Bioorganic & Medicinal Chemistry Letters 21 (2011) 2309-2312

Contents lists available at ScienceDirect

Bioorganic & Medicinal Chemistry Letters

Bioorganic & Medicinal
Chemistry Letters

journal homepage: www.elsevier.com/locate/bmecl Bl =

Synthesis and SAR investigations of novel 2-arylbenzimidazole derivatives
as melanin-concentrating hormone receptor 1 (MCH-R1) antagonists

Chae Jo Lim?, Nakjeong Kim?, Eun Kyoung Lee *", Byung Ho Lee ?, Kwang-Seok Oh?, Sung-eun Yoo?,

Kyu Yang Yi*P*

@ Bio-organic Science Division, Korea Research Institute of Chemical Technology, Yuseong-gu, Daejeon 305-600, Republic of Korea
b Department of Medicinal and Pharmaceutical Chemistry, University of Science and Technology, Yuseong-gu, Daejeon 305-350, Republic of Korea

ARTICLE INFO ABSTRACT

Article history:

Received 24 December 2010
Revised 22 February 2011
Accepted 23 February 2011
Available online 26 February 2011

Keywords:

Melanin-concentrating hormone (MCH)
MCH-R1 antagonists
2-Arylbenzimidazole

Obesity

Compounds containing 2-arybenzimidazole ring systems linked to arylpiperidines were synthesized and
evaluated as MCH-R1 antagonists. The results of structure-activity relationship studies led to the identi-
fication of compound 4c as a potent MCH-R1 antagonist (ICso = 1 nM). This compound also has good met-
abolic stability, and favorable pharmacokinetic and brain penetration properties. However 4¢ was found
to be potent inhibitor of the hERG potassium channel.

© 2011 Elsevier Ltd. All rights reserved.

The melanin-concentrating hormone (MCH) is a cyclic 19-ami-
no acid polypeptide that is expressed predominantly in the lateral
hypothalamus and zona incerta of the central nervous system.!
MCH is known to be involved in the regulation of feeding behavior
and energy homeostasis that are mediated by two types of G pro-
tein-coupled receptors, MCH receptor 1 and 2 (MCH-R1 and R2).23
Nearly homologous forms of MCH-R1 are present in both humans
and rodents and their pharmacological effects on MCH are not sig-
nificantly different. Owing to the observation that intracerebroven-
tricular (ICV) injection of MCH into rat stimulates food intake and
chronic administration, it can be argued that MCH is associated
with obesity and hyperphagia.** Furthermore, it has been reported
that the steady-state levels of MCH mRNA are high in obese ro-
dents, such as ob/ob, db/db, Ay/a mice.® Additionally, a transgenic
MCH-R1 knockout in mice led to reduced food intake and elevated
metabolic rates, resulting in a lean phenotype.” In contrast, overex-
pression of MCH mRNA caused mice to have increased fat and body
weight associated with an obese phenotype.® Indeed, numerous
MCH-R1 antagonists have shown anti-obesity efficacy in diet-in-
duced obesity (DIO) animal models.®

Since the time that T-226296'° and SNAP-7941'! were shown to
be the first small molecule MCH-R1 antagonists, a number of
pharmaceutical companies have undertaken large efforts to
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develop a variety of pharmacophore structures of MCH-R1 antago-
nists that might behave as anti-obesity agents. Despite good in vivo
efficacy in rodents, a number of chemical series are unable to pro-
gress to clinical development due to unsuitable PK profile and hERG
binding activity.!? To date, GW856464,'> AMG-076,'* NGD-4715,'°
and ALB-127158 (structure undisclosed)'® have advanced to the
phase 1 trial stage (Fig. 1). Recently, benzimidazole based MCH-
R1 antagonists have been described by several research groups.!”
In continuing efforts to uncover novel and potent MCH-R1 antago-
nists, we found that 2-aryl substituted benzimidazole derivatives,
containing the piperidinylphenyl acetamide group at the 1-posi-
tion, display highly potent binding affinities to MCH-R1.!® We de-
scribe the synthesis, biological evaluation, and structure-activity
relationships of several 2-arylbenzimidazole derivatives.

The general synthetic routes used to prepare the new 2-aryl-
benzimidazole derivatives 3-6 are outlined in Scheme 1. The aryl
substituted benzimidazoles 1, employed in these sequences are
either commercially available or readily prepared by reaction of
1,2-phenylenediamine with benzoic acid derivatives using
polyphosphoric acid (PPA). The methanesulfonate ester 9 of N-
[3-[1-(3-hydroxypropyl)-4-piperidinyl|phenyl]acetamide, used as
one coupling partner, was prepared from the known N-[3-
(4-piperidinyl)phenyl]acetamide 7.'° The route employed alkyl-
ation of 7 with 3-bromopropan-1-ol in the presence of potassium
carbonate in DMF to give N-[3-[1-(3-hydroxypropyl)-4-piperidi-
nyl]phenyl]acetamide 8. Treatment of 8 with methanesulfonyl
chloride and triethylamine in dichloromethane provided 9, which
was directly used in the next step without further purification.
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Figure 1. Representative structures of MCH-R1 antagonists.
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Scheme 1. Reagents and conditions: (a) PPA, reflux, 3 h; (b) 9, K,CO3, DMF, 80 °C, 5 h; (c¢) 1-chloro-n-iodoalkane, K;CO3, DMF, rt, 10 h; (d) 7, K»COs, KI, DMF, 100 °C, 5 h; (e) 1-

bromopropanol, K;CO3, DMF, 60 °C, 5 h; (f) MsCl, EtsN, CH,Cl,, 0 °C to rt, 3 h.

The target compounds 4 (n = 3) were obtained by reaction of benz-
imidazoles 1 with 9 in the presence of potassium carbonate in DMF.
Alternatively, compounds 3-6 can be generated from 1 by alkyl-
ation with the appropriate 1-chloro-n-iodoalkanes followed by
reaction with 7.

As shown in Scheme 2, the routes for preparation of anilide
derivatives 11 utilized simple synthetic manipulations starting
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with acetamide 4. Hydrolysis of 4 by treatment with 5N HCI in
methanol afforded the free amine 10, which was then reacted with
an appropriate acid chloride in the presence of triethylamine in
dichloromethane to afford the corresponding amides 11.

The 2-arylbenzimidazole derivatives were evaluated for their
binding affinities to the membranes of CHO cells expressing human
MCH-R1. These measurements were performed by using a

1
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Scheme 2. Reagents and conditions: (a) 5N HCI, MeOH, 50 °C, 3 h; (b) R*COCl, EtsN, CH,Cl,, 0°C to rt, 1 h.
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Table 1
Effects of chain length on MCH-R1 binding affinity

S O
NH

Compound n MCH-R1 IC50™" (nM)
3 2 10,000
4 3 2
5 4 29
6 5 74

2 Binding affinities of compounds for MCH-R1 were determined by using com-
petitive binding with Eu-MCH and a TRF assay.
b Values are means of at least two measurements.

competition binding assay with Eu-labeled MCH and a time-re-
solved fluorometric (TRF) assay (Table 1).2° The initial SAR study
was aimed at determining the distance between the benzimidazole
and arylpiperidine moieties that leads to optimal binding to MCH-
R1. Among those tested (3-6), compound 4 containing a three-car-
bon linker showed the most potent MCH-R1 binding activity.
When the length of the linker is increased from C-3 (4) to C-4 (5)
and C-5 (6), a large decrease in MCH-R1 binding affinity was ob-
served. Interestingly, the C2-linked compound 3 does not bind to
MCH-R1. These results indicate that the length of the linker be-
tween the benzimidazole and arylpiperidine groups plays a signif-
icant role in binding to MCH-R1.

With the optimal linker length determined (n = 3), the effects of
various substituents on the aryl group at the 2-position of the
benzimidazole moiety were investigated. As the results displayed
in Table 2 show, introduction of a chlorine group at the para-aryl
position (4c) gives an improved affinity for MCH-R1 (ICso = 1 nM)
as compared to 4. However the ortho- and meta-analogs 4a and
4b, have 10- and 5-fold reduced binding affinities, respectively.
Independent of their different electronic properties, the trifluoro-
methyl (4d-4f) and methoxy (4g-4i) derivatives display similar
structure-activity relationships.

A further exploration of the effects of substituents at the para
position of aryl group demonstrated that the bromo and phenyl
substituted substances, 4k and 4n, have high MCH-R1 binding
affinities. In contrast, other para-substituents such as fluoro 4j,
ethyl 41, i-propyl 4m, phenoxy 40, and nitrile 4p have detrimental
effects on binding. The effects of disubstitution on the aryl group
were investigated next. Incorporation of 2-F and 4-Cl groups (4s)
resulted in a potency that is comparable to both the unsubstituted
compound 4 and the 4-chloro derivative 4c. Except for 3,4-di-Cl 4r,
disubstituted substrates such as 2,4-di-Cl 4q, 3,4-di-F 4t, and 2-CI-
4-F 4u had low ICsq values in the range of 1-4 nM.

Having discovered that p-chloro is the optimal substituent on
the 2-aryl ring of benzimidazoles, our attention next turned to
the anilide moiety in the arylpiperidine part of these compounds.
As the data in Table 3 indicate, while placement of an acetanilide
group at the meta-position (4c) leads to excellent MCH-R1 binding
affinity, introduction of this group at the ortho (11a) and para (11b)
positions resulted in a loss of binding. In addition, introduction of a
i-propyl-anilide moiety at the meta-position (11c) in place of acet-
anilide led to a slight reduction in activity. However, the presence
of benzoyl anilides such as phenyl (11d), tolyl (11e), and m-chloro-
phenyl (11f) were detrimental to MCH-R1 binding. Additionally,
replacement of the anilide group by small substituents such as

Table 2
Effects of substituents on the 2-aryl group of benzimidazole derivatives

T
Compound R! MCH-R1 ICs¢*® (nM)
4 H 2
4a 2-Cl 10
4b 3-Cl 5
4c 4-Cl 1
4d 2-CF3 50
4e 3-CF3 30
4f 4-CF3 3
4g 2-OMe 747
4h 3-OMe 7
4i 4-OMe 9
4j 4-F 56
4k 4-Br 5
41 4-Et 32
4m 4-i-Pr 60
4n 4-Ph 8
40 4-OPh 42
4p 4-CN 16
4q 2,4-di-Cl 3
4r 3,4-di-Cl 24
4s 2-F-4-CI 1
4t 3,4-di-F 4
4u 2-Cl-4-F 4

¢ Binding affinities of compounds for MCH-R1 were determined by using com-
petitive binding with Eu-MCH and a TRF assay.
b Values are means of at least two measurements.

Table 3
Effects of the anilide group on the arylpiperidine moiety on MCH-R1 binding affinity.

Cry-CO-
1

N o}

-

X
| N

=~ H
Compound Position R? MCH-R1 IC5¢*" (nM)
4c 3- Me 1
11a 2- Me >6000
11b 4- Me 5380
11c 3- i-Pr 5
11d 3- Ph 19
11e 3- 4-Me-Ph 300
11f 3- 3-CI-Ph 213

¢ Binding affinities of compounds for MCH-R1 were determined by using com-
petitive binding with Eu-MCH and a TRF assay.
b Values are means of at least two measurements.

fluorine, methoxy, and methyl resulted in a drop in binding affinity
(data not shown). These findings indicate that the position and size
of the anilide group, which serves as both a H-bonding donor and
acceptor, might be critical for binding to MCH-R1.

The metabolic stability of 4c, which was shown to have the
highest MCH-R1 binding affinity, was evaluated. This substance
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Table 4

Pharmacokinetic profile of 4c in rats
Parameter® Value
ti2 (h) 43
Oral AUC (mg h/mL) 9.1
iv CL (mL/kg min) 283
Vass (L/kg) 6.0
%F 99
Plasmasy, (ng/mL)® 420
Brainsy, (ng/g)° 160

@ Determined in rats by administration of 10 mg/kg,
iv and po (n=3).

b The values are the means for n=3 SD rats. The
concentrations were determined at 3 h after 10 mg/kg
oral dosing.

displayed good metabolic stability in human and rat liver micro-
somes (97% and 98% for 30 min, respectively). The pharmacoki-
netic properties of 4c are displayed in Table 4. As can be seen by
viewing these data, 4c¢ showed excellent oral bioavailability
(F=99%) with an acceptable clearance (28.3 mL/kg min), half-life
(4.3 h) and plasma level. Furthermore, 4c exhibited moderate brain
penetration in rats at 3 h after oral dosing of 10 mg/kg. The hERG
affinity of compound 4c¢ was also determined by utilizing a patch
clamp assay. Unfortunately, this compound was found to be a po-
tent inhibitor of the hERG potassium channel (ICso=0.003 pM)
and, as a result, it is unsuitable for further development.

In summary, the studies described above led to the discovery of
several novel compounds, comprised of linked 2-arylbenzimid-
azoles and arylpiperidines, which serve as MCH-R1 antagonists.
Extensive SAR studies probing substituents on both the aryl group
at the 2-position of the benzimidazole and the anilide group, and
the length of the chain linking the 2-arylbenzimidazole and arylpi-
peridine moieties led to the identification of compound 4c, a sub-
stance that is a potent MCH-R1 antagonist with good metabolic
stability and favorable pharmacokinetic properties. Further efforts
aimed at overcoming the hERG binding problem associated with
this compound are now in progress.

Acknowledgments

This research was supported by grants from the Center for Bio-
logical Modulators of the 21st Century Frontier R&D Program, the
Ministry of Science and Technology, Korea.

Supplementary data

Supplementary data associated with this article can be found, in
the online version, at doi:10.1016/j.bmcl.2011.02.099.

References and notes

1. (a) Pissios, P.; Maratos-Flier, E. Trends Endocrinol. Metab. 2003, 14, 243; (b)
Sone, M.; Takahashi, K.; Murakami, O.; Totsune, K.; Arihara, Z.; Satoh, F.;
Sasano, H.; Ito, H.; Mouri, T. Peptides 2000, 21, 245.

2. Schwartz, M. W.; Wood, S. C.; Porte, D., Jr.; Seeley, R. ].; Baskin, D. G. Nature
2000, 404, 661.

10.

12.
13.

16.

18.

19.
. Lee, S.; Kim, G-D.; Park, W-K.; Cho, H.; Lee, B. H.; Yoo, S-e.; Kong, J. Y.

C. J. Lim et al./Bioorg. Med. Chem. Lett. 21 (2011) 2309-2312

. () Saito, Y.; Nothacker, H.-P.; Wang, Z.; Lin, S. H. S.; Leslie, F.; Civelli, O. Nature

1999, 400, 265; (b) Chambers, J.; Ames, R. S.; Bergsma, D.; Muir, A.; Fitzgerald,
L. R; Hervieu, G.; Dytko, G. M.; Foley, J. ].; Martin, J.; Liu, W.-S.; Park, J.; Ellis, C.;
Ganguly, S.; Konchar, S.; Cluderay, J.; Leslie, R.; Wilson, S.; Sarau, H. M. Nature
1999, 400, 261; (c) Sailer, A. W.; Sano, H.; Zeng, Z.; McDonald, T. P.; Pan, ]J.;
Pong, S.-S.; Feighner, S. D.; Tan, C. P.; Fukami, T.; Iwaasa, H.; Hreniuk, D. L.;
Morin, N. R.; Sadowski, S. J.; Ito, M.; Ito, M.; Bansal, A.; Ky, B.; Figueroa, D. ].;
Jiang, Q.; Austin, C. P.; MacNeil, D. J.; Ishihara, A.; Thara, M.; Kanatani, A.; Van
der Ploeg, L. H. T.; Howard, A. D.; Liu, Q. Proc. Natl. Acad. Sci. US.A. 2001, 98,
7564.

. Rossi, M.; Beak, S. A.; Choi, S.-J.; Small, C. J.; Morgan, D. G. A.; Ghatei, M. A.;

Smith, D. M.; Bloom, S. R. Brain Res. 1999, 846, 164.

. Gomori, A.; Ishihara, A.; Ito, M.; Mashiko, S.; Matsushita, H.; Yumoto, M.; Ito,

M.; Tanaka, T.; Tokita, S.; Moriya, M.; Iwaasa, H.; Kanatani, A. Am. J. Physiol.:
Endocrinol. Metab. 2003, 284, E583-E588.

. () Qu, D.; Ludwig, D. S.; Gammeltoft, S.; Piper, M.; Pelleymounter, M. A.;

Cullen, M. J.; Mathes, W. F.; Przypek, J.; Kanarek, R.; Maratos-Flier, E. Nature
1996, 380, 243; (b) Mizuno, T. M.; Kleopoulos, S. P.; Bergen, H. T.; Roberts, ]. L.;
Priest, C. A.; Mobbs, C. V. Diabetes 1998, 47, 294; (c) Hanada, R.; Nakazato, M.;
Matsukura, S.; Murakami, N.; Yoshimatsu, H.; Sakata, T. Biochem. Biophys. Res.
Commun. 2000, 268, 88.

. Shimada, M.; Tritos, N. A.; Lowell, B. B.; Flier, J. S.; Maratos-Flier, E. Nature 1998,

396, 670.

. Ludwig, D. S.; Tritos, N. A.; Mastaitis, J. W.; Kulkarni, R.; Kokkotou, E.; Elmquist,

J.; Lowell, B.; Flier, J. S.; Maratos-Flier, E. J. Clin. Invest. 2001, 107, 379.

. (a) Jeon, M-K.; Cheon, H. G. Curr. Top. Med. Chem. 2009, 9, 504; (b) Rivera, G.;

Bocanegra-Garcia, V.; Galiano, S.; Cirauqui, N.; Ceras, J.; Perez, S.; Aldana, I.;
Monge, A. Curr. Med. Chem. 2008, 15, 1025; (c) McBriar, M. D. Curr. Opin. Drug
Disc. Dev. 2006, 9, 496.

Takekawa, S.; Asami, A.; Ishihara, Y.; Terauchi, J.; Kato, K.; Shimomura, Y.; Mori,
M.; Murakoshi, H.; Kato, K.; Suzuki, N.; Nishimura, O.; Fujino, M. Eur.
J. Pharmacol. 2002, 438, 129.

. Borowsky, B.; Durkin, M. M.; Ogozalek, K.; Marzabadi, M. R.; DeLeon, ].;

Heurich, R.; Lichtblau, H.; Shaposhnik, Z.; Daniewska, I.; Blackburn, T. P.;
Branchek, T. A.; Gerald, C.; Vaysse, P. ].; Forray, C. Nat. Med. 2002, 8, 825.
Mendez-Andino, J. L.; Wos, ]. A. Drug Discovery Today 2007, 12, 972.

(a) Hertzog, D. L.; Al-Barazanji, K. A.; Bigham, E. C.; Bishop, M. ].; Britt, C. S.;
Carlton, D. L.; Cooper, ]. P.; Daniels, A. J.; Garrido, D. M.; Goetz, A. S.; Grizzle, M.
K.; Guo, Y. C,; Handlon, A. L.; Ignar, D. M.; Morgan, R. O.; Peat, A. ].; Tavares, F.
X.; Zhou, H. Bioorg. Med. Chem. Lett. 2006, 16, 4723; (b) McBriar, M. D.; Guzik,
H.; Shapiro, S.; Paruchova, J.; Xu, R.; Palani, A.; Clader, ]. W.; Cox, K.; Greenlee,
W. ].; Hawes, B. E.; Kowalski, T. J.; O’'Neill, K.; Spar, B. D.; Weig, B.; Weston, D. ].;
Farley, C.; Cook, ]J. J. Med. Chem. 2006, 49, 2294.

. Andersen, D.; Storz, T.; Liu, P.; Wang, X.; Li, L.; Fan, P.; Chen, X.; Allgeier, A.;

Burgos, A.; Tedrow, J.; Baum, J.; Chen, Y.; Crockett, R.; Huang, L.; Syed, R,;
Larsen, R. D.; Martinelli, M. J. Org. Chem. 2007, 72, 9648.

. (a) Rokosz, L. L. Exp. Opin. Drug Discov. 2007, 2, 1301; (b) Liu, Y.; Sprenger, K;

Maynard, G.; Friedman, H.; Anciro, L.; Rajachandran, L.; Changchit, A. J. Clin.
Pharmacol. 2009, 49, 1101.

(a) Surman, M. D.; Freeman, E. E.; Grabowski, J. F.; Hadden, M.; Henderson, A. J.;
Jiang, G.; Jiang, X.; Luche, M.; Khmelnitsky, Y.; Vickers, S.; Viggers, ].;
Cheetham, S.; Guzzo, P. R. Bioorg. Med. Chem. Lett. 2010, 20, 7015; (b)
Hadden, M.; Deering, D. M.; Henderson, A. ].; Surman, M. D.; Luche, M.;
Khmelnitsky, Y.; Vickers, S.; Viggers, J.; Cheetham, S.; Guzzo, P. R. Bioorg. Med.
Chem. Lett. 2010, 20, 7020; (c) Henderson, A. J.; Deering, D. M.; Grabowski, J. F.;
Hadden, M.; Jiang, X.; Khmelnitsky, Y.; Luche, M.; Surman, M. D.; Cheetham, S.;
Vickers, S.; Viggers, J.; Guzzo, P. R. Bioorg. Med. Chem. Lett. 2010, 20, 7024.

. (a) Sasmal, P. K.; Sasmal, S.; Rao, P. T.; Venkatesham, B.; Roshaiah, M.;

Abbineni, C.; Khanna, I.; Jadhav, V. P.; Suresh, J.; Talwar, R.; Muzeeb, S.;
Receveur, J.-M.; Frimurer, T. M.; Rist, @.; Elster, L.; Hogberg, T. Bioorg. Med.
Chem. Lett. 2010, 20, 5443; (b) Moriya, M.; Kishino, H.; Sakuraba, S.; Sakamoto,
T.; Suga, T.; Takahashi, H.; Suzuki, T.; Ito, M.; Ito, J.; Moriya, R.; Takenaga, N.;
Iwaasa, H.; Ishihara, A.; Kanatani, A.; Fukami, T. Bioorg. Med. Chem. Lett. 2009,
19, 3568; (c) Erickson, S. D.; Banner, B.; Berthel, S.; Conde-Knape, K.; Falcioni,
F.; Hakimi, [.; Hennessy, B.; Kester, R. F.; Kim, K.; Ma, C.; McComas, W.;
Mennona, F.; Mischke, S.; Orzechowski, L.; Qian, Y.; Salari, H.; Tengi, ]J.;
Thakkar, K.; Taub, R.; Tilley, J. W.; Wang, H. Bioorg. Med. Chem. Lett. 2008, 18,
1402.

Suh, J. H.; Yi, K. Y.; Kim, N. J.; Yoo, S.-e.; Oh, K.-S.; Cheon, H. G.; Ahn, M.; Lee, B.
H.; Jung, W. H.; Rhee. S. D. WO 2008/140239 Al.

Goss, J. M.; Schaus, S. E. J. Org. Chem. 2008, 73, 7651.

J. Pharmacol. Toxicol. Methods 2006, 53, 242.


http://dx.doi.org/10.1016/j.bmcl.2011.02.099

	Synthesis and SAR investigations of novel 2-arylbenzimidazole derivatives  as melanin-concentrating hormone receptor 1 (MCH-R1) antagonists
	Acknowledgments
	Supplementary data
	References and notes


