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Safety Evaluation of Tetrandrine Polylactic Acid Microspheres
HU Ze-li, CHENG Guo-hua, PANG Ting-yuan, CHEN Juan, WANG Xiao-le(Dept. of Pharmacy, The Affiliat-
ed Tumor Hospital of Guangzhou Medical College, Guangzhou 510095, China)

ABSTRACT OBJECTIVE: To evaluate the safety of Polylactic acid microspheres (TET-MC). METHODS: The in-liquid drying
was used to prepare TET-MC. The acute toxicity LDs, test, venous and muscular stimulation test, allergic test in vitro were conduct-
ed. RESULTS: The value of LD, for mice with intravenous injection was 158.9 mg-kg *. There was slight muscle stimulating, but
no veins stimulating, allergic reactions. CONCLUSION: Toxicity of TET is decreased by microsphere and TET-MC is basically
safe.
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Tab 1 The LDs level of different drugs in mice after one
time intravenous administration

) %ﬂ%l o6, 1 G A s 95%uHﬁI§E
/mg-kg (LgD) n /n /mg+kg /mg-kg

TET{EAHRDA 65.00 1813 10 10

TETHATHQA 5200 1716 10 7

TET RO 41,60 1619 10 5 4160 3670 47.20

TET T4 328 1522 10 3

TETHATHOA 26.24 1425 10 0

PLA-MCD4 800.00 2903 10 10

PLA-MCQH 640.00 2.806 10 7

PLA-MC4 512.00 2709 10 4 52320 46100 59370

PLA-MC@# 409.60 2612 10 3

PLA-MCOA 327,68 2515 10

TET-MCD4 250.00 2398 10 10

TET-MCQ41 200.00 2.301 10 7

TET-MC4 160.00 2204 10 4 15890 13790 18380

TET-MC®# 128.00 2.107 10 3

TET-MCO# 10240 2.010 10 1

P L 12 B, LA R 24, e e B, R MR A
M B G5t ek, B M A . 28 LA A iv TET-MC iR &
(8 mg-kg ), 5 Hiv A A BRER KA Jy BT 6 5 2 4 A2
Hiv TET S (8 mg-kg 1), 4 B iv &2 A FER KA A B
PR AR ZRBL L mL, AR R LR, 1223 d, B RS ZG R AIAR KR
Y5255 48 h X R S A A T AL IR WL, W SR 485 o I A 4
BRETE—2P A, THESAE 1 em A2 A5 BC— BRI AS , 7 B A 10%
P PR T A P 61, R T R B 2K A . B A —F e
RS HEAT 14 d ORI TSRS, LB 448 o i [ RE B9 05 Ak
BE BUR AT ARG . A28 )T, R T SRR R R 5
A LL A, JR 0 I 4 1 S S Y JE B S Tt i S B 4
SRERAH YT R SR BV 22 S R v SR AR IR R A
Jok & B 58 &, A UL AR ORE N S AR, BT TET I 5 R
TET-MC 755256 75 1t JG B S W il et o Bk o 2
AAY R 1.

E F
Bl BZEHRIEALYFE(100x)
A A FLEL K ZH (48 h) s B.TET PR 2H (48 h) ; CTET-MC IR B ik 41
(48 h) ; DLEFRER /K20 (14 d) s E.TET H: 4520 (14 d) s FTET-MC IR &
W (14 d)
Fig1 Pathohistological photograph of ear vein (100x)
A. normal saline group (48 h) ; B. TET injection group (48 h) ; C.
TET-MC suspension group (48 h) ; D. normal saline group (14 d) ; E.
TET injection group(14 d) ; F. TET-MC suspension group(14 d)

rREZG G 2012455 23 45455 154



2.3 ALAREHESE

BVE 2% G 6 SR B R ZE A Mk b i, SR IR I i
Pk, 55 LA BRBEDY S AL im TET HE & (8 mg-kg 1), 45 BB
DU Sk UL im 25 25 A B /K VR B P B8 565 2 21 2 TR A DU 3k UL im
TET-MCIRZ (8 mg-kg ), 47 R A% DUk UL im 8525 4= BEER /K
VERBAPERTE . Z5250KFR 1 mL, K 1R, 15453 d. 9 E W
S LGRS 14 d 5 A O BEVY Sk UL, AT VI, I
S AL Sy 0 o S IV S Y 3 I R, B A T 4L 8L A
., WHALY R BN, 4525 14 d J5 IPEXT B4 S LA 41 2t
TEH R W ARSI s TET VSR AL 2AE S, S LA 44T
HE4k ; TET-MC 4 AT WL AceR o0 A T AILPA v, Bk Jo] BRI 4R S
7, LA e b IR 4, W TET 51K TET-MC #54 — &
HINLA A . WLAE

SR ERY] A UL 2,

A C
B2 AAALRFEYHE(14d,100x%)
ALK ; B TET i 4H s C. TET-MC iR B2
Fig 2 Pathohistological photograph of muscular (14 d, 100x)
A.normal saline group; B.TET injection group; C. TET-MC suspension

group
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Tab 2 Results of PCAtest of SD rai8 x+s6n 60
TR TR SR B2 )/ F ()

i HHEHn o o 3 o
il 6 0(10£03)  0(L0£01) 0 0
PR B 6 6(260£32) 6(180+21) 6(14423) 6(10.0+18)
TET-MC 54 6 0(10£07)  0(06+02) 0 0
TET-MC &4 6 0(1.0£06)  0(1.0+02) 0 0
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