At ATRRE AR & A5
oE(EREAHAFRAGER 401121

HESKS  RO43 TEIRERS A XEHS  1001-0408(2014)21-1973-03

DOI 10.6039/j.issn.1001-0408.2014.21.18

B OE A R SR ARSI k. Tk RN CEENF R AL AR R, B L H E R A E &
ZRFERRIE, A AR B8 AT KR 2 AR B S5 I B B 2k KA (0.01 mol/L A8k 2 4% ik ) 69 pH Ao ;5 5F )
AT ERT R, ZR AHIILA 110(EARAZ1.0me) Bl 52 BB Z LA 4:1, KGN FedpH 4 6.5 8 F 4 30
ml x4 T F Pkl 2 ABR IS Ak 69 L3 R 29 4 80% , - F 3424 A 150 nm. EFBHEMH T HEHKXE10d %4 CFHRAECANA,
EPHERROHFEEZFALEITFEL(P>0.05), 4t ZHAHE&E T LM LTI RA LTS, OHF4S, LEah NG
S RAF

KR AR IR TEENE

Preparation Technology of Tretinoin Liposomes
CHEN Bo(Chongging Huapont Pharmaceutical Co., Ltd., Chongging 401121, China)

ABSTRACT OBJECTIVE: To provide a new method for the preparation of stable Tretinoin liposomes. METHODS: Tretinoin li-
posomes were prepared by using ethanol injection method. Ratio of drug to lipid, ratio of phospholipid to cholesterol, pH and
amount of hydration medium (0.01 mol/L phosphate buffer) were optimized by single factor and four factors-three levels orthogonal
design using encapsulation efficiency as index. The stability of preparation was investigated. RESULTS: The optimal technology
was as follows: the ratio of tretinoin to lipids was 1:10 (1.0 mg tretinoin) ; ratio of phospholipid to cholesterol was 4:1; pH and
amount of hydration medium were 6.5 and 30 ml; encapsulation efficiency was about 80% and mean particle size was about 150
nm. There was no statistical significance in mean particle size and encapsulation efficiency of preparations at room temperature for
10 days and at 4 °C for 6 months (P>0.05). CONCLUSIONS: The preparation technology is simple and feasible; and the prepara-

tion is reasonable in prescription and stable in a short time with good encapsulation efficiency.
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HYLEMETE Rl 1~50 mg/L.
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Fig1 Results of single factor test

A. amount of drugs; B. ratio of drug to lipid; C. ratio of phospholipid to
cholesterol; D. pH value of hydration medium; E. amount of hydration

medium

H 1 1 AT R BT M 3 R AR 4 A TR T 1R 1.0 mg I i
{5 R I G T R T 2454 T O 5 i o PR A R

- 1974 - China Pharmacy 2014 Vol. 25 No. 21

BRI W ARALANG BB M A T AT AT b, TCTEIE AR,
SEMIARBUA . Y25 R E T, B R i B Y
ZNEHRIRE 1 8, AL B R IGE s (A 1:8 -, f ks
AR . BRI RO, G B A58 (H IR R
Kz S HUIR BT E PEREAR , DR DK B P o 2 il /e —
TN BG5S IHE R Ho 4 L AR s . IR
3w, A5 IR R WP 5iR T2 R iR A AL 237 2
KRB/, B3R T XU T AU, R ER TR, KA BipH
XL R ALK, 2 pH O 6.5 B R iRl BRI K. 4EA
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BB 25 R R BROAZE AR T4 1.0 mg. LA 3
HN FHAEPR, 4% Lo (3") L HFIE SIS, 1E S B ) R K 57K
UL 1, IE A ER A R G e 22 M WK 2, T7 ZE e A R L
3.

F1 EXHBHERSKFE

Tab 1 Factors and levels of orthogonal test

K- - - k3
Alw:w) B(w:w) C D,ml
1 1:10 3:1 6.0 20
2 1:12 4:1 6.5 30
3 1:14 5:1 7.0 40

®2 EXHBEERSHESHT
Tab 2 Results of orthogonal test and analysis of range

EES

=1 37
i " 5 C 5 LR, %
1 1 1 1 1 53.97
2 1 2 2 2 81.63
3 1 3 3 3 60.13
4 2 1 2 3 63.22
5 2 2 3 1 68.16
6 2 3 1 2 63.25
7 3 1 3 2 58.77
8 3 2 1 3 67.24
9 3 3 2 1 65.33

K, 65.243 58.653 61.487 62.487
K, 64.877 72.343 70.060 67.883
K; 63.780 62.903 62.353 63.530
R 1.463 13.690 8.573 5.396
£3 HENWER
Tab 3 Analysis of variance
B WV Al F Fla A4 P
A 3.478 2 1.000 19.000
B 294.592 2 84.702 19.000 <0.05
C 133.646 2 38.426 19.000 <0.05
D 49.164 2 14.136 19.000
s 3.48 2
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Fig 2 Distribution of particle size of Tretinoin liposomes
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Tab 4 Results of stability test of samples

iH FESAE L IE] 20120901 20120902 20120903
SRR, pm 0d 147.2 159.2 142.5
L 10 d 148.7 160.1 148.2
4°C 37 150.6 157.3 151.2
4°C 61N 159.1 166.2 1573
fAE%, % 0d 82.56 82.14 83.19
10 d 82.10 82.35 81.32
4°C31MH 81.28 80.35 80.77
4°C 61 78.07 77.24 78.32
3 it
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oA s IR BT A R4l A TR VR0 T2k, o JC 1A 24007 B Ui S 24
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FEARTCRHARAE T o R dpe 20 1k 458 SR g A ik I S A 5 1)

TENR AT 5 1 B v, JooK ZBE25E A AR By i e,
7500 5 36 18 1] 4% B S AR A o K, T B TTCTRE I 5% W 5 i I

ity TR AR R DEIE ST RRE R 2, IR AR A st
DR, AN Sy &, HAERAERT N RGP
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