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Tab 4 Results of content determination of 6 active
components in M. alba(mg/g,n=3)

Bids  FARR REFA SRR EREF R R¥%
I 0.1610 0.101 0851 0.532 589 0.808
2 - 0.209 0380 0430 9.05 1360
3 - 1320 1430 0723 596 0942
4 0.0325 13% 0430 2150 321 0.536
5 - 2470 0.368 0872 3 0.759
6 0.0952 1820 032 0715 481 0524
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Study on Micronization Technology of Alitretinoin Crude Drug
YANG Yujin, TANG Shutang, WANG Shaohui (R&D Center, Chongging Huapont Pharmaceutical Co., Ltd.,

Chonggqing 401121, China)

ABSTRACT OBIJECTIVE: To screen the optimal micronization technology of Alitretinoin crude drug. METHODS: Using

characteristic value of particle size distribution [d(0.9)] and the content of impurity A of crude drug after crushed as indexes,

crushing method (universal pulverizer, ball crusher, airslide disintegrating mill) , crushing gas source (compressed air, high

pressure nitrogen) and crushing pressure (0.2, 0.4, 0.6 MPa) of Alitretinoin crude drug were screened, and validation test was

also conducted. RESULTS: The optimal technology was as follows as airslide disintegrating mill, high pressure nitrogen as gas

source, at 0.4 MPa. In validation test, particle sizes for 3 batches of crude drug after crushed were 8.57, 8.55, 8.54 um (<10 um,

RSD=0.15% ,

n=3). The content of impurity A was not increased compared with before crushed (0.07% ). CONCLUSIONS:

Screened micronization technology of Alitretinoin crude drug is feasible and stable in quality.
KEYWORDS Alitretinoin; Micronization technology; Crushing technology; d(0.9); Impurity A
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Tab 1 The d(0.9) , contents of impurity A and purity

/E\

fEm

of alitretinoin prepared by different crushing

methods
WS Wk d(09),pm  FEATE, % ¥, %
1 TTRER BELR B 25.12 0.56 99.21
2 FRIEHLIH A5 12.03 0.42 99.17
3 B REHLRRE 7.96 0.07 99.87

IFE LA LA Y, B A4 A B2 % O BERS R HL AN 3R
FEPLET TR RIS d(0.9) KT 10 wm, 1 B ARy it 2
Hh 2% )5 A4 0.07 % ¥4 inE] T 0.56 % F10.42% , E H
TR R . SR R LI TR, d(0.9) 3
/NTF 10 wm, 24 RIS 2 o DRI 6 FH A0 R R ML
BT A A BRIES TR
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AE [F)— A BB 20 ) R 4 2 U R R R
TERYFEIE 124 0.6 MPa ™ X Bl 1) 4k A BRIEA A3 04 , A5

FEfh R WAL 2,
K2 AEKBETHERFI4 ATBERI09) EFAS
ERMAE

Tab 2 The d(0.9) , contents of impurity A and purity

of alitretinoin crushed by different gas sources

WEgs  BREAR d(0.9), pm TRA T, % A, %
1 KA A, 8.15 0.22 99.54
2 R A 7.96 0.07 99.87

N 2RI, SR FH 40 25 AR R AR BT R 4 A TR A
Pt FE P25 A 1 0.07 %351 0.22 % 3T AR 5 >R
1o R USRS AR, BT 4 A TR R e 3l A R R AN A
T
2.5 SimMENUEE S1HE

e [A) — B AL, SR e T UM S R, R
FHAS TR 1 38 25 AR 00 0 B g % B 1) 4 A R A 7 <
T R I, S5 2R AR 3.

R3 AEHEEENTHEEFFI4E ABRK 4(0.9) (R
ARERHE
Tab 3 The d(0.9) , contents of impurity A and purity
of alitretinoin crushed by different pressures

RS B, MPa d(0.9), pm A TE, % 4R, %
1 0.2 11.21 0.07 99.87
2 04 8.52 0.07 99.87
3 0.6 7.96 0.07 99.87

M3 AT LUE YRy R 1 43908 0.2,0.4,0.6
MPa i, By #4521 ¥ BT 24 A FRARLAZ 5341 d(0.9) 43 51
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HR 2% SEORIE N, 4l N T R
2.6 DEHIFXIE

TE R R HL SR R/ SRR #
W J1 4 0.4 MPa, #E47 3.0 kg Bl F1 4 A 12 J50R} 24 1 45
T, SHEAE il e 45 2R WL 4.

R4 WIFKBEER
Tab 4 Results of validation test

v iass d(09), pm TRIF AT, % 4 %
1 8.57 0.07 99.87
2 8.55 0.07 99.87
3 8.54 0.07 99.87

A FTLUE 2ok R R RSO SR R )
Sk 0.4 MPa sy 8 45 2] 119 BT 1) 24 A R d(0.9) 35 {E N
8.55 pum, 3 LKL EE 43415 ) RSD 4 0.15% , 3 i ot 7 v e
JEARBEIN, SEEAS R R I UERA L T 2 4 R vl e .
3 ITig

A TR T 233 AU IR BT ) A A TR SRR 245 1R R 43
APl A 1) AL, 25 SR T 3OS [P 1, b i ok

2GS 20184F55 29 B4 T

o 2 A S L7 S B 5 O IR ARy B TR 0 64T T

e , A48 I DA 245 R JEE A % o4 A7 0 A i

BRI EEE IR B 5T 3R kg . Lhis A

SRR TETETE R O, BT 4E A TR ISR 8y

PRI AR AN 5 S0, e A T 2R T A T A R TR

PR IR 14 0.4 MPa IR, 0 WAL 28 vh W el x4 ) i

JE DL BT 45 A TR URH ORLB 4 22 d(0.9) 24 10 pum L)

o BZHRE T AR B R 4R AR IR 24 Y T

o SRt TR P 5 A AR AL S WAt R R R BT

Jitke

S 30k

[1] REDFERN CPF,LOVAT PE,MALCOLM AJ,et al. Gene
expression and neuroblastoma cell differentiation in re-
sponse to retinoic acid: differential effects of 9-cis and
all-trans retinoic acid[J]. Eur J Cancer, 1995, 31 (4) :
486—494.

[2] BOLLAG W, OTT F. Successful treatment of chronic hand
eczema with oral 9-cis-retinoic acid[J]. Dermatology,
1999,199(4):308-312.

[3] KARLY P,GARNOCK J,CAROLINE MP. Alitretinoin in
severe chronic hand eczemal[J]. Drugs,2009,69(12) : 1625~
1634.

[4] BLAIR HA,SCOTT LJ. Alitretinoin: a review in severe
chronic hand eczema[J]. Drugs, 2016, 76 (13) : 1271—
1279.

[5] CALEB C,JASON M, NOAH S. Alitretinoin: a compre-
hensive review[J]. Expert Opin Investig Drugs, 2008, 17
(3):437-443.

[6] BROUWERS J,BREWSTER ME, AUGUSTIINS P. Su-
persaturating drug delivery systems: the answer to solubili-
ty-limited oral bioavailability? [J]. J Pharma Sci, 2009, 98
(9):2549-2572,

[7] e, ARHE, XA R, 3 A0 Ji 0ot SR 4R A g L 3 1
AN AT R RZI ], & B 25 5%, 2017,28(1) : 119-121.

[81 Bhukye, B, Mpds , 5 A Hh s FE 55 55 R 40 A1 1Y
I E K — ko e [9]. +F B 2 4, 2017, 28(18) : 2560
2563.

(91  SRECH, FRRI AR IR LI 5 JE AN [FPRLAR 23 A Xof ) s
TR S5 25 5% ,2015,17(2) . 83-86.

[10] SAKET B,RITU G,RAVINDRA PS, et al. Effects of solu-
bility and dissolution characteristics on oral bioavailabili-
ty of alitretinoin[J]. International Journal of Pharmaceuti-
cal Research & Allied Sciences,2016,5(1) :40—49.

[11] FEZEHME G2 AR A= B 25 2 w9 3R [S]. 2015 4F
JRACRT R 25 R H ik, 2015 132134

(ki H 9:2017-10-09  f&[81 H #%:2017-11-16)
(G- )

China Pharmacy 2018 Vol. 29 No. 7 - 917 -





