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Abstract: Objective To evaluate the sensitivity and specificity of CD8'CD28"/CD8"CD28 T lymphocyte balance in predicting
the gastrointestinal hemorrhage (GH) in patients with inflammatory bowel disease (IBD). Methods Forty-nine IBD patients,
including 30 with ulcerous colitis (UC) and 19 with Crohn's disease (CD), were enrolled to test peripheral blood CD8'CD28"
and CD8 *CD28 T cells using flow cytometry. All the patients were followed up for one year. The receiver-operating
characteristic (ROC) curves were used to test the efficiency of CD8'CD287/CD8 CD28 T lymphocyte balance to predict GH. The
differences in lasting time of remission (LTR) under

R HHA:2016-09-21 different factors were compared using Kaplan-Meier
HLWE W5 [ FF34:(81300370) s 7 5 ER K 2F R i R BB IR survival analysis, and the correlation between CD8 " T
PERCERE(2013003) lymphocytes and the factors were analyzed. Results The
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respectively). The frequencies of CD8'CD28'T cells were obviously higher in UC patients than those in CD patients (#=3.022, P=
0.004). CD8'CD28'T cells, CD8'CD28 T cells, and especially CD8'CD28'/CD8'CD28" ratio (area under curve of 0.977, P=0.000;
cut-off value of 1.14 [13.95%/12.24% | with a sensitivity of 93.3% and a specificity of 91.2% ) showed good efficiencies in
predicting GH (P<0.01). The mean and median of LTR of IBD patients who did not receive BA or surgical treatment were
significantly longer (x*=9.730, P=0.002; x’=15.981, P=0.000). CD8"CD28°/CD8 CD28 ratio was significantly related to both BA (P=
0.009) and surgery (P=0.038). Conclusion Both decreased CD8 " CD28 T cells and elevated CD8 " CD28T cells are closely
correlated with GH, and their ratio can predict the occurrence of GH with a high sensitivity and specificity and is correlated

with BA and surgery at the cut-off value of 1.14.
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Tab.1 Comparison of the demographic and clinical data between UC and CD groups (x’/t)

Factor Classification UC (n=30) CD (n=19) Statistics P
Male 18 (36.7%) 13 (26.5%)
Gender 0.355 0.551
Female 12 (24.5%) 6 (12.2%)
Age (year) 40.3+13.7 37.2+16.4 0.711 0.481
Remission 8 (16.3%) 6 (12.2%)
Stage 0.138 0.711
Active 22 (44.9%)) 13 (26.5%)
Yes 13 (26.5%) 9 (18.4%)
Family history 0.077 0.782
No 17 (34.7%) 10 (20.4%)
Yes 30 (61.2%) 17 (34.7%)
5-ASA -1.796 0.073
No 0 (0%) 2 (4.1%)
Yes 19 (38.8%) 19 (38.8%)
Immunosuppressant -2.966 0.003
No 11 (22.4%) 0 (0%)
Yes 15 (30.6%) 15 (30.6%)
Steroids 4.106 0.043
No 15 (30.6%) 4 (8.2%)
Yes 11 (22.4%) 12 (24.5%)
Probiotics 3.278 0.070
No 19 (38.8%) 7 (14.3%)
Yes 16 (32.7%) 18 (36.7%)
Biological agent 9.388 0.002
No 14(28.6%) 1 (2.0%)
Yes 7 (14.3%) 6 (12.2%)
Surgery 0.406 0.524
No 23 (46.9%) 13 (26.5%)
Lasting time of remission 30.0£13.9 245+10.3 1.482 0.145
(week)
Yes 19 (38.8%) 15 (30.6%)
Gastrointestinal hemorrhage 1.335 0.248
No 11 (22.4%) 4 (8.2%)
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Fig.1 Flow cytometry for CD8" T cells in UC and CD groups. The upper right quadrant represents
the frequencies of CD8'CD28" T cells, while the lower right one the CD8'CD28" T cells.
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Fig.2 Bar charts for comparison of CD8' T cells and their ratio between patients with UC and CD.
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Tab.2 Area under the curve and 95% confidence interval for CD8" T cells and their ratio in predicting GH

Asymptotic 95% confidence interval

Test result variable (s) Area Std. Error (a) Asymptotic Sig.(b)

Lower Bound Upper Bound
CD8'CD28" T cells 0.791 0.069 0.001 0.656 0.925
CD8'CD28 T cells 0.051 0.026 0.000 -0.009 0.093
CD8'CD28'/CD8'CD28 0.977 0.017 0.000 0.943 1.010

CD8'CD28" T 4 fifif¢ 5 BA A1 X (P=0.001) , 1 3 iFig
CD8'CD28 T 4lifitl-5 BA K F-ARIJC i AN (4351 PRR Hh =t R s s A E R R &R, B
1 P=0.307 }2.0.058,%:4). 2B I RO, D R i 2l 12 1BD £85I B0
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Fig.3 ROC curves of CD8" T cells and their ratio in predicting
GH (the diagonal was the diagnostic reference line).
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Tab.3 Mean and median LTR of IBD patients who did or did not receive BA and surgical treatment

Mean Median
Group  Classification 95% confidence interval 95% confidence interval v P

Estimate  Std. Error Lower Upper Estimate  Std. Error Lower Upper
Bound Bound Bound Bound
Yes 25.258 2.017 21.306 29.211 25.600 2.248 21.194 30.006

BA No 42.713 4.179 34.521 50.904 40.282 3.925 32.172. 47.993 9.730 0.002
Overall 31.752 2.425 26.999 36.504 30.900 3.240 24.550 37.250
Yes 18.668 2.664 13.447 23.889 17.400 3.974 9.612 25.188

Surgery No 36.280 2.755 30.880 41.680 32.800 2.113 28.659 36.941 15981 0.000
Overall 31.752 2.425 26.999 36.504 30.900 3.240 24.550 37.250
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Fig.4 Survival plots of BA and surgery on the lasting time of remission (LTR) in the IBD patients.
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Tab.4 Correlation analysis of CD8" T cells with BA treatment and surgery

CD8'CD28" T cells CD8'CD28 T cells CD8°'CD28°/CD8'CD28
Factor
r P r P r P
Biological agent 0.460 0.001 -0.149 0.307 0.368 0.009
Surgery 0.263 0.068 -0.273 0.058 0.297 0.038
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