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o Document Identifier —to find literature for a specific CA Accession Number or Patent
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o Company Name/ Organization —to locate literature for a specific company, university,
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Analysis of hinding affinities for celecozib analogues with COX-1 and COX-2 from
combined docking and Monte Carlo simulations and insight into the COX-2/COX-1
selectivity. Journal of the American Chemical Society (20003, 122(34%), 9455-3466
CODEM: JACSAT; ISSH: 0002-7863; English

Here are the options for the document you requested...
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¢ Linkto CAS Virtual Library
v Linkto CAS DDS

v = Canfirmed availability

E Web-based document resources

v HTML  from the publisher.
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¢ EBSCO ajournal subscription agent far yaur organization.

v = Canfirrmed availability
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The full text is displayed.

LA Chenr, Soe, JH, F22 94550466 Q455

Analysis of Binding Affinities for Celecoxib Analogues with COX-1
and COX-2 from Combined Docking and Monte Carlo Simulations
and Insight into the COX-2/COX-1 Selectivity

Melissa L. Flount Price and William L. Jorgensen®
Conrriturtion from the Departmrent of Chemisiry, Yale University, New Huoen, Comecticnr 005208107

Reveived March 220 2000, Reeived Munuseripr Received July 21, 2000

Abstract: The ongins of budug affoaty and COX-200X-1 sebectivaty for anadogues of celevoxb have bemn
exploned wang an approach that combues docking with Mente Carlo [MO) sunulations, These ashabitors are
COX-Zseloctive penstereadal antinilammatery drogs (NSAIDE) that are of cument mieresd bocass e
gastromtesting] woiatien ey couse 15 redoced companed 1o that caused by traditonal KSAIDs. We nepoart a
noviel dockmg method, bassd on o combised Tabo and Moate Carlo protecel, that determines sartng
comformations for MO smulations, Using tle docking-predicted gartmg conformations, ndative clanges o
binding free energres were computed for metbyl, etbyl, bydrogymetlyl, hydronyl, thomethvl, methoxy,
iriflucrreaethy], chlera, Quora, ad meubatiutad denvatives with the MO Foe aeergy peurhation (FEF) method.
The computed froe energies are m good sccond wath [0 valves, and fle smcimal mfonaation fom ihe
simulations can be wsed fo explun the experioetally observed binding trends. Tn addation, e dockug and
FEF results have provaded clarification of the baading conformation of the phenybalfomamide mosety and il
organ af COX-200K-1 sebeetivity. Mamsely, tle COX-2 Wal — COX-1 e sublitution 15 aecompanied by an
unfavarable conformational shift of the plenylsul fsmmade nng.

Intraduction Rently, a second generation af NEAID has been dovelopal
_ ) R e thee trantasient of chewmatoad arthriss and ostecarthntas, These

Monsterondal antan lammatory deugs (NSATD) mhibit pros- drigs seboctivily mbibit the COX-2 sy and differ chivically
taghasdins synthesss by blocking the eycloesypenation of arachi- froan traitional NSAIDS by having a reduced ascidens of
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[T Lewis, Randolph %.; Hayashi, Cheryl Y., Gatesy, John E.; Motriuk, Dagmara. Spider silk
protein gene and cDNA sequences, polypeptides, antibodies, and method of use
thereof. PCT Int. Appl. (2003), 99 pp. CODEN: PExD2 WO 2003020916 A2
20030313 CAN 138:233043 AN 2003:202797  CAFLUS

[~ Roth, Donald A.; Lewis, Randolph . Manufacture of spider silk proteins in higher
plants by expression of synthetic genes. FCT Int. Appl. (20021, 114 pp. CODEN:
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[ Scheller, Juergen; Conrad, Udo; Grosse, Frank; Guehrs, Karl-Heinz. Synthetic genes for
the spidroins of Nephila clavipes and their expression in transgenic plants. PCT Int.
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5.1.3 Explore by Molecular Formula

<" Explore by Chemical Substance 4

Select One:

% Chemical Structure

Identity substances or reactions using a chemical structure.

534231 Substance ldertifier
trirnet
2534- Idertify substances using names or identification numbers.

HEO lecular Formula

=
CoHyg Idertity substances using a malecular formula.

Cancel |

“" Explore by Molecular F - 0] x|
Enter the molecular formula of the substance.
|H2504{
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HaSio
Ha045i
H4 Si 04
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autoimmune disorders
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[T Larroche, Claire; Chanseaud, Youri; Garcia de la Pena-Lefebvre, Paloma; Mouthon, Luc.
Mechanisms of intravenous immunoglobulin action in the treatment of autoimmune
disorders. BioDrugs (20023, 16(1), 47-55. CODEN: BIDRF4 I1SSM:1173-3304. CARN
137:183941 AM 2002:330660 CAFLUS

[ Jackson, O. C.; Purcell, A W Fitzmaurice, C. J.; Zeng, W, Hart, 0. M. J. The central role
played by peptides in the immune response and the design of peptide-based vaccines
against infectious diseases and cancer. Current Orug Targets 220027, 3027, 175-196.
CODEM: COTUAL ISSM:1389-4501. CAM 136:368010 AN 2002:290527 CAFLUS

[ Brodsky, Robert A High-dose cyclophosphamide for aplastic anemia and autoimmunity.
Current Opinion in Oncology (20023, 14021, 143-146. CODEM: CUDOES ISSN:1040-53746.
CAMN 136:350072 AN 2002: 277243 CAPLUS
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[T Bordignon, Claudio; Roncaralo, baria Grazia. Therapeutic applications for hematopoietic
stem cell gene transfer. [Mature Immunology 20027, 3(4), 318-321. CODER: MIAMCE
[SSM:1529-2905. CAN 137:18900 AN 2002266724 CAPLUS

[T Mguyen, Christing; Duhl, Adam J.; Escallon, Cathleen 5.; Blakernaore, Katin J. Multiple
anomalies in a fetus exposed to low-dose methotrexate in the first trimester.
Chbstetrics & Gynecology (Mew York, MY, United States) (2002), 99(4), 599-602. CODEM:
DBEGNAS ISSM:0029-7844. CAN 1358198502 AN 2002:232909 CAPLUS |
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Mechanisms of intravenous immunoglobulin action in the treatment of autcimmune disorders. J
Larroche, Claire; Chanseaud, ¥ouri; Garcia de la Pena-Lefebvre, Paloma; Mouthon, Luc. Department of

Internal Medicine and Infectious Diseases, Hopital Avicenne and Assistance Publiqgue-Hopitaux de Paris,
Bobigny, Fr. BioDrugs (20027, 16(1), 47-55 CODEMN: BIDREF4 [55M: 1173-3804. Journal, General
Review written in English.  CAM 137:183941 AN 2002:330660 CAPLUS

Abstract

Acreview. L. lgs (%lg) are therapeutic prepns. of normal human IgG obtained from pools of blood from
more than 1000 healthy donors, and exert immunomodulatory effects in autoantibody-mediated and
T-cell-mediated autoimmune disorders and systemic inflammatory diseases. IWlg mechanisms of action
in autoimmune diseases have been extensively analyzed during the last 15 yr and include the following:
(i1 interaction of the g Fc fragment with Fe receptors on leukocytes and endothelial cells; (i) interaction
of infused Igs with complement proteins; (i) monocyte and Iymphocyte modulation of synthesis and
release of cytokines and cytokine antagonists; (v) modulation of cell proliferation and reparation; ()
neutralisation of circulating autoantibodies; (vi) selection of immune reperaires; and (vii] interactian with
other cell-surface maols. on T and B Iymphocytes.
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5.4 Explore by Document Identifier
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Find & substance or reaction and retrieve corresponding lterature.

ﬂ Chemical Substance or Reaction
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Research Topic

Find literature relevant to a topic of interest.

, Avthor Mame
Find lterature swritten by a specific authar.

ocument [dentifier

Company Mame f Organization

Find lterature from a specific organization.

Browze Table of Contents
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Find literature by document ids such as CA abstract number or patent number .

aternative
O'Sullivan, Chace-Scott, or Johnson Taylor

e

1EI!HJ



“" Explore by Document Identifier - O] x|

Enter Document Identifiers, one per line. Fead from file .. |
| r
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10712935
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1995006572

LS 5000478

JPO9-3361 11

FR1977-10255
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CA Accession Number 120:15297
1994:15297

Patent number CA 2107100

Patent application number

JP 1992-502228

Priority application number

IT 1998-BO661

PubMed ID
(National Library of Medicine)

2004123
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CASRegistry Numbers®  Click a hyperlinked CAS Registry Number.
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The detail for this Registry Number is displayed.

“: Detail for Registry Number 147-85-3
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