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[Abstract] Objective: To investigate the degree and distribution of tissue-resident CD8" T cell (CD103"CD8'T cells) infiltration in
colorectal cancer (CRC) tissues, and to analyze its relationship to patients” clinicopathological features and prognosis. Methods: Tissue
chips of 88 cases of colon cancer tissues (No.HColA180Sul4) and 77 cases of rectal cancer tissues (No. HRec-Ade180Sur-03) were ob-
tained from Shanghai Outdo Biotech Co.,Ltd. Immunofluorescence staining was performed to examine the infiltration pattern and de-
gree of CD103"CD8'T cells in the collected CRC tissues and their para-cancerous tissues. Wilcoxon rank test was used to compare
CD103"CDS8'T cell infiltration degree in CRC tissues and the para-cancerous tissues. Chi-square test was used to analyze the relation-
ship between CD103°CD8'T cell infiltration in CRC and patients’ clinicopathological features. Kaplan-Meier survival analysis was con-
ducted to explore the correlation between CD103"CDS8'T cell infiltration and patients” prognosis. Cox model was applied to analyze the

correlation between different clinical parameters and patients’ prognosis. Results: CD103°CDS8'T cell infiltration presented no signifi-
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cant differences between CRC and para-cancer tissues (P>0.05). Patients with distant metastasis had significantly lower CD103°'CD8'T

cell infiltration rate than patients without distant metastasis (P<0.01). There was no significant correlation between the infiltration of

CD103"CDS8'T cells and other clinicopathological features (P>0.05). Kaplan-Meier survival analysis showed that the overall survival
(OS) of patients with high CD103°CD8'T cell infiltration was significantly longer than that of the patients with low infiltration (54.42%
vs 25.00%, P<0.05). Multivariate Cox model analysis indicated that pathological grade (P<0.01) and high CD103"CD8'T cell infiltra-
tion (P<0.05) were independent prognostic factors for CRC. Conclusion: CD103°CDS8'T cell infiltration in CRC is associated with pa-

tients” prognosis, suggesting that CD103°CD8"T cell plays an important role in the initiation and development of CRC.
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All images in figure 1 were taken under a confocal microscope. A2,A4, B2 and B4 are the local magnification of A1, A3,Bland B3
1 CRC(A) K #554A42(B)F CDS'T A1 CD103°CDS T 4= (G R A F ,%400)
Fig. 1 Infiltration of CD8'T cells and CD103"CDS8'T cells in colorectal cancer (A) and para-cancerous (B) tissues

(Immunofluorescent staining, x400)
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Fig.2 Comparisons of infiltration degree of CD8" T cells (A) and CD103°CD8'T cells (B) as well as the ratio of CD103°CD8'T

cells to CD8'T cells (C) between colorectal cancer tissues and para-cancerous tissues
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Tab.1 Relationship between the degree of CD8'T and CD103'CD8'T cell infiltration and
clinicopathological features of CRC patients[n (%)]

Infiltration degree of

Infiltration degree of

Clinicopathological N CDS'T cells 7 P CD103'CD8'T cells 7 P
feature

<4 >4 ) =2
Gender 0.080  0.777 2476 0.116
Male 96 30(31.25)  66(68.75) 19(19.79)  77(80.21)
Female 69  23(33.33)  46(66.67) 21(30.43)  48(69.57)
Age(t/a) 0.048  0.826 0.163  0.687
<60 58 18(31.03)  40(68.97) 13(22.41)  45(77.59)
=60 107 35(32.71)  72(67.29) 27(25.23)  80(74.77)
Tumordiameter(d/cm) 0.271  0.602 0.036 0.849
<5 92 28(30.43)  64(69.57) 17(25.00)  51(75.00)
25 73 25(34.25)  48(65.75) 23(23.71)  74(76.29)
Pathological grade 0.007 0935 0.116 0.734
-1 127 41(32.28)  86(67.72) 30(23.62)  97(76.38)
-1V 38 12(31.58)  26(68.42) 10(26.32)  28(73.68)
T stage 0.198  0.656 0.057  0.811
T1-T3 134 42(31.34)  92(68.66) 33(24.63) 101(75.37)
T4 31 11(35.48)  20(64.52) 7(22.58)  24(77.42)
Lymphatic metastasis 3.468  0.063 0.306  0.580
No 101 27(26.73)  74(73.27) 23(22.77)  78(77.23)
Yes 64  26(40.63)  38(59.37) 17(26.56)  47(73.44)
Distant metastasis 3.408  0.065 6.102  0.014
No 159  49(30.82)  110(69.18) 36(22.64)  123(77.36)
Yes 6 4(66.67) 2(33.33) 4(66.67) 2(33.33)
TNM stage 4.090  0.043 1.897  0.168
I 18 2(11.11)  16(88.89) 2(11.11)  16(88.89)
-V 147 51(34.69)  96(65.31) 38(25.85)  109(74.15)
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0.05), Z Al & Cox b 1] X K& 455 Y 18 R, 95 PR 4 2 0.963, P<0.05) 4 A 1 Jy CRC & Tl J5 1 Jh 57 15
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Tab.2 Relationship between the ratio of CD103°CD8'T cells to CDS8'T cells and clinicopathological features of CRC patients[n (%)]

The ratio of CD103°CDS8'T cells to CDS8T cells

Clinicopathological feature N 7 P
<0.818 >0.818
Gender 0.449 0.503
Male 96 26 (27.08) 70 (72.92)
Female 69 22 (31.88) 47 (68.12)
Age (t/a) 6.088 0.014
<60 58 10 (17.24) 48 (82.76)
>60 107 38 (35.51) 69 (64.49)
Tumor diameter (d/cm) 0.385 0.535
<5 68 18 (26.47) 50 (73.53)
25 97 30 (30.93) 67 (69.07)
Pathological grade 0.148 0.700
-1 127 36 (28.35) 91 (71.65)
-1V 38 12 (31.58) 26 (68.42)
T stage 0.186 0.667
T1-T3 134 38 (28.36) 96 (71.64)
T4 31 10 (32.26) 21 (67.74)
Lymphatic metastasis 0.236 0.627
%9 No 101 28 (27.72) 73 (72.28)
Yes 64 20 (31.25) 44 (68.75)
Distant metastasis 0.054 0.816
No 159 46 (28.93) 113 (71.07)
Yes 6 2(33.33) 4 (66.67)
TNM stage 0.940 0.332
I 18 7 (38.89) 11 (61.11)
-1V 147 41 (27.89) 106 (72.11)
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Fig.3 Effect of CD8' T cell infiltration on OS of CRC patients (% Cut off=2
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) HR=3.418 95"/: CF1.020-11.450 . ,
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S BRFWEWAE <% Kaplan-Merier 4 17 73 1 (& OS (t/month)
5,%5) 78, CD103°CDS T 41 il 5 CDS8*T 41 fitd /55 bt El4 CD103'CD8'T 432 3 CRC £ OS HIS I
R F M OS WAL b B B 3% 2 K (HR=2.119, Fig.4 Effect of CD103°CD8" T cell infiltration
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Tab.3 Cox regression analysis of factors influencing the OS of CRC patients

. . Single factor analysis Multifactor analysis
Clinicopathological feature
HR (95% CI) P HR (95% CI) P

Gender 1.093 0.707 1.071 0.776
(Male:Female) (0.688-1.735) (0.668-1.717)

Age (t/a) 1.395 0.184 1.411 0.173
(<60:=60) (0.854-2.281) (0.860-2.316)

Tumor diameter (d/cm) 1.233 0.377 1.026 0.917
(<5:25) (0.775-1.963) (0.637-1.653)

Pathological grade 2.556 0.000 2.452 0.000
(I -1 :I-1IV) (1.584-4.125) (1.516-3.965)

TNM stage 3.571 0.031 2.723 0.096
(I :1I-1IV) (1.124-11.340) (0.838-8.849)

Infiltration of CD8'T cells 0.536 0.008 0.610 0.038
(Low :High) (0.339-0.848) (0.382-0.972)

#*4 CRCEE OSFMIEZ Cox EVASHT
Tab.4 Cox regression analysis of factors influencing the OS of CRC patients

o . Single factor analysis Multifactor analysis
Clinicopathological feature
HR (95% CI) P HR (95% CI) P
Gender 1.093 0.707 1.059 0.810
(Male :Female) (0.688-1.735) (0.661-1.697)
Age(t/a) 1.395 0.184 1.390 0.195
(<60:260) (0.854-2.281) (0.845-2.288)
Tumor diameter (d/cm) 1.233 0.377 0.980 0.934
(<5:25) (0.775-1.963) (0.605-1.586)
Pathological grade 2.556 0.000 2.488 0.000
(I -1 :I-1IV) (1.584-4.125) (1.540-4.021)
TNM stage 3.571 0.031 2.784 0.088
(I:1II-1IV) (1.124-11.340) (0.859-9.027)
Infiltration of CD103"CDS8'T cells 0.540 0.009 0.600 0.034
(Low :High) (0.340-0.858) (0.374-0.963)

&5 CRCEE OS #MIE % Cox EVASHT
Tab.5 Cox regression analysis of factors influencing the OS of CRC patients

. . Single factor analysis Multifactor analysis
Clinicopathological feature
HR (95% CI) P HR (95% CI) P

Gender 1.093 0.707 1.053 0.830
(Male:Female) (0.688-1.735) (0.658-1.683)
Age (/) 1.395 0.184 1.247 0.391
(<60:260) (0.854-2.281) (0.753-2.064)
Tumor diameter (d/cm) 1.233 0.377 0.988 0.960
(<5:25) (0.775-1.963) (0.611-1.596)
TNM stage 3.571 0.031 3.803 0.025

(1:1-1IV) (1.124-11.340) (1.179-12.274)
Ratio of CD103"CDS8"T cells to CD8'T cells 0.598 0.032 0.585 0.029

(Low: High) (0.374-0.955) (0.362-0.946)
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