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Abstract ; [ Objective ] To investigate the expression of programmed death ligand 1(PD-L1),tumor
infiltrating lymphocyte(TIL) and Foxp3* regulatory T cell(FoxP3*Treg) in non-small cell lung cancer
(NSCLC),and their relationship with clinicopathological parameters of NSCLC. [Methods] A total
of 669 NSCLC patients who underwent surgical treatment in the Affiliated Hospital of Xuzhou
Medical University from January 2017 to December 2018 were enrolled. The tumor tissues were
collected for tissue microarray examination. The expression levels of PD-L1,TIL and FoxP3*Treg
were detected by immunohistochemical EnVision method. [Results] The expression of TIL was
associated with gender,smoking history, histological types,lymph node metastasis,vascular inva-
sion,and TNM staging in NSCLC patients(P<0.01). While the expression PD-L1 and FoxP3*Treg
was not associated with the clinicopathological features. PD-L1 and FoxP3 *Treg was positively
correlated with TIL(P<0.01). Patients with low tumor differentiation , tumor>3cm , lymph node
metastasis, vascular invasion, TNM II/IV ,high PD-LI expression and high FoxP3*Treg expression
had shorter recurrence-free survival (P<0.05). Patients with squamous cell carcinomas, male gen-
der,smoking,low tumor differentiation,tumor >3cm,lymph node metastasis,vascular invasion,
TNM IlI/IV and low TIL infiltration had shorter overall survival. [Conclusion] The NSCLC pa-
tients with high expression of PD-L1 and FoxP3*Treg and low lymphocyte infiltration have a poor
prognosis. PD-L1 and FoxP3*Treg can be used as independent prognostic indicators for postopera-
tive recurrence/metastasis of NSCLC.

Subject words:non-small cell lung cancer;programmed death ligand 1;tumor infiltrating lym-
phocyte ; Foxp3* regulatory T cell
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XF B T35 T 25 400 B T 245 4 TH 2 R I 97 e, i
JUAE K8 1 i R I3 R BT, DB sg BE BT 4K (mono-
clonal antibodies,mAbs) P W7 B2 ¥ 4 56 1= %2 & 1
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1.2 HRAE
1.2.1 St

P A B AR 28 4% v 1 B [, 5 LK, A
A 3um U1 R HE et 53 24146 R EnVision
Pyt DAB B, BPT AP PD-L1 I H Dako /A
A, RGN AT FoxP3 1 [ CST A w] ,WB & — it
T HUA B Tris-EDTA $i 5 &5 1 (10x,pH 9.0) AP
FH S e 3 e A — AR G A Absin 2 F]
1.2.2  HlikArk

PD-L1 FHPE SR/ sl s B ny gL (1, Rkl
K H I e 471 9F 53 (tumor proportion score, TPS) 1)
T, A 100 ASAFTE 04 e 20 B AT R4 T 0P Al 7
FIE B3 i 98 [ J5 w4 ] 24 €20 190 S 2 40 B (5 I 40 i 2%
YL, R PERLAEMD) . SRAERY PR AL BRRUTE .
1Ex200 Y645 (optical field,o.f.) F AT AL . Fikk
Ay R 3 2 BAE (TPS<1% ) , 1K 36 ik (1% <TPS<
50% ) Filfm 2635 (TPS=50%) ",

TE FoxP3 fusie i Ak 4 (0 U] 7 rbos D ik g 2 1 bk
[ 4f 4 (tumor infiltrating lymphocyte , TIL) f9 ¥ 1 F
B, SR R VA 4 B J7 A AEX200 S8 T #EATIEAL
Hrr TIL<10/0.£ AW AR R E (1 53) ,11~70/0.£. 4 1%
B (2 53), 71~150/0.£. 2 BRI (3 43 ), >150/0.f.
i (4 53) 1

TE FoxP3 Gy 4 fb 4 b) i v K I Treg 1) 42
KAKE, PR 4 @4 (high-power field,
HPF) 5 B4 T FoxP3*Treg i 4 %1 5th:, 7Ex400
B T TN 4T B AR A B2 B2 1 Treg
o o 1) A oF i SO IR 25 5, FRATTIE BR8N FoxP3*
Treg THE Y A7 BORHf & 7T BE Y fE s 2K, ARBFSE
669 1] NSCLC ', FoxP3*Treg %N 0~80, H {7 %k
N 12, Treg<12/o £ HKFRIK  Treg=12/0£. K F 75 .
1.3 SitZ4hE

O SR SPSS 22.0 48 3 4 2 47 B0 4 T
2 [) Ll 55 R FH Bk RIRG 396 0 2 A6 56 5 B PR 38 AR A7 o i
& H Kaplan—Meier 7317 , 3 H Log—rank £ 55 ; 2
FEAE TR Cox H ) AURS: [RTA 55 | P<0.05 Ky
ZERAGRIHE L,

2 & R

2.1 PD-L1 7EMP R 40 ERORIE
PD-L.1 FH 4 25 30 it 983 40 B AT ] 4% 5 BF 58

37



Journal of Chinese Oncology.2021,Vol.27,No.1

e R o A M R GR L BHMEE (0 SAR  f JLh B
Feik 481 H1(71.9%) K33k 154 11(23.0%) .= %3k
3445 (5.1%) (Figure 1); Ak 54558 B PD-L1
7E NSCLC & I IR B S HOh Rk LG it # 22 5
2.2 BEEiE i vk B 40 R B g i 5 o 52

TIL #% ik #2948 6] (7.2% ). k=@ 370
(55.8%) . MR 155 ] (23.4%) . i 90 17
(13.6% ) (Figure 2); Bk ALK 50 45 & W /R TIL 16
NSCLC A [a] ZH 22 2 A0 5] W Ik I 45 85 7% |

A NSCLC & ARG RFS fy i S7 #i5 I & (P<0.05)
WRELEFE R TNM 403 0] /E 4 NSCLC i AR5 0S
1k ~7 15 P 2% (P<0.05) (Table 2) .

39 i
FEARTGE T R 50 R >3em M 45

% BKERIL TNM I/IVIAY NSCLC H#& Kf5 RFS
4 (P<0.05) , @9 551k AR R A oAk b >

Jik % 12 A0 TNM 43 1 b 77 48 52 1) '
2295 (P<0.01) (Table 1),
2.3 FoxP3*Treg £ B 7 i8] ix /Y
xKix

FoxP3*Treg BH 1 & {4 5 £ ¥
o, Hp ik 1k 590 41 (89.0%) .
Fik 73 B (11.0%) (Figure 3),x
ki 5 25 R B R FoxP3 “Treg 7
NSCLC £ Ilfii PR 3 2 50h ¥ o 42
THEZER,
2.4 Spearman #H X5 47

PD-L1 5 TIL 2 1EAHE (=0.105,

P<0.01) ,FoxP3*Treg 5 TIL & 1F AH
2 (r=0.162,P<0.001)
25 HEGFSW

XF 669 il NSCLC #& & #E 17
Kaplan—Meier AN, A H
JFARH ZIET H 8 E AR K BE
IS 5% BT T e 8 A e
JE>3em, WREEERERS | KERID .
TNM II/IVH#H . PD-L1 1 FoxP3*Treg
5 #IKM NSCLC & RJFEHE K
H £ W (recurrence-free survival,
RFS) B4 (P<0.05) ; 84 3k )%
HH R AR AL R >3em R L 45
Fe® WKL TNM I~V TIL
e AR ) NSCLC B AR5 B
17 (overall survival,0S) 5 44 (P<
0.05) (Figure 4~6) ,

K I Cox L ) XU [m] 1 462 751
AT 2 R AR A7 4 B, 45 53 Rk
M4k 52 PD-L1 \FoxP3*Treg [HKGE
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A:PD-L1 (Dako 22C3) negative (x200);B:PD-L1 (Dako 22C3) negative (x200);
C:PD-L1 (Dako 22C3) low expression (x200);D:PD-L1 (Dako 22C3) high expression (x200).

Figure 1 PD-L1 expression in non-small cell lung cancer

A TIL score of 1 in the tumor stroma (x200);B:TIL score of 2 in the tumor stroma (x200);
C:TIL score of 3 in the tumor stroma(x200); D TIL score of 4 in the tumor stroma(x200).

Figure 2 Tumor infiltrating lymphocyte expression in non-small cell lung cancer
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Table 1 Association of tumor infiltrating lymphocyte count and characteristics

TIL TIL TIL TIL
Variable <10/o.f. 11~70/0.f. 71~150/0.f. >150/0.f. Z P
(n=48) (n=370) (n=155) (n=90)
Histologic type -4.145 <0.001
SCC 23 122 32 19
Non-SCC 25 248 123 71
Gender -3.380 0.001
Male 35 234 38 42
Female 13 136 67 48
Age(years old) -1.382  0.167
<60 11 137 51 40
>60 37 233 104 50
Smoking -3.138  0.002
Yes 24 221 107 64
No 24 149 48 26
Differentiation 0.114  0.945
High 1 17 8 3
Medium 31 214 95 54
Low 16 139 52 33
Tumor size 6.970  0.073
Tl 24 223 103 63
T2 16 94 32 18
T3 33 12 7
T4 20 8 2
Lymph node status -3.366  0.001
Positive 23 112 36 19
Negative 25 258 119 71
Vascular invasion -3.020 0.003
Yes 12 45 13 6
No 36 325 142 84
TNM stage 15.068  0.002
I 17 208 100 62
I 15 81 24 15
I 15 77 29 13
v 1 4 2 0

A:Low Treg count with FoxP3* lymphocytic expression(x200)
B:High Treg count with FoxP3* lymphocytic expression(x200)
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Figure 3 FoxP3* Treg in non-small cell lung cancer
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2 Ak G o K Y PD-L1 3 38 UK
- & H E B T2 DA AT Y BB 68 T
I NSCLC % PD-1/PD-L1 # i 51
I A bR S IEAR S
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ARJ5 RFS #45 (P<0.01), w] M
PD-L1 {5 3R ik ) NSCLC f& 3 Fi
JEARRE,

4k PD-L1 £ 49 A NSCLC
)RR I , (HAS A R Z Ak,
FLFE R I 7 15 1 2 RE PR BH M SR
KA B 2 PE B8 SR IRIA T
1) 15 L 1) 4 R P DA B 23k R 3y
S AR RS, SR ATHRIESL
3T T4 AT B AR B AN Y bR
EY,BES PD-L1 FikBE Al
FH VL &5 JFC 10000 68 g, BF 52 0 1)
T L AR T R 2% A% A (tumor
mutation burden, TMB) &% i J& 47
PEMUATE IPPAL o HLAR Y S &
3¢ I 220 W A0 IR v & A AEL b
e 240 M RT3 a4 2R PR | ek
75 i 98 B B B8 114 K 4 ok Bk ki A
EZ G0 0 TR R A 0 SOk
Fe i, M 59t 9 M Y AR
FEAE R B 2 G220 12, Giatro-
manolaki %5 25X R K E
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4 Jf 52 T AR AR (T1L-score 1) () iR 28 2 1) BH i 4%
75, RWFERG Z—8 TIL AR (1 70) 1)
NSCLC B ARJ5 0S B4 (P<0.05) .

i IR O B2 R B TR T A0 M I B Y L 51 A 0 g
oA R IR S et B OC B, R CD4CD25
Treg'®', Treg J&— 4 EA T M0 %I DI HEAY T 4 i 7.
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