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Abstract; [ Purpose | To investigate the relationship between CYP3AS5 gene polymorphisms and sen-
sitivity to paclitaxel-based chemotherapy in patients with advanced non-small cell lung cancer
(NSCLC). [Methods | Sixty cases with advanced NSCLC undergoing paclitaxel-based chemotherapy
were enrolled. CYP3AS genotypes were determined by PCR-RFLP,and the short term response was
compared in patients with different CYP3A5 genotypes. [Results] The *1/#1,*1/*3 and *3/*3
genotypes were presented in 6 patients(10.00%),20 patients(33.33%) and 34 patients(56.67%),re-
spectively. The response to paclitaxel-based chemotherapy was 19.23% in patients with CYP3A5 *1/
*1 and *1/#3,and 55.88% in patients with CYP3AS5 *3/#3. Patients with CYP3A5 *3/*3 genetype
had a higher response than that with CYP3A5 *1/*1 and *1/#3(P=0.04). [ Conclusion] CYP3AS may
be as an indicator for sensitivity to paclitaxel-based chemotherapy in patients with advanced non-small
cell lung cancer.
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(M shows marker;Lane 1 shows PCR products(200bp ); Lane 2 and 3 shows CYP3AS *1/ *1
genotype; Lane 4 shows CYP3AS5 #1/*3 genotype; Lane 5 shows CYP3AS5 *3/*3 genotype)

Figure 1 Restriction fragment length polymorphism analysis of CYP3AS
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Table 1 The relationship between CYP3AS5 genotypes and

clinicopathological features
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PEA W R AEZE SR TR
B 2 & P (single nucleotide
polymorphism ,SNP) 7 # T
CYP3AS 1 922 57 . Kuehl %

Clinicopathological CYP3AS genotype 2 p
features *3/%3(%)  F1*F1(%)  * 1/*3(%) )
Age(years)
=55 43 4(9.30) 15(34.88) 24(55.81) 0.203 0.903
<55 17 2(11.76) 5(29.41) 10(58.82)
Gender
Male 47 5(10.64) 16(34.04) 26(55.32) 0.196 0.907
Female 13 1(7.69) 4(30.77) 8(61.54)
Pathological type
Squamous 34 3(8.82) 11(32.35) 20(58.82) 0.195 0.907
Adenocarcinoma 26 3(11.54) 9(34.62) 14(53.85)
Clinical stage
B stage 23 3(13.04) 8(34.78) 12(52.18) 0.494 0.781
IV stage 37 3(8.11) 12(32.43) 22(59.46)
Table 2 The relationship between clinicopathological features and the efficacy
of chemotherapy
Pathological index n  Response rate(%) OR 95% Cl P
Age(years)
=55 43 39.53(17/43) 1.131  0.307-4.169 0.853
<55 17 41.17(7/17)
Gender
Male 47 38.29(18/47) 3.002 0.640-14.074 0.163
Femal 13 46.15(6/13)

Pathological type

Squamous 34 41.18(14/36) 1.893
Adenocarcinoma 26 38.46(10/26)

Clinical stage
B stage 23 43.47(10/23) 1.516
IV stage 37 37.83(14/37)

CYP3AS genotype
*1/%1 and *1/*3 26 19.23(5/26) 0.149
*3/%3 34 55.88(19/34)

0.562-6.379 0.303
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304 i

BB —Fh =3 2R B, B Ry
AT IR AL o LT BT T A U A Il R T AL
CRBAMTREN, DUSEZEKES N FR M2y
U7 G802 H i e ) NSCLC B4 — 2 b E AL IT (stan-
dard chemotheraphy,SC) 77 %12 (H & | SR AZ WS 2y

‘? @ ’H’ ﬁ 2014 jf‘ g 23 )& % 10 #8  China Cancer,2014,Vol.23,No.10

NBEASACTE] CYP3AS 263K Fi i
PR ETRHNE, RFFBE T CYP3AS*3 &4
FEIB R R 73.3% , 5 Xie 45 BT 438 19 =N B
CYP3A5%3 3 [N 5748 e R T1%~T6% AT & . 7
CYP3AS 5L B 55 5 35115 PR BRRRAE AH OC M 4 By
L FRATR B CYP3AS 45 K R 10 55 H 5 1) R A 1%
PRSI e B IS R R IR 4 22 B X TE AR e (P>
0.05).,

Lajos Z1OREH8 ) 2L Y PR R 2 5 1
EA ARG I X 0 2 245 Ty 48 B4 36 % 7 ) S O AT —
14853 X, Barker S AL CYP3AS *1 EH
ZVFE (TXT) VG B R M 8 &, OISR 2%,
93 15 $2 5% Z V4 fth B Bk A FE R IR AT 1) e RS M FL R

871 By

*




FERHE AT T CYP3AS BN LB S T3k &
AIBFFT, 45 om *3/+3 JE KAL) B 5 A7 J5 B
PE A (DCR)HE *1/%1 1 *1/%3 FE R E 5 A
W K B, CYP3AS *1/%3 2351 5 S 2 Mk yr it i
FPROCA MM L *1/%1 F0*1/+3 R ER 5l 7 3% 0H A
T #3/+3 MR H BT AL (P=0.004) , A Fik CYP3AS
()RR (R3/%3) X 58 A2 B SRR 9T T R AT I B
PR EEIH A T 1k CYP3AS /9 835 (F1/%1 1 *1/
*3), JRA AT BB . FE R A T 518 CYP3AS g3
PE R 948 5, CYP3AS*1 JE K AU ] fdi CYP3AS
FEIRIG I, TG XS AT 24 7 A v T R R A
YR EEREAR, DRI RR 3 X 25 40 M55 o 1) 248 mT
AR e, MM 2GS . M CYP3AS*3 K&K AU fff
CYP3AS5 FRIRBEAR , ALI7 259005 BR B8, BT LR T 3k
RAR R B D) B K BRI R, X5
#3143 U (14 £ A I 586 T B 7 A R 2D FH 2
L IE T B IE RRE g A, T *1/%1 F *1/%3 HY R
A 38 24 70 i DLORUES TR

ZE Lk, CYP3AS LA *1/+3 25 1Ak
ZINI BRI 9 55 A2 WAL 7 I T RO A AR OG L (A
TE A8 7R A WL i 0 20 T 22 1 DG I TR A A
FEIEWE AR B 24 9 3 PR 4 A e AR yT 2590 VR AL
il 55 TRV 52 (R TR A BF 98 RE AR B A ST K,
Uit 2 P4503A5 FE K 2 251 5 Ak g7 245 25 3% ) ¢
FNGARAT GEEPE ) E T DT Sy g 1 AR Ak R T
AL AR

SE Mk

[1]  Spira A,Ettinger DS. Multidisciplinary management of
lung cancer [J]. N Engl J Med,2004,350(4) :379-392.

[2] Pfister DG,Johnson DH, Azzoli CG,et al. American Soci-
ety of Clinical Oncology treatment of unresectable non-
small-cell lung cancer guideline:update 2003 [J].J Clin
Oncol ,2004,22(2) :330-353.

[3] van Schaik RH,van der Heiden IP,van den Anker JN,et

872

[4]

5]

(6]

[7]

9

[10]

[11]

[12]

al. CYP3AS variant allele frequencies in dutch caucasians
[J]. Clin Chem,2002,48(10):1668-1671.

Kuehl P,Zhang J,Lin Y,et al. Sequence diversity in
CYP3A promoters and characterization of the enetic ba-
sis of polymorphic CYP3A5 expression [J].Nat Genet,
2001,27(4):383-391.

Fukuen S,Fukuda T,Maune H,et al. Novel detection as-
say by PCR-RFLP and frequency of the CYP3A5 SNPs,
CYP3AS5* 3 and* 6,in a Japanese population[]]. Pharma-
cogenetics,2002,12(4):331-334.

Xiao CH. Chinese medicine chemistry [M]. Shanghai:
Shanghai Science and Technology Press,1997.461 -463.
[HSE. b2y (M) 1. RiEREE AR W A,
1997.461-463.]

Wang F,Han R.Development of research for drug-resis-
tance mechanism of taxol [J] .Chinese Journal of Cancer,
2002,21(4):439-442. [ £ 75, §h5i. A2 EEit 25 1248 o
SEHE R[] JEIE ,2002,21(4) :439-442.]

Lv SL,Huang Y. Drug metabolism in CYP3A gene [J].
Foreign Medical Sciences:SCI,2001,28 (5):307-308.[ &
JKF, w25 A b Y CYP3A BE [T [ A EE .
255539 ,2001,28(5) : 307-308.]

Xie HG,Wood AJ,Kim RB, et al.Genetic variability in
CYP3AS and its possible consequences [J].Pharmacoge-
nomics,2004,5(3):243-272.

Lajos P,Symmans FW,Hortobagyi GN. Development of
pharmacogenomic markers to select preoperative chemother-
apy for breast cancer [J]. Breast Cancer,2005,12(2).73-85.
Baker SD,Verweij J,Cusatis GA, et al.Pharmacogenetic
pathway analysis of docetaxel elimination [J].Clin Pharma-
col Ther,2009,85(2):155-163.

Zhou XN,Dong NN,Yu J,et al.Study on the polymor-
phisms of CYP3AS and GSTP1 genes in the prediction of
short-term efficacy of docetaxel plus thiotepa for patients
with metastatic breast cancer [J].Chinese Pharmaceutical
Journal ,2012,47(2): 127-131.[JE LR, 36 7 7, &9 , 4.
CYP35 Il GSTP1 4 B 2 354 55 2 70 fh ZE I 5 ZE 5 IR A
U7 A% 1 L R BT T R AR DGR S D). T [ 2
Z4,2012,47(2):127-131.]

% @AM 2014 %% 23 4% 10 M China Cancer,2014,V0l.23, No.10



