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Figure (P225) The different distribution of MeDIP-Seq reads on each chromosome between CNE-2R and CNE-2
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How to build networks on the way of translational medicine about new biomarkers for diagnosis
XU Weiwen*
(Biological Technology Institute, Southern Medical University, Guangzhou, Guangdong, China, 510515)

[ABSTRACT] Accurate detection with biomarkers special for diseases’ early stage or individual therapy
is one of the key ways to prevent and control the major and critical diseases. Hundreds of potential biomarkers
have been discovered by genomics and proteomics during the past twenty years. Regretfully, only few have
been validated and translated forward to clinical use. The great gap is observably existed between academia and
industry, and become the bottleneck on the way of successful translation. In this issue, the status and effective
network models of new diagnostic biomarkers on the way of translational research are discussed constructively.

[KEY WORDS] Biomarker; Translational medicine; Network
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Figure 1 Effects of the factors on the extraction yield of total flavonoids
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Expression of E2 and E6/E7 of human papillomavirus-52 and its significance in cervical lesions
LI Yuejun', ZHOU Miaoji*, QIU Feng'*

(1. Department of Laboratory Medicine, Guangdong Provincial Hospital of Traditional Chinese Medicine,
Guangzhou, Guangdong, China, 510120; 2. HybriZio Limited, Chaozhou, Guangdong, China, 521000)

[ABSTRACT] Objective 0) 2[E*)32 L12 C*,/,C-* A,./,0,C-/C2 )/ 2[E32AA,)/A)E < -/P <; 1<% ,/ 14=
>-/ E-E,*)>-F34A $! in the development of cervical cancer. ~ Methods Based on the pathological features,
512 HR HPV-=positive A->E*2A were classified into 4 groups which 0232 atypical squamous cell lesions (ASC),
low grade squamous intraepithelial lesion(LSIL), 1,.1 grade squamous intraepithelial lesion (HSIL) and squa=
mous cell carcinoma (SCC). E2 and E6/E7 mRNA were detected among 124 HPV52-positive sampleA. 012
AL-L,AL,CA 0232 -/-*5\2P Z5 Chi=squared test and Spearman correlation method! ~ Results There was negative
correlation between expressions of E2 and E6/E7 (rs=S0.98, P<0.01), and there were significantly different posi=
tive rates among groups. Among all the 13 common types of HPV, the positive rate of HPV52 O-A the highest
(24.2%), followed by HPV58(20.5%) and HPV16 (11.7%). Conclusion The deletion of HPV52 E2 or over
expression of E6/E7 is the key link of cervical cancer, which produce reference value in evaluating the degree
of cervical lesions. HPV52 may play - vital role in cervical carcinogenesis, which is worth §)3 further study.
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% 1 HPV E2 E6/E7 mRNA & N E %% GAPDH 5|45 5
Table 1 The sequences of HPV E2 E6/E7 mRNA and GAPDH primers

7012 34

E2 567 8:GCCCACAAACGGTCACGAG

967 8 :TGCGGAAGCATTTCAGAGTGT
Z 5 3<:CTAACCTCCGTGGCGTCTCTCCTG

E6/E7 567 8:GGAGACAAAGCAACCATA

967 8 :GTCCACACCATCTGTATC

- ;3 3<<:AAACAACTGACCTACACTGCTATGA

GAPDH 567 8:AGAAGGCTGGGGCTCATTTG

967 8:AGGGGCCATCCACAGTCTTC

Z 3 3<:GCGAGCCTGGCATTGCCCTCAACGACCACGCTCGC

52EFGHI1J, AKLMNO HPV PQNR
S T UV HPV52 (22.8% ) HPV58 (19.3% ).
HPV16 (11.0% ) HPV18(9.2% ) \HPV33 (6.1% ).
WXYFGJ, ZLE\1"™_LV63%(32/
512), “ab3cde5\]JTfg™_\E, 13
cNhPHPVAKHI § §J 2 Xk, B SPSSm
nopqgrs,ab HPVI6 HPVI8 HPV52 P A
KtWuwvwYopqgXxy (P<0.05),HPV16 P
A KLW ASC % SCC.LSIL % SCC HSIL %
SCCwvw P zr{V 0.001,0.001.,0.006; HPV18

PAKLW ASC % SCC .LSIL % SCC vw P =z
I VV 0.009;HPV52 P A K LW LSIL % SCC,
HSIL % SCC vwW P z r £V 0.043 .0.034, ¥
J ,HPV16 — [CNE J,SCC Vv/HSIL v/ OR =
3.4,95% CI=1.5~8.1;HPV18 — [C\IE J ,SCC
V/HSIL v OR=2.4,95% CI=0.9~6.2 ; HPV52 —
[CNE J ,HSIL/SCC v OR=4.6,95% CI=1.1~
19.8, AKTtr LI
2.2 HPV52 E2 CEGVET ABH [

C [R1-PCR AB E2 mRNA E6/E7 mRNA

*2 BREEHPVKRHELR
Table 2 The results of high—risk HPV detection

AKE [(AKL %) [AK 1
ey ASC(N=126) LSIL(N=124) HSIL (N=233) SCC(N=29) (AKL %)
bd R 3(2.4%) 7(5.6%) 20(8.6%) 2(6.9%) 32(6.3%)
HPV16 9(7.0%) 10(7.6%) 31(12.3%) 10(32.3%) 60(11.0%)
HPV52 33(25.6%) 30(22.9%) 59(23.3%) 2(6.5%) 124(22.8%)
HPV58 24(18.6%) 29(22.1%) 48(19.0%) 4(12.9%) 105(19.3%)
HPV18 8(6.2%) 8(6.1%) 27(10.7%) 7(22.6%) 50(9.2%)
HPV33 7(5.4%) 6(4.6%) 16(6.3%) 4(12.9%) 33(6.1%)
HPV35 6(4.7%) 5(3.8%) 13(5.1%) 1(3.2%) 25(4.6%)
HPV39 8(6.2%) 10(7.6%) 5(2.0%) 0(0.0%) 23(4.2%)
HPV45 5(3.9%) 7(5.3%) 5(2.0%) 0(0.0%) 17(3.1%)
HPV51 6(4.7%) 5(3.8%) 13(5.1%) 0(0.0%) 24.(4.4%)
HPV56 2(1.6%) 2(1.5%) 10(4.0%) 0(0.0%) 14(2.6%)
HPV59 8(6.2%) 7(5.3%) 9(3.6%) 1(3.2%) 25(4.6%)
HPV68 7(5.4%) 6(4.6%) 9(3.6%) 1(3.2%) 23(4.2%)
HPV31 6(4.7%) 6(4.6%) 8(3.2%) 1(3.2%) 21(3.9%)




. 244 - V" HPB%&E” (D 2015*7+ _, 7— 4 - J Mol Diagn Ther, July 2015, Vol. 7 No. 4

A B C

Z A:*OLASC2%SCC 23456789 : ; <=, P<0.01;** OLLSIL 2% SCC 23=56789 - ; <=, P<0.01; *** 2
1 HSIL 2% SCC 23@ABC89:- ; D=, P<0.0l, Z/B:AOL1ASC2%SCC23@ABCS89E ;D=, P<0.01;AA01

LSIL 2% SCC 23@ABC89F ; D=, P<0.01, Z/ C:0O?1 LSIL 2% SCC 23@ABC89F ; D=, P<0.05; 0O 1 HSIL
2% SCC 23@ABCS89F ; D=, P<0.05

/1 HPVABCGH2@11!'J

Figure 1 The distribution of positive rates of HPV among different groups

KL,ABCGLSIL % SCC 2 ASC% SCC 2. QRSTUVVW, XYZ[\]PCR™_ ~a
LSIL % HSIL 2 ASC % HSIL 2@M89F ;D b/ 2c1_E2mRNA d E6/E7 mRNA AB - a
= (P<0.05), N E2 mRNA % E6/E7 mRNA OP bO3cil.

ct<36 e\ Fgh,OQY i j E2AKkIm Nnm~a, @Y i j E6/E7T5kIm nm=~a
12 #$B%&” PCR D!

Figure 2 Several amplification plot results of fluorescence quantitative PCR
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¥ 3 HPV52 E2 mRNA "* E6/E7 mRNA #$5%& 3 _
Table 3 The detection results of HPV52 E2 mRNA and
E6/E7 mRNA EFGHPVHI JKLMNOPQRSTU
VWXYZ[\]"™, “abcdef,Pgh
7012(304%) o
35 i JXkImno HPVI6 Gp HPVIB G, gr 1
67 ASC LSIL HSIL sce MmN s G u HPV33 HPV52 HPV58 HPVAS G

(N=33) (N=30) (N=59) (N=2)
E2 31(94.0%) 28(93.3%) 27(45%) 0(0.0%)
E6/E7  1(3.0%)  2(6.7%)  33(55%) 2(100%)

v, gXw HPV16 < HPVI8 GXxSyzk__ 2]
JIGNIM}P—PJ XITIITITIT=T 1
[CITIIInIbIITI&FHPY52G30

T 4 HPV52 E2 mRNA "" E6/E7 mRNA = () *+
Table 4 Correlation between HPV 52 E2 and E6/E7 mRNA

E2 E6/E7
i 12
E2+/E6E7+ E2+/E6E7- E2—-/E6E7+ E2—-/E6E7—

ASC 33 0(0.0%) 31(94.0%) 1(3.0%) 1(3.0%)
LSIL 30 1(3.3%) 27(90.0% ) 1(3.3%) 1(3.3%)
HSIL 59 4(6.8%) 23(39.0%) 29(49.2%) 3(5.1%)
Nee 2 0(0.0%) 0(0.0%) 2(100.0%) 0(0.0%)
89 124 5(4.0%) 81(65.3%) 33(26.6%) 5(4.0%)

E2 mRNA << E6/E7mRNA ==?@ABCD(r,=-0.93, P<0.01)

[ITITHPVI6 CHAVISG, [T T ITHET L] [(IWITITITITIHhHPV [7G% [(R1
[TTTFR2CITTITIAI3 CHAV L1 G CTATTENTXT TON TITIJCINI ; <
(I T T I I I T TITTIIPILITITIX) 1 CIN2/3 ;NHPVR2 CIT T T T ITRI TAOTT]
HPVG CIT L 63%, LD CIP] ; CLLI1 ;([CPH.05),L CCIN2/3 7 HPV52 CLL L1 1

LI T 10dP30.05), CIITITHMISAC ;2 L1111 LCCINI ;,Y CIRSXHPV52 " (L1 FI1#$

[ CI I I HAV52 G [%JHSIL ; 20 CI D %[IHAV:2G L CIN&” On LI 1LJe
[(XJLCIBICTHAV2 G [%] P LI I IX] Wo [RHEN [T I1TF]1+ CIT T JHPV52G% [
B30[KENOHPV52G, L1 PP28%, [(IITTIRLCIMIIXI ,+nNncl_¥ LIRBNO
3L, 1 :30[PLSIL% SCC [CHFIL % 1Y23 LA,

SCC LT T HT T NN (PKOO5), CIT DR 1 4 [CTNITRE 789 [ NnE [ G
[T &F HPV52 G330 [PLSIL [HJIL ; X [t HPVI6 [HAVI8 G, &<==07@ E6/
CAELCSAC ; , [T HAVR2GPXS [ ZITTTI1ETNnILZJLI[CT=T E1AB LCIDp53,P
[HAV16 HPVISG, INT I IRI IThX [ 1 E—<(FXYGH CD]"™, 1 [2Z® E6/E7
(ETTTIIIXTITRENICITITIITTTE%ILC 1JKLM,N-CF,O[PGEV/ETQR,S 1
[(ITITET T T ITITIHPV2sGPX L IIILITIT1TUVW,N=—XYZ [ 1HPVDNA [8 [\
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* 3 ELXTPhEERY MS HHEXEZER Logistic [E)3

Table 3 Logistic regression analysis of MS components for cancer

LI 1 CEW C1Td3) [TT{SE.) Wald I () Sig [T TJOR)
KL 1
41 1.74 0.48 13.06 1 0.02 5.68
T4 1.55 0.41 14.17 1 0.01 4.74
T4l 1.24 0.63 3.83 1 0.01 3.45
T4l 1.21 0.74 2.68 1 0.01 3.36
34 1.81 0.53 11.69 1 0.01 6.13
SBP
41 0.02 0.02 1.23 1 0.23 1.02
T4 0.07 0.78 0.01 1 0.1 1.07
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34 0.01 0.49 0.001 1 0.33 1.01
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4 0.84 0.55 2.30 1 0.02 2.32
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LI T4 1.12 0.48 5.34 1 0.01 3.05
LI T4l 1.09 0.37 8.88 1 0.02 2.99
34 1.33 0.59 5.11 1 0.02 3.77
HDL-C
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T4 0.55 0.45 1.48 1 0.02 1.72
LT 141 1.56 0.59 6.81 1 0.01 4.76
LT 141 0.16 2.06 0.006 1 0.01 1.86
34 0.35 1.28 0.073 1 0.01 1.41
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The analysis of serum carcinoembryonic in neuroendocrine differentiation of lung adenocarcinoma
HUANG Yujun*, YUAN Rungiang, CHEN Yingzhi, YUAN Xiaoling, MIAO Zhuofeng, ZHUANG Chuxuan
(Department of Respiratory Medicine, Zhongshan People’s Hospital, Zhongshan, Guangdong, China, 528403)

[ABSTRACT]  Objective 0) 2@R¥)32 (12 *272% )F D-3D,/)2>H35)/.D -/5,.2/ (1<3) -/E (12
D)332%-6,)/ H2[22/ 1< -/E /243)2/E)D3,/2 EFF232/6,6)/ (9+) ./ R-6,2/62 [61 *4/. -E2/)D-0,/)>- )F
/243)2/E)D3,/28  Methods  6C" *4/. 6,242 2->R22 [ *4/. -E2/)D-3D,/)>- (,/D*4E,/. 743. D-* 322206,)/
-/E H)R?5 H5 H3)/DL)M)RS) [232 -\2/ /8 012 *222%2 YF /243)2/E)D3,/2 >-3\23? [232 E262DG2E H5
>>4/)1,%)D12>D-* LM >261)E8  J/E 612 *272%2 )F 7234> 1<J [232 E262D62E H5 D12>,*4>,/22D2/D2 H2F)32
82-6>2/6  Results 01232 [232 60 *4/. -E2/)D-3D,/)>-7 (6"1C6Q) [,61 /243)2/E)D3,/2 E,FF232/6,-6)/ ./
§12 6C" D-722 )F *4/. -E2/)D-3,/)>-% J>)/. 612 60 D-722, $ D-222 (1C8;1Q) [232 R)?6,22 )F
?5/-R5)R15?,/(L5/), % D-22? (;C3:&Q) [232 R)?,6,Z2 )F D13)>).3-/,/(1.J), 6 D-22 ($61CQ) [-? R)?26,22
Y 7243)/ R2DFD 2/)*-72(9L<), -/E C D-722 (;66$:Q) [232 R)?,6,22 )F H)G1L5/ -/E 1.38 012 %2729 )F
234> 1<J / *4/. -E2/)D-D,/)>- [l O+ -/E /)/=/243)2/E)D3,/2 EFF232/6,-5)/ [232 [6Ci$& (16$S
20801) ] /.1>U -/E [ 19%6 (688CS&I0%) | /.1>U, 329R2D6,22*58 J/E 61232 [-? - 2,./.F.D-/6 E,FF232/D2 / (12
9724 YF 234> 1<J H26[22/ 612 G[) .3)4R?(PW"8"$)8 1/ 612 *4/. -E2/)D-3D,/)>- [l 9+, (12 27297 )F
234> 1<J ,/ .3)4R R)26,22 )F L5/, .3)4R R)26,22 )F 1.3 -/E .3)4R R)?26,22 )F L5/ -/E 1.3 [232
[&08;C(&8"$S6:686)] /. 1>U, [18$(186S1:8"1)] /. 1>U ~/E [ :%8%(6CI$&S6%681$) ] /. 1=>U, 327R2D6,22*56
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There were no significant differences in the levels of serum CEA between the group positive of C gA, either
between the group positive of Syn and the group positive of both Syn and CgA (P =0.198 and P =0.462,
respectively)  There was a significant difference in the levels of serum CEA (P=0.044) between the group
positive of CgA and the group positive of both Syn anf CgA. And there was a correlation between Syn and the
levels of serum CEA. Taking the lung adenocarcinoma with non-neuroendocrine differentiation as a control
group, the cut-off of serum CEA to distinguish lung adenocarcinoma with ND was 15.89 ng/mL, while the
sensitivity, specificity and the area under curve were 44.4% , 90.6% and 0.76, respectively. Conclusion
The serum CEA is possibly a simple and effective marker to predict the lung adenocarcinoma with ND.

[KEY WORDS] Neuroendocrine differentiation; Lung adenocarcinoma; Carcinoembryonic antigen(CEA)
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