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Abstract: Hepatocellular carcinoma (HCC) is one of the leading causes of cancer-related mortality worldwide and is also one of
the most common malignant tumors in clinical practice in our country. HCC is characterized by insidious onset and rapid
progression, and most patients are in the advanced stage at the time of diagnosis, resulting in a poor prognosis. Alpha-fetoprotein
(AFP)-negative hepatocellular carcinoma (ANHCC) accounts for approximately 30%—40% of all HCC cases, and the traditional
diagnostic biomarker, serum AFP, has insufficient sensitivity in this population, which can easily lead to missed diagnoses. This
article reviews the potential of classic biomarkers, novel protein markers, liquid biopsy markers, and metabolomics markers in the

early screening for ANHCC, in order to improve the early diagnosis rate of ANHCC and reduce the disease burden of liver cancer.
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Table 1 Serum protein biomarkers with potential value for the diagnosis of AFP-negative HCC
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T P 0 e U8 T i 9 4 B 4 B AR 5 38 a8 A% 53 1Y)
XUAEFER AN ARG T A% S8 B0 S 5508 D T 1k 1) 11 )y
BRAEDS (A5 75 00 2 L CTC B A R 45 AR 3o JFF R AL
T 50N AFP BRGNS 1 ) 00 B AT B IR 3 X,
AT AT TR ) o RS A 2 e A X Lk PR B v A
X AFP B HCC B AR RANAIT AR A A
AL IO S, RAF CTC K3 it 22 b7 sk e & oK
W 555 AR BT B R T T AFP FIPE HCC #9418 7 &
TG 8 PR 7, AEIZ ST T e 1 22 Pk R

g5 b IR WA IS K AR R ) X T2 W AFP B
HCC HA KM (K 2) , B AT R AR —EArifEfb i
AR VU E S R AR R DL SRS RS DU 5 25
() — SR FIAT L, I 3l L S PR A Ak

%2 BREFERFREYWI AFP B4 HCC B2 B HE

Table 2 The diagnostic value of liquid biopsy biomarkers
for AFP-negative HCC
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