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ABSTRACT Objective: To investigate the relationship between XPA, XPG single nucleotide polymorphism(SNP and chemothera-
py outcomes in advanced non-small cell lung cancer (NSCLC) patients. Methods: 89 NSCLC patients were included who were histologi-
cally diagnosed and staged as clinical stage IIIB or IV.All patients received platinum-based doublets combination chemotherapy. We used
sequencing technology to survey the distribution of XPA and XPG genotypes. Results: 1)The response rate in patients with XPA23A/A
genotype significantly higher than that in patients with 23A/G+G/G genotype x*=5.137 P=0.023 ,and XPG46C/C genotype higher than
that in patients with 46C/T+T/T genotype x?=5.729, P=0.017 .Combined with XPA and XPG patients with A/A and C/C had a higher
response than that in patients with other genotypes.2 The median TTP was 7 months.11 months for XPA 23A/A genotype, and 6 months
for 23A/G+G/G genotype.The differences among them were significant (x* = 44.640, P<0.01);also,10 months for XPG 46C/C genotype
and 6 months for 46C/T+T/T genotype.The differences among them were significant (x> = 32.236 P<0.01). Combined with XPA and
XPG we can see that patients with A/A and C/C had a higher TTP than patients with other genotypes. Conclusions: Polymorphisms of
XPA and XPG may be correlated with clinical response and TTP to platinum-based chemotherapy.
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Table 1 Basic information of patients
n %
Sex
Male 45 50.6
Female 44 49.4
Age
< 55 Years 41 46.1
>55 Years 48 53.9
Pathology type
Adenocarcinoma 44 49.4
Squamous-celled carcinoma 39 43.8
Other 6 6.8
Clinical stage
B 22 24.7
67 753
Chemotherapy methods
Plantinum+Docetaxel 54 60.7
Plantinum+Gemcitabine 30 337
Plantinum +Others 5 5.6
ECOGperformance status
<1 67 75.3
2 22 24.7
1.2 DNA . XPA 23 XPG 46
DNA o 2 (-1 XPA_F CAGGCGCTCT-
ml DNA 40T CACTCAGAA XPA R GCTTGCACGAGCCAGTCT XPG F

. DNA
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CCCATGAGAGCTAAATGTTTTTC XPG_R CGACACTTAC-
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CAAAGTCTGTTTCT, PCR 15 ml 0.8 ul 30s 58-60 ‘C 45s 72 C 50's 35 72°C 7 min,
DNA 10x Buffer (Mg*)1.5 ul,0.3 ul 0.4 ul MultiScreen PCR 96-Well Plate Millipore PCR
0.4ul Tag ., PCR 94 °C 2 min 94 C N 1,2,
) Transiate P Consensus TCCTCGGACTGGGCC! TCEC GOCOECCGACGGGGOTTTGOCT ’:::;;‘:‘ l:!ﬂl"in -— s L
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Eﬁ;:l: ::: (17>313) pan GOGATE CTCAK CTCATC
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Fig.2 Genotype sequencing of XPG C23T
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(OR) 95 % (95 %CI) , XPG 46C/T T/T XPG46 C/C.C/T+T/T
( )o Kaplan-Meier 47.6 %.23.4 %
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RR 95 %CI, SPSS17.0 C/T+T/T 15.4 % x?
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Table 2 Polymorphisms of XPA and XPG and chemotherapy response
non- chi-square logistic
responders ) )
genotype responders test regression analysis
(CR+PR) (SD+PD) P OR(95%CI) P value
XPA A23G
AG+GG 12 24.5% 37 75.5% 5.137 0.023 2.754 1.086-6.985 0.033
AA 19 47.5% 21 52.5%
XPG C46T
CT+TT 11 23.4% 36 76.6 % 5.729 0.017 3.143 1.212-8.154 0.019
CcC 20 47.6 % 22 524 %
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3 XPA XPG NSCLC
Table 3 Combined polymorphisms of XPA and XPG and chemotherapy response

Non- chi-square Logistic
responders
genotype responders test regression analysis
(CR+PR) (SD+PD) x? P OR(95%CT) P value
AG/GG and CT/TT 9 26.5% 25 73.5% 14.080 0.003
AA and CC 17 63.0 % 10 37.0 % 0.200 0.059-0.671 0.009
AA and CT/TT 2 154% 11 84.6 % 3.046 0.503-18.467 0.226
AG/GG and CC 3 20.0 % 12 80.0 % 1.422 0.297-6.796 0.660
2.3 XPA . XPG TTP 11 AG/GG CT/TT 4
89 TTP 7 s x*=59.295 P<0.01
XPA23A/A TTP 11 (95% CI 5. 5, Cox N N N
10.602-11.398),A/G+G/G 6 (95% CI N N N
5.081-6.919), (x? = 44.640,P<0.01) TTP XPA (RR=5.
4. 3 XPG46C/C TTP 10 (95%CI 890,95%CI 3.167~10.954 ,P<0.01) XPG (RR=3.
8.879- 11.121) CT+TT 6 (95% CI 512,95%CI  2.112~5.840,P<0.01) TTP s
4.812-7.188) (x*=32.236 P<0.01) 4. SNP
4 XPA  XPG AA CC TTP TTP -
4 XPA XPG NSCLC TTP
Table 4 Polymorphisms of XPA and XPG and TTP
Logrank test COX
genotype Median TTP M
x? P RR(95%CTI) P
XPA A23G
AA 11 44. 640 0.000 5.890 3.167-10.954 0.000
AG+GG 6
XPG C46T
CC 10 32.236 0.000 3.512 2.112-5.840 0.000
CT+TT 6
5 XPA . XPG NSCLC TTP
Table 5 Combined colymorphisms of XPA and XPG and TTP
Logrank test COX
genotype Median TTP M
x? P RR(95%CTI) P
AG/GG and CT/TT 4 59.295 0.000
AA and CC 11 0.103 0.050-0.212 0.000
AA and CT/TT 7 0.392 0.180-0.854 0.018
AG/GG and CC 6 0.577 0.305-1.088 0.089
i 1.0= Ty
g XPA 230/G+G/C - XPG 46CIC+CT
4 | —— XPA 23A/R 5 — XPG46CC
i r .8 |
! 1 ] 158
1 = 2 ) L
: ; 4
3 XPA TTP 4 XPG TTP

Fig.3 XPA genotypes and TTP Fig.4 XPG genotypes and TTP
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Fig.5 XPA and XPG genotypes and TTP
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