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Background: Radical resection is the treatment of choice for hepatocellular carcinoma (HCC). 

However, even with this treatment, HCC prognosis and the efficacy of current predictive models 

for such patients remain unsatisfactory. Here, we describe an accurate and easy-to-use prognostic 

index for patients with HCC who have undergone curative resection.

Methods: The study population comprised of 1,041 patients with HCC who underwent cura-

tive resection at Zhongshan Hospital. This population was reduced to 768 patients who were 

treated in 2012 analyzed as the training cohort and 273 patients treated in 2007 who were used 

as a validation cohort.

Results: The lactic dehydrogenase to albumin ratio (LAR) was identified as a significant prog-

nostic index for both overall survival and recurrence-free survival in two independent cohorts. 

The optimal cutoff value for LAR was determined to be 5.5. The C-index of LAR was superior 

to other inflammatory scores and serum parameters. This biomarker was also shown to be a 

stable predictive index in the validation cohort. The new nomogram combining LAR with the 

Barcelona Clinic Liver Cancer staging system had an improved ability to discriminate overall 

survival and recurrence-free survival. Nomogram predictions were consistent with observations 

based on calibration and decisive curve analysis in both independent cohorts.

Conclusion: LAR is a novel, convenient, reliable, and accurate prognostic predictor in patients 

with HCC undergoing curative resection. Our results suggest the recommendation of LAR to 

be used in routine clinical practice.
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Background
Hepatocellular carcinoma (HCC) is the second most common cause of cancer-related 

death and the fifth most frequently diagnosed cancer.1 Despite curative resection, metas-

tasis and recurrence occur in 60%–70% of patients with HCC within 5 years of surgery.2 

However, careful selection of personalized treatment strategies has shown promising 

results in some patients.3 Therefore, identification of a reliable prognostic index (PI) 

that can be applied in routine clinical practice for personalized therapy is needed.

Current staging systems used for predicting cancer prognosis include the TNM 

system, which depends solely on pathological characteristics,4 the Barcelona Clinic 

Liver Cancer (BCLC) index,5 the Chinese University Prognostic Index,6 the Cancer 

of the Liver Italian Program (CLIP) score,7 and the Japanese Integrated Score.8 Vari-

ous markers of systemic inflammatory response commonly used include: neutrophil 
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to  lymphocyte ratio (NLR),9 platelet to lymphocyte ratio 

(PLR),10 and the Glasgow Prognostic Score (GPS).11 How-

ever, these scoring systems are cumbersome and their efficacy 

is controversial as they are not specifically formulated for 

postoperative prognostic prediction, greatly limiting their 

application in clinical practice for patients with HCC. A 

more reliable and easy-to-use index is desirable for HCC.

Lactate dehydrogenase (LDH), an enzyme released by 

necrotic cells, is a metabolic enzyme involved in anaerobic 

glycolysis regulated by the PI3K/Akt/mTOR pathway.12 

Accumulating evidence has indicated the link between LDH 

levels, tumor hypoxia, and tumor angiogenesis plays a role in 

the development of cancer.13–15 HIF-1, a reliable biomarker of 

hypoxia that is associated with LDH, is regulated by oxidative 

stress induced by the overproduction of reactive oxygen spe-

cies.16–18 In order to survive in a hypoxic environment, tumor 

cells exploit oxidative stress ectopically, activating glycolysis 

to compensate for their reduced energy supply.19 Additionally, 

elevated serum LDH levels are an independent risk factor 

for poor prognosis in several cancers including HCC, gastric 

carcinoma, lung cancer, colorectal cancer, nasopharyngeal 

carcinoma, and breast cancer.20–24 Elevated serum LDH levels 

have been shown to be involved in cancer pathogenesis via 

inflammation;25–27 conversely, lactate dehydrogenase inhibi-

tors can reverse inflammation-induced changes in cancer 

cells.28,29 Increased LDH levels alone are therefore a poor 

prognostic factor in patients with HCC.

Serum albumin (ALB), which is produced in the liver, 

maintains osmotic pressure and functions as a carrier trans-

porting various metabolic substances. Hypoalbuminemia is 

in indicator of malnutrition, which is associated with poor 

overall survival (OS) and high recurrence rates in patients 

with gastric, colorectal, pancreatic, lung, ovarian, breast, and 

liver cancers.30,31 Hypoalbuminemia is also closely linked to 

chronic inflammation. Additionally, ALB is associated with 

antioxidant activity, stabilization of cell growth, and DNA 

replication, unlike LDH.32,33

Elevated LDH is not only associated with hypoxia and 

tumor angiogenesis but also a marker of oxidative stress and 

inflammation, which are indicative of an elevated cancer risk 

and poor prognosis. Decreased ALB levels suggest impaired 

liver function, malnutrition, severe inflammation, and poor 

antioxidant capacity. Based on these findings, we sought to 

determine whether the ratio between LDH and ALB (LAR) 

could be a reasonable predictor of prognosis in postresection 

HCC patients.

Despite similar prognostic stratification, patients have 

shown different outcomes, underscoring the need to develop 

an individualized predictive system. A nomogram is a statisti-

cal diagram that can be used to predict prognosis and can be 

applied in individual evaluations. While other predictive mod-

els determine prognosis based on risk groupings, nomograms 

provide a more individualized prediction of outcome based 

on a combination of variables. Currently, different standard 

nomograms are used to assess various cancer types.34–36

The aim of this study was to assess the prognostic value 

of LAR in patients with HCC after curative resection. In 

addition, new nomograms were developed to incorporate 

the LAR into the BCLC staging system for survival outcome 

predictions for patients with HCC.

Methods
Patients and study design
A total of 1,041 patients with HCC who received curative 

therapy in Zhongshan Hospital, Fudan University, were 

included in the study. There were 768 patients in 2012 as the 

training cohort, and 273 patients in 2007 as the validation 

cohort. The inclusion criteria were as follows: 1) patients 

without any preoperative anticancer therapy; 2) exact 

pathological diagnosis of HCC; 3) radical resection, defined 

as removal of the tumor without residual cancer, and a cut 

surface free of cancer by histological examination; 4) com-

plete clinicopathologic characteristics and follow-up data; 

5) Child–Pugh score of I was selected (to eliminate fluctua-

tions in serum ALB caused by poor liver function); and 6) 

no evidence of extrahepatic metastasis or primary cancer of 

other organs. The study protocol was approved by the Clinical 

Research Ethics Committee of Zhongshan Hospital, and all 

patients provided written informed consent.

Follow-up
The follow-up procedure was described in our previous 

study.37 Computed tomography and magnetic resonance 

imaging were used for examination in cases of intrahepatic 

recurrence or distal metastasis. Recurrence-free survival 

(RFS) was defined as the time interval between the date of 

operation and the time when recurrence was first identified. 

OS was defined as the time interval from the date of surgery 

to the date of death. For patients without any sign of an event, 

the last follow-up data constituted the terminal record.

statistical analysis
Statistical analysis was performed using SPSS version 21 

(IBM Corporation, Armonk, NY, USA), and the Mann–

Whitney U test was used for the comparison between two 

independent groups. Associations between variables were 
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analyzed using the Pearson’s chi-squared test. The survival 

curves were generated using the Kaplan–Meier method, and 

comparisons were made using the log-rank test. Univariate 

and multivariate analyses of independent prognostic factors 

were performed using the Cox proportional hazards model. 

The optimal cutoff values for LAR were determined using 

X-tile version 3.6.1 (Yale University, New Haven, CT, 

USA). A nomogram was developed by R version 3.0.2 (The 

R  Foundation, Vienna, Austria).

Results
Demographic and clinicopathological 
patient profiles
A total of 1,041 patients were enrolled in this study. Detailed 

clinicopathological characteristics of patients in the training 

and validation cohorts are listed in Table 1. There were sig-

nificant differences between the two cohorts in the following 

characteristics: age, serum LDH, total bilirubin (TBIL), ALB, 

LAR, PLR, NLR, GPS, PI, tumor thrombus, tumor capsule, 

and differentiation, BCLC, and CLIP staging systems. The 

last follow-up data was collected on December 20, 2016. In 

the training cohort, the median follow-up time was 49 months 

(range, 2–66 months), and the 1-, 3-, and 5-year OS rates 

were 95.3%, 78.8%, and 67.4%, respectively. RFS rates for 

the same periods were 83.7, 56.6%, and 41.9%, respectively. 

In the validation cohort, the median follow-up time was 53 

months (range, 2–72 months), and the 1-, 3-, and 5-year OS 

rates were 89.4%, 72.2%, and 59.2%, respectively. RFS rates 

were 77.1%, 62.1%, and 43.4%, respectively.

Relationship between laR and 
clinicopathological characteristics in the 
training cohort
The optimal cutoff value of LAR in terms of survival predic-

tion was 5.5 when analyzed by X-tile. Patients with a LAR 

level ≥5.5 (n=369) were assigned to the high-risk group, and 

the remaining patients were assigned to the low-risk group 

(n=399). A high LAR was associated with advanced BCLC 

stage and high CLIP score (P<0.01 for both). LAR was 

positively associated with AFP, GGT, ALT, tumor thrombus, 

tumor size, presence of microvascular invasion (MVI), and 

cancer cell differentiation, whereas there was no association 

with lymph node metastasis or tumor number. The LAR was 

positively related to the level of inflammatory indexes such 

as CRP, PLR, Prognostic Nutritional Index, NLR, and GPS 

(Table 2).

Predictive factors for prognosis and 
recurrence in the training cohort
Univariate analysis identified LAR as a prognostic predic-

tor of OS and RFS (Figure 1A and B). In addition, NLR 

(hazard ratio [HR] =2.024, P<0.001), LAR (HR =1.905, 

P=0.006), and tumor-associated characteristics including 

multiple tumors (HR =1.620, P=0.005), tumor thrombus (HR 

=1.765, P=0.014), presence of MVI (HR =1.660, P=0.001), 

BCLC stage (HR =1.918, P<0.001), and CLIP score (HR 

=2.210, P<0.001) were identified as significant independent 

factors affecting OS (Table 3). Increased serum GGT (HR 

=1.302, P=0.020) was identified as a significant independent 

predictor of RFS. NLR (HR =1.443, P=0.001), LAR (HR 

=1.846, P=0.002), multiple tumors (HR =1.702, P<0.001), 

tumor thrombus (HR =1.665, P=0.008), MVI (HR =1.617, 

P<0.001), BCLC stage (HR =1.580, P<0.001), and CLIP 

score (HR =1.615, P<0.001) were significant factors for RFS.

Table 1 Demographic and clinical characteristics

Characteristics Training  
cohort
n=768

Validation  
cohort
n=273

P-value

gender, male/female 645/123 231/42 0.806
age, <60/≥60 423/345 205/68 <0.001
hBsag, negative/positive 127/641 46/227 0.905
aFP, <400/≥400 ng/ml 548/220 193/80 0.837

lDh, <220/≥220 U/l 393/375 223/50 <0.001
TBil, <20/≥20 µmol/l 694/74 197/76 <0.001
ggT, <45/≥45 U/l 311/457 116/157 0.565

alT, <50/≥50 U/l 614/154 181/92 <0.001
alB, <35/≥35 g/l 241/527 5/268 <0.001
laR, <5.5/≥5.5 399/369 184/89 <0.001
PlR, 175/≥175 702/66 235/38 0.012

Pni, <45/≥45 649/119 232/41 0.851

nlR, <1.65/≥1.65 316/452 69/204 <0.001
C-reactive protein,  
<10/≥10 mg/l

585/183 214/59 0.456

gPs, 0/1/2 668/91/9 210/62/1 0.002
Pi, 0/1 689/79 206/58 <0.001
Tumor number, single/multiple 663/105 240/33 0.507
Tumor thrombus, no/yes 726/42 204/69 <0.001
Tumor capsule, no/yes 497/271 151/122 0.006
Tumor size, <5/≥5 cm 438/330 164/109 0.382
Differentiation, i–ii/iii–iV 525/243 209/64 0.011
BClC, a/B/C 489/241/38 125/79/69 <0.001
CliP, 0/1–3/4–6 424/337/7 125/139/16 0.001

Abbreviations: alB, albumin; aFP, alphafetal protein; BClC, Barcelona Clinic 
liver Cancer staging system; CliP, Cancer liver italian Program; ggT, gamma-
glutamyl transpeptidase; gPs, glasgow Prognostic score; laR, lactic dehydrogenase 
to albumin ratio; lDh, lactic dehydrogenase; nlR, neutrophil to lymphocyte ratio; 
Pi, prognostic index; PlR, platelet to lymphocyte ratio; Pni, Prognostic nutritional 
index; TBil, total bilirubin.
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Comparison between laR and other 
predictive models
The C-index of nomograms for OS and RFS showed that 

LAR values were 0.648 and 0.586, respectively, which was 

superior to those of LDH (0.621 and 0.56, respectively) and 

ALB (0.530 and 0.504, respectively). The BCLC staging 

system had C-index values of 0.656 and 0.607 for OS and 

RFS, respectively, as well as respective CLIP scores C-index 

values of 0.629 and 0.591, respectively (Table 4).

Validation cohort
Univariate analysis showed that the LAR was significantly 

associated with prognosis regarding OS and RFS (P<0.001) 

(Figure 1C and D). Multivariate analysis confirmed that the 

LAR was a significant independent predictor of OS and RFS. 

Patients with a high LAR were twice as likely to have a poor 

prognosis (P=0.005, HR =2.145) and 1.8 times more likely 

to experience recurrence (P=0.008, HR =1.870) (Table S1). 

The LAR had a C-index of 0.618 for OS and 0.594 for RFS, 

Table 2 The correlation between clinicopathologic characters and laR in the training cohort

 Characteristics Patients LAR

Number % <5.5 ≥5.5 P-value

all patients 768 100 399 369
gender, female/male 123/645 16/84 58/341 65/304 0.245
age, <60/≥60 423/345 55.1/44.9 243/156 180/189 0.001
hBsag, negative/positive 127/641 16.5/83.5 66/333 61/308 0.997
aFP, <400/≥400 ng/ml 548/220 71.4/28.6 313/86 235/134 <0.001
lDh, <220/≥220 U/l 393/375 51.2/48.8 354/45 39/330 <0.001
TBil, <20/≥20 µmol/l 694/74 90.4/9.6 367/32 327/42 0.115

ggT, <45/≥45 U/l 311/457 40.5/59.5 201/198 110/259 <0.001
alT, <50/≥50 U/l 614/154 79.9/20.1 337/62 277/92 0.001

alB, <35/≥35 g/l 241/527 31.4/68.6 95/304 146/223 <0.001
PlR, 175/≥175 702/66 91.4/8.6 373/26 329/40 0.039

Pni,<45/≥45 649/119 84.5/15.5 357/42 292/77 <0.001
nlR,<1.65/≥1.65 316/452 41.1/58.9 192/207 124/245 <0.001
C-reactive protein, <10/≥10 mg/l 585/183 76.2/23.8 335/64 250/119 <0.001
gPs, 0/1/2 668/91/9 87/11.8/1.2 372/27/0 296/64/9 <0.001
Pi, 0/1 689/79 89.7/10.3 375/24 314/55 <0.001
Tumor number, single/multiple 663/105 86.3/13.7 342/57 321/48 0.607
Tumor thrombus, no/yes 726/42 94.5/5.5 389/10 337/32 <0.001
Tumor capsule, no/yes 497/271 64.7/35.3 273/126 224/145 0.025
Tumor size, <5/≥5 cm 438/330 57/43 256/143 182/187 <0.001
lymph node metastasis, no/yes 762/6 99.2/0.8 396/3 366/3 0.923
Microvascular invasion, no/yes 555/213 72.3/27.7 318/81 237/132 <0.001
Differentiation, i–ii/iii–iV 525/243 68.4/31.6 303/96 222/147 <0.001
BClC, a/B/C 489/241/38 63.7/31.4/4.9 302/89/8 187/152/30 <0.001
CliP, 0/1–3/4–6 424/337/7 55.2/43.9/0.9 252/147/0 172/190/7 <0.001

Abbreviations: alB, albumin; aFP, alphafetal protein; BClC, Barcelona Clinic liver Cancer staging system; CliP, Cancer liver italian Program; ggT, gamma-glutamyl 
transpeptidase; gPs, glasgow Prognostic score; laR, lactic dehydrogenase to albumin ratio; lDh, lactic dehydrogenase; nlR, neutrophil to lymphocyte ratio; Pi, prognostic 
index; PlR, platelet to lymphocyte ratio; Pni, Prognostic nutritional index; TBil, total bilirubin.

suggesting that it is a stable predictive index in the validation 

cohort (Table S2).

new nomogram for survival integrating 
the laR into the BClC staging system in 
two independent cohorts
New nomograms incorporating the LAR into the BCLC stag-

ing system for OS and RFS were established in Figure 2A 

and B. The C-index of the nomogram was 0.713, which was 

higher than that of BCLC (0.656) and LAR (0.648) alone 

for OS in the training cohort. For the prediction of RFS, the 

C-index of the nomogram was 0.637, which was higher than 

that of BCLC (0.607) and LAR (0.586). The C-index values 

of 0.704 and 0.683 for OS and RFS, respectively, indicated 

that the nomogram fit well in the validation cohort (Tables 4 

and S2).

In the training cohort, the calibration curve showed good 

agreement between the nomogram prediction and actual 

observations in terms of 3-, 5-year OS (Figure 2C and D). 
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Figure 1 Kaplan–Meier survival curves for patients in the research classified by LAR.
Notes: Os curve (A, C) and RFs curve (B, D) for patients with hCC in training cohort and validation cohort respectively.
Abbreviations: hCC, hepatocellular carcinoma; laR, lactic dehydrogenase to albumin ratio; Os, overall survival; RFs, recurrence-free survival.
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Compared to actual observations, nomogram predictions 

were consistent in predicting survival at 3 and 5 years in 

terms of the calibration external validation curve for OS 

in the validation cohort (Figure 2G and H). In addition, the 

calibration curve confirmed the great consistency between 

prediction and actual observation for RFS at 2 and 3 years 

after curative resection in both the training cohort and valida-

tion cohort (Figure 2E, F, I, and J).

The predictive ability of the nomogram in 
the decision curve analysis
Decision curve analysis is a novel method to evaluate the 

clinical net benefit of predictive models.38 Our nomogram 

showed better net benefits with a wider range of threshold 

probability than the BCLC and LAR alone for OS at 4 years 

(Figure 2K and O), 5 years (Figure 2L and P) after opera-

tion in the decision curve analysis of the two independent 
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Table 3 Univariate and multivariate analyses for Os and RFs in the training cohort

Characteristics OS RFS

Univariate Multivariate HR Univariate Multivariate HR
P-value P-value (95% CI) P-value P-value (95% CI)

gender, female/male 0.04 ns 0.01 ns
age, <60/≥60 0.161 na 0.201 na
hBsag, negative/positive 0.671 na 0.038 ns
aFP, <400/≥400 ng/ml <0.001 ns 0.001 ns

lDh, <220/≥220 U/l 0.012 ns 0.021 ns

TBil, <20/≥20 µmol/l 0.526 na 0.913 na

ggT, <45/≥45 U/l <0.001 ns <0.001 0.018 1.307 (1.047–1.633)

alT, <50/≥50 U/l 0.401 na 0.003 ns

alB, <35/≥35 g/l 0.036 ns 0.689 na

PlR, 175/≥175 0.058 na 0.095 na

Pni, <45/≥45 0.221 na 0.226 na

nlR, <1.65/≥1.65 <0.001 <0.001 2.024 (1.486–2.755) <0.001 0.001 1.443 (1.163–1.792)

CRP, n<10/≥10 mg/l <0.001 ns <0.001 ns

laR, <5.5/≥5.5 <0.001 0.006 1.905 (1.203–3.018) <0.001 0.002 1.846 (1.323–2.574)
gPs, 0/1/2 <0.001 ns <0.001 ns
Pi, 0/1 <0.001 ns <0.001 ns
Tumor number, single/multiple <0.001 0.005 1.620 (1.156–2.269) <0.001 <0.001 1.702 (1.309–2.212)

Tumor size, <5/≥5 cm <0.001 ns <0.001 ns
Tumor capsule, no/yes 0.002 ns 0.026 ns
Tumor thrombus, no/yes <0.001 0.014 1.765 (1.121–2.780) <0.001 0.008 1.665 (1.141–2.432)
lymph node metastasis, no/yes 0.004 ns 0.355 na
Microvascular invasion, no/yes <0.001 0.001 1.660 (1.227–2.246) <0.001 <0.001 1.617 (1.276–2.048)
Differentiation, i–ii/iii–iV <0.001 ns <0.001 ns
BClC, a/B/C <0.001 <0.001 1.918 (1.537–2.393) <0.001 <0.001 1.580 (1.319–1.893)
CliP, 0/1–3/4–6 <0.001 <0.001 2.210 (1.717–2.845) <0.001 <0.001 1.615 (1.332–1.959)

Abbreviations: alB, albumin; aFP, alphafetal protein; BClC, Barcelona Clinic liver Cancer staging system; CliP, Cancer liver italian Program; ggT, gamma-glutamyl 
transpeptidase; gPs, glasgow Prognostic score; laR, lactic dehydrogenase to albumin ratio; lDh, lactic dehydrogenase; na, non analysis; nlR, neutrophil to lymphocyte 
ratio; NS, non significant; OS, overall survival; PI, prognostic index; PLR, platelet to lymphocyte ratio; PNI, Prognostic Nutritional Index; RFS, recurrence-free survival; TBIL, 
total bilirubin.

Table 4 Comparison of C-index in Os and RFs in the training cohort

Variables OS RFS
C-index 95% CI C-index 95% CI

Combined predictive models
nomogram (BClC + laR) 0.713 0.711–0.715 0.637 0.635–0.639

nomogram (CliP + laR) 0.702 0.699–0.705 0.625 0.623–0.627
staging systems

BClC 0.656 0.654–0.658 0.607 0.605–0.609
CliP 0.629 0.626–0.632 0.591 0.589–0.593

Inflammation based scores
gPs 0.554 0.552–0.556 0.534 0.532–0.536
Pi 0.553 0.551–0.555 0.534 0.532–0.536
Pni 0.516 0.514–0.518 0.508 0.506–0.510
nlR 0.612 0.610–0.614 0.567 0.565–0.569
PlR 0.522 0.520–0.524 0.512 0.510–0.514
CRP, <10/≥10 mg/l 0.579 0.576–0.581 0.548 0.546–0.550

laR, <5.5/≥5.5 0.648 0.645–0.651 0.586 0.584–0.588
serum parameters

ggT, <184/≥184 U/l 0.571 0.569–0.573 0.568 0.566–0.570

alT, <50/≥50 U/l 0.505 0.503–0.507 0.53 0.528–0.532

aFP, <400/≥400 ng/ml 0.567 0.565–0.569 0.54 0.538–0.542

alB, <35/≥35 g/l 0.53 0.528–0.532 0.504 0.502–0.506

lDh, <220/≥220 U/l 0.621 0.619–0.623 0.56 0.558–0.562

Abbreviations: alB, albumin; aFP, alphafetal protein; BClC, Barcelona Clinic liver Cancer staging system; CliP, Cancer liver italian Program; ggT, gamma-glutamyl 
transpeptidase; gPs, glasgow Prognostic score; laR, lactic dehydrogenase to albumin ratio; lDh, lactic dehydrogenase; nlR, neutrophil to lymphocyte ratio; Os, overall 
survival; Pi, prognostic index; PlR, platelet to lymphocyte ratio; Pni, Prognostic nutritional index; RFs, recurrence-free survival; TBil, total bilirubin.
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Figure 2 Prognostic nomogram, calibration curve, and DCa.
Notes: survival nomogram for patients with hCC to predict 1-, 3-, and 5-year Os and RFs (A for Os and B for RFs). The calibration curve for predicting Os of hCC 
patients at 3-year (C, G) and 5-year (D, H); predicting RFs at 2-years (E, I) and 3-years (F, J) in the training cohort and validation cohort respectively. Decision curve 
analysis described the clinical benefit in pairwise comparisons between integrated nomogram and BCLC stage. Nomogram is compared against BCLC stage in terms of 4-year 
Os (K, O), 5-year Os (L, P), 2-year RFs (M, Q), and 3-year RFs (N, R) in the training and validation cohorts respectively.
Abbreviations: BClC, Barcelona Clinic liver cancer; DCa, decision curve analysis; hCC, hepatocellular carcinoma; Os, overall survival; RFs, recurrence-free survival; laR, 
lactic dehydrogenase to albumin ratio.
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cohorts. And, it was also true for RFS at 2 years (Figure 2M 

and Q) and 3 years (Figure 2N and R) after operation in 

this research.

Discussion
The present study identified and characterized LAR as 

an effective prognostic predictor that can be conveniently 

derived from preoperative serum LDH and ALB levels for use 

in patients with HCC who have undergone curative resection. 

New nomograms incorporating LAR into the BCLC staging 

system were generated. These nomograms were evaluated by 

calibration curve and decision curve analysis in two inde-

pendent cohorts and showed a high discrimination ability.

Tumor inflammation and hypoxia are closely related; 

inflammation can be induced by hypoxia, conversely inflamed 

lesions can promote hypoxia.39,40 LDH, a metabolic enzyme, 

is clinically relevant to tumor hypoxia, tumor angiogenesis, 

and pathogenesis of inflammation.13,26 High levels of serum 

ALB are associated with antioxidant activity, whereas low 

levels are linked to chronic inflammation and malnutrition.30,33 

Here, we used LAR, the ratio of LDH to ALB, as a new 

prognostic index for patients with HCC.

Our results indicated that a high LAR was closely related 

to patient clinicopathological characteristics, including 

advanced BCLC stage, a high CLIP score, tumor throm-

bus, large tumor size, MVI, and cancer cell differentiation. 

This suggests that the presence of a systemic inflammatory 

response is predictive of an aggressive clinical phenotype, 

which is consistent with previous studies.41,42 LAR was iden-

tified as a significant independent predictive factor of OS 

and RFS in two independent patient cohorts. These results, 

together with our previous findings, confirm the role of 

inflammation in the development and prognosis of cancer.43,44

The role of inflammation in the pathogenesis and pro-

gression of HCC is well defined.45,46 However, to the best 

of our knowledge, inflammation indexes are not included 

in routine clinical staging systems such as the BCLC stag-

ing system and CLIP scores. In addition, the heterogeneity 

of HCC makes predictive models for individual patients 

necessary. We propose that our nomogram integrating the 

LAR and BCLC solves both of these shortcomings. With an 

elevated C-index, this newly designed nomogram provides 

increased discriminatory ability in terms of OS and RFS. 

Our nomogram was tested by internal and external validation 

with two independent HCC patient cohorts. In the decision 

curve analysis, the nomogram had a wider range of threshold 

probability and had a better net benefit for patients.

The present study had several limitations that should 

be noted. First, this was a single institution, retrospective 

study based in People’s Republic of China. Second, the 

study focused only on patients with Child–Pugh I HCC 

who underwent curative resection. It is also necessary to 

point out that the majority patients involved in this study 

also had hepatitis B virus-related disease. At present, further 

evidence is required to validate our nomogram as appropri-

ate for nonBnonC or hepatitis C virus patients. Finally, it 

remains unclear whether this nomogram can be applied to 

patients who receive treatment other than curative resection. 

A multicenter study including patients with advanced disease 

managed with different therapeutic strategies is necessary to 

confirm the results outlined in this report.

Conclusion
LAR is a novel, convenient, reliable, and accurate prognostic 

predictor of OS and RFS in patients with HCC who have 

undergone curative resection therapy. Nomograms integrating 

LAR with the BCLC system demonstrated better predictive 

ability and increased discriminatory capacity in terms of 

survival prediction.

Acknowledgments
This abstract of this paper was presented at the 2018 APPLE 

Conference as a poster presentation with interim findings. 

The poster’s abstract was published in “Poster Abstracts” 

in Liver Cancer. This work was in part supported by 

National Key Sci-Tech Special Project of China (Grant No. 

2012ZX10002010-001/002); the National Natural Science 

Foundation of China (Grant No. 81302102); Research Pro-

grams of Science and Technology Commission Foundation 

of Shanghai (Grant No. 13CG04, 16DZ0500301); National 

Natural Science Foundation of China (Grant No. 81772510); 

National research Programs of Science and Technology 

Commission Foundation (Grant No. 2017YFC0908101); 

Research Programs of Science and Technology Commission 

Foundation of Shanghai (Grant No. 15ZR1406900); and 

Research Programs of Science and Technology Commission 

Foundation of Shanghai (Grant No. 18XD1401100).

Disclosure
The authors report no conflicts of interest in this work.

References
 1. Ferlay J, Soerjomataram I, Dikshit R, et al. Cancer incidence and mortal-

ity worldwide: sources, methods and major patterns in GLOBOCAN 
2012. Int J Cancer. 2015;136(5):E359–86.

www.dovepress.com
www.dovepress.com
www.dovepress.com


Cancer Management and Research 2018:10 submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

5391

Prognostic impact of lactic dehydrogenase to albumin ratio in hCC patients

 2. Maluccio M, Covey A. Recent progress in understanding, diagnos-
ing, and treating hepatocellular carcinoma. CA Cancer J Clin. 
2012;62(6):394–399.

 3. Kudo M, Finn RS, Qin S, et al. Lenvatinib versus sorafenib in 
first-line treatment of patients with unresectable hepatocellular car-
cinoma: a randomised phase 3 non-inferiority trial. Lancet. 2018. 
391(10126):1163–1173.

 4. Liu C, Duan LG, Lu WS, et al. Prognosis evaluation in patients 
with hepatocellular carcinoma after hepatectomy: comparison of 
BCLC, TNM and Hangzhou criteria staging systems. PLoS One. 
2014;9(8):e103228.

 5. Pinato DJ, Sharma R, Allara E, et al. The ALBI grade provides objective 
hepatic reserve estimation across each BCLC stage of hepatocellular 
carcinoma. J Hepatol. 2017;66(2):338–346.

 6. Chan SL, Johnson PJ, Mo F, et al. International validation of the 
Chinese university prognostic index for staging of hepatocellular car-
cinoma: a joint United Kingdom and Hong Kong study. Chin J Cancer. 
2014;33(10):481–491.

 7. Liu PH, Hsu CY, Hsia CY, et al. Prognosis of hepatocellular carci-
noma: Assessment of eleven staging systems. J Hepatol. 2016;64(3): 
601–608.

 8. Tannus RK, Almeida-Carvalho SR, Loureiro-Matos CA, et al. Evalua-
tion of survival of patients with hepatocellular carcinoma: A compara-
tive analysis of prognostic systems. PLoS One 2018;13(4):e0194922.

 9. Templeton AJ, Pezaro C, Omlin A, et al. Simple prognostic score for 
metastatic castration-resistant prostate cancer with incorporation of 
neutrophil-to-lymphocyte ratio. Cancer. 2014. 120(21):3346–3352.

 10. Zhao QT, Yuan Z, Zhang H, et al. Prognostic role of platelet to lym-
phocyte ratio in non-small cell lung cancers: A meta-analysis including 
3,720 patients. Int J Cancer. 2016. 139(1):164–170.

 11. Pinato DJ, Stebbing J, Ishizuka M, et al. A novel and validated prognostic 
index in hepatocellular carcinoma: the inflammation based index (IBI). 
J Hepatol. 2012;57(5):1013–1020.

 12. Deme D, Telekes A. A laktátdehidrogenáz (LDH) prognosztikai 
jelentősége az onkológiában. [Prognostic importance of lactate dehy-
drogenase (LDH) in oncology]. Orv Hetil. 2017;158(50):1977–1988. 
Hungarian.

 13. Bak LK, Schousboe A. Misconceptions regarding basic thermodynamics 
and enzyme kinetics have led to erroneous conclusions regarding the 
metabolic importance of lactate dehydrogenase isoenzyme expression. 
J Neurosci Res. 2017;95(11):2098–2102.

 14. Sundstrøm T, Espedal H, Harter PN, et al. Melanoma brain metastasis 
is independent of lactate dehydrogenase A expression. Neuro Oncol. 
2015;17(10):1374–1385.

 15. Koukourakis MI, Giatromanolaki A, Panteliadou M, et al. Lactate dehy-
drogenase 5 isoenzyme overexpression defines resistance of prostate 
cancer to radiotherapy. Br J Cancer 2014;110(9):2217–2223.

 16. Belaidi E, Morand J, Gras E, Pépin JL, Godin-Ribuot D. Targeting the 
ROS-HIF-1-endothelin axis as a therapeutic approach for the treat-
ment of obstructive sleep apnea-related cardiovascular complications. 
Pharmacol Ther. 2016;168:1–11.

 17. Lu H, Li X, Luo Z, et al. Cetuximab reverses the Warburg effect by inhibit-
ing HIF-1-regulated LDH-A. Mol Cancer Ther. 2013;12(10):2187–2199.

 18. Horak P, Crawford AR, Vadysirisack DD, et al. Negative feedback con-
trol of HIF-1 through REDD1-regulated ROS suppresses tumorigenesis. 
Proc Natl Acad Sci USA. 2010;107(10):4675–4680.

 19. Sim J, Cowburn AS, Palazon A, et al. The Factor Inhibiting HIF Aspa-
raginyl Hydroxylase Regulates Oxidative Metabolism and Accelerates 
Metabolic Adaptation to Hypoxia. Cell Metab. 2018;27(4):898–913.e7.

 20. Muchtar E, Dispenzieri A, Lacy MQ, et al. Elevation of serum lactate 
dehydrogenase in AL amyloidosis reflects tissue damage and is an 
adverse prognostic marker in patients not eligible for stem cell trans-
plantation. Br J Haematol. 2017;178(6):888–895.

 21. Xie H, Hanai J, Ren JG, et al. Targeting lactate dehydrogenase--a inhibits 
tumorigenesis and tumor progression in mouse models of lung cancer 
and impacts tumor-initiating cells. Cell Metab. 2014;19(5):795–809.

 22. Giampieri R, Puzzoni M, Daniele B, et al. First-line FOLFIRI and 
bevacizumab in patients with advanced colorectal cancer prospec-
tively stratified according to serum LDH: final results of the GISCAD 
(Italian Group for the Study of Digestive Tract Cancers) CENTRAL 
(ColorEctalavastiNTRiAlLdh) trial. Br J Cancer. 2017;117(8): 
1099–1104.

 23. Zhao D, Zou SW, Liu Y, et al. Lysine-5 acetylation negatively regulates 
lactate dehydrogenase A and is decreased in pancreatic cancer. Cancer 
Cell. 2013. 23(4):464–476.

 24. Liu X, Meng QH, Ye Y, Hildebrandt MA, Gu J, Wu X. Prognostic 
significance of pretreatment serum levels of albumin, LDH and total 
bilirubin in patients with non-metastatic breast cancer. Carcinogenesis. 
2015;36(2):243–248.

 25. Yu SL, Xu LT, Qi Q, et al. Serum lactate dehydrogenase predicts prog-
nosis and correlates with systemic inflammatory response in patients 
with advanced pancreatic cancer after gemcitabine-based chemotherapy. 
Sci Rep. 2017;7:45194.

 26. Rho JM. Inhibition of lactate dehydrogenase to treat epilepsy. N Engl 
J Med. 2015;373(2):187–189.

 27. Barbosa CV, Silva AS, de Oliveira CV, et al. Effects of Sesame 
(Sesamum indicumL.) Supplementation on Creatine Kinase, Lactate 
Dehydrogenase, Oxidative Stress Markers, and Aerobic Capacity in 
Semi-Professional Soccer Players. Front Physiol. 2017;8:196.

 28. Augoff K, Hryniewicz-Jankowska A, Tabola R. Lactate dehydrogenase 
5: an old friend and a new hope in the war on cancer. Cancer Lett. 
2015;358(1):1–7.

 29. Manerba M, Di IL, Govoni M, Roberti M, Recanatini M, Di SG. Lactate 
dehydrogenase inhibitors can reverse inflammation induced changes in 
colon cancer cells. Eur J Pharm Sci. 2017;96:37–44.

 30. Wu N, Chen G, Hu H, Pang L, Chen Z. Low pretherapeutic serum 
albumin as a risk factor for poor outcome in esophageal squamous cell 
carcinomas. Nutr Cancer. 2015;67(3):481–485.

 31. Yamashita K, Ushiku H, Katada N, et al. Reduced preoperative serum 
albumin and absence of peritoneal dissemination may be predictive fac-
tors for long-term survival with advanced gastric cancer with positive 
cytology test. Eur J Surg Oncol. 2015;41(10):1324–32.

 32. Garcia-Martinez R, Andreola F, Mehta G, et al. Immunomodulatory 
and antioxidant function of albumin stabilises the endothelium and 
improves survival in a rodent model of chronic liver failure. J Hepatol. 
2015;62(4):799–806.

 33. Das S, Maras JS, Hussain MS, et al. Hyperoxidized albumin modulates 
neutrophils to induce oxidative stress and inflammation in severe alco-
holic hepatitis. Hepatology. 2017;65(2):631–646.

 34. Custodio A, Carmona-Bayonas A, Jiménez-Fonseca P, et al. 
Nomogram-based prediction of survival in patients with advanced 
oesophagogastric adenocarcinoma receiving first-line chemotherapy: 
a multicenter prospective study in the era of trastuzumab. Br J Cancer. 
2017;116(12):1526–1535.

 35. Necchi A, Sonpavde G, Lo Vullo S, et al. Nomogram-based Prediction 
of Overall Survival in Patients with Metastatic Urothelial Carcinoma 
Receiving First-line Platinum-based Chemotherapy: Retrospective 
International Study of Invasive/Advanced Cancer of the Urothelium 
(RISC). Eur Urol. 2017;71(2):281–289.

 36. Battersby NJ, Bouliotis G, Emmertsen KJ, et al. Development and 
external validation of a nomogram and online tool to predict bowel 
dysfunction following restorative rectal cancer resection: the POLARS 
score. Gut. 2018;67(4):688–696.

 37. Yi Y, He HW, Wang JX, et al. The functional impairment of HCC-
infiltrating γδ T cells, partially mediated by regulatory T cells in 
a TGFβ- and IL-10-dependent manner. J Hepatol. 2013;58(5): 
977–983.

 38. Fitzgerald M, Saville BR, Lewis RJ. Decision curve analysis. JAMA. 
2015;313(4):409–10.

 39. Li XF, Chen C, Xiang DM, et al. Chronic inflammation-elicited liver 
progenitor cell conversion to liver cancer stem cell with clinical sig-
nificance. Hepatology. 2017;66(6):1934–1951.

www.dovepress.com
www.dovepress.com
www.dovepress.com


Cancer Management and Research 2018:10submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

5392

gan et al

 40. Zhang J, Zhang Q, Lou Y, et al. Hypoxia-inducible factor-1α/
interleukin-1β signaling enhances hepatoma epithelial-mesenchymal 
transition through macrophages in a hypoxic-inflammatory microen-
vironment. Hepatology. 2018;67(5):1872–1889.

 41.  Lai Q, Nicolini D, Inostroza NM, et al. A Novel Prognostic Index in 
Patients With Hepatocellular Cancer Waiting for Liver Transplanta-
tion: Time-Radiological-response-Alpha-fetoprotein-INflammation 
(TRAIN) Score. Ann Surg. 2016. 264(5):787–796.

 42. Aziz MH, Sideras K, Aziz NA, et al. The Systemic-Immune-Inflammation 
Index Independently Predicts Survival and Recurrence in Resectable 
Pancreatic Cancer and its Prognostic Value Depends on Bilirubin Levels: 
A Retrospective Multicenter Cohort Study. Ann Surg. Epub 2018 Jan 12.

 43. Mei Z, Liu Y, Liu C, et al. Tumour-infiltrating inflammation and prog-
nosis in colorectal cancer: systematic review and meta-analysis. Br J 
Cancer. 2014;110(6):1595–1605.

 44. Cabillic F, Corlu A. Regulation of Transdifferentiation and Retrodif-
ferentiation by Inflammatory Cytokines in Hepatocellular Carcinoma. 
Gastroenterology. 2016; 151(4):607–615.

 45. Saxena A, Izmirly PM, Han SW, et al. Serum Biomarkers of Inflamma-
tion, Fibrosis, and Cardiac Function in Facilitating Diagnosis, Prognosis, 
and Treatment of Anti-SSA/Ro-Associated Cardiac Neonatal Lupus.  
J Am Coll Cardiol. 2015;66(8):930–939.

 46. Brennan CA, Garrett WS. Gut microbiota, inflammation, and colorectal 
cancer. Annu Rev Microbiol. 2016;70: 395–411.

www.dovepress.com
www.dovepress.com
www.dovepress.com


Cancer Management and Research 2018:10 submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

5393

Prognostic impact of lactic dehydrogenase to albumin ratio in hCC patients

Supplementary materials

Table S1 Univariate and multivariate analyses for Os and RFs in the validation cohort

Characteristics OS RFS

Univariate Multivariate HR Univariate Multivariate HR
P-value P-value (95% CI) P-value P-value (95% CI)

gender, female/male
age, <60/≥60 0.509 na 0.176 na
hBsag, negative/positive 0.164 na 0.039 0.006 2.124 (1.236–3.651)
aFP, <400/≥400 ng/ml 0.002 ns 0.001 0.019 1.597 (1.079–2.364)

lDh, <220/≥220 U/l 0.002 ns 0.008 ns

TBil, <20/≥20 µmol/l 0.201 na 0.131 na

ggT, <45/≥45 U/l 0.045 ns 0.029 ns

alT, <50/≥50 U/l 0.095 na 0.39 na

alB, <35/≥35 g/l 0.016 ns 0.006 ns

PlR, 175/≥175 0.001 ns 0.029 ns

Pni, <45/≥45 <0.001 ns 0.005 ns

nlR, <1.65/≥1.65 0.011 ns 0.004 ns

CRP, <10/≥10 mg/l 0.006 ns 0.004 ns

laR, <5.5/≥5.5 <0.001 0.005 2.145 (1.261–3.646) <0.001 0.008 1.870 (1.173–2.982)
gPs, 0/1/2 0.002 ns 0.002 ns
Pi, 0/1 0.001 ns 0.007 ns
Tumor number, single/multiple 0.012 0.042 1.771 (1.020–3.075) 0.012 0.03 1.706 (1.052–2.765)
Tumor size, <5/≥5 cm <0.001 0.001 2.130 (1.366–3.323) <0.001 ns
Tumor capsule, no/yes 0.232 na 0.18 na
Tumor thrombus, no/yes <0.001 0.002 1.955 (1.269–3.012) <0.001 <0.001 2.200 (1.516–3.194)
Differentiation,
i–ii/iii–iV 0.429 na 0.21 na
BClC, a/B/C <0.001 <0.001 1.781 (1.380–2.299) <0.001 <0.001 1.668 (1.342–2.073)
CliP, 0/1–3/4–6 <0.001 <0.001 2.312 (1.562–3.422) <0.001 <0.001 2.545 (1.811–3.576)

Abbreviations: alB, albumin; aFP, alphafetal protein; BClC, Barcelona Clinic liver Cancer staging system; CliP, Cancer liver italian Program; ggT, gamma-glutamyl 
transpeptidase; gPs, glasgow Prognostic score; laR, lactic dehydrogenase to albumin ratio; lDh, lactic dehydrogenase; na, non analysis; nlR, neutrophil to lymphocyte 
ratio; NS, non significant; OS, overall survival; PI, prognostic index; PLR, platelet to lymphocyte ratio; PNI, Prognostic Nutritional Index; RFS, recurrence-free survival; TBIL, 
total bilirubin.

Table S2 Comparison of C-index in Os and RFs prediction in the validation cohort

Variables OS RFS

C-index 95% CI C-index 95% CI

Combined predictive models
nomogram (BClC + laR) 0.704 0.702–0.706 0.683 0.681–0.685

nomogram (CliP + laR) 0.678 0.676–0.680 0.667 0.665–0.669
staging systems

BClC 0.646 0.644–0.648 0.649 0.647–0.651
CliP 0.624 0.622–0.626 0.632 0.630–0.634

Inflammation based scores
gPs 0.561 0.559–0.563 0.566 0.564–0.568
Pi 0.556 0.554–0.558 0.562 0.560–0.564
Pni 0.565 0.562–0.567 0.548 0.546–0.550
nlR 0.562 0.560–0.564 0.561 0.559–0.563
PlR 0.558 0.556–0.560 0.53 0.528–0.532
CRP, <10/≥10 mg/l 0.551 0.549–0.553 0.557 0.555–0.559

laR, <5.5/≥5.5 0.618 0.616–0.620 0.594 0.592–0.596
serum parameters

ggT, <184/≥184 U/l 0.552 0.550–0.554 0.549 0.547–0.551

alT, <50/≥50 U/l 0.544 0.546–0.548 0.52 0.518–0.522

aFP, <400/≥400 ng/ml 0.568 0.566–0.570 0.567 0.565–0.568

alB, <35/≥35 g/l 0.513 0.511–0.515 0.512 0.510–0.514

lDh, <220/≥220 U/l 0.559 0.557–0.561 0.549 0.547–0.551

Abbreviations: alB, albumin; aFP, alphafetal protein; BClC, Barcelona Clinic liver Cancer staging system; CliP, Cancer liver italian Program; ggT, gamma-glutamyl 
transpeptidase; gPs, glasgow Prognostic score; laR, lactic dehydrogenase to albumin ratio; lDh, lactic dehydrogenase; nlR, neutrophil to lymphocyte ratio; Os, overall 
survival; Pi, prognostic index; PlR, platelet to lymphocyte ratio; Pni, Prognostic nutritional index; RFs, recurrence-free survival; TBil, total bilirubin.
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