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AIdnfiuwiAefiaziaoulasaainigiu Central Ring 189 Selective COX-2 Inhibitor

nnduldilu N-Substituted Amide 13891NTNNIANBILAZ WL N-Substituted Benzanilide

ﬁauﬁa:%ﬁmgh cis-Conformation Naluan1zMiusnIasauuazan 1z NuuaInds adtu

M3l N-Substituted Amide unufi Central Ring lulasaa$1iuas Selective COX-2 Inhibitor Hi

a3 EIRIN39013096289 Lipophilic Aryl Ring Was 4-Sulfonyl-Substituted Aryl Ring

kg L - A ' £ & .
AMBARINUANT Selective COX-2 Inhibitor nay COXIBs uazanuInaangnoilu Selective

COX-2 Inhibitor leNTul@sInu luszninenisdiiinnuwisoasen 2 U ;ﬁiﬂﬁﬂmsﬁamﬁ:ﬁ

ot d.d ] [ v ﬂ‘;ﬂv A [ d
DUNUENTNY  4-(Methylsulfonyl)phenyl aglulassainmunsau 16 a3 Tl N-H

Benzanilide 3714 2 &7 (813 I-l) Wa: N-Substituted Benzanilide ﬁﬁuy;l.muﬁuu Nitrogen

\u Alkyl 38 Aralkyl $9u% 14 @2 (813 W-XV]) AaaaIuas Intermediate 1Wn3eLIwT

o ' 2 v o o & . ~ a
ﬂﬂLﬂi’]:‘ﬂ(E}ﬂ 18 ®13 JIUNRY 34 817 AIRNAUVUABY LA % yield ‘UGLLK@GVL"ﬂ‘LLE]JYI 13

R

O\f
R/O/ “CHy

Oxone
MeOH-H,0, nt.

(9 R=SCHyR'=H (quantitative)
(10R=SCH,R'=F (quantitative)

(11) R = SCHy, R = CH; (quantitative)
(12)R=H, R=SCH,(95.7 %)
(13)R=F.  R'=SCH,(70.0 %)
(14) R=CHy, R'=SCH; (87.7%)

NaH, then CHyl
DMF, 40°c

A

(DR=SCH,R'=H  (99.6%)
(R=SCHy,R'=F  (quantitative)
(3) R = SCH,,R" = CH; (quantitative)
(@R=H, R =SCH;(97.1%)

Oxone
e NG
MeOH-H;0, rt

[
|
N, &
—_—
~/©/ Pyridine, CHCly, 1.

(§R=F, R'=
©R=

: SCH4(99.0%)
CHy, R'= SCH,(99.0%)

NaH, then RX
DMF, 40°c
(13 and 16) RX = CHy(CH),
14 and 17) RX = CgHsCH,Br
(15 and 18) RX = C,H;OCOCH,Br

Oxone
e
MeOH-H;0, rt.

(21) R=SCHy, Ry = H,
(22) R=SCHy, Ry = H,
(23) R=SCHy, Ry = H,
@) R=H, R=
@25) R=H, Ry=
28) R=H, R,=

Ry = (CHy)aCHy  (91.2%)
Ry=CH,CeHs  (78.9%)
Ry = CH,CO,CoHs (93.1%)
SCHy, Ry = (CH;)CHy  (92.7%)
SCH3, Ry = CH;CHs  (quantitative)
SCHy, R, = CH,CO,C,Hs (62,3%)

R.\Q\f
R/@/ CH,

W, R=SO,CHyR'=H
VIl R = SO,CHy, R'= F
IX, R=S0,CHy R = CHy
X, R=H, R=
XV, R=F, R=
XV, R=CHy, R'=

(95.3%)
(quantitative)
(quantitative)
SO,CH, (96.1%)
SO,CH, (93.9%)
SO,CH, (quantitative)

I, R=S0,CHy Ry=H (90.6%)
W R=H, Ry = SO;CH3(91.2%)

IV, R = SO,CHy Ry = H,
V, R=S0,CHRi=H,

Ry=(CH)(CHy  (96.2%)
Ry = CHCeHs  (95.6%)

KOH
W, R=SO,CH Ry = H, Ry = CHiCOICoH, (99.3%)  —grmroram Ik R = SO,CHLR = H (92.4%)
Xl R=H, Ry = SO;CH3, Ry = (CH;)(CHy  (88.3%) I
XILR = H, Ry = SO,CHy, Ry = CH,CeHs  (96.8%) won
XMR = H, Ry = SO;CHy, Ry = CH,COC,Hs (70.1%) ———— > XIV,R=H, R* = SO,CH, (78.7%)

EIGH-H;0, .
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Eﬂﬁ 13 Synthetic scheme WRAINIIFIATIENR Benzamides NInaalunuiddnil

TUABUTBINTELINMITNATERZUNMIATIN N-H benzanilides $1W% 6 Tiia
(813 1-6) 3MUJN381 Acylation 321319 Benzoyl Chloride NU Anilne ﬁﬁngtmuﬁuu Benzene
Ring fiminzay udmin N-H Benzanilides Tia3pudunionndanyuiisesn N-Methylation
st Methyl lodide \iaLduauiUS N-Methylated Benzanilides 3117 6 Bfla (813 9-14)

M N-(4-(Methylthio)phenyl)benzamide (873 1) W8  4-(Methylthio)-N-
phenylbenzamide (813 2) fuuanam:gn N-Methylation W87 msﬁs\maq’nﬁﬂﬁognmmﬁﬂ
U387 N-Alkylation 62t Alkyl Halide 8n 3 i@ fia lodopentane, Benzyl Bromide was Ethyl
Bromoacetate tivate3outilu N-Alkylated Benzanilides $1w2% 6 wila (813 21-26)

niwiioasfildnnu §zendradurs 8 daunvhufisen Oxidation #an Oxone”
fozl@®s M-VI 813 VX UWazans XV-XVI §ua0s VI waess XIV laananmshulisen

Hydrolysis 813 VI uaz XHl

@1319N 1 Total Yield 113891031 % Benzamides I- XVI

(o]
Compound R R, R, Synthesis Pathway Total Yield
I SO,CH;  -H Two-step Synthesis 90.1
1} -H -SO,CHj3 Two-step Synthesis 91.2

1] -SO,CH;  -H -CH, Three-step Synthesis 94.9
v -SO,CH; -H -(CH;)4CH, Three-step Synthesis 87.4
\" -SO,CH; -H -CH,CgHs Three-step Synthesis 75.1
Vi -SO,CH; -H -CH,COOC,H5 Three-step Synthesis 92.1
Vil -SO,CH;  -H -CH,COOH Four-step Synthesis 85.1
Vil -SO,CH;  -F -CH, Three-step Synthesis Quantitative
IX -SO,CH;  -CHj3 -CH, Three-step Synthesis Quantitative
X -H -SO,CH;  -CH, Three-step Synthesis 89.3
Xi -H -SO,CH;  -(CH,)4CH4 Three-step Synthesis 81.9
Xn -H -SO,CH;  -CH,CgHs Three-step Synthesis 96.8
Xl -H -SO,CH;  -CH,COOC,Hs Three-step Synthesis 43.7
XV -H -SO,CH;  -CH,COOH Four-step Synthesis 34.4
XV -F -SO,CH;  -CHj Three-step Synthesis 65.1
XVI -CH, -SO,CH;  -CHj Three-step Synthesis 86.8

*  Started from Methyithioaniline
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**  Started from Methylthiobenzoyl chloride

msﬁgné’amﬂ:ﬁ%umgnﬁﬂmﬁgmﬂmaai’wﬂﬂu‘l’ﬁmaﬁmm Spectroscopy @A
infrared (IR), Proton-Nuclear Magnetic Resonance (1H-NMR), Carbon-Nuclear Magnetic
Resonance spectroscopy (13C-NMR) Wae Mass spectrometry (MS) lapTnamaianzvias
a;ﬂua:uam’o‘li’lumﬁ 2 ‘fs\awaajﬂ‘lﬁﬂﬁa 9 fIR

IR Spectra maommn@‘huam Characteristic Signal 283 Functional group ﬁm "mv
\3% N-H Benzanilide (813 1-6) U3 n{&ya mavad N-H Streching agﬂwﬁao 3335-3355 cm’'
WAz C=0 Streching T3 1645-1655 cm” luunizfidynmwes N-H Streching a:mnliifia
msgmﬂﬁwvlﬂtﬂu N-Methylated Benzanilides (813 7-14, 21-26, ll-XVI)

"H-NMR Spectra 1ﬁﬁtymﬁmmaa Aromatic Proton W&z Proton 1u&%aa9 Side Chain
A umpesdynnne uaz  Multiplicity gaaadadnulanaiveImIudazdd ez
fyanmwes Carbon fisnglu "C-NMR Spectra uiisaeniiu 3 g 'léiur Carbonyl Carbon,
Aromatic Carbon W&z Aliphatic Carbon dygaanaasnulasiaiisvasasusazds lunsdivas
atgﬁuf‘?‘iﬁ Fluorine atlulaseainy (813 2, 5, 10, 13, VIl uaz XV) AW Spectra fiuga
§m”nju’lm°7itﬁﬂmi Coupling 983 Proton 38 Carbon 1My Fluorine lanfiei1 Coupling Constant
ﬁaaﬂﬂﬁaqﬁumﬁLﬂuﬁmsswmwmaomsnzﬁu Aromatic 7ii Fluorine Tulassadomsdu 9

uanﬁnni‘fl,ﬁaﬁuﬁué?mahwaomqﬁﬂsznauﬁmﬂu‘[maqam'suﬁa:ﬁa A8y
a5 iaimIinAurie3y  (Exact Mass) vassIudssii@asinafia  High-Resolution Mass
Spectrometry (HR-MS) "fi\‘i‘lﬁ’waﬁm’ﬁ’mﬁ 2

A1919N 2 Ha HR-MS 289813 N&ILATITRNINUG

(e]
Exact Mass
s R By R e Calc for M+H’ Found A\ (ppm)
o) -SCH, H ; C,H,5NOS 244.0796 244.0798 0.8
(2) -SCH,4 -F - C,4H,FNOS 262.0702 262.0703 0.4
@ -SCH, -CH, - CysHsNOS 258.0953 258.0953 0.0
4) -H -SCH,3 - C,4H,3NOS 244.0796 244.0798 0.8
(5) -F -SCH, s C,H,,FNOS 262.0702 262.0697 1.9
©) -CH, -SCH, . CysH,sNOS 258.0953 258.0949 16
@ o | SO,CH,  -H . C1aHigNO,S 276.0694 276.0689 18
® o M H -SO,CH, ; C1aHiNO,S 276.0694 276.0692 0.7
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ar {n‘:

159N 2 (AD) WA HR-MS TaI@IN&ILATIZRNINUG

Ry
o]
Os
R
“ Exact Mass
Compound R R, R, Formula it for T Ea A(ppm)
(9) -SCH; -H -CH, CysH,sNOS 258.0953 258.0945 31
(10) -SCH, F -CH, C,sH,,FNOS 276.0858 276.0850 29
(11) -SCH, -CH, -CH, CyHyyNOS 2721109 2721111 0.7
(12) -H -SCH, -CH, C,sH,sNOS 258.0953 258.0956 12
(13) F -SCH, -CH, C,sH,FNOS 276.0858 276.0864 22
(14) -CH, -SCH, -CH,4 CyeHyNOS 272.1109 272.1107 0.7
(15) or M -SO,CH, -H -CH, CysHysNO,S 290.0851 290.0844 24
(16) or VI -S0,CH; -F -CH, CysH,FNO,S 308.0757 308.0768 36
(7) or X -SO,CH, -CH, -CH, Cy6Hy7NO,S 304.1007 304.1006 0.3
(18) or X -H -SO,CH,  -CH, CysHysNO,S 290.0851 290.0847 14
(19) or XV -F -SO,CH;  -CH, CysH,FNO,S 308.0757 308.0764 27
(200 or XVi -CH, -S0,CH, -CH, CyHysNO,S 304.1007 304.1008 03
(21) -SCH, H ~(CH,),CH, CyoHaNOS 314.1579 314.1576 0.9
(22) -SCH, -H -CH,C¢Hs C,yHigNOS 334.1266 334.1266 0.0
(23) -SCH, H -CH,COOC,Hs  CiygH;gNO,S 330.1164 330.1165 03
(24) H -SCH, ~(CH,),CH, CigHp5NOS 314.1579 314.1579 0.0
(25) -H -SCH, -CH,CgHs C,1H,gNOS 334.1266 334.1263 0.9
(26) H -SCH, -CH,COOC,Hs  CygH,oNO,;S 330.1164 330.1169 15
@) o W -S0,CH,§ -H ~(CH,),CH, CyoHNO,S 346.1477 346.1487 29
(28) or V -S0,CH, H -CH,CgHs CyiH,gNO,S 366.1164 366.1168 14
299 o W -S0,CH, -H -CH,COOC,Hs  C,gH,gNOsS 362.1062 362.1047 4.1
(30) o X H -SO,CH, ~(CH,),CH, C1gHxNO;S 346.1477 346.1476 0.3
(3) or Xu -H -SO,CH;  -CH,CgHs CyyH,oNO,;S 366.1164 366.1172 22
(32) o Xm -H -SO,CH, -CH,COOC,Hs  C,gH,NOSS 362.1062 362.1071 25
(33) or Vi -S0,CH; -H -CH,COOH CieH,sNOSS 334.0749 334.0751 0.6
(3) or XV H -SO,CH, -CH,COOH CigHisNOsS 334.0749 334.0747 06

sznldrnmanuuandesnimiminfuiesalSsuifsuiuan i ldanmsswim
°1|aamm@iazcﬁﬁmag}lu’ﬁaoﬁvau%ﬂﬁ Hauni1 5 ppm) TIUFAIIINRIIN HR-MS Faandad
ﬁuﬁﬂmumaamqﬁﬂs:nauﬁmﬂu‘[momﬁwaqmm@'a:@*ﬁ

ﬁnﬂ"?inemmﬁ'mﬁu%aa;ﬂvlﬁdwmsﬁgné’owm:ﬁi‘fuvlﬂﬁaawmmﬁuﬁuimaﬁ’mﬁw
IR, 'H-NMR, "C-NMR &z HR-MS Spectroscopy
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2. n13Ngan Conformation 209815028 'H-NMR
- ° P o . e a e & o H H
WWBYNNITEuOWIN  N-Substituted Benzanilide NRILATITHRIU '«aﬂmagflu cis-
. ' a a . = A oA a ' v A A '
Conformation LTULa@sINY N-Substituted Benzanilide awnmUmmmumnaummuma“lu

>

A3TB3MIIsufisudn Chemical shift 203839l Intermediate (a19197 3) uaz
Final Products (113197 4) Nlilaseaaidlu N-Substituted Benzanilide NUFN Chemical shift
299m371iu N-H Benzanilide UazWUIIE1INIFEITALEAIAY Chemical Shift U84 Aromatic

Proton Mikan@nsnuagaiinpdeny

@13519N 3 @1 Chemical Shift 284 Intermediate Niilu N-Substituted Benzanilide (813 9,1

WAz 21-26) LWSBUINBUNUAIDDI N-H Benzanilide (8713 1 Uaz 4)

(1) (9), (21)-(12)
trans-Conformation cis-Conformation

Different (ppm) from those of
Chemical shift of aromatic protons (ppm)

Compound, Solvent R, NH-benzamide
ENEE RN AR IDRErT
NH-Benzanilide
(1), cDCl, ; |7.59 |7.29 |7.56 |7.5o l7‘84 | = ] ] ] 3%
N-Substituted benzanilide
(9), CDCly -CH,3 7.08 6.95 7.30 718 7.25 0.51 0.34 0.26 0.32 0.59
(21), CDCl, -(CH,),CH4 7.08 6.93 7.28 7.16 7.22 0.51 0.36 0.28 0.34 0.62
(22), cDCl, -CH,CeHs 6.99 6.81 7.16-7.38 0.60 0.48 0.34-0.46
(23), CDCl, -CH,COOC,H; 7.08 7.05 7.35 I 7.19 | 7.27 0.51 0.24 0.21 T 0.31 ] 0.57
Hor
L "L
Hey - R
/©/Ko /©/Ko
Hac\s < Ho Hsc\s - Ho
4) (12), (24)-(26)
trans-Conformation cis-Conformation
Different (ppm) from those of
N-Substituted Chemical shift of aromatic protons (ppm)
R, NH-benzamide
benzanilide, solvent
MENENERE ENEEEEE

NH-Benzanilide
@), coCl, - |7.79 |7.3o l7‘63 |7.37 [715 [ ; | . ] ! | ; |
N-Substituted benzanilide
(12), CDCl, -CH; 7.22 7.00 7.04 7.24 7.15 0.57 0.30 0.59 0.13 0.00
(24), CDCl, -(CH,),CH,4 7.20 6.98 7.02 7.23 7.15 0.59 0.32 0.61 0.14 0.00
(25), CDCl, -CH,CgHs 7.26 6.99 7.09-7.31 0.53 0.31 0.06-0.32
(26), CDCl,4 -CH,COOC,H; 7.26 7.00 7.18 ' 7.24 I 7.14 0.53 0.30 0.45 I 0.13 | 0.01
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A1919N 4

¢1 Chemical Shift ¥84 Final Product ﬁlﬂu N-Substituted Benzanilide (8173 1ll -

XIV) 138U unuaITad N-H Benzanilide (813 1 uaz )

Rl R

0770 Hm
|

trans-Conformation

N.
A gl
Ml %

0770 Hm
m-vh

cis-Conformation

Chemical shift of aromatic protons

Different (ppm) from those of

Compound, Solvent R, (ppm) NH-benzamide
ENEREEER HENEEEN
NH-Benzanilide
1, DMSO-d, [8os [791 |78 [756 |76 | ] [ | [
N-Substituted benzanilide
I, DMSO-d, -CH,4 7.80 7.43 7.25-7.35 0.25 0.48 0.31-0.63
IV, DMSO-d, -(CH;),CH, 7.79 7.40 7.23-7.32 0.26 0.51 0.33-0.66
V, DMSO-d, -CH,CgHs 772 7.35 7.21-7.37 0.33 0.56 0.35-0.61
VI, DMSO-d, -CH,COOC;H; 7.80 7.38 7.28-7.30 0.25 0.53 0.28-0.68
Vi, DMSO-d, -CH,COOH 7.79 7.37 7.33-7.35 0.26 0.54 0.23-0.63
Hy
/@ Hy Hp-©i°.
Hoy e R
[y o
H3C H3C
30 75\\0 o Ho 30 //S\\o = Ho
1] X - XIV
trans-Conformation cis-Conformation

Chemical shift of aromatic protons Different (ppm) from those of

Compound, Solvent R, (ppm) NH-benzamide
NENEEENE ENENEN

NH-Benzanilide
Il, DMSO-d, 2 |817 [eos [778 [737 713 | I | | |
N-Substituted benzanilide
X, DMSO-d, -CH, 7.77 7.50 7.21 7.29 7.18 0.40 0.58 0.57 0.08 (-0.05)
Xl, DMSO-d -(CH,),CH,3 7.75 7.48 7.18 7.28 7.18 0.42 0.60 0.60 0.09 (-0.05)
Xll, DMSO-d, -CH,CgHs 7.77 7.57 7.08-7.35 0.40 0.51 (-0.05)-0.43
Xill, DMSO-d, -CH,COOC,H; 7.79 7.50 7.20 7.27 7.19 0.38 0.58 0.58 0.10 (-0.06)
XIV, DMSO-d, -CH,COOH 7.79 7.50 719 7.27 7.18 0.38 0.58 0.59 0.10 (-0.05)

INNNINAT  Chemical  Shift maoé’tyrywm Aromatic Proton 83 N-Substituted

Benzanilides J#NUaNe"3 (Shield) NUFNY8IRTUYIH Aromatic Proton 489 N-H Benzanilides

aliddn uabiidui asmssaanduiaiiosdn (leagluanmizfidumsazann) lu

. s SR - : 3 = :
Comformation NUANANNK BINTT Shield VIR Aromatic Proton 289 N-Substituted

Benzanilides 1#19:1NA31N Ring Current Effect U839 Benzene Ring e Ring NIFDITALILIN

TmﬁmmmaQ‘luﬁwmﬁmﬁwaoﬁuﬁ: Amide WIaN3uNNWI cis-Conformation AILTWN L6t

6 [ %
man1inian
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3. mmedaugnaTuTinsingueas COX

MINAFBUONTHUHINITN9IUBEI COX lauauwus Benzanilide Faarneiin lduold
Uimvenst  Sliuinslasdenlfiinsenemassengnimaiinmwmioljianns
maluladBinm audiuriaanssuuannaluladdinwiin@ (BIOTEC) 90 19IMANM3
284 in vitro Whole Cell Assay System Lﬁ‘am'sﬁﬂmmmmmmaomﬂumsﬁuﬁv’amsﬁwmu
283 COX-1 (11& COX-2 Knockout, Mouse Lung Fibroblast Cell Line) Ll§z COX-2 (1% COX-1
Knockout, Mouse Lung Fibroblast Cell Line) WW3sulisuny Aspirin (Positive Control) Was
0.1 % DMSO (negative control) f‘fmﬁwmsmaau 2 ﬂ%v'\'! ﬂ%{lﬁ 1 3z dunrImasauss -V,
VIl - IX Uz XI — XVI (@1997 4 usz gﬂ‘r’i 14) a39ft 2 s dummasaums I, I, VI uss X

(mM319% 5 uaz 3U4 15)

1 1 oy i o !
@159 5 % Inhibition fa COX U84 Benzanilide A&IATIZRAI (813 I - V, VI — IX
A o L4 v o
waz X1 — XVI) arimsnagaugnifianuidutu 10 meg/mi 11 Mouse

Lung Fibroblast Cell Line

Test Anti COX-1’ Anti COX-2"
Compound Concentration e Selectivity**
(mcg/ml) %PGE, % inhibition ~%PGE, % inhibition
n 10 74 + 22 26 73+ 11 27 1.04
Y 10 104 + 30 -4 133 + 13 -33 Inactive’
\' 10 111+ 14 -1 84 + 30 16 COX-2 preferenced
Vi 10 82+4 18 73+4 A2z 1.50
Vil 10 99 + 22 1 89 +8 11 11.0
X 10 106 + 3 6 74 + 12 26 COX-2 preference’
XI 10 110 + 23 -10 99 + 8 1 Inactive’
X 10 83 + 10 17 54 +9 46 2.71
Xl 10 103 + 7 -3 96 + 21 4 Inactive’
XIV 10 140 + 34 -40 62 + 1 38 COX-2 preference’
XV 10 105 + 7 -5 88 + 25 12 COX-2 preference’
XVI 10 81 + 22 19 113 +5 -13 COX-1 preference’
ASA 0.1 86 + 15 14 87 + 19 13 0.93
ASA 10 45 + 20 55 65+ 9 35 0.64
0.1 % DMSO 100 + 6 0 100 + 22 0 -

ANARDINNNIINARDI 3 A9

AATIEIUITNING % Inhibition Gia COX-2 6@ % Inhibition A8 COX-2

[ 2 )

' &£, &
a3 lidgnde COX Nyaad Isoform

[e]

d & 3NgugINIuanis COX-2

o & "
e ®INHUINITNBIaNIT COX-1




% Ihhibition

@ COX-1 inhibitory activity @3 COX-2 inhibitory activity

sUN 14 % Inhibition 8 COX 89 Benzanilide Il - V, VIl - IX uaz XI — XVI /3suifiny

nu Aspirin

H 1 d‘ o i!
A13191 6 % Inhibition #ia COX 189 Benzanilide N&ILATIZRU (®3 1, I, VI uas X)

P £ v e :
LaNINIINATBUONDINANULVNVW 10 meg/ml T4 Mouse Lung Fibroblast

Cell Line
Test Anti COX-1" Anti COX-2"
Compound Concentration Selectivity”
(mcg/ml) %PGE, % inhibition ~ %PGE, % inhibition
1 10 98 + 6 2 105 + 3 5 Inactive’
] 10 98 + 1 2 96 + 8 4 Inactive’
Vi 10 88 + 13 12 66 + 14 34 2.83
X 10 80+9 20 110 £ 7 -10 COX-1 preferenced
ASA 0.1 55 + 16 45 70 + 12 30 0.67
ASA 10 34 + 13 66 52 + 17 48 0.73
0.1 % DMSO 100 + 22 0 100 + 28 0 -

ANARBIINNTNARDI 3 A9
ATEINIZWIN % Inhibition i COX-2 @a % Inhibition fia COX-2

T o

' it , &
77 lifignssa COX NI Isoform

(2]

FINIVHINIINUANIE COX-2

Q

o & o
e  FINOVIINIINWANIE COX-1

-44-



% lhhibition

Compounds

@ COX-1 inhibitory activity 3 COX-2 inhibitory activity

5UN 15 % Inhibition dia COX 184 Benzanilide I, I, VI uaz X 13gulisuny Aspirin

nnuamInasauiiasduluasistannusansalunmssusomaianwses cox lapamsfi
AUt 10 meg/ml WIBURBURY Aspirin Aieududy 0.1 uaz 10 meg/ml adiulddn NH
Benzanilides (15 1 waz M) Lifgnisusamsomuasts COX-1 uay COX-2 luwnizii N-CH,
Benzanilides (813 M, VI, IX, X, XV U@z XVI) innuidudu 10 meg/ml FUNI0SUEIMIT9M89
cox leianas 1aufl % Inhibition da COX-1 unz/Mia COX-2 aglutai 1127 % mafvmavas
N-Substituent 910 Methyl (-CHj) 11 Pentyl (-CsHyq) (8173 IV L&z XI) ﬁﬂﬁmsgryl,ﬁummmmm
Twnssudamsviauuas COx éhumsﬁfmy; N-Substituent 715l Hetroatom %38 Aromatic Ring i
Fautsenaue3uUaeIty Potency Uy Selectivity AaA% 1% &3 VI %oﬁﬁy; N-Substituent fia 2-
Ethoxy-2-oxoethyl (-CH,COOC,Hs) 8181505Us9 COX-1 waz COX-2 I¢ 12 uaz 34 % ewidu
{13 Xl s‘;’}aﬁmg N-Substituent fia Benzyl (-CH,CgHs) fANTDEULS COX-1 uax cox-2 I¢ 17 uas
46 % MUMAUUAZRIT XIV %aﬁvsy; N-Substituent @a Carboxymethyl (-CH,COOH) snansnduta
COX-1 uaz COX-2 ¢ (-40) uaz 38 % AWAAU

;ﬁ%’ﬂﬁaﬁwnﬂsmms VI, X1 uaz XIv ldvnmsnagauiianidn 1C-50 da wdLilosanans Xil

uas XIV Janusnansnlunisazanofnenlu Medium flslunimaseou 39liznursarnisiisany
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LT wUaIRNITINBLATY Dose-Response Curve Nazldlunisduinmn 1C-50 16 arsfianunsnnien

a o, , ¥ 499 % a o
IC-50 vleﬁommms VI L uh ‘D\‘ilﬂwﬂﬂ’li'ﬂﬂﬁaﬁﬂdLlﬁ(ﬂdluﬂ’ﬁ’l\?ﬂ 7-8 LLﬂ:El]‘Yl 16-17

4 ' a o £ v o
A139N 7 % Inhibition @a COX W83y 817 VI LIBNINITNARBUNINANMULVNTY 1, 3.3.

10, 33.3 ez 100 meg/ml 1u Mouse Lung Fibroblast Cell Line

Test Anti COX-1' Anti COX-2
Compound Concentration . 1C-50
(mcg/ml) %PGE, % inhibition  %PGE, % inhibition
vi 1 106 + 6 -6 94 +3 6 COX-1 > 100 mcg/ml
Vi 33 83 + 15 17 61+ 15 39 COX-2 : 26.7 mcg/ml
Vi 10 88 + 13 12 66 + 14 34
Vi 333 90 + 13 10 64 + 11 36
Vi 100 95 + 5 5 49 + 11 51
ASA 0.1 55 + 16 45 70 + 12 30
ASA 10 34 + 13 66 52 + 17 48
0.1 % DMSO 100 + 22 0 100 + 28 0

a  AafuINNIINaaed 3 A9

% Cyclooxygenase-1 Inhibition of Compound VI

100

80 {&

% Inhibition
I
S

Concentration (mcg/ml) \ —&8— V| —%— Aspirirﬂ

3UN16 % Inhibition dia COX-1 289 13 VI Aifianududuluzag 1-100 meg/mi

WIsusuny Aspirin

A6



% Cyclooxygenase-2 Inhibition of Compound VI

100

80

60

40 |

% Inhibition

20

Concentration (mcg/ml) [—n—-VI —¥— Aspirin

5UN17 % Inhibition o COX-2 V89 &3 VI Aiflanudutulugae 1-100 meg/ml

WIsufiguny Aspirin

A a q'i ° O )
@139N 8 IC-50 VBIaNT VI lumsdugan13vinanses COX wWisuiisuny Aspirin

Anti-COX-1, IC-50 Anti-COX-2, IC-50
Compound
(mcg/ml)* (mcg/ml)*
VI > 100 26.7
Aspirin 0.4-0.5 9-10

* Data from Bioassay Laboratory, BIOTEC, Thailand
PnHanMInasaulua139f 8 azinlein wians Vi 3zl Potency fignnin Aspirin luns

JULINMIMNYDY COX-2 UALFAY Selectivity N1in31 Aspirin aenudsiianuulylanaldmslu
. A @ . o '
nauitlumMIN@ Selective COX-2 Inhibitor ¢ia'lyl
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