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Relationship of ERCC1 118C/T Gene Polymorphisms with Clinical Outcome of Platinum-based Chemother-
apy in Patients with Ovarian Cancer: A Systematic Review
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ABSTRACT OBIJECTIVE: To evaluate the relationship of ERCC1 118C/T gene polymorphisms with clinical outcomes of plati-
num-based chemotherapy in patients with ovarian cancer systemically, and to provide evidence-based reference for clinical treat-
ment. METHODS: The studies about the effects of ERCC1 118C/T gene polymorphisms on the sensitivity and clinical outcomes of
platinum-based chemotherapy in patients with ovarian cancer were searched from Medline, EMBase, Cochrane library, CBM,
CNKI, VIP, Wanfang database and Google Scholar. Meta-analysis was performed by using Stata 12.0 statistical software. RE-
SULTS: A total of 8 studies were included, involving 1 401 patients. Meta-analysis showed that there was no statistical significance
in chemotherapy sensitivity, progression-free survival (PFS) and overall survival (OS) between ERCC1 118C/T gene mutation
type (TT and CT) and wild type (CC) ; there was no statistical significance. CONCLUSIONS: ERCC1 118C/T gene polymor-
phisms have no effect on chemotherapy sensitivity and clinical outcomes of platinum-based chemotherapy in patients with epithelial
ovarian cancer. ERCC1 118C/T genotype testing is not yet as that estimate the chemotherapy sensitivity and prognosis detection in-
dex of platinum-based chemotherapy in patients with ovarian cancer. As the limitations of the systematic review, it is necessary to
do more large-scale and prospective clinical studies to further specify the relationship of ERCC1 118C/T gene polymorphisms with
chemotherapy sensitivity and prognosis of platinum-based chemotherapy in patients with epithelial ovarian cancer.
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597 B S bR 5 % SR R 1Rl AL 4+ “excision repair
cross complement group” “ERCC1” “ERCC” “SNP” “polymor-
phism” “gene” “ genetic” “variant” “ovarian cancer” “ovarian tu-
mor” “ovarian carcinoma” “epithelial ovarian cancer” ;
14 SCHKTRI%E

FH 57 B 9 25 7 2 SR, AR AN A5 HERR AR v SR
R, B IS — SR e U R AR B B AT R A =
FIKT o
1.5 WMANHARFEZREEMN

FF AN A SCHiRAE 3 AR 0 T AT O et B B (D
BBt Rk o B s QBIFSE X 42 8 AFR U F2 FEIE A J 4%
TEZ 75 BTG s OB Ry 2 B e ; @G 7 o
152 SRR FEAFAE R IR A 5 T 17430 . LA 5 3014315 1
LIAS 143, 5 =3/ B W ik 2k i i &

1.6 Fit=zHiE

B SO 14 5% ] Stata 12.0 e H AT S8 007 1by7
PO SR O A HE (Odds ratio, OR)VE MG IR ST 2 , PES FI
OS & JH XU Lt (Hazard ratio, HR)VE MG K481, X (A5
BIRH 95% nl {5 IX R (CD IR

A FE ) (4 5 B0 1k 23 A R Ry A 30, R 3 K i o=
0.05, R P<<0.05 B} ifF 5% 245 S [ A7 7 S Btk s[RI, SR 1% 57
R R R A AT, R K S 50% , Bl 1P>50%
BF AT 40 A ) ) S PR A K o SR A5 9 285 SR ) DG S
(P=0.05 H.I"<<50% ) , >R JFH [ 22 50w 4578 (Fixed effect model )
EAT A IE 43T 5 A AR 45 00F 5% 1) S o 1 4 K (P<<0.05 HL 77>
50% ) , W% F Bl AL 0 45 7% (Random effect model) #4743
AT RIS A TR AT o SRR 3BT T 0k R SR [ 5
SR R TR A AT 485 SR 5 BB TR AR TR A AT A 4 R A T E
R AR — SO R 4 R LR . M A R Z RIS
B}, % Begg’s Test fll Egger’s Test i1 1 & Fm Ak
2 #R
2.1 MANRAREFEEEFEZRETINER

WA K6 R SCHR AT 180 Jos , 28 ek B 13 SOk AR AL R F7% 22, HE
AR AR AF 52 R B A2 4 6 1 SCRE 156 f , 150 2 ) 32 4 SCHE
B ATE A AR E A SCHR 16 55, 2898 8 5 () fF o2,
Hoh B SRk 6 L e Sk 2 R, HE A 1 401 491 B B R IR
Ho WA 8 WHESY Jy o b 43 38 > 3 4, Horp AT A S AF
FEARAY A 4 4305108 )y e R PR Bl AN A3 A 32 S R R T
B X IFSAFAE IR R BEATE , HoAs 4 AN ARSI )5 2 TR
SRS AR 54300 IR AR RGP OB 8 TR I 5 7
AR, AR EAG B R I P A5
#1,

Rl MNAREFEEREFEFRETNER

Tab 1 Basic information of included studies

F—VEH KRR EEK LiEEZaRii UGPES il #JRtshs TR PR
FFUKTR (2013 )" Ha [ I~V DIEIZEN RS AT 220 ARITHUERYE PFS.OS 5
Krivak TC(2011)® FH M/N  FA+EE 278  PFS.OS 4
Steffensen KD(2008)" Fz T~V FHI+IEERER 158 fLyrisdE oS 5
Krivak TC(2008)" EH I N+ R A 233 PFS.0S 4
Kang $(2006)" i I~V RE+5EE 60 fLyTHURYE 5
Steffensen KD(2011)" JI [~V R+ 202 b7 (PFS.0S 4
W#EE(2011)"™ Ha ] I~V GRS+ BN/ RS+ IR E R IR + SR A2 B AR+ A2 209 AbIriUEYE PFS.OS 5
Bosmiiller H(2011)™ B A I~ RH+&EE 41 Tt 4
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82.8% (P<<0.001) , 5B F 0] 5 Jo0 P 5 K, S P B L 2050 oy A 7
AT GIFHT, FEOLIE 4. Meta 325 R R, I LA 22 5+
TG i1 L [HR=1.29,95%C1(0.71,2.33) , P=0.397],

Study Events. Everts. %
(=] OR (95% ClI) cT cc ‘Waeight
FFOKA (2013) — - 1.26(0.69. 2.28) 67/03  78/116 38.26

Steffensen (2008) 1.21(0.27.5.46) 34741 1215  6.01

Kang (2006) 2.40(0.72,8.02) 16/21  20/35 9.34

Steffensen (2011) 2.37 (0.40, 14.12)71/75  15/17  4.26

I (2011) —— 0.86 (0.47, 1.59) 67/98  70/98  36.43
B?smaller (2011) 1.54 (0.33, 7.23) 9/14 7/13 5.70
B
Overall (I-squared = 0.0%. p = 0.692) <\> 1.21(0.84. 1.75) 264/342 202/2%4 100.00
o708 1

El1l ERCCI 118C/T§l§,.,\EXTEHﬁF%%%EI*ﬂ:FﬁSI
REME R IMAY Meta 53T #R#E (CT vs. CC)
Fig 1 Forest plot of Meta-analysis of the effect of ERCC1
118C/T gene polymorphisms on chemotherapy sensitivity of
platinum-based chemotherapies in patients with ovarian
cancer (CT vs. CC)

Study Events, Events, %

D OR(@%C)  TT  CC  Weight

FKH (2013) —_— 0.11(002,053) 211 78116 18.47
Steffensen (2008) ,__,_ 525(078,3513) 4244 1215 1698
Kang (2006) ———-— 680(034,13604) 44 2035 1283
Steffensen (2011) —_— 110(021,587) 5855 1517 1784
wHE ) —————— 003(000,027) 113 7098 1628
B?smiler (2011) ‘E“—‘— 314(059,1684) 1114 13 1781

|
Overall (squared = 78.2%, p = 0.000) <> 081(015,447) 118151 2027284 100.00

NOTE: Weights are from random effects analysis

00414 1 242

El2 ERCCI1 118C/T £ & 25 14E3T IP i BHE AR U ITH
BRI HT Meta 53 HTFRE (TT vs. CC)

Fig 2 Forest plot of Meta-analysis of the effect of ERCC1

118C/T gene polymorphisms on chemotherapy sensitivity of

platinum-based chemotherapies in patients with ovarian

cancer (TT vs. CC)

Study %
D HR (95% CI) Weight
FFOKAE (2013) —I—'—— 0.83 (0.56,1.22) 2143
Krivak (2011) —l—'—— 0.81(0.58,1.12) 30.00
Krivak (2008) ' 1.00 (0.66, 1.54) 18.10
(2011) 052 (0.25,1.10) 5.92
B (2011) —_— 1.03(0.72,149) 24.56

0.87 (0.73, 1.05) 100.00

Overall (-squared = 0.0%, p = 0.504) <>>

T

5 1 2
B3 ERCCI1 118C/T & H &5 M40 A ERt LT IR & 7
& PFS #NIH Meta 3T R E (CT vs. CC)

Fig 3 Forest plot of Meta-analysis of the effect of ERCC1
118C/T gene polymorphisms on PFS of platinum-based che-
motherapies in patients with ovarian cancer (CT vs. CC)
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RUHEATEIEHT, PEDLIE 5. Meta 2025 R W] , W4 L A 22
STGE B X [HR=0.96,95%CI1(0.70,1.31),P=0.79],

Study %
D HR (95% CI) Weight
FFUKRA (2013) —:—-ﬁ 2.19(1.14,4.22) 19.26
Krivak (2011) 0.92(0.65, 1.31) 23.16
Krivak (2008) —_— 0.79 (051, 1.22) 22.17
@011) & 0.60 (0.25, 1.48) 16.06
BB (2011) ' —————$380(1.99,7.27) 19.36
Overall (I-squared = 82.8%, p = 0.000) <:> 1.29 (0.71,2.33) 100.00

NOTE: Weights are from random effects analysis

25 1
El4 ERCCI 118C/T £ F & 25 133§ 28 4 E At 4L 7 50 S 78
B& PFS R NAHI Meta 5347 FRHKE (TT vs. CC)
Fig 4 Forest plot of Meta-analysis of the effect of ERCC1
118C/T gene polymorphisms on PFS of platinum-based che-
motherapies in patients with ovarian cancer (TT vs. CC)

Study %
ID HR (5% CI) Weight

FFUKTR (2013)
Krivak (2011)

1.06 (0.66, 1.69) 18.93

0.71 (0.50, 1.01) 23.22

Krivak (2008) 0.62 (0.39, 0.99) 19.07

Steffensen (2008)
BUEE (2011)
Steffensen (2011)

Overall (I-squared = 53.8%, p = 0.055) <_|| >

1.76 (0.84, 3.67) 11.74

1.40 (0.85, 2.32) 17.87

0.90 (0.37, 2.17)9.16
0.96 (0.70, 1.31) 100.00

NOTE: Weights are from random effects

25 1 4
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Fig 5 Forest plot of Meta-analysis of the effect of ERCC1
118C/T gene polymorphisms on OS of platinum-based che-
motherapies in patients with ovarian cancer (CT vs. CC)
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Study %

1D HR (95% CI) Weight
FFUKER (2013) ——————=—————> 222 (1.06, 4.64) 15.95
Krivak (2011) —_— 0.65 (0.44, 0.96) 20.88
Krivak (2008) —_— 0.72 (0.45, 1.16) 19.76

Steffensen (2008) 1.61 (0.83, 3.14) 17.00
I (2011) —— = 5267(1.29, 5.54) 16.08
(2011) 0.87 (0.26, 2.89) 10.33

Overall (I-squared = 75.0%, p = 0.001) =] | ==

1.22 (0.73, 2.04) 100.00

NOTE: Waights ara from randam effects analyefe

E6 ERCCI 118C/T 5H %..,\ X £H 28 0 B AL 4L T IR B v
£E OSHNIH Meta 73 Hi R E (TT vs. CC)

Fig 6 Forest plot of Meta-analysis of the effect of ERCC1

118C/T gene polymorphisms on OS of platinum-based che-

motherapies in patients with ovarian cancer (TT vs. CC)
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BI(CC) LA AFAE K Rl fai [Begg s test: P=0.452; Egger’s
test: P=0.142]; ERCC1 118C/T i 5 78 5 & (TT) 15 ¥ A= AU
(CC) e A & & faf [Begg s test: P=0.707; Egger’s
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test: P=0.143],
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Relationship of Genetic Polymorphism with Carbamazepine Resistance in Epileptic Patients: A Meta-analysis
WANG Ping"*,ZHOU Bo-ting"*, ZHU Ying"*, YIN Tao"*(1.Dept. of Pharmacy, Xiangya Hospital, Central South
University, Changsha 410008, China; 2.School of Pharmacy, Central South University, Changsha 410013, China)

ABSTRACT OBIJECTIVE: To investigate the relationship of genetic polymorphisms with carbamazepine resistance in epileptic pa-
tients, and to provide systematic evidence-based reference for clinical treatment. METHODS: Retrieved from PubMed, EMBase ,
Web of knowledge database, CNKI, CBM, Wangfang data base, VIP, genetic association studies about the relationship of genetic
polymorphisms with carbamazepine resistance in epileptic patients were collected, and Meta-analysis was performed by using Rev
Man 5.2.3 statistical software. RESULTS: 8 studies were included, involving 1 159 patients and 10 polymorphisms of 6 genes, 3
polymorphisms of which were analyzed and evaluated comprehensively. Meta-analysis showed that ABCB1 C3435T was associated
with carbamazepine resistance [OR=1.65, 95%CI(1.17,2.33), P=0.004]; ABCB1 G2677T/A and SCN1A IVS5-91G>A were not
associated with carbamazepine resistance [OR=0.39,95% CI(0.08,1.91),P=0.25; OR=0.79,95% C1(0.51,1.22) , P=0.29]. CON-
CLUSIONS: ABCB1 C3435T is associated with carbamazepine resistance, and G allele may be a risk factor for carbamazepine re-
sistance. In view of small scale and low quality of the included research, these conclusions need to be supported by larger and high
quality genetic association analysis.
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