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[ Abstract] Objective To evaluate the relations of PD-LI to clinicopathologic feature and prognosis in patients with
lung cancer. Methods Computer was used to search databases ( such as PubMed, Web of Science, the Cochrane Library,
CMB, CNKI, Wanfang Data and VIP ) to screen control studies about relations of PD-LI to clinicopathologic feature and
prognosis in patients with lung cancer from the construction of database to June 2019. RevMan 5.3 statistics software was used to
complete this Meta—analysis, positive rate of PD-L1 was compared between lung cancer tissues/cells and normal tissues/cells,
meanwhile positive rate of PD-L1 in lung cancer tissues/cells was compared in patients with lymphatic metastasis or not, with
different pathological types and TNM stages, moreover survival rate was compared between patients with positive and negative
expression of PD-L1. Results A total of 9 literatures were enrolled eventually, including 1, 863 cases. Meta—analysis results
showed that, positive rate of PD-L1 in lung cancer tissues/cells was statistically significantly higher than that in normal tissues/
cells [OR=13.91, 95%CI (3.62, 53.38) ], positive rate of PD-L1I in lung cancer tissues/cells in patients with lymphatic
metastasis was statistically significantly higher than that in patients without lymphatic metastasis [ OR=2.73, 95%CI ( 1.59,
4.66) ], positive rate of PD-L1 in lung cancer tissues/cells in patients with squamous carcinoma was statistically significantly
higher than that in patients with adenocarcinoma [ OR=0.70, 95%CI (0.50, 0.98) ], positive rate of PD-L1 in lung cancer
tissues/cells in patients with Il — and IV —TNM stage was statistically significantly higher than that in patients with I —and II -
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TNM stage (OR=2.24, 95%CI (1.79, 2.81) ) (P<0.05) ; there was no statistically significant difference in survival rate
between patients with positive and negative expression of PD-L.1 [ HR=0.74, 95%CI (0.39, 1.42) , P=0.37) .Egger’s

test results showed that, there was no publication bias in literatures reported suvival rate betwen patients with positive and

negative expression of PD-L1. Conclusion Available literature evidence suggests that, PD-L1 is closely related to lymphatic

metastasis, pathological types and TNM stage in patients with lung cancer, but it is not significantly related to the prognosis.
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Figure 1 Literature screening process
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Table 1 Basic features and quality assessment of the involved literatures
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Figure 2 Forest plot for comparison of positive rate of PD-L1 between

lung cancer tissues/cells and normal tissues/cells
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Figure 3 Forest plot for comparison of positive rate of PD-LI in lung

cancer tissues/cells in patients with lymphatic metastasis or not

BRIE [ 0Odds Ratio 0Odds Ratio
Study or Subgrouj Events Total Events Total Weight M-H.Fixed, 95% Cl M-H, Fixed, 95% C1
Shimoiji 2016 3aF 188 33 55 48.2% 0.18[0.10,037]
SEE 2017 28 54 16 26 12.6%  0.72[0.28,1.88] —
W\ 2016 M o33 16 27 8.0%  1.20[042, 342 —_—
P==2017 48 85 200 31 16.0%  0.71[0.30,167] —
PSR 2017 3w A2 24 48 06%  2.25[0.08,5.00] ——
S 2011 15 Fi 8 19 5.6% 1.59[0.49,5.14] D
Total {85% CI} M7 206 100.0%  0.70 [0.50, 0.98] L 2
Total events 188 nr
Heterogeneity: Chi*= 25.80, df= 5 (P = 0.0001); F= 81% Frra—— P
Testfor overall effect Z= 2.06 (P = 0.04) BE G

B4 o S B R L/ A PD-L1 BPER LU AR A
Figure 4 Forest plot for comparison of positive rate of PD-L1 in lung
cancer tissues/cells between patients with adenocarcinoma and squamous

carcinoma

=7 [+18 0dds Ratio Odds Ratio

Study or Subarou Events Total Events Total Weight W-H.Fixed, 95% Cl M-H, Fixed, 95% CI
SUN 2016 161 266 317 804 61.5% 236[1.77,313] -
FERE 2017 1"m13 34 BT 17% 534[1.10,25.94]

Bk 2016 1% 2 238 35%  274[0.84,8.97] b

B2 43 59 79 B2 TA%  316[1.48,6.73] —_—
BRI 2017 36 86 36 B 207%  1.00[0.551.83] —r

Iy 2011 16 24 723 24% 457[1.34,1583]

=k 2019 9 12 28 48 28%  214[0.51,8.99 —

Total (95% CI) 481 1130 100.0%  2.24[1.79, 2.81] L J
Total events 292 472

Heterogeneity: Chi*=10.28, df= 6 (P = 0.11); F= 42% 008 03 :
Testfor overall effect 2= 7.01 (P = 0.00001) UI+VHY 1 +ILHR

5 21/ 41H T PD-L1 P2 R i A%
I

Figure 5 Forest plot for comparison of positive rate of PD-LI in lung

ANIR] TNM 73197 A 25 i e 4

cancer tissues/cells in patients with different TNM stages

18YT XA TR A S R R, IRt - 4R3A 7 It 98 AY
ZineEE ) L PD-LI & PD-1 MRk, FIEA T4
ML, FHAELMEANE CnFLiRE . WEDE . S5 aiE.

B, EsE ) h R e Rk, A EN, PD-LI 75
A e e kit i B P BA EEE . PD-L1 5 PD-1 455 A



SO IR 000457955 2 75202043 H 4528484531 FRRIE: hitp: //www.syxnf.net .27
) _ Hazard Ratio Hazard Ratio [3]ZHENG Y W, LI R M, ZHANG X W, et al.Current adoptive

Study or Subgrou Hazard Ratio] SE Weight IV, Random, 95% CI IV, Rand 95% C1

Hidenobu 2015 083 031 218% 044 [0.24,080) — . . S

Jong by 2016 001 012 0% 099078 1.25) + immunotherapy in non-small cell lung cancer and potential influence

Masaki 2016 D87 043 185%  239(1.03,554 — )

#F2017 -008 058 148%  0.92[0.30,288 T of therapy outcome [ J | .Cancer Invest, 2013, 31 (3) : 197-

=t 2019 -1.41 042 188% 0.24 [0.11, 0.56] -

Total (95% €1 1000%  074[039,142] - 205.DOI: 10.3109/07357907.2013.775294.

Heterogensity: Tau®= 0.41; Chi*= 2080, df= 4 (P = 0.0003); F= 81% u=u1 u=1 WE 150

Testfor overall effect Z=0.90 (P = 0.37)

B 6 PD-L1 FHM:. BIPERE AR AR I AR

Figure 6 Forest plot for comparison of survival rate between patients with

PD-LIFRIE PD-LIFAML

positive and negative expression of PD-L1

HARPE R A AEEEN, AT gad—ZR 5N E T ik E 40
WABE . AR, PR S TR AR T,
T 240 M A ﬁiﬁﬁf""ﬁﬁhﬁﬂﬁ HET R PR sERs Y . H
i, S BHKT PD-1/PD-LI A2 BTG © H TiEI7 AR
AR B, QT PD-1 HUARIAMAHTIAY T M AR

g L I, PD—1/PD—-LL 0 ) T RE A 1 R Y —
ISR e
R Meta 43 AT Fo 4 A O B SCHK, AUF5 1 863 il i, &%

WEIR, B2/ i b PD-L1 PR & T IE W 48 40
Mo, A RELZERE RS 2/ A rp PD-L1 FEIPEZR S T8
WK R B, B2 A PD-L1 BHPES & F i
TNM ST + IV B3 il 220 /7 4 b PD-L1 BAME %+
TNM 23081 T + TS (H PD-L1 BAYE . B HRE AR E
TGttt 25, R PD-L1 Sl Rk g% . s
AL TNM A IC R %), i B s Jo WA G . A
W Meta PHTAAAAE AT AR . (1) 9 5 SCHREA Sk [ RIS
AIREAATEIR R (2) YK Meta 23 BT 3Eg4 A 1 863 1l 2,
FEAHERUN;  (3) 9k Scmkrp 5 55 Sciik | 'O BFSE Y R
M rf PD-L1 Fe3k 00, 3 B Schk 7 M RIFSY i S i 4 4
th PD-L1 Fe3kM6 80 (4) 9 5 sckr A 1 s sk ) padae
X G /I AR, Gt 8 i sk o M RS G2k A
/NS (5) O T SCHRIT I fitidees £ 3 To ik R A A7 R A /b
WK 3BT PD-L1 5l f & ok R AR R G &R o

25 LTk, PD-L1 5 i i bk LA 5 7% . SR
TNM -6 2 %), RIS il 53 s o ARG,
YKTA Meta T HAE—E M m R, S5 RS 5 8 ZHi10E
PR RFEA G R L SCHRE— 25 UE S

VEHTTHk: AR, ILAMREAT L E T 5%,
%i#%ééﬁi% B2 oM BRm, bl SISkt

LRSI B, RmMBRE LT, FrLFERR

7, BWEER, MW, B8 T L EN R A

Cl %sto

AL TA HF R,
Sk
[1]SIEGEL R L, MILLER K D, JEMAL A.Cancer statistics, 2017

[J].CA Cancer J Clin, 2017, 67 (1) : 7-30.DOI: 10.3322/

caac.21387.
[2] CHEN W, ZHENG R, BAADE P D, et al.Cancer statistics in

China, 2015 []J ] .CA Cancer J Clin, 2016, 66 (2) : 115-132.

DOI: 10.3322/caac.21338.

[4] OKITA R, MAEDA A, SHIMIZU K, et al.PD-L1 overexpression is
partially regulated by EGFR/HER?2 signaling and associated with poor
prognosis in patients with non-small-cell lung cancer [ J | .Cancer
Immunol Immunother, 2017, 66 (7) : 865-876.DOI: 10.1007/
500262-017-1986-y.

[5] mglte, T, B PD-LI FE50EMR A 221k BFT ik
B[] g dRaE, 2017, 33 (12) ¢ 1917-1921.D01:
10.3969/j.issn.1000-484X.2017.12.036.

[ 6] SHIMOJI M, SHIMIZU S, SATO K, et al.Clinical and pathologic
features of lung cancer expressing programmed cell death ligand 1

(PD-L1) [J] .Lung Cancer, 2016, 98: 69-75.DOI: 10.1016/
j-lungcan.2016.04.021.

(7] %%, $OCHE, M—p  JE/b 40 il g b TIM-3. PD-1,
PD-LI (WRB HIHIKE X [J] Mg E, 2019, 30 (2) :
154-158.DO1: 10.3969/}.issn.1003-6350.2019.02.005.

GAO F, QIAN W X, FENG Y Z.Expression and clinical
significance of TIM-3, PD-1, PD-LI in non-small cell lung

cancer [ J ] .Hainan Medical Journal, 2019, 30 (2) : 154-158.
DOI: 10.3969/j.issn.1003-6350.2019.02.005.
[8] ARHME PD-L1 F1 FOXM1 7E NSCLC H1 i1 2 15 B I R 3515 114 AH

KPS [D] . R RIEBERIE, 2017.
[9 ] #REHK . PD-L1, TLR4 AR TER/ N Ui gl R 8 LD .
A AR, 2016

[10] &gk, ® b, WRiE, % PD-L1 A PD-1 7EJE/NAR it i o

IR KRR L[] SEHBE 228, 2011, 27 (9) »
1551-1554.D0O1: 10.3969/}.issn.1006-5725.2011.09.013.
MA W, LUO D Z, CHEN Y, et al.Expression and clinical
significance of PD-L1 and PD-1 in non—small cell lung cancer [J7].
The Journal of Practical Medicine, 2011, 27 (9) : 1551-1554.
DOI: 10.3969/j.issn.1006-5725.2011.09.013.

[ 117 PRifgek .PD-1 K PD-L1 76 11 a-N2 JH3E/INAH R Hh 1 23k K
IRESC [D] . KH: REERRY, 2017.

[12] 847 . e/ Nl 2 PD-L1 Fk 0 BUE 7 X ISR R
PHZARHERBIETE [ D] . KHE: REBERIRY:, 2017.

[ 13 ] ISHII H, AZUMA K, KAWAHARA A, et al.Significance of
programmed cell death-ligand 1 expression and its association
with survival in patients with small cell lung cancer [ J ] .
J Thorac Oncol, 2015, 10 (3) : 426-430.DOI: 10.1097/
JT0.0000000000000414.

[14] SUNJ M, ZHOU W, CHOI Y L, et al.Prognosticsignificance of
PD-L1 in Patients with non—-small cell lung cancer: A large cohort
study of surgically resected cases [ J | .J Thorac Oncol, 2016, 11

(7) : 1003-1011.DOI: 10.1016/j.jtho.2016.04.007.

[15] GOLDFARB L, DUCHEMANN B, CHOUAHNIA K, et al.
Monitoring anti—PD—1-based immunotherapy in non-small cell lung
cancer with FDG PET: introduction of iPERCIST [ J ] .EJNMMI
Res, 2019, 9 (1) : 8.DOI: 10.1186/513550-019-0473-1.

( FHESE 33 1)



P Jii B 1076505 2 5. 20204F:3 H 2152845515310

BeRMIAE: hip: //www.syxnf.net .33

[ 11 ] SASAKI J, IKEDA Y, KURIBAYASHI T, et al.A 52-week,
randomized, open-label, parallel-group comparison of the
tolerability and effects of pitavastatin and atorvastatin on high—
density lipoprotein cholesterol levels and glucose metabolism in
Japanese patients with elevated levels of low—density lipoprotein
cholesterol and glucose intolerance [ J ] .Clin Ther, 2008, 30 (6 ) :
1089-1101.DOI: 10.1016/j.clinthera.2008.05.017.

[ 12 ] YOKOTE K, SAITO Y, CHIBA.Influence of statins on glucose
tolerance in patients with type 2 diabetes mellitus: subanalysis of
the collaborative study on hypercholesterolemia drug intervention
and their benefits for atherosclerosis prevention ( CHIBA study )[ J ].
J Atheroscler Thromb, 2009, 16 (3) : 297-298.DOI: 10.5551/
jat.e1008.

[ 13 ] SHIMABUKURO M, HIGA M, TANAKA H, et al.Distinct effects
of pitavastatin and atorvastatin on lipoprotein subclasses in patients
with Type 2 diabetes mellitus [ J ] .Diabet Med, 2011, 28 (7) :
856-864.DOI: 10.1111/j.1464-5491.2011.03240.x.

[ 14 ] MITA T, NAKAYAMA S, ABE H, et al.Comparison of effects of
pitavastatin and atorvastatin on glucose metabolism in type 2 diabetic
patients with hypercholesterolemia [ J ] .J Diabetes Investig,
2013, 4 (3) : 297-303.DOI: 10.1111/jdi.12032.

[15] WANG Y B, FU X H, GU X S, et al.Effects of intensive
pitavastatin therapy on glucose control in patients with non—-ST
elevation acute coronary syndrome [ J ] .Am J Cardiovasc Dis,
2017, 7 (4) : 89-96.

(16 ] Jkpr, Hafe, AN, 55 FCHAMTT YRR RCR R

ST PR o LT AL 99728 [0 ) I ROR 92 3 R 2 2 R
2014, 13 (10) : 813-816.DOI: 10.3969/j.issn.1671-4695.2014.
10.014.
YAN Z D, XIAO J H, ZHANG L H, et al.Pitavastatin effect and
its effect on the treatment of diabetic” s blood sugar [J] .Journal of
Clinical and Experimental Medicine, 2014, 13 (10) : 813-816.
DOI: 10.3969/j.issn.1671-4695.2014.10.014.

(17 ] XU, 28R DEARATT . BB T A & At T R
BRI e o AL OB [ ] IR ZE R 2Rk, 2016, 44

(5) : 520-523.DOI: 10.16680/j.1671-3826.2016.05.18.
LIU S N, LUAN T Z.Effects of atovatatin, rosuvastatin and

pitavastatin on blood glucose metabolism in coronary heart disease
patients without diabetes [ J | .Clinical Journal of Medical Officers,
2016, 44 (5): 520-523.DOI: 10.16680/j.1671-3826.2016.05.18.

[ 18] Rfiefk, Znlfd, F/NEE . DLARALITIAYT 2 BUBEIRAR A 3 e
B MAE IR AR [0 ] . P EBUCZGI L, 2018, 12 (9) -
119-120.DOI: 10.14164/j.cnki.cn11-5581/r.2018.09.067.

[ 19 ] SifgHe . DTHALTT AT M PRI i IE 181 B AR 7 8Ol [0 .
o 9 ] BE 24, 2016, 11 (9) : 154-155.D01: 10.14163/
j.cnki.11-5547/r.2016.09.107.

[20 ] il . PCARABTT 5 BTHTAERART T X 2 Pt ik & A A A i A Qs
WA EWFE [ D] AR LERER:, 2013
CAO ].Effects of pitavastatin and atorvastatin on glucose metabolism
in patients with acute coronary syndrome [ D | .Shijiazhuang:
Hebei Medical University, 2013.

(21 ] 23 . DCARABTT IR 71 PRI 45 JF 55 JIF I8 AL 094 165 PR AR L4
[J ] EEEZER, 2016, 14(5): 126-127.DOL: 10.15912/j.cnki.
gocm.2016.05.101.

[22] Z=ng | CARABTT X I 2800 A A7 DR i JIEL T P 1 9 £
WAL [0 ] . IRRRFSE, 2016, 24 (1) @ 74-75.

[23 ] B2 . VEARAMTTE6 A1 TACY 72880 B X i A 522 e s R L3¢

Ao, SRR, A, AR TTARTT MG TT X AR 2

BUBE R AR . B (1] . PRGBS SR A

2012, 31 (10) : 614-617.

HUANG Z Q, WU Y T, WANG R, et al.Effects of pitavastatin

[D] . A%FE: WALERKE, 2013.
[24] #
1

and atorvastatin on blood lipids and blood glucose in elderly type 2
diabetic patients [ J ] .Chinese Journal of New Drugs and Clinical
Remedies, 2012, 31 (10) : 614-617.

[25] 8 EE, A0 de, 96 . UCARABTT VA YT = IR IUAE I PR SCR 1Y
Meta 2087 [J ] HHIEBT25 Sl AR AR, 2010, 29 (7) : 532-
537.

HU X H, LI MY, WANG Q.Effect of pitavastatin on
hyperlipidemia: a Meta—analysis [ J ] .Chinese Journal of New

Drugs and Clinical Remedies, 2010, 29 (7) : 532-537.
Wik F T 2019-11-22;5 &[0T A 2020-02-01)
(ARt XIH5E)

( 45 27 00)
[16 ] BERTUCCI F, FINETTI P, MAMESSIER E, et al.PDL1

expression is an independent prognostic factor in localized GIST
[J ] .0nco Immunology, 2015, 4 (5) : ¢1002729.DOI:
10.1080/2162402X.2014.1002729.

[17] TARHINI A A, ZAHOOR H, YEARLEY J H, et al.Tumor
associated PD-L1 expression pattern in microscopically tumor
positive sentinel lymph nodes in patients with melanoma [ J ] .J
Transl Med, 2015, 13: 319.DOI: 10.1186/s12967-015-0678-7.

[ 18 ] TOSOIAN J J, MAMAWALA M, EPSTEIN J I, et al.Intermediate

and longer—term outcomes from a prospective active—surveillance

program for favorable-risk prostate cancer [ J ] .J Clin Oncol,
2015, 33 (30) : 3379-3385.DOI: 10.1200/JC0.2015.62.5764.
[19] sklh, BAEHME, sk, 2% PD-1/PD-LI1 Gl A5 mi 40 il 571
TEMRE AR [0 ] . iR 2k, 2019, 22 (6) -
369-379.DOL: 10.3779/j.issn.1009-3419.2019.06.07.
ZHANG D, HUANG J Q, ZHANG C F, et al.Progress on PD-1/
PD-L1 Checkpoint Inhibitors in Lung Cancer [ J | .Chinese Journal
of Lung Cancer, 2019, 22 (6) : 369-379.DOI: 10.3779/
J.1ssn.1009-3419.2019.06.07.
CHh 9T 2019-12-20; &[T HY): 2020-02-14)
(A HHERdE )



