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[ Abstract | Background and purpose: Due to the lack of cost-effective pre-treatment predictors for advanced
cervical squamous cell carcinomas treated with concurrent chemoradiotherapy (CCRT), both baseline circulating
CD4'CD25"CD127"" regulatory T cell (Treg) count and serum squamous cell carcinoma antigen (SCC-Ag) level
were measured for this feasibility study. Methods: Peripheral blood samples were collected from 44 patients with
stage I ,-IV , cervical squamous carcinomas before CCRT. Flow cytometry immunophenotyping and enzyme-linked

Low/-

immunosorbent assay were used for circulating CD4"CD25"CD127"""" Treg count and serum SCC-Ag level testing,
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respectively. Clinical and pathological characteristics were retrospectively reviewed to analyze the predictive value of
the 2 indexes. Results: The baseline circulating CD4 CD25°CD127""" Treg count was lower in the patient group with
positive treatment response than in the group with negative response [ (8.78+2.80)% vs (10.95+2.56)%, P<0.05 ] , and
the serum SCC-Ag level showed no significant difference between the 2 groups. No correlation was detected between
these 2 markers (Spearman’rho=-0.093, P=0.540). Determined by plotting receiver operating characteristic curves,
the best cut-off points were 9.76% for circulating CD4'CD25'CD127"" Treg count and 9.50 ng/mL for serum SCC-
Ag level, respectively. Univariate analysis showed that pretherapeutic circulating CD4°CD25'CD127"*"" Treg count
(OR=1.901, 95%CI: 1.112-3.219, P=0.017), but not serum SCC-Ag level (OR=0.998, 95%CI: 0.001-4.253, P=0.897),
was predictive of clinical response to CCRT. Multivariate Logistic regression analysis revealed that pre-treatment
CD4'CD25°CD127""" Treg count was an independent predictor for clinical response to CCRT (OR=3.115, 95%CI:
1.253-7.742, P=0.014). Conclusion: Pretherapeutic circulating CD4'CD25'CD127"**" Treg count is a feasible method
to predict clinical response to CCRT in patients with advanced cervical squamous cell carcinomas.
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Tab.1 Clinical characteristics of 44 patients with advanced

cervical squamous cell carcinomas

Characteristic n(%)
Agelyear

<51 21(47.7)

> 51 23(52.3)
Menopausal status

Premenopause 29(65.9)

Menopause 15(34.1)
Tumour size/cm

<4 28(63.6)

>4 11(25.0)

NA 5(11.4)
FIGO stage

Iy 29(65.9)

I, 2(4.5)

111 12(27.3)

IV, 1(2.3)
Clinical response

CR 18(40.9)

PR 20(45.5)

SD 6(13.6)

PD 0(0)
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Tab.2 Pretherapeutic circulating CD4°CD25°CD127""" Treg count and serum SCC-Ag level according to different clinical response to

CCRT

Response to CCRT CD4'CD25'CD127"" Treg (¥+s, %) SCC-Ag (median, ng/mL)
CR 8.79+2.93 5.50
PR 8.70+2.38 10.00
SD 10.95+2.56" 7.50
PD NA NA

Positive response 8.78+2.80 9.25

Negative response 10.95+2.56° 7.50

NA: Not available due to lack of patients with PD. a: Significant difference between CR and SD, P<0.05; b: Significant difference between PR
and SD, P<0.05; c: Significant difference between positive and negative response, P<0.05.
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Fig. 1 Pretherapeutic circulating CD4'CD25°CD127"""" Tregs counted by flow cytometry

A: Gating for lymphocytes; B: Gating for CD4" T lymphocytes; C: Representative CD4 CD25 CD127""" Treg from 2 patients with positive (right)

and negative (left) clinical response, respectively.
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Tab.3 Univariate and multivariate logistic regression analysis of pretherapeutic predictors for clinical response to CCRT
UA MA
Parameter
OR 95%ClI P value OR 95%ClI P value
Age 0.500 0.081-3.063 0.454
Menopause status 0.071 0.007-0.688 0.022 0.008 0.001-0.516 0.023
Tumour size 1.346 0.134-3.474 0.800
FIGO stage 1.234 0.522-2.918 0.631
CD4°CD25'CD127"" Treg 1.901 1.112-3.219 0.017 3.115 1.253-7.742 0.014
SCC-Ag 0.998 0.001-4.253 0.897

UA: Univariate analysis; MA: Multivariate analysis.
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