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Serum Cytokeratin-18 Levels for Liver Fibrosis Prediction
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Dear Editor,
We have read with great interest the meta-analysis by 

Yang et al. (1). The reported objective was to evaluate 
the relation between cytokeratin-18 (CK-18) levels and 
hepatitis pathogenesis. Eight case-control studies were 
included in the meta-analysis according to the selection 
criteria adopted. High serum CK-18 levels were found in 
patients with hepatitis compared to controls. Moreover, 
increased serum CK-18 levels were related to fibrosis pro-
gression irrespective of ethnicity (Asians, Africans, and 
Caucasians) and liver disease etiology (chronic hepatitis 
C, chronic hepatitis B, and nonalcoholic steatohepatitis 
[NASH]). The authors concluded that serum CK-18 could 
be adopted as a diagnostic marker of liver injury and as a 
predictor of hepatitis progression (1).

Although the authors correctly reported the presence 
of several specific limitations, it should be highlighted 
that the pathogenetic mechanism leading to liver dam-
age and fibrogenesis varies according to the underlying 
liver disease etiology. CK-18 is a serological marker of 
apoptosis. Although circulating levels of CK-18 have been 
shown to be elevated in different liver disorders (2, 3), 
hepatocyte apoptosis seems to play a critical role in liver 
injury only in the setting of nonalcoholic fatty liver dis-
ease (NAFLD) to NASH evolution (4). Moreover, the clini-
cal value of CK-18 for NASH diagnosis and fibrosis severity 
prediction has been recently questioned in a study ex-
amining CK-18 relationship with clinical/metabolic and 
histologic parameters in a large multiethnic NAFLD pop-
ulation. In this study, not included in the meta-analysis, 
CK-18 showed just a modest correlation with the severity 
of fibrosis (r =0.32) and lobular inflammation (r =0.28). In 

addition, the performance for NASH and fibrosis diagno-
sis was poor as reflected by values of area under the curve 
(AUC) of 0.65, sensitivity (Se) of 58%, and negative predic-
tive value (NPV) of 49% and AUC of 0.68, Se of 54%, and NPV 
of 56%, respectively (5).

In conclusion, CK-18 diagnostic value in distinguish-
ing NAFLD from NASH has been currently reconsidered. 
Further studies are required to explore the possible use 
of CK-18 in combination with other noninvasive markers 
of fibrosis to achieve a more accurate diagnosis of NASH 
and fibrosis severity.

Authors’ Contributions
Gian Paolo Caviglia wrote the manuscript. Rinaldo Pel-

licano revised it critically.

References
1.       Yang ZH, Yang SX, Qin CZ, Chen YX. Clinical values of elevated 

serum cytokeratin-18 levels in hepatitis: a meta-analysis. Hepat 
Mon. 2015;15(5):e25328.

2.       Caviglia GP, Ciancio A, Rosso C, Abate ML, Olivero A, Pellicano R, et 
al. Non-invasive methods for the assessment of hepatic fibrosis: 
transient elastography, hyaluronic acid, 13C-aminopyrine breath 
test and cytokeratin 18 fragment. Ann Hepatol. 2013;13(1):91–7.

3.       Papatheodoridis GV, Hadziyannis E, Tsochatzis E, Chrysanthos N, 
Georgiou A, Kafiri G, et al. Serum apoptotic caspase activity as a 
marker of severity in HBeAg-negative chronic hepatitis B virus 
infection. Gut. 2008;57(4):500–6.

4.       Eguchi A, Wree A, Feldstein AE. Biomarkers of liver cell death. J 
Hepatol. 2014;60(5):1063–74.

5.       Cusi K, Chang Z, Harrison S, Lomonaco R, Bril F, Orsak B, et al. 
Limited value of plasma cytokeratin-18 as a biomarker for NASH 
and fibrosis in patients with non-alcoholic fatty liver disease. J 
Hepatol. 2014;60(1):167–74.


