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Aminoalkoxybenzyl pyrrolidines as novel human 
urotensin-II receptor antagonists

Bioorganic & Medicinal Chemistry Letters, Volume 15, 
Issue 13, 1 July 2005, Pages 3229-3232

Jian Jin, Dashyant Dhanak, Steven D. Knight, Katherine 
Widdowson, Nambi Aiyar, Diane Naselsky, Henry M. 

Sarau, James J. Foley, Dulcie B. Schmidt, Carl D. Bennett, 
Bing Wang, Gregory L. Warren, Michael

 L. Moore, Richard M. Keenan, Ralph A. Rivero and 
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Acyclic cyanamide-based inhibitors of cathepsin K
Bioorganic & Medicinal Chemistry Letters, Volume 15, 

Issue 12, 15 June 2005, Pages 3039-3043
David G. Barrett, David N. Deaton, Anne M. Hassell, 

Robert B. McFadyen, Aaron B. Miller, Larry R. Miller, J. 
Alan Payne, Lisa M. Shewchuk, Derril H. Willard, Jr. and 
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4,5-Disubstituted cis-pyrrolidinones as inhibitors of type II 
17ß-hydroxysteroid dehydrogenase. Part 2. SAR

Bioorganic & Medicinal Chemistry Letters, Volume 15, 
Issue 12, 15 June 2005, Pages 3053-3057

David Gunn, Christiana Akuche, Jeremy Baryza, 
Marie-Louise Blue, Catherine Brennan, Ann-Marie 

Campbell, Soongyu Choi, James Cook, Patricia Conrad, 
Brian Dixon, Jacques Dumas, Paul Ehrlich, Todd Gane, 

Ted Joe, Jeffrey Johnson, Jerold Jordan, Richard Kramss, 
Peying Liu, Joan Levy, Derek Lowe, et al.
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A new orally bioavailable dual adenosine A2B/A3 receptor 
antagonist with therapeutic potential

Bioorganic & Medicinal Chemistry Letters, Volume 15, 
Issue 12, 15 June 2005, Pages 3081-3085

Neil J. Press, Roger J. Taylor, Joseph D. Fullerton, Pamela 
Tranter, Clive McCarthy, Thomas H. Keller, Lyndon Brown, 

Robert Cheung, Julie Christie, Sandra Haberthuer, Julia 
D.I. Hatto, Mark Keenan, Ma

rk K. Mercer, Nicola E. Press, Helene Sahri, Andrew R. 
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Synthesis and evaluation of urea-based indazoles as 
melanin-concentrating hormone receptor 1 antagonists for 

the treatment of obesity
Bioorganic & Medicinal Chemistry Letters, Volume 15, 

Issue 11, 2 June 2005, Pages 2752-2757
Andrew J. Souers, Ju Gao, Dariusz Wodka, Andrew S. 
Judd, Mathew M. Mulhern, James J. Napier, Michael E. 

Brune, Eugene N. Bush, Sevan J. Brodjian, Brian D. 
Dayton, Robin Shapiro, Lisa E. Hernandez, Ken

nan C. Marsh, Hing L. Sham, Christine A. Collins and Philip 
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Nanomolar Inhibitors of Staphylococcus aureus Methionyl 
tRNA Synthetase with Potent Antibacterial Activity against 

Gram-Positive Pathogens 
Jarvest, R. L.; Berge, J. M.; Berry, V.; Boyd, H. F.; Brown, 
M. J.; Elder, J. S.; Forrest, A. K.; Fosberry, A. P.; Gentry, 

D. R.; Hibbs, M. J.; Jaworski, D. D.; O'Hanlon, P. J.; Pope, 
A. J.; Rittenhou

se, S.; Sheppard, R. J.; Slater-Radosti, C.; Worby, A.
J. Med. Chem.; (Letter); 2002; 45(10); 1959-1962.  DOI: 

10.1021/jm025502x
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Identification of a Pharmacophore for Thrombopoietic 
Activity of Small, Non-Peptidyl Molecules. 1. Discovery and 

Optimization of Salicylaldehyde Thiosemicarbazone 
Thrombopoietin Mimics 

Duffy, K. J.; Shaw, A. N.; Delorme, E.; Dillon, S. B.; 
Erickson-Miller, C.; Giampa, L.; Huang, Y.; Keenan, R. M.; 

Lamb, P.; Liu, N.; Miller, S. G.; Price, A. T.; Rosen, J.; 
Smith, H.; Wiggall, K. J.; 
Zhang, L.; Luengo, J. I.

J. Med. Chem.; (Letter); 2002; 45(17); 3573-3575.  DOI: 
10.1021/jm025535c
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5-Chloro-N-(4-methoxy-3-piperazin-1-yl- 
phenyl)-3-methyl-2-benzothiophenesulfon- amide 

(SB-271046): A Potent, Selective, and Orally Bioavailable 
5-HT6 Receptor Antagonist 

Bromidge, S. M.; Brown, A. M.; Clarke, S. E.; Dodgson, K.; 
Gager, T.; Grassam, H. L.; Jeffrey, P. M.; Joiner, G. F.; 

King, F. D.; Middlemiss, D. N.; Moss, S. F.; Newman, H.; 
Riley, G.; Routledge, C.; 

Wyman, P.
J. Med. Chem.; (Letter); 1999; 42(2); 202-205.  DOI: 

10.1021/jm980532e
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Novel Purine Nitrile Derived Inhibitors of the Cysteine 
Protease Cathepsin K 

Altmann, E.; Cowan-Jacob, S. W.; Missbach, M.
J. Med. Chem.; (Letter); 2004; 47(24); 5833-5836.  DOI: 

10.1021/jm0493111
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Discovery of Small-Molecule Inhibitors of the ATPase 
Activity of Human Papillomavirus E1 Helicase 

Faucher, A.-M.; White, P. W.; Brochu, C.; Grand-Maitre, 
C.; Rancourt, J.; Fazal, G.

J. Med. Chem.; (Letter); 2004; 47(1); 18-21.  DOI: 
10.1021/jm034206x
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(S)-N-[1-(3-Morpholin-4-ylphenyl)ethyl]- 
3-phenylacrylamide: An Orally Bioavailable KCNQ2 Opener 
with Significant Activity in a Cortical Spreading Depression 

Model of Migraine 
Wu, Y.-J.; Boissard, C. G.; Greco, C.; Gribkoff, V. K.; 

Harden, D. G.; He, H.; L'Heureux, A.; Kang, S. H.; Kinney, 
G. G.; Knox, R. J.; Natale, J.; Newton, A. E.; 

Lehtinen-Oboma, S.; Sinz, M. W.; Sivar
ao, D. V.; Starrett, J. E., Jr.; Sun, L.-Q.; Tertyshnikova, S.; 

Thompson, M. W.; Weaver, D.; Wong, H. S.; Zhang, L.; 
Dworetzky, S. I.

J. Med. Chem.; (Letter); 2003; 46(15); 3197-3200.  DOI: 
10.1021/jm034073f
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A Highly Selective, Non-Hydantoin, Non-Carboxylic Acid 
Inhibitor of Aldose Reductase with Potent Oral Activity in 
Diabetic Rat Models: 6-(5-Chloro-3-methylbenzofuran- 

2-sulfonyl)-2-H-pyridazin-3-one 
Mylari, B. L.; Armento, S. J.; Beebe, D. A.; Conn, E. L.; 
Coutcher, J. B.; Dina, M. S.; O'Gorman, M. T.; Linhares, 
M. C.; Martin, W. H.; Oates, P. J.; Tess, D. A.; Withbroe, 

G. J.; Zembrowski, W. J.
J. Med. Chem.; (Letter); 2003; 46(12); 2283-2286.  DOI: 

10.1021/jm034065z
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Discovery of Proline Sulfonamides as Potent and Selective 
Hepatitis C Virus NS5b Polymerase Inhibitors. Evidence for 

a New NS5b Polymerase Binding Site 
Gopalsamy, A.; Chopra, R.; Lim, K.; Ciszewski, G.; Shi, M.; 

Curran, K. J.; Sukits, S. F.; Svenson, K.; Bard, J.; 
Ellingboe, J. W.; Agarwal, A.; Krishnamurthy, G.; Howe, A. 

Y. M.; Orlowski, M.; Feld, B
.; O'Connell, J.; Mansour, T. S.

J. Med. Chem.; (Letter); 2006; 49(11); 3052-3055.  DOI: 
10.1021/jm060168g
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A Rational Utilization of High-Throughput Screening 
Affords Selective, Orally Bioavailable 

1-Benzyl-3-carboxyazetidine Sphingosine-1-phosphate-1 
Receptor Agonists 

Hale, J. J.; Lynch, C. L.; Neway, W.; Mills, S. G.; Hajdu, 
R.; Keohane, C. A.; Rosenbach, M. J.; Milligan, J. A.; Shei, 
G.-J.; Parent, S. A.; Chrebet, G.; Bergstrom, J.; Card, D.; 

Ferrer, M.; Hodder, 
P.; Strulovici, B.; Rosen, H.; Mandala, S.

J. Med. Chem.; (Letter); 2004; 47(27); 6662-6665.  DOI: 
10.1021/jm0492507
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(trifluoromethyl)-5,6-dihydro- 

[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone 
(ABT-341), a Highly Potent, Selective, Oral

ly Efficacious, and Safe Dipeptidyl Peptidase IV Inhibitor for 
the Treatment of Type 2 Diabetes 

Pei, Z.; Li, X.; von Geldern, T. W.; Madar, D. J.; 
Longenecker, K.; Yong, H.; Lubben, T. H.; Stewart, K. D.; 

Zinker, B. A.; Backes, B. J.; Judd, A. S.; Mulhern, M.; 
Ballaron, S. J.; Stashko, M. A.; Mi

ka, A. K.; Beno, D. W. A.; Reinhart, G. A.; Fryer, R. M.; 
Preusser, L. C.; Kempf-Grote, A. J.; Sham, H. L.; 

Trevillyan, J. M.
J. Med. Chem.; (Letter); 2006; 49(22); 6439-6442.  DOI: 

10.1021/jm060955d
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Discovery of 
4-Amino-5-(3-bromophenyl)-7-(6-morpholino-pyridin- 

3-yl)pyrido[2,3-d]pyrimidine, an Orally Active, 
Non-Nucleoside Adenosine Kinase Inhibitor 

Lee, C.-H.; Jiang, M.; Cowart, M.; Gfesser, G.; Perner, R.; 
Kim, K. H.; Gu, Y. G.; Williams, M.; Jarvis, M. F.; Kowaluk, 

E. A.; Stewart, A. O.; Bhagwat, S. S.
J. Med. Chem.; (Article); 2001; 44(13); 2133-2138.  DOI: 

10.1021/jm000314x
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Discovery and Structure-Activity Relationships of 
Piperidinone- and Piperidine-Constrained Phenethylamines 

as Novel, Potent, and Selective Dipeptidyl Peptidase IV 
Inhibitors 

Pei, Z.; Li, X.; von Geldern, T. W.; Longenecker, K.; Pireh, 
D.; Stewart, K. D.; Backes, B. J.; Lai, C.; Lubben, T. H.; 

Ballaron, S. J.; Beno, D. W. A.; Kempf-Grote, A. J.; Sham, 
H. L.; Trevillyan, J.

 M.
J. Med. Chem.; (Brief Article); 2007; 50(8); 1983-1987.  

DOI: 10.1021/jm061436d
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Pyrrolidine Carboxamides as a Novel Class of Inhibitors of 
Enoyl Acyl Carrier Protein Reductase from Mycobacterium 

tuberculosis 
He, X.; Alian, A.; Stroud, R.; Ortiz de Montellano, P. R.

J. Med. Chem.; (Article); 2006; 49(21); 6308-6323.  DOI: 
10.1021/jm060715y
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Identification and Biological Characterization of 
6-Aryl-7-isopropylquinazolinones as Novel TRPV1 

Antagonists that Are Effective in Models of Chronic Pain 
Culshaw, A. J.; Bevan, S.; Christiansen, M.; Copp, P.; 
Davis, A.; Davis, C.; Dyson, A.; Dziadulewicz, E. K.; 

Edwards, L.; Eggelte, H.; Fox, A.; Gentry, C.; Groarke, A.; 
Hallett, A.; Hart, T. W.; Hughe

s, G. A.; Knights, S.; Kotsonis, P.; Lee, W.; Lyothier, I.; 
McBryde, A.; McIntyre, P.; Paloumbis, G.; Panesar, M.; 

Patel, S.; Seiler, M.-P.; Yaqoob, M.; Zimmermann, K.
J. Med. Chem.; (Letter); 2006; 49(2); 471-474.  DOI: 

10.1021/jm051058x
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Identification of 2-{2-[2-(5-Bromo-2- 
methoxyphenyl)-ethyl]-3-fluorophenyl}-4,5-dihydro-1H-imida

zole (ML00253764), a Small Molecule Melanocortin 4 
Receptor Antagonist That Effectively Reduces Tumor-In

duced Weight Loss in a Mouse Model 
Vos, T. J.; Caracoti, A.; Che, J. L.; Dai, M.; Farrer, C. A.; 
Forsyth, N. E.; Drabic, S. V.; Horlick, R. A.; Lamppu, D.; 

Yowe, D. L.; Balani, S.; Li, P.; Zeng, H.; Joseph, I. B. J. K.; 
Rodriguez, L. E

.; Maguire, M. P.; Patane, M. A.; Claiborne, C. F.
J. Med. Chem.; (Letter); 2004; 47(7); 1602-1604.  DOI: 

10.1021/jm034244g
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Discovery of Tetralin Carboxamide Growth Hormone 
Secretagogue Receptor Antagonists via Scaffold 

Manipulation 
Zhao, H.; Xin, Z.; Liu, G.; Schaefer, V. G.; Falls, H. D.; 

Kaszubska, W.; Collins, C. A.; Sham, H. L.
J. Med. Chem.; (Letter); 2004; 47(27); 6655-6657.  DOI: 

10.1021/jm0491750
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1-(2-Nitrophenyl)thiosemicarbazides: A Novel Class of 
Potent, Orally Active Non-Peptide Antagonist for the 

Bradykinin B2 Receptor 
Dziadulewicz, E. K.; Ritchie, T. J.; Hallett, A.; Snell, C. R.; 
Ko, S. Y.; Wrigglesworth, R.; Hughes, G. A.; Dunstan, A. 

R.; Bloomfield, G. C.; Drake, G. S.; Brown, M. C.; Lee, W.; 
Burgess, G. M.; Dav

is, C.; Yaqoob, M.; Perkins, M. N.; Campbell, E. A.; Davis, 
A. J.; Rang, H. P.

J. Med. Chem.; (Letter); 2000; 43(5); 769-771.  DOI: 
10.1021/jm991155o
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Identification of a Selective Inverse Agonist for the Orphan 
Nuclear Receptor Estrogen-Related Receptor  

Busch, B. B.; Stevens, W. C., Jr.; Martin, R.; Ordentlich, 
P.; Zhou, S.; Sapp, D. W.; Horlick, R. A.; Mohan, R.

J. Med. Chem.; (Letter); 2004; 47(23); 5593-5596.  DOI: 
10.1021/jm049334f

Case_Type

H

Type

HTS

structure

O
N

O

N

N
O

O

Case

143
reference

Evaluation of Potent and Selective Small-Molecule 
Antagonists for the CXCR2 Chemokine Receptor 

Widdowson, K. L.; Elliott, J. D.; Veber, D. F.; Nie, H.; 
Rutledge, M. C.; McCleland, B. W.; Xiang, J.-N.; Jurewicz, 
A. J.; Hertzberg, R. P.; Foley, J. J.; Griswold, D. E.; Martin, 

L.; Lee, J. M.; Whit
e, J. R.; Sarau, H. M.

J. Med. Chem.; (Letter); 2004; 47(6); 1319-1321.  DOI: 
10.1021/jm034248l
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The First Potent and Selective Inhibitors of the Glycine 
Transporter Type 2 

Caulfield, W. L.; Collie, I. T.; Dickins, R. S.; Epemolu, O.; 
McGuire, R.; Hill, D. R.; McVey, G.; Morphy, J. R.; 

Rankovic, Z.; Sundaram, H.
J. Med. Chem.; (Letter); 2001; 44(17); 2679-2682.  DOI: 

10.1021/jm0011272
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Identification of Substituted 
6-Amino-4-phenyltetrahydroquinoline Derivatives: Potent 

Antagonists for the Follicle-Stimulating Hormone Receptor 
van Straten, N. C. R.; van Berkel, T. H. J.; Demont, D. R.; 

Karstens, W.-J. F.; Merkx, R.; Oosterom, J.; Schulz, J.; 
van Someren, R. G.; Timmers, C. M.; van Zandvoort, P. M.

J. Med. Chem.; (Letter); 2005; 48(6); 1697-1700.  DOI: 
10.1021/jm049676l
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Biarylpropylsulfonamides as Novel, Potent Potentiators of 
2-Amino-3- (5-methyl-3-hydroxyisoxazol-4-yl)- propanoic 

Acid (AMPA) Receptors 
Ornstein, P. L.; Zimmerman, D. M.; Arnold, M. B.; Bleisch, 
T. J.; Cantrell, B.; Simon, R.; Zarrinmayeh, H.; Baker, S. 
R.; Gates, M.; Tizzano, J. P.; Bleakman, D.; Mandelzys, 

A.; Jarvie, K. R.; Ho, K.;
 Deverill, M.; Kamboj, R. K.

J. Med. Chem.; (Letter); 2000; 43(23); 4354-4358.  DOI: 
10.1021/jm0002836
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Aminopiperidinecoumarin Melanin Concentrating Hormone 

Receptor 1 Antagonists 
Kym, P. R.; Iyengar, R.; Souers, A. J.; Lynch, J. K.; Judd, 

A. S.; Gao, J.; Freeman, J.; Mulhern, M.; Zhao, G.; 
Vasudevan, A.; Wodka, D.; Blackburn, C.; Brown, J.; Che, 

J. L.; Cullis, C.; Lai, S. J.; 
LaMarche, M. J.; Marsilje, T.; Roses, J.; Sells, T.; Geddes, 
B.; Govek, E.; Patane, M.; Fry, D.; Dayton, B. D.; Brodjian, 

S.; Falls, D.; Brune, M.; Bush, E.; Shapiro, R.; 
Knourek-Segel, V.; Fey, T.; M

cDowell, C.; Reinhart, G. A.; Preusser, L. C.; Marsh, K.; 
Hernandez, L.; Sham, H. L.; Collins, C. A.

J. Med. Chem.; (Letter); 2005; 48(19); 5888-5891.  DOI: 
10.1021/jm050598r
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Discovery of Potent Orally Active Thrombin Receptor 
(Protease Activated Receptor 1) Antagonists as Novel 

Antithrombotic Agents 
Chackalamannil, S.; Xia, Y.; Greenlee, W. J.; Clasby, M.; 

Doller, D.; Tsai, H.; Asberom, T.; Czarniecki, M.; Ahn, 
H.-S.; Boykow, G.; Foster, C.; Agans-Fantuzzi, J.; Bryant, 

M.; Lau, J.; Chintala, M.
J. Med. Chem.; (Letter); 2005; 48(19); 5884-5887.  DOI: 

10.1021/jm0502236
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Discovery and Structure-Activity Relationship of 
Quinuclidine Benzamides as Agonists of  7 Nicotinic 

Acetylcholine Receptors 
Bodnar, A. L.; Cortes-Burgos, L. A.; Cook, K. K.; Dinh, D. 
M.; Groppi, V. E.; Hajos, M.; Higdon, N. R.; Hoffmann, W. 
E.; Hurst, R. S.; Myers, J. K.; Rogers, B. N.; Wall, T. M.; 

Wolfe, M. L.; Wong, E.
J. Med. Chem.; (Letter); 2005; 48(4); 905-908.  DOI: 

10.1021/jm049363q
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5,6,7-Trisubstituted 4-Aminopyrido[2,3-d]pyrimidines as 
Novel Inhibitors of Adenosine Kinase 

Perner, R. J.; Gu, Y.-G.; Lee, C.-H.; Bayburt, E. K.; McKie, 
J.; Alexander, K. M.; Kohlhaas, K. L.; Wismer, C. T.; 

Mikusa, J.; Jarvis, M. F.; Kowaluk, E. A.; Bhagwat, S. S.
J. Med. Chem.; (Article); 2003; 46(24); 5249-5257.  DOI: 

10.1021/jm030327l
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Synthesis and Structure-Activity Relationships of 
N-{3-[2-(4-Alkoxyphenoxy)thiazol-5-yl]-1- 

methylprop-2-ynyl}carboxy Derivatives as Selective 
Acetyl-CoA Carboxylase 2 Inhibitors 

Gu, Y. G.; Weitzberg, M.; Clark, R. F.; Xu, X.; Li, Q.; 
Zhang, T.; Hansen, T. M.; Liu, G.; Xin, Z.; Wang, X.; 

Wang, R.; McNally, T.; Camp, H.; Beutel, B. A.; Sham, H. 
L.

J. Med. Chem.; (Letter); 2006; 49(13); 3770-3773.  DOI: 
10.1021/jm060484v
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Checkpoint Kinase Inhibitors: SAR and Radioprotective 
Properties of a Series of 2-Arylbenzimidazoles 

Arienti, K. L.; Brunmark, A.; Axe, F. U.; McClure, K.; Lee, 
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Novel Transient Receptor Potential Vanilloid 1 Receptor 
Antagonists for the Treatment of Pain: Structure-Activity 

Relationships for Ureas with Quinoline, Isoquinoline, 
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Structure-Based Design of Potent and Selective 
Cell-Permeable Inhibitors of Human  -Secretase (BACE-1) 
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Identification of 1,5-Naphthyridine Derivatives as a Novel 
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Inhibitors of Bacterial Cystathionine  -Lyase: Leads for New 
Antimicrobial Agents and Probes of Enzyme Structure and 

Function 
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Synthesis and Biological Evaluation of 
3-Aryl-3-(4-phenoxy)-propionic Acid as a Novel Series of G 

Protein-Coupled Receptor 40 Agonists 
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Acylguanidines as Small-Molecule  -Secretase Inhibitors 
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Jennings, L. D.; Aulabaugh, A.; Chopra, R.; Cowling, R.; 
Ellingboe, J. W.; Fan, K. Y.; Harrison, B. L.; Hu, Y.; 
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Synthesis, Structure-Activity Relationship, and Biological 
Studies of Indolocarbazoles as Potent Cyclin D1-CDK4 
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Evolution of the Thienopyridine Class of Inhibitors of I B 
Kinase- : Part I: Hit-to-Lead Strategies 
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Development of Human Calcitonin Gene-Related Peptide 
(CGRP) Receptor Antagonists. 1. Potent and Selective 

Small Molecule CGRP Antagonists. 
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ne: The First CGRP Antagonist for Clinical Trials in Acute 

Migraine  
Rudolf, K.; Eberlein, W.; Engel, W.; Pieper, H.; Entzeroth, 

M.; Hallermayer, G.; Doods, H.
J. Med. Chem.; (Article); 2005; 48(19); 5921-5931.  DOI: 

10.1021/jm0490641

Case_Type

H

Type

HTS

structure

N
N

F
F F

N

O
F F

F

Cl

Case

162
reference

3,5-Bis(trifluoromethyl)pyrazoles: A Novel Class of NFAT 
Transcription Factor Regulator 

Djuric, S. W.; BaMaung, N. Y.; Basha, A.; Liu, H.; Luly, J. 
R.; Madar, D. J.; Sciotti, R. J.; Tu, N. P.; Wagenaar, F. L.; 
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7-Oxo-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridines as 
Novel Inhibitors of Human Eosinophil Phosphodiesterase 

Duplantier, A. J.; Andresen, C. J.; Cheng, J. B.; Cohan, V. 
L.; Decker, C.; DiCapua, F. M.; Kraus, K. G.; Johnson, K. 
L.; Turner, C. R.; UmLand, J. P.; Watson, J. W.; Wester, 

R. T.; Williams, A. S.; W
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2-(2-Oxo-1,4-dihydro-2H-quinazolin-3-yl)- and 
2-(2,2-Dioxo-1,4-dihydro-2H-2 

6-benzo[1,2,6]thiadiazin-3-yl)-N-hydroxy-acetamides as 
Potent and Selective Peptide Deformylase Inhibitors 

Apfel, C.; Banner, D. W.; Bur, D.; Dietz, M.; Hubschwerlen, 
C.; Locher, H.; Marlin, F.; Masciadri, R.; Pirson, W.; 

Stalder, H.
J. Med. Chem.; (Article); 2001; 44(12); 1847-1852.  DOI: 
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A New Series of Estrogen Receptor Modulators That 
Display Selectivity for Estrogen Receptor  
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High-Affinity, Non-Peptide Agonists for the ORL1 
(Orphanin FQ/Nociceptin) Receptor 
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J. Med. Chem.; (Article); 2000; 43(7); 1329-1338.  DOI: 
10.1021/jm991129q

Case_Type

H

Type

HTS

structure

N

N
N

O
N

O
O

O

Case

167
reference

Novel Inhibitors of B-RAF Based on a Disubstituted 
Pyrazine Scaffold. Generation of a Nanomolar Lead 

Niculescu-Duvaz, I.; Roman, E.; Whittaker, S. R.; Friedlos, 
F.; Kirk, R.; Scanlon, I. J.; Davies, L. C.; Niculescu-Duvaz, 

D.; Marais, R.; Springer, C. J.
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Discovery of Pyrano[3,4-b]indoles as Potent and Selective 
HCV NS5B Polymerase Inhibitors 

Gopalsamy, A.; Lim, K.; Ciszewski, G.; Park, K.; Ellingboe, 
J. W.; Bloom, J.; Insaf, S.; Upeslacis, J.; Mansour, T. S.; 

Krishnamurthy, G.; Damarla, M.; Pyatski, Y.; Ho, D.; Howe, 
A. Y. M.; Orlowski, M

.; Feld, B.; O'Connell, J.
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Development of Potent Non-Carbohydrate 
Imidazole-Based Small Molecule Selectin Inhibitors with 

Antiinflammatory Activity 
Slee, D. H.; Romano, S. J.; Yu, J.; Nguyen, T. N.; John, J. 
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Discovery of Novel, Potent, and Selective Small-Molecule 
CCR5 Antagonists as Anti-HIV-1 Agents: Synthesis and 

Biological Evaluation of Anilide Derivatives with a 
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Discovery of the Novel Antithrombotic Agent 
5-Chloro-N-({(5S)-2-oxo-3- 

[4-(3-oxomorpholin-4-yl)phenyl]-1,3-oxazolidin-5-yl}methyl)th
iophene- 2-carboxamide (BAY 59-7939): An Oral, Direct 

Factor Xa Inhi
bitor 

Roehrig, S.; Straub, A.; Pohlmann, J.; Lampe, T.; 
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Identification and Biological Evaluation of 
4-(3-Trifluoromethylpyridin-2-yl)piperazine-1-carboxylic Acid 
(5-Trifluoromethylpyridin-2-yl)amide, a High Affinity TRPV1 

(VR1) Vanilloid Receptor Antagonis
t 

Swanson, D. M.; Dubin, A. E.; Shah, C.; Nasser, N.; 
Chang, L.; Dax, S. L.; Jetter, M.; Breitenbucher, J. G.; Liu, 
C.; Mazur, C.; Lord, B.; Gonzales, L.; Hoey, K.; Rizzolio, 

M.; Bogenstaetter, M.; Codd
, E. E.; Lee, D. H.; Zhang, S.-P.; Chaplan, S. R.; 

Carruthers, N. I.
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3-(1,1-Dioxo-2H-(1,2,4)-benzothiadiazin-3-yl)-4-hydroxy-2(1
H)-quinolinones, Potent Inhibitors of Hepatitis C Virus 

RNA-Dependent RNA Polymerase 
Tedesco, R.; Shaw, A. N.; Bambal, R.; Chai, D.; Concha, 
N. O.; Darcy, M. G.; Dhanak, D.; Fitch, D. M.; Gates, A.; 
Gerhardt, W. G.; Halegoua, D. L.; Han, C.; Hofmann, G. 

A.; Johnston, V. K.; Kaura, A. 
C.; Liu, N.; Keenan, R. M.; Lin-Goerke, J.; Sarisky, R. T.; 

Wiggall, K. J.; Zimmerman, M. N.; Duffy, K. J.
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Rational Design, Synthesis, and Biological Activity of 
Benzoxazinones as Novel Factor Xa Inhibitors 

Dudley, D. A.; Bunker, A. M.; Chi, L.; Cody, W. L.; Holland, 
D. R.; Ignasiak, D. P.; Janiczek-Dolphin, N.; McClanahan, 
T. B.; Mertz, T. E.; Narasimhan, L. S.; Rapundalo, S. T.; 
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Identification and Characterization of 4-Methylbenzyl 
4-[(Pyrimidin-2-ylamino)methyl]piperidine-1-carboxylate, an 

Orally Bioavailable, Brain Penetrant NR2B Selective 
N-Methyl-D-Aspartate Receptor Anta

gonist 
Liverton, N. J.; Bednar, R. A.; Bednar, B.; Butcher, J. W.; 

Claiborne, C. F.; Claremon, D. A.; Cunningham, M.; 
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H.; Yergey, J.; Koblan, K. S.
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Use of Structure-Based Drug Design Approaches to Obtain 
Novel Anthranilic Acid Acyl Carrier Protein Synthase 

Inhibitors 
Joseph-McCarthy, D.; Parris, K.; Huang, A.; Failli, A.; 

Quagliato, D.; Dushin, E. G.; Novikova, E.; Severina, E.; 
Tuckman, M.; Petersen, P. J.; Dean, C.; Fritz, C. C.; 
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Discovery of Potent Inhibitors of Dihydroneopterin Aldolase 
Using CrystaLEAD High-Throughput X-ray Crystallographic 

Screening and Structure-Directed Lead Optimization 
Sanders, W. J.; Nienaber, V. L.; Lerner, C. G.; McCall, J. 
O.; Merrick, S. M.; Swanson, S. J.; Harlan, J. E.; Stoll, V. 

S.; Stamper, G. F.; Betz, S. F.; Condroski, K. R.; 
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Identification of Alkylidene Hydrazides as Glucagon 
Receptor Antagonists 
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Synthesis and Pharmacological Evaluation of 
5-(4-Biphenyl)-3-methyl-4-phenyl-1,2,4-triazole Derivatives 
as a Novel Class of Selective Antagonists for the Human 

Vasopressin V1A Receptor 
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Thiophene-Anthranilamides as Highly Potent and Orally 
Available Factor Xa Inhibitors1 
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A Novel Series of Non-Carboxylic Acid, Non-Hydantoin 
Inhibitors of Aldose Reductase with Potent Oral Activity in 

Diabetic Rat Models: 
6-(5-Chloro-3-methylbenzofuran-2-sulfonyl)-2H-pyridazin-3-

one and 
Congeners 

Mylari, B. L.; Armento, S. J.; Beebe, D. A.; Conn, E. L.; 
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Jenkins, T. J.; Guan, B.; Dai, M.; Li, G.; Lightburn, T. E.; 
Huang, S.; Freeze, B. S.; Burdi, D. F.; Jacutin-Porte, S.; 
Bennett, R.; Chen, W.; Minor, C.; Ghosh, S.; Blackburn, 

C.; Gigstad, K. M.; Jone
s, M.; Kolbeck, R.; Yin, W.; Smith, S.; Cardillo, D.; Ocain, 

T. D.; Harriman, G. C.
J. Med. Chem.; (Article); 2007; 50(3); 566-584.  DOI: 

10.1021/jm061118e

Case_Type

H

Type

HTS

structure

N

N

N
O

O

O

Case

202
reference

Discovery of a New Class of Anilinoquinazoline Inhibitors 
with High Affinity and Specificity for the Tyrosine Kinase 

Domain of c-Src 
Ple, P. A.; Green, T. P.; Hennequin, L. F.; Curwen, J.; 

Fennell, M.; Allen, J.; Lambert-van der Brempt, C.; 
Costello, G.

J. Med. Chem.; (Article); 2004; 47(4); 871-887.  DOI: 
10.1021/jm030317k

Case_Type

H

Type

HTS

structure

N
N NO

N

N

Case

203
reference

Discovery and Metabolic Stabilization of Potent and 
Selective 2-Amino-N-(adamant-2-yl) Acetamide 11 
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Transcriptional Activation-1 Synthesis and Biological 
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Derivatives: Pathway Selective Inhibitors of NF- 
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Discovery of the Novel Antithrombotic Agent 
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Synthesis and biological evaluation of 6,7-disubstituted 
4-aminopyrido[2,3-d]pyrimidines as adenosine kinase 
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the southern region of 

(2Z)-2-(benzoylamino)-3-(5-phenyl-2-furyl)acrylic acid
Bioorganic & Medicinal Chemistry Letters, Volume 15, 

Issue 10, 16

Case_Type

H

Type

HTS

structure

N
N

O

Case

225
reference

Phthalazinones. Part 1: The design and synthesis of a 
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Kinesin spindle protein (KSP) inhibitors. Part 1: The 
discovery of 3,5-diaryl-4,5-dihydropyrazoles as potent and 

selective inhibitors of the mitotic kinesin KSP
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Novel and potent cyclic cyanamide-based cathepsin K 
inhibitors
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Novel and potent cyclic cyanamide-based cathepsin K 
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3H-Quinazolin-4-ones as a new calcilytic template for the 
potential treatment of osteoporosis
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Aminocyanopyridine inhibitors of mitogen activated protein 
kinase-activated protein kinase 2 (MK-2)
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Pyrazolo[1,5-a]pyrimidin-7-yl phenyl amides as novel 
anti-proliferative agents: parallel synthesis for lead 

optimization of amide region
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Benzodipyrazoles: a new class of potent CDK2 inhibitors
Bioorganic & Medicinal Chemistry Letters, Volume 15, 
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The discovery and synthesis of novel adenosine receptor 
(A2A) antagonists
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The synthesis of substituted bipiperidine amide compounds 
as CCR3 antagonists
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Discovery and investigation of a novel class of 
thiophene-derived antagonists of the human glucagon 
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Synthesis and activity of 4,5-diarylimidazoles as human 
CB1 receptor inverse agonists
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Structure-activity relationships and sub-type selectivity in 
an oxabicyclic estrogen receptor ?/ß agonist scaffold
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Dipyridyl amides: potent metabotropic glutamate subtype 5 
(mGlu5) receptor antagonists
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Synthesis and structure-activity relationships of isoxazole 
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2-Mercaptoimidazoles, a new class of potent CCR2 
antagonists
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Inhibitors of type I MetAPs containing pyridine-2-carboxylic 
acid thiazol-2-ylamide. Part 1: SAR studies on the 

determination of the key scaffold
Bioorganic & Medicinal Chemistry Letters, Volume 15, I
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Synthesis and SAR of 5,6-diarylpyridines as human CB1 
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Parallel synthesis of pteridine derivatives as potent 
inhibitors for hepatitis C virus NS5B RNA-dependent RNA 
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3,4-Dihydro-2H-benzoxazinones are 5-HT1A receptor 
antagonists with potent 5-HT reuptake inhibitory activity
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Allosteric Akt (PKB) inhibitors: discovery and SAR of 
isozyme selective inhibitors
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Synthesis and SAR of novel 4,5-diarylimidazolines as 
potent P2X7 receptor antagonists
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5-Amidinobenzo[b]thiophenes as dual inhibitors of factors 
IXa and Xa
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Discovery and SAR of 2-aminothiazole inhibitors of 
cyclin-dependent kinase 5/p25 as a potential treatment for 

Alzheimer's disease
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SAR and factor IXa crystal structure of a dual inhibitor of 
factors IXa and Xa
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Novel isoxazole carboxamides as growth hormone 
secretagogue receptor (GHS-R) antagonists

Bioorganic & Medicinal Chemistry Letters, Volume 14, 
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Bo Liu, Gang Li

Case_Type

H

Type

HTS

nature reviews | drug discovery	   www.nature.com/reviews/drugdisc

SUPPLEMENTARY INFORMATION

nature reviews | immunology	  www.nature.com/reviews/immunol

SUPPLEMENTARY INFORMATION

nature reviews | cancer	   www.nature.com/reviews/cancer

SUPPLEMENTARY INFORMATION

nature reviews | molecular cell biology	  www.nature.com/reviews/molcellbio

SUPPLEMENTARY INFORMATION

nature reviews | neuroscience	   www.nature.com/reviews/neuro

SUPPLEMENTARY INFORMATION

nature reviews | genetics	  www.nature.com/reviews/genetics

SUPPLEMENTARY INFORMATIONSUPPLEMENTARY INFORMATION

nature reviews | microbiology 	  www.nature.com/reviews/micro



In format provided by KeserÜ (march 2009)

structure

N
O

N

Case

253
reference

Synthesis and evaluation of 2-amino-8-alkoxy quinolines as 
MCHr1 antagonists. Part 1
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The identification and optimization of 2,4-diketobutyric 
acids as flap endonuclease 1 inhibitors
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Spiroquinazolinones as novel, potent, and selective PDE7 
inhibitors. Part 1
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Identification of [(naphthalene-1-carbonyl)-amino]-acetic 
acid derivatives as nonnucleoside inhibitors of HCV NS5B 

RNA dependent RNA polymerase
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Rhodanine-3-acetic acid derivatives as inhibitors of fungal 
protein mannosyl transferase 1 (PMT1)
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Design and synthesis of oxadiazolidinediones as inhibitors 
of plasminogen activator inhibitor-1
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N-Isoquinolin-5-yl-N?-aralkyl-urea and -amide antagonists 
of human vanilloid receptor 1
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In vitro SAR of (5-(2H)-isoxazolonyl) ureas, potent 
inhibitors of hormone-sensitive lipase

Bioorganic & Medicinal Chemistry Letters, Volume 14, 
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Benzimidazoles as new potent and selective DP 
antagonists for the treatment of allergic rhinitis
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2,3-Dihydro-1,3-dioxo-1H-isoindole-5-carboxylic acid 
derivatives: a novel class of small molecule heparanase 
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Hit-to-lead studies: the discovery of potent, orally active, 
thiophenecarboxamide IKK-2 inhibitors
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Potent and selective inhibitors of bacterial methionyl tRNA 
synthetase derived from an oxazolone-dipeptide scaffold
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N-Acridin-9-yl-butane-1,4-diamine derivatives: high-affinity 
ligands of the ?2? subunit of voltage gated calcium 

channels
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Discovery and SAR of trisubstituted thiazolidinones as 
CCR4 antagonists

Bioorganic & Medicinal Chemistry Letters, Volume 14, 
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Small molecule biaryl FSH receptor agonists. Part 1: Lead 
discovery via encoded combinatorial synthesis
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Novel non-peptidic neuropeptide Y Y2 receptor antagonists
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Solid-phase synthesis of a small library of 
3-phenylthio-3-nicotinyl propionic acid derivatives acting as 

antagonists of the integrin ?V?3
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Structure-activity relationships of non-imidazole H3 
receptor ligands. Part 3: 5-Substituted 
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