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Study on process of mevastatin extraction
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Limited, NCPC, Shijiazhuang Hebei 050031, China)

Abstract: The process conditions of mevastatin extraction from mevastatin fermentation are studied. T hrough single factor
test, the optimal conditions are determined. The results show that butyl acetate as extracting solvent requires the best technot
ogy conditions: temperature 50 ‘C,ratio( butyl acetate volume/mL: mycelium weight/ g) 8. 1, time of extracting 3 hours, tem-
perature of ring closed 70 'C, and time of ring closed 6 hours. This process is simple, of high yield, and suitable for industrial

manufacture.

Key words: mevastatin; fermentation; extraction

A(HMG-COA) el ,
( mevastatin, com pactin)
ENDO 1976
( 1), Sankyo , ,
( pravas-
tatin) t=3 )
:2009-08-31; : 2009-09- 27 )

(1978-),



27

36
( =
) : =
0 2 4 6 8 10 1
HO Y ¢/min
0 *(:f
e B2 £ T A S H PLC [
‘:I'Ig(';é’cﬂ3 Fig.2 HPLC chromatogram of mevastatin
reference substance
B 1 % RAIT X
Fig.1 Mevastatin structural formula HPLC )
2.3
1 10mL, 100 mL
. 100 mL R 30 C
2 2 Ll
_SIGM A : ’ : s 4 h, (Hg/mL) ,
2 2 x 1
, Waters ;SHB- I = ——x 100
10
? 2.4
; T-1000 5
, Heidolph ; pHS23C ,
; DZF6050 , 96%
5 SXJO-1 ,
2.5
’ 2.5.1
; (
2.1 (mL) (g=5 )
: Diamonsi Cis (4. 6 mm X 250 mm, ) 40 C,
5 Hm), , ~0. 05% ( ) (1,2,3,4,5,6 h)
, ) ( 78: 22), , 3
1. 0 mL/min; :238 nm; : 20 BL 100
: X 80
7. 1 min, ﬁ_ 0 /\0———%—4
1 500 0.5 mg I mL i 40
, 20 ML, R - 20
, 0 2 4 6 8
99.80%(n= 5),RSD 0.20%; IR /b
99. 89% (n= 5) ) RSD 0. 20% ]@ 3 ’lfi%ﬂl EH'JET] X‘j’a‘i%ﬂxﬁé T?Q/;"I%J
HPLC 2 Fig.3 Effect of different extracting time
2.2 on yield of mevastatin
2 2 3 7
pH N , 2 2 2
( )7 ? ? 3 h ? B



37

2.5.2
, (25, 30, 40, 50,
60,70, 80 C), 3 h,
R 4
98
8 94
ﬁ 90
® 86
82

26 46 60 gl() 160
3R /T
B4 RIUEFHRIRE 8GR

Fig. 4 Effect of different temperature on yield of mevastatin
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Fig.6 Effect of different tem perature on ring closed yield
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Tab. 1 Results of process validation %
0901 0902 0903 0904 0905
w( ) 98.61 99.00 98.87 99.26 99.13
w( ) 0.62 0.53 0. 65 0.47 0.43
w ( ) 0. 14 0.12 0.14 0.12 0.09

77.31 75.82  76.20 74.65 74.12
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Tab. 3 Standard vaporization heat of normal organic compounds

R
G
Et r Pr n-Bu R—C5H 11 HrC()H13 n—C7H15 n—Can H—C9H19 n—Clon1
42.3 47.5 52.3 56.9 62.8 67.8 71.0 77.8 82.9
OH
41.7 47.5 52.9 58.0 63.0 67.8 72.5 77.2 81.7
— 27.6 32.5 — — — — — —
OMe
21.8 27.6 33.0 38.2 43.1 47.9 52.7 57.3 61.9
24.7 28.9 33.5 38.2 42.8 — 52.4 — —
Cl
23.4 28.9 34.1 39.1 43.8 48.5 53.1 57.6 62.0
27.6 31.9 36.7 41.4 46. 1 50. 8 55.8 — —
Br
26.6 31.9 37.0 41.8 46.5 5.1 55.5 60.0 64.3
31.9 36.2 — — — — — — —
I
31.1 36.2 41.1 45.7 50.2 4.6 58.9 63.2 67.4
27.3 32.0 36.6 41.1 45.8 0. 6 53.3 — 64.5
SH
27.0 32.1 37.0 41.6 46. 1 0.6 54.9 59.2 63.4
32.0 36.3 40.7 45.2 — — — — —
SMe
31.1 36.2 41.1 45.8 50.3 4.7 59.1 63.3 67.6
27.2 31.1 — — — — — — —
OEt
27.2 33.0 38.4 43.6 48.5 5.3 58.1 62.7 67.3
29.7 34.5 38.8 — 47.7 — — — —
CHO
29.2 34.6 39.6 44.4 49.1 53.6 58.1 62.5 66. 8
34.9 38.2 42.3 — — 56. 4 — — 71.8
COMe
32.8 38.2 43.2 48.1 52.7 57.3 61.8 66.2 70.5
38.6 41.9 — — — — — — —
COEt
38.4 43.8 48.8 53.7 58.3 62.9 67.4 71.8 76. 1
56.2 58.0 65.0 72.4 74.6 8.3 82.4 89.4 —
COH
55.0 60. 3 65.2 70.0 74.6 .1 83.5 87.9 92.2
— — 43.1 48.0 51.6 56. 4 — 66.7 71.4
CO,Me
32.9 38.2 43.1 47.9 52.5 57.0 61.4 65.8 70. 1
39.1 — — — — — — — —
COzEl
38.5 43.8 48.7 53.5 58.1 62.6 66.9 71.4 75.17
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