or a symptom caused by
hyperexcitability or a disorder of afferent neurons, comprising administering an effective
amount of the compound according to any one of [17] to [27] or a pharmaceutically
acceptable salt thereof.

[31]  Use of the compound according to any one of [17] to [27] or a pharmaceutically
acceptable salt thereof for the manufacture of a pharmaceutical composition for preventing
or treating a disease or a symptom caused by hyperexcitability or a disorder of afferent
neurons.

| Effects of the Invention]

[0034]

The compound (1) of the present invention or a pharmaceutically acceptable salt
thereof exhibits a potent inhibitory effect in for example a confirmation test of inhibitory
effects on icilin-induced wet-dog shakes which is a similar method described in
Intemational publication No.W02009/ 012430. Therefore, the compound (I) of the present
invention or a pharmaceutically acceptable salt thereof is useful as an agent for treating or
preventing diseases or symptoms caused by hyperexcitability or disorder of afferent
neurons.

[Embodiments for Carrying Out the Invention]

[0035]

The terms in the specilication are defined.

[0036]

The "halogen atom" means a fluorine atom, a chlorine atom, a bromine atom, or
an 1odine atom. It is preferably a fluorine atom or a chlorine atom.

[0037]

The term "Cy s alkyl” means alkyl having 1 to 6 carbon atoms, which may be
branched. Examples thereof include methyl, ethyl, propyl, isopropyl. n-butyl, isobutyl,
sec-butyl, tert-butyl, n-pentyl, isopentyl, neopentyl, fert-pentyl, 1-methylbutyl, 2-
methylbutyl, 1,2-dimethylpropyl, n-hexyl, isohexyl, and the like.

[0038]

The term "Cj.5 alkoxy" means alkoxy having 1 to 6 carbon atoms, which may be
branched. Examples thereof include methoxy, ethoxy, propoxy, isopropoxy, butoxy,
isobutoxy, sec-butoxy, fert-butoxy, pentyloxy, hexyloxy, and the like.
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[0039]

Fhe term "balo-CU ., alkyv[™ means the ahon e O alxa ! substtuted by 1 to 3 ol the
same or difforent halogen atoms, Examples thereot inelude snonotluoromethyl
Jifluoromerhyl rifluerisnethyl 2-chloroethyl, 2-fluorcethyl, 2.2-ditlaorecthyl, 1, 1-
diffuoroethvl, 1. 2-diTuorocthis L 2.2 2-trifluorocthyvt, 1.3.2.2.0 pentatluarocthy], 2.2.0-
trichloroethyl. 3-1Tuaropropy L. 2-tluoropropyl. 1-Huoropropyl 3 2-diflunropropyd, 2.2-
Jdifluorepeopyl, 1. -diffuoropropyl, T-Huerobutyl, [-fluorepenty ] -Tuorohexs Tl aind he
hke.

(0040

[he term "halo-C . alkoxy™ means the above Uy, alkoxy substituted by 1 to 3 of
the same or different halogen atoms. xamples thereof inelude monothioromethoxy,

dithsromethoxy. ridueromethoxy, 2-chioroethosy. 2-{luerocthoxy, 2.2-ditluoroethons.,
L -dittuoreetiony, T.2-difluorvethoay, 222-tritloosoethos s UL 22 2-petatluorocthosy .

2.2.2-uichlorocihoxy. 3-tlnoropropoxy, 2-fluoropropoxy, 1-{luoropropoxy. 3.3-
difluorepropoxy. 2. 2-ditflucoropropoxy . L -diflucrapropoxy, d-tluorobutoxy, 3-
iluorcapentyloxy, 6-tfiuwrehexyiosy, and the like.

[O041]

The terny "hydroxy-C 'y alkyl” incans the above Oy, alky [ rubstiteted by hvdreoxy,
I aamples thereot mnelude hyvdroxymethvic t-hyvdroxsethyl -hyvdroxd- i -dimethyimetliy ]
2-hvdroxyvethvl 2-bvdroxy-2-methylpropyl, 3-hy droxypropyl and the Bike

JO042]

The term "hydroxy-C ., alkoxy” means the above (. dlkoxy substituted by
hydroxy. Toxanmles thereof inchude hvdroxymethoxy. T-hvdroxyethoxy, T-bydroxy-101-
Jimethy Imethoxy. 2-bydroxyethoxy, Z-hydroxy-Z-methyvlpropoxy, 3-hydroxypropoxy, and
the like.

[60-43]

[he werm ~Ceyp oy 7 means phenyl or naphtia |

(=Y

The term " C -y aralkx loky Jearbony 1™ means carbomy ] sebstituted by atkoxy
having 1 to 4 carbon atoms substitited by phenyvi. Examples thereof include
benzyloxy carbonyl, phenethy loxvearbenyl. T-phenyiethvioxyvearbonyl. 3-
phenyvipropyioxyaarbonyl, 4-phenvibatyloxycarbonyland the like.

[0045]

Jhe term monotdNC e alkyvlamine™ means amino mono- or di-substituted hy the
above Coooalkyl These € alkyl may be difterent in the cuse of di-sebsitation,

FOG-H |

The term "Co alkvlsnltany " means a group represenied by {Crq atkyl)-S-.
Examples thereol include methylsulfunyl, ethivlsuttanyh, propyisultanylL isopropyisulfanyl.
buiylsnltany L isobutvisaliany L osce-buty Isultany ], pentylsul iyl hexyvisatlnyl and the
lke.

[ 0047

Fhe term "Coyalky lsultonyl® means o group represenied by 1C i, adky1)-50)5-
I'xamiples thereol inchude methyvlsulfonyl ethyvlsuelfonyl propy Isultony L isopropyhaeltonyl,
buiy [saifony, isobutykeltonyio see-baty laulfonyl, pentylsuliony 1 hexylsubtonyl, and the
tike.

[04R]

The term "€ alkaDearbony ™ means carbonyt substituted by the ahove O
atkyh Examples thereof include acctyl. ethyleardony L propylcarbony D, isopropylearbonyl,
isobutylearbony], buivlearbooy L sec-lnvlcarbonyl. resr-butvicarbonyi penty fearbony
hexvlcarhonyl and the ke,
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|49

The term Ol alkoxyearbom ™ means carbonyt subststated by the above Ci,
alkoxy, Fxamples thercot include methoxyearbonyvl, ethaxyearbony |, propoexyearbony),
wopropoxvearhony i sobutoxyedrbonyl, butoxyearbonyl, sec-butoxyearbonyl. fere-
hutoxyearbonyl pentyvloxyearbom L bexvloxyearbom |, and the like.

R

The term "Cae eveloalky 1" means monocy elic satwmated alicyelic hydracarbon
having 2 to 6 carhon atoms. Examples thereof include evelopropyl, eyvelobuind, evelopentyt,
and cyeiohesyl

[O0ST]

The term "C s cveloalkoxy” means alkoxy hayving monocvelic saturated alieyclie
hivdrocarbon having 3 to 6 carbon atoms. Lxamples thereot iclude cvclopropoxy.
eyclobuyioxy. evelopentylosy, and eyelohexyloxy.

[(352]

Fhe term “hicterocyele™ means 3 or 6-membered heteroeyele having uns 1 to 4
atopus sedected Trom asnlfur ooy, gn oxy zen alom and a nitrogen atom. examples thereot
include aromauc heteroeyele such as tuny Lo thieny L pyrroby L azepinyl, pyrazolyl.
imidazolvl, oxazeivi dsexazolyl, thiazoi L isothivzolvi, T23-oxadiazolyi, razoivh,
etrazeh L thiadiazolyl. pyranyh pyradyl T-oxidopy ridy ], pyridaziny L pyrimidinyl.
pyrazinyi furazanyl and the ke, unsiturated heterocyele such as pyerolingd, imidazoting L
pyvruzovinvh dihvdropyramy L dihydrotiopyrans s dibvdropy ridy T and the ke, ind
satarated heterocyeie such as morphonyl thiomaorphonyl, porrolidiny L imidazolinyl,
pyrazolidinyl, piperidy!, piperazinyh tetrabydrofuranyd and the ke, Furthermore, the
above “heteroovele™ may be Fused with other oy clie groups, exampies twreot include
obenzofurany . benzoxuzolvl, benzoisoxazolvl benzothiazolvl, benzaoisothiazobvl,
chromenyl, chromanonsl, xanthenyl, phenoxathiinad, indolizinyd, isoindoliziny L indolvl,
indazolvl, purinyL. quinolizinyl, isoquinolyl. cainelvh phthalazinyi, raphthy ridinyl.
guinoxalinyl, quinazoliny |, carbazolvl. carboiinyi. acridinyl, isoindolinyd, 2.3
dihvdrobenzofurany L. imidaza) [2-alpyvrids Loiadavof 1.2-a|pyriziny ], benzo[ L3 [dioxaols L
henzothienvl, 3.6.7 8-tetrahvdrommidaze| L 2-a)pyrazinyl and the like.

Preferably. examples of the “heterocyeie” of A” include thienyl pyrazolyl,
midazelyl. oxazolyll soxazolyl thiazolyvl, isothtzolsl pyedyl pyrimidinyh pyraziny |
turizanyl. 2 2-dihvdrobenzofurany | or benzof 1.3 {diovolvi, further preterahlv pyrazoly
Hrazoivl, pyndyvl or benzofl, > Jdiexoly),

[(NS3)

As "S-menberd heterocyvele” o' AL isoxazolsT or thiuzoly] is preferable.

TR

As "O-nienberd heteroeyele” of Al paridyl pyridazing L pyrimiding] or pyraziny |
i« preferable, and pyridyl pyrimuding ! or pyrazinyd is more preterable.

RN

The term "1 arathvloa i alkoxy” means the above O alkoxy substinsted
by alkoxy having 1 to 4 carbon atoms substituted by pheny L

[0036]

The term C o alkenyt” nseuns straight chaied or brianched sinsaturated
hydrocarbon having 2 we 6 carbon atoms, which has at least one double bond. Exanples
thereol mclude vinv ] Z-propenyl T-propenyy. -buten- -y T-buten-2-v 10 T-baten-3-30, 1-
buten-1-v1. 2-buten-1-vi 2-huten-2-v1. I-penten-1-v 1 L-penten-2-v 1 L -penten-3-vIL 2-
pentest-1-vh 2-penten-2-v 1 2-penten-3-y1 T-hexen-1-v1L [-hexen-2-vi 1-hexen-3-vIL 2.
methyl-1-proper- -y and the ke

JOBST
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Phe term "0, wikyhicarbony lamine™ means amino substituted by the above (O
alkyDearbony

[0058]

The torm 7O akyvisaltonylannnn " mcans anino substituied by the ahove e
alhylsulionyl.

[O59)

The wrm "C L alkexvearhonylamine-Cy, alk vyl means the above O, alky
substitsted by amino substituted hy the above (Cy 4 alkoxy)carbonyl.

funedy|

The terny “(C 2, alkvhearbonyloxy™ mewns caobonyloxy substtuted by the above
Cree stk L

[lereafter. the present immvention is deseribed in more detudl.

[T ]

The eompound () of the present invention aise incsude stereoisomers such as
optical isomers, geomettic isomers and the hke thereot

The optical isomer ol the compound (1) of the present invention may have cither
of an R confrguration and an S configuration at the respective asviemetric carban atoms.
Also, any of the optical somers thereot and o mixiure of the optical somers are
encompassed by the preseniomvention, Further, iy the nuxture of the opucad acnive hodies.
racemie bodies including equad ameunts of the respective optical 1somers are also
chwonipassed Within the scope of the present ivention. In the caxe where the eompound (D
ot the present invention is a solid or ervstal racemic body the racemic compound. the
racemic mixture, and the racemic sobud selution are also encempassed within the scope of
the present invention.

[ the case where geometric isomers of the compound (1) of the prosent myention
exist. the present invention includes any ol the geometrie isomers.

Furthermare, in the case where titomers of the conpound (I of the present
mvention exist, the present myention includes any of the tauteomers.

|0062]

The compound {1 of the present invention can be converted to a pharnuecuticully
acceptabie salt thereod neconding fo o nsual method, as necessary. Such o salt nxay be
presented as an acld addition salt or a salt with a base.

1063

Lxamples of the actd addition safi can include acid addiion <al's with minera)
actdx such s hvdrochlorie acid, hvdrobromic acid. hydrotodic acid, sulturic acid. nitric
aeid. phosphoric acid und the ke and ackl addition salts with orpanic actds such as Frmic
auid, aeetic acid, rritluoreacetic acid. methanesulfonic aeid, benzenesutlonic acid, p-
wolienesclionie actd. propienic acid. giie acid. suecinic acid, wartarie acid. fumaric acid,
hutvric acid. oxalic actd, malonie acids madere acid. Lwete actd. malic acid. carbonie acid.
clutamic acid. aspartic aowd, and the like.

[ 3365k §

Examples of the sult with a base can melude sahis with muorgazie bases. such as a
soditm salt o potassivun salt, a cateium =it aomagnesium salto and the like, and salts with
areanic hases such as piperidine, morphohne. pyrrobdine, arginive, Ivsine, and the fike

|63

[n addition. the compownd {5 of the present invenaon or a pharmaceuticaliv
aceeptable salt thereof also encompisses hvdrates, and sedvates with pharmuaceuticalls
acceptable solvents sueh as ethunol and the like.

|'”':'_II‘_)(.\E
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[0070]
[Chem.]18]
Scheme 1
XT3 B A OH s X Ty ¥ H
RS‘%;—Z"{! s \‘r + OY + Rs/% Step 1-1 R’anj\h,ﬂwnl
i 0 ) L R O’J‘APO R
m {2) (3) (4)
(5
X § n
Step 1-2 Rl. j\ o
L G i
(I
[0071]

(wherein, A', A%, R' 1o R*, X, Y and n have the same meanings as defined above;

R” and R® respectively represent Cy. alkyl group or R* and R” are bound to form a
group represented by -(Cl{g)m-((‘HR7)m-((3H3),,,—;

mis 1 or2; and

R’ represent a hydrogen atom or a phenyl group.)

[0072]
Step 1-1

Compound (5) can be prepared by allowing Compound (1), Compound (2) and
Compound (3) to react with Compound (4) in a solvent. Such reaction is well-known to
those skilled in the art as Ugi reaction, and can be prepared, for example, by using the
methods described in Domling A., Ugi I. Angewandte Chemie International Edition 2000,
39, 3168-3210. The reaction temperature is at -78“C to solvent reflux temperature, and the
reaction time is usually from 10 minutes to 6 days, varying based on a used starting
material. solvent and reaction temperature or the like.

[0073]
Step 1-2

The compound (I) can be prepared by hydrolysis of Compound (5) in a solvent
under acidic condition. Examples of the solvent include tetrahydrofuran, 1.4-dioxane, and
the like, Examples of the acid include hydrochloric acid, sulfuric acid. trifluoroacetic acid,
and the like. The reaction temperature is at room temperature to solvent reflux temperature,
and the reaction time is usually from 10 minutes to 1 day. varying based on a used starting
material, solvent and reaction temperature or the like.

[0074]

Respectively, Compound (2) and Compound (3) can be commercially available, or
can be prepared by a method described in literature or a similar method thereto.

Compound (1) can be commercially available, and can be prepared. for example,
by using the methods deseribed in Jonathan A. Ellman et al., Accounts of Chemical
Research 2002, 35, 984-995 or a similar method thereto. Compound (4) can be
commercially available, and can be prepared, for example, by using the methods described
in W. Maison et al., Bioorganic Medicinal Chemistry 2000. 8, 1343-1360 or a similar
method thereto,

[0075]

The schemes shown above are exemplifications of methods for preparing the
compound (I) of the present invention or production intermediates thereol, These can be
variously modified into schemes which can be easily understood by those skilled in the art.




[}

0

1

2l
i

A0

o
‘A

1.
(]

[[-}t)?f)i

Morcover. where a protecting group is required depending on the tyvpe of the
functional group. introduction and removad operations can be appropriately carred out in
combination according 10 conventional methads. xamples regarding the wpe of
protecting groups. imtroduction, wnd removal can tnciude the methods deseribed i
Theodora W, Greene & Peter GANL Wats Lds.. "Greene's Protective Groups in Orgamie
Syrthesis.” tourth editon, Wiley -lnterscience. 2006,

(o077

1The eompound (1) of the present invention or a pharmaceutically accepiable salt
thereot. and a manufuctiuring intermediate used for preparing these compounds can be
isolatedspurified. as necessary. by solvent extracton, erystudiization reerystallizetion,
chromatography. prepacaty e high performance liguid chromatography. or ihe like, which
are solation: parification means well-Koowy w a shifled pesson inthe aet of the relesant
field.

[0TSR

A pharmaceutical composition comprising the conspound () of the present
imveniion or g pharmacenticallv acceptable salt thereol as an active ingredient (s used in
varoux dosage tors according o the wsage. Dxamnples of such dosace torms inclade
powders, gramafes. line granufes. dry svrups. tablets, capsales, injections. liguids,
aintnients. suppostiories. plasters, sublinguals, and the Hkeo which are administered oradls
or parenterally.

0079

These pharmacentical compositions can he prepared by appropriately mixmg or
Jilating dissolving with appropriate pharmacestica! addinlves sueh as anexcipient, a
disintegrant. a binder, o [ubricant. a diluent, a bufiering agent. a tonicy ageni. a
preservative, o wetting agent. an emulsifier. a dispersant, a stabilizer, a solubilizing aid.
and the e by o publiclv-known method according 1o the dosage torm, In additeon. when
the compound (D of the present invention or a pharmaceutically aceeptable salt thereot'is
used i combination witly agents other thun the TRPMS inhibitor, the pharmacentical
compasitions ein be prepared by farmadating the respective active ingredients
simualtancously or separate]y i the same way as described above.

HOORO]

The compound (1) of the present inyvention or @ pharmaceutically aeceptable <l
thercol exhiibits potent inhihitory effects bused on its TRPMS inhibition in the contirmation
test of mhibitory effects on icllin-induced wet-dog shakes, Accordingly, a pharmaceutical
comprising the compound (1ot the present pvention or @ pharmacettically acceptable salt
thereol as an active ngredient can be used ax an agent for trewting or preventing discases or
svmptonms caused by the activation of TRPMS.

(G081 |

A disedse or asvimptom causad by the activaiion of TRPME™ means a discase or
a xvimplont caused by hy perexcitability or i disorder o afterent nearons.

Examples of = disease or a symptom caused by hyperexcitability or a disorder ot
afferent neurons” inclide vietas, Jdepression, lovwer urinary wract syiptoms (LUTN ) sl et
circulatory disorder. iteh. pinscand-needles sensation, hives and the like.

[(082]

“Lower wrinary ract syuptoms (LUTSY meaus syegtom caised by fower urinary
tract dyvsfunciion and the like. and examples of "lower urinary tract dysfunction” inchide
overiwtive bladder, detrusor overacuvity. nocturta, evstitis ~uch as interstitial ovstivis and
(he Bhe. prostatitis such as clironie prostatitis and the Eke, painfild bludder syndronie,
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hypersensitive bladder syncbrome. urinary incontinence, benizo prostate hyperpiasia,
ankylurethria and the like.

[GOR3]

Pxamples of "circuiators disorder’ nciude cold-induced rhinitis, Ravnaud discase
amd the like.

[1084)

The contpound (1) af the present invention or i pharmaceutically aceeptable salt
thereot can also be appropriatehy nsed in combination with at least ene agent other than the
'RPMS inhibitor.

[R5

Fxamples ot the agent thit can be used in combinuiion with the compound ([ of
the present invention or a pharmaccutically acceptable salt thercof mclude an oplond
amaigesic agent. 4 nen-sternidal anu-intflammatory drug (NSAID). a barbiturae sedaive. a
benzodizzepine drug baving sedating properiics, a Hy blocker having seduting properties, a
sedative, a skeletid muscle relavant, a NMDA receptor untagonist, an a-adreneceptor
modujetor. a trieyelie antidepressant. an anti-seizaure drigz. a tachyKinn antagonist (NK
autagonistl, a muscarinie receplor antagonist. @ COX-2 selective inbibitor, a coal tar
analeesie, o nearoleptic agent, o IRPV T agonist, o TRPV Inhibitor, o 3 blocker, & lecal
anesthetio agent. a corticosterond, a S-HT receptor agonist, & S-HT s receptor intagonist. a
cholinerzic analeesic. PDES inhibitor. PHEY inhibitor. w26 ligand. o cannabinoid. a
netithotropic gluiamate reeeptor T antagonist imGIuR 1 antegonisti a metabotropic
chutamale receptor 3 antagonist imGIuR S antagonist). a serotomn reuptake inhibitor.
noradrenaline reuptake inhibitor, o serotomn-noradrenaline reuptake inhibitor, an inducible
nitrie oxide ynthase imhibior ANON inhibitov an acety icholine estersse inhibiior (ACHE
inhibitor). an P antagouist, a leukowiene B alagonist. o S-lipoxyvgenase mhibitor,
sodiom channe! Blocker. o 3-1TT3 antagonist. a chemotherupentic sgent. an EPT antagonist,
a P2 adrenoveptor agonlst. a TRPAT inhibitor. o FRPV Y inhibitor. a TRPVS innibitor. a |-
fvpe caleium channel inhibitor. a w ANIC inhibiter, @ P2Xnhibitor. a Trk inhibitor, a
IFAAILL inhibitor, a botudmus woxin, a Su-reductase mhibitor, an anti-NGEF antibods . a NGF
wodulator, an depressant of Tek produetion, a histimime 12 inhibitor, a bladder muocosal
protectant. a NOS activity regulator, a bladder musele reliaxant, a GABA renptake inhibitor.
a GABA receptor repulator. GABA aminotransferase inhibitor and the like.

[t086]

Furihermore. conerete examples of the agent that is used in combination are
ilustreted as below. but the content of the present invention 1s not Himited thereto. Vurther.,
examples o' e concrete compounds include a tree form thereol and other
pharmaceutically acceptable salts.

[O087]

Eyamples of "an ¢-adrenoveptor modulator” can include doxazosim, tamsulosin,
stlodosin. clonidine, guantacine, dexmedetomidine. modufinil. tizaridine. mosonidine. and
the like.

[HOSK |

Fxamples of "a muscarinic receptor antagonist” can include oxyvbuivnin,
teherodine. propryerine. daritenacin, solifenacin, wmiverine. ipratrepiunm hromide,
trospiuny propantheline, wmiverine. imidafenacin. fesoteradine, and the ke,

|38

Exumples of "EPT antaponist” Gin inchide GSK269984A0 ONO-R339 and the
like,

| OR3H
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Examples of "a B3 adrenoceptor agonist” can include mirabegron, solabegron,
TRK-380, and the like.

[0091]

Examples of "a bladder mucosal protectant” can include pentosan polysulphate,
hyaluronic acid, chondroitin sulfate, and the like.

[0092]

When the compound (I) of the present invention or a pharmaceutically acceptable
salt thereof is administrated in combination with one or more of the above-described
agents, the present invention includes all administration methods following 1) to 5):

1) simultaneous administration by a combination preparation,

2) simultaneous administration by the same administration pathway as a separate
formulation,

3) simultaneous administration by a different administration pathway uas a separate
formulation,

4) administration at different times by the same administration pathway as a separate
formulation, and

5) administration at different times by a different administration pathway as a separate
formulation.

Further, in the case of administration at different times as a separate formulation as in 4) or
5), the order of administration of the compound (1) of the present invention or a
pharmaceutically acceptable salt thereof and the above-described agents that is
administrated in combination is not particularly limited.

[0093]

Furthermore, the compounds of the present invention or a pharmaceutically
acceptable salt thereof can be administrated appropriately in combination with one or more
of the above-described agents to achieve an advantageous effect that is equal to or more
than an additive effect in prevention or treatment of the above-described diseases.
Alternatively, as compared with a case of being administrated alone, the amount used can
be reduced, or the side effect of the agent(s) without TRPMS inhibitor used together can be
mitigated, or or the side effect of the agent(s) without TRPMS inhibitor used together can
be avoided or mitigated.

[0094]

The pharmaceutical composition of the present invention can be administered
systemically or locally, and orally or parenterally (nasal, pulmonary, intravenous, rectal.
subcutancous. intramuscular, transdermal routes, and the like).

[0095]

When the pharmaceutical composition of the present invention is employed for
actual therapy, the administration amount of the active ingredient, which is the compound
(I) of the present invention or a pharmaceutically acceptable salt thereof, is appropriately
determined depending on the age, gender, and weight of the patient, the extent of disease
and therapy and the like. For example, in the case of oral administration, it can be
appropriately administered in the range of about 6 to 3000 mg per day for an adult
(regarded as a body weight of 60 kg), in one portion or in several divided portions. The
daily dose as an oral administration agent is preferably from 10 to 1000 mg, and more
preferably from 60 to 600 mg. For example, in the case of parenteral administration, it can
be appropriately administered in the range of about 0.6 to 300 mg per day for an adult, in
one portion or in several divided portions. The daily dose as a parenteral administration
agent is preferably from 1 to 100 mg, and more preferably from 6 to 60 mg. [n addition,
the administration amount of the compound (I) or a pharmaceutically acceptable salt
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40/60) to afford (R)-V-[(R)-6-chloro-4-tluoroindan-1-yl]-fert-butylsulfinamide (0.26g). To
a solution of (R)-N-[(R)-6-chloro-4-fluoroindan-1-yl|-fert-butylsulfinamide (0.39g) in
methanol (3.4mlL) was added a solution of 4mol/I. hydrogen chloride in 1,4-dioxane
(1.0mL) at room temperature, and the mixture was stirred for 1hr at same temperature.
Diisopropyl ether (approx. 20ml.) was added dropwise to the reaction mixture, and the
precipitated salt was collected by filtration to afford the title compound (0.26g). The
structural formula is shown in Table 2.

[0110]
"H-NMR(DMSO-d)d: 1.98-2.11 (1H, m), 2.44-2.59 (1H, m). 2.83-2.93 (1H. m), 3.00-3.11
(1H. m), 4.74-4.81 (1H. m), 7.44 (1H. dd, J=1.6, 9.0Hz), 7.51-7.55 (1H, m), 8.25-8.55 (3H.
m).

[0111]
Reference Examples 3-2 to 3-6

Reference Examples 3-2 to 3-6 were synthesized in a manner similar to that of
Reference Example 3-1 by using the corresponding starting materials. The spectrum data
of Reference Example 3-2 to 3-6 are shown as follows, and the structural formulac arzs
shown in Table 2.

[0112]
Reference Example 3-2
(R)-4-Fluoroindan-1-ylamine hydrochloride

[0113]
'"H-NMR(DMSO-dg)6: 1.95-2.15 (1H. m). 2.40-2.60 (1H, m). 2.80-3.00 (1H. m). 3.00-3.15
(1H, m), 4.70-4.80 (1H., m), 7.10-7.25 (1H, m), 7.30-7.55 (ZH. m). 8.20-8.70 (2H., m).

[0114]
Reference Example 3-3
(R)-5-Fluoroindan-1-ylamine hyvdrochloride

[0115]
'H-NMR(DMSO-dg)s: 1.95-2.10 (1H, m), 2.40-2.60 (1H, m), 2.80-2.95 (1H, m), 3.00-3.15
(1H, m). 4.60-4.75 (1H, m), 7.05-7.25 (2H, m), 7.55-7.70 (1H, m), 8.20-8.65 (2. m).

[0116]
Reference Example 3-4
(R)-4,6-Difluoroindan-1-ylamine hydrochloride

[0117]
'H-NMR(DMSO-dg)s: 1.95-2.15 (1H. m), 2.40-2.60 (11, m). 2.80-2.95 (1H, m), 2.95-3.10
(1H. m). 4.76 (1H, dd, J=7.0Hz), 7.20-7.40 (2H, m), 8.15-8.60 (2H, m).

[0118]
Reference Example 3-5
(R)-3.3-Dimethylindan-1-ylamine hydrochloride

[0119]
"H-NMR(DMSO-dg)o: 1.17 (3H. 8), 1.38 (3H, s), 1.83 (1H. dd, J=8.5, 13.3Hz), 2.38 (1H,
dd, J=7.5, 13.3Hz), 4.75-4.81 (1H. m), 7.27-7.40 (3H, m). 7.54-7.61 (1H, m), 8,47 (3H. br
s).

[0120]
Reference ixample 3-6
(R)-6-Cyclopropylindan-1-ylamine hydrochloride

[0121]
"H-NMR(DMS0-dg)s: 0.55-0.72 (2H, m), 0.90-1.00 (2H, m), 1.86-2.03 (2H, m), 2.37-2.52
(1H. m), 2.74-2.87 (1H, m), 2.92-3.05 (1H, m), 4.60-4.67 (1H, m), 7.08 (1H, dd, J=1.6.
8.0Hz), 7.19 (1H, d, J--8.0Hz), 7.29 (1H. s), 8.33 (3H, br s).
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To a solution of (R)-4,6-difluoroindan-1-ylamine (0.1g) in methanol (1ml.) was
added benzaldehyde (0.063g), and the mixture was stirred for 1hour at 60°C. The reaction
mixture was allowed to cool to room temperature, and to the mixture were added nicotinic
acid (0.073g) and 4-phenylcyclohexen-1-ylisocyanide (0.108g). The mixture was stirred

5  overnight at 60°C, allowed to cool to room temperature, and concentrated under reduced
pressure. To the residue were added tetrahydrofuran (3ml.), water (12ul.) and a solution of
4mol/L hydrogen chloride in 1.4-dioxane (440ul.), and the mixture was stirred for 1.5hours
at room temperature. To the reaction mixture were added water and a saturated aqueous
solution of sodium bicarbonate, and the crude product was extracted with ethyl acetate.

10 The organic layer was washed with water and brine, and dried over anhydrous magnesium
sulfate. The solvent was removed under reduced pressure, and the residue was purified by
silica gel column chromatography (eluent: methanol / ethyl acetate / n-hexane = (0/70/30 to
0/100/0 to 20/80/0) to afford the title compound (0.076g). The structural formula is shown
in Table 3.

15 [0133]

RT(min.): 2.727

MS(ESI, m/z): 406.1371 (M-HY

"H-NMR (CDCl;) 8: 1.69-1.90 (1H, m), 1.93-2,15 (1H, m). 2.42-2.90 (2H, m), 4.54-4.88
(1H, br), 5.28-5.70 (3H., m), 6.65-6.79 (1H, m), 7.34-7.66 (7TH. m), 7.77-7.97 (111, m).

20  8.64-8.73 (1H, m), 8.82 (1H, br s).

[0134]

Examples 1-2 (o 1-6

Examples 1-2 to 1-6 were synthesized in a manner similar to that of Example 1-1
by using the corresponding starting materials. The spectrum data of Examples 1-2 to 1-6

25  are shown as follows, and the structural formulae are shown in Table 3.

[0135]

Example 1-2
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-cyanoindan-1-yl|nicotinamide
RT(min.): 2.356

30 MS(ESI m/z): 395.1513 (M-HY
'H-NMR (CDCl3) 8: 1,74-2.19 (2H. m), 2.57-2.90 (2H, m), 4.56-5.78 (4H, m), 7.21-7.61
(8H, m), 7.81-7.92 (1H, m), 8.19-8.37 (1H, m), 8.64-8.75 (111, m), 8.81 (1H, br ).

[0136]

Example 1-3

35 2-Amino-N-[(R)-carbamoylphenylmethy!]-N-[(R)-4.6-difluoroindan-1-y] |nicotinamide
RT(min.): 2.161
MS(ESL m/z): 421.1480 (M-HY
"H-NMR (CDCJs) 8: 1.61-1.82 (1H, m), 1.92-2.18 (1H, m). 2.43-2.80 (2H, m), 4.50-4.80
(1H, br), 5.23-5.62 (5H, m), 6.62-6.78 (2H, m), 7.35-7.55 (7H, m), 8.13 (1H, dd, J=1.9,

40  5.0Hz).

[0137]

Example 1-4
2-Amino-N-[(R)-carbamoylphenylmethyl |-N-[(R)-6-cyanoindan-1-yl [nicotinamide
RT(min.): 1.813

45  MS(ESI, m/z): 410.1621 (M-HY
'H-NMR (CDCl3) 8: 1.63-1.86 (1H, m), 1.93-2.20 (1H. m), 2.58-2.90 (2H, m), 4.46
-4.77 (1H, br), 5.08-5.81 (5H, m), 6.65-6.75 (1H, m), 7.35-7.62 (8H, m). 8.14 (1H. dd, J=
1.5, 5.1Hz), 8.21 (1H, br s).

[0138]

50  Example 1-5
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N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-trifluoromethylindan-1 -yl [nicotinamide
RT(min.): 2.964
MS(ESI, m/z): 438.1435 (M-HY
"H-NMR (CDCls) 8: 1.76-1.94 (1H, m), 2.05-2.20 (11, m), 2.58-2.90 (2H, m), 4.55-4.97
(1H, br), 5.20-5.81 (3H. m), 7.20-7.63 (8H, m), 7.78-7.97(1H. m), 8.26 (1H, br s), 8.62-
8.73 (1H, m), 8.82 (1H, br s).

[0139]
Example 1-6
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-methoxyindan- 1 -yl |nicotinamide
RT(min.): 2.432
MS(ESI, m/z): 400.1663 (M-H)
'H-NMR (CDCl;) 8: 1.67-1.82 (1H, m), 1.97-2.09 (1H, m), 2.47-2.75 (2H, m), 3.89 (3H, s),
4.66-4.82 (1H, br), 5.28-5.67 (3H, m), 6.81-6.88 (1H, m). 7,07 (1H, d, J-8.4Hz), 7.34-7.54
(6H, m), 7.60-7.65 (11, m), 7.90-7.96 (1H, m), 8.69 (1H, dd, J=1.6, 5.0Hz), 8.86-8.89 (1H,
m).

[0140]
Example 2-1
N-[(R)-Carbamoylphenylmethylj-N-[(R)-5-chloroindan-1-yl|benzamide
N-|(8)-Carbamoylphenylmethyl]-N-[(R)-5-chloroindan-1-yl|benzamide

[0141]

To a solution of (R)-5-chloroindan-1-ylamine hydrochloride (0.05g) in methanol
{1mL) were added triethylamine (35pL) and benzaldehyde (0.026g), and the mixture was
stirred for 1.5hours at 50°C, The reaction mixture was allowed to cool to room temperature,
and to the mixture were added benzoic acid (0.03g) and 4-phenylcyelohexen-1-
ylisocyanide (0.045g). The mixture was stirred for 3days at S0°C, then allowed to cocl to
room temperature, and concentrated under reduced pressure. To the obtained residue were
added tetrahydrofuran (2mL), water (5ul.) and a solution of 4mol/L. hydrogen chloride in
1, 4-dioxane (185uL.). and the mixture was stirred for 1hour at room temperature. To the
reaction mixture were added water and a saturated aqueous solution of sodium bicarbonate,
and the crude product was extracted with ethyl acetate. The organic layer was washed with
water and brine, and dried over anhydrous magnesium sulfate. The solvent was removed
under reduced pressure, and the residue was purified by silica gel column chromatography
(eluent: ethyl acetate / n-hexane = 55/45 to 75/25 to 100/0) to afford N-[(R)-
carbamoylphenylmethyl]-N-[(R)-5-chloroindan-1-yl|benzamide (Example 2-1LP, 0.040g)
as low polarity product and N-[(S)-carbamoylphenylmethyl|-N-[(R)-5-chloroindan-1-
yl]benzamide (Example 2-1HP, 0.023g) as high polarity preduct. The structural formulae
are shown in Table 4.

[0142]
Example 2-1LP
N-|(R)-Carbamoylphenylmethyl]-N-[(R)-5-chloroindan-1-yl|benzamide
RT(min.): 3.627
MS(ESIL, m/z): 403.1217 (M-H)
'H-NMR (CDCl3) 8: 1.64-1.88 (1H, m), 1.95-2.15 (11, m). 2.46-2.84 (2H, m), 4.63 (1H,
br 8), 5.20-5.90 (3H, m), 7.15 (1H, brs), 7.25-7.65 (11H, m), 7.91 (1H, d, J=8.0Hz).

[0143]
Example 2-1HP
N-[(S)-Carbamoylphenylmethyl |-N-[(R)-5-chloroindan-1-yl]benzamide
RT(min.): 3.534
MS(ESI, m/z): 403.1219 (M-HY
"H-NMR (CDCls) 8: 2.34-2.53 (1H, m), 2.58-2.86 (2H, m), 2.98-3.15 (1H, m), 4.35-4.53
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(1H, m), 5.31-6.05 (3H, m), 6.51-6.70 (1H, m), 6.78 (11, dd, J=1.8, 8.2Hz). 7.16 (1H, br 5),
7.27-7.63 (1011, m).
[0144]
Examples 2-2 to 2-260
Examples 2-2 to 2-260 were synthesized in a manner similar to that of Example 2-
1 by using the corresponding starting materials. The spectrum data of Examples 2-2 to 2-
260 are shown as follows, and the structural formulae are shown in Tables 4 to 28.
[0145]
Example 2-2L.P
N-[(R)-Carbamoylphenylmethyl|-N-[( R)-6-chloroindan-1-y] |benzamide
RT(min.); 3.583
MS(ESL m/z): 403.1219 (M-H)
"H-NMR (CDCl) &: 1.70-1.86 (1H, m), 2,00-2.14 (1H, m), 2.48-2.78 (2H. m). 4.66 (1H. ).
5.23-5.93 (3H, m), 7.09 (1H. d, J=7.8Hz), 7.17-7.65 (11H, m), 7.97 (1H, s).
[0146]
Example 2-2HP
N-[(S§)-Carbamoylphenyimethyl]-V-[( R)-6-chloroindan- 1 -yl [benzamide
RT(min.): 3.447
MS(ES], m/z) : 403.1213 (M-H)
'H-NMR (CDCl;) 6: 2.35-2.56 (11. m), 2.59-2.83 (2H, m), 2.95-3.13 (1H, m), 4.40 (1H,
brs), 5.31-5.92 (3H. m), 6.49-6.64 (1H, m), 7.04-7.14 (21, m), 7.27-7.63 (10H, m).
[0147]
Example 2-3L.P
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-4-trifluoromethylindan-1-yl|benzamide
RT(min.); 3.760
MS(ESL m/z): 437.1482 (M-H)"
'H-NMR (CDCls) 8: 1.65-1.90 (1H, m), 2.00-2.20 (1H. m), 2.60-2.85 (1H, m), 2.85-3.05
(1H. m), 4.63 (1H, br ), 5.20-5.85 (3H, m), 7.30-7.65 (12H, m), 8.15-8.30 (1H, m).
[0148]
Example 2-3HP
N-[(S)-Carbamoylphenylmethyl |-N-|( R)-4-trifluoromethylindan-1-vl |benzamide
RT(min.): 3.641
MS(ESI, nv/z): 437.1483 (M-H)
'H-NMR (CDCls) 6: 2.40-2.60 (1H, m), 2.60-2.80 (1H. m), 2.80-3.00 (1H, m), 3.15-3.35
(1H, m), 4.30-4.55 (1H, m). 5.25-5.90 (3H, m), 6.75-6.95 (2H, m), 7.20 -7.35 (411, m),
7.35-7.50 (SH. m). 7.50-7.65 (2H, m).
[0149]
Example 2-41.P
N-[(R)-Carbamoylphenyvimethyl]-N-[(R)-6-methoxyindan- [ -vl]benzamide
RT(min.): 3.332
MS(ESI, m/z): 399.1711 (M-H)
TH-NMR (CDCl3) 6: 1.65-1.82 (1M, m), 1.96-2.11 (1H. m), 2.46-2.75 (2H. m), 3.90 (31, s),
4.69 (1H, br s), 5.20-5.90 (3H, m), 6.78-6.87 (1H, m). 7.06 (1H, d. J--8.3Hz), 7.24-7.67
(11H, m).
[0150]
Example 2-5LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-cyclopropylindan-1-yl |benzamide
RT(min.): 3.803
MS(ESL m/z): 409.1919 (M-HY
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'H-NMR (CDCl;) &: 0.74-1,06 (4H. m), 1.63-1.82 (1H, m), 1.91-2.11 (2H, m), 2.44-2.76
(2H, m), 4.65 (1H, br s), 5.19-5.98 (3H, m), 6.97-7.09 (2H, m), 7.29-7.68 (11H, m).
[0151]
Example 2-5HP
N-[(S)-Carbamoylphenylmethyl|-N-|(R)-6-cyclopropylindan-1-yl|benzamide
RT(min.): 3.653
MS(ESI, m/z): 409.1913 (M-H)
'H-NMR (CDCls) &: 0.03-0.09 (1H, m), 0.26-0.36 (1H, m), 0.61-0.79 (2H, m), 1.46-1.59
(1H, m), 2.29-2.47 (1H, m), 2.56-2.78 (2H, m), 2.93-3.08 (1 H, m), 4.45 (1H, br s), 5.25-
5.95 (3H, m), 6.35 (1H, br s), 6.89 (1H, dd, J=1.3, 8.0Hz), 7.02-7.08 (1H, m), 7.27-7.66
(10H, m).
[0152]
Example 2-6LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1 -yl |benzamide
RT(min.): 3.720
MS(ESI, m/z): 421.1130 (M-H)
"H-NMR (CDCls) 8: 1.65-1.90 (1H. m), 1.90-2.20 (1H. m), 2.40-2.65 (1H., m). 2.65-2.90
(1H, m), 4.66 (1H, br s), 5.20-5.85 (3H, m), 6.75-7.05 (1H, m), 7.25-7.90 (11H, m).
[0153]
Example 2-6HP
N-|(5)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl |benzamide
RT(min.): 3.595
MS(ESI, m/z): 421.1129 (M-H)
'H-NMR (CDCls) 8: 2.35-2.60 (1H, m), 2.60-2.90 (2H, m), 2.95-3.25 (1H, m), 4.30-4.50
(1H, m), 5.20-5.90 (3H, m), 6.25-6.45 (1H, m), 6.83 (1H, d, J=8.3Hz), 7.25-7.60 (10H, m).
[0154)
Example 2-7LP
N-|(R)-Carbamoylphenylmethyl]-N-[(R)-4-chloroindan-1-y!|benzamide
RT(min.): 3.627
MS(ESI, m/z): 403.1217 (M-H)
'H-NMR (CDCl;) &: 1.65-1.87 (1H, m), 1.99-2.16 (1H, m), 2.47-2.64 (1H, m), 2.74-2.92
(1H, m), 4.65 (1H, br s), 5.19-5.98 (3H, m), 7.23-7.62 (12H, m), 7.83-7.95
(1H. m).
[0155]
Example 2-7THP
N-[(8)-Carbamoylphenylmethyl]-N-[(R)-4-chloroindan-1-yl|benzamide
RT(min.): 3.526
MS(ESI, m/z); 403.1216 (M-H)
"H-NMR (CDCls) &: 2.34-3.23 (4H, m), 4.47 (111, brs), 5.31-5.93 (3H, m), 6.52-6.68 (1H,
m), 6.74-6.80 (1H, m), 7.11 (1H, d, J=7.9Hz), 7.23-7.63 (10H, m).
[0156]
Example 2-8LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-4-chloro-6-flucroindan-1-yl|benzamide
RT(min.): 3.779
MS(ESL m/z): 421.1115 (M-H)
'H-NMR (CDCl3) 8: 1.65-1.90 (1H, m), 1.90-2.15 (1H, m), 2.40-2.65 (1H, m), 2.65-2.85
(1H, m), 4.50-4.80 (1H, m), 5.20-5.85 (3H. m), 6.85-7.10 (1H, m), 7.25-7.80 (11H, m).
[0157]
Example 2-8HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-4-chloro-6-fluoroindan-1-yl|benzamide
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RT(min.): 3.609
MS(ESL m/z): 421.1121 (M-H)
'H-NMR (CDCl3) 8: 2.40-2.60 (1H, m), 2.60-2.85 (2H, m). 2.95-3.20 (1H, m), 4.35-4.55
(1H, m), 5.30-5.90 (3H, m), 6.10-6.35 (1H. m), 6.75-6.95 (1H, m), 7.25-7.60 (10H, m).
[0158]
Example 2-9LP
N-[(R)-Carbamoylphenylmethyl]-N-[(5)-2.3-dihydrobenzofuran-3-yl|benzamide
RT(min.): 2.882
MS(ESI, m/z): 371.1406 (M-HY
'H-NMR (CDCl3) 8: 4.12 (1H, dd, J=5.3, 10.2Hz). 4.26 (1H. br s). 4.66 (1H, br s). 5.28-
5.88 (3H, m), 6.78 (1H. d, J=8.1Hz), 6.93-7.04 (1H, m), 7.19-7.73 (12H, m).
[0159]
Cxample 2-9HP
N-[(S)-Carbamoylphenylmethyl]-N-[(S)-2,3-dihydrobenzofuran-3-yl [benzamide
RT(min.): 2.900
MS(ESI. m/z): 371.1402 (M-H)
'H-NMR (CDCl;) 8: 4.48-4.61 (2H, m), 5.13-5.22 (1H, m), 5.43-5.70 (3H. m). 6.51 (1H. t,
J=7.5Hz), 6.68 (1H, br s), 6.80 (1H, d, J=8.2Hz), 7.07-7.54 (11H. m).
[0160]
Example 2-10LP
N-|(R)-CarbamoylphenyImethyl[-N-[(R)-5-chloro-6-methoxyindan-1-yl]benzamide
RT(min.): 3.671
MS(ESI, m/z): 433.1329 (M-H)
"H-NMR (CDCl3) 8: 1.60-1.80 (1H, m), 1.95-2.10 (1H, m), 2.45-2.70 (2H, m), 4.03 (3H. s),
4.55-4.70 (1H, m), 5.20-5.75 (3H, m), 7.17 (111, s), 7.30-7.65 (10H, m), 7.75 (1H, br 5).
[D161]
Example 2-11LP
N-[(R)-Carbamoylphenylmethyl}-V-[(R)-6-difluoromethoxyindan-1-yl |benzamide
RT(min.): 3.562
MS(ESI, m/z): 435.1535 (M-H)
'H-NMR (CDCls) 6: 1.75-1.95 (1H, m), 2.05-2.25 (1H, m), 2.50-2.85 (2H, m), 4.55-4.70
(1H. m), 5.25-5.65 (2H, m), 5.80-6.10 (1H, m), 6.67 (1H, dd. J=74.6, 74.6Hz), 6.95-7.20
(2H. m), 7.30-7.65 (10H, m), 7.65-7.75 (1H, m).
[0162]
Example 2-11HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-6-difluoromethoxyindan- 1 -vl|benzamide
RT(min.): 3.351
MS(ESL m/z): 435.1527 (M-H)
'H-NMR (CDCls) &: 2.40-2.60 (11, m), 2.65-2.85 (2H, m), 3.00-3.15 (1H. m), 4.35-4.50
(1H, m), 5.30-5.90 (4H, m), 6.30-6.45 (1H, m), 6.87 (1H, dd, J=2.0, 8.0Hz), 7.14 (1H., d,
J=8.3Hz). 7.25-7.65 (10H, m).
[0163]
Example 2-12LP
N-[(R)-Carbamoylphenylmethyl |-N-{(R)-5,6-difluoroindan- 1 -yl |benzamide
RT(min.): 3.469
MS(ESI, m/z): 405.1423 (M-H)
'H-NMR (CDCI5) 8: 1,68-1.86 (1H, m), 1.99-2.19 (1H, m), 2.46-2.79 (21, m), 4.55-4.77
(1H, br), 5.21-5.94 (3H, m), 6.83-7.01 (1H, m), 7.32-7.62 (10H, m) 7.71-7.88 (1H, m).
[0164]
Example 2-12HP
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N-[(S)-Carbamoylphenylmethyl]-N-[(R)-5.6-difluoroindan-1-yl[benzamide
RT(min.): 3.330
MS(ESL m/z): 405.1424 (M-H)
"H-NMR (CDCl3) 8: 2.36-2.56 (1H, m), 2.62-2.81 (2H, m), 2.94-3.15 (1H, m), 4.35-4.47
(1H, br), 5.32-5.87 (3H, m), 6.29-6.48 (1H, m), 6.88-7.00 (1H, m), 7.27-7.40 (5H, m} 7.41-
7.60 (5H, m).

[0165]
Example 2-13LP
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-cyanoindan-1-yl|benzamide
RT(min.): 3.144
MS(ESI, m/z): 394.1567 (M-H)
'H-NMR (CDCl3) 8: 1.16-2.24 (2H. m), 2.56-3.22 (2H, m), 4.48-5.95 (4H, m), 7.12-7.64
(1211, m), 8.15-8.34 (111, m).

[0166]
Example 2-14LP
N-[(R)-Carbamoylphenylmethyl|-N-[( R)-4-difluoromethoxyindan-1-yl|benzamide
RT(min.): 3.470
MS(ESI, m/z): 435.1531 (M-H)
'H-NMR (CDCl3) 8: 1.65-1.85 (1H, m), 2.00-2.15 (1H, m), 2.45-2.65 (1H, m), 2.75-2.90
(1H, m), 4.66 (1H, br s), 5.20-6.00 (3H, m), 6.49 (1H, dd, J=74.0, 74.011z), 6.95-7.10 (1H,
m), 7.30-7.65 (11H. m), 7.80-7.90 (1H. m).

[0167]
Example 2-14HP
N-[(S5)-Carbamoylphenylmethyl]-N-[(R)-4-difluoromethoxyindan-1-yl|benzamide
RT(min.): 3.382
MS(ESL m/z): 435.1533 (M-H)
'H-NMR (CDCly) 8: 2.35-2.55 (1H, m), 2.60-2.85 (21, m), 3.05-3.25 (1H, m), 4.40-4.55
(1H, m), 5.30-6.00 (3H. m), 6.49 (1H, dd, J=73.9, 73.9Hz), 6.55-6.65 (1H, m), 6.75-6.95
(2H, m), 7.20-7.65 (10H, m).

[0168]
Example 2-15LP
N-[(R)-Carbamoylphenylmethyl]-V-[(S)-5-chloro-2,3-dihydrobenzofuran-3-yl|benzamide
RT(min.): 3.292
MS(ESI, m/z): 405.1019 (M-H)
"H-NMR (CDCl3) 8: 3.61-5.90 (6, m), 6.65 (1H, d, J=8.6Hz), 7.05-7.19 (1H, m), 7.36-
7.80 (11H, m).

[0169]
Example 2-15HP
N-[(8)-Carbamoylphenylmethyl]-N-[(S)-3-chloro-2.3-dihydrobenzofuran-3-yl |benzamide
RT(min.): 3.215
MS(ESI, m/z): 405.1016 (M-H)
'H-NMR (CDCl3) 8: 4.45-4.65 (2H, m), 5.07-5.21 (1H, m), 5.42-5.72 (3H, m), 6.51 (111,
br s), 6.65-6.74 (1H. m). 7.03 (1H, d, J=8.2Hz), 7.13-7.53 (10H, m).

[0170]
Example 2-16LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-cthylindan-1-yl|benizamide
RT(min.): 3.752
MS(ESI, m/z): 397.1924 (M-HY
'H-NMR (CDCls) &: 1.29 (3H, t, J= 7.6Hz), 1.66-1.87 (1H, m). 1.97-2.13 (1H, m), 2.49-
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2.80 (4H, m), 4.67 (1H, br s), 5.20-6.05 (3H, m), 7.05-7.15 (2H, m), 7.30-7.53 (8H, m),
7.57-7.65 (2H, m). 7.77 (1H, br s).
[0171]
Example 2-17LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-methylindan- 1 -yl |benzamide
RT(min.): 3.516
MS(ESI, m/z): 383.1769 (M-H)
'H-NMR (CDCl3) 8: 1.65-1.82 (1H, m), 1.98-2.11 (1H, m), 2.43 (3H, ), 2.48-2.78 (2H., m),
4.67 (111, br s), 5.38-5.98 (3H, m), 7.02-7.12 (2H, m), 7.30-7.53 (8H, m), 7.58-7.66 (2H,
m), 7.74 (1H, br s).
[0172]
Example 2-18LP
N-[(R)-Carbamoylphenylmethyl |-N-[( R)-4-methylindan- 1 -yl |benzamide
RT(min.): 3.493
MS(ESI, m/z): 383.1766 (M-H)
'H-NMR (CDCl;) 8: 1.66-1.83 (1H, m). 2.00-2.13 (1H, m), 2.20 (3H, ), 2.41-2.77 (2H, m),
4.70 (111, br s), 5.21-6.01 (3H, m), 7.09 (1H, d, J= 7.2Hz), 7.22-7.29 (1H, m), 7.31-7.64
(10H, m), 7.77 (1H, d, J= 7.2Hz).
[0173]
Example 2-19LP
N-[(R)-6-Bromoindan-1-yl]-N-[(R)-carbamoylphenylmethy! [benzamide
RT(min.): 3.654
MS(ESI, m/z): 447.0716 (M-H)
'H-NMR (CDCls) 6: 1.68-1.86 (1H, m), 1.97-2.14 (1H. m). 2.46-2.77 (2H. m), 4.66 (11,
br s), 5.25-5.94 (3H, m), 6.98-7.07 (1H, m), 7.30-7.63 (11H, m), 8.11 (1H, br s).
[0174]
Example 2-20LP
N-[(R)-Carbamoylphenylmethyl]|-N-[(R)-6-trifluoromethylindan-1-yl|benzamide
RT(min.): 3.737
MS(ESI, m/z): 437.1487 (M-H)
'H-NMR (CDCl3) 8: 1.77-1.94 (1H, m), 2.06-2.26 (1H, m), 2.59-2.92 (2H, m), 4.56-4.74
(1H, m), 5.22-6.03 (3H, m), 7.17-7.65 (12H, m). 8.23 (1H, br s).
[0175]
Example 2-21LP
N-|(R)-Carbamoylphenylmethyl|-V-[(R)-6-trifluoromethoxyindan-1 -yl |benzamide
RT(min.): 3.822
MS(ESI, m/z): 453.1434 (M-H)
"H-NMR (CDCl3) 8: 1.75-1.95 (1H, m), 2.00-2.20 (1H, m), 2.50-2.85 (2H, m), 4.55-4.80
(1H, m), 5.20-6.00 (3H, m), 7.05-7.20 (2H, m), 7.30-7.65 (10H, m). 7.85 (1H. br s).
[0176]
Example 2-22LP
N-[(R)-Carbamoylphenylmethyl]-V-[(R)-4,6-difluoroindan-1-yl]-2-nitrobenzamide
RT(min.): 3.534
MS(ESI, m/z): 450.1273 (M-H)
'"H-NMR (CDClz) 8: 1.65-1.85 (1H, m), 2.05-2.20 (1H, m), 2.35-2.50 (1H, m), 2.65-2.80
(1H. m), 4.63 (1H, s), 5.05-5.20 (1H, m), 5.35-5.50 (2H. m). 6.65-6.80 (1H, m), 7.35-7.85
(9H, m), 8.25 (1H, d, J=8.2Hz).
[0177]
Example 2-231LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|nicotinamide
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RT(min.): 2.937
MS(ESI, m/z): 422.1074 (M-H)
'H-NMR (CDCl3) 8: 1.70-1.90 (1H, m), 1.95-2.20 (1H. m). 2.40-2.65 (1H, m), 2.65-2.90
(1H, m), 4.55-4.90 (1H, m), 5.25-5.75 (311, m). 6.90-7.10 (111, m), 7.30-7.55 (611, m),
7.70-7.95 (2H, m), 8.65-8.75 (1H, m), 8.82 (1H, br s).
[0178]
Example 2-23HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl [nicotinamide
RT(min.): 2.767
MS(ESI, m/z): 422.1077 (M-H)
"H-NMR (CDCl3) : 2.40-2.65 (1H, m), 2.65-2.85 (2H, m), 3.00-3.20 (1H, m), 4.30-4.55
(1H, m), 5.30-5.70 (311. m), 6.20-6.40 (1H, m), 6.85 (1H. d. 1=8.311z), 7.25-7.45 (6H, m),
7.80-7.95 (1H, m), 8.71 (1H, dd, J-1.6, 4.9Hz), 8.75-8.85 (1H. br s),
[0179]
Example 2-24LP
N-[(R)-Carbamoylphenylmethyl |-N-[(S)-5-chloro-2,3-dihydrobenzofuran-3-
ylnicotinamide
RT(min.): 2.486
MS(ES], m/z): 406.0972 (M-H)
"H-NMR (CDCly) &: 4.05-4.20 (2H. m), 5.00-5.90 (4H. m), 6.40-6.80 (1H, m), 7.00-7.95
(9H. m), 8.45-8.90 (2H, m).
{0180]
Example 2-24HP
N-[(8)-Carbamoylphenylmethyl]-N-[(S)-5-chloro-2.3-dihvdrobenzofuran-3-
yl|nicotinamide
RT{min.): 2.507
MS(ESI, m/z): 406.0960 (M-H)
'H-NMR (CDCl3) 6: 4.40-5.80 (5H, m), 6.35-6.80 (2H, m), 7.06 (1H, d. J=1.7, 8.6Hz),
7.15-7.60 (7H, m), 7.65-7.90 (1H. m). 8.60-8.75 (2H. m).
[0181]
Example 2-25LP
2-Amino-N-[(R)-carbamoylphenylmethyl]-N-[(S)-5-chloro-2,3-dihydrobenzofuran-3-
yl]nicotinamide
RT(min.): 1.824
MS(ESI, m/z): 421.1071 (M-H)
'H-NMR (CDCl;) 8: 4.01 (1H, dd, J=4.7, 10.1Hz). 5.35-5.65 (5H, m), 6.65-6.75 (2H, m),
7.16-7.23 (1H, m), 7.40-7.58 (6H. m), 7.70-7.72 (111, m), 8.14 (111, dd. J=1.8. 5.1Hz).
[0182]
Example 2-26LP
N-[(R)-Carbamoylphenylmethyl]-N-| (R)-6-difluoromethoxyindan- 1 -yl [nicotinamide
RT(min.): 2.778
MS(ESL m/z): 436.1476 (M-H)"
'H-NMR (CDCls) 8: 1.75-1.90 (1H, m), 2.05-2.20 (1H, m), 2.55-2.80 (2. m), 4.55-4.85
(1H, m), 5.25-5.90 (31, m), 6.65 (1H, dd, J=74.1, 74.1Hz), 6.95-7.20 (2H. m), 7.35-7.55
(6H, m), 7.75 (1H, brs), 7.85-7.95 (1H, m). 8.65-8.75 (1H, m), 8.84 (1H, br s).
[0183]
Example 2-27LP
2-Amino-N-[(R)-carbamoylphenyimethyl]-N-[(R)-6-difluoromethoxyindan-1-
yl|nicotinamide
RT(min.): 2.243
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MS(ESI, m/z): 451.1583 (M-11)
'H-NMR (CDCl;) 8: 1.40-1.90 (1H, m), 1.95-2.20 (1H, m), 2.50-2.80 (2H, m), 4.50-4.75
(1H, m), 5.30-5.60 (5H, m), 6.58 (1H, dd, J=74.1, 74.1Hz), 6.68 (1H, dd, J=5.0, 7.3Hz),
6.95-7.10 (1H, m), 7.16 (1H. d, J=8.2Hz), 7.35-7.55 (6H, m), 7.70 (1H, br s), 8.12 (111, dd,
J=1.8, 5.0Hz).

[0184]
Example 2-281.P
N-[(R)-Carbamoylphenylmethyl [-N-[(S)-5-fluoro-2.3~dihydrobenzofuran-3-yl|benzamide
RT(min.): 3.030
MS(ESL m/z): 389.1307 (M-H)
'H-NMR (CDCl;) 8: 4.10-5.84 (6H, m), 6.60-6.99 (2H, m), 7.32-7.66 (11H. m).

[0185]
Example 2-28HP
N-[(S)-Carbamoylphenylmethyl |-N-[(S)-5-fluoro-2,3-dihydrobenzofuran-3-yl Jbenzamide
RT(min.): 2.979
MS(ESI, m/z): 389.1305 (M-H)
'H-NMR (CDCls) 8: 4.50-4.65 (1H, m), 5.11-5.23 (1H, m), 5.40-5.66 (3H., m). 6.25-6.36
(1H, m), 6.66-6.84 (2H, m), 7.17-7.34 (4H, m), 7.43-7.50 (6H. m).

[0186]
Example 2-291LP
N-{(R)-Carbamoylphenylmethyl |-N-[(5)-5,7-difluoro-2.3-dihydrobenzofuran-3-
yl|benzamide
RT(min.): 3.239
MS(ESL m/z): 407.1211 (M-HY
'I-NMR (CDCl;) 8: 4.16-5.86 (6H, m), 6.64-6.81 (1H, m). 7.16-7.68 (11, m).

[0187]
Example 2-29HP
N-[(S)-Carbamoylphenylmethyl |-N-[(5)-5,7-difluoro-2.3-dihydrobenzofuran-3-
yl|benzamide
RT(min.): 3.165
MS(ESL m/z): 407.1208 (M-HY
'TI-NMR (CDCls) 8: 4.60-6.20 (6H, m), 6.60-6.68 (1H. m), 7.24-7.50 (1111, m).

[0188]
Example 2-30LP
N-|(R)-Carbamoylphenylmethyl|-N-[(R)-4-[Tuoro-6-methoxvindan-1 -yl [benzamide
RT(min.): 3.499
MS(ESL m/z): 417.1614 (M-HY
'H-NMR (CDCly) 8: 1.66-1.81 (1H. m), 1.99-2.11 (1H, m), 2.41-2.53 (1H, m), 2.69-2.79
(1H. m), 3.89 (3H, s), 4.67 (1H, br s), 5.30-5.78 (3H, m), 6.54 (1H, d. J=10.5Hz). 7.33-
7.52 (9H. m), 7.56-7.61 (2H, m).

[0189]
Example 2-30HP
N-|(S)-Carbamoylphenylmethyl |- N-[( R)-4-fluoro-6-methoxvindan- 1-vl|benzamide
R'T(min.): 3.301
MS(ESL m/z): 4171618 (M-H)
TH-NMR (CDCL) 8: 2.39-2.51 (1H, m), 2.61-2.77 (2H. m), 2.99-3.11 (1H, m), 3.28 (311, s).
4.47 (1H, br s), 5.37-5.54 (2H, m). 5.73 (111, br), 5.95 (1}, br s), 6.40 (1H, dd, J=2.0,
10.4Hz), 7.28-7.39 (5H, m), 7.42-7.48 (3H, m), 7.53-7.59 (2H, m).

[0190]
Example 2-31LP
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N-|(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl|nicotinamide
RT(min.): 2.732
MS(ESI, m/z): 404.1171 (M-H)
'H-NMR (CDCly) &: 1.70-1.90 (11, m), 1.90-2.15 (111, m), 2.50-2.80 (211, m), 4.55-4,90
(1H, m), 5.20-5.75 (3H, m), 7.05-7.15 (1H, m), 7.15-7.30 (1 H, m), 7.30-7.55 (6H, m),
7.85-8.05 (2H, m), 8.60-8.75 (1H. m), 8.84 (1H, br s).
[0191]
Example 2-31HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl |nicotinamide
RT(min.): 2.606
MS(ESI, m/z): 404.1170 (M-H)
"H-NMR (CDCl:) &: 2.40-2.60 (1H, m), 2.65-2.85 (2H, m), 2.95-3.15 (1H, m), 4.30-4.60
(1H, m), 5.25-5.75 (3H, m), 6.40-6.60 (1H, m), 7.10 (2H, s), 7.25-7.45 (6H. m), 7.80-7.95
(1H, m), 8.70 (1H, dd, J=1.5, 4.8Hz), 8.83 (1H. br s).
[0192]
Example 2-321.P
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-4.6-difluoroindan-1-yl]pyrimidine-3-carboxamide
RT(min.): 2.715
MS(ESIL, m/z); 407.1326 (M-H)
'H-NMR (CDCl;) 8: 1.70-1.91 (1H, m), 1.94-2.14 (1H, m), 2.44-2.90 (2H, m), 4.45-5.00
(1H, br), 5.25-5.77 (3H, m), 6.63-6.86 (1H, m), 7.25-7.78 (6H. m), 8.77-9.02 (2H. m).
9.22-9.36 (1H, m).
[0193]
Example 2-33LP
2-Amino-N-[(R)-carbamoylphenylmethyl |-N-[ (R )-6-chloroindan-1-v]|nicotinamide
RT(min.): 2.166
MS(ESI, m/z): 419.1276 (M-H)
'H-NMR (CDCls) &: 1.45-1.80 (111, m), 1.90-2.15 (1H, m), 2.45-2.75 (2H, m), 4.55-4.80
(1H, m), 5.25-5.65 (5H, m), 6.67 (1H. dd, J=5.1, 7.3Hz), 7.10 (1H, d, J=8,0Hz), 7.20-7.30
(1H, m), 7.35-7.55 (6H, m), 7.87 (1H, br s), 8.12 (1H. dd, J=1.7, 5.0Hz).
[0194]
Example 2-34LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-4.6-difluoroindan-1-yl]pyrazine-2-carboxamide
RT(min.): 2.944
MS(ESL m/z): 407.1323 (M-HY
'"H-NMR (DMSO-dg) &: 1.20-1.40 (1H, m), 2.00-2.15 (1H, m), 2.45-2.65 (1H, m), 2.80-
2.95 (1H, m). 5.05-5.15 (1H, m), 5.54 (1H. s), 6.85-7.00 (1H, m), 7.20-7.55 (91, m), 8.65-
8.95 (2H, m).
[0195]
Example 2-35LP
N-[(R)-Carbamoylphenylmethyl]-N-[( R )-4-fluoro-6-methylindan-1-yl]benzamide
R'T(min.): 3.586
MS(ESI, m/z): 401.1671 (M-H)
"H-NMR (CDCl3) : 1.68-1.82 (1H, m), 2.00-2.12 (1H, m), 2.39-2.56 (4H, m), 2.71-2.82
(1H, m), 4.65 (1H, br s), 5.25-5.85 (3H. m), 6.78 (111, d, J=9.6Hz), 7.25-7.63 (11H, m).
[0196]
Example 2-35HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-4-fluoro-6-methylindan-1-yl |benzamide
RT(min.): 3.544
MS(ESL m/z): 401.1669 (M-HY)
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2.70-2.83 (1H, m), 4.72 (1H, br ), 5.33-5.64 (3H, m), 6.79 (1H, d, J=9.7Hz), 7.35-7.60
(7H, m), 7.91 (1H. d, J=7.8Hz), 8.69 (1H, dd, J=1.6, 4.91z), 8.86 (1H, s).
[0203]
Example 2-40HP
N-[(S)-Carbamoylphenylmethyl|-N-|(R)-4-fluoro-6-methylindan- 1 -yl nicotinamide
RT(min.): 2.672
MS(ESI, m/z): 402.1621 (M-H)
'H-NMR (CDCl3) 8: 1.92 (3H, ), 2.40-2.58 (1H, m), 2.65-2.81 (2H, m), 3.00-3.15 (1H, m),
4.42 (1H, br), 5.37-5.64 (3H, m), 6.14 (1H, s), 6.63 (1H, d, J=9.8Hz), 7.25-7.44 (6H, m),
7.86-7.92 (1H, m), 8.70 (1H, dd, J=1.7. 4.9Hz), 8.83 (1H, s).
[0204]
Example 2-41LP
2-Amino-N-[(R)-carbamoylphenylmethyl]-N-[ (S)-5-fluoro-2 3-dihydrobenzofuran-3-
yl]nicotinamide
RT(min.): 1.545
MS(ESI, m/z): 405.1367 (M-H)
'H-NMR (CDCls) 8: 4.01 (1H, dd, J=4.6, 10.2Hz), 4.07-4.85 (1H, m), 5.35-5.64 (4H, m),
6.65-6.78 (2H, m), 6.90-7.01 (1H, m), 7.39-7.60 (7H, m), 8.15 (1H. dd, J=1.7, 5.1Hz).
[0205]
Example 2-421.P
2-Amino-N-[(R)-carbamoylphenyimethyl]-N-[(S)-5,7-difluoro-2 3~dihydrobenzofuran-3-
yl]nicotinamide
RT(min.): 1.848
MS(ESI, m/z): 423.1271 (M-H)
'H-NMR (CDCl3) 8: 4.07-4.80 (2H, m), 5.30-5.65 (4H, m), 6.67-6.87 (2H, m), 7.30-7.60
(7H, m), 8.13-8.17 (1H, m).
[0206]
Example 2-43LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-4,6-difluoroindan-1-yl|pyridine-2-carboxamide
RT(min.): 3.085
MS(ESI, m/z): 406.1373 (M-H)
'H-NMR (CDCl3) 8: 1.66-3.18 (4H, m), 4.69-6.24 (4H, m), 6.48-6.78 (1H, m), 6.97-8.06
(9H, m), 8.56-8.64 (1H, m).
[0207]
Example 2-44LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-4.6-difluoroindan-1-yl|pyridazine-4-carboxamide
RT(min.): 2.633
MS(ESIL m/z): 407.1318 (M-H)
'H-NMR (CDCl;) : 1.68-1.89 (1H, m), 1.95-2.13 (1H, m), 2.45-2.88 (2H, m), 4.48-5.76
(4H, m), 6.56-6.84 (1H, m), 7.37-7.72 (7TH, m), 9.21-9.42 (ZH, m).
[0208]
Example 2-45LP
N-[(R)-Carbamoylphenylmethyl]-V-[(R)-4,6-difluoroindan-1-yl]-6-methoxynicotinamide
RT(min.): 3.324
MS(ESI, m/z): 436.1470 (M-H)
'H-NMR (CDCly) 8: 1.72-1.93 (1H, m). 1.95-2.20 (1H, m), 2.47-2.94 (2H, m), 3.97 (3H, s).
4.50-5.94 (4H, m), 6.64-6.77 (1H, br), 6.80 (111, d. J=8.7Hz), 7.31-7.68 (611, m), 7.74-7.86
(1H, m), 8.43 (1H, d, J=1.7Hz).
[0209]
Example 2-461.P
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N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-chloroindan-1-yl|-2-methoxynicotinamide
RT(min.): 3.261
MS(ESL m/z): 434.1276 (M-H)
'"H-NMR (CDCly) 8: 1.65-1.85 (1H, m), 1.85-2.25 (1H, m), 2.45-2.80 (211, m), 3.95-4.10
(3H. m), 4.55-4.90 (1H, m), 5.10-6.20 (3H, m), 6.90-7.15 (2H, m), 7.15-7.30 (1H, m),
7.30-8.05 (7H, m), 8.22 (1H, dd, J=1.8, 5.0Hz).
[0210]
Example 2-47LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-4,6-difluorcindan-1-yl]isonicotinamide
RT(min.): 2.620
MS(ESI, m/z): 406.1370 (M-H)
'H-NMR (CDCl;) &: 1.68-1.86 (1H. m), 1.93-2.12 (1H, m), 2.43-2.85 (2H, m). 4.50-5.05
(1H. m), 5.24-5.77 (3H, m), 6.53-6.80 (1 H, m), 7.20-7.66 (8H, m), 8.66-8.80 (2H, m).
[0211]
Example 2-48LP
N-+|(R)-Carbamoylphenylmethyl]-N-[(R)-7-chloro-1,2.3 4-tetrahydronaphthalen-1-
yl|nicotinamide
RT(min.): 2.804
MS(ESI, m/z): 418.1329 (M-H)
'H-NMR (CDCls) &: 1.34-1.64 (2H, m), 1.66-1.83 (2H, m), 2.55-2.65 (2H, m), 4.65 (1H.,
br s), 4.99-5.10 (1, m), 5.28-5.69 (2H, m), 7.01 (1H, d, J=8.2Hz), 7.17-7.23 (1H, m).
7.35-7.45 (4H, m), 7.47-7.55 (2H, m), 7.89-7.95 (1H, m), 8.22 (1H. d. J=1.3Hz), 8.70 (1H,
dd, J=1.6, 4.9Hz), 8.86 (1H, d, J=1.6Hz).
[0212]
Example 2-48HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-7-chloro-1,2,3 4-tetrahydronaphthalen-1-
yl]nicotinamide
RT(min.): 2.701
MS(ESI, m/z): 418.1324 (M-H)
"H-NMR (CDCls) 8: 1.37-1.68 (111, m), 1.90-2.07 (11, m), 2.14-2.35 (2H, m), 2.58-2.83
(2H, m), 4.45 (1M, br 5), 4.99-5.09 (1H, m), 5.34-5.72 (2H, m), 6.77 (1H, br s), 6.93-7.02
(2H, m), 7.22-7.43 (6H, m), 7.83-7.91 (111, m), 8.70 (1H, dd, J=1.5, 4.9Hz), 8.81-8.85 (1H,
m).
[0213]
Example 2-49LP
N-[(R)-Carbamoylphenylmethyl]-V-[(R)-7-chloro-1,2,3 4-tetrahydronaphthalen- 1 -
yl]|benzamide
RT(min.): 3.691
MS(ESI, m/z): 417.1379 (M-H)
"H-NMR (CDCls) 8: 1.32-1.55 (2H, m), 1.70-1.84 (2H, m), 2.54-2.63 (2H, m), 4.62 (1H.
brs), 5.07-5.18 (1H, m), 5.24-5.99 (2H, m), 7.00 (1H, d, J=8.2Hz), 7.16-7.22 (1H, m),
7.32-7.61 (10H, m), 8.13-8.18 (1H, m).
[0214]
Example 2-49HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-7-chloro-1,2,3 4-tetrahydronaphthalen-1-
yl]benzamide
RT(min.): 3.583
MS(ESL m/z): 417.1376 (M-H)
'H-NMR (CDCl3) 8: 1,40-1.53 (1H, m), 1.89-2.02 (1H. m), 2.13-2.33 (2H. m), 2.56-2.67
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(1H, m), 2.70-2.83 (1H, m), 4.42 (1H, br s), 5.07-5.17 (1H, m), 5.31-5.93 (2H, m), 6.85
(1H, br s), 6.93-7.02 (2H, m), 7.28-7.32 (5H, m), 7.42-7.46 (3H, m), 7.53-7.57 (2H, m).
[0215]
Example 2-50LP
<[ (R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]thiophene-2-
carboxamide
RT(min.): 3.682
MS(ESI, m/z): 427.0689 (M-H)
'H-NMR (CDCly) &: 1.80-2.40 (2H, m), 2.55-2.70 (11, m), 2.80-3.00 (1H, m), 4.40-6.30
(4H, m), 6.90-7.05 (1H, m), 7.07 (1H, dd, J=3.8, 5.0Hz), 7.30-7.50 (6H, m), 7.52 (1H, dd,
J=1.0, 5.0Hz), 7.65-7.85 (1H, m).
[0216]
Example 2-51LP
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1-yl |thiazole-5-
carboxamide
RT(min.): 3.173
MS(ESI, m/z): 428.0639 (M-H)
"H-NMR (CDCls) : 1.75-2.30 (2H, m), 2.50-2.70 (1H, m), 2.75-3.00 (1H. m), 4.50-6.05
(4H. m), 6.85-7.10 (1H, m), 7.30-7.55 (SH, m), 7.65-7.90 (1H, m), 8.20 (1H, br s), 8.92
(1H, s).
[0217]
Example 2-521LP
N-[(R)-Carbamoylphenylmethyl|-N-[( R)-6-isopropoxyindan-1 -yl Jnicotinamide
RT(min.): 2.840
MS(ESL m/z): 428.1983 (M-H)
'"H-NMR (CDCls) 8: 1.34-1.42 (6H, m), 1.69-1.82 (1H, m), 1.96-2.07 (111, m), 2.44-2.73
(2H, m), 4.60-4.85 (2H, m), 5.29-5.66 (311, m), 6.77-6.86 (1H, m), 7.02-7.10 (1H, m),
7.33-7.62 (7H, m), 7.86-7.97 (1H, m), 8.64-8.72 (1H, m), 8.84-8.92 (1H, m).
[0218]
Example 2-53LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-isopropoxyindan-1-yl|benzamide
RT(min.): 3.742
MS(ESI, m/z): 427.2028 (M-H)
'H-NMR (CDCls) 8: 1.34-1.43 (6H, m), 1.67-1.81 (1H, m), 1.97-2.08 (1H, m), 2.45-2.71
(2H, m), 4.61-4.76 (2H, m), 5.24-5.84 (3H, m), 6.77-6.84 (1H, m), 7.05 (1H, d, J=8.1Hz),
7.30-7.64 (11H, m).
[0219]
Example 2-54LP
N-[(R)-Carbamoylphenylmethyl]-6-cyano-N-[( R)-4,6-difluoroindan-1-yl]nicotinamide
RT(min.): 3.276
MS(ESI, m/z): 431.1326 (M-H)
'H-NMR (CDCl3) 8: 1.67-2.16 (2H, m), 2.44-2.90 (2H, m), 4.50-5.85 (4H, m), 6.62-6.84
(1H, m), 7.37-8.09 (8H, m), 8.79-8.95 (1H, m).
[0220]
Example 2-55LP
N-{(R)-Carbamoylphenylmethyl|-N-[( R)-4.6-difluoroindan-1-yl |thiazole-5-carboxamide
RT(min.): 2.959
MS(ESL m/z); 412.0941 (M-H)
'H-NMR (CDCl3) &: 1.77-1.98 (1H, m), 2.00-2.30 (1H, m), 2.54-2.69 (1H, m), 2.77-2.96
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[0227]
Example 2-62LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]terephthalamic acid benzyl
ester
RT(min.): 4.269
MS(ESI, m/z): 539.1791 (M-11)
'H-NMR (CDCl3) &: 1.63-2.12 (2H, m), 2.37-3,13 (2H, m), 4.50-5.07 (1H, m), 5.13-5.71
(SH, m). 6.53-6.73 (1H, m), 7.23-7.67 (13H. m), 8.08-8.22 (2H, m).

[0228]
Example 2-63LP
N-|(R)-Carbamoylphenylmethyl]-N-[( R }-6-chloro-4-fluoroindan-1-yljthiophene-3-
carboxamide
RT(min.); 3.580
MS(ESI, m/z): 427.0690 (M-H)
'H-NMR (CDCl5) 6: 1.70-2.25 (2H, m), 2.45-2.65 (1H, m), 2.70-3.00 (1H, m), 4.50-5.95
(4H, m), 6.85-7.10 (1H, m), 7.20-7.90 (9H, m).

[0229]
Example 2-64LP
N-[(R)-Carbamoylphenylmethyl]-N-[( R )-6-chloro-4-fluoroindan- 1 -y1|-5-fluorothiophene-
2-carboxamide
RT(min.): 3.923
MS(ESI, m/z): 445.0597 (M-H)
"H-NMR (CDCl3) 8: 1.22-1.34 (1H, m), 1.81-1.95 (1H, m), 2.56-2.69 (111, m). 2.85-2.96
(1H, m), 4,10-6.30 (4H. m), 6.47 (111, dd, J=1.4. 4.2Hz), 6.94-7.03 (1H, m), 7.11-7.16 (1H,
m), 7.34-7.43 (5H, m), 7.70-7.78 (1H, m).

[0230]
Example 2-64HP
N-[(S)-Carbamoylphenylmethy]]-N-| (R)-6-chloro-4-fluoroindan-1-yl|-5-fluorothiophene-2-
carboxamide
RT(min.): 3.747
MS(ESIL, m/z): 445.0596 (M-H)Y
'H-NMR (CDCl3) 8: 2.63-2.94 (311, m), 3.13-3.23 (1H, m), 4.28-6.48 (411, m), 6.49 (1H,
dd, J=1.4, 4.2Hz), 6.85-6.90 (1H, m), 7.13-7.18 (111, m), 7.20-7.35 (6H, m).

[0231]
Example 2-65LP
2-Amino-N-[(R)-carbamoylphenylmethyl|-N-[(R)-4-{luoroindan-1-yl|nicotinamide
RT(min.): 1.997
MS(ESI, m/z): 403.1575 (M-H)
'H-NMR (CDCls) &: 1.60-1.77 (1H, m), 1.97-2.16 (1H, m), 2.50-2.82 (2H, m), 4.52-4.82
(1H, br), 5.24-5.64 (5H, m), 6.67 (1H, dd, J=5.0, 7.4Hz), 6.93-7.01 (111, m), 7.25-7.55 (7H,
m), 7.67 (1H, d, J=7.4Hz), 8.12 (1H, d, J=1.8, 5.0Hz).

[0232]
Example 2-66LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-| (R)-6-chloro-4-fluoroindan- 1-y] |benzamide
RT(min.): 2.520
MS(ESI, m/z): 422.1078 (M-H)
"H-NMR (CDCls) 8: 1.74-1.94 (1H, m). 2.10-2.31 (11, m), 2.48-2.68 (1H. m), 2.76-2.96
(1H, m), 4.63-4.77 (1H, m), 5.34-6.14 (3, m), 6.95-7.06 (1H, m). 7.32-7.59 (6H, m), 7.70
(1H, br s), 7.85-8.02 (1H, m), 8.56-8.72 (ZH, m).
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[0233]
Example 2-6611P
N-[(S)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl |benzamide
RT(min.); 2.275
MS(ESI, m/z): 422.1079 (M-HY
'H-NMR (CDCl3) 8: 2.42-3.20 (4H, m), 4.37-4.48 (1H, m), 5.41-5.92 (3H, m), 6.86-6.92
(1H. m), 7.28-7.34 (1H, m). 7.43-7.60 (6H, m), 7.86-7.94 (1, m), 8.30-8.38 (1H. m),
8.56-8.63 (1H, m).
[0234)
Example 2-67LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-4,6-difluoroindan-1-yl |isothiazole-5-carboxamide
RT(min,): 3.228
MS(ESL m/z): 412.0937 (M-H)
'H-NMR (CDCl3) &: 1.71-1.93 (1H, m), 2.05-2.34 (11, m), 2.48-2.66 (1H, m), 2.71-2.96
(1H, m), 4.45-5.90 (4H. m), 6.54-6.88 (1H, m), 7.32-7.65 (7H. m), 8.48 (1H, br s).
[0235]
Example 2-68LP
N-[(R)-Carbamoylpyridin-2-ylmethyl]-N-{( R)-6-chloro4-fluoroindan- 1 -yl |benzamide
RT(min.): 3.223
MS(ESI, m/z): 422.1075 (M-H)
'H-NMR (CDCls) : 1.90-2.09 (1H, m), 2.21-2.37 (1H, m), 2.50-2.69 (1H. m), 2.80-3.11
(1H, m), 4.66-5.95 (4H, m), 6.83-7.09 (1H, m), 7.40-7.83 (9H, m), 8.49-8.65 (1H, m).
[0236]
Example 2-69LP
N-|(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|pyridine-2-
carboxamide
RT(min.): 3.300
MS(ESL, m/z): 422.1077 (M-H)
'H-NMR (CDCly) 8: 1.60-2.10 (1H, m), 2.15-2.40 (1H, m), 2.45-3.20 (2H, m), 4.70-6.30
(3H, m), 6.80-7.00 (1H, m), 7.30-7.60 (7H, m), 7.60-8.00 (3H, m), 8.55-8.65 (1H, m).
[0237]
Example 2-70LP
N-[(R)-Carbamoylpyridin-4-ylmethyl |-N-| (R)-6-chloro-4-fluoroindan- 1 -yl |benzamide
RT(min.): 2.385
MS(ESI, m/z): 422.1077 (M-H)
"H-NMR (CDCl3) 8: 1.87-2.96 (4H, m), 4.56-4.73 (1H, br), 5.29-6.33 (3H, m), 6.94-7.09
(1H, m), 7.34-7.66 (8H, m), 8.62-8.68 (2H, m).
[0238]
Example 2-71LP
N-[(R)-Carbamoylphenylmethyl |-V-[(R)-6-chloroindan-1-yl|thiazole-5-carboxamide
RT(min.): 2.972
MS(ESL m/z): 410.0736 (M-H)
"H-NMR (CDCl3) 8: 1.75-1.95 (1H, m), 2.00-2.30 (1H, m), 2.55-2.90 (2H, m), 4.50-4.90
(1H, m), 5.20-6.00 (3H, m), 7.05-7.30 (2H, m), 7.35-7.50 (5H, m), 7.90-8.00 (1H, m),
8.15-8.30 (1H, m), 8.92 (1H, s).
[0239]
Example 2-72LP
N-=[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloroindan- 1 -yl]thiophene-3-carboxamide
RT(min.): 3.440
MS(ESI, m/z): 409.0783 (M-H)
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'H-NMR (CDC13) 8: 1.70-1.95 (1H, m). 1.95-2.20 (1H, m), 2.50-2.85 (2H, m). 4.55-4.80
(1H, m), 5.20-5.95 (3H. m), 7.05-7.30 (2H, m), 7.30-7.65 (7H, m), 7.71 (1H, br s). 7.90-
8.05 (1H, m).
[0240]
Example 2-73LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl|pyridine-2-carboxamide
RT(min.): 3.112
MS(ESL mvz): 404.1172 (M-HY
'H-NMR (CDCls) 8: 1.55-2.05 (1H, m), 2.15-2.40 (1H, m), 2.50-3.20 (2H, m), 4.60-5.25
(1H. m), 5.40-6.25 (3H, m), 7.00-7.25 (2H, m), 7.25-8.30 (9H, m). 8.61 (1H, d, J-4.6Hz).
[0241]
Example 2-74LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloroindan- | -yl |thiszole-4-carboxamide
RT(min.): 3.116
MS(ESI, m/z): 410.0738 (M-H)Y
"H-NMR (CDCls) 8: 1.45-2.05 (1H, m), 2.10-2.50 (1H. m). 2.55-3.20 (2H, m), 4.50-5.35
(1H, m), 5.35-6.85 (3H. m), 6.95-8.25 (9H, m), 8.75-8.95 (1H, m).
[0242]
Example 2-75LP
N-[(R)-Carbamoylphenylmethyl]-N-[( R)-6-chloro-4-fluoroindan-1-y1]thiazole-2-
carboxamide
RT(min.): 3.711
MS(ESL m/z): 428.0640 (M-H)
'‘H-NMR (CDCl;) 8: 1.50-2.05 (1H, m), 2.10-2.45 (1H, m), 2.45-3.20 (2H, m). 4.50-7.10
(4H. m), 7.25-8.25 (9H, m).
[0243]
Example 2-76LP
N-[(R)-Carbamoylpyridin-3-yimethyl|-N-|(R)-4,6-difluoroindan-1-yI]benzamide
RT(min.): 2.302
MS(ESI, m/z): 406.1371 (M-H)
'H-NMR (CDCls) 8: 1.74-1.92 (1H, m), 2.12-2.29 (1H, m), 2.50-2.66 (1H, m), 2.75-2.95
(1H, m), 4.59-4.84 (1H, m), 5.28-6.16 (3H, m), 6.62-6.83 (1H, m), 7.32-7.61 (7H, m),
7.86-8.04 (1H, m). 8.51-8.74 (2H, m).
[0244]
Example 2-77LP
N-[(R)-Carbamoylpyridin-2-ylmethyl]-N-[(R)-4.6~difluoroindan-1-yl]benzamide
RT(min.): 3.011
MS(ESI, m/z): 406.1373 (M-H)
'H-NMR (CDCls) 8: 1.90-2.04 (1H, m), 2.21-2.37 (111, m), 2.50-2.68 (1H, m), 2.76-2.95
(1H, m), 4.69-4.86 (11, m), 5.27-5.68 (2H, m). 6.61-6.79 (1H, m), 7.16-7.85 (10H, m),
8.54-8.62 (1H, m).
[0245]
Example 2-77HP
N-[(S)-Carbamoylpyridin-2-ylmethyl]-N-[(R)-4,6-difluoroindan-1-yl benzamide
RT(min.): 2.800
MS(ESI, m/z): 406.1374 (M-H)
'H-NMR (CDCl3) 8: 2.33-2.78 (3H, m), 2.95-3.14 (1H, m), 4.69-4.84 (11, m). 5.40-5.72
(2H, m), 6.55-6.65 (1H. m), 6.95-7.06 (1H, m), 7.16-7.83 (9H, m), 8.49-8.60 (1H, m).
[0246]
Example 2-78LP
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N-[(R)-Carbamoylpyridin-2-ylmethyl|-V-[(R)-4,6-difluoroindan- 1-yl |nicotinamide
RT(min.): 2.141
MS(ESI, m/z): 407.1324 (M-H)
'H-NMR (CDCl3) 8: 1.87-2.06 (1H, m), 2.22-2.40 (11, m), 2.52-2.69 (1H, m), 2.78-2.95
(1H, m). 4.75-4.95 (1H. m), 5.39-5.68 (2H, m). 6.61-6.80 (1H, m), 7.20-7.90 (6H, m),
7.92-8.08 (1H, m), 8.53-8.65 (1H, m), 8.66-8.81 (1H, m), 8.93 (1H, br s).

[0247]
Example 2-79LP
N-|(R)-Carbamoylphenylmethyl|-N-[( R)-6-chloroindan-1-yl |thiazole-2-carboxamide
RT(min.): 3.543
MS(ESI, m/z): 410.0736 (M-H)
'H-NMR (CDCl5) 8: 1.45-2.00 (1H, m), 2.15-2.45 (1H, m), 2.55-3.15 (2H. m), 4.60-5.90
(2H. m), 6.95-7.65 (11H. m), 7.80-8.00 (1H. m),

[0248]
Example 2-80LP
N-[(R)-Carbamoylphenylmethyl|-N-| (R)-6-chloro-4-fluoroindan-1-y1|isonicotinamide
RT(min.): 2.829
MS(ESIL m/z): 422.1075 (M-HY
"H-NMR (CDCl3) 6: 1.30-3.20 (4H, m), 4.35-5.70 (4H, m), 6.80-7.90 (9H, m), 8.65-8.80
(2H, m).

[0249]
Example 2-81LP
N-[(R)-Carbamoylpyridin-3-ylmethvl|-N-[(R)-4.6-difluoroindan-1-yl [nicotinamide
RT(min.): 1.447
MS(ESIL, m/z): 407.1326 (M-H)
'H-NMR (CDCl3) 8: 1.71-1.92 (1H. m), 2.08-2.27 (1H, m), 2.47-2.66 (111, m), 2.74-2.94
(1H, m), 4.46-4.95 (1H, m). 5.33-5.84 (3I1. m), 6.65-6.84 (1H. m), 7.35-7.62 (3H, m).
7.79-8.08 (2H, m), 8.57-8.91 (4H, m).

[{0250]
Example 2-82LP
N-|(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- [ -yl]isothiazole-5-
carboxamide
RT(min.): 3.444
MS(ESI m/z): 428.0640 (M-H)
"H-NMR (CDCl3) 6: 1.70-1.95 (1H, m), 2.00-2.25 (1H, m), 2.50-2.65 (1H, m), 2.70-2.95
(1H, m), 4.50-5.90 (4H, m), 6.85-7.10 (1H. m), 7.30-7.90 (7H, m), 8.48 (1H, s).

[0251]
Example 2-83LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-| (R)-6-chloro-4-fluoroindan-1-yl nicotinamide
RT(min.): 1.774
MS(ESIL, m/z): 423.1029 (M-H)
'H-NMR (CDCl3) 8: 1.70-1.90 (1H, m), 2.05-2.30 (1H, m), 2.45-2.70 (1H. m), 2.70-2.95
(1H, m), 4.65-4.90 (1H, m), 5.30-5.85 (3H. m), 6.95-7.10 (1H, m), 7.25-7.50 (2H, m),
7.70-8.05 (3H, m), 8.60-8.85 (4H, m).

[0252]
Example 2-84L.P
N-|(R)-Carbamoylpyridin-3-ylmethyl]-N-|( R)-6-chloro-4-fluoroindan-1-yl]-3-
fluorothiophene-2-carboxamide
RT(min.): 2.650
MS(ESI, m/z): 446.0547 (M-H)
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'H-NMR (CDCly) 8: 1.05-3.04 (1511, m), 4.31-6.60 (4H, m), 6.90-7.06 (11, m), 7.25-7.85
(6H, m).

[0259]
Example 2-91LP
N-[(R)-Carbamoylphenylmethyl]-N-|( R)-6-chloro-4-fluoroindan-1-v1}-6~
trifluoromethyInicotinamide
RT(min.): 3.845
MS(ESI, m/z): 490.0953 (M-HY
'H-NMR (CDCls) &: 1.69-1.87 (1H, m), 1.95-2.12 (1H, m). 2.45-3.15 (2H, m), 4.58-5.78
(4H. m), 6.84-7.06 (1H, m), 7.37-7.56 (5H, m), 7.69-7.88 (2H, m), 7.98-8.11 (1H, m), 8.89
(1H, br s).

[0260]
Example 2-91HP
N-[(S)-Carbamoylphenylmethyl]-N-| (R)-6-chloro-4-flucroindan-1-y1]-6-
trifluoromethylnicotinamide
RT(min.): 3.694
MS(ESI, m/z): 490.0953 (M-H)
'H-NMR (CDCls) 8: 2.46-2.61 (1H, m). 2.69-2.83 (2H, m). 3.02-3.17 (1H, m), 4.47 (1H,
br ), 5.27-5.57 (3H, m), 6.26 (1H, br s), 6.86 (1H, d, J=8.3Hz), 7.25-7.43 (5H, m), 7.79
(1H, d, J=8.0Hz). 8.00-8.08 (1H, m), 8.89 (1H, br s),

[0261]
Exampie 2-92LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-5,7-difluoroindan-1-yl|benzamide
RT(min.): 3.970
MS(ESI, m/z): 405.1422 (M-HY
'H-NMR (CDCl) 8: 2.00-2.30 (1H., m). 2.30-2.65 (1H, m), 2.65-2.90 (1H, m), 2.90-3.15
(1H, m), 4.40-4.80 (1H, m), 5.00-6.20 (2H, m), 6.60-6.80 (2H, m), 6.90-7.15 (1H, m),
7.25-7.55 (8H, m), 7.55-7.65 (2H, m).

[0262]
Example 2-92HP
N-[(S)-CarbamoyIphenylmethyl |-V-[( R)-5.7-difluoroindan-1 -yl [benzamide
RT(min.): 3.259
MS(ESI, m/z): 405.1422 (M-HY
'H-NMR (CDCl3) 8: 2.40-2.60 (1H, m). 2.65-3.00 (2H, m), 3.15-3.40 (1H. m), 4.28 (111,
br s). 5.40-5.90 (3H, m), 6.10-6.20 (1H, m), 6.65-6.75 (1H, m), 7.15-7.30 (5H, m). 7.40-
7.50 (3H, m), 7.55-7.65 (2H, m).

[0263]
Example 2-93L.P
N-[(R)-Carbamoylphenylmethyl]-2-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yl|nicotinamide
RT(min.): 3.441
MS(ESI, m/z): 456.0688 (M-HY
'H-NMR (CDCl3) 8: 1.72-1.86 (1H, m). 2.25-2.60 (2H, m), 2.75-3.13 (1H. m), 4.56 (11,
br s), 5.13-5.26 (1H. m), 5.34-5.50 (2H, m), 6.86-7.04 (1H, m). 7.34-7.94 (8H, m), 8.41-
8.50 (1H. m).

[0264]
Example 2-94LP
N-[(R)-Carbamoyiphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
trifluoromethylnicotinamide
RT(min.): 3,722
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MS(ESI, m/z): 490.0951 (M-H)
'H-NMR (CDCls) 8: 1.67-2.15 (2H. m), 2.43-3.11 (2H, m). 4.56 (1H, s), 5.03-5.20 (1H, m),
5.31-5.53 (2H, m), 6.85-7.05 (1H. m), 7.35-8.14 (8H, m). 8.78-8.82 (1H, m).
[0265]
Example 2-95LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl |isothiazole-5-carboxamide
RT(min.): 3.551
MS(ESL mv/z): 410.0735 (M-HY
"H-NMR (CDCls) 8: 1.45-2.00 (1H, m), 2.15-2.45 (1H, m), 2.55-3.15 (2H, m), 4.60-5.90
(2H, m), 6.90-7.65 (11H, m), 7.80-8.00 (1H, m).
[0266]
Example 2-96LP
N-|(5)-Carbamoylthiazol-2-ylmethyl]-N-[ (R )-6-chloro-4-lluoroindan- 1 -yl [benzamide
RT(min.): 3.358
MS(ESI, m/z): 428.0639 (M-HY
'H-NMR (CDCl;) 8: 1.85-2.04 (1H, m), 2.18-2.33 (1H, m), 2.48-2.67 (1H. m), 2.84-2.99
(1H, m). 4.94-5.07 (1H, m), 5.36-5.66 (2H, m), 6.83-7.05 (2H. m), 7.38-7.91 (8H, m).
[0267]
Example 2-97LP
N-|(R)-Carbamoylpyridin-3-ylmethyl]-2-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yl|benzamide
RT(min.): 2.778
MS(ESI, m/z): 456.0686 (M-HY
'H-NMR (CDCls) 6: 1.66-2.96 (4H, m), 4.55-5,70 (4H, m), 6.80-7.07 (111, m), 7.30-8.81
(9H, m).
[0268]
Example 2-98LP
N-[(R)-Carbamoylphenylmethyl]-3-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yl]isonicotinamide
RT(min.): 3.402
MS(ESI, m/z): 456.0687 (M-H)
'H-NMR (CDCl3) 8: 1.71-3.17 (411, m), 4.52-5.82 (4H, m). 6.83-7.07 (1H, m), 7.30-7.88
(7H, m). 8.50-8.80 (ZH, m).
[0269]
Example 2-99LP
N-[(R)-Carbamoyl-(2-chlorophenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -
yl]nicotinamide
RT(min.): 3.170
MS(ESI, m/z): 456.0685 (M-H)
"H-NMR (CDCl;) 8: 1.60-3.18 (411, m), 4.80-5.80 (4H, m), 6.79-7.01 (1H, m), 7.28-8.02
(7H, m), 8.57-8.89 (2H, m).
[0270]
Example 2-100LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-4-
methylnicotinamide
RT(min.): 2.796
MS(ESL m/z): 436.1237 (M-H)
'H-NMR (CDCl;) 8: 1.68-2.17 (2H, m), 2.40-2.62 (4H, m), 2.71-3.14 (I1H, m), 4.58-5.11
{(1H. m), 5.19-5.28 (1H, m), 5.36-5.53 (2H, m), 6.86-7.03 (111, m), 7.17-7.60 (6H, m),
7.71-7.90 (1H, m), 8.48-8.72 (2H, m).
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[0271]
Example 2-101LP
N-[(R)-Carbamoylphenylmethyl]-4-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yl|nicotinamide
RT(min.): 3.312
MS(ESI, m/z): 456.0687 (M-H)
"H-NMR (DMSO-dg) 8: 1.30-1.44 (1H, m), 2.01-2.21 (1H, m), 2.48-2.66 (1H, m), 2.83-
2.94 (1H, m), 4.92-5.00 (0.5H, m), 5.22-5.30 (1H, m), 5.40 (0.5H. s), 7.10-7.17 (1H, m),
7.35-7.81 (9H, m), 8.33 (0.5H, s), 8.62-8.68 (1H, m), 8.90 (0.5H. s).

[0272]
Example 2-102L.P
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
ethoxynicotinamide
RT(min.): 3.596
MS(ESI, m/z): 466.1339 (M-H)
'H-NMR (CDCl3) &: 1.47 (3H, t, J=7.1Hz), 1.65-1.90 (1H, m). 2.10-2.30 (1H, m), 2.40-
2.65 (1H, m), 2.65-3.10 (1H, m), 4.30-4.70 (3H, m), 5.20-5.80 (3H, m), 6.80-7.05 (2H, m).
7.30-7.90 (7H, m), 8.15-8.30 (1H, m).

[0273]
Example 2-103LP
N-[(R)-Carbamoyl-(2-fluorophenyl)methyl |-N-[( R)-6-chloro-4-fluoroindan-1-
yl]nicotinamide
RT(min.): 3.039
MS(ESI, m/z): 440.0982 (M-H)
'H-NMR (CDCl3) 8: 1.69-3.21 (4H, m), 4.82-5.82 (4H, m), 6.78-8.00 (8H., m), 8.62-8.86
(2H, m).

[0274]
Example 2-104L.P
5-{ N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1-
yllcarbamoyl } pyridine-2-carboxylic acid benzyl ester
RT(min.): 3.976
MS(ESI, m/z). 556.1451 (M-H)
'H-NMR (CDCl3) 8: 1.64-2.11 (2H, m), 2.40-2.87 (2H, m), 4.56-5.71 (6H, m), 6.80-7.10
(1H, m), 7.28-8.28 (13H, m), 8.85-8.99 (1H, m).

[0275]
Example 2-105LP
N-[(R)-Carbamoylphenylmethyl]-3-chloro-N-[(R)-6-chloro-4-fluoroindan-1-yl|pyridine-2-
carboxamide
RT(min.): 3.500
MS(ESL m/z): 456.0688 (M-H)
'H-NMR (CDCls) 8: 1.61-3.17 (4H, m), 4.66-6.08 (4H, m), 6.78-7.01 (1H, m), 7.22-7.90
(8H. m). 8.48-8.62 (111, m).

[0276]
Example 2-106LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1 -y1]-6-
methoxynicotinamide
RT(min.): 3.510
MS(ESI, m/z): 452.1181 (M-H)
'H-NMR (CDCl5) 8: 1.68-2.23 (2H, m), 2.43-2.95 (2H, m), 3.97 (3H, s), 4.38-4.95 (1H, m)
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5.22-5.88 (3H, m), 6.80 (1H, d, J=8.6Hz), 6.89-7.06 (1H, m), 7.31-7.53 (5H, m), 7.69-7.90
(2H, m), 8.38-8.48 (1H, m).
[0277]
Example 2-10611P
N-[(S)-Carbamoylphenylmethyl]-N-[( R)-6-chloro-4-fluorcindan-1-y1]-6-
methoxynicotinamide
RT(min.): 3.366
MS(ESI, m/z): 452.1187 (M-HY
"H-NMR (CDCl5) 8: 2.48-2.83 (3H, m), 3.03-3.19 (1H, m), 3.97 (3H, s), 4.22-4.63 (1H, m),
5.32-5.83 (3H, m), 6.18-6.53 (1H, m), 6.75-6.89 (2H, m), 7.18-7.49 (5H, m), 7.73-7.85
(1H, m), 8.33-8.46 (1H, m).
[0278]
Example 2-107LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
(methylamino)nicotinamide
RT(min.): 2.362
MS(ESI, m/z): 451.1341 (M-H)
'H-NMR (CDCly) 8: 1.62-2.14 (2H, m), 2.45-2.83 (2H, m), 3.00-3.13 (3H. m), 4.48-4.82
(1H, m), 5.19-5.67 (3H, m), 6.00-6.31 (1H, m), 6.57 (1H, dd, J=5.1, 7.2Hz), 6.91-7.05 (1H,
m), 7.34-7.68 (711, m), 8.20 (1H, dd, J=1.7, 5.1Hz).
[0279]
Example 2-107HP
N-[(8)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
(methylamino Jnicotinamide
RT(min.): 2.357
MS(ESL m/z): 451.1343 (M-H)
'H-NMR (CDCl3) 8: 2.49-2.90 (3H, m), 2.99-3.15 (4H., m), 4.21-4.56 (1H, m), 5.32-5.66
(3H, m). 5.89-6.32 (1H, m), 6.56 (1H, dd, J=5.1, 7.3Hz). 6.81 (1H, dd, J=1.3, 8.6Hz), 7.25-
7.43 (7H, m), 8.20 (1H, dd. J=1.7, 5.1Hz).
[0280]
Example 2-108LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-flucroindan-1-yl]-4-
trifluoromethylInicotinamide
RT(min.): 3.616
MS(ESI, m/z): 490.0952 (M-H)
'H-NMR (CDCl3) 8: 1.65-3.13 (4H, m), 4.56-4.78 (1H, m), 5.05-5.20 (1H, m), 5.30-6.03
(2H, m), 6.85-7.05 (1H, m), 7.33-7.56 (5H, m), 7.60-7.93 (2H, m), 8.76-9.10 (2H, m).
[0281]
Example 2-109LP
N-[(R)-Carbamoyl-(5-tluoropyridin-3-yl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-
yl]benzamide
RT(min.): 3.217
MS(ESIL m/z): 440.0984 (M-H)
'H-NMR (CDCl3) 8: 1.71-2.00 (1H., m), 2.13-2.40 (1H, m), 2.50-3.02 (2H, m), 4.64-4.86
(1H, m), 5.34-6.35 (3H, m), 6.92-7.08 (1H, m), 7.42-7.87 (TH, m). 8.40-8.56 (2H, m).
[0282]
Example 2-110LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan- 1 -yl Jimidazo[ 1,2-
a]pyrazine-3-carboxamide
RT(min.): 2.970
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MS(ESI, m/z): 462.1140 (M-HY
'H-NMR (CDCl;3) &: 1.61-3.13 (4H, m), 4.40-6.40 (4H, m), 6.86-7.14 (1H. m), 7.36-8.22
(8H. m), 8.80-9.30 (2H, m).

[0283]
Example 2-111LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2.3-
dihydrobenzofuran-7-carboxamide
RT(min.): 3.737
MS(ESI, m/z): 463.1227 (M-H)
'H-NMR (CDCl;) 8: 1.76-2.33 (2H, m). 2.45-2.90 (211 m), 3.20-3.35 (2H. m), 4.56-6.17
(6H, m), 6.80-7.02 (2H, m), 7.19-7.72 (8H, m).

[0284]
Example 2-112LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-4-chloroindan-1-yl|nicotinamide
RT(min.): 1.615
MS(ESI, m/z): 405.1139 (M-H)
'H-NMR (CDCl;) 6: 1.68-1.86 (1H, m), 2.07-2.23 (1H, m), 2.57-2.72 (1H. m), 2.79-2.99
(1H, m), 4.66-4.92 (1H, m), 5.26-5.91 (3H, m), 7.24-7.45 (4H, m), 7.77-8.05 (3H. m),
8.62-8.74 (3H, m), 8.81-8.87 (1H, m).

|0285]
Example 2-113LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan- | -yl ]-2-
fluorobenzamide
RT(min.): 2.623
MS(ESI, m/z): 440.0983 (M-H)
"H-NMR (CDCl3) 8: 1.74-1.89 (1H, m), 2.17-2.40 (1H, m), 2.54-2.67 (11, m), 2.79-2.93
(1H, m), 4.57-4.87 (1H, m), 5.33-6.10 (3H., m), 6.98-7.04 (1H, m), 7.14-7.21 (1H, m).
7.24-7.68 (5H, m), 7.90-8.03 (1H, m), 8.59-8.72 (2H, m).

[0286]
Example 2-114LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1 -yl |-4-
methoxynicotinamide
RT(min.): 2.295
MS(ESIL m/z): 452.1177 (M-HY
"H-NMR (CDCls) 8: 1.68-2.21 (2H, m), 2.38-3.09 (2H. m), 3.89-4.03 (3H, m), 4.44-5.89
(4H, m), 6.80-7.05 (2H, m). 7.24-7.89 (6H. m), 8.40-8.66 (2H, m).

[0287]
Example 2-115LP
N-[{(R)-Carbamoylphenylmethyl]-V-[(R)-6-chloro-4-fluoroindan-1-yljimidazo| 1.2-
a|pyridine-6-carboxamide
RT(min.): 2.250
MS(ESI, m/z): 461.1184 (M-H)
'H-NMR (CDCl3) 8: 1.69-3.14 (4H, m), 4.45-6.60 (4H. m), 6.83-7.10 (1H, m). 7.27-8.00
(10H, m), 8.40-8.56 (1H, m).

[0288]
Example 2-116LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
hydroxymethylnicotinamide
RT(min.): 2.665
MS(ESL mv/z): 452.1184 (M-HY
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'H-NMR (CDCl3) 6: 1.69-1.82 (1H, m), 2.00-2.18 (1H. m). 2.45-3.12 (2H, m). 4.55-5.71
(6H. m), 6.85-7.04 (1H, m), 7.25-7.87 (8H. m), 8.59-8.67 (1 H, m).
[0289]
Example 2-117LP
5 N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
methylbenzamide
RT{(min.): 2.788
MS(ESL, m/z): 436.1235 (M-HY
"H-NMR (CDCly) 8: 1.68-1.81 (1H, m), 2.03-2.22 (1H. m). 2.37-2.58 (4H, m). 2.77-2.17
10 (1H.m), 4.61-4.70 (1H, m), 5.23-5.96 (3H, m), 6.85-7.03 (1H, m), 7.20-7.49 (51, m),
7.61-7.82 (1H, m), 7.97-8.15 (1H, m), 8.51-8.74 (2H, m).
[0290]
Example 2-118LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-]{(®)-6-chloro-4-{Tucroindan-1-yl]-2-
15 methoxybenzamide
RT(min.): 2.518
MS(ESI, m/z): 452.1183 (M-H)
'H-NMR (CDCl3) 8: 1.75-1.91 (1H, m), 2.09-2.32 (1H, m), 2.52-2.67 (1H. m), 2.79-3.13
(1H, m), 3.90-3.97 (3H, m), 4.68-4.77 (1H, m), 5.31-6.75 (311, m), 6.84-7.10 (3H, m),
20 7.25-7.58 (4H, m), 7.89-8.02 (1H, m). 8.50-8.76 (2H, m).
[0290]
Example 2-119LP
N-[(R)-Carbamoylpyridin-3-ylmethy! |-N-|( R)-6-chloro-4-fluoroindan-1-y1]-2-
trifluoromethylbenzamide
25  RT(min.); 3.003
MS(ESI, m/z): 490.0953 (M-HY
'H-NMR (DMSO-dg) 8: 1.22-2.22 (2H, m), 2.46-2.70 (1H, m), 2.82-2.94 (1H. m). 4.94-
5.28 (111, m), 5.31-5.36 (1H, m), 7.10-7.56 (5H, m), 7.63-8.03 (5H, m). 8.39-8.73 (2H, m).
[0292]
30  Example 2-120LP
N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
ethylbenzamide
RT(min.): 3.028
MS(ESI, m/z): 450.1387 (M-HY
35 'H-NMR (CDCl3) 8: 1.28-1.35 (3H. m). 1.66-1.83 (1H, m), 2.01-2.25 (1H. m). 2.45-2.59
(1H, m), 2.70-3.14 (3H, m), 4.61-4.69 (1H. m), 5.18-6.04 (3H, m). 6.85-7.03 (1H, m),
7.19-7.84 (6H, m), 7.98-8.13 (1H, m), 8.53-8.73 (2H, m).
[0293]
Example 2-121LP
40 N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-y1}-6-0x0-1,6-
dihydropyridazine-3-carboxamide
RT(min.): 2.761
MS(ESL, m/z) 439.0979 (M-H)
'H-NMR (CDCl3) 6: 1.35-2.14 (2H, m), 2.51-2.64 (1H, m), 2.73-3.07 (1H. m), 5.04-6.35
45  (4H,m), 6.77-7.03 (2H, m), 7.35-7.79 (7H, m), 11.52 (1H, br).
[0294]
Example 2-122LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1-yl]-2-
cyanobenzamide
50 RT(min.): 2.498
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MS(ESL, m/z): 447.1031 (M-H)Y
'H-NMR (DMSO-dg) 8: 1.29-2.14 (2H, m), 2.42-2.69 (1H. m), 2.84-2.97 (1H, m), 5.05-
5.42 (2H, m), 7.11-8.09 (10H, m), 8.48-8.73 (2H, m).

[0295)
Example 2-123LP
N-[(R)-Carbamoylpyridin-3-ylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-v1]-2-
trifluoromethoxybenzamide
RT(min,): 3.072
MS(ESI, m/z): 506.0900 (M-H)
'H-NMR (CDCls) 8: 1.65-1.97 (1H. m), 2.13-2.24 (1H. m). 2.48-2.66 (1H, m), 2.77-3.16
(1H, m), 4.57-5.00 (1H, m), 5.20-5.78 (3H, m), 6.85-7.05 (1H. m), 7.32-7.77 (6H. m),
7.87-8.11 (1H. m), 8.59-8.69 (2H. m).

[02906]
Example 2-1241.P
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-5-methoxyindan-1-yl|nicotinamide
RT(min.): 0.998
MS(ESI, m/z): 401.1626 (M-H)
'H-NMR (CDCls) 8: 1.69-1.83 (1H, m), 2.08-2.25 (1H, m). 2.57-2.87 (2H, m), 3.81 (3H, s),
4.71-4.83 (1H. m). 5.24-6.05 (3H, m), 6.72-6.76 (1[1, m), 6.86-6.91 (1H, m), 7.34-7.42
(2H, m), 7.73 (1H. d. J=8.4Hz), 7.87-7.94 (1H, m), 7.96-8.05 (1H. m), 8.60-8.73 (3H, m).
8.83-8.88 (1H, m).

[0297]
Example 2-125LP
N-[(R)-Carbamoylphenylmethyl |-N-[( R)-6-chloroindan-1-v1|-2-
(methylsulfanyl)nicotinamide
RT(min.): 3.518
MS(ESI, m/z): 450.1050 (M-H)
'H-NMR (CDCly) &: 1.65-1.90 (1H, m), 2.10-2.35 (1H, m), 2.45-2.75 (5H, m), 4.45-4.90
(1H. m), 5.10-5.65 (3H. m), 7.00-7.15 (2H, m), 7.20-7.30 (1H, m), 7.30-7.80 (6H, m), 7.935
(1H, s). 8.49 (1H, dd, J=1.6, 4.9Hz).

[0298]
Example 2-1261.P
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]imidazo[ 1,2-
a]pyrazine-2-carboxamide
RT(min.): 2.961
MS(ESI, m/z): 462.1148 (M-H)
'H-NMR (DMSO-dg) 8: 1.19-1.36 (1H, m), 1.91-2.07 (1H, m), 2.42-2.64 (1H, m), 2.78-
2.95 (1H. m). 5.06-5.17 (1H, m), 6.63 (111, s), 7.08-7.15 (1H, m), 7.33-7.64 (8H, m), 7.96-
8.01 (1H, m), 8.46 (1H, s), 8.60-8.67 (1H, m), 9.14 (1H. s).

[0299]
Example 2-127LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[( R)-6-chloro-4-fluoroindan-1-y1]-2.3-
dihydrobenzofuran-7-carboxamide
RT(min.): 2.574
MS(ESIL m/z): 464.1186 (M-H)
'H-NMR (CDCl:) 6: 1.82-2.00 (1H. m), 2.26-2.43 (1H, m), 2.56-2.71 (1H, m). 2.80-2.96
(1H, m), 3.20-3.38 (2H. m), 4.60-4.86 (311, m), 5.30-5.80 (ZH. m), 6.87-7.07 (2H. m),
7.22-7.57 (5H, m), 7.85-7.98 (1H, m), 8.50-8.75 (2H, m).

[0300]
I'xample 2-128LP
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N-[(R)-Carbamoylphenylmethyl]-N-| (R )-6-chloro-4-fluoroindan-1-y1]-2-
(methylsulfanyl)nicotinamide
RT(min.): 3.627
MS(ESI, m/z): 468.0959 (M-H)
5 'H-NMR (CDCl;) 8: 1.70-1.90 (11, m), 2.10-2.45 (1H, m), 2.45-2.60 (1H, m). 2.65 (3H. s).
2.65-3.15 (111, m), 4.40-4.95 (1H, m), 5.00-5.75 (3H, m), 6.80-7.15 (2H, m), 7.35-7.85
(7H. m). 8.45-8.55 (1H, m).
[0301]
Example 2-129LP
10 N-[(R)-Carbamoylphenylmethyl]-N-[( R )-6-chloro-4-fluoroindan-1-y1|-2-
hydroxynicotinamide
RT(min.): 2.598
MS(ESI, m/z): 438.1035 (M-H)
'H-NMR (CDCl:) &: 1.35-2.00 (2H, m), 2.15-3.15 (3H, m). 4.70-5.20 (1H. m), 5.35-3.65
15 (1H, m), 6.05-6.80 (2H, m), 6.80-7.05 (1H, m), 7.25-7.85 (9H, m).
[0302]
Example 2-130LP
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1-yl]-2-methylthiazole-4-
carboxamide
20 RT(min.): 3.464
MS(ESI, m/z): 442.0805 (M-H)
"H-NMR (CDCl3) 8: 1.59-3.24 (7H. m}), 4.44-7.06 (4H, m), 7.12-8.06 (8H. m).
[0303]
Example 2-131LP
25 N-[(R)-Carbamoylphenylmethyl|-N-|( R)-4,6-difluoroindan-1-y1]-2-methylnicotinamide
RT(min.): 2.495
MS(ESI, m/z): 420.1532 (M-H)
'H-NMR (CDCl3) 8: 1.56-2.22 (2H, m), 2.34-3.18 (5H, m), 4.46-5.68 (4H, m), 6.55-6.86
(1H. m), 7.14-7.83 (8H, m), 8.51-8.65 (1H, m).
30 [0304]
Example 2-132LP
N-[(R)-Carbamoylphenylmethyl |-N-[( R)-4.6-difluoroindan-1-yl|-4-methylthiazole-5-
carboxamide
RT(min.): 3.005
35 MS(ESI m/z): 426.1101 (M-HY
'H-NMR (CDCls) 8: 1.61-2.23 (2H, m), 2.44-2.95 (5H, m), 4.43-4.90 (1H, m), 5.27-5.84
(3H. m), 6.57-6.86 (1H, m), 7.28-7.81 (6H. m). 8.77 (1H. s).
[0305]
Example 2-133LP
40 N-[(R)-Carbamoylphenylmethyl |-N-|(R)-6-chloro-4-fluoroindan-1-yl|-2-methyl-2//-
pyrazole-3-carboxamide
RT(min.): 3.183
MS(EST, m/z): 425.1189 (M-H)
'H-NMR (CDCly) &: 1.68-2.25 (2H, m), 2.51-3.10 (2H, m), 3.86-4.18 (3H. m), 4.50-6.00
45  (4H,m), 6.46 (1H, brs), 6.80-7.11 (1H, m), 7.29-7.85 (7H, m).
[0306]
Example 2-134LP
N-[(R)-Carbamoylphenylmethyl }-N-[( R)-6-chloro-4-fluoroindan-1 -yl |-3-methyl-3 H-
imidazole-4-carboxamide
50 RT(min.): 2.272
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MS(ESI, m/z): 425.1193 (M-11Y
'"H-NMR (CDCls) 8: 1.75-2.36 (2H, m), 2.51-3.00 (2H. m), 3.86 (3H, br s), 4.30-6.50 (41,
m), 6.88-7.07 (1H. m), 7.33-7.85 (8H, m).

[0307]
Example 2-135LP
N-[(R)-Carbamoy!phenylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1-y1]-S-methylisoxazole-
4-carboxamide
RT(min.): 3.377
MS(ESI, m/z): 426.1032 (M-HY
'H-NMR (CDCl;) 8: 1.69-2.25 (2H, m). 2.40-3.04 (5H, m). 4.38-5.10 (11, m), 5.16-5.90
(3H, m), 6.87-7.13 (1H, m), 7.30-7.53 (SH, m), 7.61-7.87 (1H, m), 8.26 (1H, br s).

[0308]
Example 2-136LP
N-|(R)-Carbamoylpyridin-3-ylmethyl]-2-chloro-N-[(R)-6-chloroindan-1-yl]benzamide
RT(min.): 2.567
MS(ESL, m/z): 438.0787 (M-HY
"H-NMR (CDCl3) 8: 1.65-1.99 (1H, m), 2.11-2.34 (1H, m), 2.53-2.90 (2H, m), 4.60-4.85
(1H, m), 5.17-5.80 (3H. m), 7.07-8.22 (911, m), 8.56-8.74 (ZH. m).

[0309]
Example 2-137LP
N-|(R)-Carbamoylphenylmethyl]-N-[( R)-6-chloroindan-1-y]]-2-methylnicotinamide
RT(min.): 2.483
MS(ESI, m/z): 418.1332 (M-H)
'H-NMR (CDCls) 8: 1.60-1.85 (1H, m). 1.90-2.15 (1H, m), 2.40-2.60 (1H, m), 2.60-2.85
(4H, m), 4.55-4.80 (1H, m), 5.19 (1H, dd, J=8.6. 8.6Hz), 5.25-5.65 (2H. m), 7.05-7.15 (1H,
m), 7.15-7.30 (2H, m), 7.30-7.90 (6H, m). 7.90-8.05 (1H, m), 8.50-8.65 (1H, m).

[0310]
Example 2-138LP
N-|(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-6-chloroindan-1-yl]-2-methoxybenzamide
RT(min.): 2.331
MS(ESI, m/z): 434.1285 (M-H)
"H-NMR (CDCl3) 8: 1.70-1.90 (1H, m), 2.05-2.30 (1H, m), 2.55-2.70 (1H. m), 2.70-2.85
(1H, m), 3.94 (3H, s), 4.72 (1H. s), 5.20-5.80 (2H, m), 5.90-6.95 (1H, m), 6.97 (111, d.
J=8.4Hz), 7.06 (1H, ddd, J=0.7. 7.5, 7.5Hz), 7.11 (1H, dd. J=8.0, 17.4Hz). 7.15-7.50 (4H.
m), 7.68 (111, s). 7.90-8.05 (1H, m), 8.50-8.80 (2H. m).

[0311]
EExample 2-139LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan- 1 -yl}-2-ethylnicotinamide
RT(min.): 3.006
MS(ESI, m/z): 450.1399 (M-H)
'H-NMR (CDCl3) &: 1.35-1.45 (3H. m), 1.67-1.83 (1H, m). 1.97-2.08 (1H, m), 2.43-3.21
(411, m). 4.53-4.72 (1H, m), 5.16-5.57 (311, m). 6.84-7.04 (1H, m), 7.16-7.86 (8H. m),
8.58-8.66 (1H, m).

[0312]
Example 2-140LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl|]-2-vinylnicotinamide
RT{min.): 3.366
MS(ESI, m/z): 448.1238 (M-H)
'H-NMR (CDCl3) 8: 1.64-1.85 (1H, m), 1.91-2.13 (1H, m). 2.40-3.18 (211, m), 4.50-4.98
(1H, m), 5.13-5.78 (4H. m), 6.48-6.63 (1H, m), 6.85-7.87 (10H, m), 8.60-8.69 (1H, m).
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[0313]
Example 2-1411P
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-chloro-4-{Tuoroindan-1-yl|-4-methyvloxazole-5-
carboxamide
RT(min.): 3.196
MS(ESI m/z): 426.1034 (M-H)
"H-NMR (CDCls) 8: 1.82-2.32 (2H, m), 2.46 (3H. br s). 2.54-3.05 (2H, m), 4.46-5.27 (1H.
m), 5.30-6.19 (311, m), 6.84-7.05 {1H, m), 7.33-7.52 (5H, m), 7.54-7.87 (2H, m).
[0314]
Example 2-142LP
N-[(R)-Carbamoylphenylmethyl]-N-[ (R)-6-chloro-4-fluoroindan-1-yl]-2,4-
dimethylthiazole-5-carboxamide
RT(min.): 3.333
MS(ESL, m/z): 456.0961 (M-HY
'H-NMR (CDCls) 8: 1.67-1.93 (171, m), 1.94-2.23 (1H, m). 2.45-2.96 (8H. m), 4.37-5.93
(411, m), 6.87-7.08 (1H, m), 7.33-7.52 (5H, m), 7.63-7.79 (1H, m).
[0315]
Example 2-143L.P
2-{ N-[(R)-Carbamoylphenylmethyl [-N-[( R)-6-chloro-4-fluoroindan-1-
yl]carbamoyl }pyridine N-oxide
RT(min.); 2.727
MS(ESI, m/z): 438.1036 (M-H)
'H-NMR (CDCl3) 8: 1.75-2.25 (1H, m), 2.40-3.20 (3H. m). 4.60-6.00 (4H, m), 6.85-7.10
(1H, m). 7.25-7.70 (9H, m), 8.20-8.35 (1H, m).
[0316)
Example 2-144LP
N-|(R)-Carbamoylphenylmethyl]-N-[( R )-6-chloro-4-fluoroindan- 1 -yl Jimidazo| 1,2~
a|pyridine-8-carboxamide
RT(min.): 2.221
MS(ESI, m/z): 461.1193 (M-H)
'H-NMR (CDCl;) 8: 1.90-3.20 (4H, m), 4.76-5.97 (3H, m), 6.78-6.99 (2H, m), 7.22-7.48
(5H. m). 7.49-7.82 (4H. m). 8.15-8.28 (1H. m).
[0317]
Example 2-145LP
3-{ N-[(R)-Carbamoylphenylmethyl |-N-[ (R)-6-chloro-4-fluoroindan-1-
yljcarbamoyl} pyridine N-oxide
RT(min.): 2.536
MS(ESI, m/z): 438.1030 (M-H)
'H-NMR (CDClz) 8: 1.65-1.85 (111, m), 1.90-2.15 (111, m). 2.45-3.20 (2H, m), 4.50-5.90
(4H, m). 6.80-7.20 (1H, m). 7.25-7.55 (7H, m), 7.60-7.90 (1H, m), 8.15-8.30 (1H, m), 8.36
(1H, s).
[0318]
Example 2-1461.P
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1-yl|-4-
methylthiazole-5-carboxamide
RT(min.): 2.101
MS(ESI m/z): 443.0758 (M-H)
'H-NMR (CDCl3) 3: 1.69-1.89 (1H, m), 1.99-2.29 (111, m), 2.54-2.69 (4H, m), 2.80-2.97
(1H, m), 4.52-4.97 (1H, m), 5.32-5.75 (3H, m), 6.97-7.06 (1H, m). 7.39 (1H, dd, J=4.8,
8.0Hz), 7.69 (11L br s), 7.85-8.00 { 1H, br), 8.59-8.71 (2H. m), 8.78 (1H, s).
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[0319]
Example 2-147LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan- [ -yl]-3-methylthiazole-4-
carboxamide
RT(min.): 3.225
MS(ESI m/z): 442.0803 (M-H)
TH-NMR (CDCl3) 8: 1.69-1.92 (1H, m). 1.95-2.23 (1H, m), 2.47-2.70 (4H, m), 2.71-3.00
(1H, m), 4.45-4.91 (1H, m), 5.22-5.77 (3H, m), 6.85-7.08 (1H, m), 7.32-7.54 (5H. m), 7.72
(1H, br s), 8.77 (1H, s).
[0320]
Example 2-148LP
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1 -y1]-5-methyvloxazole-4-
carboxamide
R'T(min.): 3.435
MS(ESL m/z): 426.1031 (M-HY
"H-NMR (CDCls) 8: 1.80-3.19 (7H, m), 4.26-6.11 (2H, m), 6.40-8.11 (10H, m).
[0321]
Example 2-149LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1]-6-morpholin-4-
yInicotinamide
RT(min.): 3.170
MS(ESIL, m/z): 507.1618 (M-H)
'H-NMR (CDCl3) 8: 1.76-2.25 (2H. m), 2.47-2.97 (2H, m), 3.54-3.64 (4H. m), 3.75-2.86
(411, m), 4.42-6.08 (3H. m). 6.64 (111, d, J=8.811z), 6.90-7.03 (1H, m), 7.30-7.51 (6H, m),
7.70-7.82 (2ZH. m), 8.45 (1H, d, J=2.0Hz).
[0322]
Example 2-14911P
N-[(S)-Carbamoylphenylmethyl]-N-[(R}-6-chloro-4-fluoreindan- 1 -yl }-6-morpholin-4-
vInicotinamide
RT(min.): 3.004
MS(ESL m/z): 507.1613 (M-H)’
'H-NMR (CDClz) 8: 2.48-2.81 (3H, m), 3.05-3.17 (11, m), 3.56-3.63 (4H. m). 3.78-3.86
(411, m), 4.27-4.71 (1H, m), 5.34-5.98 (3H, m), 6.19-6.51 (1H, m), 6.65 (1H, d. J=8.9Hz),
6.82-6.88 (1H, m), 7.27-7.37 (SH, m), 7.74 (1H, dd, J=2.1, 8.9Hz), 8.42 (1H, d. J=2.1Hz).
[0323]
Example 2-150LP
N-|(R)-Carbamoyiphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl]-4-methylisoxazole-
S-carboxamide
RT(min.): 3.507
MS(ESL m/z): 426.1034 (M-H)
'H-NMR (CDCl3) &: 1.85-2.30 (5I1. m), 2.50-2.67 (1H. m), 2.81-3.06 (1H, m), 4.82-5.92
(4H. m), 6.80-7.00 (1H, m), 7.34-7.72 (6H, m), 7.93-8.25 (1H, m).
[0324]
Example 2-1511.P
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloroindan- 1 -y] |-3-methylpyridine-2-
carboxamide
RT(min.): 3.205
MS(ESI, m/z): 418.1330 (M-11y
'H-NMR (CDCls) 8: 1.70-1.95 (1H, m), 2.10-2.30 (1H, m), 2.45-2.60 (4H, m), 2.60-2.75
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(1H, m), 4.65-4.95 (1H, m), 5.17 (1H, dd, J=8.5, 8.5Hz), 5.25-5.95 (2H. m). 7.00-7.50 (6H,
m), 7.50-7.65 (3H, m), 7.92 (1H, br s), 8.40-8.50 (1H, m).

[0325]
Example 2-152LP
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-y1]-3-methylpyridine-2-
carboxamide
RT{min.): 3.372
MS(ESL m/z): 436.1240 (M-H)
'H-NMR (CDCl3) &: 1.70-2.00 (1H, m), 2.10-2.40 (1H, m), 2.40-3.20 (5H, m), 4.60-5.90
(4H, m), 6.80-7.00 (1H, m), 7.15-7.25 (1H, m). 7.25-7.70 (6H, m), 7.76 (1H. s). 8.40-8.50
(1H, m).

[0326]
Example 2-153LP
N-[(R)-Carbamoyl-(2-methylphenyl)methyl]-V-|( R)-6-chloro-4-fluoroindan-1-
yl]nicotinamide
RT(min.): 3.165
MS(ESI, m/z): 436.1241 (M-11)
'H-NMR (CDCl3) 8: 1.79-3.13 (7H. m), 4.76-5.08 (1H, m). 5.26-5.73 (3H, m), 6.79-7.00
(1H, m), 7.17-7.50 (5H, m), 7.60-7.99 (2H, m), 8.54-8.90 (211, m).

[0327]
Example 2-154LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan- | -y1]-4-
methylpyrimidine-3-carboxamide
RT(min.): 2.937
MS(ESI, m/z): 437.1192 (M-HY
'H-NMR (CDCls) 8: 1.68-1.84 (1H, m). 1.95-2.13 (1H, m), 2.44-2.92 (5H, m), 4.54-4.87
(1H, m), 5.09-5.62 (3, m), 6.95-7.06 (1H, m), 7.38-7.61 (511, m), 7.78 (1H, s), 8.50-8.80
(1H, m), 9.05-9.20 (1H. m).

[0328]
Example 2-155LP
N-[(R)-Carbamoyl-(3-methylphenyl)methyl]-N-[(R)-6-chloro-4-luoroindan- 1 -v1]-2-
methylnicotinamide
RT(min.): 2.965
MS(ESL m/z): 450.1399 (M-H)
TH-NMR (CDCls) 8: 1.38-1.87 (1H, m), 1.94-2.14 (1H, m), 2.38 (3H. s). 2.41-3.13 (5H. m).
4.52-5.00 (1H. m), 5.14-5.68 (3H, m), 6.84-7.40 (6H, m), 7.51-7.83 (2H, m), 8.52-8.60
(1H, m).

[0329]
Example 2-156LP
N-[(R)-Carbamoyl-(4-methylphenyl)methyl |-N-[( R)-6-chloro-4-fluoroindan-1-v1|-2-
methylnicotinamide
RT(min.): 2.975
MS(ESI, m/z): 450.1395 (M-H)
'H-NMR (CDCl3) 8: 1.39-1.88 (1H, m), 1.94-2.14 (1H, m), 2.35-2.41 (3H. m), 2.42-2.55
(1H, m), 2.61-3.13 (4H, m), 4.49-5.62 (4H, m), 6.84-7.02 (1H, m), 7.13-7.28 (311, m),
7.34-7.82 (4H. m), 8.51-8.60 (1H. m).

[0330]
Example 2-157LP
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-chloroindan-1-y1]-6-(2.2.2-
trifluoroethoxy )nicotinamide



o
(5%

RT(min.): 3.951
MS(ESI m/z): 502.1156 (M-H)
'H-NMR (CDCls) 8: 1.65-2.20 (2H. m), 2.50-2.85 (2H, m). 4.55-4.90 (3H, m), 5.25-5.80
(3H, m), 6.92 (1H, d, J-8.5Hz), 7.05-7.15 (1H, m), 7.15-7.30 (1H, m), 7.30-7.55 (51, m),
7.88 (1H, dd, J=2.0, 8.6Hz), 7.97 (1H, br s), 8.37-8.45 (1. m).
[0331]
Example 2-158LP
3-Amino-N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-y1|pyrazine-2-
carboxamide
10 RT(min.): 2.928
MS(ESIL, m/z): 420.1241 (M-HY
"H-NMR (CDCl3) 8: 1.70-1.95 (1H, m). 2.05-2.35 (1H, m), 2.50-2.90 (2H, m), 4.55-4.95
(1H, m). 5.30-5.95 (5H. m). 7.08 (1H, d, J=8.0Hz), 7.10-7.25 (1H, m), 7.30-7.55 (5H. m),
7.70-7.95 (2H, m), 7.95-8.15 (1H, m).
15 [0332]
Example 2-1591.P
N-[(R)-Carbamoyl-(2-fluorophenyl )methyl]-N-[(R)-6-chloro-4-fluoroindan-1-vl]-2-
methylnicotinamide
RT(min.): 2.815
20  MS(ESL m/z): 454.1144 (M-H)
'H-NMR (CDCl3) &: 1.40-2.20 (2H, m), 2.40-3.20 (5H, m), 4.85-3.65 (41, m), 6.80-8.10
(8H. m). 8.50-8.60 (1H. m).
[0333]
Example 2-160LP
N-[(R)-Carbamoyl-(2-trifluoromethylphenyl)methyl |-N-| (R )-6-chloro-4-fluoroindan- | -y1]-
2-methylnicotinamide
RT(min.): 3.031
MS(ESI, m/z): 504.1114 (M-H)
"H-NMR (CDCl5) 8: 1.40-1.75 (1H, m), 1.80-2.10 (1H, m), 2.35-2.55 (111, m), 2.55-2.85
30 (4H, m). 4.80-5.60 (411, m), 6.90-7.05 (1H, m), 7.15-7.30 (1H, m), 7.50-7.90 (5H, m),
8.15-8.40 (1H, m), 8.50-8.70 (1H, m).
[0334]
Example 2-1611.P
N-[(R)-Carbamoyl-(3-fluorophenyl)methyl |-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide
RT(min.): 2.836
MS(ESL, m/z): 454.1147 (M-HY
"H-NMR (CDCls) : 1.64-1.83 (1H, m), 2.00-2.15 (1H, m), 2.45-2.87 (5I1, m), 4.53-4.74
(1H, m), 5.21 (1H, t, J=8.7Hz), 5.37-5.67 (2H, m), 6.86-7.82 (811. m), 8.54-8.62 (111, m).
40 [0335]
Example 2-162LP
N-[(R)-Carbamoyl-(4-fluorophenyl)methyl |-N-[(R)-6-chloro-4-[luoroindan-1-yl]-2-
methylnicotinamide
RT(min.): 2.839
45 MS(ESIL m/z): 454.1147 (M-H)
"H-NMR (CDCls) &: 1.40-1.85 (1H, m), 1.96-2.13 (1H, m). 2.44-3.16 (5H, m), 4.52-4.96
(1H, m), 5.16-5.66 (3H, m), 6.86-7.34 (411, m). 7.46-7.81 (4H, m), 8.53-8.62 (1H, m).
[0336]
Example 2-163LP
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N-|(R)-Carbamoyl-(3-methoxyphenyljmethyl |-N-[( R )-6-chloro-4-fluoroindan-1-y1|-2-
methy Inicotinamide
RT(min.): 2.785
MS(ESI, nmv/z): 466.1347 (M-H)
'H-NMR (CDCl;) 8: 1.68-1.88 (1H, m), 1.97-2.15 (1H, m), 2.42-3.16 (5H, m), 3.82 (3H, ),
4.50-4.99 (1H, m), 5.15-5.62 (3H. m), 6.77-7.40 (6H. m), 7.51-7.83 (2H, m), 8.53-8.61
(1H, m).
[0337]
Example 2-164LP
N-[(R)-Carbamoyl-(4-methoxyphenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide
RT(min.): 2.760
MS(ESI, m/z): 466.1347 (M-H)
'H-NMR (CDCls) 8: 1.42-1.90 (1H, m). 1.94-2.11 (1H, m), 2.42-3.14 (5H. m), 3.84 (3H. s),
4.46-4.95 (1H, m), 5.13-5.60 (3H. m). 6.84-7.03 (3H, m), 7 14-7.81 (511. m), 8.52-8.61
(1H. m).
[0338]
Example 2-165LP
N-[(R)-Carbamoyl-(3-trifluoromethylphenyl)methyl |-N-[(R)-6-chloro-4-fluoroindan- 1 -yl]-
2-methylnicotinamide
RT(min.): 3.239
MS(ESI, m/z): 504.1115 (M-H)
'H-NMR (CDCl3) 8: 1.61-1.75 (1H, m), 2.03-2.14 (1H, m), 2.46-2.58 (1H, m), 2.61-2.87
(4H, m). 4.65-4.83 (1H, m), 5.23 (111, t. J=8.7Hz), 5.33-5.70 (2H, m), 6.99-7.05 (1H, m),
7.20-7.30 (1H, m), 7.48-7.94 (6H, m), 8.55-8.63 (1H, m).
[0339]
Example 2-166LP
N-[(R)-Carbamoyl-(4-trifluoromethylphenyl)methyl |-A-[(R)-6-chloro-4-fluoroindan-1-yl]-
2-methylnicotinamide
RT(min.): 3.298
MS(ESI, m/z): 504.1113 (M-HY
'H-NMR (CDCL) 8: 1.62-1.77 (1H, m), 2.03-2.15 (111, m), 2.46-2.58 (1H, m). 2.61-2.15
(4H.m), 4.62-4.98 (1H, m), 5.15-5.73 (3H, m), 6.86-7.30 (2H, m), 7.41-7.83 (6H. m).
8.54-8.64 (1H, m).
[0340]
Example 2-167LP
N-[(R)-Carbamoylphenylmethyl |-V-|(R)-6-chloro-4-fluoroindan-1-y1]-3-
methyvlisonicotinamide
RT(min.): 2.769
MS(ESI, m/z): 436.1235 (M-H)
'H-NMR (CDCl3) 8: 1.67-1.84 (111, m), 1.92-2.12 (111, m), 2.35-3.12 (5H. m), 4.524.72
(1H. m), 5.09-5.62 (31, m), 6.83-7.65 (7H, m), 7.69-7.87 (1I. m), 8.50-8.60 (2H, m).
[0341]
Example 2-168LP
N-[(R)-Carbamoyl-(3-hydroxyphenyl)methyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
methylnicotinamide
RT(min.): 2.314
MS(ESI, m/z): 452.1191 (M-HY
'H-NMR (DMSO-dg) 6: 1.36-1.57 (111, m), 2.02-2.15 (1H, m), 2.35-2.69 (4H, m), 2.85-
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2.97 (1H. m), 4.93-5.30 (2H, m), 6.66-7.49 (8H, m), 7.57-7.86 (2H, m). 8.51-8
.59 (1H, m), 9.65 (1H, br).
[0342]
Example 2-169L1
N-[(R)-Carbamoyl<(4-hydroxyphenyl)methyl |-N-[( R)-6-chloro-4-fluoroindan-1-yl]-2-
methylnicotinamide
RT(min.); 2.212
MS(ESL mv/z): 452.1178 (M-H)
'"H-NMR (DMSO-dg) 8: 1.31-1.51 (1H, m), 1.98-2.10 (1H. m), 2.35-2.68 (4H, m), 2.84-
2.95 (1H, m), 4.91-5.27 (2H. m). 6.75-6.86 (21, m). 7.02-7.17 (3H. m), 7.25-7.90 (511, m),
8.50-8.58 (1H, m), 9.68 (1H, br).
[0343]
Example 2-170LP
N-[(R)-Carbamoylphenylmethyl]-V-[( R)-6-chloro-4-fluoroindan- 1 -yl]-4-methylfurazan-3-
carboxamide
RT{min.): 3.830
MS(ESI. m/z): 427.0986 (M-H)
'H-NMR (CDClz) 6: 1.80-3.05 (7H, m), 5.06-5.87 (4H, m), 6.76-6.97 (111, m), 7.40-7.55
(5H. m), 7.58-7.67 (1H, m).
[0344]
Example 2-171LP
N-|(R)-Carbamoylphenylmethyl|-N-[{R)-6-chloro-4-fluoroindan-1-v1]-2-
cyanonicotinamide
RT(min.): 3.372
MS(ESI m/z): 447.1035 (M-HY
'H-NMR (CDCl;) &: 1.78-1.91 (1H, m), 2.12-2.33 (1H, m), 2.45-3.16 (21, m), 4.50-5,64
(4H. m), 6.85-7.02 (1H, m), 7.36-7.66 (6H, m), 7.72-8.12 (2H. m). 8.72-8.81 (1H, m).
[0345]
Example 2-172LP
N-[(R)-Carbamoylpyridin-3-yImethyl]-N-[(R)-6-chloro-4-fluoroindan-1-
vl]benzo[ 1.3 |dioxole-4-carboxamide
RT(min.): 2.594
MS(ESI, m/z): 466.0982 (M-H)
'H-NMR (CDCls) 8: 1.79-1.99 (1H, m), 2.21-2.42 (1H, m), 2.58-2.71 (1H. m). 2.79-2.98
(1H, m), 4.65-4.82 (1H, m), 5.37-5.78 (2H. m), 5.98-6.36 (3H, m), 6.85-7.08 (4H, m).
7.31-7.39 (1H, m), 7.49-7.62 (1H, m), 7.82-7.97 (1H, m), 8.55-8.70 (2H. m).
[0346]
Example 2-173LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]benzo| 1.3 |dioxnle-4-
carboxamide
RT(min.): 3.674
MS(ESL m/z): 465.1034 (M-H)
'H-NMR (CDCl3) 8: 1.69-1.92 (1H, m), 2.10-2.31 (1H, m), 2.50-2.63 (1H, m), 2.71-2.89
(1H. m). 4.56-5.95 (4H, m), 5.98-6.12 (ZH, m), 6.81-7.03 (4H, m), 7.29-7.80 (6H, m).
[0347]
Example 2-174L.P
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-5-methoxyindan-1-v1|-2-methylnicotinamide
RT(min.): 0.838
MS(ESI, m/z): 415.1781 (M-H)"
'"H-NMR (CDCls) 8: 1.61-1.76 (1H, m), 2.01-2.14 (1H, m), 2.51-2.87 (5, m), 3.80 (3H, s).
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4.61-4.80 (1H, m), 5.14-5.83 (3H, m), 6.70-6.76 (1H, m), 6.84-6.91 (11, m), 7.17-7.24
(1H, m), 7,32-8.22 (4H, m), 8.50-8.73 (3H. m).

[0348]
Example 2-175LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|-3-methylpyrazine-2-
carboxamide
RT(min.): 3.170
MS(ESI, m/z); 437.1194 (M-H)
'H-NMR (CDClL) 6: 1.80-2.30 (2H. m), 2.40-2.55 (1H, m), 2.60-2.85 (41, m), 5.10-5.25
(1H. m), 5.35-5.80 (2H, m), 6.85-7.00 (1H, m), 7.35-7.50 (4H, m), 7.50-7.60 (2H, m), 7.77
(1H, s), 8.30-8.60 (2H, m).

[0349]
Example 2-176LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2.2-dimethyl-2, 3~
dihydrobenzofuran-7-carboxamide
RT(min.); 4.092
MS(ESI, m/z): 491.1551 (M-HY
'H-NMR (CDCls) 8: 1.29-1.65 (6H, m). 1.76-1.94 (1H, m), 2.12-2.36 (1H, m), 2.47-2.66
(1H. m), 2.73-2.88 (1H, m), 2.94-3.14 (211. m), 4.58-4.77 (1H, m), 5.24-6.33 (3H. m).
6.87-7.01 (2H, m), 7.17-7.23 (1H, m), 7.28-7.76 (7H, m).

[0350]
Example 2-177LP
3-[(R)-Carbamoyl-{[(R)-6-chloro-4-fluoroindan-1-yl]-(2-methylpyridin-3-
carbonyl)amino } methyl|benzoic acid methyl ester
RT{min.): 2.776
MS(ESIL m/z): 494.1296 (M-H)
'H-NMR (CDClz) 8: 1.60-1.78 (1H, m), 2.00-2.12 (1H, m), 2.43-2.56 (1H, m), 2.62-2.87
(4H. m), 3.94 (3H. m), 4.63-4.85 (1H, m), 5.26-5.76 (31, m), 6.92-7.27 (2H. m), 7.43-7.92
(4H. m), 7.95-8.27 (2H, m), 8.54-8.64 (1H, m).

[0351]
Example 2-177HP
3-[(S)-Carbamoyl-{|(R)-6-chloro-4-fluoroindan- 1 -yl]-(2-methylpyridin-3-
carbonyl)amino methyl|benzoic acid methyl ester
RT(min.): 2.513
MS(ESL, m/z): 494.1294 (M-H)
'H-NMR (CDCl) 8: 2.30-3.23 (7H, m). 3.93 (3H, m). 4.35-4.45 (1H, m), 5.06-5,76
(3H, m), 6.80-8.14 (8H, m), 8.60 (1H, dd. J=1.6, 5.0Hz).

[0352]
Example 2-178LP
N-[(R)-Carbamoyl-(3-methanesulfonylphenyl)methyl]-N-|(R)-6-chloro-4-fluoroindan-1-
yl]-2-methylnicotinamide
RT(min.): 2.342
MS(ESL m/z): 514.1018 (M-H)
'H-NMR (CDCls) 8: 1.40-1.80 (1H, m), 2.05-2.25 (1H, m), 2.45-2.90 (5H, m), 3.10 (3H. s).
4.70-4.90 (1H, m). 5.25 (1H, dd, J=8.5, 8.5Hz), 5.30-6.10 (2H, m), 6.99-7.06 (1H, m),
7.20-7.32 (1H, m). 7.53-8.22 (6H, m), 8.55-8.67 (1H, m).

[0353]
Example 2-179LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl |pyrazine-2-
carboxamide
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RT(min.): 3.081
MS(ESL, m/z): 423.1028 (M-H)
"H-NMR (CDCl3) 8: 1.85-2.30 (2H, m), 2.45-2.70 (1H. m), 2.70-3.15 (1H, m). 4.50-6.70
(411. m), 6.80-7.05 (111, m), 7.30-7.85 (6H. m), 8.40-9.20 (3H. m).

[0354]
Example 2-180LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
methoxynicotinamide
RT(min.): 2.219
MS(ESL m/z): 453.1144 (M-H)
"H-NMR (CDCl3) 8: 1.70-3.10 (4H, m), 3.97-4.10 (3H., m), 4.60-6.50 (4H, m), 6.95-8.75
(9H, m).

[0355]
Example 2-181LP
3-Amino-N-[(R)-carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan- 1 -yl |pyrazine-2-
carboxamide
RT(min.): 3.074
MS(ESI, m/z): 438.1146 (M-H)
"H-NMR (CDCl5) 8: 1.70-2.35 (2H, m), 2.45-3.20 (2H, m), 4.50-6.00 (6H, m). 6.85-7.00
(1, m), 7.35-7.55 (6H, m), 7.80-7.92 (1H, m), 7.95-8.13 (1H, m).

[0356]
Example 2-182LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl|benzo[b]thiophene-
2-carboxamide
RT(min.): 4.158
MS(ESI. m/z): 477.0856 (M-H)
"H-NMR (CDCl3) 8: 1.79-2.35 (211, m), 2.54-3.06 (2H, m). 4.39-4.97 (1H, m), 5.26-6.33
(311, m), 6.84-7.09 (1H, m), 7.32-7.54 (7H, m), 7.64 (111, s). 7.77-7.91 (3H, m).

[0357]
Example 2-183LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl [naphthalene-2-
carboxamide
RT(min.): 4.087
MS(ESL, m/z): 471.1290 (M-HY
"H-NMR (CDCL) 8: 1.73-2.22 (2H, m), 2.35-2.87 (2H. m), 4.45-5.88 (4H, m), 6.83-7.04
(1H, m), 7.34-7.99 (12H, m), 8.05 (1H. s).

[0358]
Example 2-184LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|quinoline-3-
carboxamide
RT(min.): 3.463
MS(ESL m/z): 472.1243 (M-HY
"H-NMR (CDCls) 8: 1.73-2.22 (2H, m), 2.37-3.17 (2H, m), 4.50-5.89 (4H, m), 6.80-7.09
(1H, m), 7.35-7.69 (6H. m), 7.75-7.98 (3H, m), 8.
14 (1H, d. J=8.6Hz), 8.37 (1H. s), 9.09 (1H, s).

[0359]
Example 2-185LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1 jisoquinoline-4-
carboxamide
RT(min.): 3.206
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MS(ESI, m/z): 472.1239 (M-H)
"H-NMR (CDCl;) 8: 1.73-1.82 (1H, m), 2.10-2.18 (1H, m), 2.38-2.48 (1H, m), 2.69-2.76
(1H, m), 4.70 (1H, br), 5.50 (2H, br), 5.23-5.27 (1H, m), 6.93-6.96 (111, m), 7.43-7.75 (TH,
m), 7.93-8.04 (2H, m), 8.52-8.57 (2H, m), 9.31 (111, br).

[0360]
Example 2-186LP
N-[(R)-Carbamoylphenylmethyl}-N-[(R )-6-chloro-4-fluoroindan-1 -yl [naphthalene-1-
carboxamide
RT(min.): 4.078
MS(ESI, m/z): 471.1294 (M-H)
"H-NMR (CDCl;) 8: 1.67-1.75 (1H, m), 2.00-2.08 (1H. m), 2.28-2.41 (1H, m), 2.28-2.41
(1H, m), 2.64-2.70 (1H, m), 4.67 (1H, br), 5.19-5.28 (2H, m), 6.90-6.92 (1H, m), 7.34-7.92
(12H, m), 8.48-8.51 (1H, m).

[0361]
Example 2-187LP
4-Amino-N-[(R)-carbamoylphenylmethyl]-NV-[(R)-6-chloro-4-fluoroindan- 1 -yl Jthiazole-5-
carboxamide
RT(min.): 3.131
MS(ESI, m/z): 443.0761 (M-H)
'H-NMR (CDCl;) &: 1.82-3.08 (4H, m), 4.45-6.40 (6H, m), 6.94-7.05 (1H, m), 7.30-7.56
(5H, m), 7.64 (1H, s). 8.56 (1H, s).

[0362]
Example 2-187HP
4-Amino-N-[(S)-carbamoylpheny!methyl |-N-| (R)-6-chloro-4-fluoroindan-1 -yl [thiazole-5-
carboxamide
RT(min.): 3.009
MS(ESI, m/z): 443.0759 (M-H)Y
"H-NMR (CDCl3) 8: 2.67-2.97 (3H, m), 3.12-3.27 (1H. m), 4.33-4.60 (1H, m), 5.34-5.56
(1H, br), 5.92-6.23 (3H, m), 6.39-6.56 (1H, br), 6.87 (1H, dd, J=1.5, 8.6Hz), 7.24-7.45 (6H,
m), 8.58 (1H, s).

[0363]
Example 2-188LP
N-|(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1 -yl ]-2-methoxy-3-
methylbenzamide
RT(min.): 3.939
MS(ESI, m/z): 465.1397 (M-H)
'H-NMR (CDCl;) 8: 1.63-3.18 (7H, m), 3.69-4.01 (3H, m), 4.55-5.96 (4H, m), 6.80-7.89
(10H, m).

[0364)
Example 2-189LP
N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[(R)-5-fluoroindan- 1-yl]|-2-methyInicotinamide
RT(min.): 0.979
MS(ESL m/z): 403.1590 (M-HY
'H-NMR (CDCl3) 8: 1.62-1.80 (1H, m), 2.01-2.16 (1H, m), 2.54-2.88 (5H, m), 4.56-4.83
(1H, m), 5.17-5.89 (3H, m), 6.86-6.94 (1H, m), 6.98-7.07 (1H, m), 7.18-7.24 (1H, m),
7.32-8.23 (4H, m), 8.50-8.74 (3H, m).

[0365]
Example 2-190LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[( R)-5-fluoroindan- 1-yl]-4-methylthiazole-5-
carboxamide
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RT(min.): 1.527
MS(ESI, m/z): 409.1151 (M-H)
'H-NMR (CDCl3) &: 1.68-1.83 (1H. m), 2.10-2.27 (1H, m), 2.60-2.89 (5H, m), 4.59-4.85
(1H. m). 5.24-5.79 (3H, m), 6.89-6.94 (11, m). 6.99-7.06 (1H, m), 7.35-7.40 (1H, m),
7.75-7.81 (1H, m), 7.94-8.00 (1H, m), 8.61 (1H. d, J=2.3Hz). 8.64 (1H, dd, J=1.5, 4.8Hz),
8.78 (1H, s).
[0366]
FExample 2-191LP
N-l(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-5-fluoroindan- 1 -yl [benzamide
RT(min.): 2.057
MS(ESI, m/z): 388.1475 (M-Hy
'H-NMR (CDCl;) 8: 1.74-1.90 (1H, m), 2.11-2.28 (1H, m), 2.60-2.89 (2H. m), 4.62-4.82
(1H, m), 5.21-6.25 (3H. m). 6.85-6.94 (1H, m), 6.96-7.07 (1H. m), 7.32-7.39 (1H, m),
7.41-7.50 (3H, m), 7.53-7.61 (2H, m), 7.77-7.84 (1H. m). 7.91-8.00 (1H, m), 8.61 (1H, dd.
J-1.6,4.8Hz), 8.65 (1H, d, I=2.3Hz),
[0367]
Example 2-192LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-cyanoindan-1 -yl ]benzamide
RT(min.); 1.908
MS(ESI, m/z): 395.1525 (M-II)
'H-NMR (CDCl;) 8: 1.67-1.78 (1H, m), 1.84-1.94 (1H, m), 2.20-2.28 (1H, m), 2.86-2.95
(1H, m), 4.66 (1H, br). 5.43-6.11 (3H, m), 7.34-7.55 (8H, m). 8.17 (1H, s), 8.62 (3H, br).
[0368]
Example 2-192HP
N-[(S)-Carbamoylpyridin-3-ylmethyl}-N-[(R)-6-cyanoindan-1-yl|benzamide
RT(min.): 1.749
MS(ESL, m/z): 395.1524 (M-H)
'HENMR (CDCl3) 8: 2.51-2.60 (1H, m), 2.68-2.77 (1H, m), 2.85-2.93 (1H, m), 3.18-3.26
(11, m). 4.33-4.41 (1H, m), 5.53-5.74 (3H, m), 6.89 (1H, br), 7.31-7.57 (8H, m), 7.91-7.93
(1H, m), 8.21 (1H. br), 8.61-8.62 (1H, m).
[0369]
Example 2-193LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-fluoroindan-1-yl|benzamide
R'T(min.): 2.078
MS(ESI, m/z): 388.1474 (M-11)y
'H-NMR (CDCl3) 8: 1.78-1.92 (1H, m), 2.13-2.27 (1H, m). 2.56-2.68 (1H, m), 2.71-2.89
(1H), 4.63-4.80 (1H, m), 5.26-6.25 (3H, m), 6.92-7.03 (1H, m). 7.09-7.17 (1H, m), 7.32-
7.37 (1H, m), 7.42-7.50 (3H, m), 7.53-7.62 (3H, m), 7.91-8.02 (1H, m), 8.59-8.68 (2H, m).
[0370]
Example 2-193HP
N-[(S)-Carbamoylpyridin-3-yImethyl]-N-[( R)-6-fluoroindan-1 -yl |benzamide
R'T(min.): 1.895
MS(ESI, m/z): 388.1473 (M-H1)
"H-NMR (CDCl;) 8: 2.43-2.54 (1H, m), 2.62-2.83 (2H, m). 3.05-3.16 (1H, m), 4.41-4.57
(1H, m), 5.35-5.73 (2H, m). 5.83-6.18 (1H. m), 6.35-6.53 (11, m), 6.85-6.91 (1, m),
7.13-7.19 (1H, m), 7.25-7.31 (1H, m), 7.44-7.50 (3H, m), 7.52-7.59 (2H, m), 7.87-7.93
(1H. m), 8.30 (1H, s), 8.53-8.58 (1H. m).
[0371]
Example 2-194LP
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THANMR (CDCly é: T73-188 (1L m), 2.09-2.23 (111 m). 2.36-2.86 211, mi. 4,63 94
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MNCESL vz J03 1586 (N -y
THENMR (CDCHY 60 1.66-1.81 (1L mo, 2042004 (1TF mo. 2,32-2.85 (51 m), 4.56-4.83
CTHL m 3.07-3090 03H, my, 693704 01 H m, 7.00-723 (21, o, 732-K825 (4H m.
8.30-8.75 (31 my.

13 10373]

Lxample 2-1961.1

N -Carbamuoyvipynidin-3-vimethyvl[- V- (R¥-6-1Tuoroindan-1T-y [-danethyhibiazole-3-
carbayamide

RTi{min.y: 1.539

20 MSESL mzy 4091147 (M-H)
TEENMR (CDCL 8: B73-1L83 ¢1HL m), 2.08-2.27 (11, m). 2.60-2. 83 {311, m). 4.37-4 953
(TEL me 323586 (3HL m). 0.93-7.04 (U HL mb 7012719 (1, mu. 7.34-7 400 (1L m),
FA3-7.60 ¢1TL my 7.90-803 (1HL my 8.61 (1L J. 1=22U2) 8.64 (111 dd. T-1.3, 4.8 /).
8.78 (1L s)

o3 [D374]
Example 2-1971P
N-[(R)-Carbamaoyipyridin-3-vimethyl[- V-[( R¥-6-cvanvindan-1-v1]-2-methy lnicotinamiide
RTimin.): 0.834
MS(ESL mizy 4101634 (M-1)

A THENMROCDCL 8: 1L71-1.80 (1L mi. 2.09-2.16 (TH. my. 2.63-2.86 ¢SH. m, 4.39-4.70
(THLm), 326 (L4 T = R6 Hz) S.37-5792H 0w, 7.21.7.800 (3L myy, 8.060-8.23 (211, m.
8.39-8.07 (3H. m.

[D375]
Example 2-1981.P
35 VR -Carbumoy!- Z-mietha Ipy ridin3-vhimethy - V| (R )-6-chioro-4- fluoroindan- 1 -
vl |benzamide
R 1{min.): 2.367
MSUSL mazr 436 1249 (M-HY
TH-NMR (CDCL) é: 1.00-3.22 (711 my. 4.05-3.78 (4H. m). 6.75-8.16 (91 ;). §.49-8.61
A0 (1L my.
10376]
Fxample 2-190) P
N-[(R)-Carbamoy - 2-methy Ipyridin: S-yhimeth v [-N-fR)-0-chloro-4-fluoreindan-1 -1 H-2-
methyinicotinanide

45 RT(mm.): 1.366
MSCESL 2720 45311357 (M-HY
'H-NMRGCDOE S T38-1.62 (1L my, 1.93-2.08 (11, my. 2.24-2.88 (811 m). 1.76-3.400
CTH ) 3014562 GHL my 6.96-7.07 (1T m. 72172734 (211, mo, 7.48-7.88 (CH. m).
S.02-8.20 (1T m). 8.51-8.60 (2H. m).

S0 [(377]

4l
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Example 2-200LP
N-|(R)-Carbamoyl-(6-methylpyridin-3-yl)methyl]-N-|(R)-6-chloro-4-fluoroindan-1-
yl]benzamide
RT(min.): 2.317
MS(ESL m/z): 436.1246 (M-H)
'H-NMR (CDCl3) 8: 1.75-1.99 (1H, m), 2.06-2.30 (1H, m), 2.40-2.96 (5H, m), 4.53-4.82
(1H, m), 5.21-6.07 (3H, m), 6.88-7.24 (2H. m). 7.39-7.60 (5H, m), 7.64-7.93 (2H. m),
8.39-8.60 (1H, m).
[0378]
Example 2-201LP
N-[(R)-Carbamoyl<(6-methylpyridin-3-yl)methy] |-N-|( R)-6-chloro-4-fluoroindan-1 -
ylnicotinamide
RT(min.): 1.643
MS(ESI, m/z): 437.1196 (M-HY
'H-NMR (CDCl3) 6: 1.75-1,93 (1H, m), 2.05-2.23 (1H. m). 2.48-2.93 (5H, m), 4.53-4.93
(1H, m), 5.28-5.81 (3H, m), 6.91-7.08 (1H, m). 7.23 (1H. d, J=8.1Hz), 7.35-7.44 (1H, m),
7.68-7.96 (3H, m), 8.44-8.56 (1H, m), 8.66-8.74 (1H, m). 8.76-8.83 (1H, m).
[0379]
Example 2-202LP
N-[(R)-Carbamoyl-(6-methylpyridin-3-yl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
methylnicotinamide
RT(min.): 1.545
MS(ESI, m/z): 451.1353 (M-H)
"H-NMR (CDCL) 8: 1.66-1.86 (1H, m), 2.00-2.17 (1H, m), 2.44-2.89 (84, m), 4.52-4.78
(1H, m), 5.14-5.71 (3H, m), 6.96-7.07 (1H, m), 7.13-7.31 (ZH, m), 7.43-8.08 (3H. m),
8.41-8.66 (2H, m).
[0380]
Example 2-203LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloroindan- 1-yl]-2-methylnicotinamide
RT(min.): 1.378
MS(ESI, m/z): 419.1290 (M-H)
'H-NMR (CDCl3) 8: 1.62-1.81 (1H, m), 2.00-2.14 (1H, m), 2.50-2.87 (5H, m), 4.60-4.80
(1H, m), 5.17-5.76 (3H, m), 7.09-7.16 (1H, m), 7.17-8.23 (6H, m), 8.51-8.74 (3H, m),
[0381]
Example 2-204L.P
N-[(R)-Carbamoylpyridazin-4-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methoxybenzamide
RT(min.): 2.708
MS(ESI, m/z): 453.1148 (M-H)
'"H-NMR (CDCl;) 8: 1.50-3.02 (41, m), 3.89-4.07 (3H, m), 4.61-4.74 (1H, m), 5.32-5.82
(3H, m), 6.96-7.72 (7H, m), 9.17-9.23 (2H, m).
[0382]
Example 2-205LP
N-[(R)-Carbamoylpyridazin-3-ylmethyl |-N-|(R)-6~chloro-4-fluoroindan-1-y1]-2-
methoxybenzamide
RT(min.): 2.807
MS(ESIL m/z): 453.1147 (M-H)
"H-NMR (CDCly) 8: 1.49-3.31 (4H, m), 3.93-3.99 (3H, m). 4.93-5.05 (1H, m), 5.24-5.82
(2H, m), 6.93-7.72 (8H, m), 7.94-8.14 (1H, m), 9.08-9.17 (1H, m).
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[0383]
Example 2-206LP
N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[( R)-5-chloroindan-1-yl |benzamide
RT(min.): 2.349
MS(ESI, m/z): 404.1182 (M-HY
'H-NMR (CDCl;) 8: 1.71-1.87 (1H, m), 2.06-2.26 (1H, m), 2.58-2.88 (2H. m), 4.60-4.79
(1H, m), 5.27-6.20 (3H, m), 7.17-7.21 (1H, m). 7.25-7.40 (2H, m), 7.40-7.50 (3H, m),
7.52-7.62 (2H, m), 7.81 (1H, d. J=8.0Hz), 7.91-8.02 (1H, m), 8.58-8.68 (2H, m).
[0384]
Example 2-207LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-5-chloroindan- 1 -yl |-2-methylnicotinamide
RT(min.): 1.496
MS(ESI, m/z): 419.1294 (M-11)
'H-NMR (CDCl3) 8: 1.61-1.80 (1H, m), 2.00-2.16 (1H, m), 2.50-2.88 (5H, m). 4.56-4.77
(1H, m), 5.15-5.77 (3H, m), 7.13-7.34 (3H. m), 7.34-8.20 (41, m), 8.52-8.73 (3H, m).
[0380]
Example 2-208LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-5-chloroindan-1-y1]-4-methylthiazole-5-
carboxamide
RT{min.): 1,901
MS(ESI, m/z): 425.0856 (M-H)
TH-NMR (CDCI;) 8: 1.66-1.81 (1H, m), 2.02-2.23 (1H, m), 2.60-2.89 (5H. m), 4.54-4.86
(1H, m), 5.31-5.75 (3H. m), 7.18-7.23 (1H, m), 7.28-7.33 (1H, m), 7.35-7.40 (1H, m),
7.75-7.81 (1H, m), 7.92-8.00 (1H, m). 8.59-8.67 (2H, m), 8.78 (1H, s).
[0386]
Example 2-209LP
N-{(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloroindan-1-yl|nicotinamide
RT(min.): 1.490
MS(ESL, m/z): 405.1134 (M-H)
'H-NMR (CDCl3) 8: 1.67-2.26 (2H, m), 2.54-2.98 (2H, m), 4.64-4.92 (1H, m), 5.28-6.05
(3H, m), 7.09-7.15 (11, m), 7.18-7.44 (3H, m), 7.85-8.05 (3H, m), 8.61-8.67 (2H. m), 8.71
(1H, dd. J=1.6, 5.0Hz), 8.81-8.86 (1H, m).
[0387]
Example 2-210LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloroindan- 1 -yl]-4-methylthiazole-3-
carboxamide
RT(min.): 1.819
MS(ESI, m/z): 425.0851 (M-H)
'H-NMR (CDCl3) 8: 1.71-1.84 (1H, m), 2.07-2.27 (1H. m), 2.57-2.87 (5H, m), 4.57-4.95
(1H, m), 5.31-5.81 (3H, m), 7.10-7.17 (1H, m), 7.23-7.30 (1H, m), 7.34-7.40 (1H, m), 7.82
(1H. s), 7.90-8.00 (1H, m), 8.61 (1H, d, J=2.3Hz), 8.64 (1H. dd.
J=1.5, 4.8Hz), 8.78 (1H, s).
[0388]
Example 2-211LP
N-[(R)-Carbamoylpyrimidin-5-ylmethyl|-N-[( R)-6-chloro-4-fluoroindan-1-yl]-2-
methoxybenzamide
RT(min.): 2.770
MS(ESIL, m/z): 453.1147 (M-H)
'H-NMR (CDCl;) 8: 1.58-3.00 (4H, m). 3.92-4.04 (3H, m), 4.64-4.79 (1H. m). 5.04-6.00
(3H, m), 6.96-7.56 (6H, m), 8.82-8.95 (2H, m), 9.16-9.24 (1H, m).
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|0389]
Example 2-212LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|]-N-[(R)-6-methoxyindan-1-yl |benzamide
RT(min.): 2.046
MS(ESL m/z): 400.1679 (M-H)
'H-NMR (CDCl3) 8: 1.70-1.84 (1H, m), 2.06-2.22 (1H, m), 2.52-2.80 (2H. m), 3.88 (3H. s),
4.67-4.82 (1H, m), 5.28-6.20 (3H, m), 6.85 (1H, dd, J=2.3, B.3Hz), 7.10 (1H, d, J=8.3Hz),
7.32-7.37 (1H, m), 7.41-7.51 (4H, m), 7.55-7.64 (ZH, m), 7.92-8.04 (1H. m), 8.60 (1H, dd,
J=1.5, 4.8Hz), 8.65 (1H, d, J=2.3Hz).
[0390]
Example 2-213LP
N-[(R)-Carbamoylpyridin-3-vimethyl]-N-[(R)-6-methoxyindan-1-yl|nicotinamide
RT(min,); 1.154
MS(ESI, m/z): 401.1633 (M-HY
'H-NMR (CDCl3) 8: 1.67-1.82 (1H, m), 2.05-2.18 (1H, m), 2.53-2.79 (2H, m), 3.88 (3H. s),
4.72-4.87 (1H, m), 5.28-5.83 (3H, m), 6.83-6.90 (1H, m), 7.07-7.14 (1H, m), 7.34-7.44
(2H, m), 7.50-7.56 (1H, m). 7.88-8.05 (2H. m), 8.61-8.73 (3H, m), 8.84-8.89 (1H, m).
[0391]
Example 2-214LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R )}-6-methoxyindan-1-yl]-2-methylnicotinamide
RT(min.); 1.017
MS(ESI, m/z): 415.1790 (M-H)Y
'H-NMR (CDCls) 8: 1.61-1.77 (1H, m), 1.99-2.11 (1H, m), 2.47-2.89 (5H, m), 3.80-3.94
(3H, m), 4.64-4.83 (1H, m), 5.15-5.85 (31, m), 6.81-6.89 (111, m), 7.04-7.14 (1H, m),
7.18-7.24 (1H, m), 7.32-8.23 (4H, m), 8.50-8.72 (3H, m).
[0392]
Example 2-215LP
N-[(R)-Carbamoylpyridin-3-ylmethyl }-N-[( R)-6-methoxyindan-1-yl]-4-methylthiazole-5-
carboxamide
RT(min.): 1.517
MS(ESI, m/z): 421.1352 (M-H)
'H-NMR (CDCl3) 6: 1.64-1.79 (1H, m), 2.07-2.22 (1H. m), 2.55-2.81 (5H, m). 3.86 (3H, s),
4.68-4.83 (1H, m), 5.32-5.70 (3H, m), 6.84-6.89(1H, m), 7.08-7.14 (1H, m), 7.33-7.40 (1H,
m), 7.43-7.48 (1H, m), 7.93-8.03 (1H, m), 8.60-8.65 (2H. m),
8.77 (1H., s).
[0393]
Example 2-216LP
N-[(R)-Carbamoylpyrazin-2-ylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
methoxybenzamide
RT(min.): 2.973
MS(ESI, m/z); 453.1152 (M-H)
'H-NMR (CDCls) 8: 1.78-3.09 (4H, m), 3.92-4.04 (3H, m), 4.72-4.80 (111, m), 5.20-5.80
(2H, m), 6.92-7.64 (7H. m), 8.48-8.58 (2H, m), 8.90-9.13 (1H, m).
[0394]
Example 2-217LP
N-[(R)-Carbamoylpyridin-3-yimethyl]-N-[(R)-4-chloroindan- 1 -yl |benzamide
RT(min.): 2.344
MS(ESI, m/z): 404.1180 (M-H)
"H-NMR (CDCl5) 8: 1.69-1.89 (1H, m), 2.08-2.27 (1H, m), 2.56-2.99 (2H. m), 4.60-4.80
(1H, m), 5.20-6.21 (3H, m), 7.22-7.33 (2H, m), 7.33-7.40 (1H, m), 7.41-7.50 (3H, m),
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7.53-7.62 (2H, m), 7.73-7.83 (1H, m), 7.87-8.01 (1H, m), 8.62 (1H, dd. J=1.4, 4.8Hz),
8.64-8.68 (1H, m).

[0395]
Example 2-218LP
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-fluoroindan-1-ylJbenzamide
RT(min.): 4.044
MS(ESL, m/z): 387.1521 (M-H)
'H-NMR (CDCl3) 6: 1.70-1.90 (1H. m). 1.95-2.20 (1H, m), 2.45-2.80 (2H, m), 4.67 (1H,
br s), 5.15-6.00 (3H. m), 6.85-7.20 (2H, m), 7.30-7.80 (11H, m).

[0396]
Example 2-218HP
N-[(S)-Carbamoylphenylmethyl]-N-|(R)-6-fluoroindan-1-yl|benzamide
RT(min.): 3.879
MS(ESI, m/z): 387.1516 (M-HY
'H-NMR (CDCl3) 8: 2.35-2.55 (1H, m), 2.60-2.85 (2H, m), 2.95-3.15 (1H, m), 4.46 (111,
br s), 5.30-5.65 (2H, m), 5.70-6.05 (1H, m), 6.25-6.45 (1H. m). 6.75-6.90 (1H, m). 7.10
(1H, dd, J=5.1, 8.1Hz), 7.25-7.35 (53H, m), 7.40-7.50 (3H, m), 7.50-7.60 (2H, m),

[0397]
Example 2-219LP
N-[(R)-Carbamoylphenylmethyl |-N-[(R)-4-fluoroindan- 1 -yl |benzamide
RT(min.): 4.008
MS(ESIL, m/z): 387.1520 (M-HY
'H-NMR (CDCl3) &: 1.65-1.90 (1H, m), 2.00-2.20 (1H, m), 2.45-2.65(1H, m), 2.70-2.95
(1H, m), 4.66 (1H, br s), 5.20-5.95 (3H, m), 6.85-7.05 (1H, m), 7.25-7.65 (11H. m), 7.70-
7.85 (1H, m).

[0398]
Example 2-219HP
N-[(5)-Carbamoylphenylmethyl]-N-[( R)-4-fluoroindan-1-vl|benzamide
RT(min.): 3.946
MS(ESI, m/z): 387.1517 (M-H)
'H-NMR (CDCl3) 8: 2.35-2.55 (1H, m), 2.60-2.85 (2H, m), 3.05-3.25 (1H, m), 4.47 (1H,
br s), 5.25-6.10 (3H. m), 6.40-6.65 (1H, m), 6.75-6.85 (2H. m), 7.20-7.35 (5H, m), 7.40-
7.50 (3H, m), 7.50-7.65 (2H, m).

[0399]
Example 2-220LP
N-[(R)-Carbamoylphenylmethyl]-V-[(R)-5-fluoroindan-1-yl|benzamide
RT(min.): 4.027
MS(ESI, m/z): 387.1521 (M-H)"
'H-NMR (CDCls) 6: 1.65-1.90 (1H, m), 2.00-2.20 (1H, m), 2.50-2.85(2H, m). 4.65 (11, br
8), 5.20-5.95 (3H. m), 6.80-6.90 (1H, m), 6.95-7.10 (1H, m), 7.30-7.55 (8H, m), 7.55-7.65
(2H, m), 7.85-7.95 (1H, m).

[0400]
Example 2-220HP
N-[(S)-Carbamoylphenylmethvl]-A~[(R)-5-fluoroindan-1-vl|benzamide
RT(min.): 3.932
MS(ESI, mvz): 387.1517 (M-H)
TH-NMR (CDCl3) 8: 2.35-2.55 (1H, m), 2.60-2.85 (2H, m), 3.00-3.20 (1H, m), 4.44 (1H.
br ), 5.35-5.65 (2H, m), 5.75-6.00 (1H, m). 6.45-6.55 (1H, m). 6.55-6.70 (1H. m), 6.86
(1H, dd, J=2.0, 8.8Hz), 7.25-7.35 (5H, m), 7.40-7.50 (3H. m), 7.50-7.60 (2H, m).
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[0401]
Example 2-221LP
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-4.6-difluoroindan-1-yl]benzamide
RT(min.): 4.171
MS(ESL m/z): 405.1424 (M-HY
'H-NMR (CDCl;) &: 1.65-1.90 (1H, m), 1.90-2.20 (1H, m), 2.40-2.65 (1H, m), 2.65-2.90
(1H, m), 4.66 (1H, br s), 5.20-5.85 (3H, m), 6.60-6.80 (1H, m), 7.30-7.65 (11H, m).
[0402]
Example 2-221HP
N-[(S)-Carbamoylphenylmethy!]-N-[(R)-4.6-difluoroindan- 1-yl|benzamide
RT(min.): 4.022
MS(ESI, m/z): 405.1426 (M-H)
'H-NMR (CDCl;) &: 2.35-2.65 (1H, m), 2.65-2.85 (2H, m), 2.95-3.20 (1H, m), 4.45 (1,
br s), 5.30-6.00 (3H, m), 6.05-6.25 (1H, m), 6.45-6.65 (1H, m), 7.25-7.40 (5H, m), 7.40-
7.60 (5H, m).
[0403]
Example 2-222LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2,6-
dimethylnicotinamide
RT(min.): 2.439
MS(ESL nvz): 450.1406 (M-H)
'H-NMR (CDCls) 8: 1H-NMR(CDCI3)éppm: 1.34-1.85 (1H, m), 1.95-2.11 (1H, m), 2.41-
3.13 (8H. m), 4.52-5.00 (1H, m), 5.17-5.61 (3H, m), 6.83-7.84 (9H, m).
[0404]
Example 2-223LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-4-chloroindan-1-yl]-2-methyInicotinamide
RT(min.): 1.514
MS(ESI, m/z): 419.1298 (M-H)
'H-NMR (CDCl3) 8: 1.61-1.81 (1H, m), 2.02-2.16 (1H, m), 2.53-2.95 (5H, m), 4.60-4.83
(1H, m), 5.22-5.89 (3H, m), 7.15-7.24 (1H, m), 7.24-8.20 (6H, m), 8.52-8.75 (3H, m).
[0405]
Example 2-224L.P
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-4-chloroindan- 1 -yl]-4-methylthiazole-5 -
carboxamide
RT(min.): 1.911
MS(ESI, m/z): 425.0858 (M-H)
'H-NMR (CDCl;) &: 1.65-1.81 (1H, m), 2.07-2.25 (1H, m), 2.59-2.98 (5H, m), 4.56-4.91
(1H, m), 5.27-5.80 (3H, m), 7.25-7.33 (2H, m), 7.34-7.42 (1H, m), 7.72-7.80 (1H, m),
7.91-8.00 (1H, m), 8.60-8.69 (2H, m), 8.77 (1H, s).
[0406]
Example 2-225LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-4-fluoroindan-1-yl|benzamide
RT(min.): 2.070
MS(ESL m/z): 388.1485 (M-H)
'H-NMR (CDCl;) 8: 1.74-1.92 (1H, m), 2.11-2.28 (1H, m), 2.54-2.70 (1H, m), 2.85-3.00
(1H, m), 4.64-4.82 (1H, m), 5.21-6.20 (3H, m), 6.94-7.02 (1H, m), 7.25-7.39 (2H, m),
7.41-7.50 (3H, m), 7.53-7.70 (3H, m), 7.87-8.01 (1H, m), 8.58-8.70 (2H, m).
[0407]
Example 2-226LP
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N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-4-fluoroindan-1-vl|nicotinamide
RT(min.): 1.207
MS(ESI, m/z): 389.1432 (M-H)
"H-NMR (CDCls) 8: 1.70-1.87 (1H, m), 2.07-2.25 (111, m), 2.56-2.98 (211, m), 4.65-4.87
5 (1H,m), 5.28-5.93 (3H, m), 6.96-7.04 (1H, m), 7.29-7.45 (3H, m). 7.66-7.76 (1}, m),
7.85-8.05 (211, m), 8.62-8.74 (3H, m). 8.82-8.89 (1}, m).
[0408]
Example 2-227LP
N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[( R )-4-fluoroindan-1-y]|-2-methylnicotinamide
10 RT(min.): 1.052
MS(ESL m/z): 403.1592 (M-HY
'H-NMR (CDCl3) &: 1.63-1.82 (1H, m), 2.01-2.17 (1H, m), 2.52-2.96 (5H, m), 4.60-4.80
(TH, m), 5.20-5.85 (3H. m), 6.95-7.04 (1H. m), 7.17-7.24 (1H, m). 7.29-8.20 (5H, m),
8.52-8.76 (3H, m).
15 [0409]
Example 2-228LP
N-{(R)-Carbamoylpyridin-3-ylmethyl |-N-[(R)-4-fluoroindan- 1 -y1]-4-methylthiazole-5-
carboxamide
RT(min.): 1.577
20  MS(ESL m/z): 409.1155 (M-Hy
'H-NMR (CDCly) 8: 1.68-1.84 (1H, m), 2.09-2.27 (1H, m), 2.60-2.74 (4H, m), 2.84-2.99
(1H, m), 4.62-4.85 (1H, m), 5.32-5.79 (3H, m), 6.95-7.04 (111, m), 7.27-7.42 (2H, m), 7.63
(1H, d. J=7.7Hz), 7.92-8.01 (1H, m). 8.60-8.67 (2H, m), 8.78 (1H, s).
[0410]
25  Example 2-2291L.P
N-[(R)-Carbamoylpyridin-3-yImethy!|-N-[(R)-7-fluoroindan-1-yl|benzamide
RT(min.): 1.868
MS(ESI, m/z): 388.1492 (M-H)
'H-NMR (CDCly) &: 2.08-2.23 (1H, m), 2.38-2.63 (1H, m), 2.79-3.21 (2H. m), 4.50-4.82
30 (1H.m), 5.21-6.00 (3H. m), 6.87-6.97 (1H, m), 7.01-7.09 (1H, m), 7.24-7.37 (2H, m),
7.43-7.63 (SH, m). 7.79-7.91 (1H, m), 8.52-8.58 (111, m), 8.60-8.67 (1H, m).
[0411]
Example 2-2301.P
N-[(R)-Carbamoylpyridin-2-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl]-4-
35  methylthiazole-5-carboxamide
RT(min.): 2.698
MS(ESI, m/z): 443.0770 (M-HY
'H-NMR (CDCl3) &: 1.90-2.45 (2H, m), 2.55-3.00 (5H, m), 4.60-5.10 (1H, m), 5.35-5.75
(2H, m). 6.90-7.05 (11, m), 7.20-7.85 (SH, m). 8.50-8.65 (11, m), 8.78 (1H, s).
40 [0412]
Example 2-2311LP
N-[(R)-Carbamoylpyridin-3-yimethyl|-N-[( R )-5-methoxyindan- | -yl]-4-methylthiazole-5-
carboxamide
RT(min.): 1.394
45  MS(ESI, m/z): 421.1347 (M-H)
'H-NMR (CDCly) 6: 1.65-1.79 (1H, m), 2.11-2.24 (1H, m), 2.59-2.85 (5H, m), 3.81 (3H, s),
4.67-4.80 (1H, m), 5.21-5.84 (31, m), 6.73-6.78 (1H, m), 6.85-6.91 (11, m), 7.33-7.40
(1H, m), 7.67 (111, d, J=8.6Hz), 7.94-8.00 (111, m). 8.58 -8.65 (211, m), 8.77 (1H, s).
[0413]
50 Example 2-232LP
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N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-7-chloroindan-1 -yl |benzamide
RT(min.): 2.034
MS(ESL m/z): 404.1175 (M-H)
'H-NMR (CDCls) 8: 2.28-2.40 (111, m). 2.55-2.72 (1H, m), 2.92-3.04 (11, m), 3.20-3.3
(1H, m), 4.49-4.61 (11, m), 5.08-5.88 (2H, m), 7.17-7.34 (4H. m), 7.43-7.68 (6H. m).
7.79-7.88 (1H, m), 8.50-8.55 (1H, m), 8.64-8.70 (1H, m).

[0414]
Example 2-233LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]|-N-|(R)-4-methylindan- 1 -yl |benzamide
RT(min.): 2.163
MS(ESL m/z): 384.1723 (M-H)
'H-NMR (CDCl3) 8: 1.71-1.89 (1H. m), 2.12-2.31 (4H, m), 2.47-2.86 (2H, m), 4.65-4.83
(1H, m), 5.26-6.48 (3H. m), 7.08-7.15 (1H, m), 7.20-7.30 (1H, m), 7.31-7.38 (1H, m),
7.40-7.50 (3H, m). 7.54-7.68 (3H, m), 7.92-8.00 (1H, m). 8.60 (1H, dd, J=1.5, 4.9Hz), B.65
(1H, d, J=2.3Hz).

[0415]
Example 2-234LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-4-methylindan- 1 -yl |nicotinamide
RT(min.): 1.303
MS(ESI, m/z): 385.1676 (M-HY
'H-NMR (CDCl3) 8: 1.70-1.84 (1H, m), 2.07-2.28 (4H, m), 2.47-2.83 (211, m), 4.71-4.89
(1H, m), 5.25-6.03 (3H, m), 7.10-7.16 (1H, m), 7.23-7.30 (1H, m), 7.34-7.42 (2H, m),
7.65-7.74 (1H, m), 7.85-8.05 (2H. m), 8.60-8.74 (3H, m), 8.82-8.89 (1H, m).

[0416]
Example 2-235LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-2-methyl-N-[( R)-4-methylindan-1 -yl |nicotinamide
RT(min.): 1.128
MS(ESL, m/z): 399.1831 (M-H)
'H-NMR (CDCls) 8: 1.62-1.77 (1H, m), 2.00-2.15 (1H, m), 2.22 (3H, 5), 2.44-2.97 (5H, m),
4.63-4.87 (11, m), 5.19-5.94 (3H. m), 7.09-8.23 (7H. m), 8.50-8.75 (3H, m).

[0417]
Example 2-236LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-4-methylindan-1 -yl |-4-methylthiazole-5-
carboxamide
RT(min.): 1.654
MS(ESL m/z): 405.1397 (M-HY
'H-NMR (CDCl;) 8: 1.67-1.80 (1H, m), 2.11-2.30 (4H, m), 2.51-2.83 (5H, m), 4.69-4.83
(1H, m), 5.28-5.93 (3H, m), 7.10-7.16 (1, m), 7.22-7.29 (1H, m), 7.33-7.39 (111, m),
7.59-7.65 (1H, m), 7.94-8.00 (1H, m), 8.57-8.65 (2H, m), 8.76 (1H, s).

[0418]
Example 2-237LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[{(R)-5-methylindan- 1 -vl|benzamide
RT(min.): 2.198
MS(ESI, m/z): 384.1725 (M-H)
'H-NMR (CDCls) 8: 1.71-1.87 (1H, m), 2.08-2.25 (1H, m), 2.35 (311, s), 2.57-2.86 (2H, m).
4.64-4.80 (1H, m), 5.17-6.47 (3H. m), 7.00-7.07 (1H, m), 7.10-7.17 (11L. m), 7.30-7.37
(1H, m), 7.40-7.49 (3H, m), 7.54-7.63 (2H. m), 7.65-7.72 (1H, m), 7.92-8.00 (1H, m),
8.56-8.68 (2H, m).

[0419]
Example 2-238LP
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N-[(R)-Carbamoylpyridin-3-vimethyl]|-2-methyl-N-[(R)-5-methylindan- 1 -yl |nicotinamide
RT(min.): 1.207
MS(ESI, m/z): 399.1832 (M-H)
'H-NMR (CDCls) 8: 1.60-1.74 (111, m), 2.00-2.12 (111, m), 2.35 (3H, s), 2.52-2.86 (511, m),
4.59-4.82 (1H, m), 5.16-5.89 (3H, m), 7.03 (1H, s), 7.10-7.18 (1H, m), 7.18-7.23 (1H, m),
7.32-7.43 (1H, m), 7.50-7.87 (2H, m), 7.95-8.20 (1H, m), 8.50-8.72 (3H, m).

[0420]
Example 2-239LP
N-[(R)-Carbamoylpyridin-3-ylmethy1]-N-[(R}-5-methylindan-1-yl]-4-methylthiazole-5-
carboxamide
RT(min.): 1.695
MS(ESI, m/z): 405.1396 (M-H)
"H-NMR (CDCls) 8: 1.65-1.78 (1H, m), 2.09-2.22 (1H, m), 2.36 (3H, ). 2.60-2.83 (5H, m),
4.67-4.81 (1H, m), 5.27-5.91 (3H, m), 7.05 (1H, s), 7.12-7.17 (1H, m), 7.33-7.39 (1H, m),
7.66 (1H, d, J=7.9Hz), 7.94-8.00 (111, m), 8.58-8.61 (1H, m), 8.62 (1H, dd, J=1.5, 4.8H1z),
8.77 (1H, s).

[0421]
Example 2-240LP
N-|(R)-Carbamoylpyridin-3-yImethyl]-N-[( R)-6-methylindan-1-yl [benzamide
RT(min.): 2.168
MS(ESI, m/z): 384.1725 (M-H)
'H-NMR (CDCl) 8: 1.72-1.87 (1H, m), 2.07-2.23 (1H, m), 2.42 (3H, s), 2.55-2.84 (2H. m).
4.66-4.78 (1H, m), 5.28-6.30 (3H, m), 7.06-7.14 (2H, m), 7.31-7.36 (1H, m), 7.42-7.50
(3H, m), 7.55-7.65 (3H, m), 7.90-8.00 (1H, m), 8.59 (1H, dd, J=1.6, 5.0Hz), 8.64 (1H, d,
J=2.3Hz).

[0422]
Example 2-24]1LP
N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[(R)-6-methylindan-1-yl |nicotinamide
RT(min.): 1.328
MS(ESI, m/z): 385.1678 (M-H)
"H-NMR (CDCl3) 6: 1.67-1.82 (1H, m), 2.06-2.18 (1H, m), 2.42 (3H, s), 2.53-2.83 (2H, m),
4.70-4.85 (1H, m), 5.28-5.95 (3H, m), 7.06-7.16 (2H, m), 7.33-7.44 (2H, m), 7.64-7.70
(1H, m), 7.88-8.04 (2H, m), 8.60-8.75 (3H, m), 8.84-8.91 (1H, m).

[0423]
Example 2-2421L.P
N-[(R)-Carbamoylpyridin-3-ylmethyl]-2-methyl-N-[(R)-6-methylindan-1 -yl |nicotinamide
RT(min.): 1.141
MS(ESL m/z): 399.1833 (M-H)
TH-NMR (CDCl3) 8: 1.60-1.75 (1H, m), 1.98-2.12 (1H, m). 2.41 (3H, ), 2.50-2.90 (5H, m),
4.62-4.80 (1H, m), 5.15-5.87 (3H. m), 7.05-7.15 (2H, m), 7.17-7.24 (1H, m), 7.32-8.22
(4H, m), 8.50-8.74 (3H, m).

[0424]
Example 2-243LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-6-methylindan-1-yl|-4-methylthiazole-5-
carboxamide
RT(min.): 1.648
MS(ESI, m/z): 405.1398 (M-H)
'H-NMR (CDCl3) 8: 1.66-1.78 (1H, m), 2.09-2.21 (1H, m), 2.41 (3H, s), 2.59-2.82 (5H, m),
4.67-4.81 (1H, m), 5.27-5.86 (3H, m), 7.08-7.15 (2H, m), 7.33-7.39 (111, m), 7.55-7.60
(1H, m), 7.94-8.00 (1H. m), 8.58-8.64 (2H, m), 8.77 (1H, s).
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[0425]
Example 2-2441.P
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-4-fluoro-6-methylindan-1-y1]-2-
methylnicotinamide
RT(min.): 1.471
MS(ESL, m/z): 417.1740 (M-HY
'H-NMR (CDCl:) 8: 1.61-1.78 (1H, m), 2.03-2.13 (1H, m), 2.33-2.88 (8H, m), 4.63-4.81
(1H. m), 5.14-5.84 (3H, m), 6.81 (1H, d, J=9.9Hz), 7.18-7.24 (1H, m), 7.32-8.23 (4H. m),
8.52-8.76 (3H, m).

[0426]
Example 2-245LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-| (R )-4-fluoro-6-methoxyindan-1-y1]-2-
methylnicotinamide
RT(min.): 1.445
MS(ESI, m/z): 433.1691 (M-H)
'H-NMR (CDCls) 6: 1.61-1.77 (1H, m), 2.00-2.13 (1H, m), 2.43-2.87 (5H. m), 3.78-3.93
(3H. m), 4.63-4.83 (1H, m), 5.14-5.75 (3H, m), 6.56 (1H, dd, J=1.7, 10.5Hz), 7.18-7.24
(1H, m), 7.31-8.21 (4H, m), 8.52-8.75 (3H, m).

[0427]
Example 2-246LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl1]-2.6-
dimethylnicotinamide
RT(min.): 1.520
MS(ESL mvz: 4511355 (M-H)
'H-NMR (CDCl3) 8: 1.64-1.81 (1H, m), 2.03-2.15 (1H, m), 2.47-3.17 (8H. m), 4.58-4.98
(1H, m), 5.25 (1H, t, J=8.7Hz). 5.32-5.78 (21L. m), 6.85-7.13 (211, m), 7.33-7.79 (3H, m),
7.94-8.16 (1H, m), 8.60-8.72 (2H., m).

[0428]
Example 2-2471LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-6-chloro-4-fluorcindan-1-yl]-2-
isopropoxybenzamide
RT(min.): 2.925
MS(ESI, m/z): 480.1508 (M-H)
'H-NMR (CDCl3) 8: 1.38-1.49 (6H, m), 1.71-1.97 (1H, m), 2.14--2.37 (1H. m), 2.50-2.97
(21, m), 4.62-4.79 (2H. m), 5.26-6.18 (311. m), 6.92-7.08 (3H. m), 7.18-7.47 (31, m)
7.56-7.63 (1H, m), 7.87-8.10 (1H, m), 8.54-8.67 (1H, m), 8.72-8.83 (1H, m).

[0429]
Example 2-248LP
N-[(R)-Carbamoylpyridin-3-yimethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-(2-
hydroxyethoxy)benzamide
RT(min.): 2.232
MS(ESL m/z): 482.1302 (M-H)
'H-NMR (CDCl;) 8: 1.55-1.83 (1H, m), 1.98--2.37 (1H, m), 2.44-2.88 (2H, m), 3.89-4.41
(4H.m), 4.61-4.79 (1H, m), 5.22-5.69 (3H. m), 6.94-7.13 (3H, m), 7.31-7.46 (3H. m),
7.50-8.07 (2H, m), 8.48-8.69 (1.4H, m). 9.12-9.23 (0.6H, m).

[0430]
Example 2-2491P
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-chloro-4-{luoroindan-1-y1]-2,5-
dimethylnicotinamide
RT{(min.): 2.675
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MS(ESIL, m/z): 450.1399 (M-H)
"H-NMR (CDCl3) 8: 1.35-1.83 (1H, m), 1.93-2.13 (1H, m), 2.30-3.16 (811, m), 4.52-4.97
(1H, m), 5.21 (t, 1H, J=8.7Hz), 5.31-5.60 (2H, m), 6.84-7.03 (1H, m), 7.24-7.61 (6H, m),
7.71-7.84 (11, m), 8.34-8.43 (111, m).

[0431)
Example 2-250LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-|(R)-6-chloro-4-fluoroindan-1-yl]-2,5-
dimethylnicotinamide
RT(min.): 1.746
MS(ESI, m/z): 451.1354 (M-HY
"H-NMR (CDCl5) 8: 1.65-1.81 (1H, m), 2.00-2.16 (1H, m), 2.26-2.39 (3H, m), 2.47-3.21
(5H. m), 4.58-4.97 (1H, m), 5.24 (t, 1H, J=8.71z), 5.32-5.78 (2H, m), 6.87-7.05 (1H, m),
7.21-7.80 (3H, m), 7.95-8.17 (1H, m), 8.35-8.45 (1H, m), 8.54-8.72 (2H, m).

[0432]
Example 2-251LP
N-[(R)-Carbamoylphenylmethyl]-N-[(R)-6,7-dihydro-5H-[ 1 |pyrindin-5-y| |benzamide
RT(min.): 0.978
MS(ESI, m/z): 370.1559 (M-H)
'H-NMR (CDCl;) 6: 1.68-1.91 (1H, m), 2.05-2.21 (1H, m), 2.65-2.98 (2H. m), 4.52-4.67
(1H, m), 5.20-5.80 (3H, m), 7.31-7.66 (11H, m), 8.20-8.55 (2H, m).

|0433]
Example 2-251HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-6,7-dihydro-5H-[ I |pyrindin-5-yl|benzamide
RT(min.): 0.811
MS(ESI, m/z): 370.1551 (M-H)
'H-NMR (CDCls) 8: 2.41-2.62 (1H, m), 2.65-3.00 (2H, m), 3.10-3.31 (1H, m), 4.37-4.53
(1H, m), 5.31-5.82 (3H, m), 6.65-6.73 (1H, m), 6.80-6.98 (1H, m), 7.24-7.64 (10H, m),
8.33 (1H, d, J=4.4Hz).

[0434]
Example 2-252M
N-[(RS)-Carbamoylphenylmethyl|-N-[(SR)-5-chloro-7-fluoro-2,3-dihydrobenzofuran- 3-
vl]benzamide
RT(min.): 3.489
MS(ESL m/z): 423.0914 (M-H)
'H-NMR (CDCl;) 6: 3.60-4.41 (2H, m), 5.20-5.88 (4H, m), 6.91-6.99 (1H, m), 7.15-7.68
(11H, m).

[0435]
Example 2-253M
N-(Carbamoylphenylmethyl)-N-[(R)-3.3-dimethylindan-1-yl |benzamide
RT(min.): 3.623
MS(ESI, m/z): 397.1920 (M-H)
'H-NMR (CDCl5) 8: 0.94 (2H, ), 1.02 (1H, 5), 1.19 (2H, ), 1.45 (1H, s), 1.64-1.73 (0.67H.,
m), 1.83-1.92 (0.67H, m), 2.19-2.29 (0.33H, m), 2.47-2.59 (0.3311, m), 4.52 (0.33H, s).
4.68 (0.67H. s), 5.25-6.10 (3H, m), 6.68 (0.33H, d, J=7.5Hz), 6.81-6.87 (0.33H, m), 7.10-
7.66 (12.67H, m), 7.96 (0.67H, d, J=7.5Hz).

[0436]
Example 2-254M
N-(Carbamoylphenylmethyl)-V-(3-methylindan-1-yl)benzamide
RT(min.): 3.483
MS(ESI, nv/z): 383.1767 (M-H)
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'H-NMR (CDCl) &: 1.00-1.43 (3H. m), 1.67-3.21 (3H. m), 4.50-4.63 (0.3H. br), 4.7
(0.7H, br s). 5.20-6.16 (3H. m), 6.68-8.10 (14H, m).
[0437]
Example 2-255M
N-(Carbamoylphenylmethyl)-N-[(R)-4-methoxyindan- 1 -yl |benzamide
RT(min.): 3.203
MS(ESI, m/z): 399.1708 (M-H)
RT(min.): 3.259
MS(ESI, m/z); 399.1715 (M-HY
'H-NMR (CDCl3) 8: 1.65-3.15 (4H. m), 3.80 (1.4H. s). 3.81(1.6H. s). 4.45-4.75 (1H. m).
5.35-6.90 (4H, m), 7.20-8.15 (12H, m).
[0438]
Example 2-256M
N+(Carbamoylphenylmethyl)-N-(3.3-difluoroindan- 1 -vl)benzamide
RT(min.): 3.180
MS(ESIL, m/z): 405.1431 (M-HY
RT(min.): 3.229
MS(ESL mvz): 405.1432 (M-HY
'H-NMR (CDCl;) 8: 2.16-3.46 (211, m), 4.20-4.55 (111, m). 4.93-5.84 (3H, m), 6.64-7.11
(1H, m), 7.17-7.72 (12H, m), 7.90-8.17 (1H, m).
[0439]
Example 2-257M
N-(Carbamoylpyridin-3-ylmethyl)-N-|(R)-7-fluorolindan-1-yl |nicotinamide
RT(min.): 0.759
MS(ESL m/z): 389.1434 (M-H)
"H-NMR (CDCl3) 8: 2.08-2.24 (0.5H, m), 2.42-3.40 (3.5H, m), 4.30-4.41 (0.5H, m), 4.56-
4.80 (0.5H, m), 5.24-5.86 (2.5H, m). 6.43-6.53 (0.51, m), 6.88-7.48 (4.5H, m), 7.80-8.01
(3H. m). 8.45-8.92 (3.5H, m).
[0440]
Example 2-258M
N-(Carbamoylpyridin-3-ylmethyl)-N-|(R)-7-fluorolindan-1-y1|-4-methylthiazole-5-
carboxamide
RT(min.): 1.046
MS(ESI, m/z): 409.1141 (M-HY
RT(min.): 1.166
MS(ESI, m/z): 409.1146 (M-HY
‘H-NMR (CDCls) &: 2.08-2.22 (0.6H, m), 2.42-3.40 (6.4H, m), 4.32-4.37 (0.4H, m), 4.58-
4.80 (0.6H, m), 5.32-5.88 (2.6H, m), 6.40-6.48 (0.4H, m), 6.88-7.40 (4H, m), 7.80-7.98
(1.4H, m), 8.46-8.62 (1.6H. m), 8.80 (0.4H, s), 8.82 ((.6H, s).
[0441]
Example 2-259M
N-(Carbamoylpyridin-3-vlmethyl)-N-[(R)-7-chlorolindan- 1 -yl |nicotinamide
RT(min.): 0.838
MS(ESL, m/z): 405.1122 (M-HY
RT(min.): 1.016
MS(ESL m/z: 405.1126 (M-HY
"H-NMR (CDCl;) 8: 2.27-2.49 (4H, m). 4.18-4.26 (0.4H. m), 4.53-4.64 (0.6H, m), 5.18-
5.70 (2.6H. m), 6.70-6.78 (0.4H, m), 7.08-7.51 (5H, m), 7.75-8.11 (2.4H, m), 8.43-8,93
(3.611, m).



10

15

30

40

82

[0442]
Example 2-260HP
2-Amino-N-[(§)-carbamoylphenylmethyl |-N-[( R )-6-chloro-4-fluoroindan-1 -
yl]nicotinamide
RT(min.): 2.295
MS(ESI, m/z): 437.1187 (M-HY
'H-NMR (CDCl3) &: 2.50-2.85 (3H, m), 2.95-3.20 (1H. m), 4.25-4.55 (1H., m), 5.20-5.65
(4H, m), 6.10-6.35 (1H, m), 6.67 (1H. dd. J=5.0, 7.3Hz), 6.81 (1H, dd, J=1.3, 8.5Hz), 7.20-
7.40 (6H, m), 7.47 (1H, dd, J=1.8. 7.2Hz), 8.13 (1H. dd, J=1.8.
5.0Hz).

[0443]
Example 3-1
N-[(R)-Carbamoylphenylmethyl]-2-hydroxy-N-| ( R)-6-trifluoromethylindan-1-
yl]benzamide

[0444]

To a solution of (R)-6-trifluoromethylindan-1-ylamine (0.06g) in methanol (1mL)
was added benzaldehyde (0.032g), and the mixture was stirred for 20minutes under reflux.
The reaction mixture was allowed to cool to room temperature. To the mixture were added
acetylsalicylic acid (0.054g) and 4-phenyleyclohexen-1-ylisocyanide (0.055g). The
mixture was stirred overnight under reflux, then allowed to cool to room temperature, and
concentrated under reduced pressure. To the obtained residue were added tetrahydrofuran
(2mL), water (6ul.) and a solution of 4mol/L. hydrogen chloride in 1,4-dioxane (225ul.).
and the mixture was stirred for 3hours at room temperature. To the reaction mixture were
added water and a saturated aqueous solution of sodium bicarbonate, and the crude product
was extracted with ethyl acetate. The organic layer was washed with water and brine, and
dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure,
and the residue was purified by silica gel column chromatography (eluent: ethyl acetate / n-
hexane = 55/45 1o 75/25 to 100/0) to afford 2-{ N-[(X)-carbamoylphenylmethyl]-N-[( R)-6-
trifluoromethylindan-1-yljcarbamoyl} phenyl acetate as low polarity product. The product
was passed through aminopropyl silica gel column chromatography (eluent: methanol /
ethyl acetate = (/100 to 35/65) to afford the title compound (0.039¢g). The structural
formula is shown in Table 29.

[0445]

RT(min.): 3.397
MS(ESL m/z): 453.1431 (M-H)
'H-NMR (CDCl3) 8: 1.67-2.33 (2H, m), 2.61-3.00 (2H, m), 4.29-6.00 (4H, m), 6.89-6.95
(1H, m), 7.01-7.07 (1H, m), 7.22-7.57 (9H, m), 8.13 (1H, s). 8.67-8.86 (1H, m).
[0446]
Example 3-2 10 3-3

Examples 3-2 to 3-3 were synthesized in a manner similar to that of Example 3-1
by using the corresponding starting materials. The spectrum data of Examples 3-2 to 3-3
are shown as follows, and the structural formulae are showr in Table 29,

[0447]

Example 3-2
N-[(R)-Carbamoylphenylmethy![-N-[(R)-6-cyanoindan-1-yl]-2-hydroxybenzamide
RT(min.): 2.837

MS(ESL m/z): 410.1510 (M-HY

'H-NMR (CDCl3) 8: 1.48-1.99 (2H, m), 2.61-3.07 (2H, m), 4.40-6.21 (411, m), 6.90-6.97
(1H, m). 7.00-7.07 (1H, m), 7.22-7.65 (911, m), 8.15 (1H, s). 8.50-8.94 (1H, br).
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N-|(R)-Carbamoylphenylmethyl|-N-[(5)-5-fluoro-2.3-dihydrobenzofuran-3-yl{-2-
hydroxybenzamide
RT(min.): 2.721
MS(ESI, m/z): 405.1253 (M-H)
'H-NMR (CDCls) &: 4.02-5.00 (2H, m), 5.45-5.75 (3H. m), 6.70-6.78 (111, m), 6.90-6.99
(2H, m), 7.02-7.08 (1H, m), 7.23-7.30 (1H, m), 7.33-7.65 (8, m), 8.73 (11, br).
[0455]
Example 4-4
N-[(R)-Carbamoylphenylmethyl]-N-[(S5)-3.7-difluoro-2.3-dihydrobenzofuran-3-yl|-2-
hydroxybenzamide
RT(min.): 2.910
MS(ESI, m/z): 423.1162 (M-HY
"H-NMR (CDCl3) 8: 3.70-4.40 (2H, m), 5.38-5.88 (3H, m), 6.73-6.83 (1H, m). 6.91-6.97
(1H, m), 7.02-7.07 (1H, m), 7.25-7.31 (2H, m), 7.34-7.68 (7H, m), 8.70 (1H, br).
[0456]
Example 4-5
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide
RT(min.): 2.155
MS(ESI, m/z): 438.1031 (M-H)
"H-NMR (CDCLy) 8: 1.70-2.38 (2H, m), 2.53-2.94 (2H, m), 4.43-5.10 (1H, m), 5.27-6.41
(3H, m), 6.88-7.04 (3H, m), 7.28-7.35 (2ZH, m), 7.39 (1H, dd, J=4.8, 7.9Hz), 7.50-7.55 (1H,
m), 7.86-8.07 (1H, m), 8.62 (1H, dd. J=1.5, 4.8Hz), 8.69-8.86 (1H, m), 8.89-9.79 (1H. m).
|0457]
Example 4-6
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloroindan- 1 -y1]-2-hydroxybenzamide
RT(min.): 1.984
MS(ESI, m/z): 420.1128 (M-H)
'H-NMR (CDCls) 8: 1.67-1.87 (1H, m), 2.00-2.38 (1H, m), 2.54-2.86 (2H, m), 4.57-4.98
(1H, m), 5.30-6.35 (3H. m), 6.87-7.02 (2H, m), 7.13 (1H, d, J=8.0Hz), 7.22-7.42 (4H, m),
7.70 (1H, br s), 7.96-8.06 (1H, m), 8.57-8.64 (1H, m), 8.66-8.72 (1H. m). 8.81-9.76 (1H,
br).
[0458]
Example 4-7
N-[(R)-Carbamoylpyrimidin-5-yvImethyl}-N-[(R)-6-chloro-4-fluoroindan- | -y1]-2-
hydroxybenzamide
RT(min.): 2.463
MS(ESI m/z): 439.0998 (M-H)
'H-NMR (DMSO-dg) 8: 1.25-2.96 (4H, m), 4.64-5.61 (211, m). 6.72-7.79 (811, m), 8.64-
8.93 (2H, m), 9.01-9.26 (1H, m), 10.09-10.49 (1H, m).
[0459]
[:xample 4-8
N-[(R)-Carbamoylpyrazin-2-ylmethyl |-N-[( R)-6-chloro-4-fluoroindan-1-vl]-2-
hydroxybenzamide
RT(min.): 2.691
MS(ESI, m/z): 439.0998 (M-H)
'MI-NMR (CDCl5) 6: 1.88-2.02 (1H, m), 2.45-2.98 (3H, m), 4.80-4.96 (11, m), 5.52-5.94
(2H. m), 6.94-7.07 (3H. m), 7.34-7.43 (31, m). 7.86-8.28 (1H, m), 8.51-8.54 (1H, m),
8.60-8.64 (1H, m), 8.88 (1H, s), 9.22 (1H, s).
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[0460]

Example 4-9
N-[(R)-Carbamoylphenylmethyl]-N-|(R)-6-chloro-4-[luoroindan-1-y1]-2-hydroxy-3-
methylbenzamide

RT(min.): 3.811

MS(ESI, m/z): 451.1236 (M-H)

'H-NMR (CDCl3) 8: 1.67-2.22 (2H, m), 2.30 (3H, s), 2.49-2.62 (1H, m), 2.63-2.94 (1H, m),
4.46-4.91 (1H, m), 5.28-5.95 (3H, m), 6.82 (1H, t, J=7.6Hz), 6.91-7.06 (1H, m), 7.18-7.25
(2ZH, m), 7.34-7.52 (5H, m), 7.61-7.71 (1H, m), 8.60-8.95 (1H, br).

[0461)

Example 5-1
2-Amino-N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-trifluoromethylindan-1-yl|benzamide

[0462]

To a solution of (R)-6-trifluoromethylindan-1-ylamine (0.06g) in methanol (1mlL)
was added benzaldehyde (0.032g), and the mixture was stirred for 20minutes under reflux.
The reaction mixture was allowed to cool to room temperature. To the mixture were added
2-nitrobenzoic acid (0.049¢) and 4-phenyleyclohexen-1-ylisocyanide (0.055g). The
mixture was stirred overnight under reflux, then allowed to cool to room temperature, and
concentrated under reduced pressure, To the obtained residue were added tetrahydrofuran
(2ZmL), water (6ulL) and a solution of 4mol/L hydrogen chloride in 1.4-dioxane (225uL).
and the mixture was stirred for 3hours at room temperature. To the reaction mixture were
added water and a saturated aqueous solution of sodium bicarbonate, and the crude product
was extracted with ethyl acetate. The organic layer was washed with water and brine, and
dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure,
and the residue was purified by silica gel column chromatography (eluent: ethyl acetate / n-
hexane = 55/45 to 75/25 to 100/0) to afford N-[(R)-carbamoylphenylmethyl|-2-nitro-N-
[(R)-6-trifluoromethylindan-1-yl|benzamide. To N-[(R)-carbamoylphenylmethyl]-2-nitro-
N-|(R)-6-trifluoromethylindan-1-yl [benzamide (0.030g) were added ethanol (2ml.) and
10% palladium carbon (0.030g) at room temperature, and the mixture was stirred for
4hours under hydrogen atmosphere. The catalyst was removed by filtration, and the filtrate
was concentrated under reduced pressure. The residue was purified by aminopropyl silica
gel column chromatography (eluent: ethyl acetate / n-hexane = 45/55 to 65/35) to afford
the title compound (0.015g). The structural formula is shown in Table 32.

[0463]

RT(min.): 3.695

MS(ESI, m/z): 452.1591 (M-H)

'H-NMR (CDCl3) 8: 1.63-1,86 (1H, m), 2.00-2.25 (1H, m), 2.50-2.88 (2H, m), 4.29-4.74
(3H, m), 5.15-5.73 (3H, m), 6.67-6.80 (2H, m), 7.12-7.57 (9H, m), 8.17-8.29 (1H. br).

[0464]

Example 5-2
2-Amino-N-[(R)-carbamoylphenylmethyl|-N-[(R)-6-cyanoindan-1-vl|benzamide

The title compound was synthesized in a manner similar to that of Example 5-1 by
using the corresponding starting material, The spectrum data of the title compound is
shown as follows, and the structural formula is shown in Table 32,

[0465]

RT(min.): 3.124

MS(ESI, m/z): 409.1668 (M-H)

'H-NMR (CDCl3) 8: 1.59-1.82 (1H, m), 1.91-2.22 (1H, m), 2.48-2.90 (2H, m), 4.22-5.80
(6H, m), 6.64-6.88 (21, m), 7.12-7.62 (9H, m), 8.13-8.34 (1H, m).
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[+66]
Example 6-1
2-Anmine-V-{{R)-carbamoviphenyimethy [-N-| i - L 6-difluoroindan- E-y Hbenzamide

[0467]

Lo solution of (R-Lo-ditluoreindan-1 -y famine hyvidrochionde (0.132) in
methanol ¢ 1.omI ) were added benzaldehyvde (67myp s and iriethylumine (63dme). and the
mixture was stirred lTor Zhours at 60°C. The reaction mixture was allowed o cool to room
temperature, Do the mixtare were added 2-nitrobenzoie acid (L1120 and 4-
phens levelonexen: T-yvitsocvanide (0.1 2g), The minture was stirred tor 15hours at 60°C,
and concentrated under reduced pressure. The obtained residue wias suspended in
tetrnhydroturan (3. 2ml) and water (1300 ) and a solizion of dmolfd. hvdrogen chioride in
[ d-dioxane (347w were added. The minture was stimad for 2hours at room iemperatiire.
1o the reaetion mixure were added a satirated aquenus solutiont of fodium bdicarbonate
and dichloromethane. and the formed two-laver mixture was stirred vigorously, The
organic kiver was separated by INOLUTE Gregistered frademark) Phase Separator, and
concentrated under reduced pressure. The residue was puritied by silica gel columin
chromatography teluent: ethy] acetate - w-hexane = 3545w 762240 w atTord N-[(R)-
carbamoyviphenyimethyl |-AN-[ ¢ R)--La-diueroindan- 1=y []-2-nnrabenzamide (0,160, A
mixture ot V-f{ Ri-carbamoyiphenyiniethyv - Y-t R )-L6-difluoreindan-1-v1 |- 2-
nitrohenzamide (01621, 10%s palladium carbon ( 16my i and tetraby droturan (3.5ml 3 was
strredd vigorousty for [8lwars 2t room temperature under hydrogen atmosphere. 1 he
catalyst was removed by filtraton through a pad of Celite. end the liltraie wis coneentrated
under reduced pressure. The restdue was puritied by sihica gel columm chromatography
tehient: et ] acetate - a-hexane - 33:47 10 7426 to attord the titde compound (0. 11y,
The structural formnla 1s shown in Table 33,

J0468|
RTtmin.): 3462
MSE{ESL misz): 420,153 (M-HY
TENAMR (CDCLy 6: 1.30-2.85 (81, b, 430473 (1L m). 3.20-53.63 (311 m). 6.60-6.80
(3PE mb FU15-7.25 (211 my). 7.30-7.60 (6 L m).

(0469]

Example 6-2 10 63

Fxumples 6-2 1o 6-3 were svathesized moa manner simifar w that of Example -1
by using the corresponding starting materials. The speetrum data ot Lxanples 6-2 10 6-3
are shown as iellows, and the stucwrol vmulae are shows i Fables 33 and 34

[O471
Example 6-2
2-Amino- N R)-carhamoyviphenvimethyvii-N- |t R)-0-chloro-d-tluoreindan- L -3 | henzanmde
RTimin.: 3.604
MSEESL midzy 36,1232 (M-HY
TINMR (CDC 8 LA3S-1.85 (31 may L2 23 (1L m), 2.40-2.60 (1H. m), 2.60-2,80
(1HL oy, L30-4.75 (TH, mY S 30-570 (31 o 60056 R0 2 H Ly, o 8705 11THL ma,

7 1S5-7.25 Q21L mo. 7.20-7.660 (3, . 763785 c L .
|0471]
Example 6-3
2= Amino- N=o-carbasnes iphenvleethivi ] V[ S-3-chlora-2 3-dthvdrobenzoturan-3-
vl[benzamde
RT(min.y: 3.239
MSESL my2) 4200017 (M-
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ethyl acetate / methanol = 100/0 to 85/15) to afford the title compound (0.019g). The
structural formura is shown in Table 34,

[0476]
RT(min.); 2.832
MS(ESI, m/z): 429.1823 (M-HY
'H-NMR (CDClz) &: 1.65-1.82 (1H, m), 1.97-2.13 (1H. m), 2.40-2.74 (3H, m), 3.90-4.00
(2H, m), 4.16-4.32 (2H, m), 4.67 (1H, br s), 5.34-5.90 (3H, m), 6.82-6.91 (1H, m). 7.04-
7.10 (1H, m), 7.32-7.68 (11L1, m),

[0477]
Example 8-1
N-[(R)-Carbamoylphenylmethyl|-N-[(R)-6-cyclopropyl-4-fluoroindan- 1 -yl |benzamide

[0478]

To a solution of (R)-N-[(R)-6-cyclopropyl-4-fluoroindan-1-yl|-zert-
butansulfinamide (0.03g) in methanol (1mL) was added a solution of 4mol/I. hydrogen
chloride in 1.4-dioxane (35ul.) at room temperature, and the mixture was stirred for 3hours
at same temperature. The reaction mixture was concentrated under reduced pressure. A
mixture of the obtained residue, triethylamine (14pl) and benzaldehyde (0.011g) in
methanol (2mL) was heated under reflux for 0.5hours. The reaction mixture was allowed
to cool to room temperature. Benzoic acid (0.013¢g) and 4-phenyleyclohexen-1-
vlisocyanide (0.019g) were added, and the mixture was heated for 2days under reflux, The
reaction mixture was concentrated under reduced pressure. To the residue was added
tetrahydrofuran (ZmlL) to dissolve. To the mixture were added water (3ul.) and a solution
of 4moV/I. hydrogen chloride in 1.4-dioxane (75uL), and the mixture was stirred for Thour
at room temperature. To the reaction mixture were added water and a saturated aqueous
solution of sodium bicarbonate, and the crude product was extracted with ethyl acetate.
The organic layer was washed with water and brine, and dried over anhydrous magnesium
sulfate. The solvent was removed under reduced pressure, and the residue was purified by
silica gel column chromatography (eluent: ethyl acetate / n-hexane = 55/45 to 75/25 to
100/0) to afford the title compound (0.006g). The structural formula is shown in Table 34.

[0479]

RT(min.): 3.848

MS(ESL m/z): 427.1832 (M-H)

"H-NMR (CDCl3) &: 0.72-1.07 (4H.m), 1.66-1.79 (1H, m), 1.90-2.12 (2H. m), 2.42-2.87
(2H, m), 4.63 (1H, br s), 5.28-5.86 (3H, m), 6.64-6.74 (1H. m), 7.29-7.63 (11H, m).

[0480]

Example 8-2
N-|(R)-Carbamoylphenylmethyl]-N-|{(R)-4-fluoro-6-vinylindan-1-yi]benzamide

The title compound was synthesized in a manner similar to that of Example 8-1 by
using the corresponding starting material. The spectrum data of the title compound is
shown as follows, and the structural formula is shown in Table 34.

[0481]

RT(min.): 3.712
MS(ESL nvz): 413.1676 (M-H)
"H-NMR (CDCl;) 8: 1.68-1.84 (11, m), 2.00-2.14 (1H, m), 2.44-2.88 (2H, m), 4.60-4.73
(1H, m), 5.21-5.96 (5H, m), 6.76 (1H, dd, J=11.0, 17.2Hz), 6.96-7.04 (1H, m), 7.32-7.65
(10H. m), 7.89 (1H, br s).
[0482]
Example 9
N-[(R)-Carbamoylphenylmethy! |-N-|(R)-6-cthyl-4-fluoroindan- 1 -yl [benzamide
[0483]
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To a solution of N-[(R)-carbamoylphenylmethyl]-N-[(R)-4-fluoro-6-vinylindan-1-
yl)benzamide (0.04g, Example 8-2) in tetrahydrofuran (1ml.) was added 10% palladium
carbon (0.01g) at room temperature, and the mixture was stirred for 3hours under hydrogen
atmosphere. The catalyst was removed by filtration, and the filtrate was concentrated under
reduced pressure. The residue was purified by silica gel column chromatography (eluent:
ethyl acetate / n-hexane = 55/45 to 75/25 to 100/0) to afford the title compound (0.030g).
The structural formula is shown in Table 34.

[0484]

RT(min.): 3.803

MS(I:SI, m/z): 415.1832 (M-H)

'H-NMR (CDCl3) &: 1.28 (3H, 1. J= 7.6Hz), 1.69-1.91 (1H, m), 2.00-2.16 (1H, m), 2.44-
2.87 (41, m), 4.66 (1H, br ), 5.26-5.93 (3H, m), 6.80 (1H, d, J=9.811z), 7.32-7.66 (11H,
m).

[0485]

Example 10
N-[(R)-Carbamoylphenylmethyl|-V-[(R)}-4.6-difluoroindan-1-yljterephthalamidie acid

[0486]

To a solution of N-[(R)-carbamoylphenylmethyl]-¥-[(R)-4.6-difluoroindan-1-
ylJterephthalamidic acid benzyl ester (0.068g, Example 2-621.P) in tetrahydrofuran (ZmlL.)
was added 10% palladium carbon (0.02g) at room temperature, and the mixture was stirred
for 2hours under hydrogen atmosphere. The catalyst was removed by filtration. and the
filtrate was concentrated under reduced pressure. The residue was purified by silica gel
column chromatography (eluent: ethyl acctate / methanol = 100/0 to 80/20) to atford the
title compound (0.032g). The structural formula is shown in Table 34.

[0487]
RT(min.): 3.057
MS(ESL m/z): 449.1322 (M-HY
'H-NMR (DMSO-dg) 8: 1.11-1.28 (1H. m), 1.88-2.08 (1H, m), 2.43-2.64 (1, m), 2.75-2.94
(1H, m), 4.96-5.08 (111. m), 5.37 (1H, br 5), 6.88-6.98 (1H, m), 7.21-7.62 (10H, m), 7.99-
8.12 (2H. m), 13.08-13.33 (1H, br).

[0488]
Example 11
N-[(R)-Carbamoylphenylmethyl]-N-[( R)-6-chloro-4-fluoroindan-1-y1]-2-
methoxynicotinamide

[0489]

To a solution of (R)-6-chloro-4-fluoroindan-1-ylamine hydrochloride (0.33g) in
methanol (7.5mL) were added benzaldehyde (0.16g) and tricthylamine (0.15g), and the
mixture was stirred for 1hour at 65°C. The reaction mixture was allowed to cool to room
temperature. To the mixture were added 2-methoxynicotinic acid (0.24g) and 4-
phenyleyclohexen-1-ylisocyanide (0.27g). The mixture was stirred for 23hours at 65°C,
and the reaction mixture concentrated under reduced pressure. The obtained residue was
suspended in tetrahydrofuran (7.5mL), and water (30ul) and a solution of 4mol/L.
hydrogen chloride in 1,4-dioxane (1.1mL) were added. The mixture was stirred for 1hour
at room temperature. To the reaction mixture were added a saturated aqueous solution of
sodium bicarbonate and dichloromethane, and the formed two-layer mixture was stirred
vigorously. The organic layer was separated by ISOLUTE (registrated trademark) Phase
Separator. and concentrated under reduced pressure. The residue was purified by silica gel
column chromatography (eluent: ethyl acetate / n-hexane = 64/36 to 85/15) to afford the
crude product, The crude product was purified by aminopropyl silica gel column
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chiromatography (ciuent: ethyt acetate 7 a-hexane == 3842 to HHI0) to wiiord the tide
compeund (0. 200, The siracturad forsaudi s shiown i Fable 34,
[ -390}
RTmin. ) 2,409
MSCESE mize 4520182 0MHY
TH-NMR ACDCLy o 170-5.10 (4L m), 3933110 (31, my 4 SMia 1 o3 my, 6802710
(2HL m, 7.30-7.90 ¢ 7H ), 8 20-8.50 ¢ L mo,

|04
bxample 12
A-[R-Carbamaoy [pynidin-3-vimaethvlj- V- R -6-chlibro-4-fluoromdan- 1 -y |- 2-
methyinmeotinamide

J492)

T asolution of (R)-p-chlore-4-tluoreindan- -y lannne hy drochjoride (i0amg m
methanal (2.3ml0 were added 3-pyridinecarboxaldehyde (30mg) and tricthyTamine (47mig).
and the mixture was stirred 1or 2hours af 039C, The reaction mixture was atlowed o cool to
roven temperature. and W the mixtore were added Z-methy imeotinie acid (b7my and -
phenyleselobexen-1-ylisocyanide (§35mg) The mivture was stirred for Shours at 05°C, und
the reaction mixture was correentrated under reduced pressure. The obtained residoee was
suspended in tetraby drotoran 2 3mb y and water (9ull) and a selution of dmob] hvdrogen
chloride in 1 4-diesane (0. 4omiy were added. The nuxture was stivred o Thour at eoom
temperature. To the reaction mixture were added o sanirmed agquens solution of sodiam
brcarbonate and dichloromethane. and the lormed two-laver mnvture was stirred vigorously,
The organic laver was separated by ISOLUTE {registrated trademark ) Phuse Separator, and
concentrared under reduced pressure. The residue was puritfied by aminoprops | silicn ol
column chromatographs (eluent: methanol 7 ethad acetate (10010 9791 ) to atiord
mixture of diustereomers. Fhe mixture was purified by preparative reverse phase liguid
cirromategraphy (Inertstt QDS-3, cluent: acesonitrile - witer = 10490 10 907303 o atTord the
title compound (3 2mg) The structural formula 1s shown in Table 34,

[0493]

R Pl 1.694

MSESL m2): 4371191 (M-Hy

"H- \'\IR(( l)t' Ladr . m LRS (TH mi 2002 20 ¢ HEL n. 245+ 2.‘1{11“11 mL 85300
(UEE mo 323 ¢THL ddL Y -R.8 8812 3.30-5 80 (2L mh, 702 (UL ddL 0.8, 8oz, 7 13-
..1{1{111 nmy, Z35-7.90 (3H my. 790-8 25 ¢ 111 ). 8.30-8.86 (3EHL m).

[t!._! ')Z AR e = 030, A eOTh

[
l"-\"im;"llc 13

CAnine-N-| R j-carbamoyiplenyimethy - A -1 R i-neehloto-3-fuoroindan- 1
)I_rhiulilﬂ.irﬂhh.

[0495]

[0 a semnen ot LR)-O-chloro-4-uoromdan-T-y lamine hvdrochlorde (0.1p) 'n
methanal miLy were added triethy mine 1000460 and benzaldehyde (0,638, aid the
mixture wus stirred for B.5hours at 637C The reacuon maxtare was allowed o cool to room
temperature. and to the mixture were added 2-nitronteotnic acd (0.083 0 and 4-
phenylevelohexen- T-ylisocyanide (0,083 ). The mixture was stirred avernigtht at 63°C
then aliowed 1o coul to roam temnperature. and coneentrated under rediced pressure. To the
obfained residue were added teteaby drofuran (dmloa, water idUul ¥ and a solution o dmel. ]
hvdrogen chlonde in fa-dioxane (340ul). and the minture was stivred for Thour at room

emperature. To e reaction mixture were sdded water and s saturated aguenus safutiom of
soddium bicarbonate. and the crude product was exiracted with ethy I aeetate. The orvanic
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Lever was washed with water and brine. and dried over anhydrous magnesivm sulfate. {he
solvent was removed under reduced pressure. and the residue was purntied by silica ot
columa chromatography (eluent: methanot - vthyl acetate " s-hexane - (6040w O 100U
0 2008000 1o aitord 2-nitro-V-[(R l-t.‘.'u'h.unm'l"-]u'm'imcl]i\-I'] N[ R)-0-chlora-4-
tluoreindan- }—\]}mwluunmk ((.090g). A suspension of Raney catidvst was prepared as
folloves, A misture of Raney fregistrated trademarky 2800 nickel slurry in water. active
catalvst (Sigma-Aldrichy (200ul 3 and ethanol was sureed. and (he salvent was removed by

decantation. [he catadvst was wished 3imes with ethanoel. and ethanol (1ml) was added 1o

form asuspension, 1o a selution of 2-piire-N-[t R -carbamovipheny Iimethyv - V- [{ R)-6-

13 chloro-4-tluoreindan- I-vi|nicotinamide (0.090¢) in ethanoel { L) was added the
suspension of Raney L'.L'll{'ll\"“-l At room temperature, amd the inixture was stirred 1or Shours
under hivdrogen atmosphere, The cataivst was removed by {ieaiion, and the tilirare was
concentated under reduu.d pressure. Jhe residue was purifted by aminopropyi silica ool
columm chromatography icluent: ethyl acctate < a-hexane - 90:10 to 1K 0) {0 aflord the

13 itle compound (0,071, The stuuctoral formecia 1s shown in Table 34

[0490]
RT{mim.x 2,330
MSTESL myz 4370182 N -Hy
TINMR (CDCLy 80 1L60-1.85 (VL mi. 1 90-220 (111 my. 2.43-2.83 (2H. ). 4.30-1.85

20 (L mh 320-205 ¢ SH omy 6.69 (THL d&dLF 500 7.3H7), 6.90-7.05 (THL m. '-' .,5 7.5 0]1.

mb 7L l*rk) 13T dd B S Ty

B 14497 (¢ 108, Mt

[{.14l)?]

Facimple 14

No[¢R)-Carbumoylphenyimetiv i }- ¥-|(R)-6-chloro-4-fluoromdan-1-y 1j-2-

methyinicotinannde

VIes-Carbamoviphenyimethy -V R-6-chlro-4-uaoroindan- -1 §-2-

methy heotinamide

Toa mixture of (R-6-chloro-4-NTuoroindan-1-ylamine hydrochloride ¢(4H-4my) and

3 benzaldehsde (212mg) in methasel t8mi oy was dldded ticthylaniine (20200 and the

mixture was stirred for Zhours at 60°C The reaction mixtare was wllowed to voot to rom

temyperane. and 2-methy Inicotinie acid (2 74me) and 4-phenviceyelobexen- -vlisocvanide

(366me) were added. and the misture was stivred overnighs s 607°C Fhe <olvent sy

removed under reduced pressure. To the residue were added | 4-diosane ¢3.53mlo water

(L3l and a solutton ol 4mok. hvdrogen chloride i T4=dioxane (9.3ml) at room

remperature. and the mixture was stirred for 3bhouzrs. To the reaction mixture was added

saturated agueons solition of sodium bicarbomate. and the crude product was extracted
with ethyvl acetate. The arganic laver was washed with water and brine. and dried ove:
anhvdrens magnesiom sulfe. The solvent was removed coder reduced pressure, and the

40 restdue was purtfied by sihica gel colunim chromatorraphy (cluent: ethy] acetate 7 -hexane

“ 31} s attord the cach dastercomer as a crude. These enude products were puriﬁcd by
amioenropy] silica gel columa chromatography (whient: ethal acetate - a-heaune = 3711 10
afford V<[{R)-carbamoylphenyimethyl}-A- | R)-6-chloro-4-flaeroindun- 1 -y 1§- 2-
methy [peotinamide (Hxample THP, 27%mg) as low pelarity product and V- [[ Si-

A5 carbamoyiphenylimethy - N-JOR -6-chloro-t-thoroinan- 1y -2-methy inicotinamide
tExample TP T66mg 1 as high polanty prodact. The structural formilie are shown
Tables Sband 33

1O-H3K
Fxample 14 P

‘A

LJ
A

’
tAh

n
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N-[(R)-Carbamoylphenylmethyl |-N-[(R)-6-chloro-4-fluoroindan-1-yl}-2-
methylnicotinamide
RT(min.): 2.728
MS(ESI, m/z): 436.1233(M-H)
"H-NMR (CDCI3) 8: 1.65-1.85 (1H. m), 1.96-2.11 (1H. m), 2.41-2.55 (1H, m). 2.61-3.14
(4H. m), 4.55-5.00 (111, m), 5.17-5.24 (111, m), 5.30-5.57 (2H, m), 6.84-7.04 (1H, m),
7.15-7.84 (811, m), 8.53-8.61 (11, m).
[a]"n: +24.9° (¢ = 0.58, MeOH)

[0499]
Example 14HP
N-[(S)-Carbamoylphenylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide
RT(min.): 2.569
MS(ESI, m/z): 436.1240(M-H)
"H-NMR (CDCl3) 6: 2.31-3.17 (7H, m), 4.36 (1H. br s), 5.07-5.61 (3H, m), 6.12-6.28 (1H,
m), 6.76-6.87 (1H, m), 7.17-7.73 (7H, m). 8.56-8.61 (1H, m).
[a]®p: +85.3° (¢ = 1.18, MeOH)

[0500]

Example 151LP
N-|(R)-Carbamoylphenylmethyl|-N-|(R)-6-chloro-4-fluoroindan-1-y1]-4-methylthiazole-5-
carboxamide

[0501)

To a solution of (R)-6-chloro-4-fluoroindan-1-ylamine hydrochloride (0.45g) in
methano! (10mL) were added benzaldehyde (0.22g) and triethylamine (0.21g), and the
mixture was stirred for 2.5hours at 65°C. The reaction mixture was allowed to cool to room
temperature. To the mixture were added 4-methylthiazole-5-carboxylic acid (0.31g) and 4-
phenyleyclohexen-1-ylisocyanide (0.37g). The mixture was stirred for 20hours at 65°C.
The reaction mixture was concentrated under reduced pressure, and the obtained residue
was suspended in tetrahydrofuran (5mL), and water (40ul.) and a solution of 4mol/L
hydrogen chloride in 1 4-dioxane (1.5mL) were added. The mixture was stirred for Thour
at room temperature. To the reaction mixture were added a saturated aqueous solution of
sodium bicarbonate and dichloromethane, and the formed two-layer mixture was stirred
vigorously. The organic layer was separated by ISOLUTE (registrated trademark) Phase
Separator, and concentrated under reduced pressure. The residue was purified by silica gel
column chromatography (eluent: ethyl acetate / n-hexane = 71/29 to 92/8) to alford the title
compound (0.35g). The structural formula is shown in Table 35.

[0502]

RT(min.): 3.241

MS(ESI, m/z) : 442.0800 (M-H)

'H-NMR (CDCls) 6: 1.65-2.30 (2H, m), 2.45-3.05 (5H, m), 4.40-6.00 (4H, m), 6.85-7.10
(1H, m), 7.30-7.60 (5H, m), 7.72 (1H, br s), 8.77 (1H, s).

[a]p: +33.6° (¢ = 1.07, MeOH)

[0503]

Example 15HP
N-[(S)-Carbamoylphenylmethyl]-N-[(R)-6-chloro-4-[luoroindan-1-yl|-4-methylthiazole-5-
carboxamide

[0504]

The title compound was synthesized in a manner similar to that of Example 151.P
as the corresponding high polarity diastereomer. The spectrum data of the title compound
is shown as follows, and the structural formula is shown in Table 33.




s

20

1w
‘N

Y

‘ad
th

40

S0

[O5GX]

RTtmin): 3.046
MSESL maz: 3420802 (M-1HY
TH-NMR (DO T3 0 2.24-2.85 (0H. ra). 3.05-3.20 (1L g £.20-4.70 0L HL . 5.260-3 73
L), 6.00-6.85 (L my. 684 (1L dda J=1.00 8ol 2, 7.20-7. 45 (511 my 8.79 ¢ 1HL sy
W 723 e LOd MeOH)

fO306]
Fxample 16
7-Acetyvl-N-[¢ R rcarbamovIphenvimeth vl |- Ao - O-chiloros-d-luoreindan-1 11 -3.6.7 8-
tetrahydroimidize| L.2-a | pyrazine-3-carboxamide

[(1567]

To asolution of 36,7 8-tetrahydroimidazo| 1.2-a|pyrazine- 3-carboxylic icnd ethy]
exter (U225 1 tetralvdroturan (3mi) was added acctic unhvaride £ 5304 1 and the
mixture was stirred lor Thour at room temperature. The reaction mixiure was concentratedd
under reduced pressare. and the residue was purificd by amiopropyl silica gel column
chromatosmaphy (eluent: ethyvl acetate < p-hexane © H0-40 w 8318 1o aftord 7-acetyl-
6.7 8-tetrahvdroimidaze| 1.2-a[pyrazine-3-carboxylic acid cthyl esier (0,12¢), To a
sofution of Z-acety! 3.6.7 8-tetruby droimidazo| 1.2 a)pyrazine-3-carboxylic acid ethy] ester
(0.122) 10 ethanol t3mL ) was added un squeous <olaton of 2mal/L sodium hydroxide
(23000, and the prxture woas stirred for AUmimates under refiax, The reaction minture wis
allowed fo cool to ropm wemperatore. and 2mol 1 hvdrochione acid (330pl) was added fo
the muxtwre. The mixiure was coneeniraied under reduced pressure to attord 7-oacetyl-
A.0.7 8-tetrahvdroimiidazof T 2-apyrazine- 3-carboxylic acid (0. 10600, [o a misture of (R)y-
t-chlore-3-fluoroindan-1 -ylamine hyvdrochloride {0.112g) and triethylamine (00513 m
methanol {2ml.) was added benzaldebyde (0.053). and he naixture was stirred for
Wminutes at 657°C, The reaction mixture swas allowed to conl 1 room temperatare. Ta the
mixture were added 7- \ewivl-3.6.7 S-aenuhvdroimidiazal 1 2-a{py szine-3-carboxy fic acid
(1L 1006g) and J-phemvieveloliexen-L-vlisocvanide (0.093¢), The mixture was stivred
overnight at 63°C, then allowed 0 cool to room emperature, and coneentrated nader
reduced nressure, To the obtained residue were added tetrabvdroturan tdmlo, water
(g and a seluion of smal- T hvdrogen ehtloride in Vebdioxane (3000, and the
minture was stirred tor 30minates @t room temperature. e he reaction mixture wewe
added water and a saerated agueous solution of sodium bicarbonate. and the crude produc
was extracted with ethvl acctate. The vrganie Taver wus washad with water and brine, and
dricd over anhy drous magnesium sultate. The salvent swas removed under reduced pressure.
ind the residue was purified by aminepropyl silica sef colimn chromatography (ctuent:
methanel 7 ethyl acetate = 4961 o atford the ntie compound (203320 as o low polanty
diastereomner. The struciural fommuta s shown i Table 33,

[OS08|
Riltnvny: 2,438
MSTESE mizi 3081561 (M-HY
HIENMROODCT 60 17322285 my, 233297 (2 5.70-5.08 (7H. mi. 3.23-6.26
(SH.m G89-7 1O ¢THL m 7332749 (011 m), 7.37-7.81 Gillan.

[£a5033]

Pramiple 17
N-[tR-Carbamovipheaylmethy - V-[{Ri-6-chlora-d-1Tuoroindan-1-v]1-5.6.7 8-
retrahvdroimidazo| 1 22-a]pyrazines 3-carboxamide

[£310]

Tonsuspension of inidazo[ 1.2 a)pyrazime-3-carboxy lic acid othy Dester (0,212
and a solution of dmel T hydrogen chlonde i ethy] acetate (360p] ) in ethinol (3mlo was
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added 107 palladium carbon (10.080¢g) at room temperatore. and the maxture was stirred
overight uader hvdrogen atmosphere, The coraivst ssax remoyed by filtraton, and the
{iltrate was concentrated under reduced pressure. To the residue were adided
tetrahvdrofuran ¢ sl ok triethylanine (460uf 0 and benzy loxyearbonyl chloride ©250p1 5.
and the misture was stirred overnight at room teraperature. o the reaction mixture were
actded water and «saturated aguecns selution of sodium bicirbonate, and the erude product
was exiracted with ethyl acetate, The orpanie fuver was washed with water and brine, and
dried over aphydrons magnesitun sullite. The selvent was renioved under reduced pressure,
and the residue was purified by aminopropyl silica gel column chromatography (cluent:
ethyl ucetate 7 n-hexune - 0040 10 837153 to atford S0-dihn dro-8/ - imidazot 1.2+
alpyrazine-3.7-dicarbexsdic acid 7-benzyvi-3-etln | ester 10.16g). To a solutton ol 5.6-
dihvdro-877-mmidazo] 1.2-a|pyrazine-3.7-dicarboxvlic acid 7-henzyl-2-ethyl ester ¢l 1dHg ) in
cthanol Gl was added an aqueous solution of 2mol Lo sodium hvdroxide (3 8ply, The
mixture was stirred for Y0minutes under reflux, and allowed to cool o roon lemperature,
Cor the mixture was added 2molb 1. hydrochlorie acid (3153kl0. and concentrated under
reduced pressure to aitord So-dibvdro-8/-imidise] Y 2-ajpyrazine-3.7 -dicarboxylic acid 7-
benzvt ester (01461 To a solution of (R)-6-chloro-J-Huoreindan-t-viamine
hydrochloride (0. TO8 g} and triethvienine (0.049¢2) in methanol 2ml was added
benzaldehyde ((RO32 g2y, and the mixnre was stivred for 3tminutes at 653°C. The reaction
nuxture was gllowed to cool to room temperature. To the mixiure were added 3.6-dihvdro-
8/ -miduzo] 1 2-afpsrazine-3. 7-dicarboavlic acid 7-henzyl ester (0, 1460t and --
phenviesclohesen-1-vlisvevanide (6.089¢). The minture was stirred overmight at 637,
then ailowed fo cool w room temperature, and concentrated under reduced pressure. To the
obtained residue were added tetrabivdreturar rdml, water (1660 5 and a solution of
A4mol T hyvdregen chloride i ) sb-dioxane (3001wl the mixtare was stirred for
Juminutes at roes tfemperature. To the reaction mixture were added water and o suturated
aqueous selution of sedium bivarborate, and the erude product wius exuacted with ethy |
acetate. Jhe organie layver was washeid with water and brine, and dried over anhydeoas
magnesit sulfate. The selvent was renoved under redueed pressure, and the residue was
purtiied by aminopropy [ siiica get column chromatography cefuent: methanel 7 ethyl
acetate = F96) to afrtord 3-) V-|(Ri-carbamoeylpheny lmethy 1-N-[( R -6-chlore-d-
fluoroindan--vlearbamoeyl ! -3.6-dibvdro-8 H-imidazol T2-a|pyrazine-F-carboxylic actd
benzy! ester (G.0382) ax i low polurity diastereonicr. To a suspension of 3= N=[(R)-
carbanioy Iphenvimethyl |- V- [{ R »-6-chloro-d-tluoroindan- |- vt carbamoyv] -3.6-dihy dro-871-
nidazol 20 pyrazine-7 -carboxylic acid benzy! ester (0.038 ¢y in fetrshydrofurazs (3ml
was added 10%s palladium carhon (0.0202) af room emperature. and the mixture was
stirred for a day under hydrogen atmosphere. The catalvst was removed by filttation. and
the Nltrate was concentrated tnder reduced pressure. Tiwe residue wis purificd Iy
aminopropa ] silica gel column chromatography reluent: methanol  ethyT acetate = 07100 o
20:80) to afford the nde compound (0.23g), The structurad formula is showa i Tabic 33

[{i311]
RTimin.: 2043
MSESL o7y 366 1430 (M-HY
FINMRCDUE) & 170230 02H, m), 2.50-3. 000211 my 3.16-3.35 (21 ), 3.56-3 00
(OHL m) 5.20-6.33 (3H L a.86-7 00 (1L o 730-748 (611 m), 7.55-7.81 (1 o,

[O512]

| Table 3
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[Table 10]
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| Table 35]

Ex. No., Stre. Ex. No. Stre.
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[0545]
Reference Example 6-1
2-Acetyloxy-3-trifluoromethoxybenzoic acid

[0546]

To a mixture of 3-trifluoromethoxysalicylic acid (0.5g) and acetic anhydride
(2mL) was added sulfuric acid (2drops), and the mixture was stirred for Thour at 80°C. The
reaction mixture was allowed to cool to room temperature, and to the mixture was added
ice. The insoluble compound was collected by filtration, and dried under reduced pressure
1o afford the title compound (0.519g). The structural formula is shown in Table 36.

[0547]
'H-NMR(CDCl;)dppm: 2.38 (311, ), 7.36-7.42 (11, m), 7.56-7.61 (1H, m), 8.05 (1H, dd,
J=1.6. 8.0Hz).

[0548]
Reference Example 6-2
2-Acetyloxy-3-trifluoromethylbenzoic acid

The title compound was synthesized in a manner similar to that of Reference
I'xample 6-1 by using the corresponding starting material, The spectrum data of the title
compound is shown as follows, and the structural formula is shown in Table 36.

[0549]
"H-NMR(CDCls)dppm: 2.38 (311, s). 7.44-7.50 (1H. m), 7.90-7.94 (1H, m), 8.29-8.34 (1H,
m).

[0550]
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RefEx. RefEx Stre.
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6-1 O 6-2
OH OH

O O

[0551]
Example 18-1 to 18-16
Examples 18-1 to 18-16 were synthesized in a manner similar to that of Example
2-1 by using the corresponding starting materials. The spectrum data of Examples 18-1 to
18-16 are shown as follows. and the structural formulae are shown in Tables 37 and 38.
[0552]
Example 18-1LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[ (R)-6-chloro-4-fluoroindan-1-y1]-2-
difluoromethoxybenzamide
RT(min.): 2.793
MS(ESI, m/z) : 488.0998 (M-H)
"H-NMR(DMSO-dg)dppm: 1.22-1.37 (1H, m). 1.92-2.17 (1H, m). 2.50-2.70 (1H, m), 2.78-
2.95 (111 m), 4.78-5.45 (311, m), 7.00-7.82 (10H, m), 8.43-8.67 (2H, m).
[0553]
Example 18-2LP
N-[(R)-Carbamoylphenylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-yI}-6-hydroxy-2-
methylnicotinamide
RT(min.): 2.671
MS(ESL m/z) : 452.1191 (M-H)
'H-NMR(DMSO-dg)dppm: 1.05-1.35 (1H. m), 1.80-2.93 (6H, m), 4.88-5.19 (11, m), 5.47-
5.70 (1H, m), 6.23-6.31 (1H, m), 7.07-7.90 (10H, m), 11.70-12.04 (1H, m).
[0554]
Example 18-3LP
N-[(R)-Carbamoyl-(3-cyanophenyl)methyl]-N-[(R)-6-chloro-4-{luoroindan-1-yl]-2-
methoxybenzamide
RT(min.): 3.565
MS(ESL m/z) : 476.1190 (M-H)
'H-NMR(CDCl:)3ppm: 1.71-1.87 (1H, m), 2.26-2.40 (1H, m), 2.52-2.68 (1H. m), 2.79-
2.93 (1H. m), 3.92 (1H, 5). 4.04 (2H, m), 4.67-4.81 (1H, m). 5.33-6.81 (3H, m), 6.94-7.15
(3H, m), 7.37-7.57 (4H, m). 7.60-7.78 (2H. m), 8.03 (1H, br s).
[0555]
Example 18-4LP
N-[(R)-Carbamoyl-(3-cyanophenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide
RT(min.): 2.635
MS(ESI, m/z) : 461.1196 (M-HY
"H-NMR(CDCl5)éppm: 1.56-1.78 (11, m), 2.06-2.18 (1H, m). 2.47-2.89 (5H. m), 4.59-
4.82 (1H, m), 5.19-5.80 (3H, m), 6.98-7.08 (1H, m), 7.19-7.29 (1H, m), 7.50-7.98 (6H, m),
8.53-8.68 (1H, br).
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[0556]
Example 18-5LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[ (R )-6-chloro-4-fluoroindan-1-y1]-3-
cyanobenzamide
RT(min.): 2.539
MS(ESIL m/z) : 447.1042 (M-HY
'H-NMR(CDCl5)sppm: 1.70-1.90 (1H, m), 2.00-2.22 (1H, m). 2.50-2.94 (2H. m). 4.62-
4.93 (1H, m), 5.25-5.77 (311, m), 6,96-7.09 (1H, m), 7.37-7.45 (1H, m), 7.54-7.65 (1H, m),
7.70-8.06 (5H, m), 8.58-8.75 (2H, m).
[0557]
Example 18-6LP
N-[(R)-Carbamoylphenylmethy!]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-3-cyvanobenzamide
RT(min.): 3.598
MS(ESI. m/z) : 446.1086 (M-H)
'H-NMR(CDCl3)dppm: 1.67-2.13 (2H, m), 2.45-2.88 (2H, m), 4.53-5.80 (4H, m), 6.88-
7.08 (111 m), 7.35-7.65 (611, m), 7.67-7.89 (4H, m).
[0558]
Example 18-7LP
N-[(R)-Carbamoylpyrazin-2-vlmethyl]-N-[(R)-6-chloro-4-fluorcindan-1-y1]-3-
cyanobenzamide
RT(min.): 2.931
MS(ESIL m/z) : 448.0990 (M-H)
'H-NMR(CDCl5)8ppm: 2.00-2.15 (1H, m), 2.32-2.53 (1H, m), 2.61-2.74 (1H, m), 2.84-
3.04 (1H, m), 4.73-4.93 (1H, m), 5.36-5.77 (3t1, m), 6.97-7.07 (1, m), 7.50-7.68 (2H. m),
7.75-7.82 (1H, m), 7.83-7.95 (2H, m), 8.52-8.63 (2H, m), 8.81 (1h, br s).
[0559]
Example 18-8LP
N-[(R)-Carbamoyl-(3-hydroxymethylphenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-v1]-
2-methylnicotinamide
RT(min.): 2.195
MS(ESI, m/z) : 512.1410 (M+HCO,)
'H-NMR(CDCl3)3ppm: 1.38-2.18 (3H, m), 2.38-3.13 (5H. m), 4.55-5.00 (3H. m). 5.15-
5.24 (1H.m), 5.37-5.72 (2H, m), 6.83-7.03 (1H, m), 7.16-7.83 (7H, m), 8.52-8.60 (1H, m).
[0560]
Example 18-9LP
N-[(R)-Carbamoyl-(3-carbamoylphenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|-2-
methylnicotinamide
RT(min.): 1.969
MS(ESI, m/z) : 525.1339 (M+HCO,)
'H-NMR(CDCl3)éppm: 1.36-1.78 (1H, m), 2.00-2.12 (1H, m), 2.43-3.13 (5H. m). 4.62-
4.98 (1H, m), 5.17-5.28 (1H, m), 5.32-6.50 (4H, m), 6.84-7.05 (1H, m), 7.17-7.32 (1H, m),
7.41-7.89 (5H, m), 7.94-8.11 (1H, m), 8.52-8.64 (1H, m).
[0561]
Example 18-10LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-v1]-4-
cyanothiophene-2-carboxamide
RT(min.): 2.485
MS(ESL m/z) : 453.0600 (M-HY
'H-NMR(CDCl3)dppm: 1.80-1.93 (1H, m), 2.08-2.36 (1H, m), 2.64-2.79 (1H, m), 2.89-



20

2
N

30

35

40

45

127

3.00 (1H, m), 4.57-4.98 (1H, m), 5.41-5.99 (3H, m), 7.00-7.12 (1H, m), 7.34-7.43 (1H, m),
7.57 (1H. 8), 7.73 (1H, 8), 7.85-7.95 (1H, m), 8.08-8.13 (1H, m), 8.61-8.70 (2H. m).

[0562]
Example 18-11LP
{3-[(R)-Carbamoyl- { N-[( R)-6-chloro-4-fluoroindan- 1 -y1]-N-(2-methylpyridin-3-
carbonyl)amino } methyl|benzyl} carbamic acid tere-butvl ester
RT(min.): 3.089
MS(ESL m/z) : 611.2092 (M+HCO,)
'H-NMR(CDCls)éppm: 1.45 (9H. s), 1.63-1.82 (1H, m), 1.95-2.11 (1H, m), 2.41-3.13 (5H,
m), 4.25-4.42 (2H, m), 4.55-5.05 (2H, m), 5.15-5.23 (1H, m), 5.38-5.65 (2H, m), 6.85-7.03
(1H, m), 7.15-7.53 (5H, m), 7.59-7.83 (2H, m), 8.53-8.61 (1H, m).

[0563]
Example 18-12LP
N-[(R)-Carbamoyl-(3-nitrophenyl)methyl|-A-[(R )-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide
RT(min.): 2.836
MS(ESI, m/z) : 481.1092 (M-H)
'H-NMR(CDCla)dppm: 1.63-1.79 (1H, m), 2.09-2.22 (1H, m), 2.49-2.89 (5H, m), 4.72-
4.89 (111, m), 5.22-5.32 (1H, m), 5.38-6.00 (2H, m), 6.87-7.07 (1H, m), 7.56-7.97 (4H, m),
8.20-8.67 (3H, m).

[0564]
Example 18-13LP
N-[(R)-Carbamoyl-(3-dimethylaminophenyl imethyl]-N-[( R)-6-chloro-4-fluoroindan-1-yl]-
2-methylnicotinamide
RT(min.): 2.572
MS(ESI, m/z) : 479.1655 (M-H)
'H-NMR(CDCls)dppm: 1.73-2.20 (211, m), 2.41-2.55 (11, m). 2.60-2.86 (4H, m), 2.92-
3.02 (6H, m), 4.45-5.70 (41, m), 6.44-7.05 (4H, m), 7.15-7.32 (2H, m), 7.48-7.84 (2H, m),
8.52-8.00 (11, m).

[0565]
Example 18-14LP
N-[(R)-Carbamoylphenylmethyl]-N-[(5)-5,7-difluoro-2.3-dihydrobenzofuran-3-yl |-2-
methylnicotinamide
RT(min.): 2.298
MS(ESI, m/z) : 422.1331 (M-H)
'H-NMR(CDCl;)dppm: 2.35-2.83 (3H, m), 3.81-4.95 (3H, m), 5.22-5.81 (3H. m). 6.64-
6.88 (1H, m), 7.09-7.73 (8H, m), 8.44-8.65 (11, m).

[0566]
Example 18-15M
N-(Carbamoylpyridin-3-ylmethyl)-N-[(5)-5,7-difluoro-2,3-dihydrobenzofuran-3-yl|-2-
methylnicotinamide
RT(min.): 0.838
MS(ESL m/z) : 423.1277 (M-H)
RT(min.): 0.937
MS(ESI, m/z) : 423,1278 (M-H)
'H-NMR(CDClL)dppm: 2.36-2.90 (3H, m), 4.08-4.88 (2H, m), 5.20-6.22 (4H. m), 6.68-
6.91 (1H, m), 7.08-8.95 (811, m).

[0567]
Example 18-16LP
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2.87 (1H, m), 5.01-5.11 (1H, m), 5.45 (1H, br s), 6.85-6.95 (2H, m), 7.06-7.30 (4H, m),
7.37-7.69 (5H, m), 7.82-7.93 (2H. m), 8.05 (1H, br s). 10.09 (1H, br s).

[0572]
Example 19-4LP
N-[(R)-Carbamoyl-(3-hydroxymethylphenyl)methyl |-N-[ (R)-6-chloro-4-fluoroindan-1-yl|-
2-hydroxybenzamide
RT(min.): 2.774
MS(ESI, m/z) : 467.1188 (M-H)
"H-NMR(DMSO-dg)dppm: 1.10-1.27 (1H, m), 1.99-2.12 (1H, m), 2.46-2.58 (1H, m), 2.76-
3.02 (1H, m). 4.51 (Z2H, d, J=5.6112), 5.00-5.11 (1H, m), 5.26 (1H, t, J=5.6Hz), 5.41 (1H, br
s), 6.82-6.95 (2H, m), 6.98-7.63 (10H, m), 10.04 (1H, br s).

[0573]
Example 19-5LP
N-[(R)-Carbamoyl-(3-nitrophenyl)methyl]-N-]( R)-6-chloro-4-fluoroindan-1-vi}-2-
hydroxybenzamide
RT(min.): 3.369
MS(ESL m/z) : 482.0940 (M-H)
"H-NMR(DMSO-dg)dppm: 1.14-1.33 (1H, m), 1.96-2.12 (1}, m), 2.46-2.62 (1H, m), 2.77-
2.90 (1H, m), 4.97-5.58 (2H, m), 6.81-7.00 (2H, m). 7.06-8.45 (10H, m), 10.18-10.28 (1H,
m).

[0574]
Example 19-6LP
N-[(R)-Carbamoyl-(3-dimethylaminophenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-
2-hydroxybenzamide
RT(min.): 2.811
MS(ESL m/z) : 480.1507 (M-H)
'H-NMR(DMSO-dg)dppm: 1.21-1.35 (1H, m), 2.03-2.17 (1H, m). 2.47-2.61 (1H, m), 2.78~
2.96 (7H, m), 5.02-5.13 (1H, m), 5.33 (1H. br 5), 6.57-6.76 (3H, m), 6.83-6.95 (2H, m).
7.02-7.28 (SH, m), 7.42 (1H, br s), 7.38 (1H, br s), 10.02 (1H, br s).

[0575]
Example 19-7LP
N-[(R)-Carbamoyl-(3-hydroxyphenyl)methyl]-V-[(R)-6-chloro-4-{luoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.916
MS(ESIL, m/z) : 453.1037 (M-HY
"H-NMR(DMSO-dg)dppm: 1.21-1.34 (1H. m), 2.05-2,18 (1H. m), 2.46-2.61 (1H. m), 2.79-
291 (1H, m), 5.01-5.11 (1H, m), 5.32 (1H. br s), 6.70-6.80 (3H, m), 6.84-6.94 (2H, m),
7.05-7.30 (SH. m), 7.46 (1H. br s), 7.56 (1H, br s). 9.56 (1H, br s), 10.03 (1H. br ).

[0576]
Example 19-8LP
{3-|(R)-Carbamoyl-{ N-| (R)-6-chloro-4-fluoroindan-1-yl |-N~(2-
hydroxybenzoyl)amino }methyl]benzyl} carbamic acid terr-butyl ester
RT(min.): 3.584
MS(ESI, m/z) : 566.1879 (M-H)
'H-NMR(CDCl3)dppm: 1.44 (9H. s), 1.71-1.89 (1H. m), 1.97-2.27 (1H, m), 2.49-2.93 (2H,
m), 4.32 (2H, d, J=5.91z), 4.45-5.95 (5H, m), 6.89-7.08 (3H, m), 7.25-7.47 (6H. m), 7.64
(1H, s), 8.45-8.89 (1H, m).

[0577]
Example 19-9HP
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N-[(S)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.021
MS(ESI, m/z) : 438.1034 (M-HY
'H-NMR(CDCl)8ppm: 2.47-2.68 (2H, m), 2.73-2.85 (1H, m), 3.08-3.19 (1H, m), 4.52 (1H,
br s), 5.50-5.59 (1H, m), 5.84 (1H, br s), 6.04 (1H, br s), 6.46 (1H, br 5), 6.83-7.02 (3H, m),
7.28-7.36 (3H, m), 7.92-7.97 (1H, m), 8.37-8.41 (1H, m), 8.54-8.58 (1H, m), 9.10 (1H, br).
[0578]
Example 19-10M
N-(Carbamoylpyridin-3-ylmethyl)-N-[(S)-5,7-difluoro-2.3-dihydrobenzofuran-3-y1]-2-
hydroxybenzamide
RT(min.): 1.537
MS(ESL m/z) : 424.1128 (M-H)
RT(min.): 1.614
MS(ESL, m/z) : 424.1119 (M-HY
"H-NMR(CDCl5)ppm: 4.30-5.15 (3H, m). 5.55-6.57 (3H. m), 6.66-6.88 (1H, m), 6.91-
7.01 (2H, m), 7.04-7.44 (4H, m), 7.81-8.02 (1H, m), 8.25-8.86 (2H, m).
[0579]
Example 19-11LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-hydroxy-5-
methylbenzamide
RT(min.): 2.416
MS(ESI, m/z) : 452.1193 (M-H)
'"H-NMR(CDCls)dppm: 1.75-1.92 (1H, m), 2.17-2.40 (4H, m), 2.56-2.67 (1H. m), 2.73-
2.93 (11, m), 4.60-4.97 (1H, m), 5.46-5.95 (2H, m), 6.20-6.55 (1H, m), 6.81 (1H, d,
J=8.1Hz), 6.94-7.03 (1H, m), 7.05-7.13 (2H, m), 7.35-7.41 (1H, m), 7.49 (1H, ), 7.96 (1H.
brs), 8.58-8.63 (1H, m), 8.73 (1H, s), 9.20 (1H, br).
[0580]
Example 19-12LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl]-2-hydroxy-4-
methylbenzamide
RT(min.): 2.416
MS(ESI, m/z) : 452.1195 (M-H)
"H-NMR(CDCl3)dppm: 1.75-1.92 (1H, m), 2.00-2.41 (4H, m), 2.55-2.68 (1H, m), 2.78-
2.94 (1H, m), 4.60-5.02 (1H, m), 5.46-6.31 (3H, m), 6.71-6.76 (1H, m), 6.79 (1H, s), 6.96-
7.03 (1H, m). 7.23 (1H, d, J=7.9Hz), 7.35-7.40 (1H, m), 7.54 (1H, s), 7.94 (1H, br s), 8.59-
8.64 (1H, m), 8.69 (1H, s), 9.22 (1H, br).
[0581]
Example 19-13LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-y1|-2-hydroxy-3-
methoxybenzamide
RT(min.): 2.295
MS(ESI, nvz) : 468.1145 (M-H)
"H-NMR(CDClz)dppm: 1.77-1.94 (1H, m), 2.22-2.42 (1H, m), 2.54-2.66 (1H, m), 2.77-
2.95 (1H, m), 3.92 (3H, s), 4.66-4.83 (1H, m), 5.42-6.82 (3H, m), 6.90-7.03 (4, m), 7.30-
7.37 (1H, m), 7.53 (111, s), 7.98 (111, br 5), 8.56-8.61 (1H, m), 8.67 (1H, s).
[0582]
Example 19-14LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl}-2-hydroxy-3-
isopropylbenzamide
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RT(min.): 3.092
MS(ESL m/z) : 480.1507 (M-H)
'H-NMR(CDCl5)3ppm: 1.25 (6H, t, J=6.9Hz), 1.69-2.38 (21, m), 2.55-2.68 (11, m), 2.75-
2.94 (1H, m), 3.38 (1H, septel, J=6.9Hz), 4.59-4.92 (1H, m), 5.47-5.90 (3H, m), 6.80-6.92
(1H, m), 6.97-7.04 (1H, m), 7.18 (1H, dd, J=1.6, 7.7Hz), 7.30 (1H, dd, J=1.4, 7.7Hz), 7.36-
7.40 (1H, m), 7.63 (1H, s), 7.99 (1H, br s), 8.60-8.83 (3H, m).

[0583]
Example 19-15LP
N-[(R)-Carbamoylpyridin-3-yImethyl]-V-[(R)-6-chloro-4-fluoroindan- 1 -yl |-2-fluoro-6-
hydroxybenzamide
RT(min.): 2.311
MS(ESI, mv/z) : 456.0944 (M-H)
"H-NMR(CDCl:)8ppm: 1.50-2.00 (1H, m), 2.24-2.94 (3H. m), 4.60-4.88 (111, m), 5.45-
5.94 (3H, m), 6.58-6.84 (2H, m), 6.96-7.07 (1H, m), 7.12-7.56 (3H, m), 7.77-8.17 (1H, m),
8.51-9.07 (2H, m).

[0584]
Example 19-16L.P
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-[(®)-6-chloro-4-fluoroindan- 1 -y1]-4-{luoro-2-
hydroxybenzamide
RT(min.): 2.361
MS(ESI, m/z) : 456.0941 (M-H)
'H-NMR(CDCl3)dppm: 1.70-1.90 (1H, m), 1.98-2.39 (1H, m), 2.56-2.69 (11, m), 2.78-
2.93 (1H, m), 4.64-5.05 (1H, m), 5.43-6.33 (3H, m), 6.60-6.71 (2H, m), 6.97-7.05 (1H, m),
7.31 (1H, dd, J=6 4, 8.4Hz), 7.38-7.44 (1H, m), 7.51 (1H. s), 7.92-7.99 (1H, m), 8.63 (1H,
dd, J=1.4, 4.9Hz), 8.72-8.76 (1H, m).

[0585]
Example 19-17LP
N-[(R)-Carbamoylpyridin-3-ylmethyl |-4-chloro-N-[{ R )-6-chloro-4-flucroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.589
MS(ESL m/z) : 472.0653 (M-H)
'H-NMR(CDCl3)dppm: 1.70-1.90 (111, m), 2.12-2.39 (1H, m), 2.56-2.69 (1H, m), 2.78-
2.93 (1H, m), 4.64-5.00 (1H, m), 5.38-6.41 (3H, m), 6.87-7.06 (3H, m), 7.22-7.28 (1H, m),
7.42 (111, dd, J=4.9, 8.0Hz), 7.48 (1H, s), 7.91-8.00 (1H, m), 8.62 (1H, dd. J=1.4, 4.8Hz),
8.76 (1H, s).

[0586]
Example 19-18LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-hydroxy-4-
nitrobenzamide
RT(min.): 2.510
MS(ESL m/z) : 483.0887 (M-H)
"H-NMR(CDCl;)dppm: 1.70-1.90 (1H, m), 2.25-2.42 (1H, m), 2.56-2.68 (11, m), 2.75-
2.89 (1H, m), 4.73-4.86 (1H, m), 5.33-5.47 (1H, m), 5.79-6.21 (2H, m), 6.97-7.06 (1H, m),
7.43-7.54 (3H, m), 7.75-7.83 (2H, m), 7.97-8.06 (1H, m), 8.66-8.70 (111, m), 8.86 (1H, br

s).

[0587]
Example 19-19LP
N-|(R)-Carbamoylpyridin-3-ylmethyl|-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-hydroxy-4-
methoxybenzamide
RT(min.): 2.297
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MS(ESI, m/z) : 468.1145 (M-H)’
'H-NMR(CDCl3)ppm: 1.78-1.92 (1H. m). 1.97-2.33 (1. m), 2.59-2.71 (111. m), 2.84-
2.96 (1H, m), 3.81 (3H, ), 4.67-5.07 (1H. m), 5.50-6.18 (3H, m), 6.47 (1H, dd. J=2.5,
8.7Hz), 6.53 (1H, d, J=2.5Hz), 6.99-7.04 (1H, m), 7.32 (1H, d, J=8.7Hz), 7.37 (1H. dd,
J=4.8. 7.9Hz), 7.60 (1H, s), 7.85-7.96 (1H, m). 8.60-8.67 (2H, m), 9.69 (1H, br s).

[0588]
Example 19-20LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-3-chloro-N-[(R )-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.523
MS(ESI, m/z) : 472.0646 (M-HY
"H-NMR(CDCls)dppm: 1.50-2.40 (2H, m), 2.54-2.65 (1H. m). 2.76-2.90 (1H. m), 4.65-
4.90 (1H, m). 5.30-5.52 (11, m), 5.76-6.23 (2H, m), 6.90-7.03 (2H, m), 7.24-7.28 (1H, m),
7.36 (1H, dd, 1-4.8, 7.9Hz), 7.40 (1H, dd. J=1.5, 8.0Hz), 7.56 (1H, s), 7.91-8.01 (1H, m).
8.56-8.61 (1H, m), 8.66-8.69 (1H, m).

[0589]
Example 19-211L.P
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[{ R)-6-chloro-4-fluoroindan-1-y1}-2-hydroxy-4-
trifluoromethylbenzamide
RT(min.): 2.813
MS(ESI, m/z) : 506.0924 (M-H)
'H-NMR(CDClz)dppm: 1.65-1.90 (1H, m), 2.22-2.42 (1H. m), 2.55-2.67 (11, m), 2.73-
2.89 (1H, m), 4.71-4.88 (1H, m), 5.37-5.51 (1H, m), 5.94-6.52 (2H. m), 6.95-7.05 (1H. m),
7.12-7.21 (2H, m), 7.37-7.46 (2H. m), 7.48 (1H, s), 7.91-8.02 (1H, m), 8.58-8.62 (1H, m),
8.82 (1H, brs).

[0590]
Example 19-22LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-| (R)-6-chloro-4-fluoroindan-1-y1]-5-fluoro-2-
hydroxybenzamide
RT(min.): 2.341
MS(ESI, m/z) : 456.0941 (M-H)
"H-NMR(CDCls)dppm: 1.65-1.91 (1H, m), 2.15-2.45 (1H, m), 2.56-2.69 (111, m), 2.74-
2.91 (1H, m), 4.65-4.86 (1H. m), 5.40-5.61 (1H, m), 5.83-6.46 (2H, m). 6.86 (111, dd,
J=4.3, 8.9Hz). 6.94-7.04 (3H, m), 7.40 (1H. dd, J=4.9. 8.0Hz), 7.48 (1H. s), 7.90-8.01 (1H,
m), 8.57-8.63 (1H, m), 8.75 (1H, br s).

[0591]
Example 19-231.P
N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[( R)-6-chloro-4-fluoroindan- 1 -y1]-2-hydroxy-3-
trifluoromethoxybenzamide
RT(min.): 2.789
MS(ESL m/z) : 522.0866 (M-H)
"H-NMR(CDCl3)dppm: 1.65-1.93 (1H, m), 2.15-2.39 (1H, m), 2.55-2.67 (111, m), 2.74-
2.91 (1H, m), 4.66-4.90 (1H, m), 5.35-5.53 (1H, m), 5.70-6.21 (2H, m), 6.92-7.04 (2H, m),
7.25-7.33 (2H, m), 7.38 (1H, dd, J-4.9, 8.1Hz), 7.52 (111, s), 7.93-8.04 (1H. m), 8.59-8.63
(1H, m), 8.69-8.73 (111, m).

[0592]
Example 19-241L.P
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -y1|-3-
hydroxyisonicotinamide
RT(min.): 1.394
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MS(ESI, m/z) : 439.0989 (M-H)
'H-NMR(DMSO-dg)dppm: 1.21-2.13 (2H, m), 2.47-3.01 (2H, m), 5.01-5.45 (2H, m), 7.08-
7.61 (6H, m). 7.68-7.92 (11, m), 8.11-8.33 (2H, m), 8.47-8.67 (2H, m), 10.2-11.1 (1H, m).
[0593]
Example 19-25LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[( R)-6-chloro-4-fluoroindan-1-yl1]-3-fluoro-2-
hydroxybenzamide
RT(min,); 2.252
MS(ESL m/z) : 456.0941 (M-H)
'H-NMR(CDCl3)éppm: 1.86-3.06 (4H, m). 4.06-5.36 (2H. m), 5.50 (1H, br s). 6.56 (1H, br
s), 6.75-7.44 (6H, m), 7.80-8.08 (1H, m), 8.58-8.66 (111, m), 8.69-8.76 (1H. m).
[0594]
Example 19-26LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[( R)-6-chloro-4-fluoroindan-1-yl]-2-hydroxy-5-
methoxybenzamide
RT(min.): 2.240
MS(ESI, m/z) : 468.1144 (M-H)
'H-NMR(CDCl3)dppm: 1.72-1.88 (1H, m), 2.00-2.39 (111, m), 2.55-2.67 (1H, m), 2.74-
2.92 (1H, m), 3.74 (3H, s), 4.60-4.95 (1H, m), 5.40-6.32 (3H, m). 6.82-6.89 (3H. m). 6.96-
7.02 (1H, m), 7.35-7.41 (1H. m), 7.54 (1H, s), 7.92-8.01 (1H, m), 8.50-8.98 (3H, m).
[0595]
Example 19-27LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-5-chloro-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.525
MS(ESL, m/z) : 472.0644 (M-H)
'H-NMR(CDClz)dppm: 1.70-1.90 (1H, m), 2.15-2.45 (1H, m), 2.57-2.70 (1H. m), 2.75-
2.91 (1H, m), 4.60-4.97 (1H, m), 5.39-5.60 (1H, m), 5.70-6.38 (211, m), 6.87 (111. d,
I=8.6Hz), 6.97-7.04 (1H. m), 7.21-7.28 (ZH, m). 7.41 (11, dd, ]=4.9, 8.0Hz). 7.46 (1H. br
§), 7.93-8.05 (1H, m), 8.60-8.66 (1H. m), 8.72-8.76 (1H., m).
[0596]
Example 19-28LP
5-Acetyl-N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide
RT(min.): 2.083
MS(ESL m/z) : 480.1145 (M-HY
"H-NMR(CDCls)dppm: 1.75-1.92 (1H, m), 2.15-2.45 (11, m), 2.52 (3H. ), 2.56-2.70 (1H,
m), 2.75-2.91 (1H, m), 4.65-4.99 (1H, m). 5.39-5.58 (1H, m), 5.70-6.30 (2H, m), 6.96-7.03
(2H, m), 7.44 (1H, dd. J=4.9, 8.0Hz), 7.50 (1H, br s). 7.86-8.08 (3H, m), 8.65 (1H, d,
J=4.5Hz), 8.75 (1H, br s).
[0597]
Example 19-29LP
N-[(R)-Carbamoylpyridin-3-ylmethyl|-N-|(R)-6-chloro-4-fluoroindan-1-yl]-4-ethoxy-2-
hydroxybenzamide
RT(min.): 2.485
MS(ESI, m/z) : 482.1299 (M-HY
'H-NMR(CDCls)dppm: 1.41 (3H, t, J=7.0Hz), 1.79-2.36 (2. m), 2.59-2.72 (1H, m), 2.84-
2.97 (1H, m). 4.03 (2H, q, J=7.011z). 4.65-5.14 (1H, m), 5.50-6.20 (3H, m), 6.45 (1H, dd,
J=2.4, 8.7Hz), 6.51 (1H, d, J=2.4Hz), 6.98-7.04 (1H, m), 7.30 (1H, d, J=8.7Hz), 7.36 (1H,
dd, J-4.8, 8.0Hz), 7.59 (1H, s), 7.85-7.94 (11, m), 8.60-8.67 (2H, m). 9.67 (1H, br).
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[0598]
Example 19-30LP
5-Acetylamino-N-[( R )}-carbamoy |pyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-
2-hydroxybenzamide
RT(min.): 1.746
MS(ESI, m/z) : 495.1254 (M-H)
'H-NMR(CD;0D)dppm: 1.33-2.36 (5H. m), 2.55-3.06 (2H. m), 4.85-5.78 (2H, m), 6.83-
7.61 (5H, m), 7.64 (1H. s), 7.91-8.09 (1H, m), 8.48-8.71 (2I1, m).
[0599]
Example 19-31LP
N-[(R)-Carbamoyl(5-fluoropyridin-3-yl)methyl]-N-[ (R )-6-chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide
RT(min.): 2.881
MS(ESI, m/z) : 456.0943 (M-H)
"H-NMR(CDCl3)8ppm: 1.70-1.89 (1H, m), 2.14-2.38 (1H, m), 2.58-2.70 (1H, m). 2.79-
2.92 (1H. m), 4.67-4.95 (1H, m), 5.49-6.34 (3H. m), 6.91-6.97 (2H, m), 6.99-7.04 (1H, m),
7.28-7.35 (2H, m), 7.50 (1H, s). 7.76-7.86 (1H, m), 8.46-8.51 (2H, m), 8.90 (1H. br).
[0600]
Example 19-32LP
N-[(R)-Carbamoyl(5-methoxypyridin-3-yl)methyl |-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.520
MS(ESI, m/z) : 468.1147 (M-HY
"H-NMR(CDCl;)dppm: 1.73-1.91 (1H, m), 2.01-2.36 (111, m), 2.55-2.68 (111, m), 2.77-
2,93 (1H, m), 3.88 (3H, s5), 4.64-4.94 (1H, m), 5.47-6.10 (3H. m), 6.89-6.95 (1H, m), 6.96-
7.05 (2H, m), 7.29-7.36 (2ZH, m), 7.53-7.63 (ZH, m), 8.24 (1H, d, J=1.8Hz). 8.32 (1H, d,
J=2.8Hz), 8.94 (1H. br).
[0601]
Example 19-33LP
N-[(R)-Carbamoyl(5-methylpyridin-3-yljmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.185
MS(ESI, m/z) : 452.1190 (M-Hy
'H-NMR(CDCl3)dppm: 1.77-1.93 (111, m). 2.12-2.46 (4H, m), 2.55-2.68 (1H, m), 2.76-
2.93 (1H, m), 4.60-4.98 (1H, m), 5.40-6.43 (3H, m), 6.88-7.04 (3H, m), 7.24-7.37 (2H, m),
7.51 (1K, 8), 7.76 (1H. br 5), 8.44 (1H, s), 8.54 (1H, brs), 9.57 (1H. br).
[0602]
Example 19-34LP
N-[(R)-Carbamoyl(5-trifluoromethylpyridin-3-yl)methyl|-N-[ (R)-6-chloro-4-fluoroindan-1 -
yl]-2-hydroxybenzamide
RT(min.): 3.266
MS(ESL m/z) : 506.0909 (M-H)
"H-NMR(CDClz)dppm: 1.71-1.87 (1H. m), 2.10-2.43 (1H, m), 2.59-2.72 (1}, m), 2.81-
2.94 (1H, m), 4.79-5.00 (1H, m), 5.51-6.58 (3H, m), 6.89-6.98 (2H. m), 6.99-7.04 (1H, m),
7.27-7.35 (2H, m), 7.45 (1H. s). 8.20 (1H, s). 8.75-8.98 (3H. m).
[0603]
Example 19-35LP
N-[(R)-Carbamoyl(6-trifluoromethyIpyridin-3-yl)methyl|-N-[(R)-6-chloro-4-{luoroindan-1-
yl]-2-hydroxybenzamide
RT(min.): 3.395
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MS(ESL m/z) : 506.0911 (M-HY
"H-NMR(DMSO-dg)dppm: 1.21-1.79 (1H, m), 2.00-2.17 (1H, m), 2.45-2.92 (2H. m), 4.89-
5.62 (2H, m), 6.69-8.22 (10H, m). 8.65-8.87 (1H, m), 10.14-10.43 (1H, m).
[0604]
Example 19-36LP
N-[(R)-Carbamoyl(5-chloropyridin-3-yl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 3.077
MS(ESL m/z) : 472.0647 (M-HY
"H-NMR(CDCl3)8ppm: 1.72-1.89 (1H, m), 2.16-2.38 (11, m), 2.58-2.70 (1H, m), 2.81-
2.94 (1H, m). 4.65-4.96 (1H, m), 5.47-6.45 (3H, m), 6.91-6.96 (2H, m), 6.98-7.03 (1H, m),
7.28-7.35 (2H. m), 7.48 (1H, s). 8.00 (1H, br s), 8.55-8.59 (2H, m), 9.00 (1H. br).
[0605]
Example 19-37LP
N-[(R)-Carbamoylpyridin-3-yimethyl|-N-[(S)-5-chloro-7-fluoro-2.3-dihydrobenzofuran-3-
yl]-2-hydroxybhenzamide
RT(min.): 1.942
MS(ESI, m/z) : 440,0827 (M-H)
'H-NMR(CDCls)dppm: 4.32-5.01 (3H. m), 5.56-6.60 (311, m), 6.92-7.00 (2H. m), 7.04-
7.11 (1H, m), 7.26-7.37 (3H, m), 7.43 (1H, dd, J=4.8, 8.0Hz), 7.89-8.02 (1H, m). 8.61-8.65
(1H, m), 8.84 (11, br s), 10.25 (1H, br).
[0606]
Example 19-38LP
N-[(R)-Carbamoyl(5-hydroxypyridin-3-yl)methyl|-N-|(R)-6-chloro-4-fluoroindan-1-yl|-2-
hydroxybenzamide
RT(min.): 2.133
MS(ESI, m/z) : 454.0983 (M-H)
'H-NMR(DMSO-dg)dppm: 1.21-1.39 (1H, m), 2.02-2.17 (1H. m), 2.42-2.93 (2H, m), 4.97-
544 (2H, m), 6.83-6.96 (2ZH, m), 7.05-7.70 (7H. m). 7.96-8.15 (2H. m), 10.12 (1H. br).
[0607]
Example 19-39LP
N-[(R)-Carbamoyl(5-cyanopyridin-3-yl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.915
MS(ESI, m/z) : 463.0988 (M-H)
"H-NMR(CDCls)dppm: 1.70-1.86 (1H, m). 2.21-2.45 (1H, m), 2.61-2.73 (1}, m), 2.81-
2.94 (1H, m), 4.71-4.90 (1H, m), 5.47-5.64 (1H. m), 5.71-6.70 (2H. m). 6.88 (1H, d,
J=8.2Hz), 6.94-7.06 (2ZH, m), 7.27-7.35 (2H, m), 7.41 (111, s), 8.28 (1H. br s), 8.52-8.96
(3H, m).
[0608]
Example 19-40LP
N-[(S)-Carbamoylpyridin-3-ylmethyl[-N-[(5)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide
RT(min.): 2.176
MS(ESL m/z) : 438.1033 (M-HY
'H-NMR(CDCl3) 8: 1.70-2.40 (2H, m), 2.54-2.94 (2H. m), 4.48-5.03 (1H. m). 5.40-6.53
(31, m), 6.88-7.04 (3H, m), 7.28-7.35 (2H, m), 7.39 (111, dd, J=4.8, 7.9Hz), 7.50-7.55 (1H,
m), 7.88-8.05 (1H. m), 8.62 (1H. dd. J=1.5, 4.8Hz), 8.69-8.78 (1H, m). 9.38 (1H, br).
[0609]
Example 19-41LP
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N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1-y1]-2-hydroxy-3-
methylbenzamide

RT(min.): 2.536

MS(ESL m/z) : 452.1197 (M-H)

"H-NMR(CDCl5)dppm: 1.69-1.87 (1H. m), 1.98-2.36 (4H, m). 2.54-2.66 (1H, m), 2.73-
2.93 (1H, m), 4.58-4.97 (1H, m), 5.46-5.98 (3H, m), 6.80-6.87 (1H, m), 6.97-7.04 (1H, m).
7.15-7.24 (2H, m), 7.34-7.40 (1H. m), 7.61 (1H, br s), 7.98 (1H. br s), 8.59-8.75 (3H, m).

[0610]

Example 20-1
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-v1]-2.4-
dihydroxybenzamide

4-{ N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl |carbamoyl } -
3-hydroxyphenyl acetate

[0611]

To a solution of (R)-6-chloro-4-fluoroindan-1-ylamine hydrochloride {(0.11g) in
methanol (4mL) were added triethylamine (68ul.) and 3-formylpyridine (0.054g), and the
mixture was stirred for 2hours at 60°C. The reaction mixture was allowed to cool to room
temperature, and to the mixture were added 2,4-diacetoxyvbenzoic acid (0.097g) and 4-
phenyleyclohexen-1-vlisocyanide (0.092g). The mixture was stirred overnight at 60°C,
then allowed to cool to room temperature, and concentrated under reduced pressure. To the
obtained residue were added 1,4-dioxane (5mL), water (0.5mL) and a solution of 4mol/l.
hydrogen chloride in 1.4-dioxane (0.5ml.), and the mixture was stirred for 3hours at room
temperature. To the reaction mixture was added a saturated agqueous solution of sodium
bicarbonate, and the mixture was purified by preparative reverse phase liquid
chromatography (Capcell Pak C18 UGS, eluent: acetonitrile / water = 1/9 to 7/3) to afford
N-[(R)-carbamoylpyridin-3-yImethyl]-N-[(R)-6-chloro-4-fluorcindan-1-y1}-2.4-
dihydroxybenzamide (Example 20-1-11.P, 3mg) and 4-{ N-[(R)-carbamoylpyridin-3-
vlmethyl|-N-|(R)-6-chloro-4-[luoroindan-1-yl]carbamoyl }-3-hydroxyphenyl acetate
(Example 20-1-2LP. 17mg). The structural formulae are shown in Table 43.

[0612]
Example 20-1-1LP
N-[(R)-Carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2.4-
dihydroxybenzamide
RT(min.): 1.798
MS(ESL m/z) : 454.0987 (M-H)
'H-NMR(CD;0D)dppm: 1.10-2.10 (2H. m). 2.54-2.69 (1H, m), 2.80-3.00 (1H, m), 5.12-
5.90 (2H, m), 6.37-6.42 (2H, m), 6.89-7.00 (1H, m). 7.06-7.14 (1H, m), 7.45-7.52 (1H, m),
7.60 (1H, s), 7.89-7.97 (1H, m), 8.50-8.56 (1H, m). 8.60 (1H, br s).

[0613]
Example 20-1-2LP
4-{ N-[(R)-Carbamoylpyridin-3-ylmethyl |-N-[(R)-6-chloro-4-fluoroindan- 1 -yl jcarbamoyl } -
3-hydroxyphenyl acetate
RT(min.); 2.215
MS(ESI, m/z) : 496.1094 (M-H)
'H-NMR(CD;0D)éppm: 1.30-2.36 (5H, m), 2.55-3.08 (2H, m), 5.14-5.80 (2H. m), 6.67-
6.77 (2H, m), 6.85-7.11 (1H, m), 7.21-7.56 (2H, m), 7.61 (1H, s), 7.87-8.08 (111, m), 8.48-
8.72 (2H, m).

[0614]
Example 20-2LP
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N-[(R)-Carbamoylpyridin-3-ylmethyl}-N-|(R)-6-chloro-4-fluoroindan-1-y1]-2,3-
dihydroxybenzamide

The title compound was synthesized in a manner similar to that of Example 20-1
by using the corresponding starting material. The spectrum data of the title compound 1s
shown as follows, and the structural formula is shown in Table 43.

[0615]

RT(min.): 1.885

MS(ESI. m/z) : 454.0985 (M-H)

"H-NMR(CD;OD)dppm: 1.22-3.08 (4H, m), 5.06-5.80 (2H, m), 6.59-7.14 (4H, m), 7.40-
7.55 (1H, m). 7.64 (1H, s), 7.90-8.13 (1H, m), 8.45-8.72 (2H. m).

[0616]

Example 21-1
N-[(R)3-Aminophenyl)carbamoylmethyl]-N-[(R)}-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide

[0617]

A suspension of Rancy catalyst was prepared as follows. A mixture of Raney
(registrated trademark) 2800 nickel. slurry in water. active catalyst (Sigma-Aldrich)
(200pl.) and ethanol was stirred, and the solvent was removed by decantation. The catalyst
was washed 3times with ethanol, and ethanol (1ml.) was added to form a suspension. To a
solution of N=[(R)-carbamoyl-(3-nitrophenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl|-
2-methylnicotinamide (Example 18-12LP, 55mg) in ethano! (Sml.) was added the
suspension of Raney catalyst at room temperature, and the mixture was stirred for 2hours
under hydrogen atmosphere. The catalyst was removed by filtration, and the filtrate was
concenirated under reduced pressure to afford the title compound (36mg). The structural
formula is shown in Table 43.

[0618]

RT(min.): 1.959
MS(ESIL m/z) : 451.1350 (M-HY
'H-NMR(DMS0O-d¢)dppm: 1.40-1.58 (1H. m), 2.03-2.16 (1H, m), 2.29-2.95 (5H, m), 4.93-
5.34 (4H. m), 6.34-6.60 (3H, m), 7.00-7.85 (7H, m). 8.48-8.56 (1H, m).
[0619]
Example 21-2 to 21-3

Examples 21-2 to 21-3 were synthesized in a manner similar to that of Example
21-1 by using the corresponding starting materials. The spectrum data of examples 21-2 to
21-3 are shown as follows, and the structural formurae are shown in Table 43.

[0620]

Example 21-2

N-[(R)-(3-Aminophenyl)carbamoylmethyl|-N-[ (R )-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide

RT(min.): 2.395

MS(ES], m/z) : 452.1190 (M-11)

"H-NMR(DMSO-dg)dppm: 1.27-1.41 (1H, m), 2.07-2.21 (1H, m), 2.46-2.61 (1H, m), 2.79-
2.91 (1H. m), 5.03-5.13 (1H, m), 5.18 (2H, br s), 5.25 (1H, brs), 6.45-6.57 (3H, m), 6.81-
6.93 (2H, m), 6.99-7.29 (5H. m), 7.41 (1H, br s), 7.58 (1H. br s), 10.00 (1H, br ).

[0621]

Iixample 21-3
4-Amino-N-[(R)-carbamoylpyridin-3-ylmethyl-N-[ (R )-6-chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide

RT(min.): 1.611

MS(ESL, m/z) : 453.1149 (M-H)
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'H-NMR(CD;0D)Sppm: 1.45-2.09 (2H, m), 2.54-2.67 (1H, m), 2.83-2.97 (111, m), 5.22-
5.84 (2H, m), 6.23 (1H, d, J=2.0Hz), 6.28 (1H, dd, J=2.0, 8.3Hz), 6.91-6.97 (1H, m), 7.02
(1H, d, J=8.3Hz), 7.48 (1H, dd. J=5.0, 7.8Hz), 7.57 (1H, s). 7.88-7.94 (1H, m), 8.50-8.54
(1H, m), 8.56-8.60 (1H, m).

[0622]

Example 22
N-[(R)~(3-Acetylaminophenyl)carbamoylmethyl]-N-|( R)-6-chloro-4-{luoroindan-1-yl]-2-
methylnicotinamide

[0623]

To a mixture of N-[(R)~(3-aminophenyl)carbamoylmethyl]-N-[(R)-6-chloro-4-
fluoroindan-1-yl]-2-methylnicotinamide (Example 21-1, 80mg), N,N-
diisopropylethylamine (0.03ml.) and dichloromethane (3ml.) was added acetyl chloride
(14mg) at room temperature, and the mixture was stirred for Zhours. To the reaction
mixture was added water, and the crude product was extracted with ethyl acetate. The
organic layer was washed with water and brine, and dried over anhydrous magnesium
sulfate. The solvent was removed under reduced pressure, and the residue was purified by
silica gel column chromatography (eluent: ethyl acetate / n-hexane = 5/1 to ethyl acetate /
methanol = 10/1) to afford the title compound (75mg). The structural formula is shown in
Table 43,

[0624]

RT(min.): 2.267

MS(ESI, m/z) : 539.1513 (M+4THCO,)

'H-NMR(DMSO-dg)dppm: 1.29-1.53 (111, m), 1.99-2.15 (4H, m), 2.34-2.70 (4H, m), 2.84-

2.97 (1H, m), 4.90-5.38 (2H, m), 6.88-7.94 (10H, m), 8.51-8.59 (1H. m). 10.07 (1H, s).
[0625]

Example 23

N-[(R)-Carbamoyl-(3-methancsulfonylaminophenyl )methyl|-N-[(R)-6-chloro-4-

fluoroindan-1-y1]-2-methylnicotinamide

[0626]

To a mixture of N-[(R)-(3-aminopheny!)carbamoylmethyl]-N-{(R)-6-chloro-4-
fluoroindan-1-yl]-2-methylnicotinamide (Example 21-1, 80mg), N.NV-
diisopropylethylamine ((.03ml.) and dichloromethane (3ml.) was added methanesulfonyl
chloride (18mg) at room temperature, and the mixture was stirred for 2hours. To the
reaction mixture was added water, and the crude product was extracted with ethyl acetate.
The organic layer was washed with water and brine, and dried over anhydrous magnesium
sulfate. The solvent was removed under reduced pressure, and the residue was purified by
silica gel column chromatography (eluent: ethyl acetate / n-hexane = 5/1 to ethyl acetate /
methanol = 10/1) to afford the title compound (34mg). The structural formula is shown in
Table 43.

[0627]

RT(min.): 2.397

MS(ESI, m/z) : 529.1127 (M-HY

"H-NMR(DMSO-dg)dppm: 1.28-1.53 (1H, m), 1.98-2.15 (111, m), 2.35-2.70 (4H, m), 2.84-

3.05 (4H, m), 4.93-5.37 (2H. m), 6.97-7.87 (10H. m), 8.51-8.60 (1H, m), 9.93 (1H, br s).
[0628]
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[Table 41]
Ex.No. Stre. Ex.No. Stre.
F $
NH P $
19-25LP l;f;)\N’NEf " | 19-310p 'I;S;)‘N'“lgh*k
®)
Cl Hob = o?
F
C ¢
F H F s
19-26LP NN | 1e-320p NN
o\ )
¢ wo ) HO
¢ ¢
F L iy F ™
19-27LP N'“ag 2 | 19-33LP NNF
(o) o\
¢ Ho cl “ Ho
G i
F i _NH F H
19-28LP NN T2 | 19-34LP NN
oA © o
o] %
G |
- i )
Rt :
19-29LP . Y 19-35LP F&N)Im,
"’b c Hgb
OEt
F !
NH, F :
19-30LP ON’\g 19-36LP .q’\gmz
cl Q>- u csz
d
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[Table 42]
Ex.No. Stre. Ex.No. Stre.
¢ :
o) E .
F H F 3
19-37LP N'“);N’B 19-40LP I ok
o oA ©
HO ¢ wo
R %
F X NH ¥ NH,
19-38LP NN T2 | 19-41LP N"]g -
o\ _© 0
A HO
O
19-39LP
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[Table 43
Ex.No. Stre. Ex.Ne. Stre.

F £
= NH, B =
20u1, 1 & 3 21-2 N/\.,NH2
C o (o)

) F ™ F N,
2y ’;ﬁg tﬂg

F
21-1

N 3 AN,
Z MR
N

Test example 1
Confirmation Test of Inhibitory Effects on Icilin-induced wet-dog Shakes

[0635]

Test compounds were dissolved in dimethylacetamide (wako), and 0.5 %
methylcellulose solution (wako) was added to make the solution or suspension containing
5% of dimethylacetamide. At a dose of 3 or 10 mg'kg/5SmL of test compounds were orally
administered to female SD rats. After 1 hour, wet-dog shakes were induced by the
intrapenitoneal injection of icilin (1 mg/kg) which was dissolved in polyethylene glycol
400 (wako). From 5 minutes after the administration of icilin, wet-dog shakes were
counted for 5 minutes. For control example. vehicle (a mixture of dimethylacetamide
(wako) : 0.5% methylcellulose (wako) = 5:95) was administrated similarly, and the number
of wet-dog shakes was counted in the same manner. A percent inhibition of wet-dog
shakes by test compound was calculated from the following formula: | 1-(test compound
wet-dog shake count / vehicle wet-dog shake count)]*100. Results are shown in Tables 44
and 45,

[0636]
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[Table 44]
Ex No. Dose % inhibition £ o, Dose % inhibition
(mg/kg) | of Wet-Dog Shake (m/kg) of Wet Dog Shake

1-1 10 95 2-97LP 3 35
1-6 10 64 2-100LP 3 47
2-2LP 10 100 2-107LpP 3 68
2-4LP 10 79 2-111LP 3 91
2-5LP 10 89 2-118LP 3 62
2-11LP 10 83 2-125LP 3 37
2-26LP 10 83 2-128LP 3 65
2-27pP 10 95 2-131LP 3 100
2-31LP 10 87 2-132LP 3 49
2-33LP 10 98 2-133LP g 35
2-39LP 10 98 2-137LP 3 53
2-q0p | 10 95 2-1471P | 3 91
2-56LP 10 50 2-150LP 3 19
2-66LP 10 100 2-152LP 3 14
2-71LP 10 83 2-154LP 3 36
2-76LP 10 95 2-161LP 3 42
2-86LP 10 73 2-167LP 3 64
2-221LP 10 100 2-168LP K| 36
3-2 10 73 2-172LP 3 43
4-2 10 86 2-173LP 3 99
6-1 10 89 2~175LP 3 10
12 10 93 2-179LP | 32
1-3 3 69 2-180LP 3 32
2-6LP 3 69 2-2524 3 31
2-23LP 3 56 1-5 3 76
2-36LP 3 74 4-8 3 37
2-46LP 3 79 4-9 3 36
2-87LP 3 36 11 8 100
2-88LP 3 16 13 a 93
2-80LP 3 100 14LP 3 100
2-93LP 3 100 15LP 3 100

[0637]
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[Table 45]
B e (&?&) of"w:-::;z;t;:ke — (33;) of"vl?-l:;:;t;::ke
15-13LP | 10 86 19-25LP | 10 86
19-6P | 10 99 1941P | 10 92
1912LP | 10 82 211 10 99
19-15lP | 10 7 21-2 10 94
19-161P | 10 83 93P | 3 7
19-17LF 10 66

[0638]

Test example 2
Confirmation test of elongation action of micturition interval of overactive bladder induced
by acetic acid

[0639]

Urethane (sigma) was dissolved into pure water by 25% w/v, and female SD rats
were anesthetized with 1.25 g/kg urethane by subcutancous administration, Cannulae were
placed in femoral vein and bladder, and the bladder cannula was connected to both a
syringe pump and a pressure transducer. Detrusor overactivity was induced by intravesical
infusion of 0.25% acetic acid in saline at a rate of 3.6mI/h, and intravesical pressure was
monitored via pressure transducer concurrently. Test compounds were dissolved into a
mixture of dimethylacetamide and saline (20:80), and were administered via the femoral
vein. When an average of the three micturition interval before administration was taken as
100%, an average of the three micturition interval after administration was calculated as
Elongation of micturition interval (%) Dose and results are shown in tables 46 and 47,

[0640]

[Table 46|
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062
As shown in Tables 4 and 45, the compounds of the present invention exhibited
potent TRPMSE miubitory etfects. Further. ax shown in Tables 46 and 47. the compounds of

the present invention have the elongation action against micturiton interval and were
proved 10 be effective for suppression of detrusor overactuvity,

[INDUSTRIAL APPLICABILITY

(3043
The compounds of the present invention exhibit potent TRPME inhibitory activity and thus
are usetul as an agent for treating or preventing of diseases or ssmptoms caused by (he
activation of TRPNS. in particular the ssmptems of fower urinary tract svmptoms (F8 TS),
especiidly, overactive bladder syndrome (OAB).
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Claims

[Claim 1]JA compound represented by the general formula (I) or a
pharmaceutically acceptable salt thereof:
[Chem.1]

AI
) 8 Y n
R /SN (D
R OJ\kzo

wherein

Al is a group selected from the group consisting of the following a)
to c):

a) Ce-10 aryl, wherein the ring is unsubstituted or substituted with 1
to 2 substituents independently selected from the group consisting of the
following: a halogen atom, hydroxy, C;.s alkyl, Ci.¢ alkoxy, halo-C|.¢ alkyl,
halo-Ci¢ alkoxy, C,s alkoxycarbonyl, cyano, hydroxy-Ci¢ alkyl,
carbamoyl, nitro, amino, C,.s alkoxycarbonylamino-Ci.¢ alkyl, mono(di)Ci.¢
alkylamino, (C,.s alkyl)carbonylamino, C,¢ alkylsulfonylamino and Cj.
alkylsuifonyl,

b) S-membered aromatic heterocycle, wherein the ring is
unsubstituted or substituted with 1 to 2 substituents independently selected
from the group consisting of the following: a halogen atom, hydroxy, Ci.¢
alkyl, Cy.¢ alkoxy, halo-Ci.¢ alkyl, cyano and halo-C;.¢ alkoxy, and

¢) 6-membered aromatic heterocycle, wherein the ring is
unsubstituted or substituted with 1 to 2 substituents independently selected
from the group consisting of the following: a halogen atom, hydroxy, C;.s
alkyl, C, alkoxy, halo-Cj.¢ alkyl, cyano and halo-C,).¢ alkoxy;

A? is a group selected from the group consisting of the following d)
to f):

d) Cs.1p aryl, wherein the ring is unsubstituted or substituted with 1
to 2 substituents independently selected from the group consisting of the
following: a halogen atom, hydroxy, Cy alkyl, C;.s alkoxy, hydroxy-Ci.¢
alkoxy, hale-C,¢ alkyl, halo-C,.¢ alkoxy, cyano, amino, nitro, carboxy, (C).¢
alkyl)carbonylamino, (C;.s alkyl)carbonyloxy, (Ci.¢ alkyl)carbonyl and (Cs.
10 aralkyloxy)carbonyl,

e) heterocycle, wherein the ring is unsubstituted or substituted with
1 to 2 substituents independently selected from the group consisting of the
following: a halogen atom, hydroxy, Cy. alkyl, Cy.¢ alkoxy, halo-C,.¢ alkyl,
halo-Cy.¢ alkoxy, cyano, mono(di)C,.s alkylamino, C;¢ alkylsulfanyl,
amino, (Cq.10 aralkyloxy)carbonyl, hydroxy-Ci.s alkyl, hydroxy-C,.¢ alkoxy,
Cy. alkenyl, morpholino and (C;.¢ alkyl)carbonyl , and

) Cy¢ cycloalkyl;

Xis CHorN;

Y is -CR'R%- or an oxygen atom;

R' and R? independently represent a hydrogen atom, a halogen
atom or Cy.¢ alkyl;

R and R* independently represent a hydrogen atom, a halogen
atom, Cy.¢ alkyl, Cy.¢ alkoxy, halo-C.¢ alkyl, halo-Cy.¢ alkoxy, hydroxy-Ci.¢
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alkoxy, Cs.s cycloalkyl, Cs.¢ cycloalkoxy, C,.¢ alkenyl or cyanc with the
proviso that when X is CH, and R' and R* are hydrogen atoms, R’ and R*
are not hydrogen atoms at the same time; and

nis 1or2. )

[Claim 2] The compound according to claim 1 or a pharmaceutically
acceptable salt thereof, wherein X is CH; and n is 1.

[Claim 3] The compound according to claim 2 or a pharmaceutically acceptable salt
thereof, wherein a group represented by the general formula:
[Chem.2]
e In
R, 2 (171)

R

is a group represented by the following general formula:
[Chem.3]

R@l (11 1)
p

wherein R® and R* independently represent a hydrogen atom, a halogen atom,
Ci.¢ alkyl, Cy¢ alkoxy, halo-C,.¢ alkyl, halo-C;¢ alkoxy, hydroxy-Ci¢ alkoxy, Csig
cycloalkyl, Cs.¢ cycloalkoxy, Cas alkenyl or cyano with the proviso that R3 and R* are
not hydrogen atoms at the same time. '

[Claim 4] The compound according to claim 3 or a pharmaceutically acceptable salt
thereof, wherein Y is -CR'R?-.

[Claim 5] The compound according to claim 4 or a pharmaceutically acceptable salt
thereof, wherein a group represented by the general formula:
[Chem.4]

Al

/Ln,uuz (xv)

0

is a group represented by the following general formula:
[Chem.5]

-

-2

Ay (V)
0

wherein Al is a group selected from the group consisting of the following al),

b) and ¢):;
al) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
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atom, hydroxy, C; alkyl, Ci¢ alkoxy, halo-Cis alkyl, halo-Cis alkoxy, C,.
calkoxycarbonyl, cyano, hydroxy-Cis alkyl, carbamoyl, nitro, amino, Cjs
alkoxycarbonylamino-Cys alkyl, mono(di}Cy alkylamino, (Cy.s alkyl)carbonylamino,
C,.¢ alkylsulfonylamino and C,.¢ alkylsulfonyl,

b)s-membered aromatic heterocycle:wherein the ring is unsubstituted or substituted with
1 to 2 substituents independently selected from the group consisting of the following: a
halogen atom, hydroxy, Ci¢ alkyl, Ci¢ alkoxy, halo-Cis alkyl, cyano and halo-Cyg
alkoxy, and

€) 6-membered aromalic heterocycle, wherein the ring is unsubstituted or substituted
with 1 to 2 substituents independently selected from the group consisting of the
following: a balogen atom, hydroxy, Ci.¢ alkyl, C).s alkoxy, halo-Ci.¢ alkyl, cyano and
halo-Cy.¢ alkoxy.

[Claim 6] The compound according to'claim 5 or a pharmaceutically acceptable salt
thereof, wherein a group represented by the general formula:
{Chem.6]

X~Y)n
R (11)
Rﬂ

is a group represented by the following general forrmula:
[Chem.7)
3

R
b}\ V1)

R

wherein R® and R* independently represent a hydrogen atom, a halogen atom,

Ci.s alkyl, Cis alkoxy, halo-Cy.¢ alkyl, halo-C;.s a]koxy, hydroxy—C;.s alkoxy, Cs4

cycloalkyl, Co alkenyl or cyano with the proviso that R*> and R* are not hydrogen atoms
at the same time.

[Claim 7] The compound according to claim 6 or a pharmaceutically acceptable salt
thereof, wherein AZ is a group selected from the group consisting of the following d1)
and e):

d1) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Cr.s alkyl, Cy¢ alkoxy, hydroxy-Ci. alkoxy, halo-Ci¢ alkyl, halo-Cy.¢
alkoxy, cyano, amino, nifro, carboxy, (Cis alkyl)carbonylamino, (Cj4
alkyl)carbonyloxy, (Ci.¢ alkyl)carbonyl and (C;.jp aralkyloxy)carbonyl, and

e) heterocycle, wherein the ring is unsubstituted or substituted witk 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Ci¢ alkyl, Ci¢ alkoxy, halo-Cys alkyl, halo-Cj alkoxy, cyano,
mono{di)C ¢ alkylamino, C;.¢ alkylsulfanyl, amine, {Cy.yp aralkyloxy)carbonyl, hydroxy-
Ch.5 alkyl, hydroxy-Ci.¢ alkoxy, Cz.¢ alkenyl, morpholino and (Cy.¢ alkyl)carbonyl.

[Claim 8] The compound according to claim 7 or a pharmaceutically acceptable salt
thereof, wherein Al is a group selected from the group consisting of the following a2),
bl)and cl):



152

a2) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a balogen
atom, hydroxy, hydroxy-Cs alkyl, cyano, amino, mono(di)Cy¢ alkylamino and Cj.
alkoxy,

b1) thiazolyl, and

cl) a group selected from the group consisting of pyridyl, pyrimidinyl and
pyrazinyl, wherein the each ring is unsubstituted or substituted with 1 to 2 substituents
independently selected from the group consisting of the following: a halogen atom, C.¢
alkyl, Cr.4 alkoxy and cyano;

A?is a group selected from the group consisting of the following d2) and el):

d2) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atomn, hydroxy, Cis alkyl, Cy.¢ alkoxy, hydroxy-Ci¢ alkoxy, halo-Cy¢ alkyl, hale-Cy
alkoxy, cyano, (C;.¢ alkyl)carbonyloxy and amino, and

el) heterocycle, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atomn, C, alkyl, C,.5 alkoxy, cyano, mono(di)C,. alkylamino, Ci alkylsulfanyl, amino,
hydroxy—C; % alkyl and Cy.¢ alkenyl; and

R® and R* independently represent 2 hydrogen atom, a halogen atom, C.¢ alkyl
Cis alkoxy, halo~C1.6 alkyl, halo-C,.¢ alkoxy, Cs.s cycloalkyl or cyano with the proviso
that R* and R? are not hydrogen atoms at the same time.

[Claim 9] The compound according to claim 8 or a pharmaceutically acceptable salt
thereof, wherein A” is a group selected from the group consisting of the following d2)
and e2):

d2) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Ci¢ alkyl, C;.s alkoxy, hydroxy-Cy.s alkoxy, halo-C,.¢ alkyl, halo-Cy.¢
alkoxy, cyano, (C;.s alkyl)carbonyloxy and amino, and

€2) a group selected from the group consisting of pyridyl, pyrimidinyl,
pyrazinyl, thienyl, thiazolyl, isothiazolyl, 2,3-dihydrobenzofuranyl, pyrazolyl,
imidazolyl, isoxazolyl, oxazolyl, furazanyl and benzo[1, 3]dioxolyl , wherein the each
ring is unsubstitnted or substituted with 1 to 2 substituents independently selected from
the group consisting of the following: a halogen atom, C; alkyl, Ci¢ alkoxy, cyano,
mono(di)Cy.¢ alkylamino, C,.¢ alkylsulfanyl, amino, hydroxy-Ci.s alkyl and C.¢ alkenyl.

[Claim 10]  The compound according to claim 9 or a pharmaceutically acceptable salt
thereof,

wherein A' is phenyl, pyridyl or pyrazinyl, in which the each ring is
unsubstituted or substituted with selected from the group consisting of the following: a
halogen atom, amino, mono(di)C,.¢ alkylamino or hydroxy;

A% is a group selected from the group consisting of the following d3) and €3):

d3) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, Cy.¢ alkyl, Cy.¢ alkoxy and amino, and

e3) a group selected from the group consisting of pyridyl, pyrimidinyl,
pyrazinyl, thiazolyl, 2,3-dihydrobenzofuranyl, pyrazolyl, isoxazolyl and benzofl,
3]dioxolyl, wherein the each ring is unsubstituted or substituted with 1 to 2 substituents
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independently selected from the group consisting of the following: a halogen atom, Ci4
alkyl, Cy4 alkoxy, mono(di)C; alkylamino, C, alkylsulfanyl, and amino, and

R® and R independently represent a hydrogen atom, a halogen atom, C1 g alkyl,
Cis alkoxy, halo-Cy. alkoxy, Cs.s cycloalkyl or cyano with the proviso that R® and R
are not hydrogen atoms at the same time.

[Claim 11]  The compound according to claimlQ or a phannaceuncally acceptahle salt
thereof, wherein A' is phenyl, pyridyl or pyrazinyl, in which the each ring is
unsubstituted or substituted with selected from the group consisting of the following: a
halogen atom or hydroxy;

AZ?is a group selected from the group consisting of the following d4) and e3):

d4) phenyl, wherein the ring is unsubstituted or substituted with 1 to 2
substituents independently selected from the group consisting of the following: a halogen
atom, hydroxy, C.¢ alkoxy and amino, and

e3) a group selected from the group consisting of pyridyl, pyrimidinyl,
pyrazinyl, thiazolyl, 2,3-dihydrobenzofuranyl, pyrazolyl, isoxazoly!l and benzo[l,
3]dioxolyl, wherein the each ring is unsubstituted or substituted with 1 to 2 substituents
independently selected from the group consisting of the following: a halogen atom, C;¢
alkyl, C,.; alkoxy, mono(di)C,.¢ alkylamino, C;.¢ alkylsulfanyl, and amino, and

R® and R* independently represent a hydrogen atom, a halogen atom, Cy alkyl,
C1¢ alkoxy, halo-Cy.¢ alkoxy, Cs. cycloalkyl or eyano with the proviso that R* and R?
are not hydrogen atoms at the same time,

[Claim 12]  The compound according to claim 1 selected from the following group or
a pharmaceutically acceptable salt thereof:
N-[(R)-catbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]nicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-methoxyindan-1-yl]nicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-{(R)-6-chloroindan-1-yl[benzamide;
N-{(R)-carbamoylphenylmethyl]-N-[(R)-6-methoxylindan-1-yI]benzamide;
N-{(R)-carbamoylphenylmethylj-N-[(R)-6-cyclopropylindan-1-yl]benzamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-difluoromethoxyindan-1-yl]benzamide;
N-{(R)-carbamoylphenylmethyl}-N-[(R)-6-difluoromethoxyindan-1-yl]nicotinamide;
2-amino-V-[(R)-carbamoylphenylmethyl]-N-[(R)-6-difluoromethoxyindan-1-
yi]nicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-I-yl]nicotinamide;
2-amino-N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl]nicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)4-fluoro-6-methoxyindan-1-yl]nicotinamide;
N-{(R)-carbamoylphenylmethyl}-N-[{R)-4-fluoro-6-methylindan-1-yljnicotinamide;
N-[(R)-carbamoylphenylmethyl]-V-[(R)-4-fluoroindan-1-yl]nicotinamide;
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan- 1 -yl Jbenzamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl]thiazole-5-carboxamide;
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-4,6-difluoroindan-1-yl)benzamide;
N-[(R)-carbamoylphenylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-yl}-5-
fluoronicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]benzamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-cyanoindan-1-yl]-2-hydroxybenzamide;
N-[(R}-carbamoylphenylmethyl]-N-[(S)-5-chloro-2,3-dihydrobenzofuran-3-yl]-2-
hydroxybenzamide;
2-amino-N-[(R})-carbamoylphenylmethyl]-N-[(R}-4,6-difluoroindan-1-yl]benzamide;
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N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-y1]-2-
methylnicotinamide;
2-amino-N-[(R)-carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]nicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl Jbenzamide;
N-[(R)-carbarnoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yljnicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]-2-methoxynicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan-1-yl}-2-methoxynicotinamide\;
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloroindan-1-yl]benzamide;
N-[(R)-carbamoylphenylmethyl}-N-[(R)-6-chloroindan-1-yl}-4-methylthiazole-5-
carboxamide;

N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yi]-2-
methoxybenzamide;
N-[(R)-carbamoylphenylmethyl]-2-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yl]nicotinamide;
N-[(R)-carbamoylpyridin-3-ylmethyl]-2-chloro-N-[(R)-6-chloro-4-fluoroindan-1-
yllbenzamide;
N-[(R)~carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-~yl}-4-
methyinicotinamide;
N-[(R)-carbamoylphenylmethyi]-N-[(R)-6-chlorc-4~fluoroindan-1-y1]-2-
(methylamino)nicotinamide;
N-{(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2,3-
dihydrobenzofuran-7-carboxamide;
N[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl}-2-
methoxybenzamide;

N-[(R)-carbamoylphenylmethyl])-N-[(R)-6-chloroindan-1-yl]-2-
(mmethylsuifanyl)nicotinamide;
N-[(R)-carbamoylphenylmethyl-N-[{&)-6-chloro-4-fluoroindan-1-yl]-2-
(methylsulfanynicotinamide;
N-{(R)-carbamoylphenylmethyl]-N-{(R)-4,6-difluoroindan-1-y1}-2-methylnicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-4,6-difluoroindan-1-yl]-4-methylthiazole-3-
carboxamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-methyl-2H-
pyrazole-3-carboxamide (Example 2-133LP);
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloroindan- 1-yl]-2-methylnicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-{(R)-6-chloro-4-flucroindan-1-yl]-5-methylthiazole-
4-carboxamide;
N-[(R)-carbamoylphenylmethyl}-N-[(R)-6-chloro-4-flucroindan-1-yl]-4-
methylisoxazole-5-carboxamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-3-methylpyridine-
2-carboxamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-4-
methylpyrimidine-5-carboxamide;

N-[(R)-carbamoyl-(3-fluorophenyl)methyl]-N-[ (R)-6-chloro-4-fluoroindan-1-yl}-2-
methylnicotinamide;
N-{(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-flucroindan-1-yl]}-3-
methylisonicotinamide;
N-[(R)-carbamoyl-(3-hydroxyphenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
methylnicotinamide;
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N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-
yllbenzo[1,3]dioxole-4-carboxamide;

N-[(R)-carbamoylphenylmethyl]-N-[ (R)-6-chloro-4-fluoroindan-1-ylJbenzo[1,3]dioxole-
4-carboxamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yi]-3-methylpyrazine~
2-carboxamide;
N-[(B)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]pyrazine-2-
carboxamide;
N-[{R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl}-2-
methoxynicotinamide;
N-[(RS)-carbamoylphenylmethyl]-N-[(SR)-5-chloro-7-fluore-2,3-dihydrobenzofuran-3-
yl]benzamide;
N-[(R)-carbamoylpyridin-3-yimethyl]-N-{(R)-6-chloro-4-fluoroindan-1-y1]-2-
hydroxybenzamide;
N-[(R)-carbamoylpyrazin-2-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-
hydroxybenzamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-hydroxy-3-
methylbenzamide;

N-{(R)-carbamoylphenylmethyl}-N-[ (R)-6-chloro-4-fluoroindan-1-yij-2-
methoxynicotinamide;
2-amino-N-{(R)-carbamoylphenylmethyl]-N-[(R})-6-chlore-4-fluoroindan-1-
yl]nicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl}-2-
methylnicotinamide;
N-[(R)-carbamoylphenylmethyl]-N-[(R)-6-chloro-4-flucroindan-1-yl]-4-methylthiazole-
S-carboxamide;
N-[(R)-carbamoyl-(3-dimethylaminophenyl)methyl]-N-[(R)-6-chloro-4-fluoroindan-1-
ylj-2-methylnicotinamide;
N-[(R)-carbamoyl-(3-dimethylaminophenyl)methyl}-N-[(R)-6-chloro-4-fluoroindan-1-
y1}-2-hydroxybenzamide;
N-[(R)-carbamoylpyridin-3-yImethyl]-N-[(R)-6-chloro-4-fluoroindan-1~yl}-2-hydroxy-4-
methylbenzamide;
N-[(R)-carbamoylpyridin-3-ylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-fluoro-6-
hydroxybenzamide;
N-{[(R)-carbamoylpyridin-3-ylmethyl}-N-[(R)-6-chloro-4-flucroindan-1-yl}-4-fluoro-2-
hydroxybenzamide;
N-[(R)-carbamoylpyridin-3-ylmethyl]-4-chloro-N-[(R)-6-chloro-4-flucroindan-1-yl]-2-
hydroxybenzamide;
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-3-fluoro-2-
hydroxybenzamide;
N-[(R)-(3-aminophenyl)carbamoylmethyl]-N-[{R)-6-chloro-4-fluoroindan-1-y1}-2-
methylnicotinamide;
N-[(R)-(3-aminophenyl)carbamoylmethyl}-N-[(R)-6-chloro-4-fluoroindan-1-yl}-2-
hydroxybenzamide;

N-[(R)-carbamoyl (5-fluoropyridin-3-yl)methyl]-N-[(R)-6-chlore-4-fluoroindan- 1 ~y1]-2-
hydroxybenzamide; and
N-[(R)-carbamoylpyridin-3-ylmethyl]-N-[(R)-6-chloro-4-fluoroindan-1-yl]-2-hydroxy-3-
methylbenzamide.
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[Claim 13] A pharmacentical composition comprising the compound according to
any one of claim 1 to12 or a pharmaceutically acceptable salt thereof,

[Claim 14] The pharmaceutical composition according to claim 13, for use in the
treatment or prevention of a disease or a symptom caused by hyperexcitability or a
disorder of afferent neurons.

[Claim 15] Use of the compound according to any one of claim 1 to 12 or a
pharmaceutically acceptable salt thereof for the manufacturing of a pharmaceutical
composition for preventing or freating anxietas, depression, lower urinary tract
symptoms (LUTS), algi, circulatory disorder, itch, pins-and-needies sensation and hives.



