h E MR AE R T 2435 hitp:/www.biother.org

Chin J Cancer Biother, Jul. 2021, Vol. 28, No. 7 - 709 -
. I =,
DOI1:10.3872/j.issn.1007-385x.2021.07.009 '[é; &"ﬁl ZU

HZEEERKERTEMZCFERERMED BN FUE NN E

ARBEHIEEZ(. AFEHRFHBEEREFZE BT 2. AT AFEFEREREER Mg+ O,
L B 210008)

(3 T A @ %)% B A %K H (malignant melanoma , MM A5 23 5 MM 82 TG IOVEAS I E . 2 ok X5 20104E 7 H
F 201745 A ErE R EE R F AR VIBR 1 87 B J5 & M MM L 44T AR T , S 41465460 PD-1.PD-L1.CD3" TIL.MSH2.
MSH6.PMS2 FIMLHI ({1335 o Bifi 7 £ 35 (¥ A A7 65 [, 3 BT AR 7] G 28 o 85 23 BBk 2B 38 TS PR R I S FL R DR R fiE . 48 .
FRHE PD-L1 A TIL 31K 7K K 87 151 MM K3 F R A 858 73 o 4 AN AY . PD-L 1 TIL B s W BH B4 (15/87,17.24%) PD-L1" TIL %
(15/87,17.24%) \PD-L1"TIL £ (20/87,22.99%) \PD-L1" TIL 2 B XU ] £ (37/87,42.53%) « KU PH LAY &3 1y A s A e B K
TR B (P<0.05) , LT g5 WU 78 6 3477 E 58 %2 CDK4.MCL1.MYC.AKT2.CCNDI1.FGF19 £ 7 J5 /A~ K 3% [R $2 DU S
FAE s XUPH L £ 2 PD-1 38T B3 5 T XA AL 3 (P<0.01), 7] fig 5 PD-L1. TIL 43 555 PD-1 2ILRIARIEARERIAG K. &k iR
W PD-L1 K& TIL ik MM BE AT 7 4 R 2, GBS X 4r MM B8 TR , XU B4 A8 3 A7 10 8 2 TiLm A [ (R DLy 1
[XBEIR] TV B JE DR TR s R O 5% 5 iy V2 Vi bk L 4 M s 2 MR AR T - 1

[FEI>2ES] R739.5;R730.7 [XHEAARIREE] A [XEHS] 1007-385X(2021)07-0709-05

Investigation of the prognostic value of immune microenvironment typing in
malignant melanoma based on gene expression profile

QIN Lanqun', ZOU Zhengyun'? (1. The Comprehensive Cancer Centre, Nanjing Drum Tower Hospital, Clinical College of Nanjing
Medical University; 2. The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Medical School of Nanjing University,
Nanjing 210008, Jiangsu, China)

[Abstract] Objective: To investigate the prognostic value of microenvironmental typing in patients with malignant melanoma (MM).
Methods: Next generation sequencing (NGS) was performed on 87 cases of primary MM tissues that had been surgically removed in
Nanjing Drum Tower Hospital from July 2010 to May 2017. Immunohistochemistry was carried out to detect the expressions of PD-1,
PD-L1, CD3'TIL, MSH2, MSH6, PMS2 and MLHI1. The survival of these patients was followed up. Then, the effects of different
immune microenvironment types on prognosis and gene expression profile of patients were analyzed. Results: According to the
expression level of PD-L1 and TIL, MM patients were divided into 4 immune microenvironment subtypes, including PD-L1" TIL"
group (15/87, 17.24%), PD-L1'TIL group (15/87, 17.24%), PD-L1'TIL" group (20/87, 22.99%), and PD-L1"TIL" group (37/87, 42.53%)).
The median disease free survival (DFS) time of PD-L1" TIL" patients was significantly longer than that of PD-L1TIL patients
(P<0.05), which might be related with more copy number amplification of poor prognosis-associated genes in PD-L1TIL" patients,
such as CDK4, MCL1, MYC, AKT2, CCND1 and FGF19. It was found that the expression of PD-1 in PD-L1" TIL" patients
was significantly higher than that in PD-L1 TIL ones (P<0.01), which may be related to the co-expression or un-expression of PD-L1
and PD-1 as well as TIL and PD-1. Conclusion: The microenvironment of MM patients can be divided into four subtypes
according to the expression of PD-L1 and TIL, which can distinguish the prognosis of MM patients. The PD-L1 TIL" patients have
more copy number amplification of poor prognosis related genes.
[Key words] malignant melanoma (MM); gene mutation, immune microenvironment; tumor infiltrating lymphocyte (TIL);
programmed death-ligand 1 (PD-L1)
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Tab.1 Comparison of clinicopathological features of PD-L1" TIL* and PD-L1 TIL- MM patients (n)

Clinicopathological feature N PD-L1"TIL" PD-L1"TIL Va P

Age (t/a)
=60 32 10 22 0.234 0.628
<60 20 5 15

Gender
Male 17 4 13 0.348 0.555
Female 35 11 24

Subtype
Acral 29 20 1.238 0.538
Cutaneous 11 7
Mucosal 12 10

Lymphatic metastasis
Yes 16 3 13 1.148 0.284
No 36 12 24

PD-1 status
Positive 11 3 13.09 0.001
Negative 41 34

MSI/MSS status
MSI 12 3 9 0.112 0.737
MSS 40 12 28

TMB status
High 16 4 12 0.167 0.683
Low 36 11 25

2 REMIME IHCIRFRE XM S

Tab.2 Correlation analysis of IHC indices in immune microenvironment

Variable P Correlation index P Correlation index
(All samples) (Selected samples)

PD-1 and PD-L1 0.043 0.217 0.000 0.502

PD-1 and TIL 0.001 0.337 0.000 0.502

PD-1 and MSI 0.114 0.215

PD-L1 and TIL 0.143 -

PD-L1 and MSI 0.908 0.737

TIL and MSI 0.503 0.737
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Fig.2 Comparison of TOP18 somatic gene mutations in MM patients
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