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Improvement of Process for Olmesartan Medoxomil

WANG Pengl’z, ZENG Sul*(I.College of Pharmaceutical Sciences, Zhejiang University, Hangzhou 310058, China;
2.Zhejiang Huahai Pharmaceutical Co., Ltd., Taizhou 317016, China)

ABSTRACT: OBJECTIVE To improve the synthesis process for olmesartan medoxomil. METHODS Olemsartan
medoxomil(1) was synthesized using 2-cyano-4'-methylbiphenyl(2) as the starting material, via bromination, “one-pot” tandem
N-alkylation/saponification-esterification sequence and tetrazolium reaction. RESULTS The total yield was 46.5% basing on
the starting material 2-cyano-4'-methylbiphenyl over 3 steps. CONCLUSION The improved process is practical and suitable
for industrial scaling-up.

KEY WORDS: olmesartan medoxomil; synthesis; optimization
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Fig. 1 Process route of olmesartan medoxomil
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1.2 AR A

YP120IN 2 67 K~ (i A L sl A R A
F]); JB9O-S HLZ$FE 25 (1 A FI0R A A A R il i
HIRAT); Heidolph JiE#s 7% KA (42 E Heidolph
AFE]); LC-20A B A (s A (H A B3
F])s MP50 14 RUX R G Re - 45 0] 2 H bR 1 25 (F
)G MR /AH]]: Carlo Erba 1112 B E TR X
(B K| Carlo Erba A F]); Bruker-AV-400M #% fif
PRA(FEE Bruker A #])o

15 A7 35 9 Tl 2% .
1.3 SEEODIR
1.3.1  2-FAE-4- R PR )M & B 2-F 0k
-A'-F R AR (2)375 g(1.940 mo) BN F 5 L MR
B, BN 2 000 mL & EEAT 500 g 48% IR A
T - 425 1 28~32 “C &) U 111 300 g 50% X4 K,
2510 h 58 o A3 39~43 C R ZE TLC W 3
SE4 (NI [A] 2] 15~20 h)o BFIRZE 0 °C, #ré 1 h,
g, DEFEKGEEFIEDE, T4, 143 448 g BORIR
@3y, NEELGE, WE 84.8%, 4ifE 98.2%
[HPLC: &4+ Agilent XDB Cg (4.6 mmX
150 mm, 5 pm, FENHINZHE-0.02 mol-L~" B
AR50 1 50), W 1.0 mLomin', KR K
230 nm, FEIE 30 'C]: mp 121~122 ‘CCCHRPMA -
mp 120~122 C).
1.3.2  1-{[2"-FHE-(1,1"- B PR 58 )-4-FE | F L ) -4-(2-
F T -2- 55 )-2- TR B - 1H- Bk M -5- 3R R (5- Y 2L -2-
AR-1,3- A I O -4 ) 15 (6) Y ) 4%
6] 5 L NI AR KN 231 g (0.961 mol) Bk g
(4)~2 500 mL DMF £ 200 g(1.45 mol) 245} ik FR T,
FEimPFE 0.5 he BN 304 g(1.117 mol) b2 fr il
PORIRA(3), ZiRMFEE TLC M5 Ik ME 8 (4)
SEAE R (R LIS [A] 2] 32~36 h).

BN 53.8 g(1.34 mol)EAA AN, THEZE
55 CHREHFEE TLC M B Ak S8 58 4= (s DL
B%) 6~8 h), BALLERE pH EHAU>10. [FiEE
15°C, ¥ 194 g(1.304 mol)FKFERMEE(5)F 300 mL
DMF RAHI%], s LR RPHF, 21 hil
58, W AR S SO N IR 15~20 'C. 42
B FHE A 50 °C, AR FEZ TLC Ml 56 42 (R
L[R2 4~6 h)o BEAL S S5 R, pH {H <8,
N Ja 34T 5 8244 . R 25T DMF. A &
Fgw FITE K% 2 000 mL, 232, KEH
2000 mL & FHERER 1 R, &IFFENIZE, WIE
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WAET, A3 000 mL 21, FHEZE 78 ClHl
Wit 15 min. ZEBFFEZE 0 C, Hréd 1h, g, 2
B IA I CIEVERIEDE, T8, 153 396 g BRALY(6),
RNEGEE, BER 79.9%, 4 97.0%[HPLC: {4
T4t Waters symmetry Cg #£(4.6 mmX 100 mm,
3.5 um, VNN ZHE-0.02 mol- L™ BElE — &40
(40 : 60), i 1.0 mL-min™', #MJEK 220 nm,
KR 30 'C]: m.p.163~164 "C. 'H-NMR(DMSO-dj):
6=0.93(t, J=7.2Hz, 3H), 1.33(s, 6H), 1.69(sx,
2H), 2.08(s, 3H), 2.82(t, J=7.2 Hz, 2H), 5.00(s,
2H), 5.44(s, 2H), 5.50(s, 1H), 7.31(d, J=8.0 Hz,
2H), 7.33(d, J=8.0 Hz, 2H), 7.78~7.95(m, 4H);
BC-NMR(DMSO-d¢): 6=8.8, 13.5, 20.7, 28.2,
29.7, 48.0, 54.1, 69.4, 114.9, 116.2, 123.4, 125.3,
127.9, 129.2, 130.4, 130.5, 131.2, 132.8, 136.5,
138.3, 140.2, 141.0, 151.2, 151.8, 157.7, 160.8.
CaoHpoN304(%): 1H5{H, C 67.56, H 5.67, N 8.15;
MAS{E: C67.58, HS5.64, N8.17.
1.3.3  BEEVHEROMH % B 100 g(0.194 mol)

TR 6) N 1 L MR, A
220mL DMF . 18.9 g(0.291 mol) & & W .
18.9 g(0.139 mol) TL/K A EE, FHEZE 130 CIRIE
PR A TLC WIS 58 4 (S SIS [A] 2] 21~23 h).
FREZ 80 C, JJEZ L DMF. kEZ=E, N
A 500 mL Zfi%. 200 mL /KA1 20 g KEFREN, T
IAGERER AT KE pH 2 4, ##E 0.5 ho FEE
10°C, Hréd 1h, HhiE, DEIEKIERE.

B EREGEHRNR 1L BT, A

1 000 mL ZfiEH1 40 mL Z£1K, FHRZ 55°C,
A 8.8 g ik, HiHk 0.5h, HadyE. BB N
1000 mL Z&1R/KH, PEIRZ 5 °C, Hréd 1h, HhE,
D ETIA I G IEDE, T, 1574 ¢ AR
e, BRI NBEEWHEED), WE 68.6%, 2iFE
99.5%[HPLC : & i # Waters symmetry Cg ¥
(4.6 mmXx100 mm, 3.5 pm, BN Z -
0.02mol- L™ B MR — & # (40 @ 60) , i i
1.O0mL-min~", KK 220 nm, #EiE 30 CJ;
m.p.181~182 °C (SC kP : m.p. 180~182 C).
'H-NMR(DMSO-dg): 6=0.89(t, J=7.2 Hz, 3H),
1.49(s, 6H), 1.61(sx, 2H), 2.09(s, 3H), 2.62(t,
J=71.2 Hz, 2H), 5.08(s, 2H), 5.24(s, 1H), 5.44(s,
2H), 6.87(d, J=8.0 Hz, 2H), 7.05(d, J=8.0 Hz,
2H), 7.54~7.70(m, 4H), 12.13(s, it 1H);
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Optimization for Extraction Technology of Bitongxiao Cataplasm by Multicriteria Comprehensive
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ABSTRACT: OBJECTIVE To optimize the extraction conditions of Bitongxiao Cataplasm. METHODS Orthogonal design
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