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Synthesis of 2- acetoxy 5 acetamidobenzoic acid and study of the analgesic and anti inflammatory effects

PU Qrsong, ZHANG Xiang ,CHAO Dryong , CAI Chumryan, YU Xian( Depart ment of Pharmacology North Sichuan
Medical college Sichuan , Nunchong 637000 , China)

ABSTRACT :OBJECTIVE - To synthesize 2-acetoxy 5-aceta midobenzoic-acid as well as study the effects of the title compound on
analgesia and antt inflammation. METHOD Using salicylic acid and aniline as the starting materials , the title compound was synthe-
sized by diazotization , coupled-reaction , reduction and acetylation . The che mical structure of that was determined by ele mental analy-
sis JR and "HNMR . Analgesic effect and anti-inflam matory activity were assessed in mice with means of the twisting test by acetic
acid and the ear swelling by xylene . RESULTS _Melting point of the title compound was 170 ~173 'C, the content was determined
as 99 .2 % by neutralization and the overall yield was 42 .7 % ( calculated as salicylic acid ) . The title compound administrated orally
could inhibit the twisting test and EDs, was 1 .2mmol/ kg . It also showed inhibition of ear swelling with EDs, at 2.3 mmol/ kg and
LDs, being 2598 mg/ kg . CONCLUSION  This synthetic route was simple and the yield was constant . The analgesic effect and anti
inflam matory activity of the title compound was stronger than aspirin and paracetamol .

KEY WORDS :2-acetoxy 5-aceta midobenzoic acid ; synthesis ; analgesia ; antiinflammation
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Ko 5- OB EFER T ( AABA) JFHEAT )20 1) B M L R AR
H#TSL .

paracetamol

~—-aspirin

title compound
1 S MR

1.1 Zifh HikA

KB (salicylic acid BL#EAL 2= IKM  fS 981212) ;2K
[ aniline FER A 7 W) 145 990628) ;B BT (acetic anhy-
dride AR ZARFA) ML 930121) ;BT H] FCHR(aspirin ASP,
PEALSE =& bl 25 5 981215) 4 L BER FE W ( parac-
etamol PAR Y5 28 PUTHI 25 ) L5 960112) ; VK TE BB (acetic
acid BUHAL 2R T S 950822) ;7 2R (xylene 1 %R
WA S 920505)

1.2 Y

EWARNR 18 ~ 230 AR IS POt
2 JiikE4R
2.1 2R FIEHFRIIHI & (1)

S WL SCHRT 1 17 AR IR KA R N R R 42 Ak %
T A e L R Ji S I 4528 L A I R 273 - 276 C
(IR .

2.2 2 LWHEIE-5- RS OR R M 5 AABA)

W(1)6g FBEEF 20 m L, 0 [ I Be i, In #4880 CAff
BRI BN 20, RVEE N EIN somL KK,
ST e AL KR T K £ W A 7 (0
A (AABA) 7 8g,m.p.170 ~ 173 C(HE I BHAK L),
R 42 .7 % LUK IR |
2.3 EMEG

Z: DLSCHRL 2 17 ASP Al PAR 1% 51 7% Il AABA 1&
HOMRIEAS A ORI ARG )RR S N K
Fo1%.

2.4 HEWNE

Z W ICHRE 2 10 ASP & i W E U7 ¥, AABA i
99.2%.

2.5 “ifaffie

AABA 28 [E R Bt S A WL 22 BT EAT JC 3 40 AT R
A H NMR W E 45 e PR B sl e F A By i 3L g
WS RITYI4 .

JLEMHT ¢ Hy, NOs WHHEAH( %) :C55.70 ,H 4.67,N
5.90; LM {H (%) :C 55.68,H 4.70, N 5.96. IR( KBr
cm™ ') :3375( N—H) ,2919( C—H) ,1743(C= O,§) ,1710( C
=0,18) ,1649 1541 ( N—H,BtlZ) ,1495( &) . 'H- NMR
(80 MHz ,DMSO dg ,ppm) :10.19(s ,1 H,COOH) ,8 .21(d,1 H,
CONH) ,7 .17(s ,2H, 5 +) ,7.06(s,1 H, 5T ,7.
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80( m,3H, 5% i) ,2.23(s,3H,CH;CONH) ,2.07(s,3H,
CH;COO0) .
2.6 T TR SR 1 52 )

ZULSCHRE 3 1053/ B 60 B MEME A BENL 2 1k 6
A Agdl 10 2. R A K& ig 4h 2 BEH—IK,
By 3d, TARRG 30min J5 &l ip0 .7 %BEMR 0 .4mL M
FLALSRAZI G 5 ~ 20 min WA RS S5 R WK1 .

& 1 AL, AABA 772 50 9% 00 il 6 I 1R 70 A 2
mmol/ kg , 55 ASP Bl PAR |24 45 o) (5 LU 4L, JL-F
B2 Ul E 3R AABA FFIAIIN5 ASP M PAR U454 7]
fie Al U E AR .

F1 HYPABERREUDN BT (n=10)( x £5)

Table 1 effect of drugs treat with twist by HAc in mice

g %IJ i Eail M> jﬂ]ﬂiui EDs,
(mma/ kg) W ( %) ( mmol/ kg)

SN 35.1 %127

ASP 2.8 19.3 £7 .3V 45

PAR 2.6 20.1 £8 .39 43

AABA 1.7 15.1 £5.9 57

AABA 2.5 13.8 £8 .47 61 1.2%0.26( P=0.95)
AABA 3.8 10.5 £9 .3? 70

G AR EERK ALY P<0.05 2 P<0.01
Note :compared with saline group' P<0.05 ;2 P<0.01
2.7 6 T R ECE AT (1 5

Z: WSCHRL 3 179 HEYE/ANEL s0 S BENL A B s 41 TR
10 R, 1R 3 iAW R g 42 B H — IR ESE 3d.
TRWRGZ 105 LU F2R 20pL o T/ BUAS B30 9 17
i 1h JE GG/ BB N RE HEHAR 7 0mm FTFLERHT T
HIa =36 B R 200 TR RE 0.1 mg) FRE DA E
HH A E AR SR 2.
T WX ZHIRB/NR TR n=10)( x £5)

Tab 2 Effect of drugs treat with ear swell by xylene in mice

@l bk B ik i = ED;,
(' mmol/ kg) (mg) ( %) ( mmol/ kg)
SN 10.4%2.0
ASP 2.8 5.3%3.3Y 49
AABA 1.7 5.8 %359 44
AABA 2.5 5.1 x2.7% 51 2.3%0.54( P=0.95)
AABA 3.8 4.5%3 3% 57

o HAEEBKALED P<0.052 P<0.01
Note :compared with saline group’ P<0.05,% P<0.01

M 2 i UL, AABA B ASP HESRIIFL ARG .
2.8 AEEMIAE

Z WICHR] 3 17795 /N 100 S MERE A1  BEAL 4> i 10
4 fdl 10 R Lig 525 EEM 25 720 WBTIFE T80, BB T
R AL 5 X B AT L kR SRS LDy, , AABA
2598 £387mg/ kg( P=0.95) ,ASP J 1 216 £207 mg/ ke
(P=0.95) ,( ASP SCHR{EI* T2 1 100 mg/ kg) , 38 B L FE 1L L
ASP FIK .
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SEH R TE PE R [ - ASP U VR 98 I8 B B A AR
F M0 PAR M FAE T BB E T 55 L)L F TG B R A ALY,
ARG A ) AABA BES AP &5 #) , N5 PAR 1)
gh ) A0 ARG R W B AE LT 2 ASP R PAR
Pl DR AE R LE ASP B8 327507 T 4540 HH Ay R 5 A A
i) PG AR E L B iz R MR (R — DT .
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