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BE BR: A% PD-L1/3-UTR L4758 § A0 154143815 5 45 A W8 &5 S0 A 44057 7 R Ak i M 20k, ik 4 4,
M E 262 5] 325 Wl R kAL TT 69 25 A M Bk 154143815 e R A, R UG, Gt AT A B A 5 b R 484057 77 R R B RS A
H BN R P A # b A K, #5588 PD-L1/3'-UTR L343 % % A0 rs4143815 5 BV ) 4874 57 649 97 L B %40 % (P=0.028); 5
C/C B Aatk, C/G & #6940 55 97 2 #457(OR=2.10) , 7 G/G ) B %0457 227 £ £ (OR=0.49), %K ,G/G A B XU RER L %
% $ /&(OR=0.46), b9}, PD-L1/3'-UTR L #4382 % A0 rs4143815 5 45 & M/ 69 ib o K 23548, G/G B % % 04 b 55 R
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ABSTRACT Objective: To study the association of single nucleotide polymorphism rs4143815 in PD-L1 3'-UTR with the efficacy
and safety of oxaliplatin-based chemotherapy in colorectal cancer(CRC) patients. Methods: The genotypes of rs4143815 were determined
in 262 cases of CRC patients treated with oxaliplatin. Statistical analysis was conducted to determine the association of genotypes with
oxaliplatin-based chemotherapy efficacy, occurrence of adverse reactions and clinical pathological characteristics. Results: Single nu-
cleotide polymorphism rs4143815 in PD-L1 3'-UTR was significantly related to oxaliplatin-based chemotherapy efficacy. Compared with
the C/C genotype, patients with C/G heterozygous had better efficacy (OR=2.10), while patients with G/G homozygous achieved poorer
response  (OR=0.49). However, the incidence of adverse reactions was lower in the patients with G/G compared to the patients with C/C
(OR=0.46). Moreover, single nucleotide polymorphism rs4143815 in PD-L1 3'-UTR was significantly related to the tumor size of CRC.
The patients with G/G burdened smaller tumors than the patients with C/C (OR=0.08). Conclusions: Rs4143815 was significantly related
to the response, safety, and tumor size of CRC patients, it might be may be regarded as a molecular marker to predict the efficacy and
safety of oxaliplatin-based chemotherapy for CRC patients.
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4iiffs_[- PD-1 AHE ARSI T 40M0g 56, PD-L1 AE45 i &
A R R AP RS AR E T B R Rk I BEOA AR
RIS IR 7, = 3ik i PD-L1 5455k B E A e
TEIE I RS BRI S 22 10 5 A e,

FeATET B 98 B8 7 T PD-L1/3' #1%% X (3'-untranslated
region, 3-UTR) AV FHERZ S (Single nucleotide poly-
morphisms, SNP) {3/ i rs4143815 FLH K 5 15 95 14 & A K filvyeg
KN SRR EE GRVE R TNM 3 ] 55 16 AR S8 2 4000 25 A0
S0, HiZ SNP AT LATRN 62 - IAIA YT e/ Nt B
R REE R, FEE/ N Mg o, PD-L1 rs4143815 15822336
il 1s822337 45 SNP 5 (5 A AP W AR OC ; =4~ SNP Bk G 4)
Mk, B AN R SE PR R B B i B R AE T (Overall survival,
OS) EHIFHAPEREALD, 18 rs4143815 545 1 9 58 2 i
HIAETT Y7 R S e A M R DG R R B B . IR UtL, AR RIS 6
154143815 58232 WD FARIRYT (4S BEs BB I, &4
P R RS BRSNS EA T T BT

| RS i

L1 #F5Es&

WA TE T T 47 DU N R I e 252 B Vb FIIR YT I 262 4
S Hp R 2RI R 02, ST HERR A At A ST
JihdgE o WACAR AR I R B S A, ELE I R N R B LR
AL TNM 4330 EHEVREE I A5 A Rt A 4 75 55 . TNM
G SF 56 EI AR IR A 22 DA 23 R 8 M i SRR HEVESE o ABTTAS
RS 43 Aa ANTE 2, BT 3 ] L S50 O R i R IS
S5 PRATE AR B A 50t R 1 20 i D> B R0 1 S5 1R L PP A
B AT —VNERITFHIRTC . AR T L d K22
o, HrR S A Mg R .

1.2 #h#

Taq DNA 5 & i F1 i A% B A% 17 = W iR (Deoxy-ribonu-
cleoside triphosphate, ANTP )5 [§ Thermo 2\ 7] ; 5|4 i 75 M 42
MERARARIGRG BB A a2 AR IR F
GelRed Nucleic Acid Gel Stain Il [] Biotium 23 & ; /K 28+
TR AR R 6 (Sodium dodecyl sulfate, SDS) 2K (AT L SFIK
| 2, -} Y Z, R (Ethylenediaminetetraacetic acid, EDTA) | Ji
B R & RESESL ORIk (Triton X-100) = (J2 FH 3% ) 2 L A e
(Tris(hydroxymethyl)aminomethane, Tris) ,MgCl, H,O ¥ H [E 24

% 1 154143815 SEFISAEST

SRR BR A B 5 SER0 A e 38 K P 25 K Bl i
1.3 FHik
1.3.1 £ DNA 2B I 0.5 mL HifE4= i, A0z
W IRAIHEFE A4 I 1 mL R BERKIRS), B0 LE
UUE il DNA i BEZ2 1P , 20 %SDS, 5 M NaCl 53R 5]
TIATE T R K S - S ORI TR S AR, B0 0 2
BUKAERE 20— B0 AR TP Jek Bl DNA il 5
L2435 DNA, ] 70 % L BHR & K ER , TUTE T K REE K
BJa i E $R B DNA BYHRE
132 BEFEENE  FAEAIERY LM E rs4143815 FLFH
HI, B A E4E R N (Polymerase chain reaction, PCR)J™HiA £
4 :25 WLPCR W K & 145 1x Taq Buffer, 1.5 mmol/L Mg-
Cl,,0.2 mmol/L dNTP, IE [ 5 |#)( 5'-CCACTCAATGCCTCAAT-
GTG-3' o, 5-CCACTCAATGCCTCAATGTC-3") % [ 5| ¥
(5-GCAGCAAGTTTAGTTTGGCG-3') 4 0.4 pmol/L,200
ngDNA #i#y ,0.625 UTaq DNA B4 . PCR J2 )i 55144 :94 C
TiASH: 5 min, 94 ‘CASPE 305,56 “CiB k 30's,72 C4TAH 30 s;
P340 ANMEI ;B fa 72 CIER 7 min (i RN S84, RN SRR
JRHGH) 3 WL T 15 %I ESERE L AT R SIE (1% TAE
LYK ZE W, LR 120 V, fE R Pk 30 min ), B8RSSR RSN
P e Yk B, FEAR Al E UK S o 4 2 I B sl A
1.4 GEit=5h

N FH SPSS20.0 ZE it i Al SNP i 15 1s4143815 4%
HIGE IR S AT TR PR ARG, T A
FAE &AM Logistic [FIHBERIT A L E H (Odds ratio, OR) F1 95
%7] {5 X [i1] (Confidenceinterval, CT), Jr i 46 by SUIAR 545 45,
LA P 0.05 AEFAGIE L.

2 R

2.1 154143815 SR FSHIRTT A EMEEE T RAIMEXME

Rs4143815 (1) 5 & 1 55 By b R E076 9T 45 B e 97 4%
FEHIFE(PS 0.028;% 1), 5 C/Caifg Mg EM,C/G Rl EH
HIALTF I R H7(35.1 %vs15.7 %, 0R=2.10) , i G/G % g4 114
FTRHITE 22 (19.3 %vs39.2 %,0R=0.49 ) , 5444 [L(C/C T
G/G),C/G Z2 5B B H B2 MU RENAI TG, Pmis B i
il (OR=2.76 ,P=0.029),

HHEAEERENTAXME

Table 1 Relationship between rs4143815 and efficacy of oxaliplatin chemotherapy in colorectal cancer patients

Model Genotype effect=D effect=R OR (95% CI) P-value
C/C 23(45.1%) 26(45.6%) 1.00
Codominant C/G 8(15.7%) 20(35.1%) 2.10(0.77-5.73) 0.028
G/G 20(39.2%) 11(19.3%) 0.49(0.19-1.24)
c/c 23(45.1%) 26(45.6%) 1.00
Dominant 0.9
C/G-G/G 28(54.9%) 31(54.4%) 0.95(0.44-2.04)
C/C-C/G 31(60.8%) 46(80.7%) 1.00
Recessive 0.026
G/G 20(39.2%) 11(19.3%) 0.38(0.16-0.91)
C/C-G/G 43(84.3%) 37(64.9%) 1.00
Overdominant 0.029
C/G 8(15.7%) 20(35.1%) 2.76(1.08-7.06)

Note: R, the number of patients achieving partial response and complete response; D, the number of patients with stable disease and progressive disease.
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2.2 154143815 SEFIHATT A EREEE RSB XY
Rs4143815 G/G BB 5 AR BN AR T C &3

P, 225 LA ge it a8 L(P=0.052; W3k 2)

2 154143815 5SRINFIHIRTEEMERENT R KEAHEXE

Table 2 Relationship between rs4143815 and incidence of adverse reactions in colorectal cancer patients treated with oxaliplatin

Model Genotype Side effect=no Side effect=yes OR (95% CI) P-value
C/C 22(42.3%) 50(54.4%) 1.00
Codominant C/G 11(21.1%) 23(25%) 1.00(0.40-2.47) 0.15
G/G 19(36.5%) 19(20.6%) 0.46(0.20-1.06)
C/C 22(42.3%) 50(54.4%) 1.00
Dominant 0.24
C/G-G/G 30(57.7%) 42(45.6%) 0.65(0.32-1.32)
C/C-C/G 33(63.5%) 73(79.3%) 1.00
Recessive 0.052
G/G 19(36.5%) 19(20.6%) 0.46(0.21-1.01)
C/C-G/G 41(78.8%) 69(75%) 1.00
Overdominant 0.51
C/G 11(21.1%) 23(25%) 1.33(0.57-3.09)

2.3 154143815 S&HEEENGRFIESHNEX Y
Rs4143815 FE K A5 iy K/ i 2 AH 5G (P=0.0034 ;3 3),
B G/G 70 2 g e ] 1 1L C/C TRUER /N(28.6 % vs3 %), 1L

C S HE R 5 # B /N(OR=0.08 ) . rs4 143815 ik K 1 15 1t vy e
B MR LA RS b T IR TNM 23030 | g S A o3
PR RE S5 BSR4 I 28 A O

R 3 154143815 SEHFEMER/NEXE

Table 3 Relationship between rs4143815 and tumor size of colorectal cancer

Tumor.size Tumor.size
Model Genotype OR (95% CI) P-value
< Scm >5cm
c/c 33(52.4%) 23(69.7%) 1.00
Codominant C/G 12(19.1%) 9(27.3%) 0.99(0.35-2.77) 0.0034
G/G 18(28.6%) 13%) 0.08(0.01-0.61)
c/C 33(52.4%) 23(69.7%) 1.00
Dominant 0.072
C/G-G/G 30(47.6%) 10(30.3%) 0.44(0.18-1.10)
C/C-C/G 45(71.4%) 32(97%) 1.00
Recessive 7e-04
G/G 18(28.6%) 13%) 0.08(0.01-0.60)
C/C-G/G 51(81%) 24(72.7%) 1.00
Overdominant 0.43
C/G 12(19.1%) 9(27.3%) 1.50(0.55-4.09)
3 b PEMR IR, iR A T A Y e kAT 5 Rt A B 21 i

S5 H IR A SARE 5T RN REE IR A LA
FARC, HrPh st R R T el 5 A E . BE AR 2T
B 52 B e PR S 22 I K P A LR A B 0L, 2 o s
BRI 5TV 2E 5 T RS BT RN MR 22
St o Ho B BRI R AL T IR 2 2851, Hoe B IR T
AR 2E T B R Z 14,

i FHOFEL A 3'-UTR 5§ 5'-UTR [ %) miRNA (MicroRNA )
MR IR £ A5 (MiRNA-related single nucleotide poly-
morphisms, miRSNP) #] LI§% 0 miRNA 5L 45 51,
T miRNA FIIRE , ORI R 38K, #1072 M A
IEWAERKEE IS 5HRMRIKRER RS, AR
78 PD-L1 AR — 2 o 2 1 671 M R W) 0 47, HE 3-UTR |
miR-570 %4 50 5 P i — 4~ SNP 1y 5 rs4143815, il i3 52 i
miR-570 [ IR T, B8 PD-L1 35 1 RE K-, A T i

Bbsgape iR B A0 A 3 T WREL 412 (Cytotoxic lymphocyte,
CTL )Y ™, Rs4143815 A i@ 1 15 i PD-L1 Fik 7K F-Fif
% T MR R 2 5 g ki, Ak ZENFER A T A,
PD-L1 K L35k 154143815 i 5 R A8 HES 1) & 4F 28 A0 ¢
21 PEHT 154143815C S5 JE R 1) R k2B 7™ B HE ST N A ] R
PERKF#EAR. PD-L1 B Y5 —4> SNP i s 8923A/C Bk
RS N A /NI T g 1) 5 et 224, BT AT S 3
R AL R b5 1) PD-L1 3-UTR 4252548 fn PD-L1 383k,
PNIRS 2 &R ES 0 SR

ARG Z 5T WoR 45 B G i h B R 2 250k 5 b R4
TETPTPAFEAEAE G . Qiong Dai 45 & I X RAEE 28 X H AME
1 (X-ragrepaircross-complementingl, XRCC1) Fl ] [ 1& & 3¢
X H#MEA 1 (excision repair cross complementation 1, ERCC1 )
B 28 555 A i B 2 B E AR A A A
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X, XRCCI1 Argl94Trp Trp 454 %&£ [F % ERCCI 15735482 C/C
S DR Y G VDR BAALS T ROV AR, S5 UIBR B S A S
#PMEEA 5(excision repair cross complementation 5, ERCCS5 )3 3
T IX -T63GH25A F fi Bk PR (B F A L, BVb A AR IR T
-163A/+25G S BRI FS PROE 2D, S A HGE , LN AR
F T %X D(Dxerodenna pigmentosum group D, XPD)
GIn751 Z5 {0 5L K 45 B d (8 7% FOLFOXA4 AT [ 3 i 35 %
fi&(36.7% vs 58.2% ,P=0.03), LR IWIHLE AL A7 W AR

ABFFEXT SNP 7 154143815 5 YD FISHIA 745 H e
SRFE TR RN R A T DLRIAR G EIEA T 1 BIF9E . 25
/R rs4143815 H N Y 55 ¥ PR AF i 5 AR A, C/G BUR A 1Y
IT 8 I (35.1 %vs15.7 %), C/C TR 2 (45.1 %vs45.6 %), G/G
R 22(19.3 %vs39.2 %), 5 C A AR # A LL, G/G BLE
BT ROREE . C S AL N T RE 245 B s YD R BAvR Y 7 Y
—MAEREEK. Lee SY ST A I, 7E S A AR 5 16T 7
AR /N0 2 il g 645 e P rs4143815C>G 2 A A I ALITIT
B, HAER S A — 807,

AR R, G/G AL (YR /N HE C ARk [R5 7
(C/C 1 C/G)H /INOR=0.08,P=7x 10%), i H.%& 4= A~ B J I [
JLAALE/N (OR=0.46,P=0.052), PREIZH 2 HiC £83ESE PD-L1
TEB TR Z A, SRR/ R IR A5 R Ll K
SEE TOU A5 ik P PRI AT S A CER Y, XAl B T G
&5 FE A PD-L1 3'-UTR 5 miR-570 %454 4] PD-L1 ik
0, MR AR, BN RN R AR s/ o SR, X
T C AN RS B R E R UL, A R R AR
R, BHEAN BN B LA L B g, 432 BLYD R BATR T I S0 4R A
BEAIT RV 7L TR e — D0

BEE DI R RIBIR A, BORMZ 1) miRNA #E S5 T
PD-L1 WZRIAME . 7EHAT B R 40, miR-513 5 PD-L1
mRNA 255 iMHIHERE, I35 PD-L1 A 519 5 s 4nfa i v
B2, FRATTATEA SE 46 ESE miR-570 7] LI 5 PD-L1 i mRNA %%
S HERE . miR-570 7R A0 PR, S8 PD-L1 3%
ik B 5 A miR-570 BEALIELN LI T ] 2 a1 G A= 2E
B3I, A1, miR-34a . miR-197 1 miR-138-5p 25 miRNA Y AHZk Y
RMEHZS ST PD-L1 BB, XL BN L PD-L1
DAEARA R AT BRI T BB

M RBFFE 45 R # W] PD-L1 SNP rs4 143815 525 H f i
BH BRI 7R A R R N A OG . X h
T 25 B e R R s B R BA LT BT AL SR B — B
PRk, IR AR YT B5E T A
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