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Summary
Human solute carrier family 35 member F2 (SLC35F2) belongs in drug/metabolite transporter superfamily and is

suggested to be a potential oncogene of non-small cell lung cancer. In the present study, we investigated the involve-

ment of SLC25F2 in cell proliferation and gefitinib sensitivity of lung adenocarcinoma using Ab549 (low gefitinib

sensitivity) and PC-9 (high gefitinib sensitivity) cell lines. Gene silencing of SLC35F2 using siRNA suppressed cell

proliferation and arrested cell cycle in both A549 and PC-9 cells. The expression of SLC35F2 gene was attenuated

in gefitinib-resistant PC-9 cells; however, gene silencing of SLC35F2 did not affect gefitinib sensitivity in both A549

and PC-9 cells. None of thiamine, pyridoxine, folic acid, and nicotinamide had effects on SLC35F2 function and gefi-
tinib sensitivity in both A549 and PC-9 cells. These results indicate that SLC35F2 plays a role in cell proliferation

of lung adenocarcinoma but is not involved in its gefitinib sensitivity.
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Fig. 1 Proliferation of A549 and PC-9 cells treated with siRNA for SLC35F2.
Cells were seeded onto a 96-well plate and treated with each siRNA. The number of cells was quantified at days 0, 2, 4 using a
WST-8 assay. Values shown are means+ SD obtained from three experiments. No siRNA, cells treated with vehicle; control, cells
treated with control siRNA; siRNA1 and siRNA2, cells treated with either of two siRNA for SLC25F2.
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Fig. 2 Cell cycle progression of A549 and PC-9 cells treated with siRNA for SLC35F2.
Cells were seeded onto a 12-well plate and treated with each siRNA. The percentages of cells in GO/G1, S, and G2/M were
determined at day 4 by DNA content analysis using propidium iodide and an image cytometer. Values shown are means=*SD
obtained from three experiments. Means (GO/G1 or S+G2/M) with different letters are significantly different (P < 0.05). Control,
cells treated with control siRNA; siRNA1 and siRNAZ, cells treated with either of two siRNA for SLC25F2.
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Fig. 3 Gene expression of SLC25F2 in the gefitinib-resistant
PC-9 cells.
Cells were treated with 0, 0.01, 0.1 and 1 xM gefitinib and
the relative amounts of SLC25F2 transcript were deter-
mined by real-time PCR method. Values shown are
means+SD obtained from three experiments. Asterisks
indicate significant differences from cells treated with
0 uM gefitinib (Dunnett’s test, P < 0.05).
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Fig. 4 Gefitinib sensitivity of A549 and PC-9 cells treated with siRNA for SLC35F2.
Cells were seeded onto a 96-well plate and treated with each siRNA and the IC;, doses of gefitinib. The number of cells was
quantified at day 4 using a WST-8 assay. Values shown are means+SD obtained from three experiments. Control, cells treated
with control siRNA; siRNA, cells treated with a siRNA2 for SLC25F2.
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Fig. 5 Effect of B-complex vitamins on the proliferation of A549 and PC-9 cells treated with siRNA for SLC35F2.

Cells were seeded onto a 96-well

plate and transfected with each siRNA and B-complex vitamins. The number of cells was

quantified at day 4 using a WST-8 assay. Values shown are means+SD obtained from three experiments. Control, cells treated
with control siRNA; siRNA, cells treated with a siRNA2 for SLC25F2.
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