MR R BT 5677 2019 4E 9 H 55 32 %55 9 ] J Cancer Control Treat, September 2019, Vol. 32, No. 9 . 823 -

o BHRERSHAL o

EF IS T B 1 7 dE /N 20 Be B i 5 AR YT BR
HANEMNAREHPRREST

W AR R Z AR, AR, AR, H AR
350014 AN , A A Rg DR e+ A A DR S B T AR R e 3 PN Bk O 9 AR RIS R
FRHEME L) , R (7))

[HZE] B WA/ fE (non-small cell lung cancer, NSCLC) T AR AKARA B HHE S T4 51 4 2UbR AR (tissue
microarrays , TMA ) L P FET-3Z 4 1 ( programmed deathligand 1,PD-L1) FRIRAS , 48 PD-L1 ik iy — 2kt X ilE
R Fik R FRIE 4 A PD-L1(SP142) 7¢ 129 §i] NSCLC FARYIBRFRA K FL Xt TMA FrA b g 2 g ( tumor
cells, TC) RAERFRIEME G AL (immune cells, 1C) HrY3RIK , 7381 PD-L1 3k i — B0k K H 51l PR BRRFE Z 7]
MIARSCHE . 855 :PD-L1 FIATETARIRAFEC XS TMA PR 22 (8] 285 R B A — B0, SRR —B0R N 41. 9% , k(555
T0.235(—FtE%) , 1IC WA —BCRIEE T TCo SUABIMEARA (TCO / 1C0) 7R H v B8 1A —Zi Pk (49. 6% ) , 100
B1(77.5% ) TETFARERAFECXS TMA s 485 hy TCO; SK M, KA 74 41(57. 4% ) R i 1C0 /iy —2hk, A 3 fF
ARFrAHNEE N 1C3 (HAER X TMA R M ELE] 1C3, S04 (TCL / ICL) A kL, & PD-L1 #4340 (TC3 / TC2 / 1C3
/1C2) B — 2k, AF AL 2 AN — SR Z A7 ¥ 22 5, i e A — B8 0h 33.3% ,k (H%E T
0. 108 ; il ifsia N —Z0R N 48.5% &k fHAET 0. 134 (—2PE22) 5 PD-LI RIAEHL 5B E S OOIF L CE, 4t
TMA ) PD-L1(SP142) k%A T FARFRA R PD-L1RZS . FARFRA SHECA TMA & 30T 5 BHPEFIER B PE 45
o PIRNZEBURRAS YA — B ik 2 IR 25 18] S B PR 48 2R, AT LAXS B A — 28 PD-LL i 625 3 400 50 i PR 33
B9 PD-L1 35 54 RCEA— A R iR o 8 F il R AT 2R HR) g B/ IR AR B 128 PD-LL il 500 D5 35 A3 T
[HE NG S8

[R§IA] PD-L1; S il ; FARVIBRERAS ; RE S H AR A s JE /N2 it 9

[RE4ZES] R734.2;R34 [ XERAREM] A doi:10.3969/j. issn. 1674-0904. 2019. 09. 011

5| 32483 : Miao Q, Lin G, Xu HP, et al. PD-L1 (SP142) expression in resected specimens and paired tissue microarrays removed during
surgery for non-small cell lung cancer [ J]. J Cancer Control Treat, 2019, 32(9) :823-830. [ [ ¥ , MAR , #R16EME , 25, T2 7 M 40 i 5B T T
T 1 AEAR /N A P T AR VI BR AR AR B X 2 08 v i 2R3k 4 [0 ] . g i)y 559697 ,2019,32(9) :823-830. ]

PD-L1 (SP142) Expression in Resected Specimens and Paired Tissue Mi-

croarrays Removed during Surgery for Non-Small Cell Lung Cancer

Miao Qian, Lin Gen, Xu Haipeng, Wu Biao, Zheng Xiaobin, Jiang Kan, Li Chao

Department of Thoracic Medicine , Fujian Provincial Cancer Hospital & Cancer Hospital Affiliated to Fujian
Medical University, Fuzhou 350014, Fujian, China (Miao Qian, Lin Gen, Xu Haipeng, Wu Biao, Zheng
Xiaobin , Jiang Kan) ; Department of Pathology, Fujian Provincial Cancer Hospital & Cancer Hospital Affil-
iated to Fujian Medical University, Fuzhou 350014, Fujian, China (Li Chao)

Corresponding author :Li Chao,E-mail ;lichao3501 @ 163. com

This study was supported by Natural Science Foundation of Fujian Province (NO. 2018J01276) and Youth

Scienctific Research Project of Fujian Provincial

[
[

WS HEBA]  2019-05-20 [15E HHI] 2019-08-30
HEMB] ~HEA ARBEE S (45 :2018]01276) ;

Health and Family Planning Commission (NO. 2017-
2-7).

rEE TR HFRTRE (4 5 :2017-2-7)

[BFEZE] 21, E-mail:lichao3501@ 163. com

[ Abstract] Objective: To observe the expression status of
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programmed death-ligand 1 ( PD-L1, SP142) in large specimens removed during surgery for non-small cell lung cancer
(NSCLC) and their paired tissue microarrays (TMA) , and explore the consistency of PD-LI expression and its clinical sig-
nificance. Methods; PD-L1 ( SP142) immunohistochemistry assay was used to evaluate PD-L1 ( SP142) expression in
tumor cells (TC) and tumor-infiltrating immune cells (IC) in resected surgical specimens and matched pairs of TMA in 129
patients with NSCLC, and analyze the consistency of PD-L1 expression and the correlation between the PD-L1 expression and
its clinicopathological characteristics. Results; PD-L1 expression was frequently discordant between surgical specimens and
matched TMA. The overall discordance rate was 41.9% , and k value was equal to 0.235 ( poor agreement). The discord-
ance rate of PD-LI expression in IC was much higher than that in TC. The overall negative specimens ( TCO/ICO) showed a
moderate discordance (49.6% ). A hundred specimens (77.5% ) were considered TCO both in resected surgical specimens
and paired TMA. However, only 74 ICO specimens (57.4% ) showed consistency in PD-LI expression. Three resected
specimens were considered IC3, but none IC3 was observed in paired TMA. Compared with the low PD-LI group (TCl/
IC1), the high PD-L1 group (TC3/TC2/IC3/IC2) showed better consistency. There was a difference in discordance rates a-
mong different histologic subtypes. The discordance rate of PD-L1 expression in lung squamous cell carcinoma was 33.3% ,
and k value was equal to 0.408 ; that in adenocarcinoma of lung was 48.5% , and k value was equal to 0. 134; there was no
association between PD-LI expression and gender, tumor stage, smoking history, histology. Conclusion: PD-L1 (SP142)
expression in TMA specimens underestimate that in resected surgical specimens. False positive and false negative results are
found in surgical specimens and paired TMA. The inconsistent expression in two types of specimens is the result of spatial
heterogeneity of the tumor, which can explain the inconsistent results of PD-L1 expression and treatment efficiency in some

current clinical trials of PD-1 and PD-LI inhibitors. The use of current clinically available small pathological specimens to

screen sensitive population of PD-L1 inhibitors is still facing great challenge.
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Table 1. General Clinical Characteristics, Pathological
Types and TNM Stage of Patients

Variable N N %
Age <60y 79 61.2
> 60y 50 38.8

(Table 1 continues on next page)

( Continued from previous page)

Variable N N %
Sex Male 88 68.2
Female 41 31.8
Smoking history No 74 57.4
Yes 55 42.6
Histology Squamous cell carcinoma 45 34.9
Sarcomatoid carcinoma 1 0.8
Adenocarcinoma 70 54.3
Adenosquamous carcinoma 13 10.1
TNM stage I 28 21.7
I 26 20.2
I 60 46.5
I\ 15 11.6
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Table 2. Final Interpretation of SP142 Stain in Surgical
Specimens and Paired Tissue Microarrays

Chip sample

Surgical sample

- 1+ 2+ 3+
- 100 3 1 0
1+ 27 3 5 0
2+ 5 3 3 3
3+ 2 1 2 5

2.3 PD-Ll RIEGEZAFHENXER

AU, Joig Je il it FARFRAS THC

Surgical Specimen

PD-LTIHC

1 FARERAERME, BEX TMA #RA3EME(TC)

LR GEATFIWT (& 4) 38 Rl i Bk TMA FrAs
SERVEATHIN, 5 PD-LI RRPIPER B A LL, &
ik PD-L1 fH{:(TC1/2/3 A1k IC1/2/3) B B E H#R 1%
AITMH, ZZ RG2S (55.2 D H s 55.1 4>
H,P=0.624;53.54~H vs 55.2 ~H ,P =0.833)
%3 FREFEAGE I TMA R TC SP142 #i%

Table 3. Interpretation of SP142 Stain in Tumor Cells in
Surgical Specimens and Paired Tissue Microarrays

Chip sample

Surgical sample

- 1+ 2+ 3+
- 100 3 1 0
1+ 6 1 1 0
2+ 2 2 3 3
3+ 2 0 0 5

x4 FREFEASEI TMA 57 IC SP142 #)i%
Table 4. Interpretation of SP142 Stain in Immune Cells in
Surgical Specimens and Paired Tissue Microarrays

Chip sample

Surgical sample

- 1+ 2+ 3+
- 100 3 1 0
1+ 6 1 1 0
2+ 2 2 3 3
3+ 0 1 2 5
Paired TMA

Figure 1. Strongly Positive Expression in Both Surgical Specimens and Paired Tissue Microarrays ( Tumor Cells)

Panel A and B show hematoxylin and eosin stain and immunohistochemical staining of PD-L1 ( SP142) in surgical specimens and
paired tissue microarrays. The red circle indicates the area of tissue microarrays in corresponding resected specimens. PD-L1 expres-

sion is highly concordant between surgical specimens and paired TMA.
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Surgical Specimen Paired TMA

40X

PD-LT1IHC 100X

2 FARERASEAM,BX TMA Bt (IC)
Figure 2. Strongly Positive Expression in Surgical Specimens and Negative Expression in Paired Tissue Microarrays ( Im-

mune Cell)

Panel A and B show hematoxylin and eosin stain and immunohistochemical staining of PD-L1 ( SP142) in surgical specimens and
paired tissue microarrays. The red circle indicates the area of tissue microarrays in corresponding resected specimens. PD-L1 ( SP142)

expression in TMA specimens underestimate that in matched resected surgical specimens.

Surgical Specimen Paired TMA

H&E 40X

PD-LTIHC 100X
B3 FARFRAIEAME, B TMA S2FHE(TC)
Figure 3. Weakly Positive Expression in Surgical Specimens and Strongly Positive Expression in Paired Tissue Microarrays
(Tumor Cells)
Panel A and B show hematoxylin and eosin stain and immunohistochemical staining of PD-L1 ( SP142) in surgical specimens and
paired tissue microarrays. The red circle indicates the area of tissue microarrays in corresponding resected specimens. PD-L1 (SP142)

expression in TMA specimens underestimate that in matched resected surgical specimens.
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Surgical specimen

PD-L1 expression
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B4 REFPSFAREFEARS PD-L1 RABRMEXE
Figure 4. Correlation between Overall Survival and PD-L1
Expression of Surgical Specimen

TMA specimen

1.0 1 PD-L1 expression

08 \

Cum survival

T T T T T T T
0 200 400 60.0 80.0 1000 1200

Overall survival

B5 BERFS TMARAH PD-L1 REFREEXE
Figure 5. Correlation between Overall Survival and PD-L1
Expression of TMA Specimen
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