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Isolation, Purification and Structural Characterization of New Isomer in Posaconazole

WANG Wei', YU Chenghao', TAN Yanyun'’, PAN Yuanjiang"*'(1.Hangzhou Zebon Technology Co., Ltd., Hangzhou
310000, China, 2.Department of Chemistry, Zhejiang University, Hangzhou 310058, China)

ABSTRACT: OBJECTIVE To isolation, purify and identify the chemical structure of new isomer in posaconazole. METHODS
The novel isomer of posaconazole was isolated and purified by semi-preparative HPLC, and the column was Luna C4(2) (250 mmx
20 mm, 10 pm), and the mixture of acetonitrile-water containing 0.1% formic acid was used as mobile phase and the pure new
isomer was successfully obtained. The isomer was quickly identified by LC-MS and NMR techniques. RESULTS The novel
isomer was identified as 4-(4-(4-(4-(((3R,5R)-5-((1H-1,2,4-triazol-1-yl)methyl)-5-(2,4-difluorophenyl)tetrahydrofuran-3-yl)
methoxy)phenyl)piperazin-1-yl)phenyl)-1-((2S,35)-2-hydroxypentan-2-yl)-1H-1,2 4-triazol-5(4H)-one, and it was identified for the
first time. CONCLUSION  The separation and structural characterization of posaconazole isomer is of great significance to the
quality control of posaconazole.

KEYWORDS: posaconazole; isomer; structural characterization
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Fig. 2 Chemical Structure of new isomer of posaconazole
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A-raw material of posaconazole before isolation; B—posaconazole isomer
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'H NMR spectrum of posaconazole(top) and isomeric impurities(bottom)

R EFACN P27 2024 4E 10 45 41 45 20 4



21263
19500
10.558

0.10
0.09

% 0.08
2007

; m H II‘ L | | j

- 0.06
0.03
0.02

180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10

AL 24/ ppm

= 0.05 13C
0.01
<1073

83.506

55.405
25700
7

104.666

134.857

9.985

13C

FX 2
ST oA

S P01 0L P10 L 0 000 e A LA L A T T P i o P
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
2L /ppm
E7 EEE (L) 5RMEEER (T) 8 "CNMR xf b
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Tab.2 NMR assignments of isomer in posaconazole

P“CRange C Atom# HAtom# 'HRange HCount H Multiplicity COSY C to HHMBC
161.109 46 - - - - - -
159.905 49 - - - - - -
152.390 5 - - - - - -
151.729 28 - - - - - -
150.693 43 43 7.763 1 s - 41(145.208)
149.869 13 - - - - - -
145.593 8 - - - - - -
145.208 41 41 8.329 1 s - 43(150.693)
134.857 18 18 8.285 1 m - 28(151.729)
126.463 52, 45 52 7291 1 brs 51(6.980-6.975) 46(161.11)
125.815 16 - - - - - -
122963 15,30 15,30  7.509-7.576 2 m 14, 31(7.098-7.080) 16(125.815). 13(149.87)
117.792 6. 35 6.35  6.939-6921 2 d(9.00) 7. 34(6.803-6.785) 7. 34(115.20), 5(152.39)
115912 14, 31 14, 31 7.098-7.080 2 d(9.00) 15, 30(7.509-7.576) 16(125.815)
115.205 7. 34 7. 34 6.803-6.785 2 d(9.16) 6. 35(6.939-6.921) 8(145.59). 5(152.390)
111.282 51 51 6.980-6.975 1 td(8.51, 8.51, 2.21) 52(7.291) 45(126.463)
104.666 48 48 7278 1 m 49(159.01)
83.506 38 - - - - - -
72.953 24 24a  3.524-3.554 1 m 26(1.268-1.294) -
36 3.995-4.031 1 m 2a(2.513-2.565). 36(3.717-3.759) 38(83.506)
70.064 36
- 3717-3.759 1 m 2a(2.513-2.565). 36(3.995-4.031) 38(83.506)
3.645-3.680 1 m - -
68.893 3 3
3.728-3.769 1 s - 36(70.064)
38(83.506). 45(126.463).
55.405 39 39 4.607-4.530 2 m -
41(145.208)
55.210 21 2la  4.033-4.094 1 br ¢(7.02, 7.02) 23(1.231-1.247) 24(72.953)
11, 32(48.427).
49.754 10, 33 10, 33 3.136-3.160 4 m 11, 32(3.291-3.295)
8(145.593)
10, 33(49.754).
48427 11.32  11.32  3291-3295 4 m 10, 33(3.136-3.160)
13(149.869)
53(2.366-2.410). 53(2.101-2.147).
38.609 2 2a  2.513-2.565 1 m
36(3.717-3.759) . 36(3.995-4.031)
2.366-2.410 1 m 53(2.101-2.147), 2a(2.513-2.565) 45(126.463)
37.733 53 53 3(68.893). 38(83.506).
2.101-2.147 1 dd(13.12, 8.09) 53(2.366-2.410) . 2a(2.513-2.565)
45(126.463)
1.268-1.294 1 br d(6.87) 54(0.89)., 26(1.54), 24a(3.54)
25.700 26 26 ddd(13.77. 7.36.
1.515-1.573 1 3.13) 54(0.854-0.936) . 26(1.515-1.573)
15.357 23 23 1.231-1.247 3 d(7.02) 21a(4.033-4.094) 21(55.210)., 24(72.953)
9.985 54 54 0.854-0936 3 m 26(1.268-1.294), 26(1.515-1.573) 26(25.700). 24(72.953)
— 47 —_ — —_ — —_ —_
— 50 — — — — — —
- - 27 4.607-4.530 1 brs - -
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