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[ Abstract] Objective; To discuss the relationship of single nucleotide polymorphism ( SNP) of breast cancer susceptibili-
ty gene 1 (BRCA1) to chemotherapy response and prognosis in patients with advanced gastric cancer. Methods: Clinical ef-

ficacy of 153 patients with advanced gastric cancer who

[FSEEA]  2020-12-19 [f£EEBH] 2021-02-17 received oxaliplatin combined with capecitabine in our hospital
[E2TH] ~HINEE W ER P HFESTHES (4 from May 2016 to March 2020 was evaluated, and overall sur-
=:2019Y08) vival (0S) was followed up. rs8176318G/T, rs799917C/T

[EREE] 8, E-mail : zwleslie@ 163. com and 151799966 T/C polymorphisms were analyzed by TaqMan
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probe-based method. Chi-square test was used to compare the effects of different genotypes on the response to chemotherapy ;
Kaplan-Meier method was used for survival analysis; log-rank test was used for the comparison between groups; and Cox pro-
portional hazards model was used to evaluate the influence of various factors on prognosis. Results: Rs8176318G/T polymor-
phism was associated with chemotherapy response in advanced gastric cancer. As the number of T alleles increased, the effi-
cacy of chemotherapy significantly increased (GG: 24.44% , GT: 44.28% , TT: 50.00% ) ; the response rate of GT geno-
type was 2.46 times that of GG genotype (95% CI. 1. 074 ~5. 620, ,\/2 =4.534, P=0.033) ; the response rate of TT geno-
type was 3. 09 times that of GG genotype (95% CI; 1.218 ~7.841, y* =5.645, P=0.018) ; and the response rate of GT +
TT genotype was 2. 67 times that of GG genotype (95% CI; 1.224 ~5.801," =6.096,P =0.014). Kaplan-Meier method
and log-rank test showed that rs1799966T/C polymorphism was associated with the prognosis of patients. As the number of C
allele increased, the OS was gradually prolonged. The median OS of patients with TT, TC and CC genotypes were 9. 50,
11.80 and 16.00 months, respectively (y* =12.719, P =0.002) ; and the median OS of patients with TC + CC genotype
was 13.90 months, which was significantly different from that of patients with TT genotype (y* =7.480, P =0.006). Multi-
variate analysis showed that rs1799966T/C polymorphism was still an independent prognostic factor for OS. No significant
correlation was found between neither rs799917C/T polymorphism and chemotherapy response nor the former and prognosis.

Conclusion: BRCA1 rs8176318G/T SNP is associated with chemotherapy sensitivity in patients with advanced gastric canc-

er, and rs1799966T/C polymorphism may affect the prognosis of patients.
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5% B1EVEAL BRCAI A 1s8176318G/T . 1s799917C/
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platin, L-OHP) Bt & & 35 fth i€ ( capecitabine,, CAPE)
J5 SARTT 1 i 1A 18 98 SR AT RO B R AR A

(overall survival ,0S) X352
1 XM&RE57FE

1.1 HRMH

gk 2016 4F 5 F 3 2020 4 3 7 5 JHBHE 8 =
B iR Bl 52 L-OHP Bk 4G CAPE Ly 1Y 153 {44
IBMIRHEERENE B s B P ORISR 58 %, ¥ U
No BIARRUE: 1) LR B4R 2 M PA B I B s,
HAEA A% 52) CT 15 H5A I PPN 1 g
Wikt ;3) ECOG PF43 <2 4354 ) ALYT RO HL I I8
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REY HIES IR % F S R B, A5k
PRI PRHE I B BeAC PR ZE 51 25 4L
1.2 WFARRIENIRAE

PL L-OHP it & CAPE [y J7 R4LI7, 4k 7 5 i .
L-OHP 130 mg/m”, #+i%, %5 1 K ; CAPE 1 000 mg/
m’, [, — KB E 1 ~ 14 K,21 KON 1 AMEYT
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1,2 ALY 54T CT PRALY7 R, #4E RECISTL.
1 SR T ST € AR UES) N 58 42 B2 il ( complete re-
sponse , CR) | #$4) 2% fi# ( partial response, PR) . fa 5E
(stable disease,SD) i J ( progressive disease,PD) .
CR Jz PR A AT U, SD B¢ PD Sy 4k y7 A Uk
Ay S Dz 2 AR ALYT , %5 1§ #) L-OHP
R R, e 2 45 T 6 WAL . X TARTT
AR L PD R, 45 1E T-OHP X5 CAPE i
I7L T BT RG0S & X NBENLAL T IR 2
SBE DA A S R 5 RS G T A s 1) 5 e J — U Bt 1 A
FIN ] R T AUV E] )
1.3 DNARERFERB S

551 ARSI R S B AME I S mL, TR -
SR LN 4 DNA, & F -20C & . RH
Taq-Man FREFEEFEAT BE R B 20 A, 2R EE R 51 9 1l
SR 1 W) BOR AT BR 2L W i) 4, PCR vz FiUIR 4)
(RT-PCR MasterMix TaqMan, LM-0021) ff /&858
AW TR A R A Al %, 76 Applied Biosys-
tems7900HT HI 5150 Y6 & & PCR X #% v, PCR
FOWERZRIES WL, & DNA #£420.50 pl | Rl
P45 0.25 pl \2.50 wL Mix,TagMan 84} 4% 0. 125
pL ZEK 1.25 wL, PCR HHS AN T . 95C T
P 8 min, {5 FEAPERS :95C A2 20 5,64°CIR K
30 s,72°CHEA 30 s, M3t 55 RAEFH . Ak B sl
FCIR T, 48 SDS FAFIp MGt SNP 7 BUZEIR .
BURIIER 15 % FEAS, BUE B A, 25 R 58 22— 2,
BT RAREN IR, 18176318 E i 51 4. 5'-
TTCAACCTCTGCATTCATCT-3', F i 5l %. 5'-
AGAGTCCAGCTGCTAGATC-3', # %t : FAM-CTAGT-
CTCCTAGCGACCTAGC-MGB, HEX-CTCAGCAGCG-
GAGGCTCCTG-MGB ;rs799917 E 5|4 .5 -GGTAT-
CACAGCGTCAGTCAT-3", T 7 51 9. 5'-CACATG-
CATCATCTGCATATCCT-3', #§ 4. FAM-TGCTCCG-
TATCAGA-MGB, HEX-TTGCTCTGTACTCAGAT-MGB ;
151799966 75| 4):5 -ATACCATCTTCAGCCTCTG-
CATTG-3', T it 5] #: 5'-CCCTGCTCACACTGTCG-
TACT-3', # 4. FAM-TCTGCCAGAGTCAGCTGCTG-
MGB ,HEX-CTGCTCAGCATCCAGCTGCT-MGB
1.4 PBEif

XF 153 {51 40 75 e £ T O H S LG LTk
& AT R G BT TIN5 7 AT BT,
BRI E 2 2020 459 H 30 H,
1.5 FitFEHE

SR SPSS 23.0 FAGEI, LG TR x° Kl

LB 73 A 2 54545 Hardy-Weinberg i, 1140%
HILL ] HL AR FH X K6 5 Logistic [AIIEARRL /3 A
[ S PRI ARG 7 B L A5, 3T OR J 95% CI, 5
SRS PR o A6 AF B R KOE ; R AT Kaplan-Meier
BATHAFS T, ] log-rank Ky 30 AN [A] B R 7Y OS
(425 5 5 FH Cox JRUBS: Ho (455 A0 DF-Aik 22 PR 28 %o 101 ) 1)
R, KTIREBUBUR , P <0.05 NEFH G4,

2 # R

ANeHER FE T 3 ~37 A, f#i ] Reverse K-M
At T A BT 8]y 24.30 4> H (95% CI:17. 59
~31.25) , 15 BIEF KRG, R U5 1A A7 8] 4 iR
B AR,

2.1 IR

153 {5 W 91 5 g A AT 2 BB AT T RO
#r,2 #(1.31% ) CR, 59 4] (38. 56% ) PR, 49 4
(32.03% )SD,43 #1](28.10% ) PD ,fbI7 A HCE (CR
+PR) 2439.87% . A[mlVE il | A % TR s I
S IR ERAL R S AT A RCR Z R TS T
KHR(P>0.05) , FH MG ARRHE S H 54657 SR
KATEN W1,

2.2 ERBHNTH

rs8176318G/T . 1s799917C/T Fl rs1799966T/C
EAZ TR T A B T Y RE B A I g Y
rs8176318GG .GT . TT LK A 437 fy 45(29.41% )
70(45.75% ) F1 38 (24. 84% ) il ; 1s799917CC . CT
TT FF A58 41 (26.79% ) .66 (43. 14% ) F1 46
(30.07% ) il ; 1s1799966TT ., TC , CC K& K B 43 51 S~y
39(25.49% ) 69 (45.10% ) #1 45(29.41% ) i, LA
2 AL Ak PR B 3 A R S R AR 35 1S
Hardy-Weinberg - (P >0.05)

2.3 EREZTHSUTERNE
1s8176318GG \GT | TT & K #Y g Ak 7 A &k %
AR 11/45(24. 44% ) 31/70(44.28% ) F 19/38
(50.00% ), 2 # A G it = L () =6.662, P =
0.036) .GT K BILIT ARy GG HLH ALK 2. 46
% (95% CI:1.074 ~5.620,%° =4.534,P =0.033) ;
TT R BIAL 7 A &R GG JE A RLAY 3. 09 1
(95%CI:1.218 ~7.841,%* =5.645,P =0.018) ; GT
+TT K& K AU 7 A R GG BEH AL 2. 67 f%
(95%C1:1.224 ~5.801,%*> =6.096,P =0.014) ,

1799917CC CT TT 3 [ 0 184 1177 47 4% 47
R 16/41 (39. 02% ) ,24/66 (36. 36% ) F1 21/46
(45.65% ) ;1s1799966TT . TC . CC F K AUk J7 £ 31



PRI B 56T 2021 45 4 H 55 34 455 4 ] ] Cancer Control Treat, April 2021, Vol. 34, No. 4 . 309 -

RAPHIN 12/39(30.77% ) \27/69(39.13% ) #1122/ Z[EAFAEGIT2£EH (P >0.05) o A0 H L 5
45(48.88% ) , R K HLX 2 D2 B ST AR WITRNVER ORI 95% CT1 L3 2.

R IERFESHRESUTREHXER

Table 1. Distribution of Clinical Characteristics and Its Relation to Chemotherapy Response [N (%) ]

Characteristic N(%) CR+PR( %) SD +PD( %) X P

Sex
Male 97 (63.39) 43 (44.33) 54 (55.67) 2.200 0.138
Female 56 (36.61) 18 (32.14) 38 (67.86)

Age (year)
< 60 81 (52.94) 34 (41.97) 47 (58.03) 0.318 0.573
> 60 72 (47.06) 27 (37.50) 45 (62.50)

Drinking history
Yes 89 (58.17) 32 (35.95) 57 (64.05) 1.360 0.244
No 64 (41.83) 29 (45.31) 35 (54.69)

Smoking history
Yes 85 (55.55) 39 (45.88) 46 (54.12) 2.884 0.089
No 68 (44.45) 22 (32.35) 46 (67.65)

Degree of differentiation
Well 16 (10.45) 4 (25.00) 12 (75.00) 4.267 0.118
Moderate 64 (41.83) 22 (34.37) 42 (65.63)
Poor 73 (47.72) 35 (47.94) 38 (52.06)

Tumor site
Proximal gastric cancer 71 (46.40) 27 (38.03) 44 (61.97) 0.187 0. 665
Distal gastric cancer 82 (53.60) 34 (41.46) 48 (58.54)

CR: Complete response; PR Partial response; SD; Stable disease; PD: Progressive disease.

*2 130 BEEETHMNAERBSHRSLIT KM XEKES
Table 2. Distribution of Genotypes in Various Polymorphism Loci in 153 Patients and Its Relation to Chemotherapy Response [ N

(%)]

Genotype CR+PR (%) SD+PD (%) “OR (95% CI) X P
rs8176318
GG 11 (24.44) 34 (75.56) 1.000
GT 31 (44.28) 39 (55.72) 2.457 (1.074 ~5.620) 4.534 0.033
TT 19 (50.00) 19 (50.00) 3.091 (1.218 ~7.841) 5.645 0.018
GT +TT 50 (46.29) 58 (53.71) 2.665 (1.224 ~5.801) 6.096 0.014
GT + GG 42 (36.52) 73 (63.48) 1.000
TT 19 (50.00) 19 (50.00) 1.733 (0.823 ~3.647) 2.098 0.148
rs799917
CC 16 (39.02) 25 (60.98) 1.000
CT 24 (36.36) 42 (63.64) 0.887 (0.396 ~1.986) 0.086 0.770
TT 21 (45.65) 25 (54.35) 1.298 (0.550 ~3.065) 0.354 0.552
CT+TT 45 (40.17) 67 (59.83) 1.040 (0.498 ~2.170) 0.011 0.917
CT +CC 40 (37.38) 67 (62.62) 1.000
TT 21 (45.65) 25 (54.35) 1.398 (0.691 ~2.825) 0.870 0.351
rs1799966
TT 12 (30.77) 27 (69.23) 1.000
TC 27 (39.13) 42 (60.87) 1.467 (0.634 ~3.395) 0.802 0.370
CC 22 (48.88) 23 (51.12) 2.153 (0.875 ~5.300) 2.784 0.095
TC + CC 49 (42.98) 65 (57.02) 1.712 (0.786 ~3.730) 1.834 0.176
TC +TT 39 (36.11) 69 (63.89) 1.000
CC 22 (48.88) 23 (51.12) 1.678 (0.827 ~3.407) 2.056 0.152

* OR (95% CI) was calculated by logistic regression and adjusted by sex, age, smoking history, drinking history, tumor site and differentiation degree.

Abbreviations as indicated in Table 1.
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Figure 1. Overall Survival of Gastric Cancer Patients with Different rs1799966 Genotypes of BRCAT
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50.00% ), GT +TT JEF BALIT A 3% N GG HLH
RN 2.67 fi5 (95% CI:1.224 ~5.801 )* =6.096, P
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F BRCAT R 3 iy 45 #4385 4t % X, % X 9% FR
BRCT, HAE DNA SUEE iy 2445 7 14 [ 95 8 4148 52 ik
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