Chemical Substances
In the Patent Literature

In this workshop, you will learn

0 About files providing access through structural means

0 How to create DWPI fragment code strategies with STN
Express

0 How to use the Command Window to upload text queries

0 How to manage records from multiple files
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Databases for Substance Retrieval

Build "Standard" Structure Query

Build "WPI" Structure Query for Fragment Codes
Develop Chemical Coding for IFICDB
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Merge Answer Sets

Group by Invention (FSORT)
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Databases for Substance Retrieval

Many databases on STN provide access to the patent literature for a specific
substance or a class of substances. Search approaches may provide varying
levels of precision and recall.

File Search Features File Features
REGISTRY Names Specific substances
MF classified with a CAS
Structures RN
CAplus CAS RN Literature indexed to
substance class terms CAS RN's
MARPAT Structures Substances described
generically by a
Markush structure
USPATFULL CAS RN US chemical patents
indexed to CAS RN's
IFIPAT/IFIUDB/ Names Indexed specific
IFICDB IFI chemical coding compounds and
partial CAS RN Markush structures
WPINDEX/ Derwent fragment A merged structure
WPIDS/WPIX coding and fragment code
DCR - structures search database
DCR - names
DCR MF
DCR - substance class
terms
DRN
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Search Question: What patents describe the class
of compounds represented by the

following structure? PL

== 3— Ne

Search Strategy

For comprehensive structure search

Build Standard structure query for structure
Step 1 search in REG, MARPAT,
MARPATPREVIEW, WPIDS

Build WPI structure and generate DWPI
fragment code strategy

Step 2

Develop chemical coding search for
Step 3 ypRFICDB

Optionally, transfer results from other sources
Step 4 (MMS)

Step 5 Conduct appropriate searches
Step 6 Merge answer sets
Step 7 Group by invention (FSORT)

Step 8 DISPLAY records
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Step 1: Build a Standard Structure Query

This structure may be most conveniently created in the Structure Drawing
module of STN Express. The STR command is also available for
"GRA/NOD/BON" searchers.

#4 Structure Drawing - [vioxx_str *Standard™ ]

(4'3) File Edit Draw Template! OueryDef Display  Preferences! wWindow Help ;Iilil
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| MF Unavailable |ﬁi 4/28/2000 12:16:57

This structure may be used to search:

m REGISTRY*
s MARPAT/MARPATPREV*
= WPIDS/WPIX DCR

*Search together using CASLINK or HCASLINK
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Step 2: Build WPI Structure and Generate
DWPI Fragment Code Strategy

This is easily accomplished by converting the standard structure above.
Open and Convert a Standard Structure

44 Structure Drawing

Eile  Edity [raw Temmlatel Huegpiver [MeplEp Preferencesl Window Help

Open Query
Laoak in: I £ Dueries j £
tazarcteneMAR str @] tramadalaFLstr wi Pl b
tazarotenereqg. st @ YERAP st wipi. ztr
tazatotenes5T. str @ wiagrabdaf. shr zileutont AR, st
tizanidineMAR. str @ wiagraREG. str zlleutonREG. st
tizanidineREG. st @ wicH. st
brarnadal. str @ wiOHRTED. St

4 [+
File name: Ivin:u:-::-:.str Open
Filez of twpe: Il:lueries [#.5tr] j Cancel

Corwert to: ¢ Standard

" Specinfo
Saved az Standard Structure r%uestel ﬂ
ﬂ:&ﬂj\
[:."[:;-*
<J
50,-Ak |
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Modify and Save as a WPI Structure

#9 Structure Drawing M=l E3
File Edt Draw Template! ClueryDel Display  Preferences! wWindow Help
N@|BS| —pEe| w@ va] s mFFB 0
y 4 vioxxWP1_str WPl M= B
5] -
A
y ]
1]
—_— -
[ 2%
'@ CYC e ‘
A N
—F
ASE SI]E—EHH
e A
) -
Fg (2L '
k [ ]I C - H 0 5 M P Cl| Br| F Si | | — — m
| | CIOH1ED45 |ﬁi 4/28/2000 12:30:47

Generate a WPI Fragment Code Strategy

File  Logaont Besultz Setup 'Web Help

; Prepare Structure Queny. .. Ctrl+P t
& Q Frepare Command File... :
W50 | Check Cormmand File...

Edit " Fl Strategy. ..

Generate WPl Strategy...
Frint \WHl Strategy...
Inzlude *Pl Other Code Concepts...
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Negation Codes for Free Site Substitution

Since free sites have been indicated in the structure, a dialog box provides for
deselecting negation codes, thereby allowing various substituents at the open
positions.

4% Structure Drawing =]
File Edit Draw Templatel QueryDef Display Preferences!  “Window Help
T4 = e, o, G 4 @ o
hSBE —XK®me wE@E) ¥al ol ra@G P9
y Groupz/Codes Included/Excluded From Free Site Substituents |
. — Megation codes - Groups Mot Prezent
@ —Baszic Group Codes———————————————— - _
—_— % Select here to indicate groups which MUST not
) Select any rings which MAY be pr_esgnt at free-site positions - Deselect
— . to indicate the groups that are allowed
y alzo be present by clicking ™ H1 - Ami I J2 - Carbosylic Est
| it the appropriate box(esz) MInES AMORPIE £ ST
i'_ 1 ) . . _ . .
Ly I Ring Present [ HZ - Tertiay Amines [~ J3 - Carbosylic Amide
@ [~ H3- Nitwo V¥ 4 - [Thio) &ldehyde
I I 2 - Fused Rifa HE
ﬂ [ H4-0H/SH ¥ J5 - [Thio) Ketone
| [ =il [~ H5 - Ether/Thinether W I3 - Thio Carbosy Derivs
= R Aot [ HE - Halogen W KO- Any K or L codes
A>B
I [ R 5 - Al W H7 - Unzaturation W K9 --0-0- [Peraxy]
T
™ HE - Ether/OH )
j_}jﬂ ¥ HA - Thioether/SH v L2 - -N=C=U, J-C(=N-]-U
T Select all =
7, W J0 - [Thio)ildshyde/Amids W Lé4-UC=TH
K[ Ok Deselect 4l => | /1™ 1 . COOH/Thio W L8 - Sugar Moieties
I
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Select SUBS

Appropriate online search fields, Subheadings, may be selected:

/MO  Pre-1970 Non- - — B
S‘[eroid’ sections B,C ay  Preferences!  Window  Help

o5 VAl s ralfGF 2
/M1 Nat Prod and
Polymers, sections B, C
- SUBS M0,M2,M3,M4
/M2 Gen Chem- sections 0 O " SUBS M0,M2
B.C . o1 : ;
, & SUBS MO,M2,M3
 SUBS M2,M3 b
. CYC o
/M3 Gen Chem- section i
| © SUBS M3,M4
E H\\'\-\\
- SUBS M3
. S0,,—CHK
/M4 Dyes - section E 2 © SUBS M4
" SUBS MG
/M5 Steroids - sections o GO LD
B,C,E
£ SUBS MO,MI
) ] NP |cCi|B|F|si| 1]
/M6 Galenicals - section B | Ciomisg _Help | Abort | OK

The Fragment Code Strategy

This strategy is created in the format of a STN Express Command File for
uploading to STN. Prior to uploading, the strategy should be reviewed for:

m  Multiplier codes
m Ring substituent positions and number

m Negation codes
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The code definitions may be reviewed with "Check Command File" from the
Utilities menu, and placing the cursor over the code in question.

B STHEDIT
Eile Edit Utilities Search Preference:  Window  Help

#h oK@ [¢?
K c\stnexpilscripts\vioxx'wPl_sc

F}S { (P}| 1ﬂﬂ{P} hhﬂ(PﬂMEHi}fﬂﬂ M2 ,H3 '\} 11nE1

=»S (G7 G574 OR
—vs  1i F113 S MEMBERED MOND-FETERDCYLLE WiTH 1-0- [E4HEEI] '8 OR [GA6H
_ys T1i(DIHYDRO- FURAN

=»%5 :line1{P} linek %> lineb
=»%  1ineS(P){[CI1A{PIHA1A{PIMIA1G{PIHE2A{PIMSL1) /M2, M3 > 1i
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Step 3: Develop Chemical Coding for
IFIUDB/IFICDB

IFI Claims provides access via fragment codes in two files; IFIUDB and
IFICDB, to Markush structures, generic substances, and specific substances not
included in the IFI compound term dictionary.

Database Features
IFIUDB - Non-subscriber Uniterms representing functional groups,
access rings, and atoms present. Linked only with
the AND operator.
IFICDB - Subscriber More precise Uniterms, including terms
access representing number of occurrences and

negation Uniterms. Linked with (L)
proximity between fragments of a single
substance and (S) proximity to the role of
the substance.
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Appropriate indexing terms may be explored in the IFIREF file. Fragment
terms are searched in the FG field of IFICDB and by Uniterm in the UN field of
IFIUDB.

EXPAND in IFIREF:

=> FILE IFIREF

=> E F 02S SULFONE/FG

E# FREQUENCY AT TERM
El 0 1 F O2S SULFINIC ACID, SULFINATE FG (P-1) /FG
E2 0 1 F O2S SULFINIC ACID, SULFINATE FG (P-24) /FG
E3 0 —> F O2S SULFONE/EG
F4 0 1 F O2S SULFONE FG/FG
E5 0 1 F O2S SULFONE FG (M) /FG
E6 0 1 F O2S SULFONE FG (P-1) /FG
E7 0 1 F O2S SULFONE FG (P-2+) /FG
ES 0 1 F 0252 GENERIC FG/FG
E9 0 1 F O2S2 S-S (=0)2/FG
E10 0 1 F O2S2 S-S(=0)2 (P-1) /FG
E11l 0 1 F 232 S-S(=0)2 (P-24) /FG
E12 0 1 F O2S2SI GENERIC FG/FG
=> E E4+ALL
E13 0 —> F O2S SULFCNE FG/FG
UN 40457

K*kkkkkkkk END***

=> E E6+ALL
El4 0 —> F (O2S SULFOE G (P-1) /EG
UN 33845

Having identified appropriate fragment coding terms, a query may be developed
as a text file for uploading and searching.
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B STNEDIT
File  Edit Utlites Search Preferences  Window Help

DeBS ® -X=| ¥?

S (338B45(L)34623(L)34701({L)(3A971 OR 30972 OR 308973 OR 30974)(L){31681 OR 318382)
(HOTLY{37715 OR 37716 OR 34276 OR 34211 OR 33918 OR 333?9})1’FG|I
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Step 4: Optionally, Transfer Results from
other Sources

Results of a structure search of MMS, or the WPIM segment, may be
transferred to STN for further processing with other records retrieved using
STN files and search techniques.

Compound numbers from the WPIM segment may be listed, and converted into
a text file for uploading to STN.

Markush Darc search:

WELOOQVE TO MARKUSH [ARC / BIENVENUE SUR MARKUSH DARC
°
°
°

DATA RASE # 2 3
Rk BASE MVS - 14/04/00  *kxx
776074 QCMPOUNDS — IAST AN : 9954-TG301

THTIS DATARASE IS MALDE. UP WITH 4 SHAVENTS
Segrent: BACKF (1)
Segrent: MPHARM (2 )
Segrent: WPIM (3)
Segrent: FRONTE' (4 )
YOU CAN SETECT ANY SHAQVENTS
SHAMENT(S) (1,2,.. or <CR> for all) ?
3
SEIFCTED SEQVENT (S) =

WPIM

—SI- (mIG-\IIQTI@IRE‘IEIAAISBIBLIBII@IINEO) i QI‘

KKk QI‘ KKk

KAAK SEIFCTED DATA RASE : MVS POAA

-0 (ON,CA,@Qv,GIL,&R,BO, AT, FS, AP, VP, ATTIR,VE) 2 GR
*GRAPH

? 1:8-3
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? 6-9:14

2 913

? 12-15

?

-0~ (ON,CA,@v,GIL,GR,RO, AT, ES, AP, VP, ATTIR,VE) 2 AT
FATCOMS

? CHK 1

SO2 2

o 11,15
CYC 14

AV RIS R Y

-QU- (QN,CA, @Y, GI, GR, BO, AT, FS, AP, VP, ATIR,VE) ? BO
*BONDS

? NO 3:8-3

? DO 9-13,12-15

?

-QU- (QN,CA, @Y, GI, GR, BO, AT, FS, AP, VP, ATIR,VE) ? FS
*FREE, STTES

27 210

> 14,5,7,8

?

-QU- (QN,CA, @Y, GI, GR, BO, AT, S, AP, VP, ATIR,VE) ? ATTR
—ATTR- (FS,CH,AV,2M,CR,MJ, B3, DT, SP,TRA)  ? TRA
*TRANSIATION ATTRIBUTES

? NT 1,14

?

-QU- (QN,CA, @Y, CGI, GR, BO, AT, ES, AP, VP, ATIR,VE) ? VE
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14
CYC
15
o) 13 78
fo = = =t
I k3
."l., \\
g, @ 1
L ) CHE
11 "o ffh\az —_
o] T ,’ S0z
10 \5‘\_ g7
[Selielaialiuty
2% * *

—izM: 0-

TRA

node 1

node 14

NT
NT

-U- (N,CA, Y, GI, R, BO, AT, ES, AP, VP, ATIR, VE) 72
OIHER SPECIFICATIONS (Y/N) ? N
FIIE SEQENTS (Y/N) ? N

FI

-ST- (BA, AN, QT, OG, RF, RE, AA, SB, BL, BI,GD, INFO) ? RE

*k*k

*k*k RFE

* SEARCH IN PROGRESS *
* SFARCH STTLL IN PROGRESS *
* SEARCH STTLL IN PROCRESS *

R -RE /MBS - 15885 ANSWER (S)
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-ST- (BA, (N, QT, QG, RF, RE, AA, SB, BL, BT, GD, INFO) ? AA

*kk DAA *kk

0 ANSWER (S) FOR 838 CANDITATES
0 ANSWER (S) FOR 1361 CANDIDATES

- M - NUMEER OF ANSWER(S) : 0
— FIIE RX — NUVBER OF CANDITRTE (S) : 3
— CANDIDATES REMAINING TO BE PROCESSED : 13694
QONTINUE PA (), BATCH SEARCH (B), CANCEL (C),FONER-EATCH (P) 2 AA

%% DA FFK CONTINUED

0 ANSRER(S) FOR 2562 CANDILATES
°
°
°
7 ANSRER (S) FCR 15369 CANDITATES
7 ANSRER (S) FOR 15822 CANDITATES

R3 -2A /MBS : ‘1 ANSWER (S)
R4 -RX/MB g 95 ANSWER (S)

ESTTIVATED COST ECR :
95 CANDITATES TO BE PROCESSED IN BATCH 0.00 UsD
PERFORM BATCH SEARCH (B), CANCEL (C), FOWER-BATCH (P) 2 B

RATCH SEARCH REQUESTED, PLFASE ENTER A NAME ( 8 CHAR.) ? VIOXX
27/04/00 21*05*26 BATCH SFARCH # : 1, NAVE : VIOXX

—ST- (BAlmlngmlRE‘lREIAAISBIBI‘IBIlwlINEO) ? SV CN

NAME ( 8CHAR.) ? VIOXXCN

NAME  TYPE NUVBER CRIGIN [ATE  SPACE DATABASK
1 VIOXXCN N 7 MARKUSH [ARC 27/04/00 1 MB
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-ST- (BA, AN, QT, OG, RF, RE, AA, SB, BL, BT, GD, INFO) ? LI

R3 - 27 / MBS : 7 INSHER (S)
? 1-7
1 QN = 9719-32802 Derwent compound
2 QN = 9712-35402 numbers to search in
3 QV = 9702-30201 WPIDS (/DCN).
4 N = 9631-38402
5 V= 9631-38401
6 N = 9623-06301
7 N = 9533-48401

-ST- (BA,QN, QT, OG, RF, RE, AA, SB, BL, BI, GD, INFO) ? FI

This list of numbers may formatted into a text query for uploading to STN
using a simple text editor or using software macros.

B STHEDIT

Eile Edit Utlitiez Search Preferences ‘wWindow Help

D8 & e 2

S 9719-32802/DCH OR 9712-35482/DCHN OR 9782-30201/DCH OR
9631-38402/DCH OR 9631-38401/DCH OR 9623-06301/DCH OR
P533-48401/DCH[
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Step 5: Conduct Appropriate Searches

REG/CAplus, MARPAT, MARPATPREYV via HCASLINK

A structure query may be run automatically in both the REGISTRY and
MARPAT files using (H)CASLINK. This will retrieve:

m Patents indexed to specific compounds via CAS RN's - REGISTRY
m Patents indexed to Markush structures - MARPAT

Search in HCASLINK:

=> FILE HCASLINK

FIIE '"REGISTIRY' ENTERED AT 16:42:26 CN 28 APR 2000

USE IS SUBJECT TO THE TERVS CF YOUR SIN CUSTOVER AGREEMENT.
PIFASE SEE "HEIP USAGFTERVS" FOR LETATIS.

QOPYRIGHT (C) 2000 American Chemical Society (ACS)

FITE 'MARPAT' ENTERED AT 16:42:26 CN 28 AFR 2000

FITE 'MARPATPREV' ENTERED AT 16:42:26 ON 28 APR 2000

FITE "HCAPLUS' ENIERED AT 16:42:26 (N 28 APR 2000

CLUSTER 'HCASLINK' ENTERED
Predefined camend sequences will e executed in
REGISTRY, MARPAT, MARPATPREV, and HCAPIUS.
=
Uploading vioxx.str

11 STRUCTURE: UPLCADED
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=D 1l
11 HAS NO ANSRERS

(p— Ak

Structure attributes must be viewed using SIN Express query preparation.

=> S L1 SSS SAaM

S Il SSS SAM FITE-REGISIRY

FITE 'REGISTRY'

SAMPLE, SEARCH INITTATED 16:42:53

SAMPLE. SCREEN SEARCH COVPLETED — 38 TO ITERATE

100.0% PROCESSED 38 ITERATIONS
SEARCH TIME: 00.00.01

FULL FIIE PROJECTIONS: ONLINE **QOMPLETEX*
BATCH  **QQMPLETEX*

PROJECTED ITERATIONS: 391 TO 1129
PROJECTED ANSWERS: 11 TO 389
12 10 SEA SSS SAM 11

S 12 SSS SAM FTTEAVARPAT

FITE 'MARPAT'

SAVPLE, SEARCH INITTATED 16:42:56

SAMPLE, SCREEN SEARCH COVPLETED — 17 TO ITERATE

100.0% PROCESSED 17 TTERATIONS
SEARCH TIME: 00.00.02

FULL FTIE PROJECTICNS: ONLINE **CQVPLETE**
BATCH  **CQVPLETE**

PROJECIED ITERATTIONS: 93 TO 587

PROJECTED ANSWERS: 1 TO 80

10 ANSRERS

1 ANSAERS
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I3

1 SFA SSS SAM Il

=> D SCAN L2

I2 10 ANSWERS REGISTIRY QCOPYRIGHT 2000 ACS

IN  2(5H) -Furanone, 5-ethyl-3-(4-fluorcphenyl) -5-hydroxy—4—[4-
(methylsulfonyl)phenyl]- (9CT)

MF CI9HL7FO5S

HOW MANY MORE ANSWERS DO YCOU WISH TO SCAN? (1) :0

=> D SCAN 13
I3 1 ANSWERS MARPAT QOPYRIGHT 2000 ACS
IC IM A6IK045-06
C  63-6 (Phamaceuticals)
Section cross-reference(s): 28
TI Imunosucpressive carbinations containing a cyclooxygenase—2 inhibitor
and
a leukotriene A4 hydrolase inhibitor
ST immunosuppressant cyclooxygenase inhibitor; leukotriene hydrolase
inhibitor transplant rejection
IT Kidney diseases
(Goodpasture's syndrare; immunosugpressive carbinations contg.
cyclooxygenase—2 inhibitor and LTA4 hydrolase inhibitor)
IT Harolytic anamia
(autoimmmne; inmunosuooressive carbinations contg. cyclooxygenase—2
inhibitor and ITA4 hydrolase inhibitor)
IT Allergy inhibitors
(delayed hypersensitivity; inmunosugoressive carbinations contg.
cyclooxygenase—2 inhibitor and LTA4 hydrolase inhibitor)
IT Respiratory tract diseases

(hypersensitivity; inmunosugpressive carbinations contg.
cyclooxygenase—2 inhibitor and LTA4 hydrolase inhibitor)
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IT Addison's disease

(idicpathic; immmosugeressive carbinations contg. cyclooxygenase—2
inhibitor and ITA4 hydrolase inhibitor)

IT Hypersensitivity

IT

IT

IT

IT

IT

IT

IT

(immediate hypersensitivity; imunosucpressive carbinations contg.
cyclooxygenase—2 inhibitor and LTA4 hydrolase inhibitor)

Allergy inhibitors

Anti-inflamatory drugs

Antiasthmatics

Autoimmune diseases

Autoinmune thyroiditis

Contact dermatitis

Fnoephalamyelitis

Glarerulonechritis

Graft vs. host reaction

Graves' disease

Irmunosucpressants

Meningitis

Myasthenia gravis

Septic shock

Sjogren's syndrare

Thraroocytopenia

Transplant rejection

Urticaria
(imunosuppressive carbinations contg. cyclooxyogenase—2 inhibitor and
ITA4 hydrolase inhibitor)

Delayed hypersensitivity

Granulara
(inhibitors, imunosuopressive canbinations contg. cyclooxygenase—2
inhibitor and LTA4 hydrolase inhibitor)

Connective tissue diseases
(mixed; iMmunosucpressive carbinations contg. cyclooxyoenase—2
inhibitor and LTA4 hydrolase inhibitor)

Iung diseases
(eneumonitis, hypersensitive; inmunosugoressive carbinations contg.
cyclooxygenase—2 inhibitor and LTA4 hydrolase inhibitor)

Hypersensitivity
(respiratory tract; inmunosucpressive carmbinations contg.
cyclooxygenase—2 inhibitor and ITA4 hydrolase inhibitor)

Purpura (disease)
(thradoocytopenic, autoinmine; inmunosucpressive carbinations contg.
cyclooxygenase—2 inhibitor and LTA4 hydrolase inhibitor)

Inflanmmation

Thyroid diseases
(thyroiditis; inmunosugpressive carbinations contg. cyclooxyogenase—2
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inhibitor and LTA4 hydrolase inhibitor)

IT 39391-18-9
RL: BSU (Biological study, unclassified); BIOL (Riological study)

(2, inhibitors; immunosugpressive carbinations contg. cyclooxygenase—2
inhibitor and LTA4 hydrolase inhibitor)

IT  142259-95-8, RP-64966 179021-09-1 179021-10-4  179022-08-3
186901-93-9 186901-94-0 186901-95-1 186901-9%6—2  186901-97-3
186901-98-4  194997-63-2
RL: BAC (Biological activity or effector, except adverse); THU
(Therapeutic use); BIOL (Biological study); USES (Uses)

(LTA4 hydrolase inhibitor; inmunosuooressive carbinations contg.
cyclooxygenase—2 inhibitor and ITA4 hydrolase inhilbitor)

IT 71125-38-7, Meloxicam 80937-31-1, Flosulide 88149-94-4, DuP 697
123653-11-2, NS-398 162011-83-8 169590-41-4  169590-42-5
170569-86-5 177660-77-4  177660-80-9 177660-88-7 181695-76-1
185344-61-0  194997-65-4  194997-66-5 194997-67-6
RL: BAC (Biological activity or effector, except adverse); THU
(Therapeutic use); BIOL (Biological study); USES (Uses)

(cyclooxygenase—2 inhibitor; imunosucpressive carbinations contg.
cyclooxygenase—2 inhibitor and ITA4 hydrolase inhibitor)

IT  162011-90-7
RL: BAC (Biological activity or effector, except adverse); THU
(Therapeutic use); BIOL (Biological study); USES (Uses)

(iImunosuppressive carbinations contg. cyclooxyogenase—2 inhibitor and
ITA4 hydrolase inhibitor)
IT 99-91-2 321-28-8, 2-Fluorocanisole 383-63-1, Ethyl trifluorcacetate
454-31-9, Ethyl difluorcacetate 27918-19-0, 4-
Sul fonami dophenylhydrazine
hydrochloride
RL: RCT (Reactant)
(imunosuppressive carbinations contg. cyclooxygenase—2 inhibitor and
ITA4 hydrolase inhibitor)

IT 455-91-4Pp 18931-60-7P  170570-77-1P

RL: RCT (Reactant); SEN (Synthetic preparation); PREP (Preparation)
(imunosuppressive carbinations contg. cyclooxyogenase—2 inhibitor and
ITA4 hydrolase inhibitor)

IT 90119-07-6, Ieukotriene A4 hydrolase

RL: BSU (Biological study, unclassified); BIOL (Riological study)
(inhibitors; inmunosuporessive carbinations contg. cyclooxygenase—2
inhibitor and LTA4 hydrolase inhibitor)

MSIR 1
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G7—s0z QE—G 162

=1 = 332-6 333-15

333,
332

& = cycloalkyl<(3-12)> (SO0 (1-) G3)
G7 = alkyl<(1-20)>

CFR: or phammaceutically acosptable salts
MPL: claim 1

ALL ANSAERS HAVE BEFN SCANNED
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=> S L1 SSS FULL

S Il SSS FUL FITF-REGISTRY

FIIE 'REGISIRY'

FULL SEARCH INITTATED 16:45:34

FULL SCREEN SEARCH COMPLETED - 608 TO ITERATE

100.0% PROCESSED 608 ITERATICNS
SEARCH TIME: 00.00.01

14 137 SEA SSS FUL 11

S I4 SSS FUL FTIEAVARPAT

FITE 'MARPAT'

FULL SEARCH INITIATED 16:45:37

FULL SCREEN SEARCH COVPLETED — 455 TO TTERATE

100.0% PROCESSED 455 TTERATTONS
SEARCH TIME: 00.00.06

15 20 SEA SSS FUL L1

S I5 SSS FUL FITEAVARPATPREV

FITE 'MARPATPREV'

FULL SEARCH INITIATED 16:45:47

FULL SCREEN SEARCH COVPLETED — 3 TO ITERATE

100.0% PROCESSED 3 TTERATIONS
SEARCH TIME: 00.00.01

L6 0 SEA SSS FUL 11

S I4 FIIEAHCAPIUS
L7 86 FIIE HCAPIUS

DUP REM 16 15 L7

Lo HAS NO ANSWERS

PROCESSING COMPLETED FCOR 16

PROCESSING COMPLETED ECR 15

PROCESSING COMPLETED FOR L7

18 91 DUP REM 16 15 L7 (15 DUPLICATES REMOVED)
ANSWERS '1-20' FROM FILE MARPAT
ANSWERS '21-91' FROM FIIE HCAPIUS

137 ANSRERS

20 ANSWERS

0 ANSWERS
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=> S L8 AND P/DT

S L7 AND P/DT' FIIE-HCAPLUS
19 47 FIIE HCAPLUS

S 15 AND P/DT' FITE-HCAPLUS
110 20 FIIE HCAPIUS

S 16 AND P/DT' FITE-HCAPLUS
111 0 FIIE HCAPIUS

S 110 AND 15 FITFAVARPAT
112 20 FIIE MARPAT

S 111 AND L6 FITFAVARPATPREV
113 0 FIIE MARPATPREV

DUP REM 113 112 IS

113 HAS NO ANSRERS

PROCESSING COMPLETED FCR 113

PROCESSING COMPLETED FOR 112

PROCESSING COMPLETED FCR 19

114 52 DUP REM 113 112 19 (15 DUPLICATES REMOVED)
ANSWERS '1-20' FROM FIIE MARPAT
ANSWERS '21-52' FROM FIIE HCAPIUS

=> SAVE TEMP L14 VIOXXCAS/A
ANSWER SET 114 HAS BEEN SAVED AS 'VIOXXCAS/A'

DWPI

The WPIDS file may be searched in various ways:

m Search the same uploaded "Standard" structure used in HCASLINK. This
searches the newer DCR segment of WPIDS or WPIX

m SELECT Derwent Compound Numbers and Derwent Registry Numbers to
search the earlier segments of the file based on this structure search.

m Search by the fragment code strategy developed in STN Express
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Search by structure in the DCR segment:

=> S L1 SSS FULL
FULL SEARCH INITTATED 16:48:06
FULL SCREEN SEARCH COVPLETED — 15 TO ITERATE

100.0% PROCESSED 15 TTERATIONS 5 ANSRERS

SEARCH TIME: 00.00.03
115 5 SEA SSS FUL L1
=> D TRIAL

115 ANSWAER 1 OF 5 WPIDS COPYRIGHT 2000  DERANENT INFCRVMATION LID
AN.S DCR-208737

CN.S 3-PHENYL-4- (4- (VETHYLSULFONYL,) PHENYL,) —2— (5H) —~FURANCNE

MF Cl7 HI4 X4 S

ﬁ"o

T
et

o)

=> D IALL 1-5

=> SEL L15 SDCN SDRN
El THROUGH E5 ASSIGED

=> D SELECT El1-E5

El 2 RAOGCV/SDIN
E2 1 RAO27J/SDCN
E3 1 RAOGBRS/SDIN
F4 1 RAOGDO/SDIN
ES5 1 RAOGD5/SDCN
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Retrieve bibliographic records indexed to DCR data:

=> S L15/DCR
116 8 L15/ICR
=> S E1-E5/DCN
6 RAOGCV/DCN
6 RAO27J/DCN
2 RAOGBS/DCN
3 RAOGDO/DN
2 RAO6D5/DON
117 8 (RAOECV/DON OR RAO27J/DCN CR RAOGRS/DCN CR RAO6DO/DAN CR
RAOEDE/
DON)

=> S L17 NOT L16
118 0 L17 NOT 116

Run Command File to upload fragment code strategy:

& 5T Terminal Emulation - [STH PPP]

.@ File Edt Online QRSN Bezults Preferences! Web  Windos

do Py pload Structure Quer Chrl+LI
B - !

Frepare Command File
Check Cormmand File

=x» FILE WFID3 Bun Cammand File Ctrl+FR I
ZOST IN U.3. DO Use Predefined Search Strategy L

=> S (F112(P)K442) /M0 ,M2 M3

295 F112/M0
3184 F112/v02
3055 F112/AV3
1906 K442/M0
23598 K442/ V2
19997 K442/3
119 1287 (F112 (P)K442) /MO, M2, M3
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=> S (G7? OR G8? OR G530 OR G543 OR G553 OR G563 OR G573 OR
G583 OR G600) /MO ,M2,M3

795 G72/M0
4959 GI?/Ne
5901 G723

48 G600/
482 G002
295 G600ANV3
120 145376 (G7? CR G8? CR G530 OR Gb43 CR Gb53 CR Gb63 CR G573 OR G583 (R
Ge00) /Mo, M2, M3

=> S L20 OR (G610 OR G623 OR G630 OR G640 OR G650 COR G660 COR
G670 OR G680) /MO ,M2,M3

71 G610AD
910 Ge10NR
1067 G610AB

156 G680/M)
765 G680NR
928 G680/NB
21 150166 I20 CR (G610 CR G623 OR G630 CR Ge40 CR G650 CR G660 CR G670 COR
G680) /M0, M2, M3

=> S 121 OR (G690 OR G695) /MO ,M2 ,M3

13 G690/
189 Ge90/M2
98 G690NB
10 G695/
111 Ge95MR
146 G695NB
122 150232 121 CR (G690 CR G695) MO, M2, M3

=> S L19(P)L22

123 1060 119 (P)122
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=> S 1L23(P) (C316 (P)M113 (P)M116) /M2, ,M3

49724 C316/ V2
63506 C316/M3
51024 ML13/M2
41571 M113/VB3
28416 MLl
20873 ML1e/AB
124 610 123 (P) (C316 (P)ML13(P)MlL16) NM2,M3

=> S L24 (P) (FO012 (P) FO013(P) F014 (P) (G013 OR G015 OR G017 OR
G018) (P) "L942") /M2 ,M3

88694 FO12/M2
70727 FO12/MVB

15229 "1.942" /Mp
9572 "1.942" N3
125 188 124 (P) (F012 (P)FO13 (P)FO14 (P) (G013 OR G015 CR G017 CR
G018) (P) ""Lo42") M2, M3

=> S L25(P) (G030 OR G031 OR G032 OR G060) /M2,M3

38116 G030/
38972 GO30/VB
11093 G031/
9704 GO31/M3
4231 G032/ M2
4286 Q03218
7182 G002
5229 G0e0NB
126 187 I25(P) (G030 CR GO31 CR G032 CR GO60) /M2, M3

=> S (L23(P)MS00/MO) OR (L24 (P)MS01/M2,M3) OR
(124 (P)MO02/M2 ,M3)

51884 MO00/MD
21 123 (P)MCOONMD
15655 MO01 /R
29676 MOOL/NB
7 124 (P)MO01/M2, M3
87479 MO02/M2
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155739 MO02/M3
163 124 (P)MO02/M2, M3
127 191 (123 (P)MO00/MD) CR (L24 (P)MSOL/M2,M3) (R (124 (P)MOO2/MV2,M3)

=> S L27 OR L26
128 378 127 OR 126
=> S 128 (P)GLOO/MD, M2, M3

26373 GL00AD
171351 GLOO/M2
206369 GL00/M3
129 355 128 (P)G100/M0,M2, M3

=> S 129(P) (M210 OR M220 OR M225 OR M226) /M2, ,M3

227732 V2102
300925 M210/M3
103065 M220/M2
198246 M220/M3

80099 M225/V2
186696 M225/M3

60593 M226/M2
158761 M226/M3

130 334 129 (P) (210 (R M220 CR M225 CR M226) M2, M3

=> S 128 (P) ((M411 OR M413) (P) (J522 OR J523)) /MO ,M2 ,M3

5090 M11/MO
110347 MA11 /MR
344201 MA11/MVB

13416 M4A13/MD
114039 MA13/M2
103116 M413/M3

4391 J522/M0
38939 Jo522/2
25483 J522/MB

1166 J523/M0

11806 J523/M2
12739 J523/MVB

131 272 128 (P) ((M411 OR M413) (P) (J522 (R J523)) /MO, M2, M3

=> S (M270(P) (M281 OR M282 OR M283)) /M2 ,M3
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53397 M270/M2

50761 M270/M3
200630 M281/2
259411 M81/MVB
153223 M282/M2
185469 M282/M3
118838 M283/M2
143038 M283/M3

132 98062 (M270(P) (V281 CR M282 CR M283)) M2, M3

=> S L32 OR (M271(P) (M281 OR M282 OR M283)) /M2,M3

38164 M271/ M2
31036 M271/M3
200630 M281/2
259411 M281/MV3
153223 M282/M2
185469 M282/M3
118838 M283/M2
143038 M283/M3
65773 (M271(P) (V81 OR M282 CR M283)) M2, M3
L33 163834 132 CR (M271(P) (W81 OR M282 CR M283)) /M2, M3

=> S L31(P)L33
134 263 131 (P)133
=> S L34 (P) F015/M2,M3

640684 FO15/M2
44574 FO15/M3
L35 138 L34 (P)FO15/M2,M3

=> S 128 (P) (J521 (P)M413) /MO ,M2 , M3

7719 J521/M0
63791 J521/M2
31178 J521/N3
13416 M413/MD
114039 M413/M2
103116 M413/M3
136 188 128 (P) (J521 (P)M413) /M0, M2, M3

=> S L36(P) (M270 OR M271) /M2 ,M3
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53397 270/
50761 M270/V3
38164 M271/ V2
31036 2713
137 180 L36(P) (270 CR M271) /M2,M3

=> S L36(P) (M211 (P) (M270 OR M271)) /M2 M3

186464 M211/M2
244338 M211/V3
53397 M270/M2
50761 M270/V3
38164 M271ND
31036 2718
138 147 136 (P) 211 (P) (M270 OR M271)) /M2, M3

=> S L38(P) (G111 OR G112) /M2,M3

42022 Gl11/NP
50828 G111/V3
31520 GL12/™2
42915 G112/M3
139 105 138 (P) (G111 CR G112) /M2,M3

=> S (M900/MO (P) (L36 OR (L29(P)L31)))

51884 MS00/M)
140 5 (MO0 (P) (L36 CR (I29(P)131)))

=> S 140 OR (M901/M2 M3 (P) (L36 OR (L29(P)L31)))

15655 MO01/M2
29676 MO01NB
5 MO01/M2, M3 (P) (L36 OR (I29(P)131))
141 10 140 (R (MOO1AR,M3 (P) (L36 (R (I29(P)131)))

=> S I41 OR (M902/M2,M3(P) (138 OR (L30(P) (L34 CR L37))))

87479 MO02/M2
155739 MO02/M3
111 MO02/M2,M3 (P) (138 CR (L30(P) (L34 CR 137)))
142 121 141 (R (MS02/M2,M3 (P) (L38 CR (L30(P) (L34 CR 137))))
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=> S L39 OR 142 OR (L30(P) (L35 OR L37))

213 130 (P) (L35 OR L37)
143 279 139 (R 142 CR (L30(P) (I35 CR L37))

=> S 143 (NOTP) (H2 OR H7 OR H9 OR JO OR J9 OR K9 OR "L2") /M2,M3

68551 H2/MP
27968 H2/M3
42620 HIND
56862 HINMVB
9898 H9/MP
8696 HO/M3
938759 JOAR
135475 JOAVB
2237 J9/ V2
4041 J9NVB
687 KOAP
4697 K9/M3
6454 "12" /D
5160 "I2"AV3
144 184 143 (NOIP) (H2 CR H7 CR H9 CR JO CR J9 (R K9 CR "I2") /M2, M3

=> S 144 (NOTP) ("I4" OR "L8")/M2,M3

16740 "14A"AD
12987 "14"/M3
27073 "L8" AR
12274 "18"/M3
145 181 144 (NOIP) ("I4" CR "18") /M2, M3

=> S 145 AND ?FURAN?
23896 7FURAN?
146 21 145 AND ?FURAN?

=> D TRIAL 1-5

146 ANSWER 1 OF 21 WPIDS COPYRIGHT 2000 DERWENT INFORVATION LTD

AN 1999-326967 [27] WPIDS

DNC  C1999-096725

TI New furanorne derivatives useful as selective cyclooxyoenase —2
inhibitors.

DC  BO3

IC Iav1 CO7D307-58
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ICS A6IK031-34
MC  CPI: Bl14-COl; B14-CO3; B14-C04; Bl14-D05A; Bl4-HO1; Bl14-106; B14-108;
B14-NO3; B14-S04
INC 2

CYC 82
°
°
°

Upload the DCN text file derived from MMS:

E STH Terminal Emulation - [STH PPP]

@ File Edit Online Query Besults Preferences! ‘wWeb 'wWindow Help

By pS =@ HAmae v 0 Z3¥T?
03T IN U.5. DOLLARS % SZINCE FILE TOTAL

ENTRY ZES3ICON
FOLL E3TIMATED CO3IT 0.21 0.21

|5 5719-32802/DCN OR 9712-35402/DCN OR 9702-30201/DCN OR 9631-38402/DCN OR 9631-38401/DCN OR 9623-06301/DcN or | M
9533-45401/DCH| .
X ==
|

=> S 9719-32802/DCN OR 9712-35402/DCN OR 9702-30201/DCN OR
9631-38402/DCN OR 9631-38401/DCN OR 9623-06301/DCN OR 9533-
48401/DCN
1 9719-32802/DQN
1 9712-35402/DCN
1 9702-30201/DCN
1 9631-38402/DQN
1 9631-38401/DCN
1 9623-06301/DQN
1 9533-48401/DQN
147 6 9719-32802/DN CR 9712-35402/DN OR 9702-30201/DN CR
9631-38402/DCN CR 9631-38401/DAN CR 9623-06301/DAN CR 9533-48401/DN

=> D TRIAL 1-6
147 ANSAER 1 OF 6 WPIDS COPYRIGHT 2000  DERANENT INECRVATION LID

AN 1997-212667 [19] WPIDS
INC C1997-068658
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TI Treating cyclo-oxygenase—2 mediated disease, e.g. pain — using
carbination of selective cyclo-oxygenase—2 inhibitor and prostaglandin or
antiulcer agent for similtanecus ulcer treatment or gastroprotection.

DC  BOS

IC IM A6IKO31-557

ICT A6IKO31-557, A6IKO31:

MC  CPI: B04-HO3; B14-C01; B14-C03; B14-C04; B14-DOSC; Bl14-FE08; B14-HO1;

B14-J0124; Bl14-K01A; BR14-N14

[ ]
[ ]
[ ]
Combine DWPI answer sets:

=> S L16 OR 146 OR 147
148 31 L16 CR I46 (R 147

=> SAVE TEMP VIOXXWPI/A
ENIER L#, L# RANGE, ALL, CR (END):I48
ANSWER SET 148 HAS BEEN SAVED AS 'VIOXXWPI/A'

=> S 145 NOT 148
149 158 145 NOT 148

=> SAVE TEMP 149 VIOXXWPICODE/A
ANSWER SET 149 HAS BEEN SAVED AS '"VIOXXWPICODE/A'
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IFI Claims

In IFICDB a code strategy may be combined with text words to add precision.
The query may be developed offline as a text file for uploading.

Upload the FG query:

=> FIILE IFICDB

The (S) proximity goerator should e used to correctly link chemical
unitermms with role nuroers. Enter 'HEIP (S)' at an arrow prampet for
more information on using the (S) operator when searching this file.

=1

S (33845(L)34623 (L134701 (L) (30971 OR 30972 OR 30973 OR 30974) (L) (31081 OR 31082) (NOTL) (37715 OR 37716 OR 34276
OR 34211 OR 33918 OR 33073))/Fq

X |60 %

5

=> S (33845 (L) 34623 (L) 34701 (L) (30971 OR 30972 OR 30973 OR
30974) (L) (31081 OR 31082) (NOTL) (37715 OR 37716 OR 34276 OR 34211
OR 33918 OR 33079)) /FG
33845 F O2S SULFONE FG (P-1)
34623 R I C40 FURAN RING (P)
34701 R I C6 BENZENE: RING (P)
30971 F Q02 CARBOXYLIC ESTER FG
30972 F Q02 CARBOXYLIC ESTER FG
30973 F Q02 CARBOXYLIC ESTER FG
30974 F Q02 CARBOXYLIC ESTER FG
31081 F' C2 DOUBLE BOND EG (P-1)
31082 F' C2 DOUBLE BOND EG (P-2+)
37715 RING UNIT, 1 ()
37716 RING UNITS, 2 (M)
34276 NITROEN IN RING (M)
34211 FUSED CR BRIDGED RING (M)
33918 F O3S SULECNIC ACID, SULEONATE EG (M)
33079 F NC2S SULECNAMITE FG (M)
30770 33845/FG
33651 34623/FG
258899 34701/EG
124314 30971/FG
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67875 30972/FG
33517 30973/EG
26640 30974/FG
157760 31081/FG
90299 31082/FG
115989 37715/FG
53767 37716/FG
127721 34276/FG
110365 34211/FG
27539 33918/FG
6340 33079/FG
150 1324 (33845 (L) 34623 (L) 34701 (L) (30971 COR 30972 CR 30973 CR
30974) (L) (31081 COR 31082) (NOIL) (37715 CR 37716 OR 34276 COR 34211 CR 33918 CR
33079) ) /EG

=> S L50 (L) 34622/FG

34622 R I C40 FURAN RING (M)
9845 34622/FG

51 69 150 (L) 34622/FG

=> S 150 AND FURAN? NOT 151
6867 FURAN?
152 223 150 AND FURAN? NOT' 151

=> D IL51 TI IIND 3
I51 ANSAER 3 CF 69 IFICIB COPYRIGHT 2000 IFT

1T (VETHYLSULECNYL,) PHENYL —2— (OH) —FURANCNES AS QCX—2 INHIBTICRS;
ANTTINFTAMVATCRY, ANTTPYRETIC AND ANALGESIC PROPERTTES, BOTENITAL

ANTT-CANCER EFFEICTS
U.S. PATENT CLASSIF. :
MATN: 514473000
SEOCNCRARY 549477000
INT. PATENT CIASSIF.:
MATN: CO7D307-02
SEOCNCRARY A6IK031-34
FIFID CF SEARCH: 514473000; 549477000
ART UNIT: 162
CONIROLLED TERMS: Gereral Uniterms:

AIMINISTERING 00097; ANALGEESICS 00239; ANITCARCINOGENIC AGENTS 00291;
ANTTINFTAMVATCRY AGENTS 00321; ANITPYRETTCS 00331; CARRIERS 00874; DYSVENCRRHEA
01856; ENZYVE INHIBTTCRS (01987; INFTAMMATICN 02874; MAMVALS 03254; CSTEORCRCSIS
03804; PAIN 03846; PROCESS 06232; ALZHEIMER*S DISFASE 08103; ENZYWES/CT/ 10003;
DRUGS/CT/ 10030; GAVPOSITION 21450; HYDRATES 02721-10; CYCIOOXYGNASE 08215-10
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Fragrent Unitenms:

ACYCLIC (P) 30003; CARBOCYCLIC RING (P) 30035; HETEROCYCLIC RING (P) 34236;
CHLORINE, CRGANIC 40002; F AMINE SALT FG, INCREANIC ANICN 40004; F AMINE SALT
FG, CRGANIC ANICN 40005; F CHOZ CARBOXYLIC ACID FG, O=C-CH 40023; F CO2
CARBOXYLIC ESTER FG, G=C-O 40128; F C2 DOUBLE BOND FG, C=C 40144; F O ETHER FG
40417; F OZ2S SULEONE FG, S(=0)2 40457; R I C4O FURAN RING 40546; R I C6 BENZENE
RING 40551

CIB FRAQVENT CCOLES: ACYCLIC (P) 30003; CARBOCYCLIC RING (P) 30035;
CARBOCYCLIC RING (M) 30036; CHLORINE, ORGANIC (P)
30047; F AMINE SALT FG, INOREANIC ANION (P-1) 30066;
F AVINE SALT FG, CREANIC ANION (P-1) 30009; F
CARBOXYLIC ACTD, ESTER, HALITE, ANHYIRITE EG (M)
30286; F CHO? CARBOXYLIC ACID FG, O=C-CH (P-1) 30295;
F CHC2 CARBOXYLIC ACID FG, CG=C-CH (B-2) 3029%; F' Q2
CARBOXYLIC ESTER FG, G=C-O (M) 30970; F Q2
CARBOXYLIC ESTER FG, G=C-O (B-1) 30971; F C2 DOUBLE
BOND G, CG=C (P-1) 31081; F' C2 DOUELE BOND BG, CG=C
(P2+) 31082; F O ETHER FG (M) 336%; F O EIHER FG
(P-1) 33697; F OIHER FEG (M) 33775; F XY FG M)
33781; F O2S SULEQNE G, S(=0)2 (M) 33844; F O2S
SUILEONE FG, S(=0)2 (P-1) 33845; FG QN ALIPHATIC
CARBIN (M) 34198; FGON C (M) 34199; FG AN (2 (M)
34201; FG AN CH3 (M) 34202; FG QN MAXIMM RING (M)
34203; HETEROCYCLIC RING (P) 34236; HETEROCYCLIC RING
M) 34237; MAXIMM RING UNSATURATICN (M) 34263; (NE
CARBCN ATQM BEIWEEN FG'S (M) 34279; OXYGEN IN RING
M) 34282; PARTTIAL RING UNSATURATICN (M) 34286; R I
C40 FURAN RING (M) 34622; R I C40 FURAN RING (P)
34e23; R I Co BENZENE RING (M) 34700; R I Co BENZENE
RING (P) 34701; THREE CARBON ATCMS BEIWEEN FG'S (M)
37745-10 30

=> D L52 TI 1-10

152 ANSWER 1 OF 223 IFICCB QOPYRIGHT 2000 IFT
TT PYRONE DERTVATTIVES AS PROTEASE INHIBITORS AND ANTTIVIRAL AGENTS;
TREATVENT CF BACTERTAL AND VIRAL INFECTIONS AND DISEASES, INCLUDING ATDS

152 ANSRER 2 OF 223 IFICCB QOPYRIGHT 2000 IFT
1T 4-PTPERIDINYL) H-2-BENZOPYRAN CERIVATIVES USEFUL AS ANTTPSYCHOTIC
ACGENTS; SIDE EFFECT REDUCTION; SCHIZOPHRENTIA
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152
TT

152
1T

152
1T

152
1T

152

1T

152

1T

152
1T

152
TT

ANSAER 3 CF 223 IFICDB COPYRIGHT 2000 IFT
FUNGICIDES ECR THE CONIRCL CF TAKE-ALL DISEASE CE' PIANTS; CONIROLLING
QEIVANNCMYCES

ANSAER 4 CF 223 IFICDB COPYRIGHT 2000 IFT

1,4, 4- (TRISUBSTTTUTED) CYCLCHEXANE MCNCOMERS AND RETATED COMEOUNDS;
PHARMACEUTTCALS CONTAINING THEM; INHIBIT THE PRODUCTION OF TUMOR
NECROSTS FACTCR (INF) ; USEFUL IN THE TREATMVENT CF ALIFRGIC AND
INFTAMVATORY DISEASES; ALSO USEFUL AS INHIBITORS OF PHOSPHODIESTERASE IV

ANSAER 5 CF 223 IFICDB COPYRIGHT 2000 IFT

CAVEOSTTIONS AND METHODS FCOR REDUCING RESPIRATCORY DEPRESSION AND
ATTENDANT SICE EFFECTS OF MJ CPIOID CCMBOUNDS; REDUCING, TREATING CR
PREVENTING DRUGVEDIATED RESPIRATCRY DEPRESSION IN AN ANIVAL BY
AIMINISTERING A .CELTA. RECEPTCR AGONIST CCOMBEOUND

ANSAER 6 CF 223 IFICDB COPYRIGHT 2000 IFT
4, 4— (DISUBSTTTUIED) CYCLCHEXAN-1-OLS MONQVERS AND REIATED CCOMECUNDS;
ANTTINFTAMVATCRY, ANTTALTFRGENS, TUMOR NECORSIS FACTOR INHIBITOR

ANSWER 7 CF 223 IFICDB COPYRIGHT 2000 IFT
3-ARYT ~5-HATOGEN-PYRONE, DERTVATTVES AS PEST OCNIROL AGENTS; HERBICITES

ANSAER 8 CF 223 IFICDB COPYRIGHT 2000 IFT
ATPHA- AND BETA-AMINO ACTD HYDROXYETHYTAMINOG SULECNAMIDES USEEUL AS
RETROVIRAL PROTEASE INHIBITORS; INHIBITCRS CE' HIV PROTEASE

ANSAER 9 CF 223 IFICDB COPYRIGHT 2000 IFT
PROCESS FOR MAKING OXIMES AND USE THEREOE' TO PREPARE CYCLIC UREA
FUNGICIDES

ANSAER 10 OF 223 TIFICDB COPYRIGHT 2000 IFT
ATPHA-BRANCHED ANTLINES, TOLUENES, AND ANALCGS THERECE' AS FACTCR XA
INHIBTITORS,; ANTTCCOAGUIANTS AND TREATMENT CE' THRCMBCOEMBOLIC DISCETERS

=> SAVE TEMP 151 VIOXXIFI/A
ANSWER SET 151 HAS BEEN SAVED AS '"VIOXXIFI/A'

=> SAVE TEMP L52 VIOXXIFI2/A
ANSWER SET 152 HAS BEEN SAVED AS '"VIOXXTFI2/A'
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USPATFULL

While USPATFULL is not structure searchable those US chemical patents, for
which the US or a family equivalent has been indexed in the CAplus file, do
have CAS indexing data. Therefore the USPATFULL file is essentially
structure searchable through the REGISTRY File.

The answer set from the REGISTRY file search conducted earlier as part of the
HCASLINK search may be used as a query L-number in USPATFULL.

Search USPATFULL via CAS RN's

=> FILE USPAT

FITE '"USPATEULL' ENTERED AT 11:10:46 ON 29 APR 2000
(A INCEXING QOPYRIGHT (C) 2000 AVERICAN CHEMICAL SOCIETY (ACS)

FIIE QOVERS 1971 TO PATENT FURLICATICN DATE: 25 Zpr 2000 (20000425/FD)
FIIE IAST UPDATED: 25 Epr 2000 (20000425/ED)

HIGHEST PATENT NUVEER: US6055665

CA INDEXING IS CURRENT THROUGH 25 Zpr 2000 (20000425/URCR)

ISSUE CIASS FTIEIDS (/INCL) CURRENT THROUGH: 25 Apr 2000 (20000425/PD)
REVISED CIASS FIFIDS (/NCL) IAST REICQADFD: Zpr 2000

USPTO MANURL OF CIASSTFTCATTONS THESALRUS ISSUE DATE: Nov 1999

This file contains (AS Registry Nuncers for easy and accurate
Substance identification.

=S 14
153 20 14
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=> D TRIAL

153 ANSAER 1 OF 20 USPATFULL

AN 2000:41041 USPATEULL

TT Antispastic use of triazolopyridazine derivatives
INCL,  INCIM: 514/248.000

NCL ~ NCIM: 514/248.000

IC [7]
IM: AGIKO31-495
ICS: AGIKO31-50

GIL SECTICN PAEFS FORVRT SIZE
FRONT PAGE 1 PAFE.FP 30K
DESCRTPTION  2-12 PAF.[ESC 1138K
CLAIMS 12-17 PAGE.CIM  46IK
CQOMPLETE 1-17 PAGE.ALL  1556K

Use PAFE(n) to retrieve a specific page
=> D TI 1-10

153 ANSAER 1 OF 20 USPATEULL

TT Antiseastic use of triazolopyridazine derivatives
153 ANSAER 2 OF 20 USPATEULL

TT Carbination

153 ANSAER 3 OF 20 USPATEULL

TT Pyridazinones as inhibitors of cyclooxygenase—2

I53 ANSAER 4 OF 20 USPATFULL
TT Method of treating colonic adenamas
(continued on next pacge)
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153

153

153

153

153

153
TI

ANSAFR 5 OF 20 USPATEULL
Stillere derivatives useful as cyclooxygenase—2 inhibitors

ANSAER 6 OF 20 USPATFULL
Process of preparing phenyl heterocycles useful as QOX-2 inhibitors

ANSAER 7 OF 20 USPATFULL
Use of inhibitors of cyclooxygenase in the treatment of

neurcdecererative diseases

ANSAER 8 OF 20 USPATFULL
Suostituted spiro carmpournds for the treatment of inflammetion

ANSAER 9 OF 20 USPATFULL
Diphenyl stilbenes as prodrugs to GOX-2 inhibitors

ANSAFR 10 CF 20 USPATFULL
Treatment of inflammation and inflameation—related disorders with a
axbination of a cyclooxygenase—2 inhibitor and a leukotriene A.suo.4
hydrolase inhibitor

=> SAVE TEMP 153 VIOXXUSPAT/A
ANSAER SFT 153 HAS BEEN SAVED AS "VIOXXUSPAT/A'

Retrieve Counterpart Records

In many cases we wish to find counterpart records. That is retrieving the
CAplus records that correspond to the DWPI records, and vice versa.

Two approaches are available for this:

m TRANSFER command - use the PN and APPS from one file as search terms
in the target file

m FSEARCH - in a multifile environment, this effectively conducts a
simultaneous TRANSFER. For large answer sets this approach may become
unwieldy.
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D HIS:

=> D HIS

FIIE 'REGISIRY, MARPAT, MARPATPREV, HCAPIIJS' ENIFRED AT 11:47:36 CN 29

APR 2000
11 STRUCTURE, UPLORCED
12 10 FTIE REGISIRY
13 1 FIIE MARPAT
14 137 FTIE REGISIRY
15 20 FIIE MARPAT
16 0 FIIE MARPATPREV
L7 86 FIIE HCAPLIS
18 91 DUP REM 16 15 L7/ @JPLICATESREBD\/ED)
19 477 FIIE HCAPLIS
110 20 FIIE HCAPLUS
111 0 FIIE HCAPIUS
112 20 FIIE MARPAT %
113 0 FIIE MARPATEREV <::I
114 52 TUP REM 113 112 19 (15 CUPLICATES REMOVED)
FIIE '"WPIDS' ENTERED AT 11:49:02 ON 29 APR 2000
115 5S 11 SSS FULL
SEL 115 SDON SCRN
116 8 S L15/DR
117 8 S E1-E5/DN
118 0 S 117 NOT' 116
119 1287 S (F112 (P)K442) /M), M2, M3
°
o (The raminder of the fragrent code search)
°
142 121 SFA TA1 (R (MRO2/M2,MB (P) (138 CR (130 (P) (134 (R 1.37))))
143 279 S 139 (R 142 (R (L30(P) (I35 (R 137))
144 184 SFA TA3(NOIP) (2 OR H/ OR HO OR JO0 (R J9 (R K9 (R "T2") M2, M3
145 181 SFA 144 (NOIP) ("L4" (R "L§") AM2,M3
146 21 S 145 AND ?FURAN?
147 6 S 9719-32802/DN CR 9712-35402/DON (R 9702-30201/DN (R 9631-38
148 31 S 116 (R 146 (R T4/ The less precise answer sets, L49
149 158 S 145 NOT 148 <;:| and L52 may be evaluated
separately.
FIIE 'IFICIB' ENIERED AT 11:56:47 (N 29
150 1324 S (33845 (L) 34623 (L) 34701 (L) (30971 CR 30972 CR 30973 CR 30974) (L
151 69 S 150 (LK 2/FG
152 223 S 150 AND FURAN? NOT' I51
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FITE "USPATFULL' ENTERED AT 11:59:16 ON 29 APR 2000
153 20 S 14

TRANSFER CASLINK records (L14) to WPIDS:

=> FILE WPIDS

=> TRA L14 PN,APPS

154 TRANSEER 114 1- EN APPS : 523 TERVS
SEARCH OF 154 IS APPROXIMATELY 88% CAVPLEIE

155 76 1b4

=> S 148 OR L55
156 91 148 CR L55

TRANSFER WPIDS records (L48) to HCAplus:

=> FIILE HCAPLUS

=> TRA 148 PN,APPS

157 TRANSEER 148 1- EN APPS : 404 TERVS
158 55 157

=> S L9 OR 158
159 84 19 (R 158

Optionally this may be repeated for other databases.
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Step 6: Merge Answer Sets

Having retrieved records from 4 files using various structure search queries, do
we have multiple records describing the same publication and/or invention?

Most likely!!

Several options are available for handling these records:

m DUPLICATE REMOVE and DISPLAY

m DUPLICATE IDENTIFY (Merge), FSORT and DISPLAY

Of these two options the second gives more options and may be most cost
effective.

o DUP REM only evaluates the "basic" patent publication

o DUP IDE effectively merges answer sets from multiple files

o FSORT groups these records by ALL patent numbers and applications
numbers, not just the basic, WITHOUT removing any.

o DISPLAY, after the FSORT, may include all records for each invention
or selected records. Effectively controlled with the PFAM display
option.
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D HIS to recall L-numbers to "merge"

=> D HIS
(FIIE 'REGISIRY, MARPAT, MARPATEREV, HCAPIUS' ENIERED AT 11:46:35 QN 29
APR 2000)
CFL HIS

FITE 'REGISTRY, MARPAT, MARPATPREV, HCAPIIIS' ENTERED AT 11:47:36 ON 29

APR 2000
Il STRUCTURE UPLOALED
I2 10 FIIE REGISIRY
I3 1 FIIE MARPAT
14 137 FIIE REGISIRY
15 20 FIIE MARPAT
16 0 FIIE MARPATPREV
L7 86 FIIE HCAPIIS
I8 91 DUP REM 16 I5 L7 (15 DUPLICATES REMOVED)
19 47 FIIE HCAPLIS
110 20 FIIE HCAPIIS
111 0 FIIE HCAPIIS
112 20 FIIE MAREAT <:Z|
113 0 FIIE MARPATPREV
114 52 TUP REM 113 112 19 (15 DUPLICATES REMOVED)
FIIE "WPIDS' ENIERED AT 11:49:02 N 29 APR 2000
115 5 S Il SSS FULL
SFL 115 SDON SCRN
116 8 S 1L15/DR
117 8 S E1-E5/DN
118 0 S I17 NOT 116
119 1287 S (F112 (P)K442) AMD, M2, M3
3
[ )
142 121 SFA 141 CR (MO02/M2,MB(P) (138 (R (I30(P) (134 (R 137))))
143 279 S 139 CR 142 CR (130 (P) (I35 (R 137))
144 184 SFA IA3(NOIP) (H2 CR H7 CR HO (R J0 CR J9 (R K9 (R "I2") M2, M3
145 181 SEA 144 (NOTP) (LA™ CR "18") M2, M3
146 21 S 145 AND ?FURAN?
147 6 S 9719-32802/DIN CR 9712-35402/DN CR 9702-30201/DN (R 9631-38
148 31 S 116 (R 146 (R 147
149 158 S IA5 NOT 148

FIIE 'IFICIB' ENIERED AT 11:56:47 ;351 29 APR 2000
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150
151
152

153

14

155

156

157

158
159

1324 S (33845 (1) 34623 (L) 34701 (L) (30971 (R 30972 (R 30973 CR 30974) (L

69 S 150 (L) 34622/FG
223 S 150 AND FURAN? NOT I51

"USEATEULL AT 11:59:16 ON 29 AER 2000
20 S 14 ENER%):I

'WPIDS' ENIERED AT 12:03:36 QN 29 AR 2000

"HCAPIUS, MARPAT' ENTERED AT 12:03:58 ON 29 APR 2000
TRA 114 1- EN APES : 523 TERVB

"WPIDS' ENTERED AT 12:04:15 ON 29 APR 2000
76 SEA 154

"HCAPIS' ENTERED AT 12:04:50 ON 29 APR 2000

"WPIDS' ENTERED AT 12:08:16 ON 29 APR 2000
91 S IA8 (R I55

"HCAPIS' ENTERED AT 12:08:56 ON 29 APR 2000

"WPIDS' ENTERED AT 12:09:08 ON 29 APR 2000
TRA 148 1- BN APES : 404 TERVB

"HCAPIIS' ENTERED AT 12:09:14 ON 29 APR 2000
55 SFA 157

84 S 19 (R IS8 <:
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Merge the L-numbers with DUP IDE:

=> SET DUPORDER FIIE

=> DUP IDE L12 159 156 L51 L53

FIIE 'MARPAT' ENTERED AT 12:11:31 ON 29 APR 2000
FITE "HCAPLUS' ENTERED AT 12:11:31 QN 29 APR 2000
FIIE '"WPIDS' ENIERED AT 12:11:31 ON 29 APR 2000
FIIE 'TFICDB' ENIERED AT 12:11:31 ON 29 APR 2000
FIIE 'USPATFULL' ENIERED AT 12:11:31 ON 29 APR 2000

PROCESSING COMPLETED FOR 112

PROCESSING CCMPLETED FOR 159

PROCESSING CCMPLETED FOR 156

PROCESSING COMPLETED FOR 151

PROCESSING COMPLETED FCR 153

160 284 TUP IIE 112 159 156 I51 153 (INCLULES 62 SETS CF DUPLICATES)
ANSWERS '1-20' FROM FIIE MARPAT
ANSWERS '21-104' FROM FIIE HCAPLUS
ANSWERS '105-195" FRCM FIIE WPIDS
ANSWERS '196—264"' FROM FTIE TFICTB
ANSWERS '265-284' FROM FIIE USPATFULL

With SET DUPORDER FILE records may be displayed at this point using
formats unique to each file, since the records numbers are given for each file's
answers.
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Step 7: Group by Invention (FSORT)

From a multifile search it may be preferable to group the records by invention
instead of by file, or by time. This may facilitate displaying selected records
from each file for selected inventions.

File Synergy

Two records are considered to be describing the same invention if they have a
common patent publication of filing application number.

FSORT i1s a no-cost STN feature.

FSORT:

=> FSORT L60

SET SMARTSETECT ON
SET COVMAND COMPLETED

SET HIGHLIGHTING CFF
SET COVMAND CCOMPLETED

SEL 160 1- PN,APPS
SETECT IS APPROXIVATELY 68% CCOMPLETE

Lol SEL 160 1- BN APPS : 1480 TERVS
'I6l" CEIETED
Lol 284 FO Le0

o4 Milti-record Families Answers 1-229

Family 1 Answers 1-16

Family 2 Answers 17-19
Family 3 Answers 20-21
Family 4 Answers 22-23
Family 5 Answers 24-25
Family 6 Answers 26-32

(continued on next page)
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Family 7

Family 8

Family 9

Family 10
Family 11
Family 12
Family 13
Family 14
Family 15
Family 16
Family 17
Family 18
Family 19
Family 20
Family 21
Family 22
Family 23
Family 24
Family 25
Family 26
Family 27
Family 28
Family 29
Family 30
Family 31
Family 32
Family 33
Family 34
Family 35
Family 36
Family 37
Family 38
Family 39
Family 40
Family 41
Family 42
Family 43
Family 44
Family 45
Family 46
Family 47

Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers
Answers

33-55
56-58
59-62
63-65
66—68
09-71
72=75
76-80
81-84
85-89
90-92
93-%4
95-9%6
97-98
99-100
101-102
103-104
105-107
108-109
110-111
112-114
115-116
117-121
122-123
124-125
126-127
128-130
131-133
134-147
148-149
150-152
153-155
156-158
159-161
162-163
164-165
166-168
169-171
172-176
177-178
179-182
(continued on next page)
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Family 48
Family 49
Family 50
Family 51
Family 52
Family 53
Family 54
Family 55
Family 56
Family 57
Family 58
Family 59
Family 60
Family 61
Family 62
Family 63
Family 64

55 Individual Records
0 Non—patent Records

SET QVARTSETECT CEF
SET COMAND CAVPLETED

SET HIGHLIGHTING CEF'
SET COMAND CAVPLETED

Note that we have 284 records from multiple files, however only 119 inventions
families; 64 have more than one record and 55 have a single record in the

answer set.

Answers 183-187
Answers 188-190
Answers 191-196
Answers 197-198
Answers 199-201
Answers 202-203
Answers 204-205
Answers 206208
Answers 209-212
Answers 213-214
Answers 215-216
Answers 217-218
Answers 219-221
Answers 222-223
Answers 224-225
Answers 226-227
Answers 228-229

Answers 230-284
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Step 8: DISPLAY Records

For each invention one, or more, records may be displayed. This is easily
controlled using the PFAM display option, along with any desired display
format.

For ease of use, it is recommended to enter the complete DISPLAY PFAM
command. The system will prompt for additional information.

Options may include (expert command mode is also given):

¢ One record for all inventions
=D L# PFAM=1-1 TI

o All records for selected inventions
=>D L# PFAM=n-m,x-y 1- IBIB ABS FQHIT

o All records from a selected file (only available at the expert mode
command line)
=>D L# PFAM=1- 1- FROM HCAPLUS

Since records are being displayed from multiple files, it may be advantageous to
set a default display format for each file and not include a display format in the
DISPLAY command.

o HELP SET DFORMAT
o HELP SET FORMAT
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PFAM display - one record per invention in TI format:

=> DISPIAY 161 PFAM

ENIFR PATENT FAMITY NOMBER (R RANGE (1) :1-
ENIFR ANSAFR NOVBER (R RANGE (1) :1

ENTER DISFIAY FCRVAT (FTLEDEFALT) :TI

16l ANSAER 1 OF 284 MARPAT QOPYRIGHT 2000 ACS CUPLICATE 1
TI Miltibinding inhibitors of cyclcoxyoenase—2

16l ANSAER 17 OF 284 MARPAT COPYRIGHT 2000 ACS CUPLICATE, 2
TI  Preparation of diaryl-5-alkyl-5-methyl-2 (5H) —furanones as selective
cyclooxyoerase— inhibitors

16l ANSAER 20 OF 284 MARPAT COPYRIGHT 2000 ACS DUPLICATE 3
TI Process of meking 3—aryloxy—4-arylfuran—2-ones useful as inhibitors of
QX2

PFAM display - all records for invention 2 in a mixed format:

=> DISPIAY L6l PFAM

ENTER PATENT FAMITY NUMRFR (R RANGE (1) :2

ENIER ANSAER NOVBER (R RANGE (1) :1-

ENTER DISPIAY FORVAT (FTLEDEFAULT) :ITBIB ABS FQHIT FHITSTR
YOU HAVE REQUESTED DATA FROM 3 ANSAERS — CONTINUE? Y/ (N) :Y

16l ANSAER 17 OF 284 MARPAT QOPYRIGHT 2000 ACS DUPLICATE, 2

ACQCFESSTON NUVEER: 130:338014 MARPAT

TTTLE: Preparation of diaryl-5-alkyl-5-methyl-2 (SH) —furancnes
as selective cyclooxygenase—2 inhibitors

TNVENTCR(S) = Warg, Zhaoyin; leger, Serce; Grimm, Erich

PATENT ASSTIQ\EE (S) = Merck Frosst Carada & Co., Can.

SOURCE: ECT Int. Axpl., 58 ppo.
QOCEN: PIXXI2

DOCMVENT TYEE: Patent

TANGAGE: English

FAVITY ACC. NUM. CONT: 1
PATENT INFORVATTCN:
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PATENT NO. KIND DATE APPLICATION NO. [ATE
WO 9923087 Al 19990514 WO 1998-CA998 19981027
w: AL, A, AU, Az, BA, BB, BG, BR, BY, (3, (N, OJ, (4, EE, @D, &,
IR, HU, ID, II, IS, JP, K5, KR, Kz, IC, IK, IR, IT, IV, MD, M5,
MK, MV, M, NO, NZ, PL, RO, RU, SG, SI, K, SL, TJ, ™, TR, TT,
W, Us, Uz, W, YU, A, A7, BY, KG, Kz, MD, RJ, TJ, TM
R: G, @4 Kg, IS, MW, SD, 7, UG, 7ZW, AT, BE, CH, CY, [E, [K, ES,
HIERlGBIGRlIEI ITIIUINEINI-—'IPI‘I SEIBFIBII(I‘ICBICII
Q, &, &, G, ML, MR, NE, SN, 1D, TG
AJ 9896180 Al 19990524 AU 1998-96180 19981027
PRICRTTY APPIN. INEO.: US 1997-64409 19971030
@B 1998-6430 19980325
WO 1998-CA998 19981027
GL
Soz2R1
. R T
55 e
o |
g :
AB The title capds. [I; Ar = (un)sdostituted BPn, pyridyl; Rl = N2, Me; R2 =

(un) substituted alkyl, cycloalkyl; R3 = (un)suostituted alkyl, cycloalkyl;
with the proviso that R2 and R3 are not the sae] such as

(5R) =3 (3, 4-difluorachenyl) -5—ethyl-5-methyl—4- [4- (methylsul fonyl) phenyl ] -
2, 5-dihydro—2-furanone, useful for treating COX—2 mediated diseases, were
preed. E.g., a 5-step synthesis of T [Ar = By Rl = R3 =Me; R2 = Et]

which showed IC50 of < 0.37 .mu.M against QX2 (HAB), is given.
MSIR 1
o b | S0z—0G2
| ===
G1
GL =Ph (0 (1-2) &)
& =DMe
CFR: or phamecautically acosptable salts
MPL: claim 1
NIE: G ot =
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16l ANSAER 18 OF 284 HCAPIUS QOPYRIGHT 2000 ACS FAVIY 2

AOCESSION NUVEER: 1999:311195 HCAPIUS

DOCUVENT NUVEER: 130:338014

TTTIE: Preparation of diaryl-5-alkyl-5-methyl—2 (5H) —furanones
as selective cyclooxycenase—2 inhibitors

INVENICR (S) = Wang, Zhaoyin; leger, Serge; Grimm, Erich

PATENT ASSIANEE (S) = Merck Frosst Canada & Co., Can.

SURCE: ECT Int. Axpl., 58 ppo.
QOCEN: PIXXT?

DOCUVENT TYPE: Patent

TANGIAGE: English

FAMITY ACC. NUM. COUNT: 1
PATENT INFCRVATTCN:

PATENT NO. KIND DATE APPLICATION NO. [ATE
WO 9923087 Al 19990514 WO 19968-CA998 19981027 <—
wW: AL, A, AJ, A2, BA, BB, BG, BR, BY, (3, (N, OJ, &, E&, &, &,
HR, HU, ID, 1L, IS, JP, KG, KR, KZ, IC, IK, IR, LT, 1V, MD, M5,
NKI W’ Mxl I\DI NZI P-T—'I R)I RUI SGI SII SKI SL/ TJI IT—MI TR! IITI
W, U, Uz, W, YU, A, A7, BY, KG, Kz, MD, RJ, TJ, TM
Ri: G, @4, KE, 1S, MN, SO, Sz, UG, ZW, AT, BE, (H, CY, [E, IX, ES,
HIERlGBIGRlIEI ITIIUINEINI-—'IPI‘I SEIBFIBII(I‘ICBICII
Q, &, @, G, M, MR, NE, N, TD, TG
AU 9896180 Al 19990524 AJ 1998-96180 19981027 <—
PRICRTTY APPIN. INEO.: US 1997-64409 19971030 <—
@ 1998-6430 19980325 <—
WO 1996-CA998 19981027 <—
OIHER SOURCE (S) - MARPAT 130:338014
GIL
S0zR1
Rz B3 | P
o |
g I

AB The title corpds. [I; Ar = (un)sdostituted Pn, pyridyl; Rl = N2, Me; R2 =
(un) sdostituted alkyl, cycloalkyl; R3 = (un)suostituted alkyl, cycloalkyl;
with the proviso that R2 and R3 are not the sare] such as
(5R) =3~ (3, 4-difluorochenyl ) -5-ethyl-5-methyl —4- [4- (methylsul fonyl) phenyl ] -
2, 5-dihydro—2—-furanone, useful for treating QX2 mediated diseases, were
precd. E.g., a 5step synthesis of T [Ar = Py R1 = R3 =Mg; R2 = Et]
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which showed IC50 of < 0.37 .mu.M against QX2 (HB), is given.
IT 223663-01-2P
RL: BAC (Riological activity or effector, except adverse); SEN (Synthetic
pPreparation) ; THU (Thergpeutic use); BIOL (Biological study); PREP
(Preparation); USES (Uses)
(orepn. of diaryl-5-alkyl-5-methyl—2 (5H) —furancnes as selective
cyclooxyogerase—2 inhibitors)
223663-01-2 HCAPLIIS
2 (SH) —Furanone, 3- (3, 4-difluorophenyl) —5-ethyl-5-methyl-4-[4-
(ethylsul fonyl)phenyl]—- (CI) (CA INDEX NAME)

2R

16l ANSAER 19 OF 284 WPIDS QOPYRIGHT 2000  CERWENT INFCRVRATION ITD FAMITY2
AQCESSTON NUVEER: 1999-326%7 [27] WPIDS

DOC. NO. CPI: C1999-096725

TTTIE: New furanone derivatives useful as selective
cyclooxyogenase —2 inhibitors.

DERWENT CLASS: BO3

INVENICR(S) = RV, E; IHER, S; WANG, Z

PATENT ASSIQFEE (S) :  (MERI) MERCK FROSST CANAIA INC

QONIRY GOUNT': 82

PATENT INFCRVATTON:

PATENT NO KIND [ATE WEEK IA K

WO 9923087 Al 19990514 (199927)* EN 58 <—
Ri: TBECHCY IEIKEFAESFTI FR@ G MR IE IT KE LS TIJ MC MA NL
QA PT SD &E SZ UG 2W
W: ALAMAUAZ BABBBGERBY (A (N (U CZ EE (D G2 R HU ID IL IS JP
KEKRKzZ ICIK IR LT IV MD M5 MK MN MX NO NZ PL RO RJ SG ST 3K SL
TJ MM TR TT TA US Uz W YU
AJ 9896180 A 19990524 (199940) <—

APPLICATION DETATLS:
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PATENT NO  KIND APPLICATTCN [ATE

WO 9923087 Al WO 1998-CA998 19981027 <—

AJ 989180 A AU 1998-96180 19981027 <—
FTLING CETAITS:

PATENT NO  KIND PATENT' NO

AJ 98%180 A Based on WO 9923087

PRICRITY APPIN. INFO: B 1998-6430 19980325; US

AN
AB

1997-64409 19971030
1999-3269%7 [27] WPILDS
WO 9923087 A UPAB: 19990714
NOVELTY - Diaryl-5-alkyl-5-methyl-2 (5H) substituted furancne
derivatives (I) useful as selective cyclooxygenase —2 are new.

CETATTED DESCRIPTION - Diaryl-5-alkyl-5-methyl-2 (5H) -
furanones (I) and their phammaceutically acosptable salts are new:

Ar = phenyl or pyridyl cptionally mono or disuostituted with halo;

Rl =N or CH3;

R2 = 3-6C cycloalkyl or 1-6C alkyl gotionally suostituted with 3-6C
cycloalkyl;

R3 = 3-6C cycloalkyl or 1-6C alkyl gotionally suostituted with 1-3
F; ard where R2 is not the sare as R3 on a given molecule

An INCEPENDENT CIAIM is included for carpositions carprising
thergpautically effective amounts of (I) with phammaceutically acosptable
carriers.

ACTIVITY — Anti-inflammatory; antipyretic; amalgesic; anticancer;
prostanoid induced smooth muscle contraction inhibitor.

MECHANTIM OF ACTION — Selective cyclooxygenase—2 inhibitor.

A huren whole blocd assay was used to measure the selectivity of
(5S) =3— (3, 4-difluorgchenyl) —5-ethyl -5-ethyl —4- (4- (ethylsul fonyl ) phenyl) —
2, 5-dihydro2-furanone (X) in inhibiting cyclooxygenase —2
activity by measuring the amount of thrarboxane B2 produced following
bload clotting (an index of cyclooxycenase —1 activity) ard the amount of
prostaglandin E2 released following the induction of cyclooxygenase —2
using lipopolysaccharide.  (X) produced 46.4 micro mol of thrarboxare B2
ard 0.53 micro mol of prostaglandin E2.

USE - (I) can ke used for the relief of pain, fever ard inflametion
in conditions such as rheumatic fever, viral infections (e.g. cold and
influenza), back or neck pain, dysmenorrten, headadhe, toothadhe, sprains
ard strains, myositis, neuralgia, synovitis, arthritis, ostecarthritis,
gaut, ankylosing spordylitis, bursitis, bums and other injuries.

(I) also inhibits turor and metastatic growth in the treatment of
cancer, and can ke used to treat or prevent diaketic retingoathy and tumor
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The carpournds can also ke used to prevent smooth muscle contractions
caused by the synthesis of prostaglandins (e.g. pramature labour, astima
and eosinophil related conditions), and for the treatment of ostecporosis,
glauvcama and Alzheiner's disease. (I) can ke used as an altermative to
non—steroidal anti-inflammatory drugs in contra—indicated patients (e.g.
those with a history of gastrointestinal lesions, kidney diseases or
coagulation disorders, and those undergoing surcery) .

ADVANTAE - (I) have reduced gastrointestinal toxicity, renal
side—effects, effects on bleeding times and induced astlme attacks in
aspirin—sensitive patients campared with non—selective cyclooxyopnase
inhibitors. (I) have a shorter half life than carparable selective
cyclooxyorrase—2 irhibitors. (X) was foud to have a half life in male
SpragueDawley rats of 4.8 hours copared with that of more than 24 hours
for 3 (4—fluorgohenyl) -5, 5-dimethyl-4- (4- (rethylsul fonyl) phenyl) -2, 5
dihydro—2—furancre (exarple 12 fran WO9500501) .

Dwg.0/0

PFAM display - all records from WPIDS for invention 1 in TI format:

=>D L6l PFAM-1 1- TI FROM WPIDS

YOU HAVE REQUESTED DATA FROM 15 ANSAERS — CONTINUE? Y/ (N) : Y

Lol
1T

Lol

Lol

L6l
T

ANSAER 2 OF 284 WPIDS COPYRIGHT 2000  DERWENT INFORVATICN ITD FAMITY1
New multibinding carpourds which are inhibitors or cyclooxygenase—2 and
libraries of such carpourds.

ANSAER 3 OF 284 WPIDS COPYRIGHT 2000 DERWENT INFORVATION ITD EFAMITY1
Miltibinding topoisarerase inhibitor canmpourds.

ANSAFR 4 OF 284 WPIDS COPYRIGHT 2000  DERAENT INFCRMATION ITD EAMITY1
New multibinding carpounds with enhanced biological and/or therapeutic
effect (e.g. increased seecificity, potency, efficacy and duration of
action), useful as antibacterial agents and in animal feed to inprove
growth of livestock.

ANSAER 5 OF 284 WPIDS COPYRIGHT 2000 DERWENT INFORVATION ITD FAMITY1
New multibinding carpounds, used to treat bacterial diseases in mammels
e.g. those caused by Gramcositive and -negative bacteria such as S.
aureus, E. ooli and P. aeruginosa.
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ANSAER 6 OF 284 WPIDS COPYRIGHT 2000 DERWENT INFORVATION ITD EFAMITY1
Miltibinding carpords with increased biological or thergpeutic effect
e.g. increased affinity, target selectivity ard specificity, potency and
efficacy, decreased toxicity, reduced side—effects, etc..

ANSAFR 7 OF 284 WPILS COPYRIGHT 2000  DERAENT INFCRMATION ITD  EAMITY1
Antiviral canpounds ard phamecautically acosptable salts, have enhanced
biological and/or therapeutic effects, avoid side-effects and
incorporation into cellular MR, and have improved selectivity.

ANSAER 8 OF 284 WPIDS COPYRIGHT 2000 DERWENT INFORVATION ITD FAMITY1
New multibinding carpounds aarprise ligands capable of binding to an
enzyme, enzyme substrate or enzyme cofactor, useful for treating e.qg.
pathogenic bacterial diseases, psoriasis and multiple sclerosis.

ANSAFR 9 CF 284 WPIDS QOPYRIGHT 2000 [ERAENT INFCRMATION ITD EAMITY1
New multibinding campounds bind to phosphediesterase V enzyne useful for
treating e.g. erectile dysfunction.

ANSAER 10 OF 284 WPIDS COPYRIGHT 2000  DERWENT INFORVATTICN ITD  FAMITY1
Caoinatorial synthesis of multimeric campounds for treating disease
conditions.

ANSAER 11 OF 284 WPIDS COPYRIGHT 2000 DERWENT INFCRVATTICN ITD  FAMITY1
Miltibinding HG-CoA reductase inhibitors.

ANSAFR 12 CF 284 WPIDS COPYRIGHT 2000 [ERWENT INFORVATICN ITD FAMITY1
M tibinding capounds useful as inhibitors of nitric oxide synthases for
treating e.g. chronic inflanmmation, arthritis and sepsis.

ANSAER 13 OF 284 WPIDS COPYRIGHT 2000  DERWENT INFORVATTICN ITD  FAVITY1
New multibinding carpounds carprising 2-10 ligands covalently attached to
ore or nore linkers, the ligands carprising inhibitors of Ht/K+—ATPase.

ANSAER 14 OF 284 WPIDS COPYRIGHT 2000 DERWENT INFCRVATTICN ITD  FAMITY1
New multibinding macrolide antibiotic carpounds and libraries of
canEourss.

ANSAER 15 OF 284 WPIDS COPYRIGHT 2000  DERWENT INFORMATTICN ITD  FAMITY1
Miltibinding carpourds which inhibit microsaml triglyceride transferase
protein and libraries of such canpourds.

ANSAFR 16 CF 284 WPIDS COPYRIGHT 2000 DERWENT INFORVATICN ITD FAMITY1
Pgper tray for ink jet printer.
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