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RABL6_CpG_2  0.96(0.93~0.98) 0.96(0.93 ~0.99) 0.96(0.94 ~0.98) 0.93(0.80~1.08) 0.347 0.93(0.79 ~1.10) 0.424
RABL6_CpG_3  0.96(0.94 ~0.98) 0.97(0.94 ~0.99) 0.96(0.94 ~0.98) 0.83(0.59 ~1.18) 0.306 0.80(0.55~1.16) 0.241
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RABI6_CpG_2  0.96(0.92~0.98) 0.95(0.93 ~0.98) 0.96(0.94 ~0.98) 0.94(0.76~1.16)  0.534  0.930 0.84(0.68~1.04) 0.111  0.388
RABL6_CpG_3  0.97(0.93~0.98) 0.96(0.94 ~0.98) 0.96(0.94 ~0.98) 0.94(0.57 ~1.55) 0.797 0.930 0.80(0.48 ~1.34) 0.406 0.577
RABL6_CpG_4  0.38(0.25 ~0.50) 0.41(0.25 ~0.56) 0.40(0.25 ~0.55) 0.93(0.84~1.04)  0.200  0.732 1.00(0.89 ~1.13) 0.950  0.950
RABL6_CpG_5 0.93(0.91 ~0.96) 0.93(0.89~0.96) 0.93(0.91~0.95) 1.02(0.59~1.76)  0.947 0.947 0.60(0.35~1.02) 0.059 0.388
RABI6_CpG_9  0.81(0.78 ~0.84) 0.82(0.78 ~0.85) 0.81(0.79~0.84) 1.10(0.68~1.77) 0.694  0.930 1.26(0.73~2.20) 0.412 0.577
RABL6_CpG_10 0.85(0.75~0.91) 0.83(0.75~0.90) 0.86(0.77 ~0.90) 0.96(0.78 ~1.18) 0.689 0.930 0.90(0.72~1.13) 0.366 0.577
RABL6_CpG_17 0.98(0.95 ~0.99) 0.97(0.93 ~0.99) 0.97(0.94~0.98) 2.47(1.19~5.13)  0.016  0.112 0.81(0.42~1.57) 0.538 0.628
RABL6_CpG_2  0.96(0.93 ~0.98) 0.96(0.94 ~0.99) 0.96(0.93 ~0.98) 0.93(0.74~1.15)  0.494  0.754 1.15(0.83~1.59) 0.395 0.691
RABL6_CpG_3  0.96(0.95 ~0.98) 0.97(0.95~0.99) 0.97(0.94~0.98) 0.74(0.44~1.24)  0.250  0.635 0.78(0.45~1.35) 0.372  0.691
RABL6_CpG_4  0.35(0.24 ~0.56) 0.34(0.16 ~0.48) 0.38(0.23~0.53) 1.00(0.90~1.11)  0.951  0.951 0.93(0.82~1.04) 0.191  0.668
RABL6_CpG_5  0.93(0.91~0.95) 0.94(0.91~0.96) 0.94(0.91~0.96) 0.76(0.47~1.24)  0.272  0.635 0.89(0.52~1.54) 0.682 0.796
RABL6_CpG_9 0.81(0.79 ~0.83) 0.81(0.79 ~0.84) 0.81(0.79 ~0.83) 1.16(0.70 ~1.94) 0.561 0.754 1.04(0.61 ~1.78) 0.885 0.885
RABL6_CpG_10 0.84(0.75~0.91) 0.85(0.79 ~0.92) 0.84(0.77 ~0.89) 0.96(0.79~1.16)  0.646  0.754 1.21(0.97~1.52) 0.096  0.668
RABL6_CpG_17 0.96(0.93 ~0.98) 0.97(0.95~0.99) 0.96(0.95~0.98) 0.52(0.29~0.94)  0.030 0.210 0.81(0.42~1.56) 0.523 0.732
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RABL6_CpG_2  0.96(0.93 ~0.98) 0.96(0.93 ~0.99) 0.96(0.94~0.98) 1.11(0.89~1.39) 0.347  0.612 1.08(0.84 ~1.39) 0.541  0.820
RABL6_CpG_3  0.96(0.93 ~0.98) 0.97(0.94 ~0.99) 0.96(0.94~0.98) 0.78(0.48~1.28)  0.320 0.612 0.80(0.46~1.39) 0.436  0.820
RABL6_CpG_4  0.37(0.23 ~0.54) 0.36(0.18 ~0.54) 0.38(0.24 ~0.53) 0.98(0.89~1.08) 0.672  0.936 0.97(0.87~1.08) 0.553 0.820
RABL6_CpG_S  0.94(0.92~0.96) 0.94(0.92 ~0.96) 0.94(0.92~0.96) 0.96(0.57~1.64) 0.890  0.936 1.14(0.61~2.13) 0.683 0.820
RABL6_CpG_9 0.82(0.79~0.84) 0.81(0.78 ~0.83) 0.81(0.79~0.83) 1.30(0.75~2.27)  0.350 0.612 0.81(0.44 ~1.51) 0.504 0.820
RABL6_CpG_10 0.86(0.73 ~0.92) 0.83(0.77 ~0.90) 0.85(0.77 ~0.89) 0.99(0.82~1.20) 0.936  0.936 0.96(0.78 ~1.19) 0.703  0.820
RABL6_CpG_17 0.97(0.95~0.99) 0.97(0.93~0.98) 0.96(0.94 ~0.98) 1.32(0.75 ~2.34) 0.334 0.612 1.03(0.56~1.89) 0.917 0.917
>55
RABL6_CpG_2  0.95(0.92~0.98) 0.96(0.94 ~0.98) 0.96(0.94~0.98) 0.77(0.60~0.99)  0.038 0.266 0.79(0.60 ~1.02) 0.074  0.259
RABL6_CpG_3  0.97(0.95~0.98) 0.97(0.95~0.99) 0.97(0.95~0.98) 0.89(0.54~1.48) 0.653  0.762 0.80(0.48 ~1.32) 0.373 0.435
RABL6_CpG_4  0.35(0.26 ~0.50) 0.36(0.19 ~0.55) 0.39(0.23 ~0.56) 0.95(0.84 ~1.07) 0.404 0.605 0.96(0.84 ~1.09) 0.503 0.503
RABL6_CpG_S  0.93(0.90 ~0.95) 0.93(0.90 ~0.96) 0.93(0.91~0.96) 0.75(0.44~1.27)  0.279  0.605 0.58(0.34 ~0.97) 0.038 0.259
RABL6_CpG_9 0.80(0.78 ~0.84) 0.82(0.79 ~0.85) 0.81(0.78 ~0.84) 1.03(0.66~1.59)  0.912 0.912 1.48(0.87 ~2.53) 0.149 0.278
RABL6_CpG_10 0.83(0.76 ~0.90) 0.85(0.78 ~0.92) 0.84(0.77 ~0.89) 0.92(0.75 ~1.13) 0.432 0.605 1.17(0.91~1.50) 0.213  0.298
RABL6_CpG_17 0.96(0.94 ~0.99) 0.97(0.94 ~0.99) 0.97(0.95~0.98) 0.61(0.31 ~1.19) 0.145 0.508 0.60(0.30 ~1.22) 0.159 0.278
“LC RABL6 L RABL6
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0.93(0.91 ~0.96)

0.81(0.79 ~0.83)
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(n=13) 0.96(0.94~0.98)  0.96(0.94~0.98)  0.42(0.26~0.54)  0.93(0.91~0.96)  0.81(0.79~0.83)  0.84(0.76~0.89)  0.97(0.95 ~0.98)
VA -0.269 -0.621 -1.090 -0.075 -0.269 -0.764 -0.924
p * 0.788 0.535 0.276 0.940 0.788 0.445 0.355
TI(n=211) 0.96(0.93~0.98)  0.96(0.94~0.98)  0.37(0.20~0.53)  0.93(0.92~0.95)  0.81(0.79~0.83)  0.85(0.77~0.90) ~ 0.96(0.94 ~0.98)
2 ~T4(n=51) 0.97(0.95~0.99)  0.97(0.94~0.98)  0.44(0.32~0.58)  0.94(0.90~0.96)  0.81(0.78~0.83)  0.84(0.79~0.88)  0.97(0.95~0.99)
VA -1.564 -0.111 -1.700 -0.212 -0.453 -0.555 -1.114
P * 0.118 0.912 0.088 0.832 0.651 0.621 0.265
((em)
<1.5(n=150) 0.96(0.93~0.98)  0.96(0.94~0.98)  0.38(0.20~0.53)  0.93(0.92~0.95)  0.81(0.79~0.84)  0.84(0.77~0.90)  0.96(0.94 ~0.98)
>1.5(n=112) 0.96(0.94~0.98)  0.96(0.94~0.98)  0.42(0.26~0.55)  0.94(0.91~0.96)  0.81(0.78~0.83)  0.85(0.78~0.89)  0.97(0.95 ~0.99)
-0.004 -0.157 -1.148 -0.010 -0.017 -0.0064 -2.234
a 0.997 0.875 0.251 0.992 0.986 0.949 0.026
pNO( n=234) 0.96(0.94~0.98)  0.96(0.94~0.98)  0.38(0.23~0.55)  0.93(0.91~0.95)  0.81(0.79~0.83)  0.85(0.77~0.90)  0.96(0.94 ~0.98)
pNL~N2(n=27) 0.97(0.95~0.99)  0.97(0.96~0.98)  0.38(0.31~0.53)  0.94(0.92~0.97) 0.81(0.78~0.84)  0.82(0.76~0.87)  0.97(0.94 ~0.99)
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[(n=224) 0.96(0.94~0.98)  0.96(0.94~0.98)  0.39(0.23~0.55)  0.93(0.91~0.95)  0.81(0.79~0.83)  0.85(0.77~0.90)  0.96(0.94 ~0.98)
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P ? 0.266 0.674 0.839 0.415 0.657 0.190 0.984
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The association between RABL6 gene methylation in peripheral blood

and early lung cancer in Chinese population
Huang Haixia' Qiao Rong’ Li Mengxia' Gu Wanjian’ Han Baohui® Yang Rongxi'
( 'Dept of Epidemiology and Biostatistics School of Public Health Nanjing Medical University Nanjing 211166;
*Dept of Pulmonary Medicine Shanghai Chest Hospital Affiliated to Shanghai Jiaotong University Shanghai 200030
*Dept of Clinical Laboratory Jiangsu Provincial Hospital of Chinese Medicine Nanjing 210029)

Abstract Objective To explore the relationship between the methylation level of RABL6 in peripheral blood and
early lung cancer ( LC) with a case—control study in the Chinese population. Methods The methylation levels of 7
CpG sites in RABL6 gene in peripheral blood of samples from 275 LC patients ( 81.5% at stage I) and age-and

gender-matched 185 benign lung nodule cases and 267 matched healthy controls were measured by matrix-assisted
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laser desorption ionization time-of{flight mass spectrometry. Multinomial Logistic regression adjusted for covariates
was used to analyze the association between the RABL6 methylation and L.C. Mann—-Whitney U test was applied for
the comparisons of RABL6 methylation levels between clinical characteristics subgroups of LC. Results Compared
to the healthy controls the methylation of RABL6_CpG_17 was inversely associated with LC in females ( per -
10% methylation: OR =2.47 95% CI=1.19 -5.13 P =0.016) but positively associated with LC in males ( per
—10% methylation: OR =0.52 95% CI=0.29 -0.94 P =0.030) . In addition hypermethylation of RABL6_CpG
_2 and RABL6_CpG_5 was significantly associated with LC in the subjects older than 55 years ( for RABL6_CpG_
2:per —10% methylation: OR =0.77 95% CI=0.60-0.99 P =0.038; for RABL6_CpG_5: OR =0.58 95% CI
=0.34 -0.97 P =0.038) . Conclusion The study reveals an association between peripheral blood-based RABL6
methylation levels and early LC providing a new clue for developing peripheral blood-based DNA methylation as a
potential marker for the evaluation of LC risk.
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