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ABSTRACT :In order to evaluate the mutagenic potential of Intralipidos produced by Greenmate
cooperation, We performed Salmonella typhimurium reversion assay, chromosomal aberration test on
chinese hamster ovarian cells and in vivo micronucleus assay using mouse bone marrow cells. In the
reverse mutation test using Salmonella typhimurium TA98 and TA100, Intralipidos did not increase the
number of revertant at any of the concentration tested in this study. Intralipidos did not increase the
number of cells having structural or numerical chromosome aberration in cytogenetic test. In mouse
micronucleus test, no significant increase were observed in the occurrence of micronucleated
polychromatic erythrocytes in ICR male mice intraperitoneally administered with Intralipidos. These
results indicate that Intralipidos has no genetic toxicity under these experimental conditions.
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Table 1. Reverse mutation test of Intralipidos in Salmonella
typhimurium

No. of His" revertants/plate

Group Dose S9 mix
(uiiplate) TA98 TA100
Negative 0 223207 22274257
Intralipidos 100 - 2334252 247.0+29.5
50 - 20.0+£2.6  190.7+3.8
25 - 267+49  1983+1.1
125 - 140436  181.7£159
6.25 - 203+32  2283+4.7
2-AF” 10 pg - 44.0+2.0*
1ug - 21.0+3.5
0.1 pg - 15.745.0
SAZY 1pg - 435.3441.5*
0.1ug - 221.7+19.8
0.01 ug 190.3+27.9
Negative 0 + 46712  233.0+159
intralipidos 100 + 583+21.0 204.7+24.1
50 + 543+120 231.3+83
25 + 363+14.7 232.7+12.7
125 + 35.7+6.1  207.3+13.1
6.25 + 4834107 196.0+8.7
2-AF 10 pug +  1290.0+69.4* 396.3+116*
1pg + 291.0+34.9* 276.0+19.0*
0.1 g + 61.0£11.1 209.7+14.0

a), prensented mean+S.D.; b), 2-aminofluorene.; °), sodium azide. *,
significantly different from negative control (p<0.05).



456

TA98, TA1000] W& EHHe] AFre SAHET
o] 2w o)A F7h8lA] ¢ghem &5k oEA <l WheS
el ] erokeh. =3k S9 mix H7le] H-(HAMEA
H), dAA ez AR o A 23E By
o}, BAIR A A28} AN FEA Q] sodium azide,
2-aminofluorene®] E-FEQAHo] W A o
AN B5 2AEAWe) A4} daEn
ok fre14 9l Z7hE hebglck(Table 1)

2. M OA AIE
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AN ZF w2 AHEA Mo A0
Ab A 3 (TA: Total number of aberrant cells excluding
gaps)®] YT 2447} A= (2.5~3.0%) 2
48A17F AHB]T(2.5~3.0%) 2T S HEZIF(G.5~
4.5%)% F2l27F et Polyploidy Al %2 238
% 2441 7F A8]3+0.2~0.4%) 2 48X 7F A2 7(0.2~
0.4%) 25 4927 (0.4~0.6%)= F2x7F 9
th(Table 2).

A st oA 2w AEEA AelTe] o
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excluding gaps)®] Z¥HIEE S9 mix B 7.5~
3.0%) % S9 mix H7}(2.5~3.0%) BF LT
(4.0~5.5%)7F 2127 §1sdc}. Polyploidy A9 &
45 S9 mix B]H7}H(0.4~0.6%) 2 S9 mix A7+

Table 2. Chromosomal aberration test of Intralipidos on CHO-K, cell without metabolic activation

No. of Structural Aberrations

Dose Time Obsered s b)

Compound a TAG (% TA (% Polyploid %

P (ymD (e’ cell ctg csg ctb csb  cte cse Fig (%) %) yploidy™ (%)
Negative Control 0 240 200 1 1 2 1 2 2 1 10 (5.0) 8 (4.0) 3 (0.6)
Vehicle? 0 240 200 2 2 3 1 1 2 0 11 (5.5) 7 (3.5) 3 (0.6)
100 240 200 1 2 1 1 0 1 0 6 (3.0) 3 (3.0 2 (0.4)
Intralipidos 50 240 200 2 1 2 1 1 2 0 9 (4.5) 6 (3.0) 2 (04)
25 240 200 2 2 1 1 1 2 0 9 (4.5) 5 (2.5) 1 (0.2)
Mitomycin C 0.03 24-0 200 9 5 8 4 13 7 2 48 (24.0) 34 (17.0) 4 (0.8)
Negative Control 0 480 200 2 2 1 3 1 1 0 10 (5.0) 6 3.0) 3 (0.6)
Vehicle 0 480 200 2 1 1 2 3 2 1 12 (6.0) 9 (4.5) 2 (0.4)
100 48-0 200 2 1 1 2 2 1 0 9 (4.5) 6 (3.0 1 (0.2)
Intralipidos 50  48-0 200 1 2 2 0 2 1 0 8 (4.0) 5 (5) 2 (04)
25 480 200 1 3 1 2 1 1 0 9 (45) 5(25) 2 (04)
Mitomycin C 0.03 480 200 23 12 21 11 17 15 3 102 (51.0) 67 (33.5) 3 (0.6)

9: Contact-Recover, ”: Polyploidy cells per 500 mitoses/dose, “: 10% Saline, ctg: Chromatid Gap, csg: Chromosomal Gap, ctb: Chromatid
Break, csb: Chromosomal Break, cte: Chromatid Exchange, cse: Chromosomal Exchange, Frg: Fragmentation, TAG: Total number of
Aberrant cells including Gaps. TA: Total number of Aberrant cells excluding Gaps.

Table 3. Chromosomal aberration test of Intralipidos on CHO-K; cell with metabolic activation

No. of Structural Aberrations

Dose Time Obsered Polyploidy”
Compound 5 S9 TAG (%) TA (%
pe (WifmD) ~ (hr)” cell ctg csg ctb  csb  cte cse Fig %) (%) (%)
Negative Control 0 618 - 200 2 1 2 1 2 3 0 11 (5.5) 8 (4.0 3 (0.6)
Vehicle? 0 618 - 200 3 2 2 1 5 3 0 16(80) 11 (55 3 (06)
100 6-18 - 200 2 2 1 1 2 1 0 9 (45 5(25) 2 (0.4)
Intralipidos 50 6-18 - 200 1 1 1 0 2 2 0 735 55 2 (04)
25  6-18 - 200 1 2 1 1 2 2 0 9 (45) 6 (3.0) 3 (0.6)
Cyclophosphamide 5 618 - 200 5 3 2 2 3 2 1 18 (9.0) 10 (5.0) 3 (0.6)
Negative Control 0 618 + 200 3 2 3 1 1 2 0 12 (6.0) 7 (3.5) 2 (04)
Vehicle 0 618 + 200 3 2 1 3 2 2 0 13 (6.5) 8 (4.0) 3 (0.6)
100 6-18 + 200 2 1 1 1 1 2 0 8 40y 5 (2.5) 2 (04)
Intralipidos 50 6-18 + 200 1 1 1 1 2 1 1 8 (40) 6 (3.0 3 (0.6)
25 618 + 200 2 1 2 2 0 2 0 945 630 2 (0.4)
Cyclophosphamide 5 618 + 200 16 5 4 6 8 4 1 4422 23115 408)

®: Contact-Recover, : Polyploidy cells per 500 mitoses/dose, ”: 10% Saline, ctg: Chromatid Gap, csg: Chromosomal Gap, ctb: Chromatid
Break, csb: Chromosomal Break, cte: Chromatid Exchange, cse: Chromosomal Exchange, Frg: Fragmentation. TAG: Total number of
Aberrant cells including Gaps. TA: Total number of Aberrant cells excluding Gaps.
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Table 4. Results of micronucleus test in ICR male mice treated intraperitoneally with Intralipidos

. No. of MNPCE" PCE”
Compound Route Dose (mlkg) No. of animal (Mean + SD/1000PCE) (%, Mean+SD)
Vehicle” ip 0 6 0.331+0.51 493+55
Intralipidos ip 12.5 6 1.00+0.89 51.3+10.4
ip 25.0 6 0.83+075 §1.7+51
ip 50.0 6 0.50+0.54 37.9+7.9*%
Mitomycin C ip 2 mg/kg 6 5.6613.61* 42.4+5.6*

® MNPCE: Micronucleated polychromatic erythrocyte. ”, PCE: Polychromatic erythrocyte. 9,

Vehicle: Saline.

*, Significantly different from mice treated with vehicle (p<0.05, by Chisquare test).
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