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[(HE] BHH KIEBRF 4R 4% 1(PARPD 24 ¥ 8 SRt &# 454 % 8% (ESCO) &
BT REREGRGHHw, JTiE ®EBE 2016 57 A £ 2020 4F 1 Azl ig ey 175 4 #4H ESCC & %,
2 TR AL IR A F EARIET , B RAF BT R EH Bk 5 mL A T4 DNA, £ A TagMan 34+ % % 5 PARPI
;Ua rs907187C/G.rs8679T/C #= rs1136410T/C £ B H B S AR B LW A AR R E S SRS FREH
BEARRODGLFEM, FR rs907187C/G 2B F M 4 AW 5B M ESCCHT R B EWmAB L, EF- 5
A G EOTAXERRHAEHCC 22.6%.CG 40. 7% .GG 56.1%,X*=11.116,P =0.004), F &
AREA CGALFTRBEFEARCCEARAE 2.337 45 (95%CI:1.068~5.113,X*=4.516,P=0.034) ;4 & % i
BA GGy BomF A CCARAE 4,326 45 (95%CI:1.771~10.565,X*=10.334,P=0.001);CG+GG %
Eli'wm?)iﬁ%ib CCHAE A 2.881 4% (95%CI:1.379~6.019, X2=7. 927,P =0.005), Kaplan-Meier 4
Bo MR rs1136410T/C 428 2 5% 5 ESCC &% OSA%, CHFLEARLEFH F142 OS BFEK(TT
9.3 AA.TC13.2AA.CC15.6 A~ ,X*=11.846,P =0. OOS);KW%E@J(TC—O—CC)%%“{’@. OS % 13.9
MARTTHAREZRE KA =7.787,P=0.005), COX &2 54 B 7 ,rs1136410T/C £ H 8K % &
P2 vk B OS #94k & B % (OR=1.717,95%CI ;1. 208~2. 440,X* =9. 088, P =0. 003), rs8679T/
C 3?#?11‘@'9:7 i ERWRIEAFZ M LA, Git PARPL A B rs907187C/GC £ 48 $ A 5 4%
ESCC 457 R A48 % . fr rs1136410T/C $#7%’t@&y M T AR R A A BT 1) 6 RRAE FE AR,
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Relationship between PARP1 single nucleotide polymorphism with cisplatin
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[Abstract] Objective To investigate the effect of single nucleotide polymorphism (SNP) of poly (ADP
ribose) polymerase 1 (PARP1) on the chemotherapeutic response and survival prognosis of the patients with
metastatic esophageal squamous cell carcinoma (ESCC). Methods A total of 175 patients with metastatic ES-
CC in this hospital from July 2016 to January 2020 were selected and given the cisplatin combined with
capecitabine chemotherapy. Before the first chemotherapy,5mL of venous blood was drawn for DNA extrac-
tion. The genotypes of rs907187C/G,rs8679T/C and rs1136410T/C polymorphisms in PARP1 gene were ana-
lyzed by TagMan probe method to explore the association of these polymorphisms with chemotherapy re-
sponse rate and overall survival (OS). Results Rs907187C/G SNP was closely correlated to the chemothera-
peutic response in metastatic ESCC, The effective rate of chemotherapy in the G variant carriers was signifi-
cantly increased (CC 22. 6% ,CG 40. 7%, GG 56. 1% ,X* =11. 116, P = 0. 004). The chemotherapeutic re-
sponse rate of CG in heterozygous genotype was 2. 337 times of that in CC genotype (95%CI ;1. 068—5. 113,
X*=4.516,P =0.034) ,and which of homozygous variant genotype GG was 4. 326 times of CC genotype (95 %
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CI:1.771—10.565,X"=10. 334, P =0. 001). The chemotherapeutic response rate of CG+ GG genotype was
2. 881 times of CC genotype (95%CI:1.379—6.019,X*=7.927,P =0.005). The Kaplan Meier survival anal-
ysis showed that rs1136410T/C SNP was associated with OS in ESCC patients,and the median OS in the C al-
lele carriers was significantly extended (TT 9. 3 months, TC 13. 2 months,CC 15. 6 months,X*=11. 846,P =
0.003). The median OS of the patients with variant genotype (TC+CC) was 13. 9 months, which was signifi-
cantly extended compared with that of the TT wild type (X*=7.787,P =0. 005). The Cox regression model
analysis showed that rs1136410T/C SNP was still an independent risk factor affecting OS (OR=1.717,95%
CI:1.208—2.440,X*=9.088,P =0.003). There was no statistical correlation between rs8679T/C SNP and
rs907187C/G SNP of PARPI1 gene is correlated with chemothera-

peutic response of metastatic ESCC, while rs1136410T/C SNP may be an evaluation indicator of survival time.

the above observation indexes. Conclusion

[Key words |

chemotherapy; prognosis

BRSNS R LR, TR B AR T R
TR 2y AR — 0 R I o T R A
%95 (esophageal squamous cell carcinoma, ESCC),
235 BB 90, BEREBEME KN ZHC AT
HPR I, JE TR IR AL AT AT 2 B B IR YT T
B, SR, AL R A R AR AR T O S R
AT T 25 2 1A W 30 B A8 R A T RS

LR R 0 B 5 B 1[ Poly CADP-ribose)
polymerase 1, PARP1 J&—FiZHEH. S5 2 F 41l
T RE , A 456 25 PR e S i 428 L e €8 5T J 98 Je DNA $id 43 1%
. WREE Kk BR L AE B S T 24 40 e of PARPL B
Fik it N PARPL /K, AT K &2 % 4 A X6 0 41
(cisplatin, DDP) (Y UM, Ik 4h, PARP1 2 &
FEANML T miR-223 1Y B AL K, PARPL 3Rk /D
1 40 i S AR T B RS . PARPL 3k /K- 38
PHUE S 2 B L R R R I PR TS H8 A

PARP1 B R 2 B PEREMUE PARPL 1Y % 5%
Akt kR A R R KUK . R, B
i H 5 I A7 I7 0 X RS R . Rt ABF 5T
57V PARP1 2 A rs907187C/G, rs8679T/C Hl
rs1136410T/C B H MR 2 25 1 X 45 % DDP Jy 2 i
7 B 5 R M ESCC 83 B AT S K i 2B A7 1 Co-
verall survival, OS) i¥ 5 ,
1 #ERERHE
L1 — A& FH

HEHL 2016 4F 7 J & 2020 4F 1 ARBWAR Y 175
PR 1 ESCC B3 Hrp 5 97 i, % 78 f], 4F %
27~79 % LA IS 58 %, B DU . A58 A BE B
EHZE R A A AL (2016KICYYO01D) , ZiX & [ B S
I 2 B MG R . WARRIE: (1) £ H 4
22612 ESCC; (2) A7 i A A 48 sk 4l 2LV %, 6
EFARBRIGUIR:; OO RDA 1AL CT #5052
W 9 Iobgeg o kb 5 (O AR 7RG F T I E R L AR Ak L A
R IEH 5 (5) Karnofsky #F43 =70 435 (6) i} £ &
A 3 AN A . HEBRBRME: (D AR <718 %5 (2)

poly CADP-ribose) polymerase 1; polymorphism; esophageal squamous cell carcinomas;

it L300 A A 30 000 £ 5 (3D G g sl ol A7 A O B A
(D) JE FALIF 2L BE s (5) X 5% 25 4 5 s (6) BR 7 2
Z AT fAE 2 B IR IR T .
1.2 7%
1.2.1 o7 7 E R IT BN

FT A 528 % ¥ % DDP B4 R 85 b 5 (capecit-
abine, CAPE) b7 : DDP (G5 &l 25 A FR /A 7)) 75 mg/
m’, A A FEER 7K 500 mL BB . 58 1 K ; CAPE
(BIRHIZEARAFDL 000 mg/m?’ 45 1~14 KR,
5257 d,21 d A 1AW, 2 ARG E1T CT H
I bR K /N AR AR K HlE RECISTL. 1 52 40988 $F 4
BRI R M Fa E (SD) | HEJE (PD) | &8 73 22 fiit
(PR) M 5E & 25/t (CR), PR.CR J& T 1k J7 8k, i
SD.PD XEIF AN, A Z ik & E D% 2 AR
W ALST 72 3R 97 1 B2 A AT fu Bt 1] B B8 PD . 45 1E 24
I RAIT . o IR T T R T e R
BIT .
1.2.2 K5

N RN ol N QT NSNS ST
4595 5 Bl 17, #% 1k B ] A 2020 4F 12 A 30 H., A4l
HEBEF 3~32 1 A, Reverse Kaplan-Meier %15
W2 BE DT R R 30. 3 AN H (95 % CT 226, 56~34. 04)
Horp 19 6524 3% 28 Vi R U BRI AR A I 1A R R
AR OS: N RALYT I bR 28 AT Ae] I R 5 | S 4E
T B B[R] (2R U BB 38 S Ji — R Bl 7 ) RD
1.2.3 DNA #ERA= KL F A 5

ALY AT EBGER K I 5 mL, ZRE I DNA 2 5t
K DNA Pt 4 42 2646 38500 &5 (b 5t KA AE LR
HIRA D .DNA FEARE T —20 CUKF A,
TaqMan R 75X JE R R 17 %5 5], PCR 519 K455
 F i R A YR A BR A w485 . PCR SO T TR
(TagMan Real-Time PCR Master Mixes) i3 % 2k € i
IRBHE 28 A i #% , PCR 76 3 [F ABI 7900HT SE B¢
R PCRAY F 47, PCRAKZ :DNA BEA 1.0 pl,
3.0 pL Mix, B FUEGI ¥4 0.5 pL. TagMan #4545
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0.5 pL &K 4.0 pl, PCR EHSEL.95 C HUAL M
3 min,95 CZ8E 30 s,56 CiB k 30 s,72 “C%E i 30
s 3L 38 NFEI, 72 CHE 8 min, FHARVOLE A,
28 SDS B AF /15 B R AU 45 5L . rs907187 . [ Ui 5]
¥ 5'-TCGAATGTGCACTCAGTGATC -3', F i 51 ¥
5'-AGTATATGACGCATCGTCTGT -3', 4 4. FAM-
TACAGTGCTCACGCCATGGACA -MGB, HEX-TACT
GCTCTACTAGCTTCGAT -MGB;rs8679: |54 5'
AGTTAGCTGTCTAATGTGTC -3, FilF 5l ¥ 5'-CTA
GTGGAGACTACGACGTC-3', & 4t: FAM-TCACG-
CATCTAGCTAAGTATC -MGB, HEX-TACATCGGCT
GATGATCTACAT -MGB;rs1136410: FiiF514 5'-AT-
GAGTCGCTTCGACTAGTGTCT -3, T W% 51 ¥ 5'-
ATCCTACTCATGCTAACGTACA -3', # 4. FAM-
CATGCTACTACATAGATGCTC -MGB, HEX-ATACT
GAGTAGCAGTGTTACT -MGB,
1.3 %itsam

K H] SPSS23. 0 Gt Bk A7 40 . AL R
Jr k5 Hardy-Weinberg -7, 5 6 36 43 Br I IR 4
HE S A0FF RN 19 56 28 s logistic 8] 743 # JE PR &Y 6 by
R IR 3 OR J 95 % CL, I 2 ¥E 51 A 1 L 4%
1645 P 2 IR % s Kaplan-Meier ¥ 22 il 4= 47 il 28 5 35 A
Y5 OS 15 &4 3 H Log-rank ¥ 56 1 Cox [0] 5 &
RITR R EMEZ R 4Hr. DL P<<0.05 AERA
GiitrE X,
2 2 g
2.1 W RAFAESTAL ST BB 6 Fvh

175 R PE ESCC B3 2 #1(1. 1%) CR, 66 {4
(37.7%) PR, 51 ] (29.1%) SD, 56 ] (32. 0%) PD,
MBI RBCR (CR+PR) N 38. 8%, M 4E IS 1
I S I NS N iR o A A 3 A e D A
5467 )R o KB (P>0. 05, L& 1.,
2.2 BPHFREEIMGEEARASA

3L R 2 AL AE 175 B 325 th ¥
B WA B AR B L rs907187C/ G BAKE 1Y TR 22 A Pk v
B CC.CG.GG HEFH 435 2 53 44 (30. 3%) .81 il
(46. 3% Fl 41 # (23. 4%, rs8679T/C AL 1T e £
BM AL AW TT, TC, CC A K A 43 5 Ky 51
(29.1%). 77 5l (44, 0%) F1 47 5 (26. 8%).,
rs1136410T/C AT TR 2 &4 S /9 TT. TC,CC
FEHAL SR 57 B1(32.6%) .79 B (45. 1 %) F1 39 fil
(22.3%0) . VA 3 AERA A IR 22 25 P o7 o503 R 71 43 A
A BEHARB 1% % Hardy-Weinberg F-ffif (P>>0. 05)
2.3 RHFRSEIBEELAAA ST HEAMREY

rs8679T/C.rs1136410T/C L H IR Z B S5k
S RN JCH (P =>0.05), rs907187C/G BM%H R £ 45

T EEF 202251 A% 51 5% 2

PESAT7 R B A 5%, CCLCGL GG K Ry A
BRI 12/53(22. 6 %) .33/81(40. 7%) F1 23/41
(56.1%), Z 5 A G il % 8 X (X* =11. 116, P =
0.004), CG Z+& S HAILYT I % Ry CC K AU [y
2.337 f% (95% CI:1. 068 ~5. 113, X* =4. 516, P =
0.034) ;GG ali G 58 48 Je (R AL J7 B i % Ry CC A
AU 4. 326 4% (95% CI: 1. 771 ~ 10. 565, X* =
10.334,P=0. 001) ; CG+ GG % K AUk J7 2 1 N
CC A 2. 881 5 (95%CI:1.379~6.019,X" =
7.927,P=0.005), AN, GG Ik F R IT [z v
& F CG+ CC KA (OR = 2. 514, 95% CI .
1.229~5.142,X"=6.375,P=0.012) , WL % 2,

*1 175 il ESCC B E G R$EE S L 97

BRH%ER(%)]

A8 i n CR+PR SD+PD x: P
5

% 97 41(42.3) 56(57.7)  1.066 0.302
5’8 78 27(34.6) 51(65.4)

()

<60 91  40(44.0) 51(56.0)  2.075 0.150
=60 84  28(33.3) 56(66.7)

i

A 95 42(44.2) 53(55.8)  2.507 0.113
J 80  26(32.5) 54(67.5)

W% A B

A 83  38(45.8) 45(54.2)  3.188 0.074
T 92 30(32.6) 62(67.4)

B I IR R R

B 21 7(33.3) 14(66.7)  4.999 0.082
B 59 17(28.8) 42(71.2)

T B 95 44(46.3) 51(53.7)

Jipged o AL B

= 54k 25 8(32.0) 17(68.0)  0.582 0.748
har b 73 29(39.7) 44(60. 3)

k1 77 31(40.2) 46(59.7)

2.4 FHHBREAREELARA LS EE OSH XA

175 WJxﬁx"%@ﬁiqjﬁ OS H 12.5 4 H (95%
CI:10.912~14.088), rs8679T/C % H MR L&
LA TT.TC, CC % 8 & F A OS 43 51k
11.6.,12.0,14. 2 4~ H (X* = 0. 955, P = 0. 620);
rs907187C/G M H R Z /ML S CC.CG.GG
KA AL OS 405k 10.7.12.8.13.9 M H (XF =
0.420,P=0.811),

rs1136410T/C MEHRZASESEHE OS B3
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FH S, Bt 4537 2

AR, TT. TC.CC FE 43504 9. 3.13.2,15. 6 4
HX*=11.846,P =0.003); TC+ CC & [x 1 #E 45
AL OS N 13,9 D H B TT B BIEK (X*=7.787,
P=0.005), WK 1,

A CH B ay¥em, 540 OS &
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fili il Cox B RYHEAT 22 P2 23 (AN A 4F 1% L I

O LA AR B R A S BT IR 2 A )
gL R rs1136410T/C PR R 2 B M4 2 ¥ W
ESCC #3& OS By 2l 37 il J5 I 2 (OR = 1. 717, 95%
CI:1.208~2.440,X*=9.088,P =0.003),

R 2 rs907187C/G.rs8679T/C # rs1136410T/C B EHBRE TN AERNESGREUFTFRMEMX R
i H CR+PR[2(%)] SD-+PD[(%)] OR(95%CD) " X P
rs907187
CC 53 12(22. 6 41077, 4 1
CG 18 33(40.7) 18(59. 2) 2.337(1.068~5. 113) 4.516 0.034
GG 41 23(56. 1) 18(43. 9 4.326(1.771~10. 565) 10. 334 0.001
CG+GG 122 56(45. 9) 66(54. 1) 2.881(1.379~6.019) 7.927 0.005
CG+CC 134 45(33.6) 89(66. 4) 1
GG 23(56. 1) 18(43. 9 2.514(1. 229~5. 142) 6. 375 0.012
rs8679
TT 51 17(33.3) 34(66.7) 1
TC 77 31(40.2) 16(59.7) 1.328(0. 631~2. 792) 0.558 0.455
CC 47 2042, 6) 27(57. 4) 1. 460€0. 640~3. 329) 0.810 0.368
TC+CC 124 51(41. 1) 73(58.9) 1.377(0. 693~2. 736) 0.833 0.362
TC+TT 128 48(37.5) 80(62.5) 1
cc 2042, 6) 27(57. 4) 1. 228(0. 620~2. 433) 0.348 0.555
rs1136410
TT 57 19(33.3) 38(66.7) 1
TC 79 30(38.0) 19(62. 0 1.221(0. 596~2. 500) 0.297 0.586
CC 39 19(48. 7 20(51.3) 1.887(0. 815~4. 366) 2.199 0.138
TCHCC 118 19(41.5) 69(58.5) 1.414(0. 728~2. 747) 1. 045 0.307
TCHTT 136 19(36. 0 87(64.0) 1
cc 19(48.7) 20(51.3) 1.678C0. 815~3. 456) 1.972 0.160
“:logistic MATHEE OR K (95% CI) I 2 M5 AR R AR AR o A0 B L iy Bt & 3 06 A% 1F
1.0 tj . ‘§§1136410T/0 1.0 1,\: . ‘_?(s}légﬁﬂoT/C
N -pms ™ S T
0.8 s }%:%gﬁ:% 0.8 Ny
Y N
%0.6 Y 0.6 \
. & \
B 0.4 % B 0.4 \\
_\ \ 1
0.2 b 0.2 Y
0.0 0.0 T
0.0 10.0  20.0 300  40.0 0.0 100 200 30.0  40.0
0s(A) 0S(H)
B 1 PARPI £ A rs1136410 S MM R REEE R ESCC BF OS #Z&kttt
3 %t i FHXIT I 2, B U5 A R . DDP A4 f5 75 H

DDP 357 Bl ESCC it T fyv 242 —.
5 RS PR K 25 ) LR A TR L AT
WEI0) ESCC A7 I A7 76 1) B0 52, 4 B 1 A

M52 DNA, A] JE B 41-DNA 4 4, 53 DNA 48
R, LW DNA &6 f s 5 R M, i
A R FE BV IESE DNA 18 & 8 150 5= DDP i 25 /) 32



290

FIFNYY, PARPL &AM A A DNA B E & A,
FE B SE U] B 16 2 % b & P EAE Y . BRSE BOR
PARP1 335 Wl /0 fff £ 45 Ja 40 I 6 16 97 110 5 Jak 1 34
sR-Y L [, PARPL 235 78 1b 38 B 52 i & 4 08 IR H
MBS . B, % 55 PARPL 3% [N 50 8% 4F
R 22 25 T e 5 R v ESCC 3% DDP {1k 7 2 i M
OS #Hi%.

rs907187C/G M H R Z A PEAL T PARP1 £
B FIX, & E2F1 # R HF s A0S, KER
fiff 4 5 R . rs907187 ZAMEN M G FHHEE
E2F1 85 G 0 MR, S 8US 30 F 16 5 F B, JF BRI ph
25 B 290 98 210 ik PARP1-mRNA £ kK (P =
0.003) ; FER BRI H LR IR ST R B G 55 £ 5 %8¢
i) PARPI 2R (4 £ ik #156 (P<C0. 00D, #F 58 2
AR LAEDT I ARET L rs907187 Z 8 S CC e GG
B R R HEAT 2 S A LR A KU B Y L L
AVITABLIE % Xt 3 il #2858 40 g 997 1 2 ifF 47
WF5E . KB rs907187 Z ALY G A8 5 55 47 Hk
o WA AR ALY RV (P =0.02), AWF5t &
TS5 5L B rs907187 ZAMEN M1 G &
PEIEPIBCH B30, ESCC (& L7 7 5 R 2 4 T
(CC 22.6%.CG 40. 7% .GG 56. 1%, P =0. 004);
CGHGG AT IR K CC FEH ALY 2. 881 %
(95%CI:1.379~6.019, P =0.005), K3zt Al A4 3
B oE " 2EHHEM rs907187 Z AP 5 728 S
A FE Gl S E2F1 ¥ RN T4 4. T
PARP1 %% 5% FRIKKF, 0855 T DNA & E /g J) . ff
1598 4 M IS YA B 2 DDP 5319 DNA #5145 . 3X 7] fig )&
G SR 2 % DDP Ak y7 8 S g i R, 24
SR L I HE WA T B 2 B BT TR 2 AT R 2E Y
KAESE

rs8679T/C M MR £ & M7 T PARP1 %
3'-UTR, BE W microRNA 5 mRNA Ay 454, dEim
P PARPL R (4 3R 55, B 2 5% W 45 BV 98 19 & i
DG L BRI BT RSSO R A I 2 A S B
TR S A AE A B O™ L i Ah, ZHAO S
Xif O 59 B UEAT AR T, ok K B rs8679T/C FREZHY
M2 22 M SNk T BB ME AR OG . WA AR SR ok
K rs8679T/C HIZIT IR £ 815 ESCC B # 1byr
RN K OS Z I8 47 1 KB (P > 0. 05), 4 Hf.
rs8679T/C 5 M fby7y7 8 Z | B 52 85 /0, — 34 [l
M LS R AT A T T R Z A 58 TR AR .

rs1136410T/C B H R ZEME TER X S
PEL AL T 285y C 5 2Dy 762 i 28 Hk iR ik 5t
M A TR (VaD B4 N & R (Ala) 5 80E H 45/
AR R 5 W PARPL (B 00 o RESY . B g WoR
rs1136410T/C BAZ YR 2 25 M 5 019 L 98 4k 7 I 0 AH

T EEF 202251 A% 51 5% 2

Ko CC B IH AL AR 35 XA A T7 SO, it 25 KU B 2% T
(P =0.00D)"" . 53 &b, 18— 300 4 /N 40 i o 1) F
SEH, B rs1136410 2 A M7 A2 F A A TCH+
CCH A ML OS B EF A4 A KA TT B &M
WK, 5358 17. 4 A~ HF 14, 8 A~ H (P =0. 032)
TR 5 AR AR — 8L AR E R kM
rs1136410T/C HZH R Z &M 55 B ESCC B4
OS M, A AN R C #4527 OS B i 4E K
(P=0.003); Z/#a —4 C EMEEPBHE TC+
CCH i OS H 13.9 M H,. B TT W &K (P =
0.005), #RIfi, 76 4% 32 DDP [6] 5 A6 7 19 5 2900 18
H L, rs1136410 Z A A7 55 A8 S 4 7 FE B C 5 [l 4
WM % 2 5L m OS 4 % B & M *E (P=
0. 00, X HAHF 55 4518 I A — 2. F Ak L 1k
SV ZH B IR Al L bR A VR 9T O 28 B AN [ S BURE 5T 4
REMAEER.

25 FRTR AR W 5T & B PARPL B R £ 5k
AERZ WL RS M ESCC B3 1 4k 7 U B A A7 T
rs907187 Z VAL 11 G 48 6 K 7R S 4 1 A6 97 I
N LT rs1136410 24PN A C S EERE 5 OS K
A2, ASAIF 5T 25 SR T 58 % 000 5% B8 M ESCC B % 1by7
N B T AT — 7 I VE

S % 30k
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