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Abstract: Background: This study investigated the impact of baseline liver function according to the
Child–Pugh score and ALBI (albumin-bilirubin) grade on the outcomes of patients with unresectable
hepatocellular carcinoma treated with lenvatinib. Methods: A total of 82 lenvatinib treated patients
were included. The correlations of baseline liver function according to the Child–Pugh score and ALBI
grade with treatment outcomes, including objective response rate per mRECIST (modified Response
Evaluation Criteria in the Solid Tumor), time to treatment failure, treatment duration, and likelihood
of treatment discontinuation due to adverse events, were assessed in patients with hepatocellular
carcinoma treated with lenvatinib. Patients were divided into four groups: (1) Child–Pugh score 5
and ALBI grade 1 (group 1), (2) Child–Pugh score 5 and ALBI grade 2 (group 2), (3) Child–Pugh
score 6 (group 3), and (4) Child–Pugh score ≥7 (group 4). Univariate and multivariate analyses
were performed to identify the factors contributing to the objective response rate and likelihood
of discontinuation due to adverse events. Results: Among the 82 patients analyzed, group 1 had
the highest objective response rate (57.1%) and the lowest likelihood of treatment discontinuation
because of adverse events (11.1%) among the four groups (p < 0.05 and p < 0.05). Multivariate analysis
identified ALBI grade 1 and baseline AFP level <200 ng/mL as the significant predictors of a high
objective response rate (p < 0.05 and p < 0.01), and confirmed that patients with ALBI grade 1 had the
lowest probability of treatment discontinuation due to adverse events (p < 0.01). Conclusions: Patients
with Child–Pugh score of 5 and ALBI grade 1 predicted a higher response rate and lower treatment
discontinuation due to adverse events by lenvatinib treatment.
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1. Introduction

Hepatocellular carcinoma (HCC) is one of the major causes of cancer-related death worldwide [1–4].
Currently, sorafenib and lenvatinib are the only targeted therapies approved for the first-line treatment
of advanced unresectable HCC [5–7]. Sorafenib and lenvatinib is the standard of care for patients
with advanced-stage (Barcelona Clinic Liver Cancer (BCLC) stage C) HCC with vascular invasion
and/or extrahepatic spread, as well as for patients with intermediate-stage disease (BCLC stage B)
HCC, who are refractory to transcatheter arterial chemoembolization (TACE) [8,9].
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Lenvatinib is a multitargeted tyrosine kinase inhibitor of VEGF receptors 1–3, fibroblast growth
factor receptors 1–4, PDGFRα, RET, and KIT [10–13]. A phase I study of lenvatinib in HCC showed
that the maximum tolerable dose in patients with Child–Pugh class A and class B liver function was
12 mg and 8 mg QD, respectively [14]. In the phase III REFLECT study, lenvatinib met its primary
endpoint by demonstrating a prolonging effect on overall survival (OS), as confirmed by statistical
non-inferiority to sorafenib [7]. The median OS was 13.6 months in patients treated with lenvatinib
and 12.3 months in those treated with sorafenib (hazard ratio (HR), 0.92; 95% confidence interval
(CI), 0.79–1.06). Based on the results of the REFLECT study, lenvatinib was recently approved as a
promising first-line agent for patients with unresectable HCC in Japan, the EU, the USA, and Asia,
including China, Korea, and Taiwan.

Ascites and encephalopathy are slightly more subjective than the other three factors used to
determine the Child–Pugh classification [15]. Also, albumin and ascites are confounding factors.
The albumin-bilirubin (ALBI) score, which was recently developed, is calculated based on albumin and
bilirubin concentrations, and is therefore simpler and more objective than the Child–Pugh classification
system [16–19]. In addition, the ALBI score is based on continuous variables, allowing an accurate
evaluation of liver function. Three ALBI grades, ALBI 1–3, are assigned according to the scores.
The ALBI grade may be a more suitable measure of liver function for the treatment of HCC because
liver function affects the maximum tolerable dose of systemic therapy agents in HCC. In the present
study, we investigated the impact of ALBI grade and Child–Pugh score on the outcomes of patients
with HCC treated with lenvatinib.

2. Methods

2.1. Patients

The present retrospective study included 82 consecutive patients who were treated with lenvatinib
for unresectable HCC in the 2 institutions between July 2017 and December 2018. The inclusion criteria
were as follows: Unresectable HCC confirmed by pathological or radiographic findings and followed
up for more than 2 months after treatment initiation. The efficacy and safety of lenvatinib in patients
with unresectable HCC were evaluated by stratifying patients according to ALBI grade and Child–Pugh
score. Namely, patients were divided into four groups: (1) Child–Pugh score 5 and ALBI grade 1
(CP5A-G1) (n = 27), (2) Child–Pugh score 5 and ALBI grade 2 (CP5A–G2) (n = 19), (3) Child–Pugh
score 6 (CP6A) (n = 30), and (4) Child–Pugh score ≥7 (CP-B) (n = 6). The study was approved by the
ethics committee of each institute and complied with good clinical practice guidelines.

2.2. Treatment Protocol

Lenvatinib (Lenvima®; Eisai Co., Ltd., Tokyo, Japan) was administered orally to patients with
unresectable HCC. The dose of lenvatinib was determined according to body weight and liver function:
Patients weighing <60 kg with Child–Pugh A received 8 mg of lenvatinib once daily, whereas those
weighing ≥60 kg received an initial dose of 12 mg of lenvatinib once daily, and those with Child–Pugh
B received an initial dose of 8 or 4 mg of lenvatinib once daily. Starting with a reduced dose was
permitted based on the patient’s condition. According to the guidelines for the administration of
lenvatinib, the drug dose was reduced or the treatment was interrupted in patients developing ≥grade
3 severe adverse events (AEs) or any unacceptable grade 2 drug-related AEs. AEs were assessed using
the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0 [20].
This protocol was maintained until the symptoms resolved as indicated on the package insert.

2.3. Evaluation of Treatment Response

Treatment response was evaluated by dynamic CT in accordance with modified Response
Evaluation Criteria in Solid Tumors (mRECIST) [21]. Tumor assessments were generally performed
every 4 to 8 weeks. The objective response rate (ORR; complete response (CR) plus partial response
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(PR)), and disease control rate (DCR; CR, PR, plus stable disease (SD)) were assessed by investigators,
according to mRECIST.

2.4. Efficacy Outcome and ALBI Score

Dose reduction, interruption, and discontinuation due to AEs were assessed and compared
according to liver function status. Time to treatment failure (TTF; time from the initial administration
to treatment discontinuation for any reason, including disease progression, treatment toxicity, patient
preference, or any cause of death) was estimated by the Kaplan–Meyer method. ALBI scores were
calculated using serum albumin and bilirubin values as follows: (ALBI score = (log10 bilirubin [µmol/L]
× 0.66) + (albumin [g/L] × −0.085)) [16,22].

OS (time from the initial treatment to any cause of death) and progression-free survival (PFS;
time from the initial administration to progression or any cause of death) were also analyzed.

2.5. Statistical Analysis

Data are expressed as the mean and standard deviation or median and range. Statistical analyses
were performed using Fisher’s exact test, the Kaplan–Meier method, and the log-rank test. Univariate
and multivariate logistic regression analyses were performed to estimate the odds ratio for the
correlation between baseline characteristics and ORR. A p-value of <0.05 was considered statistically
significant. All analyses were performed using the SPSS Medical Pack for Windows, version 25 (SPSS,
Inc., Chicago, IL, USA).

3. Results

3.1. Patient Characteristics

The characteristics of patients are summarized in Table 1. The median age was 71.5 years (21–92
years), and there were 59 men and 23 women. HCC was derived from HBV, HCV, and NBNC in 12, 37,
and 34 cases, respectively. There were 34 patients with BCLC A or B and 48 patients with BCLC C disease.

Table 1. Patient characteristics.

Parameter All Patients (n = 82)

Median age, years (range) 71.5 (21–92)

Sex, n Male/Female 59/23

Body weight, n <60 kg/≥60 kg 36/46

Etiology, n HBV/HCV/nonBnonC 12 */37 */34

Starting dose, n 12 mg/8 mg/4 mg 37/40/5

Median ALB (g/dL) 3.6 (2.5–4.4)

Median BIL (mg/dL) 0.7 (0.2–2.9)

Median PT (%) 88.0 (14.1–130.0)

Child–Pugh score 5/6/≥7 46/30/6

ALBI Grade 1/2/3 29/52/1

BCLC stage A/B/C 7/27/48

Median AFP (ng/mL) 106.8 (1–4,503,000)

Median DCP (mAU/mL) 878 (8–538,430)

Median AFP-L3 (%) 20.9 (0–99.5)

Sorafenib Naïve/Experience 50/32

Regorafenib Naïve/Experience 70/12

Median number of previous TACE Child–Pugh A/Child–Pugh B 2/7

Median number of previous TACE Child–Pugh 5A, ALBI Grade1/Child–Pugh5A,
ALBI Grade2/Child–Pugh 6A 1/2/4

* One patient is HBV positive + HCV positive etiology; ALB: albumin, BIL: bilirubin, PT: prothrombin time, AFP:
alfa-fetoprotein, DCP: des-gamma-calboxy protein.
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There were 29 patients (35.4%) with ALBI grade 1 and 52 patients (63.4%) with ALBI grade 2.
Most of the patients with ALBI grade 1 (27 of 29 patients: 93.1%) had a Child–Pugh score of 5. Patients
with ALBI grade 2 included 19, 28, and 5 patients with Child–Pugh scores 5, 6, and ≥7, respectively.
One patient in the current study was classified as ALBI grade 3. The median scores corresponding
to ALBI grades 1 and 2 were −2.73 (range, −3.10 to −2.64) and –2.14 (range, −2.57 to −1.45), and the
median albumin levels of patients with ALBI grades 1 and 2 were 4.0 (range, 3.7–4.4) and 3.4 (range,
2.7–4.2). The median number of previous TACE procedures was one in the CP5A-G1 group, two in the
CP5A-G2 group, and four in the CP6A group.

At the data cutoff date (December 31, 2018), 45 patients (54.9%) remained on the treatment regimen.
Treatment was terminated in 37 patients (45.1%); 10 patients (12.2%) discontinued treatment because of
PD, whereas 24 patients (29.3%) discontinued because of AEs during the follow-up period (Table 2).
The median follow-up period was 82.5 days (range, 2–361 days).

Table 2. Objective response rate (n = 59).

Liver Function n CR PR SD PD ORR DCR

Child–Pugh A 55 2 21 24 8 41.8% 85.5%
5A, ALBI Grade1 21 2 10 8 1 57.1% 95.2%
5A, ALBI Grade2 13 0 5 5 3 38.5% 76.9%
6A 21 0 6 11 4 28.6% 81.0%

Child–Pugh B 4 0 0 2 2 0.0% 50.0%
Total 59 2 21 26 10 39.0% 83.1%

CR: complete response, PR: partial response, SD: stable disease, PD: progressive disease, ORR: objective response
rate, DCR: disease control rate.

3.2. ORR and DCR According to ALBI Grade and Child–Pugh Score

The median PFS was 7.6 months (95% CI, 4.3–not reached) in the entire cohort. The ORR was
evaluable in 59 of 82 patients at the data cutoff. The ORR was 39.0% (23/59), and the DCR was 83.1%
(49/59) (Table 2). The ORRs according to the ALBI grade and Child–Pugh score are summarized in
Table 2. The ORR in Child–Pugh A patients was 41.8%, consistent with the results with the REFLECT
trial, whereas 0% in Child–Pugh B liver function. The ORR (57.1%) was significantly higher in the
CP5A-G1 group as compared with ORR in the CP5A-G2 group (38.5%), CP6A group (28.6%), and CP-B
group (0%), respectively. (p < 0.05). There were 32 patients who experienced sorafenib and 12 patients
who experienced regorafenib. The ORR to lenvatinib after sorafenib as a second line treatment was
31.2% and that after regorafenib as a third line treatment was 16.7%, probably because of impaired
liver function.

3.3. Dose Reduction, Interruption, and Discontinuation due to AEs according to Liver Function Status

The CP5A-G1 group showed the lowest likelihood of dose reduction and interruption due to AEs
(48.1%) and treatment discontinuation because of AEs were also lowest (11.1%) among that in the
CP5A-G2 group (26.3%), CP6A group (33.3%), and CP-B group (100%), respectively (p < 0.05) (Table 3).

Table 3. Dose reduction, interruption, and discontinuation rate due to adverse event.

Liver Function n Reduction or Interruption Due to AE Discontinuation Due to AE

Child–Pugh A 76 47 61.8% 16 21.1%
5A, ALBI Grade1 27 13 48.1% 3 11.1%
5A, ALBI Grade2 19 15 78.9% 5 26.3%
6A 30 19 63.3% 10 33.3%

Child–Pugh B 6 2 33.3% 6 100.%
Total 82 49 59.8% 22 26.8%
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3.4. TTF and Duration of Treatment According to ALBI Grade and Child–Pugh Score

The median TTF was 4.2 months (95% CI, 2.7–7.5). Kaplan–Meier estimates of TTF according to
ALBI grade and Child–Pugh score are shown in Figure 1. The median TTF was 8.9 months (95% CI,
4.1-NE months) in patients with CP5A-G1 (n = 27), 5.3 months (95% CI, 2.5–NE months) in patients
with CP5A-G2 (n = 19), 5.9 months (95% CI, 1.6-NR months) in those with Child–Pugh 6A, and 0.9
months (95% CI, 0.1-NR months) in those with CP-B (n = 6) (Figure 1). Liver function according to the
ALBI grade and Child–Pugh score was significantly associated with TTF; patients with CP5A-G1 had
the longest TTF, whereas those with Child–Pugh B had the shortest TTF (p < 0.01).
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The duration of treatment according to liver function is summarized in Figure 2. The median
dose intensity and relative dose intensity were 8.4 mg/day, 84.4% and 7.5 mg/day, 97.5% for the
group with body weight >60 kg and <60 kg, respectively. Also, 11.5 mg/day, 100% for body weight
>60 kg and 7.7 mg/day, 96.8% for body weight <60 kg in patients with CP5A-G1. The responses were
robust and durable in all groups, especially in the CP5A-G1 group. In 18 of 27 (66.7%) patients with
CP5A-G1, lenvatinib treatment was still ongoing at the data cutoff. The responses were robust and
durable especially in patients with CP5A-G1 liver function. Only 3 of 27 (11.1%) patients discontinued
treatment because of AEs (Supplementary Table S1).
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3.5. Univariate and Multivariate Regression Analysis

Univariate logistic regression analysis of baseline factors affecting ORR was performed for the
following factors: Age, hepatitis B status, hepatitis C status, number of prior TACE procedures,
ALBI grade, baseline α-fetoprotein (AFP) level, extrahepatic spread, and macrovascular invasion.
ALBI grade 1, and baseline AFP level <200 ng/mL showed p-values ≤0.10 in the univariate analysis.
Multivariate analysis identified ALBI grade 1 and baseline AFP level <200 ng/mL as independent
predictors of ORR (p < 0.05 and p < 0.01 respectively) (Table 4).

Table 4. Univariate and multivariate logistic regression analysis for factors affecting ORR.

Parameters
Univariate Analysis Multivariate Analysis

Odds Ratio (95% CI) p Odds Ratio (95% CI) p

ALBI grade
Grade 1 2.64 (0.81–8.97) p < 0.1 3.32 (1.04–10.50) p < 0.05
Grade ≥2 1 1

Baseline AFP level
AFP < 200 ng/mL 2.89 (0.90–9.90) p < 0.1 3.58 (1.14–11.30) p < 0.01
AFP ≥ 200 ng/mL 1 1

Univariate logistic regression analysis of baseline factors affecting drug discontinuation because
of AEs was performed for the following factors: Age, hepatitis B status, hepatitis C status, numbers
of prior TACE procedures, ALBI grade, baseline AFP level, extrahepatic spread, and macrovascular
invasion. ALBI grade showed p-values <0.01 in univariate analysis. Multivariate analysis confirmed
that the rate of drug discontinuation because of AEs was significantly lower in patients with ALBI
grade 1 than in those with ALBI grade =2 (odds ratio, 0.22 (95% CI, 0.06–0.69), p < 0.01) (Table 5).

Table 5. Univariate and multivariate logistic regression analysis for factors affecting the treatment
discontinuation due to AE.

Parameters
Univariate Analysis Multivariate Analysis

Odds Ratio (95% CI) p Odds Ratio (95% CI) p

ALBI grade
Grade 1 0.19 (0.03–0.76) p < 0.01 0.22 (0.06–0.69) p < 0.01
Grade ≥2 1 1

OS in patients with ALBI grade 1 was significantly better than that in those with ALBI grade 2
(HR = 0.12 (95%CI 0.02–0.97), p < 0.01) (Supplementary Figure S1).

4. Discussion

There is a wide variety of treatment outcomes (survival, ORR, treatment duration, or AEs, etc.)
among patients receiving lenvatinib and at present, there is little evidence as to what factor accounts
for these differences or how to predict them. In the present study, patients with CP5A-G1 had better
outcomes than those in the other groups. Treatment duration and TTF were significantly longer in the
CP5A-G1 group than in the other groups. ALBI grade 1 and low AFP level <200 ng/mL at the start of
lenvatinib therapy was a useful predictor of a high ORR, and ALBI grade 1 at the start of lenvatinib
therapy was the only factor predicting a low rate of treatment discontinuation because of AEs.

The Child–Pugh classification is the most commonly used scale to evaluate liver function in
clinical practice; however, it contains several less objective or measurable factors, such as ascites and
hepatic encephalopathy, as compared with the other three factors. In addition, ascites and albumin are
confounding factors [15]. By contrast, the ALBI score is based on only two factors, serum albumin
and bilirubin levels, and is simpler and more objective than the Child–Pugh classification system.
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In addition, the ALBI grade varies among patients with the same Child–Pugh score. The Child–Pugh
score can be further divided into ALBI grades 1 and 2. Among 22,098 patients classified as Child–Pugh
score 5 according to the nationwide survey of the Liver Cancer Study Group of Japan, 14,418 (62.3%)
had ALBI grade 1 and 7680 (33.2%) had ALBI grade 2 [23]. In addition, the ALBI grade is suggested to
be a more sensitive measure to identify better liver function than the indocyanine green retention test
at 15 m (ICG R15) or the Child–Pugh score [17,24,25]. In other words, a Child–Pugh score of 5 split
into ALBI grade 1 and 2, and liver function is better in CP5A-G1 than that in CP5A-G2 [26].

In the present study, the CP5A-G1 group showed better tolerability and included a greater number
of patients who maintained the initial dose than the other groups, resulting in the highest ORR. The rate
of drug discontinuation because of AEs was low, and the management was relatively easy in this
group of patients. However, most of the patients in the current study population were categorized as
ALBI grade 2 or a Child–Pugh score of ≥6. In patients with CP5A-G2, AEs were relatively manageable
and allowed continuation of lenvatinib treatment; however, maintaining the initial dose was difficult
and dose reduction was frequently necessary. In patients with a Child–Pugh score of 6, earlier dose
reduction and dose interruption were required to continue lenvatinib treatment. Generally, lenvatinib
is indicated for patients with Child–Pugh class A liver function. However, in the present study, patient
outcomes differed significantly according to Child–Pugh score and ALBI grade status. The clinical
relevance of this finding is that, even among patients with Child–Pugh grade A, baseline liver function
measured by the ALBI score plays an important role in the prediction of patient outcomes.

Another important finding in the current study is that the preservation of liver function was
associated with a fewer number of previous TACE sessions. In the present study, the CP5A-G1 group,
CP5A-G2 group, CP6A group, and CP-B group received prior TACE procedures in 1, 2, 4, and 7
times. Accordingly, the ORRs in these four groups were 57.1%, 38.5%, 28.6%, and 0.0%. Similarly,
the dose reduction or interruption rate and discontinuation rate of lenvatinib tended to be lower
in accordance with liver function status. Considering that the number of prior TACE procedures
is closely related to liver function deterioration, it might be true that less prior TACE procedures
correlates to a higher ORR and a lower discontinuation rate of lenvatinib. Similarly, a previous study
reported that, at 3 months after each session of TACE procedures, the Child–Pugh score of patients
originally classified as Child–Pugh A increased to 7 or more in more than 10% of patients in each
session [26]. In addition, the ALBI grade became significantly worse in association with repeated TACE
procedures [26]. Patients receiving repeated TACE showed a greater increase in Child–Pugh score than
those who switched to sorafenib among patients with HCC who were deemed refectory to TACE [27,28].
Previous studies together with the present findings suggest that repeated TACE procedures appear to
impair liver function. Thus, an early switch to systemic therapy, such as lenvatinib, from TACE may be
important to maintain liver function and avoid dose reduction/interruption due to AEs, which should
lead to improvements in the overall outcome, including ORR and OS.

5. Conclusions

In conclusion, the present study demonstrated the effects of baseline liver function measured by
the Child–Pugh score and ALBI grade on the efficacy and adverse event outcomes of patients with
unresectable HCC treated with lenvatinib. This is the first study reporting that the objective response,
frequency of adverse event, and treatment duration caused by lenvatinib treatment is closely related
with liver function, especially with ALBI grade. The results indicated that a Child–Pugh score of 5 with
ALBI grade 1 may predict a longer treatment duration and better outcomes of lenvatinib treatment.
Thus, lenvatinib treatment should be started at an early phase, when liver function is preserved
within ALBI grade 1, instead of repeating ineffective and/or liver function impairing procedures,
like unselected TACE.

Supplementary Materials: The following are available online at http://www.mdpi.com/2072-6694/11/7/952/s1,
Figure S1: Kaplan–Meier estimates of OS in patients treated with lenvatinib. According to the ALBI Grade, Table
S1: Discontinuation rate of lenvatinib according to each group.

http://www.mdpi.com/2072-6694/11/7/952/s1


Cancers 2019, 11, 952 8 of 9

Author Contributions: M.K. and K.U. contributed to the study design, data collection, study analysis, manuscript
writing, data interpretation, critical review of the manuscript, and final approval of the manuscript submission.
N.N., S.H., T.A., T.M., H.C., M.T. (Masahiro Takita), Y.M., H.I., M.T. (Mamoru Takenaka), T.S., T.W., M.M., and C.O.
contributed to data collection, critical review of the manuscript, and final approval of the manuscript submission.
A.H. and P.J. contributed to data interpretation, critical review of the manuscript, and final approval of the
manuscript submission.

Funding: This research received no external funding.

Conflicts of Interest: M.K. has received grants from Taiho Pharmaceuticals, Chugai Pharmaceuticals, Otsuka,
Takeda, Sumitomo Dainippon-Sumitomo, Daiichi Sankyo, AbbVie, Astellas Pharma, and Bristol-Myers Squibb;
grants and personal fees from MSD, Eisai, and Bayer, and is an adviser for MSD, Eisai, Bayer, Bristol-Myers
Squibb, Eli Lilly and ONO Pharmaceutical. K.U. have received personal fees and honoraria from Bayer and Eisai.
All other authors declare no competing interests.

References

1. El-Serag, H.B.; Rudolph, K.L. Hepatocellular carcinoma: epidemiology and molecular carcinogenesis.
Gastroenterology 2007, 132, 2557–2576. [CrossRef] [PubMed]

2. Ferlay, J.; Soerjomataram, I.; Dikshit, R.; Eser, S.; Mathers, C.; Rebelo, M.; Parkin, D.M.; Forman, D.; Bray, F.
Cancer incidence and mortality worldwide: sources, methods and major patterns in GLOBOCAN 2012.
Int. J. Cancer 2015, 136, E359–E386. [CrossRef] [PubMed]

3. Balogh, J.; Victor, D., 3rd; Asham, E.H.; Burroughs, S.G.; Boktour, M.; Saharia, A.; Li, X.; Ghobrial, R.M.;
Monsour, H.P., Jr. Hepatocellular carcinoma: A review. J. Hepatocell. Carcinoma 2016, 3, 41–53. [CrossRef]
[PubMed]

4. EASL Clinical Practice Guidelines: Management of hepatocellular carcinoma. J. Hepatol. 2018, 69, 182–236.
[CrossRef] [PubMed]

5. Llovet, J.M.; Ricci, S.; Mazzaferro, V.; Hilgard, P.; Gane, E.; Blanc, J.F.; de Oliveira, A.C.; Santoro, A.; Raoul, J.L.;
Forner, A.; et al. Sorafenib in advanced hepatocellular carcinoma. N. Engl. J. Med. 2008, 359, 378–390.
[CrossRef] [PubMed]

6. Cheng, A.L.; Kang, Y.K.; Chen, Z.; Tsao, C.J.; Qin, S.; Kim, J.S.; Luo, R.; Feng, J.; Ye, S.; Yang, T.S.; et al.
Efficacy and safety of sorafenib in patients in the Asia-Pacific region with advanced hepatocellular carcinoma:
a phase III randomised, double-blind, placebo-controlled trial. Lancet Oncol. 2009, 10, 25–34. [CrossRef]

7. Kudo, M.; Finn, R.S.; Qin, S.; Han, K.H.; Ikeda, K.; Piscaglia, F.; Baron, A.; Park, J.W.; Han, G.; Jassem, J.; et al.
Lenvatinib versus sorafenib in first-line treatment of patients with unresectable hepatocellular carcinoma:
A randomised phase 3 non-inferiority trial. Lancet 2018, 391, 1163–1173. [CrossRef]

8. Kudo, M.; Izumi, N.; Sakamoto, M.; Matsuyama, Y.; Ichida, T.; Nakashima, O.; Matsui, O.; Ku, Y.; Kokudo, N.;
Makuuchi, M. Survival Analysis over 28 Years of 173,378 Patients with Hepatocellular Carcinoma in Japan.
Liver Cancer 2016, 5, 190–197. [CrossRef]

9. Kudo, M. Locoregional Therapy for Hepatocellular Carcinoma. Liver Cancer 2015, 4, 163–164. [CrossRef]
10. Matsui, J.; Funahashi, Y.; Uenaka, T.; Watanabe, T.; Tsuruoka, A.; Asada, M. Multi-kinase inhibitor E7080

suppresses lymph node and lung metastases of human mammary breast tumor MDA-MB-231 via inhibition
of vascular endothelial growth factor-receptor (VEGF-R) 2 and VEGF-R3 kinase. Clin. Cancer Res. 2008, 14,
5459–5465. [CrossRef]

11. Matsui, J.; Yamamoto, Y.; Funahashi, Y.; Tsuruoka, A.; Watanabe, T.; Wakabayashi, T.; Uenaka, T.; Asada, M.
E7080, a novel inhibitor that targets multiple kinases, has potent antitumor activities against stem cell factor
producing human small cell lung cancer H146, based on angiogenesis inhibition. Int. J. Cancer 2008, 122,
664–671. [CrossRef]

12. Yamada, K.; Yamamoto, N.; Yamada, Y.; Nokihara, H.; Fujiwara, Y.; Hirata, T.; Koizumi, F.; Nishio, K.;
Koyama, N.; Tamura, T. Phase I dose-escalation study and biomarker analysis of E7080 in patients with
advanced solid tumors. Clin. Cancer Res. 2011, 17, 2528–2537. [CrossRef]

13. Boss, D.S.; Glen, H.; Beijnen, J.H.; Keesen, M.; Morrison, R.; Tait, B.; Copalu, W.; Mazur, A.; Wanders, J.;
O’Brien, J.P.; et al. A phase I study of E7080, a multitargeted tyrosine kinase inhibitor, in patients with
advanced solid tumours. Br. J. Cancer 2012, 106, 1598–1604. [CrossRef] [PubMed]

http://dx.doi.org/10.1053/j.gastro.2007.04.061
http://www.ncbi.nlm.nih.gov/pubmed/17570226
http://dx.doi.org/10.1002/ijc.29210
http://www.ncbi.nlm.nih.gov/pubmed/25220842
http://dx.doi.org/10.2147/JHC.S61146
http://www.ncbi.nlm.nih.gov/pubmed/27785449
http://dx.doi.org/10.1016/j.jhep.2018.03.019
http://www.ncbi.nlm.nih.gov/pubmed/29628281
http://dx.doi.org/10.1056/NEJMoa0708857
http://www.ncbi.nlm.nih.gov/pubmed/18650514
http://dx.doi.org/10.1016/S1470-2045(08)70285-7
http://dx.doi.org/10.1016/S0140-6736(18)30207-1
http://dx.doi.org/10.1159/000367775
http://dx.doi.org/10.1159/000367741
http://dx.doi.org/10.1158/1078-0432.CCR-07-5270
http://dx.doi.org/10.1002/ijc.23131
http://dx.doi.org/10.1158/1078-0432.CCR-10-2638
http://dx.doi.org/10.1038/bjc.2012.154
http://www.ncbi.nlm.nih.gov/pubmed/22516948


Cancers 2019, 11, 952 9 of 9

14. Ikeda, M.; Okusaka, T.; Mitsunaga, S.; Ueno, H.; Tamai, T.; Suzuki, T.; Hayato, S.; Kadowaki, T.; Okita, K.;
Kumada, H. Safety and Pharmacokinetics of Lenvatinib in Patients with Advanced Hepatocellular Carcinoma.
Clin. Cancer Res. 2016, 22, 1385–1394. [CrossRef] [PubMed]

15. Kudo, M. Albumin-Bilirubin Grade and Hepatocellular Carcinoma Treatment Algorithm. Liver Cancer 2017,
6, 185–188. [CrossRef] [PubMed]

16. Johnson, P.J.; Berhane, S.; Kagebayashi, C.; Satomura, S.; Teng, M.; Reeves, H.L.; O’Beirne, J.; Fox, R.;
Skowronska, A.; Palmer, D.; et al. Assessment of liver function in patients with hepatocellular carcinoma:
A new evidence-based approach-the ALBI grade. J. Clin. Oncol. 2015, 33, 550–558. [CrossRef]

17. Hiraoka, A.; Kumada, T.; Kudo, M.; Hirooka, M.; Tsuji, K.; Itobayashi, E.; Kariyama, K.; Ishikawa, T.; Tajiri, K.;
Ochi, H.; et al. Albumin-Bilirubin (ALBI) Grade as Part of the Evidence-Based Clinical Practice Guideline
for HCC of the Japan Society of Hepatology: A Comparison with the Liver Damage and Child–Pugh
Classifications. Liver Cancer 2017, 6, 204–215. [CrossRef] [PubMed]

18. Hiraoka, A.; Michitaka, K.; Kumada, T.; Kudo, M. ALBI Score as a Novel Tool in Staging and Treatment
Planning for Hepatocellular Carcinoma: Advantage of ALBI Grade for Universal Assessment of Hepatic
Function. Liver Cancer 2017, 6, 377–379. [CrossRef] [PubMed]

19. Fang, K.C.; Kao, W.Y.; Su, C.W.; Chen, P.C.; Lee, P.C.; Huang, Y.H.; Huo, T.I.; Chang, C.C.; Hou, M.C.;
Lin, H.C.; et al. The Prognosis of Single Large Hepatocellular Carcinoma Was Distinct from Barcelona Clinic
Liver Cancer Stage A or B: The Role of Albumin-Bilirubin Grade. Liver Cancer 2018, 7, 335–358. [CrossRef]

20. National Cancer Institute. Protocol development. Cancer therapy evaluation program. Available online:
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm (accessed on 21 March 2017).

21. Lencioni, R.; Llovet, J.M. Modified RECIST (mRECIST) assessment for hepatocellular carcinoma. Semin Liver Dis.
2010, 30, 52–60. [CrossRef]

22. Hiraoka, A.; Kumada, T.; Michitaka, K.; Toyoda, H.; Tada, T.; Ueki, H.; Kaneto, M.; Aibiki, T.; Okudaira, T.;
Kawakami, T.; et al. Usefulness of albumin-bilirubin grade for evaluation of prognosis of 2584 Japanese
patients with hepatocellular carcinoma. J. Gastroenterol. Hepatol. 2016, 31, 1031–1036. [CrossRef] [PubMed]

23. Hiraoka, A.; Michitaka, K.; Kumada, T.; Izumi, N.; Kadoya, M.; Kokudo, N.; Kubo, S.; Matsuyama, Y.;
Nakashima, O.; Sakamoto, M.; et al. Validation and Potential of Albumin-Bilirubin Grade and Prognostication
in a Nationwide Survey of 46,681 Hepatocellular Carcinoma Patients in Japan: The Need for a More Detailed
Evaluation of Hepatic Function. Liver Cancer 2017, 6, 325–336. [CrossRef] [PubMed]

24. Zou, H.; Yang, X.; Li, Q.L.; Zhou, Q.X.; Xiong, L.; Wen, Y. A Comparative Study of Albumin-Bilirubin
Score with Child–Pugh Score, Model for End-Stage Liver Disease Score and Indocyanine Green R15 in
Predicting Posthepatectomy Liver Failure for Hepatocellular Carcinoma Patients. Dig. Dis. 2018, 36, 236–243.
[CrossRef] [PubMed]

25. Su, T.S.; Yang, H.M.; Zhou, Y.; Huang, Y.; Liang, P.; Cheng, T.; Chen, L.; Li, L.Q.; Liang, S.X. Albumin -
bilirubin (ALBI) versus Child-Turcotte-Pugh (CTP) in prognosis of HCC after stereotactic body radiation
therapy. Radiat. Oncol. 2019, 14, 50. [CrossRef] [PubMed]

26. Hiraoka, A.; Kumada, T.; Kudo, M.; Hirooka, M.; Koizumi, Y.; Hiasa, Y.; Tajiri, K.; Toyoda, H.; Tada, T.;
Ochi, H.; et al. Hepatic Function during Repeated TACE Procedures and Prognosis after Introducing
Sorafenib in Patients with Unresectable Hepatocellular Carcinoma: Multicenter Analysis. Dig. Dis. 2017, 35,
602–610. [CrossRef] [PubMed]

27. Ogasawara, S.; Chiba, T.; Ooka, Y.; Kanogawa, N.; Motoyama, T.; Suzuki, E.; Tawada, A.; Kanai, F.;
Yoshikawa, M.; Yokosuka, O. Efficacy of Sorafenib in Intermediate-Stage Hepatocellular Carcinoma Patients
Refractory to Transarterial Chemoembolization. Oncology 2014, 87, 330–341. [CrossRef] [PubMed]

28. Arizumi, T.; Ueshima, K.; Minami, T.; Kono, M.; Chishina, H.; Takita, M.; Kitai, S.; Inoue, T.; Yada, N.;
Hagiwara, S.; et al. Effectiveness of Sorafenib in patients with transcatheter arterial chemoembolization
(TACE) refractory and intermediate-stage hepatocellular carcinoma. Liver Cancer 2015, 4, 253–262. [CrossRef]
[PubMed]

© 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1158/1078-0432.CCR-15-1354
http://www.ncbi.nlm.nih.gov/pubmed/26500236
http://dx.doi.org/10.1159/000462199
http://www.ncbi.nlm.nih.gov/pubmed/28626730
http://dx.doi.org/10.1200/JCO.2014.57.9151
http://dx.doi.org/10.1159/000452846
http://www.ncbi.nlm.nih.gov/pubmed/28626732
http://dx.doi.org/10.1159/000481212
http://www.ncbi.nlm.nih.gov/pubmed/29234641
http://dx.doi.org/10.1159/000487407
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm
http://dx.doi.org/10.1055/s-0030-1247132
http://dx.doi.org/10.1111/jgh.13250
http://www.ncbi.nlm.nih.gov/pubmed/26647219
http://dx.doi.org/10.1159/000479984
http://www.ncbi.nlm.nih.gov/pubmed/29234636
http://dx.doi.org/10.1159/000486590
http://www.ncbi.nlm.nih.gov/pubmed/29495004
http://dx.doi.org/10.1186/s13014-019-1251-y
http://www.ncbi.nlm.nih.gov/pubmed/30917853
http://dx.doi.org/10.1159/000480256
http://www.ncbi.nlm.nih.gov/pubmed/29040999
http://dx.doi.org/10.1159/000365993
http://www.ncbi.nlm.nih.gov/pubmed/25227534
http://dx.doi.org/10.1159/000367743
http://www.ncbi.nlm.nih.gov/pubmed/26734579
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Methods 
	Patients 
	Treatment Protocol 
	Evaluation of Treatment Response 
	Efficacy Outcome and ALBI Score 
	Statistical Analysis 

	Results 
	Patient Characteristics 
	ORR and DCR According to ALBI Grade and Child–Pugh Score 
	Dose Reduction, Interruption, and Discontinuation due to AEs according to Liver Function Status 
	TTF and Duration of Treatment According to ALBI Grade and Child–Pugh Score 
	Univariate and Multivariate Regression Analysis 

	Discussion 
	Conclusions 
	References

