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ABSTRACT Objective: Immune costimulatory molecules B7-H4 binds with its ligand in the tumor micro-environment, which pro-
vides immune inhibitory signals, and further controls the immune response in tumor tissues. In this paper, we examined the expressions of
B7-H4, Fas and Caspase-3 cleavage in cervical squamous cell carcinoma and tried to figure out their connections with it's clinical patho-
logical factors to obtain the mechanism of tumor cell immune escape. Methods: Immunohistochemical method (SP) was applied to detect
the expression levels of B7-H4, Fas and Caspase-3 cleavage in 23 normal cases of nomal cervical epithelium, 38 cases of cervical intraep-
ithelial neoplasia (CIN) and 132 cases of cervical squamous cancer cells, then analyzed its correlation with the clinicopathological factors
in cervical cancer. Results: B7-H4 sshowed no expression in normal cervical epithelial tissues, showed weak expression in CIN tissues
and high expression in cervical squamous cell carcinoma; B7-H4 expression was directly related to the clinical stage, lymph node metas-
tasis, primary tumor size and depth of tumor invasion. B7-H4 showed negative correlation with the expression of Fas protein, and shared
a co-expression with Caspase-3 cleavage. Conclusion: B7-H4 showing excessive expressions in cervical squamous cell carcinoma will
lead to down-regulations of Fas protein expression and increasements of Caspase-3 cleavage. All these worked together induced tumor
evading of host immune surveillance, thus inhibiting the apoptosis of tumor cells, which promotes the occurrence and deterioration of
cervical cancer. Blocking the B7-H4 pathway is expected to become a new target in the treatment of cervical squamous cell carcinoma.
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Table 1 The grading of positive expression cell number under OM
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Table 2 The grading of cell staining intensity under OM

Number of positive cells(% ) Score Cell staining intensity Score
<10 0 Negative 0
10~25 1 Light yellow 1
26~50 2 Tan 2
51~75 3 Brown 3
>75 4
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B Al EsHikgAaE s B7-H4 FRIE(* 100)
Fig.A1Positive expression of B7-H4 in SCC(x 100)

Befie i ik(P<0.05,% 5),

43 =
A2 BEBHRAAERE S B7-H4 HRIE(x 400)
Fig. A2Positive expression of B7-H4 in SCC( x 400)

RIEFEH LR .CIN REFSHRAAATE T B7-H4 Fas & Caspase-3 R RHIRIZ
Table 3 The expressions of B7-H4, Fas and Caspase-3 cleavage( CC3 ) in Normal Cervical Epithelium(NCE), CIN and Squamous Carcinoma of Cervix

(SCC)
Groups NCE CIN SCC x2 P
B7-H4 0(0.0) 8(21.1) 62(47.0) 8.18 P<0.05
Fas 20(87.0) 17(44.7)* 53(40.2)* 7.22 P<0.05
CC3 7(30.4) 15(39.5) 103(78.0) 21.54 P<0.01

i :*Fas % CIN 71 SCC FHREERTBEM,
Note: *The expression of Fas in CIN and SCC had no significant difference.

x4 TEEAFES T REPRBIERARA S B7-H4 FikER

Table 4 Relationship between clinical pathologic characteristics and expression of B7-H4 in cervical Squamous cancer (n, %)

Positive expression

Case Positive Negative X? P
rate(%)
1 44 7 37 159
Clinical stage Ila 63 27 36 429 7.68 P<0.05
b~V 25 19 6 76.0
Lymph node Yes 36 27 9 75.0
yip ) 7.17 P<0.05
metastasis No 96 33 63 344
Differentiation High 42 18 24 42.9
1.52 P>0.05
status Moderate+Low 90 43 47 47.8
<4cm 68 26 42 382
Tumorsize 10.08 P<0.05
2 4cm 64 37 27 57.8
Deep stromal Yes 57 36 21 63.2
) ) 13.23 P<0.05
invasion No 75 28 47 373

3 38
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Bl EIFBHRMAAEE T Fas FIFRIE(x 100)
Fig.B1 Positive expression of Fas in SCC(* 100)

B C1 Zashik g CC3 MRiE(x 100)
Fig.C1 Positive expression of CC3 in SCC(x 100)

[d C2 ‘B HBRIR AR - CC3 Ak (x 400)
Fig.C2 Positive expression of CC3 in SCC(x 400)

x5 SRR ARREALR T B7-H4 5 Fas B Q,B7-H4 5 Caspase-3 WEF BRIZNXFR
Table 5 Relationship between the expression of B7-H4 with Fas protein and CC3 in SCC

Fas

CC3

B7-H4 - R R P
+ - +
14 48 54 8
10.34 P<0.05 6.95 P<0.05
49 21 46 24
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