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Effects of PLA and PLGA on micronuclear frequencies

of peripheral lymphocyte (MF) and frequencies of
nuclear deformity (FND) in mice at different time

Pre-treatment a 3 d 10 d 25 d 55 d 90
Groups/mg-kg-! .
MF FND MF FND MF FND MF FND MF FND MF FND
Control 0.2 2.74 2.3 0.2 1.8 0.2 1.6 0 1.78 0 1.77
PLA 122 0.2 1.42 1.36 0 1.48 0 1.36 0 1.4 0.8 1.77
488 0.1 1.57 25 6.2 1.2 0 2.0 0 1.56 1.2 0.99
122 .3 . 0.2 1.39 0 1.29 0 1.23 0 0.97 1.2 1.76
PLGA 0 1.25
488 0.25 1.6 0 1.6 0 1.4 0 1.4 0 1.8 1.0 1.4

X} BN I TR i, K E i
PBERAE 0 —0. 3% FE B il 1 PLA Al
PLGA ZA-F B H AR IS B Wik s, =&
EBFEEER, BERBBRANBES
BAETY 2RI ot R MIFa, AT/

EHRHEREEN, SRAMBE RN
0.8%, PLA122mg/kg, 488 mg/kg 4 %
#0.8711.2%, PLGA 122 mg/kg, 488 mg/
kg 43 51,2711, 0%, SEFEBHH & B
BABBEEZER(P>0.05), ERF2,

B B 22,
Table 2. Effects of PLA and PLGA on micronuclear frequencies
of polychromatic erythrocytes of bone marrow in mice
Dose Number of Micronuclear Micronuclear
Cell number P
(mg/kg) animals cell frequencies %,
Control 5 5000 4 0.8
PLA 122 5 5000 4 0.8 >0.05
488 5 5000 6 1.2 >0.05
PLGA 122 5 5000 6 1.2 >0.05
488 5 5000 5 1.0 >0.05

=. ZBRTEH Ames iR
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HfE R —R . ZRUBAR ™ 42—
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WHO AREFEAR S, EW LY
W, R T 100 mg/kg/x ¥ 2-EHA
RESSE BN, MERF MEN L
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Table 3. Results of mutagenicity test of administering the
Stannous Octoate (Values are mean+SD)

Drugs and TA 102 TA 100 TA o8 TA 97
Concentrations - _

(ug/Plate) So9+ S9- So+ S9- S9* S9- So* So9-
Reversion 256.3+13.0 195.7+9.5 130.7:+3.1 112.7+11.0 60.0+2.0 44.0+7.8 105.3+18.8 98.0+11.1
DMSO 311.8+29.7 193.7+7.1 98.3%11.5 94.3+13.7 86.0%3.2 78.0:x2.3 80.0+13.958.0+6.1
Stannous 5 228.7+9.9 208.7+11.2 98.3+8.5 85.0%*4.4 76.0x12.554.0+2.8 92.0+5.6 77.0+15.1
Octoate 50 225.0+13.3 197.0+4.6 95.3%5.5 85.5+0.7 81.0%12.0 56.0%3.5 81.0+5.0 68.7+11.2

100 196.0+35.5 134.3+19.7 91.3%3.2 90.3+1.5 80.0%7.1 48.0%7.8 78.3%5.7 44.7+17.9
200 207.7+6.3 186.3+11.1 99.3+4.0 87.0%2.6 68.0%11.0 55.0+7.0 72.0%17.161.7%7.8
400 220.7+14.5 153.7+8.1 89.3%8.1 76.3%*1.5 77.0x7.2 41.0%1.2 70.7+5.9 55.7+11.2
600 216.7£20.8 189.0+4.4 102.7+6.4 82.7%+3.1 76.0:6.0 48.0%£5.8 65.6%+12.264.3%21.5
2-AAF 10 >1000 >1000 .
50 >1000
Sodium azide
10 >1000

2,7-2AF 10
Mitomycin C
10 >1000

>1000

e PR P RO B TR ST & V) 500 mg/kg/
AN¥HE, HE BB EEN.3 mg/ke,
o4/ R cE, Hi& 2-EHA B &RIN
0«24 mg/kg, IORBEHFEMBEAMY T2.6X
10 *mg/kg/x, Ma B PLA #1 PLGA
Hh 2R 5% & Bm T ik .
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R=0/0, .

PLA #i PLGA # R 3845 R ¥ K0/0,

Bkt PLA #1 PLGA B B35 58K
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Mutagenicity Study of The Polylactide and
Polylactide-Co-Glycolide

Fu Xjaomin, Le Junyi!

(Zhejiang Academy of Medical Sciences, Family Planning Research Institude,
1Institute of Labour Hygiene and Treatment and Preévention of
Occupational Disease, Hangzhou 310013)

ABSTRACT

The evaluate of mutagenicity and cytotoxicity on control release drug-load carrier — biode-
gredabale polymer polylactide (PLA) and polylactide-Co-glycolide (PLGA) was determined by
micronucleiy test, Ames test and cytotoxicity test.

During 90 days after injecting PLA-or PLGA in mice, the frequencies of micronuclei
of peripheral lymphocyte collected at different time in control group and in each dose group [of
PLA or PLGA were 0—0.2%,. The frequencies of micronuclear of bone marrow were 0.8—1.2%,.
There was no significant difference in these two parameters between control and PLA or PLGA.

The results of Ames test showed that the number of colen reversion of stannous octoate in
different concentrations, a catalyzer in the synthesizing polymer PLA or PLGA, has no signifi-
cant difference as compared with their self-reversion.

The results of cytotoxicity test Showed that the reaction indexes of PLA or PLGA were
R=0/0.

All of parameters tested in present study are negative, and therefore, there were no mutag

genicity and cytotoxicity appeared in both PLA and PLGA.
Key words Polylactide, Polylactide-Co-Glycolide, Stannous Octoate, Mutagenicity, Cytot-

oxicity





