The Japan Lung Cancer Society

Wi Ofii#542%, 5% 2002410 A
M-1

EAREA - F3F At - Bh B
BHEMRE B2

WAV A % 4 o 2o U AR SRR ORREY

[B69) 4FHC TYB SN REROFHEER L VT, 6 BROH
BRNCH BB R R L. (H5]2001 €1 A5 20024 3 A
FCOMBOERICL HIFRL 72 60 FOFHEZAR IS L, CDDP,
CBDCA, Paclitaxel, Docetaxel, Gemcitabine, Nabelbine @ &t 6 #l {2 %}
L, HDRAH:, SDIHM 2 0NEZHREREITVZOAMM L HE,
Bet L7, [BR)ESOMERKMIZ, 14255, 1B18 6, 1B4 §, A
OF, MB4BITH-1:. MEHTREL TWEWHEE T 5EEMR
PR R T o7 fEFIZ, HDRA #T 12 §1(12/55,22%), SDI & T
10 #1(10/35, 28.6%) T - 7-. HDRA ETH, 1#dBEEEZZDL
DolBlL3fl, LKOALDLDONTH, 2K 1661, 3K 115, 4
Fs@, 5 16, 6 ATXCCREUZBOHERIZEN 7. SDI
ETIR1IFLREML IO o R 1 HOARD AL, 2
Hol, sRISH, 4R 3H, 5H6H, 6ATRTEREELEDL
BRI AFTH o7, EFNOREHORERIL, HDRA & T3 CDDP
72.1%(31/43), CBDCA82.5% (33/40), Docetaxel 8.1% (3/37), Pacli-
taxel 10% (4/40), Gemcitabine, 10% (2/20), Nabelbine 62% (18/29).
SDI #: 12 CDDP100% (16/16), CBDCA100% (16/16), Docetaxel
56% (9/16) , Paclitaxel 38% (6/16) , Gemcitabine 13% (2/16) , Na-
belbine 81% (13/16) Th o7z MM Tk, BB LRELEEE L
Btal, EAN, RBEMCIATELROLh ok, [FED]C
D2, FRUMBOFEERCH LTI, HETERIREL, +
SFEET R TH Y, SDIENHIREUA RIS TAHETHo 7.
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(%55 ) #4796/ IR (26 L TR FTREHN b Eofi4 D
SRS FESRE SN TV A, EBEMRFTIILTLLT
SFTh. F4iE, b MRS R % A v T Vinorel-
bine & 5-Fluorouracil (5-FU) ®#fH % 47\>, Vinorelbine 51T
BECTHEDRIEONLZ L ZHEORETRELL.
4, BPEERIZT Vinorelbine, UFT DRI R ZREF L 72
DTHET 5.

(] & bR Sk OB MM bk PC-14 % xenograft & L
THWV, =9 ZDO/K TIZBHE L 72. Vinorelbine 2 JEFERA, UFT
BMIC TS L, (1) Vinorelbine 4 (day 1), (2) UFT
Hgh (day 1-7), (3) Vinorelbine (day 1) + UFT (day 2-8),
(4) UFT (day1-7) + Vinorelbine (day8), (5) control ®
5E: (BB 6IC) T, MHAREILL =7 ADAELFHM © R
L.

[4 %) Vinorelbine %&1Ti%5- %2 UFT %5 L7-8T, FEIC
FEgE R OPH & MR ZZD 7.

[Z8)in vitro RU invivo (2HWT, FHBRAEICH L Vinorel-
bine, 5-Fluorouracil #f Fi% 5 O #MEAR S h/z. ERARRTR
D i## T Vinorelbine, UFT $f F#E IS AR & 4 5 WM AT
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M-2 Mutation and quantitative analysis of BCRP/MXR/ABCG2
gene in lung cancer cells and tumor tissues.
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Breast cancer resistance protein (BCRP/MXR/ABCG2) of a half transporter pro-
tein is involved in resistance against mitoxantrone, and camptothecin deriva-
tives of SN-38 and topotecan. There are two distinct cross-resistant phenotypes
associated with resistant cancer cells overexpressing BCRP. It is of great inter-
est to examine the association between amino acid alternations of BCRP and
substrate specificity. Firstly, we examined BCRP mRNA expression in lung can-
cer cell lines and tissues using a semi-quantitative RT-PCR method. BCRP
mRNA expression was detectable in 4/12 (33%) cell lines and approximately
a half of 44 tumor tissues, however, the expression levels were relatively low
but functional levels. Then, to find the alterations of BCRP, we performed the
full BCRP cDNA sequences of these lung cancer cell lines and clinical samples,
using a direct sequencing method. The mutation analyses were performed in hu-
man small-cell lung carcinoma PC-6 cells, SN-38-resistant PC-6/SN2 -5 cell pan-
els, and non-selected 4 lung cancer cell lines, and clinical samples (4 normal tis-
sues and 5 tumor tissues). No mutations were found in non-selected lung can-
cer cell lines and clinical samples. PC-6/SN2 - 5 cell panels have an alteration at
the amino acid sequence 141, but not 482 which was previously reported in
other resistant cell lines. In conclusion, no mutations seem to be found in non-
selected cancer cells and untreated lung tumor tissues. Now, we extensively

.perform mutation analyses in a number of lung tumor tissues and other human

cancer tissues including hematologhic malignancies.
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(B#) CAM i3HiAME L LT, U ARAMKEIRE DB
HTRERBIHT AEROAE ST, RLIHMEIN T 2HUHEHR
KOWTHIEHERTWA, 40, Mifdlatks H5ic CAM BBR Y
B O # K] (CDDP/VP-16) & CAM & ORI & BHEHEFIRICOW
THRETT 5. [HiE) b MifMTE (A549, LCSC), < AREMNH
(Lewis lung carcinoma/LL2) % #1%t12 CAM (1,5, 10, 50ug/ml) B4
Uf CDDP2.0pg/ml, VP-16 (0.5, 1.0, 2.0ug/ml) B FIWR I RERE Y (24, 48,
72, 90hr) %2 M AAH 185 % SFE T 5 & & 12, AnnexinV {2 & 5 CAM
BRUHBAC L 7R b=V ADFEERE L7 Q4 W) . M
R O Fas SAKORRFL % i Fas §ifk (DX-2) 12 & ) FACScan
THHTT 5 & & bICH Fas Btk (DX-2,125ug/ml) &5 %D7H b -
A AnnexinV THRE L7, [#5R) CAM BT 50pg/ml 7 5§
BEOMBENH 2 ROLY, UBHEOTR =Y 20FHIBET
#o17:. CDDP/VP-16 £ CAM & OB Tid VP-16 & DA CHEOH
S NG ASHI 8 X A (VP-16 1.0pg/ml + CAM50pg/ml, VP-16 2.0ug/ml +
CAM10pg/ml), 24 B¥RI%ICT K b— Y ADFHHZH Hb17. CDDP
Tid CAM 2 & BRI T Sh ko 2. [BR]CAM ITHBTY
FEEEIEE A 25 & L L ICENOTBHITH S VP-16 £ D
FITI S 6 I KIBED CAM THEF ORI A MM T 52 LA WTRET
HY, SEMBOCFEBRERORRREL LTHATHS.
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