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Association of serum KLF5 and actinin-4 levels

with prognosis of TACE treatment for hepatocellular carcinoma
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Abstract: Objective To explore the relationship between serum Kriippel-like factor 5( KLF5) and actinin-4 with
prognosis of hepatocellular carcinoma ( HCC) treated with transcatheter arterial chemoembolization ( TACE ).
Methods From March 2015 to March 2020, 130 HCC patients admitted into the Second Affiliated Hospital were
collected as study subjects and divided into HCC group and 86 patients with liver cirrhosis were collected as control

group. After 3 years of postoperative follow-up, HCC patients were sub-divided into survival group (n=38) and
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mortality group (n=92) based on their survival outcomes. ELISA was applied to detect the level of serum KLF5
and actinin-4 in each group and analyzed the correlation between serum KLF5 and actinin-4 levels. Cox regression
was applied to analyze the risk factors affecting the prognostic mortality of HCC patients; Receiver operating char-
acteristic curve (ROC) was plotted to evaluate the predictive value of serum KLF5 and actinin-4 levels for the
prognostic mortality of HCC patients. Results The serum level of KLF5 and actinin-4 in the mortality group was
significantly higher than those in the survival group ( P<0.05) ; There was a positive correlation between serum
level of KLF5 and actinin-4 in HCC patients ( P<0.001) ; Low differentiation, staging ( CNLC) stage Illa of
China liver cancer staging (CNLC) , vascular invasion and elevated level of KLF5 and actinin-4 were risk factors
for prognostic mortality in HCC patients ( P<0. 05) ; The area under the curve (AUC) of serum KLF5 and acti-
nin-4 alone and in combination for predicting mortality in HCC patients was 0. 835, 0. 866, and 0. 936, respec-

tively, showing a high level of combined predicting function ( Zcombination-KLF5=2.792, P=0. 005, Zcombi-

nation-actinin-4=2. 014, P=0. 044 ) .Conclusions

has a high predictive value for prognosis.

Serum level of KLF5 and actinin-4 1 found in HCC patients
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Table 1 Comparison of clinical data of HCC patients in survival and mortality groups[ n( %)/ (x+s) ]

clinical information survival group(n=238) death group(n=92) t/X? P

age/year
=60 22(57.89) 43(46.74) 1.339 0.247
<60 16(42.11) 49(53.26)

gender
male 20(52.63) 47(51.09) 0. 026 0.873
female 18(47.37) 45(48.91)

maximum diameter of tumour
<5 cm 24(63.16) 42(45.65) 3.297 0. 069
>5 em 14(36.84) 50(54.35)

tumour number
1 13(34.21) 44(47.83) 2.025 0. 155
>1 25(65.79) 48(52.17)

degree of differentiation
medium or high divergence 24(63.16) 39(42.39) 4.643 0.031
low divergence 14(36. 84) 53(57.61)

child-Pugh grading
A 18(47.37) 48(52.17) 0.248 0.618
B 20(52.63) 44(47.83)

CNLC staging
[Ta~1Ib 11(28.95) 52(56.52) 8.187 0. 004
MTa 27(71.05) 40(43.38)

vascular invasion
yes 25(65.79) 33(35.87) 9.743 0. 002
no 13(34.21) 59(64.13)

AFP/(pg/L) 394.42+45. 19 405. 67+51. 21 1.178 0.241
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Table 2 Comparison of serum KLF5 and actinin-4 levels

in the survival and death groups(xzs)

group n KLFS/( pg/L) actinin-4/ ( pg/mL)
survival 38 533.49+88. 64 43.40+7. 84
death 92 659. 66=108.78 * 65.92+19.27"
‘ - 6.330 6.957
P - <0.001 <0.001

“P<0. 001 compared with survival group.
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Fig 1 Correlation analysis between serum KLF5

and actinin-4 levels
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Table 3 Unifactorial and multifactorial Cox regression analyses affecting prognostic mortality in patients with HCC

independent variable

One-way Cox regression analysis

Multi-factor Cox regression analysis

SE HR 95% CI P SE HR 95% CI P
age 0.176  0.924 0. 654-1. 305 0. 653
gender 0.244  1.149 0.712-1. 854 0. 569
maximum diameter of tumour 0.293  0.658 0.371-1. 169 0.153
tumour number 0.417  0.535 0.236-1. 211 0.134
child-Pugh grading 0.359 1.726 0. 854-3. 488 0.128
AFP 0.762 1.841 0.413-8. 197 0.423
degree of differentiation 0.205 1.564 1. 046-2. 337 0.029 0.285 2.037 1.165-3. 561 0.013
CNLC staging 0.218  1.587 1.035-2.433 0.034 0.179 1.593 1.122-2.262 0. 009
vascular invasion 0.221 1.712 1. 110-2. 640 0.015 0.196 1.752 1.193-2.573 0. 004
KLF5 0.215 1.647 1.081-2.510 0.020 0.207 1.654 1.102-2. 482 0.015
actinin-4 0.195  1.669 1.139-2. 446 0.009 0.182 1.722 1.205-2. 460 0. 003
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Table 4 Predictive value of serum KLF5 and actinin-4 levels for prognostic mortality in patients with HCC

variant AUC cut-off value 95% CI sensitivity/ % specificity/ % Youden index
KLFS 0.835 616.98 pg/L 0.759-0. 894 73.91 84.21 0.581
actinin-4 0.866  50.97 pg/mL 0.795-0. 920 77.17 89.47 0. 667
combination 0.936 - 0. 880-0. 972 88. 04 86. 84 0.749

predicting effects; AUC=[0.5,0.7] ,low;AUC=[0.7,0.85],generally; AUC=[0. 85,0.95] , higher.
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Fig 2 ROC curves of serum KLF5 and actinin-4 levels

predicting prognostic mortality in HCC patients
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