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WFER R OBEE (F130) @ 2 em LA F OFMifiayE (HCC) O2WnINEE <o 5, = Z T, M cf-DNA
BT D DNA A TF WAL R 2 ~—T1— & L7Z2Wi v AT A& LTz, TAMEAIZ LY DNA A
FIALRE 2B L, 7 BIs D DNA A F/ALEE Y HCC FFERAICE Z » Tz, SPINT2 &
S@MZLw%wlmxf%wmﬁ L AFP & PIVKA-II ZfAEHE7=Fx B O hybrid
detector I, IMIEIZ XD HCC ZWHIIBWTEIN-MERE (BER T iif& 0. 868) & L7z,

WFFERL T DOEZE (J£30) : There are few blood tests for an efficient detection of hepatocellular
carcinoma (HCC) associated with hepatitis C virus (HCV) infection. The abilities of
quantitative analyses of 7 genes hypermethylation in serum DNA, a-fetoprotein (AFP) and
prothrombin-induced vitamin K absence II (PIVKA-II), and various combinations to detect
HCC were evaluated. An optimal hybrid detector, built using data for 2 methylated genes
(SPINT2 and SRD5A2), AFP, and PIVKA-II, achieved the most satisfactory ability to detect
HCC in the training cohort (n=164) and an independent validation cohort (n=258). In the
validation cohort, accuracy, sensitivity, and specificity of the hybrid detector for detection of
HCC were 81.4%, 73.2%, and 87.7%, respectively. Notably, even when detecting HCC < 2
cm in diameter, the hybrid detector maintained markedly high abilities (84.6% accuracy,
72.2% sensitivity, 87.7% specificity). These results show that the optimal hybrid blood
detector can detect HCV-related HCC more accurately.
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1. Dlscrlmmatlon between HCC and
non—tumor liver tissues by quantitative
real—-time MSP assays for 7 genes.

(2) The assessment of methylated BASP1 and
SRD5A2 levels in the detection of early HCC
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2. ROC analysis for discriminating HCC
from non—tumor liver tissue.

(3) Efficient detection of HCC by a hybrid
blood test of epigenetic and classical
protein markers (72383 5m L)

AR D DNA A F/UAKIC X 5 R FE R %
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3. Performances of the Optimal Hybrid
detector (diamond), AFP (square), and
PIVKA-II (triangle) in the validation
cohort.
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4. Receiver operating characteristic

curve analysis of the optimal hybrid

detector, AFP, and PIVKA-II for the

validation cohort.

(4) Methylated cyclin D2 gene circulating
in the blood as a prognosis predictor of
HCC (FE72 36 Eim L @REE)
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5. Disease—free (A) and overall (B)
survivals in HCC patients according to
serum levels of methylated CCND2 gene.

(5) Increased serum cell-free DNA levels
in realtion to inflammation are predictive
of distant metastasis of esophageal
squamous cell carcinoma (F723EFEiH LG
BHE)
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L7z, £72. f-DNA L~UL & IEICHFBI L TV
72IR7- & LT UIEERS  cytokeratin 19 F8i,



M OVRIEIRBE (C-reactive protein levels,
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6. Box and whisker plot of cell-free DNA
(cfDNA ) levels in sera from patients with
distant metastasis and those without.
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