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Optimization of chemoradiotherapy for rectal cancer and contribution of epigenetics
in exploration of novel biomarker
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The objective of this study was to investigate the potential of circulating
miRNAs as novel biomarker for pathologic response to preoperative chemoradiotherapy(CRT) in rectal cancer
patients. Five candidate serum miRNAs were detected by using miRNA arrays. From the literature, serum
miR-21 and 29a were also selected as candidates miRNAs for the CRT response.We examined the correlation
between the expressions of candidate serum miRNAs with clinical parameters includin? pathological
response to preoperative CRT for rectal cancer.Serum miRNA-29a was only significantly associated with
good pathological effects, but not independent predictive factors.
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Serum miR-21 expression
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Univariate
Variables HR 95%ClI P-Value HR 95%Cl P-value
Age (>67 vs. <67) 0.72 0.43-1.37 0.37 123 0.57-2.67 0.59
Gender (female vs. male) 1.02 0.56-1.86 0.92 207 0.86-4.96 0.1
Pathological T (T3/4 vs. T1/2) 897 219-36.7 0.0024 238 0.3-20.77 031
Pathology (poor diff. vs. diff.) 226 1.05-484 0.036 239 0.57-9.92 023
Lymph node metastasis (yes vs. no) 171 6.18-47.8 <0.0001 6.83 1.69-28.36 0.008
Distant metastasis (yes vs. no) 356 14.4-86.6 <0.0001 217 5.92-79.99 <0.0001
CEA (>5vs. <5) 484 2.15-10.89 0.0001 1.03 0.33-3.22 0.94
miR-21in tissue (>3.7 vs. <3.7) 266 1.29-5.45 0.014 0.59 0.21-1.63 0.31
miR-21in serum (>0.0031 vs. <0.0031) 3.25 1.36-7.73 0.0026 412 1.1-154 0.03
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Patients, n 43 76
Age(mean) 61.5 62.3 ns
Gende(M/F) 29/14 14/20 ns
Tumor distance (cm,mean) 3.8 4 ns
Tumor size > 30mm (%) 17(43.6) 46(61.3) 0.0707
Clinical UICC stage

I/11/111/1V 6/8/29/0 5/7/61/3 ns

cT4(%) 10(23.3) 11(14.5) ns

cN+(%) 28(65.1) 63(82.9) 0.0281
Lateral pelvic LN+ (%) 8(18.6) 14(32.6) ns
Histology

tub1/tub2/mucinous/poorly 15/22/3/3 21/530/2/ ns
CEA>6 ng/dl (%) 12(30.8) 39(51.3) 0.0259
m;zl;]val between CRT and surgery (days), 48.0 39.4 .
L-CRT (%) 27(62.8) 34(44.7) 0.0584
Surgical procedure ns

LAR 12 24

CAA 21 46

APR 5] 5

Hartmann's procedure 2 0

Local excision 3 0

Others 2 1

Intersphincter resection (%) 21(48.8) 27(35.5) ns
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| univariate | multivariate
Variables | OR 95%CI___ p-value | OR 95%CI___ p-value
Tumor size | |
<30mm | 205 0.94-4.50  0.0726 | - - -
oN() | 260 1.09-6.17  0.0308 | 245 0.97-6.17  0.0478
CEA _<6ng/dl | 251 1.10-5.68  0.0278 |  2.44 1.06-5.61  0.0357
CRT schedule | |
L-CRT | 2.08 0.99-4.48  0.0602 | - - -
miR29a >cut-off*|  2.43 1.01-5.85  0.0482 |  3.61 0.65-32.5  0.1262
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