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Abstract: Objective To explore the expression of fibrinogen-like protein 1 (FGL1), the distribution of
tumor-infiltrating lymphocytes (TILs), and their relationship with the prognosis of esophageal squamous-cell
carcinoma (ESCC) patients. Methods We analyzed retrospectively the clinical data of 120 ESCC patients.
The expression of FGL1 was detected through immunohistochemistry. The distributions of intratumoral TILs
(iTILs) and stromal TILs (sTILs) were evaluated under a microscope. Survival analysis was used to evaluate the
patient outcomes. Results The positive rate of FGL1 in ESCC was 18.3% (22/120), and it was connected to
the TNM stage, lymph node status, and TILs. A total of 73 cases (60.8%) showed low levels of iTILs (iTILs<
10%), and 47 cases (39.2%) exhibited high iTIL levels (iTILs>10%). Similarly, 82 cases (68.3%) presented low
levels of sTILs (STILs<10%), and 38 cases (31.7%) manifested high sTIL levels (sTILs>10%). The distribution
of iTILs was associated with FGL1, tumor differentiation, and TNM stage, whereas the distribution of sTILs
was associated with FGL1, tumor location, and TNM stage. The Kaplan—Meier survival analysis showed
that tumor diameter, TNM stage, lymph node status, FGL1, and TILs were associated with the prognosis of
patients with ESCC (P<0.05). Multivariate Cox regression revealed that FGL1, TILs and TNM stage were the
influencing factors of prognosis. Conclusion FGL1 expression is associated with the poor prognosis and may
be a prognostic biomarker of ESCC. FGL1 combined with TILs can be used as a biomarker to predict ESCC.
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=1 120BEEBIKAMERFGLIFRIER 5 IR K fKE
FHERIXFR
Table 1 Relationship between FGL1 expression and

clinicopathological features in 120 cases of ESCC

=2 1206 8 E PR B E P TILSIK S 5 IR R % B 4
HIXR
Table 2 Relationship between TIL status and

clinicopathological features in 120 cases of ESCC

FGLI1 i
Clinicopatho- expression

logical features a I\Ei;;[;g\)/e IZzszlgf)e " i
Age (years) 0.004 0.969
<65 55 45 10

>65 65 53 12
Tumor diameter (cm) 0.166 0.069
<2 31 27 4

2-4 47 41 6

>4 42 30 12
Tumor site 0.049 0.593
Upper 12 8 4

Middle 76 67 9

Lower 32 23 9
Tumor differentiation -0.011 0.907
High 16 9 7

Medium 81 74 7

Low 23 15 8
TNM stage 0.192 0.035

I 19 18 1

| 22 17 5

I 59 51 8

v 20 12 8
Lymph node 0.191 0.037
Negative 39 36 3

Positive 81 62 19
iTILs -0.204 0.026
Low 73 55 18

High 47 43 4
sTILs -0.184 0.045
Low 82 63 19

High 38 35 3

Notes: FGL1: fibrinogen-like protein 1; iTILs: intratumoral tumor-

infiltrating lymphocytes; sTILs: stromal tumor-infiltrating lymphocytes.

22 EEHRIRA N T TILs 1 2 A fE Ol
TE120WESCCHEH d, fKEITILs 734
(60.8% ) , FIEEATILs 471 (39.2% ) ; {KJFSTILs
82 (68.3% ) , fEiJESsTILs 384 (31.7% ) .
ITILs A 5 g 4 AL AR S IEAH 56, 5 FGL1#Y
FRIBFATNM 2 A AH 5 5 sTILs A A 5 I
PR IEA G, SFGLI1AY A FITNMS ] 5 A
x, W2,

o7 B

Clinicopatho- iTILs p P sTILs
logical Features " Tow High Low High
Age (years) -0.153 0.096 -0.1650.072
<65 55 29 26 33 22
>65 65 44 21 49 16
Tumor -0.139 0.130 -0.150 0.102
diameter
<2 cm 31 14 17 19 12
2-4 cm 47 32 15 30 17
>4 cm 42 27 15 33 9
Tumor site -0.024 0.791 0.205 0.025
Upper 12 6 ©6 7 5
Middle 76 48 28 61 15
Lower 32 19 13 14 18
Tumor 0.188 0.039 0.088 0.340
differentiation
High 16 9 7 8 8
Medium 81 57 24 64 17
Low 23 7 16 10 13
TNM stage -0.207 0.023 -0.237 0.009
I 19 9 10 9 10
I 22 10 12 12 10
I 59 39 20 46 13
v 20 15 5 15 5
Lymph node -0.172 0.060 -0.178 0.052
Negative 39 19 20 22 17
Positive 81 54 27 60 21
FGLI1 -0.204 0.026 -0.184 0.045
Negative 98 55 43 63 35
Positive 22 18 4 19 3

23 M

120 ESCC i # M 12 B I 4 11 5338 A A7 B
|, #E20214E12H, MR 12~3670H , Fi
2440 H . FEVIHNSET- 1361 (10.8% ) . Kaplan-
Meier A A7 T a5 A Bon - B H A A (] 5 i 9
HE. TNM M, B4 H LR . FGLLIY
ik | iTILs, sTILsH X, ZRAGIEE S
(P<0.05) , WER2A, ZHZECox[IHE R TR
BE AR S TNMA W . FGLIMRIAA K, 2
SAEG R (P<0.05) , WLE2B,

A: FGLI1 negative expression; B: FGL1 positive
expression

Bl EESPKAMERFGLIMRIA
(EnVision, x200)

Figure 1 Expression of FGL1 in ESCC
(EnVision, x200)
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MHC I i E 7 =0 S LAG3 454 38 A sl e s )

A HR (95%CI) P
Age 1.7 (0.3-3.1) 079 +FH——@—
Tumor diameter 1.8 (1.4-2.3) <0.001 HilH
Tumor site 1.2 (0.86-1.6) 0.31 A
Tumor differentiation 1.5 (0.9-2.1) 0.055 H—v—
TNM stage 5.3 (3.3-6.9) <0.001 I \ g |
Lymphnode 4.2 (2.6-6.8) <0.001 I @ |
FGL1 3.1 (1.8-5.5) <0.001 I L -
iTILs 2.1 (1.3-2.9) 0.032 ——
STILs 2.0 (1.2-2.8) 0.021 11—
I 1 1 1 1 1 | 1 1
0 2 3 4 5 6 7 8 9
B HR (95%CT) P
Tumor diameter  1.21 (0.81-1.81) 0.346 H
TNM stage  4.12 (2.65-5.87) 0.021 —a—
Lymphnode  234(0.56-5.77) 0322 | A {
FGL1  3.77 (2.11-5.56) 0.032 I Y |
iTILs 174 (0.84-3.60)  0.133 H—o—

sTILs ~ 0.52 (0.25-1.06) 0073 HO—

A: results of Kaplan—Meier survival analysis. Survival time of patients was related to tumor diameter, TNM stage, lymph node metastasis, FGL1,

iTILs and sTILs (P<0.05); B: multivariate Cox regression results. Survival time of patients was related to TNM stage and FGL1 expression (P<0.05).

E2 BEZEFRESIRKAREFHERNXFR

Figure 2 Relationship between survival time and clinicopathological features
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