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[Abstract |

selective gemcitabine and cisplatin (GP)treatment based on ERCC1 and RRM1 low expression vs. non-selective standard treatment.

Objective:To compare the clinical efficacy of chemotherapy in late stage NSCLC by two types of methodologies:

Methods: This prospective,open study was based on whether target tissue is appropriate for immunohistochemical detection of
molecular markers. The enrolled late stage NSCLC patients were divided into two groups,including the group A:low expression in
ERCCI and RRM1 markers,and the group B:no molecular marker pre-selection. After 4-6 weeks treatment with GP chemotherapy,t
he clinical outcome, progressive-free survival (PFS) joverall survival (OS)and toxic/adverse reactions from chemotherapy were compared
between the two groups. Results: The Group A (GP method based on ERCC1 and RRM1 )has shown significant improvement in efficacy
(x* = 5.377,P = 0.02) as well as statistically significant extension in PFS (P = 0.03)comparing to the Group B. There was no
significant difference in OS and toxic/adverse reactions between the two groups. Conclusion: GP chemotherapy method which selected
based on ERCCI1 and RRM1 low expression could significantly improve the efficacy and PFS in patients of NSCLC late stage.
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AE /N 40 Hf il % (non-small-cell lung carcinoma,
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309, POEATI 8 A H | 1 ARAFIG 35 33%,

VIBREE 38 U H AL 1 (excision repair cross-
complementing rodent repair deficiency,complemen-
tation group 1,ERCC1) I R4 5 M1 (ribonu-
cleotide reductase M1, RRM1)1E =25 DNA G R Fl
PO E 71, H HTE A R SCHRIE S A A 850
IR DY b 10 25 W U E D (H 22 )88 [l st
BORE, HARAEAL R T 3R S =, i oK DL I
AR ETREPERTFEARE . APTFEH 2007 4F 1 H~
2011 4F 6 A RHRTEVETF A B 7k  iRa 2141
PRAR R I H AR BUL 27 AR N 0 AR S
WA, W —ZIRYT BIBEE NSCLC SR 43 Rifd 7 4R
XF IR, FEB AR Y77 SR R Kt et R3]
ERCC1 BK A RRM1 A5 I 4 425 1K 45 L4 (geme-
itabine and cisplatin, GP) 77 R E B IINSCLC &1k
7P RIHE.
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1.1 *%

2007 4F 1 H~2011 4F 6 H A A r K2 MR
TR B BERF IR IF A2 NSCLC 1%, Adhs
YE . 24N 2 B B 22012 9 58 L4 B TAL w2
KZVRITHI B 5LV NSCLC iR, 4 CT 14
UESZELA R I 1) g ok, 5% ) 2 3 i PP A1
(Eastern Cooperative Oncology Group, ECOG)PS
53 0~1 43,18 Z LU Bt A7 3 S H DAL HOAPE
U HEBRBRIE AR ORIH B FLI A 20, PS P53 =2 41,
FEAE B A IHE S DRe ™ E AT R, B I
%, Z i oY B AE AT 3AH A S
SRR AT IR ST AR i R B rh R B e
PeFRZE D123 H AU, iy (B S B I R 1,
12 7%

121 #RAR%E

RGNS CT 515 T 28 K il 25 i A
U FRERAS X T B 2 50 2 3 Bl e 4k
7 ik, YRR SE R4 A 4
PEH ERCC1 \RRM1 JoR Ik FIIR IR Ry S sie 44k

BPIAITAL; B 41 EA U 78 2 s A0 A
i 10 T 12 0 FH B i 21 Ak Ty A I 7y 8 8 A Sk ot iR
A, WL T VAR SR , BT A
T PEABIE 1 000 mg/m?, 45 1.8 K ; 4 25 mg/m?,
B1~3 1,21 d 1 AR,

1.2.2 # A ERCCI % RRM1 #37% & /K-F ¥l
AR I R 2 R I A R R 2 2

28 10% 1448 1% E b 31 5 8 ek [ o J 326 P R B= B
JREEAL, i e U525 4T ERCC1 A1 RRMI
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ERCC1 Hosghehifh, —Huh B b, i
RRM1 —H bt A RRM1 Z &Pk, —Hih
BRIl PP PRI B s b AZ i A F
BARRAEAD BRAR I D A5 P IR AR v S e S E UL 4L
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FIBAEDT R VEBAPEXT R H 2 7 BB ARl ST
gy, AT H LW B SR R IR O . 0 8 R TEER
K+ SOMRFRIR ; ++ T 3RIE  +++ S UL g R
[E S

1.2.3 77 2%

AT B AT R 56 35 SR ARG A Il
WL AR A | MR RS A AT 5 mm 2R
M FRARE CT (4G - IEERFN S AR ) i ECT %
kR REIR G A AT 2 BT AL . LR =M
S7 2N, R 2 AN RIS SRS T LA A DL
7RO M . MRAE SIS 7 ROTAT 1) RECIST Frife
PEM TR, MR f# (complete response,
CR) #8453 ZZfi# (partial response, PR) BEIRFAAE (sta-
ble disease,SD) Fl#f J&& (progression disease,PD), A
K (response rate, RR) & CR+PR, Joit J A= f7 1
(progressive-free survival, PFS) A A2l 2 50 it ey,
FET-HF (6] 5 B A A (overall survival,0S) N A4 &
FET B E 1 I RBE DT A 8] VR AR 28 . an
JPRGA PR 5 SD, WKL 52 4~6 A, Jilis
HEJE FET Bl BUE LA 52 AR SEALS 7 B AS B SOBEs I]
LAY AT B OSHE WHO Hifs 2tk SOl
A RS AR, 23R 0~V
13 gt Faik

{711 SPSS17.0 SETHAR I, A LB X 6
LA =Y 2 a6 Kaplan-Meier 7% & log-rank VoL T
P<0.05 FESRAGTFE L

2 & B

2.1 EBHHAE

H 2007 4% 1 H~2011 4F 6 H , 3t 63 filtfi2 I B
IV NSCLC f 8 A2 2 HIIRFEAE I IR 1,
SR T AR ST W] et (P > 0.05) .
2.2 LAY ROk AR

2 AR LA L2 2, A 41 0% B 4ARIBITA
BCRIYHIHN 63.29%H1 31.8%, LGSR, 2 4HIA] L
BESHAGIFE XL (x*=5377,P=0.020),
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Table 1 The basic situation of patients in the study

A B4
FEAFHE (n=19) (n=dd)
PR (1))
5 12 29
% 7 15
(%) 29~73 34~85
AL (%) 51 53
BT [n(%) ]
s 8(42.1) 19(43.2)
i) 11(57.9) 25(56.8)
I3 (1))
1B Y 7 18
iy 12 26
F2 2 AN
Table 2 The comparison of chemotherapy -efficiency
between the two groups
ST A4 B
CR(#) 0 0
PR(f) 12 14
SD(#i)) 6 20
PD(f4]) 1 10
TBIT SR (%) 63.2 31.8
FPfz PFS(d) 173 129
Hifiz 0S(d) 285 257
A

100.0 150.0 200.0 250.0
PFS(d)

0.0 50.0

2 4 PFS J OS MAAFIMA L 1, A i
PFS # B AW BAEK (P = 0.030) , £ 5 A G %5
;2 d[H] OS e, =3 gt it #E (P =0271),
23 2 4MAIT R BB AR

TRIT R 2 41 B 3R RSN R A
il R 55 5 3 R N S B DI RE S (3R 3),
ZRITRIE 2 dLRIAS RO R Te e 1222 5% 5 S
WA BT R L ik, B s S B D REAN
R NA500 1,01 1, B 450500 4 3.1 i, 73R
SRR B T, A0z VSTV A A
F PRLAMAE R, B A k24 ek 1 iR
255 2 2R AN KRN 35 T A5 3 i ANz it

3 % 18

H T NSCLC MIbRIERTT I 282 LAAZE R LAt i
AR =AM TG TE N 25 7 58 TR
A K FIAEAEUE 25 2 UE 3 E B B b 7 2276 OS Jy T 3
B, PRSI E PRI T TR 2 —,
T R4 NSCLC, T3 A 248 % 15 ANEEHLR
BSHEAT Meta 43 BT IESE 75 VE AL IS IR J7 52 1)
0S J PFS BT HASHIH 4 ZE . IR TAED
W AN ARG RN AZ BELT B A —ZihyT
PETE, 0GP LIt EEHTIA B hiditk2
IR FE K- 25 5%, anfafitE— B4R s Ak vy e 3lem

00 100.0 200.0 300.0 400.0 500.0
0S(d)

A4 PFS A fEINZE H s B Wi OS AR LA
Bl 1 PHZH PFS(A)[EIFN OS(B)AAF LR Hbds

Figure 1

BHE AT, MRS H 2532 316,

ERCCI /2 ¥ 1R AN UIME &2 58 7% h B 22 1 0,
DNA JE B R i) — A R ERCCL kKA
FXTE AT 2R B ALY B AT IR 5 R

Survival curves of PFS(A) and OS(B) between the two groups

i ERCC1 mRNA 3351 ERCC1 (9 _F 8 ) S 2540
RGP 2y, Olaussen 5605 3@ 3 [l JiiP4: Aff 5% 1iE
S ERCC1 K PAEHIRI AT r R rh 4 0 H .
Cobo 25 Hif BE M REHLIG RIFFY , i@ 4 RT-PCR ¥
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Table 3 The comparison of toxicity between two groups [(n(%)]
AZH B2
AR 0 T+ M+1+lV 0 [+ M+M+lV
N5 25 6(31.6) 13(68.4) 11(25.0) 33(75.0)"
B Wi 5(26.3) 14(73.7) 18(40.9) 26(59.1)?
& YIRS 13(68.4) 6(31.6) 30(68.2) 14(31.8)?

5 A4, P = 0.589,7P = 0.270,”P = 0.985,

Kl ERCC1 mRNA 7K 48 F3897 , ERCC1 IR /K
FeIR MR A Z P38, ERCC1 Sk PRkl
FHZ PE bR A 75 VEAth e | X BRAL A FHRAA B & 2
PO FE, 25 R IL KNG IR 97 41 RR A ek, (2
2 241y PFS F1 OS JoZe 5 E i 1 7T Meta 3 B4 Rk
i ERCC1 VE AR 25 i TS AT 1 AN G
RRM1 J& DNA & a4 Ao B i, Firlsa 20 i
RRM1 #3835 /KP4 i 25 fd 0 DNA 196 i b b2
P4 P O Ak R v, AT 3 38055 VG Al T 24542 )
B, BT RRML S A% 2+ v b I BURR P 11
N A F Gong ZE2 5 Meta 0 ffridt—2
WESZ I NSCLC H RRM1 Bk Rk B, &
T P A 7 A R, UG A, e AR R A YW
o e E 2 24k 2 T A DU B ] NSCLC 4 2L iy
RRM1 &3k, B9 RRM1 B3k b7 asee
(31.19) K T- RRM1 (X% L4 (41.3%) , i — RS
TEMIALYT 1) NSCLC & h RRM1 & YRk K
-5 e 20 X D IR 24 R AR S TR B DA G
Simon &5 M A {TAEPE I 3070 PRI 5T, R 405 52
B % £ RT-PCR J7 ¥ K B HH NSCLC fili 7% K A A
ERCC1 1 RRM1 ) mRNA 7K -3 $58 A [a] (1) 9 25 5
FARIT , EAARALIAT T (1 T4 0 B ARSSCR , (HF:
KX AN 7 A7 A TR BRAIESE . [ N AT 2 0t
FARATIG i Jeg Ko He & i 21 238 1o 2 52 i RT-PCR 3%
17 ERCC1 .RRM1 4553 FhraE B ARl , ARJs &
e R N X T I = g L ok 7 N
NIV i GOk EES i E SIS Sty all B SFSTEf]
mRNA FREA FI TSI AL R PEAl T IE K
S AR )T
BRI R ol 28 R i o T R () A 4
AFAMAEE  HIEFRC AR L L EE
ol 25 S 6 A SRR A B e 2 A 7 35 PR kA
DU R A6 P RN 3 A o AR BIF 5 — 25 BIE T 36 A
IINERAR G F BRI R AT A T
Oy FAREYI R BRI AW R R
H TS gl 41k SRt RT-PCRUSAIE A 2 1 8
HEAT BT R T R A SO AR TR RIS A SR

S ARGESEMRAR 7 % S A DL (A I PR A 0
M, A 2B RS, A TARERE |
S FRIRAED i RIS PV SR B A 2 Ak
NERAE R BRI T R
ABIFSE SR e 8 2 A G I A=A T A it 25
RIZHA > Thr SR iR 2y, s 1
PES, $ i TP ARG A —E M IRIRS % &
SC, AR A HAN TS 5 BAT R 0 28 5 A% 4 LU
it [7) 28 BRAIFSE , RIVEEAT AR 2808k S AR5, L2240 s
M MAAIR A 2 R BRI S, WFFE T AP TE
BORZESe, W b i) [ e ARSI vk S 2]
IR Z2 U BT S HERFFEATE LT
ABFFERH] GP 5583097, B A A 3L, 2 4
ANRBY K AEFRTZE, Horp L, ER A
B SONE 2 A AR TR, A TTIE S NSCLC JR 5 1k
P& GP TSRy A R 21, A B THtm &
BT HIHCNE
ARWFFEARYEE KT ZH SR A /R AT e ARG
AT 4, BA —E WIBELYE T4 R PR 3 T
TR EPIIERE GP AL T T R IARCRI AL T2
Mk GP AL, AL PFS A B ks ARk
BT EA AT, HIA 0S s R isit#
X, ATREt T AR A2 A TpiE— DR
WA T Z2 D FSE |l B R TR R
B HRAIFSE LIS —2BIE S
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