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)
o
e
)
o
v

7F=3-ARA & dETt. FEAel wel, WAEH A7) A A= FHEE 2¥A @ e, M
Adell, MI Alell, = MI §-ell, o]2jdt 284 & st ool Fojd 4= gvk. oefdh 8 3 7|g} Add o
ol olstell A & gAls w=oldnt

Afra falAde drdor 44 Zgo o3 di4a s S8, dd(dAAad, d8)& &A71= FeA
ojt}, dZiE HHRE, ofYAEYZ A, nlaoHd FHOE, HeehA, dHANE AA(FH, Al1290Ah)
AR, BAER, 2EF “E?MOW, 24 Fepav el SARIAH(TPA) B 27| vtolAl o 2 Zepav| gl &
402k, 2 e Ettav e s 2EshY, oo A EA Ee

FaAE de] P A AAES] A, HEA, dAd g/ @93t AR JFs mFoR
A, &1 ARE Adfete AEAloltt. -3 A= Futdy Fukd FEA 2 HEN K AZA (A, <3t
4 UYER); vEgE s A8AFE dHe dadd Ze eI eIl ddgd YEE, Al
d, BHEYe, Feid dHI UER, dAFd, fFekE, folEdolE UEF, YIRABE
HAHelE, Az HAutes=, "xsy GER, AXaQlxb, TFPIQIAF, AVIIalAF, IXcflAb, VaQlz,
VIIIa1A}e] AafAlent ofet, 7]eF &arlate] AajA1E 2§}, old dAwA &=

o 75 AsAT A dagtol AAA A A< @.?ﬂ}(é, a5 ARAJA 715)E Y F e
TEHE AT ZEA ot 1 E olgbe| A1, o=, ofyupd, ol2VIERWE olx¥Y, FERIL
a9, vz Rol=A FdsA B FA stEE FR- 1220474 zz Apol Z 2 e A Aol AsA|, thulRo|=
YEF, tSAm 6}01—%&%&3}01#, ﬂo}tﬂ A1 5',5' " '-P1,PA-H EtE A H| o] E (Ap4A) FrAMAl, T]FHEE
o, "HAX t3l=gFREetel=, 1,2- 9 1, 3-FFAEYUYEHE, HIEvtE, =arl 9 3-vEAJE 2
9, o #H7FES HH o] E(efegatran sulfate), oA UYER, ZF7F2, Ro-43-8857 % L-700,462¢} 2
il TIb/I11a A3A], oJAERZN, o|FERZY YER, YIZIEIIZ2E olivt2nA S HE o ~H, o
AABHE-S-RRUEYC]E, olglxad, AwkddA 2 BM-13.177, 2wk, 2lye]zl(lifarizine),
EAEY UHYR, AP olE, PGE, WAIBRE, TR A FH(PGL,), Ik, JtEs glubdo]Eg}

2o dad 2492 AFA, gezR(S, AN, AuddE, @4 skghE BN-50727, BN-52021, CV-
4151, E-5510, FK-409, GU-7, KB-2796, KBT-3022, KC-404, KF-4939, 0P-41483, TRK-100, TA-3090, TFC-612 %
7K-36374, 2,4,5,7-HEgtEo}5g, 2,4,5,7-H Eg e o} g 2, 2-T]ZAlo| =, 2.4 5-Eg o34k, gledy #H
SAZH, EFE 2 dagve gl drEsaky) 22 EFEA A as Adal, HERdd, g, E
ol 9 gHERdd, Egdvad, Edesdl, 3-8 5,6-02U-mEA A E)-1,2, 4-Egobxl, Y %E
W IIb/I1Tacl vk ARt ofyet, n=r 53] #5,440,020% 00 7HAE AE, B HAZEDA, S22
a9 Adses; ofxdE; HdEuE: ZRIddelE;  JEvE FhupelelE; PGE;  FF7k
FAREIA A Hedd A5ALY; BFRUS L, ol FHEH edr).

~

olN

=4 gejel BeE 9ES PaAYE o o gHh
[e)

HolE; YAAE oNEYUE; 4u oldetolA];

A AAAA, e Ak ARAES 2
AT AR el 9ge
A

EF; oy ex solEadrdels; o ohEeh ohlEaA:
Hah AR WATY solErduieln; neweel; Hd

%‘*HIA =; ﬂiiu NERZRH; AEE; FEZEH; FRHEE ZRUQUoE;  FERMEsE
FHHolE; FE3g; FEREIE ZERIQUYOE; FZWEdE ofHOIE;, ZESE; HEHAIEE;
tlays; A mElE; gatrelE gz a2y ool E; dFadyY ZE; dEF2dyY UER; gdE2g<E fof
Al o] E ZFHE UEE; ZFY4LL gEREZYEdelE;  fEZgR;  fgud dEAjo|=;
TEAEYoE; dEgd; ARy o=z UEER; JdigE; dEEY; dEHUHCIE; AR Hus;
AR; AF2AY; AFzEY; Axd; AgdE; ddgolzh; ZaE; EZFoIAIEE; S F¥YAH
ZFUZE; ZFYUEYE oM HolE; FRYL; EFYA HERY; EFIEd Ry, ZEQZWEE oY
olE; ZFIE; ZFnZRA; ZFUEN; ZFEIE ZRIQUYOIE; FExad,; FREH; Ay
d2H|ElE ZTRIQYOE; TRIYE ofMEHOE; o|Fyy; o]RILedl; ofTed UFulE; o/F-T =
H32E;, d2Ud; QA=W QEWER] YEE; A=RXId; Q5E; JEHE; oiaZFIYE
OF Al E ] oj& AT ol FAIY; AEZEA; EZHWE so|ER IRl AT ZHIZHEE ERY
1E; dE2AE¢F HES; dSEdwih wE2ed dyedelE; dudll; mlaadl; mAZesE; md=
AEUEE SPeEholE; REYEFdolE; URHE; YIZIA; JZI5HA YEF; JYIZF5E; YntE; 49
A YEE; LEAHSR; L2353 SAZ R, SAHAFERE; detdd stolmRERde|n; HAEA 94
HolE YEHF; AFEE 2w SYAHCIE; 28Uz, ISFAZE A9 SAIT, g SAFEow; 92x
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290 T svAle|E; AR, TREYA; LRILE; TRAE TRAE AEFC|E; gH&ER; 2uikx)
YE; Az hgAd; Aol E; Aol E; Atgo|luE FRete=; *ﬂlr’/‘rzy ABH BT G254
Zh e Frad; EDﬂE‘rN, SUEFuolE; grddelE; HFAR; Hys; Hys dES: HEAZH
HAZE HAM = HET; Blevy: gaaas yddolE; EHd; Evd UrEH; EfERYs; B
EFUHIE; ALvER]; SFIIEEsels; ZrvEt YEFS LT & 7pH] kg e dA5AE of
29" olt},

24, Frzedu, FUsEE, U=, Z2re svhaed, @ FRuaed, A
e, ohEENLAER, Eehhare, 2 Al atEs 2o AEE Ea.

Af A= 87, 87, 3| F2 L, olFFERY PPACK, EEW e E ¥ 3e}

oA IIb/I1la &4 AsfAl= At vdAoli, LI (FAAW), Iy, H2aws 23k,
o] A =
Za Ad AdAe 289, A4ds 2 AY RN e, g9Y A d3 FolsE x23e, kst AR A
of oA, Fa% A=A HAE AL e, AR bgYdd FF7e stFEo|th(Fleckenstein, Cir.
Res. v. 52, (suppl. 1), p.13-16 (1983); Fleckenstein, Experimental Facts and Therapeutic Prospects,
John Wiley, New York (1983); McCall, D., Curr Pract Cardiol, v. 10, p. 1-11 (1985)). Z& 'd =}F<tA]
E Axe] g AdEs 2dFo=2HA, AME U= Zgo] AYste AS JdAAY 7 £55 =g ste o4
Al oFEE9o Huolth(Remington, The Science and Practice of Pharmacy, Nineteenth Edition, Mack
Publishing Company, Eaton, PA, p.963 (1995)). @A o|& 7}&3tH, & Wgo| we} {83 2 Ad A
Ao hFES Al 7HA e Fag 33 79 ofE, YHtdd 2 fslel=2yEd, Agadad 22 Hd &
A obql, i dEobly e wMizEolAld skl shvte] &3tk 2 U] wE &3 Ve ZAEF Ad
abAlE dEE, SRYA, dAE S, A=2ga, dAdd, S5, olzgyd, YrtEdgd, YRy,
Haadd, Z2ad, gHoluby 9 (1993R0-11-29339F 2-2) Elotad FAMAl, HYES], v FaolE, 3 3
HE tolx2d, ourl-3xs4, 9 ou7l-ol7tEAl & H/EE o]d ot o=m  FErlsdt 9

Esi, old FAEA &=

G4 AR (e ARG IR FH)E 3
Aaehs okE Fiolvh. wE ol YA
NEs, WFEE, WEEs, FUEEE, /12088, AZEE, JE5AE
CovEE, dMEZRE dEdzifEE, $2TdEE, AEE, JEAEE,
ZE SoE, EvlEE, HRE, Hiaéé,ﬂ¥53 EgvZebE, 2-(3-(1,1-0 v
ol g)-opr] e-2-3lo| EEA LR ZA])-3-T] A 2R UEF [0, 1-FEobu|w-3-(2,5-T)FRZ2H HA])-2-2

¥, 1-o]aZegol] u<2ﬂﬁiiiﬂwﬁﬂﬂauwﬂ>2i sp, 3-0] Az 2 olu] e-1-(7-7

o ¢

=

C ol ohrEE, 2
o] =

R84 =

19 A2, 2-(3-t-F b m-310] EBA-Z 2 HE| ©)-4-(5-7 2 upR d-2-E] o ) el o}
T-(2-3o| RN 3-t-Fop mZ 2 EA) Tl = & Egeht, o @A Ptk g A8 dFBL
AA EFER, EE AT 2ol 43P wE $IAYOR o848 F k.

o 7FA] A "C0X-2 AsA"7E FE 7l Eokell A H] Ank. o]E2 W= 53] A5,474,995%
"Phenyl heterocycles as cox-2 inhibitors"; W= 53] #5,521,213% "Diaryl bicyclic heterocycles as
inhibitors of cyclooxygenase-2"; ©]=+ 53] A]5,536,752% "Phenyl heterocycles as COX-2 inhibitors"; W]
= 53 #)5,550,142% "Phenyl heterocycles as COX-2 inhibitors"; w©|= 53] #]5,552,422% "Aryl
substituted 5,5 fused aromatic nitrogen compounds as anti-inflammatory agents"; W= 53] #5,604,253
& "N-benzylindol-3-yl propanoic acid derivatives as cyclooxygenase inhibitors"; W= 53] #5,604,260
% "b-methanesul fonamido-1-indanones as an inhibitor of cyclooxygenase-2"; W= £3] #|5,639,780% N-
benzyl indol-3-yl butanoic acid derivatives as cyclooxygenase inhibitors"; W= 53] #|5,677,318%
"Diphenyl-1,2-3-thiadiazoles as anti-inflammatory agents"; "= £3 #]5,691,374% "Diaryl-5-
oxygenated-2-(5H) -furanones as COX-2 inhibitors"; "= 53] #|5,698,584% "3,4-diaryl-2-hydroxy-2,5-
dihydrofurans as prodrugs to COX-2 inhibitors"; W= 53] #15,710,140% "Phenyl heterocycles as COX-2
inhibitors"; "= 53| A]5,733,909% "Diphenyl stilbenes as prodrugs to COX-2 inhibitors"; v]= 53] A
5,789,413% "Alkylated styrenes as prodrugs to COX-2 inhibitors"; W= £3] #]5,817,700% "Bisaryl
cyclobutenes derivatives as cyclooxygenase inhibitors"; "= 53 A]5,849,943% "Stilbene derivatives
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useful as cyclooxygenase-2 inhibitors"; W= 53 #15,861,419% "Substituted pyridines as selective
cyclooxygenase-2 inhibitors"; U= 53] A]5,922,7423% "Pyridinyl-2-cyclopenten-1-ones as selective
cyclooxygenase—2 inhibitors"; "= 53] A]5,925,631% "Alkylated styrenes as prodrugs to COX-2
inhibitors"ol 7]&%¥ COX-2 A|AZS E3sl, o]o] IAHEA gow, 99 7|& HH¥+= Merck Frosst
Canada. Inc.(m= A FEYol F AFA)d] FEHo7E FLHArt. 5714 < C0X-2 A A7} G. D. Searle

& Co.(M= o] F 237l Y=d w5 53 A15,643,933%0 7|wsHe]l o, W] WAL
"Substituted sulfonylphenylheterocycles as cyclooxygenase-2 and 5-1ipoxygenase inhibitors"o]t}.

A FRlE oy 0X-2 AsAl= deEAQ CoX-2 AafjAe AFFEela, AA A ssdol 84
COX-2 AsAZ AgEo] 159 28-S Yeidt. fola &Rld (0X-2 AsiAl AF+FHEZRYH JAHE &
oz AEIAQl (0X-2 AdA= 19953 1€ 54 F71%E WO 95/00501%, 19951 79 13 F70%E WO 95/18799%,
219959 129 12¢ 5=9 v 53 A)5,474,99550] AAEHA 71&=¥e] 9tl. "Human cyclooxygenase—2
cDNA and assays for evaluating cyclooxygenase-2 activity"zZh e HAS 71X w2 53] A5,543,297
5o wAWES 3] & o, Za FoklA T4 AAE 7HR A= ALATE A C0X-2 A A 1A
T (0X-2 AsAle]l AFARJMAE A8 ¢ S Aoln, waba, 2 Lol dFto] Frt.
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3} 2t =
3 olugE-2-2 (1= 53 WHWIE A5,087,6345); 2-N-FE-4-FR2-1-(2-F
S ¥ =, ongE olAMHo]lE %A (Long et al., J. Pharmacol. Exp.
Ther. 247(1), 1-7 (1988) #%); 4, 5, 6, 7-HEZ3sto|=2-1H-o|n|t}x[4, 5-clHd-6-7t2EA A 2D £
A FrEA(HE 58 WS Al4,816,463%); N2-HEZSE WERFFFREYUE FARRI(E 53 HE Al
5,085,9925); X&E #E, tE, 4 EfolE(vw 53 W #15,081,1275); #HE Z 1,3-o|HutEH
L FERnEy FEAMET 535 WE A15,073,566%); olvtdR-g3 7489 sEzEAl]F (v 53 WE
A5,064,825%5); AE|=(dAY, 1= E3 HIE A4,772,68435); X QElA Ilo] gk A (A, n= &
& WME A14,302,3865); B wHI-wE X3 ojutpER Ze ofdZ ojuttE SetE(dHd, EP HE A
253,310%&, 1988 1¢¥ 209); ES8891(N-RZZ|woldd-(-1-tZe)-[-dehd-(4, Eol&Ed)-L-dad (35,
45)=4-0}H] =-3-3} o] EZA|-5-A| EZ2-FALH E} = I -N-& Ho}H] =, Sankyo Company, Ltd., Y& XEH);
SKF108566 (E-vt-2-[2--"-1-(ZF25A] s d) wlE [IH-o] v hE-5-Ld [ME & ]-2-E| @ A Z 234k, Smith Kline
Beecham Pharmaceuticals, ¥=f #dwelyo}l F); ZAFZEH(DUP753/MK954, DuPont Merck Pharmaceutical
Company); #1711 (R042-5892, F. Hoffman LaRoche AG); A, ZF8A](Marion Merrill Dow) ¥ EA H|FEE= 3|

| ZAFo] 2 (G.D.Searle and Company)S X&3lu, o]o] A= X =t}

)
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ACE Asfizl= obrl=at B o]o) FIA], HfE|=e ELE|Es L8k FE|=, B ACES] 45 Asfsto]
SHA A dALEA 119 F4ES 1A flel dd-dAL 3 o
Fe. ACE Al g, &894 A e Feol/Rd, AT A B AR d8S ARE] 9

Hom A% olgHAT. ACE AsiARA f&sitta dedl gt

3 A4,344,949%), gmZH () EF HF A4,587,2583), @ HAAEZY (W E3] WIE A4,508,7293) 7}
e FlEEAY gRE=, Az (v 55 HIE A4,512,924%) 2 HYAZH(0]F 53 HE A
4,410,5203) 3 #& JtE2E2AdZ OHNE|E REZA (nimics), EA=ZH (V)= 53] WHE A4,337,2015) 2 E
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FERIdl) e Eadevhed ZTAS TP

2

dd AsAE dde @48 Witk stgEelth. #d AdAlE ol B oolo] fFEA, FE= P o9
freA, 2 ddel oig FAE 2. v= 539 gl dd AsAe] e o2 Zrh: fAHEY a4
FreA(H s 53 Ws #15,116,8355); HIWHE Aol o3 AIFE onwik(v= 538 WE A5, 114,937
3); UYEHE 2 EYPYE fFEA(ME 58 WS A5,106,8355); ofH]wal B o]e] fFEA (M 53 WS
A5,104,869% B #]5,095,119%); UlS AZFoln= 2 MAyd(u]= £33 HE #)5,098,924%); MAR FE =
(M= 53 W A|5,095,006%); HEE HlEf-ofn| ol oju|=T]E& FhhlHo]|E(H] 5 53 WHE A]5,089,471

v
]
il
9,
=

7 Z2(Ha 53] W& A5,075,451%); HAEEE dHele B4 9 94 2EE EE 2EE(
53] WM& #15,066,643%5); FEE ofv|x T (75 53] WME #15,063,2085 P A|4,845,079%5); N-EE

FreA(H=5 53 HE A5,055,466%); FEEE FEA (T 53 He A4,980,283%); N-s|HZALO|E

&= 53 W5 A4,885,292%); wde] g ©dd SE A (v= 53 HI A4,780,401%); 2 o}
El= 2 o]¢] FAMA(M = E3F WS 415,071,837, A5,064,965%5., A)5,063,20735., A15,036,054
, Al5,036,053%., #A5,034,5125, 2 A4,894,4373).

folt 02 W M Kl ol

HMG-CoA #daa AslAl= Avt=ell(n= 53 W3 A4,444,784%), Znlse”l(v]=r 53 ©HE A
4,231,9385), ZEfulAElel YEF (= £33 HIE A4,346,2273), SFu2eld (v 3 £ HE A4,739,073
%), olEEwtxelEl(vx 53 WHE A5,273,995%), AgulxElgly Ze 2kl 9 njx 53 HE A
5,622,9855, W= 538 WS A5,135,935%5, W= 53 WE A|5,356,896%, W= 53 WE Al4,920,109
v= 535 HE 715,286,805%, vl=r 53 W& #15,262,435%, v]= 53 HE A4]5,260,332%, W= 53
A5,317,031%, vl= 53] 5 A]5,283,256%, wl= E3 A5,256,689%, H=F E3F
5,182,298%, 1ular 53 A5,369,125%, wIF E3F 5,302,604, wE =
5,166,171%, mw= E3 A5,202,327%, v= 53 A5,276,021%., w= =
5,196,440%, wl= 53 A5,091,386%, W 53 A5,091,378%., ©Z B
A4,904,646%5., wZ EJ A5,385,932%., wZ E3F A5,250,435%., HIE B
A5,132,312%, w= E3 A5,130,306%., w= 53 A5,116,870%., ©Z B
A5,112,857%, v 53 45,102,911, wHIF E3 A5,098,9315, w=E =
A5,081,136%., "= 53 A5,025,000%., "= E3 A5,021,453%., "= E3
E
l_ET
E_T
E_T
E_T
E_T

folr

)

A

A

A

A5,017,716%, ©vl= 53 A5,001,144%., W= 53 A5,001,128%., w|=
Al4,997,837%, W= 53 A4,996,234%, H=F E3 A4,994,494%., w|=
Al4,992,429%., W= 53 A4,970,231%, H=F E3 A4,968,693%., W=
A|4,963,538%., = 53 A)4,957,9405., W= E3 Al4,950,675%., H]=
4,946,864, v= E3 A4,946,860%., W= 53 A4,940,800%., W=
A4,940,727%., v= 53 A4,939,143%, H=F E3 A4,929,620%., H|=
A4,923,861%., W= 53& HE A4,906,657%, W= 53 WHE A14,906,624% E v 53 W& #4,897,402
Zo] 714 v YlEr 22E bl ol SAHA o, oE 539 MAUES Edd FxEH F
%L

MR R R R R R R R R
R R R R R R R R
lof fob ot foir lol fob ot foir lob fob fou foir lob ol foi

folr ol folr folr ol folr folr folr folr ol ol fole ol ol
e R R R E R R R R
folr ol folr folr ol folr ol folr folr ol folr folr folr ol

o~

!

woage nASH A7) A3 A4S 2Psel, A& A4A F dele] AL sht o o] ek e w7
drke ge olsd slelth

959 33

®oane e det gl Ad £5Ee u) getel, MAKA A7 A4 4TS olgshe A
gem @tk B oudel oleld Pt A % 43 Er sdbee g4 w482 Aot dAaRE
915 Aot

AR AelA, B owEe A4 o PAMoRE 34 $ENFE EPAE SEAFE QYo dth g
@ oA FAE FASY A3 RS olEFA wu, £4 A Y/EE JJE BPE BHS PPN
ol QA gk gt B owme wAEA 471 A% ATl el FAH BA Folg Fushd e,
Bl wesl AA A Adswl A nfe) BRE olgHuR, ALY A7 A% ATl ol
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