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[(FZE] HI BT S 808 TC-1 AN R MR P rE A ToEL & PD-L1 Fak iy gm & HAE OS], i
BHETROR RS Y. ik MTT 5 AR AT TC-1 NARAIINEETE T, THiEisAsoE e v ; =
FELLAL ARG . PKD BT GO 6976 XF TC-1 4l F 1A PD-L1 FEikmysgm. &5 (1) JHI%T TC-1 i
AR EMIGTEIHRAVER, 1C, (HR 25.5 pg/mL;  (2) JEAALIE 24 h J5 TC-1 4R PD-L1 (R iEHR (64.96 +
11.55) %, BAMEXTRRZAS (39.59£5.99) %, 2 HIKZEFAZITFEXL (P<0.05); (3) WEABS PKD BHITH
GO 6976 4LBE TC—1 40/ 24 h J5 TC-1 4N 0 PD-L1 X R (61.56 +3.43) %, JIUHIRAIMACTEAY TC-1 40
Ifii PD-L1 £ikHK (79.54£5.09) %, —HHEREFAGEITEEL (P<0.05) . & AW TC-1 niEZkE
PD-L1 A1k, FEWT PKD 42 AT W IHREAXT TC-1 M2 PD-L1 FERB N0 EE , %A AT fEJEii 1 PKD
IWARFZ PD-L1 F3A1.
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[ Abstract ] Objective The study was aimed to investigate the effect and its mechanism of cisplatin on the
expression of programmed death ligand—1 (PD-L1) in TC~1 cell surface, in order to provide an experimental basis
to improve the therapeutic efficacy for cervical cancer. Methods The concentration of cisplatin was optimized by
MTT method through detecting the cells proliferation vitality. Then, the expressions of PD-L1 in TC-1 cells treated
by cisplatin and PKD blocker G(06976 were measured by immunohistochemistry. Results (1) The proliferation of
TC-1 cells were inhibited by cisplatin with the 1Cs, value of 25.5 wg/mL;  (2) The expression of PD-LI in TC-1
cell surface were (64.96 +11.55) % in cisplatin group, which was (39.59 +5.99) % in negative control group.
There was a significant difference between the two groups (P<0.05); (3) The expression of PD-L1 in TC-1 cell
surface treated by cisplatin combined with PKD blocker GO6976 were (61.56 +3.43) % after 24 h, which were
(79.54 +5.09) % in cisplatin group, and the difference was significant (P < 0.05) . Conclusion Cisplatin can
promote the expression of PD-L1 in TC-1 cell surface which could be significantly inhibited by the PKD pathway
blocked. Hence, cisplatin might influence the expression of PD-L1 through PDK pathway.
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HAGA, MR LSRR ER 15 e 4 x4k
ST BURIEAR L, iR SHURSRIEREA I, Hl
PG e 5% e e b A R s Ah Y 7 AR ) 32 2 i [
Z P T R A A —F P MR Y (E S R T
PEJR TR 1 (PD-L1) R ITAER & BLAY 5 g e
JaE k3 AH OC I oy F 2 — B AR B N IR
L A B (T4 K v, interferon—vy ,
INF-~y) BT IR 5 T T S5 26 i3 4 it v &
35 PD-LL, P T kA0 ARTE M, AT S2 a6
SRR, Zhang SEPHRIE SEAZEE . IRFGIATT . 5-Fu
3 Rk y7 251015 S 3L A i 2R T PD-L1 351
fn, A2 PD-L1 518 T 40 T2, Qin X SR
i 1B N PR J s 20 bk H22 2 35K PD-L1.

LA S 1Y) — AT 259, Tz T
e S R . (B E R i 0 X e 25 A
PD-L1 F A MR AR FY.  BOAS DREE 1o e 2
ZH AL ZE 0 B R TC—1 40 M 3R T PD-L1 3%
KRN DL AT RERIVE TR, ik BuRibsT
ORI SAK H.

1 W5

1.1 R RIRF
YRR : B - R ARk TC-1, R RIEMER
HPV16 PHVE B b 40 Madk , b 38 B 298 5 4
KEFBE2EBE TC WU 22 . bt il PD-L1 278
FEHUARIE A bt SRR A H ARG BRAE, MTT
W A3 = RAEWHE ARSI, DMSO I3 H GIBCO,
4AFT GO6976 W4 [ SIGMA, SP #3241 4kt &
F1 DAB ‘g (i & 3 R 2.
1.2 ZHREIESE
TC-1 M55 T 10% 64 3 . HEE.
BEFE R E R 100 U/mL () DMEM ;33 5E, &
F 5%CO,. ML . 37°CHE IR 5 T4 N B 55
HIARALAS, O BUE I A A R T2 5.
1.3 MTT Eisaxt TC-1 4paiE 18 %M
TC~1 AT 96 FLAR, Jin & AL 3 43
M0, 15, 22,5, 33.8. 50.6 pg/ml A 1% FE 5L,
24 h il MTT, 4 h fin DMSO, &% . MdR L &
OD fH, THAEAMAEIG 2.
1.4 JA$AXT TC-1 4HAERME PD-L1 FRIZHIFM
Aoy Ay A BEER K L AIAALE, AL
WeRE R 12.5 we/ml AR5 3738, A FRER K 40
AT EHER KRR R, &AL 500 pL. 24 h J5 e
JELA AL PRI TC-1 AR IR PD-L1 ik, HAK
Trikh 4% 22 R E AU, 3% H,0, 5 R

PESHE ALY, S PD-L1 ZakeHiik, 4CHwG
AR ES iR 50, DAB B, HAKKE
gy, WEL . frRE.
1.5 PDK PEET#I GO 6976 tliA4A3] % iy TC-1

R PD-L1 BIREZT AN

HRAT I 4 41, DMSO+ A= FHER K4 (B
WEZH) . PKD FHWT#H] GO 6976 2H . WiEAZH . Bk
4 PKD FHIHI GO 6976 £H. DMSO+ AEBHEL K 41 hm
A AEREER KRN DMSO BIEER3E, GO 6976 4UMA
o5 pM GO 6976 fXEFREE, EAL A S HR R
12.5 p g/mL A B35 FR5E, AL +PKD BHITHI G
0 6976 LHINA 12.5 we/mL JFEIFT 5 uM GO 6976
FoEEFeRt, 24 h J5TR 1.4 30 e 4l Ak Jy A
TC-1 4T PD-L1 #£ik.
1.6 PD-L1 RiXiFHIERAE

PD-L1 FHM: Rk 2 AR B 0 2 AR 50k ol 4]
P, EAAEANMBRE AT, TR AL 10 5K
Jea it R, THEC PHAE: Y () 40 2 BT A 4 e
AN, TR AR A . BT R E L
(x+s) FoR. BPMEREKL 3K
1.7 FitFEH*E

K SPSS B X EAR A TSI i b B, 3
TR BCR AT FEAS 4G5S, P<0.05 N2ER
EE NI -8

2 &R

2.1 JiFE$ARY TC-1 4AAmIEsHEE S A =i
A 15, 22,5, 33.8, 50.6 pg/mL AR
B FW AT TC—1 20 24 h )5, AR 3440 %
H389% . 472% . 50.9% . 56.6%. NiEIX TC-1
Y 3G AT RIVER . H 2R, 0
X TC—1 4L ICso SN 25.5 p g/mlL.
2.2 I$HXT TC-1 ZAAESRE PD-L1 Rz =M
MW 2H TC-1 40 Jfl 5% i PD-L1 1 K ik
(6496 £11.55) %, BHMEXF A A (3959 +
5.99) %, 5FAEXTREALA EL, 40 A B S )
TC-1 i 10 PD-L1 Rk BEIE, 256501
R (P<0.05), W1, F1.
2.3 PDK FEH# GO6976 X /i$A3] &2#9 TC-1 4
BRE PD-L1 Rz TN
Ej %t B2 DMSO+ A FEER K 4LAR e, A4
RIS PDK BHIT ] GO 6976 ZH 41 il 2% i PD-L1
MFeIA WG, MIEAEC S PDK FHIWTR GO6976
SEAAAR L, WA 4140 3R 17 PD-L1 (%35
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B #, SF. EAXT TC-1 ZMIERIR PD-L1 FB A2 K AL 17

FIRAR, ZRAGITFE(P<0.05), WHE K2

B 1 Jf$Axt TC-1 4R E PD-L1 RiZM#Mm ({5 E &
T4 x 200)
Fig. 1 The effect of cisplatin on the expression of
PD-L1 in TC-1 cell surface

A: BIPEXTIRZH; B: JEHZH.
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B2 IfEsAR GO6976 Xt TC-1 AR PD-L1 RiZHIH
M (f8] & AR x 200)

Fig. 2 The effect of cisplatin combined with G? 6976
on the expression of PD-L1 in TC-1 cell
surface

A:DMSO+ AEFREL K4 ; B:GO6976 4H; C:J%AZH ; D:isH
+G06976 4H.

*1 % GO6976 3f TC-1 fHIFRE PD-L1 RikME
Mg (v+s)
Tab. 1 The effect of cisplatin combined with GO 6976

on the expression of PD-L1 in TC-1 cell
surface (x+s)

5 H PD-L1 %ik (%)
DMSO+ A= # £k 7k 2] 46.9+3.9
GO 6976 41 492+49
A2 79.5+5.1°
G4A + GO 6976 £ 61.5+3.4%

5 DMSO+ A HER K 4 HLde, "P<0.05; WAL Fbis,
"P<0.05.

3 e

PD-L1 J& B7 ZWH A, MERF LA TR A
1 ( Programmed death ligand—1, PD-L1), &l
AL (antigen—presenting cell, APC) FTHI A
— R REHEEE . TAMM. B 40M . E WA AR
G AR A0 LA R R st A bk 22 400 B A 2 2 4 B B 3
PD-L1 %3k, IEWAEREA T, PD-L1 RKkHAR,
2 R Az iR S e FHLIG 0B, b JRE 4 B T 2
PD-L1 i fEFik. PD-L1 Kk, 5 T ke 40
Wiz AR IR P T 524K (programmed death—1
receptor , PD-1) Z5G34, ARG M:AF S 1Y
i, FECT AT (T regulate cells, Treg) J&PE
Waam e BT T AN KRR, S0 T AN ) S A AN
W5, WS T AR AR T, R AN AR e
FEHRIRT. FRELIEE R S AN . I A 2 Tl
FIE ST B PD-L1 o B GA. IEHTIE N
i (T4 E v, interferon—y, INF—vy) B(Hi
FAIRIT IS T HRLE R A IR F] 5 ik PD-L1, 411
il T kAR 1. BRSNS TC-1 i
M PD-L1 YR80, 327 i LA J= ) 3 fin
PD-L1 7EMPIRE AR T B3k, X P RESE 52 M
I P RCR I R 22—

HHET, SCTy7 254 L 2 hieg 40 B2 i PD-L1
FIRH A E LRI PR, Qin X SF A IR
SOV FF g 40 i b PD-L1 26 3k 38 i 2 @ id Exk
IMAPK 542, Liang S5 18 5 /A B B 20T DAk /b
TR v FEWFLIYE AR T PD-L1 AYRIA.
Chen FFWEABTIR v Wi EHAMM D2 (PKD2)
TR AR B0 J SR A0 i 9 2 M R TR PD-L1 AR
ik.

PKD ZIEMATET KRB AR AN, K .
REA% . o R R SRR N YA 43 A1, EAH L R]
5 MG R R ESAER], AF9ERY], PKD
SMEmER . K. IBREAEIRRY. fEA
FEH, B PKD BH i 50) F5 B8 9820 R X 96 44t i
K PD-L1 R INFLEE, /R PKD #1255
T NGRS e A e 2 1T PD-L1 FIRIE ik —id 2,
X5 5 TG b3 4H Mg 2R 10 PD-L1 K3A
ARMRL. PRk, FRATHEN BHMT PKD 4% AT B 1y
258, gty 5 DR Ry IR AN R T PD-L1 K3k
B, S0 R AR ) Sk, SR ERITRCR.

B2, AT TC-1 40T PD-L1 fy2%
5, BHWT PKD i As Al 2 25 0 RWTAA X TC-1 4 i
I PD-L1 KA I AgF2 B2 , IDTEA mT RE 2 0 i



18 B B B} R A 22 4 5536 &
PKD j\,ﬁ_?ﬁé?ﬁ IJIJEJ PD-1.1 %%i surface expression in breast cancer cells and promote
PD-Ll-mediated T cell apoptosis [J]. Molecular
[%}%j{ﬁk] Immunology,2008,45(5):1 470 - 1 476.
(6] QIN X,LIU C,ZHOU Y, et al. Cisplatin induces program—
med death-1-ligand 1 (PD-L1) over—expression in
[1] HERNANDEZ B Y,GREEN M D,CASSEL K D, et al.
. . hepatoma H22 cells via Erk /MAPK signaling pathway [J ].
Preview of hawaii cancer facts and figures 2010 [J]. Cell Mol Biol (Noisy] 4).2010.56 (11):1 366 — 1
Hawaii Medical Journal,2010,69(9):223 — 224. 3;’2 o7 plonRomyTergrand <0 SR
(2] T2, TR PETANIRAE R R & AR kv 7] i{AéPOT F FEHRT. CIBBONS C ot al. Perinheral del
e . § S s ,G ONS C,et al. Peripheral dele—
HIVER St 1] hESEHER SR, ) i P )
tional tolerance of alloreactive CD8 but not CD4 T cells is
2012,28(9):718 - 720. 4 4 he PD1/PDLI N (7], Blood
pe nt the - — athwe . N
[3] FLIES D B,SANDLER B J,SZNOL M, et al. Blockade of ependent o e pathway - LJ].Bloo
. 2008,112(5):2 149 -2 155.
the B7-H1/PD-1 pathway for cancer immunotherapy [J]. (8] LIANG M, FU J. Triptolide inhibits interf -
> M, . t > ts iterie -
The Yale journal of biology and medicine,2011,84 (4): J-Triptolide inhibits interferon gamma induc
409 — 421 ed programmed death-1-ligand 1 surface expression in
i breast cancer cells . Cancer Letters, 2008, 270(2):
[4] CHEN J,FENG Y,LU L,et al.Interferon—gamma—induced ;:7‘% ;’4&;}(’(’1‘ cells 1J] ancet hetlers (2)
PD-L1 surface expression on human oral squamous Sor T
. . . . [9] PRESTLE J,PFIZENMAIER K,BRENNER J, et al. Protein
carcinoma via PKD2 signal pathway [J].Immunobmlogy, K a 1 4 he Gole (7. Th
se < ate t the > rtment . >
2012,217(4):385 - 39 ot i 1996 154000 01140
[5] ZHANG P,SU D M,LIANG M,et al. Chemopreventive Journal of cell biclogy, 1996, 134(6):1 401 =1 410.
. . (2015 -02 — 16 Ytha)
agents induce programmed death—1-ligand 1 (PD-LI)
(EHEER 9 50)
translocation: not a clinically relevant phenomenon in col— Bacteriol ,2006,188 (16):5 668 — 5 681.
orectal cancer[J ]. World J Surg, 2005 ,29(2):198 - 202. [10] SPERANDIO V,TORRES A G,KAPER J B.Quorum sens—
[4] PACHECO A R,SPERANDIO V. Inter-kingdom signali— ing Escherichia coli regulators B and C (QseBC): a novel
ng: chemical language between bacteria and host[J]. Curr two—component regulatory system involved in the regulation
Opin Microbiol ,2009,12(2):192 - 198. of flagella and motility by quorum sensing in E. coli[]J].
[5] CLARKE M B,HUGHES D J,ZHU C,et al. The gse c Mol Microbiol ,2002,43 (3):809 — 821.
sensor kinase: a bacterial adrenergic receptor [J]. Proc [11] LI J,ATTILA C,WANG L,et al. Quorum sensing in Es—
Natl Acad Sei U S A,2006,103(27):10 420 — 10 425. cherichia coli is signaled by AI-2/LsrR: Effects on small
[6] CURTISM M,SPERANDIO V. A complex relationship: T— RNA and biofilm architecture [J]. J Bacteriol,2007,189
he interaction among symbiotic microbes, invading (16):6 011 - 6 020.
pathogens, and their mammalian host [J]. Mucosal Im— [12] DATSENKO K A,WANNER B L. One-step inactivation of
munol,2011,4(2): 133 - 138. chromosomal genes in Escherichia coli K-12 using PCR
[7] RASKO D A,MOREIRA C G,LI DE R,et al. Targeting products [J]. Proc Natl Acad Sci US A,2000,97 (12):
QseC signaling and virulence for antibiotic development 6 640 - 6 645.
[J]. Science,2008,321(5892):1 078 — 1 080. [13] SERRA-MORENO R,ACOSTA S,HERNALSTEENS J P,
[8] DOUGAN G. Does the Trojan horse have an Achilles’ heel et al. Use of the lambda Red recombinase system to pro—
[J]. NEnglJMed,2009,360(1): 83 - 84. duce recombinant prophages carrying antibiotic resistance
[9] WALTERS M,SIRCILI M P,SPERANDIO V. AI-3 syn— genes[ ] ]. BMC Molecular Biology,2006,7:31 - 42.

thesis is not dependent on luxS in Escherichia coli (J1. J

(2015 -02 - 03 Uiks)



