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Abstract  Objective : To explore the mechanism of apoptosis of lung cancer cells (IC-6) induced

by recombinant human tumor necwsis factor (GhTNF).

Methods : The in situ cytotoxicity assay, qualita-

tive amalysis of DNA fragmentation and flow cytometry were used in this study. Results : Treatment with

thTNF led to fragmentation of DNA into nucleosemal oligomers. This event preceded cell death in several

hours and had close correlation with concentration of thTNF and time of treatment. Treatment with DNA
topoisomerase 11 inhibitor accelerated the thTNF-mediated DNA fragmentation. Conclusion : thTNF ex

erts its cytotoxic effects on the lung cancer cells through activating their apoptosis.
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Tab 1 Cytotoxicity and flow cytometry in 1.C-6 cells treated differently (% x 5)
Trealmenl Times( {/h) Cylotonicity( % ) Flow cylomelry
thTNF( 100 ng/mi} 6 5.5+0.2 364+0.8
12 154+0 6 10.31+1.3
24 320+1.4 27.42+£2 0
36 52.6+2 4 33,7131
thTNF( 200 ng/ml} [} 14.0x0.3 10.78+ 1.0
12 H.6x0.8 2.00+1.4
A 58.4+£1.6 32.64+£2.9
36 80.4+2.5 44 .36+£3.8
Dactinmyein{ 10 pmol-L) 6 4.6£0.2 1.59£0.4
12 18.6+0.8 15 24£0.9
24 58.7+2.0 13 69+1.1
3 9,622 8 2 87:1.8
HTNF{ 10 pmol/L) + Dactinmyewn( [0 pmol/L) 5 24407 15.73% 1.7
12 W50 8 26.55+1.9
24 6d.4+2.8 38712 4
3 86.4%3.0 48.32:3.1
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Fig1 Electrophoretic analysis of DNA on 1. 5% agarose
gel. DNA was extracted from untreated LC-6
cells (lane A) and from intubation with rhTNF
(100 ng/ml) alone for 12 h(lane B), 24 h (lane
C) and 36 hours (lane D)
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Fig2  Electrophoretic analysis of DNA on 1.5} agarose

gel. DNA was extracted from untreated LC6 cells
(lane A) and from intubation with rhTNF (100
ng”mD+dactinmydn D(10 :mol”L) for 12 h (ane
B), 24h(lane C) and 36 hours (lane D)
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Fig 3 LC-6 cell death under Transmission electron micro-
graphs death : Condensation of chromatin and con-

tract of the nuclear membrane (TEM X 10 000)
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