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Background: The relationship between serum prealbumin and the risk of all-cause
mortality after hepatectomy in patients with hepatocellular carcinoma (HCC) needs to be
evaluated.

Methods: We conducted a retrospective study. A Cox proportional hazards regression
model was used to adjust for potential confounders. Prealbumin level was transformed by
Z-scores and categorized into quartiles (Q1: <147 mg/L, Q2: 147–194 mg/L, Q3: 194–
239 mg/L, Q4: >239 mg/L). We assessed the dose-response relationship between serum
prealbumin and the risk of all-cause mortality using a restricted cubic spline model.

Results: Data were included from 2,022 HCC patients who underwent hepatectomy at
Guangxi Medical University Cancer Hospital in China between January 2006 and January
2016. The adjusted hazard ratios (HRs) for increasing quartiles of serum prealbumin were
0.78 [95% confidence interval (CI): 0.64–0.95] for Q2, 0.66 (0.53–0.81) for Q3, and 0.51
(0.41–0.64) for Q4 in the Cox model (all P < 0.001). Serum prealbumin showed an L-
shaped, non-linear dose-response relationship with the risk of all-cause mortality (P <
0.001). Among patients whose serum prealbumin was below 250 mg/L, risk of all-cause
mortality decreased by 27% (95% CI: 18–36%) per increase of one standard deviation
(69.8 mg/L) in serum prealbumin.

Conclusions: Levels of serum prealbumin under 250 mg/L may be considered
dangerous with respect to all-cause mortality after hepatectomy in HCC patients.
Serum prealbumin may be useful as a prognostic marker in HCC patients undergoing
hepatectomy.
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HIGHLIGHTS

• Low serum prealbumin is associated with higher risk of all-
cause mortality after hepatectomy in patients with
hepatocellular carcinoma.

• Among these patients, levels of serum prealbumin under 250
mg/L may indicate elevated risk of all-cause mortality.
INTRODUCTION

Hepatocellular carcinoma (HCC) is a commonmalignant neoplasm
(1). Hepatectomy is one of the main radical treatments for HCC.
The 5-year recurrence rate of HCC is up to 70% (2), and the 5-year
overall survival (OS) is only 37% for patients with portal
hypertension, 30% for those with multiple tumors, and 18% for
those suffering macrovascular invasion after hepatectomy (3).
Therefore, it is important to explore reliable preoperative risk
markers to predict the OS of such patients. Some preoperative
variables, such as tumor number, tumor differentiation, tumor size,
alpha-fetoprotein (AFP) level, liver function, and the presence of
liver cirrhosis have been associated with OS of HCC patients after
hepatectomy (4–7). Preoperative malnutritional status may also
contribute to poor prognosis after hepatectomy (8–10).

Serum prealbumin synthesized by the liver is a common
laboratory indicator of nutritional status. Serum prealbumin is
less affected by liver diseases than other serum proteins (11, 12).
In addition, the level of serum prealbumin is not significantly altered
by blood transfusion or supplemental infusion of human albumin.
Some studies reported a positive association between the level of
serum prealbumin and prognosis in various cancers (13–15).
However, few studies have investigated the association between
the level of serum prealbumin and the risk of mortality after
hepatectomy in patients with HCC. In our previous study, we
found that serum prealbumin <200 mg/L was associated with
mortality after hepatic resection in patients with HCC (16). Other
studies found similar results (17, 18). However, these studies were
limited to multivariate analysis of serum prealbumin treated as a
categorical variable, so they could not determine whether the risk of
death of patients with HCC changed to different degrees with slight
changes in serum prealbumin level.

In the present study, we examined the dose-response
relationship of serum prealbumin level with the risk of all-cause
mortality after resection in patients with HCC. In order to capture
the relationship in detail and to compensate for the statistical
problems of treating serum prealbumin as a continuous or
categorial variable (19, 20), we applied a restricted cubic spline
(RCS) function. The RCS function has proven effective at
characterizing dose-response correlations between a continuous
exposure (such as serum prealbumin) and all-cause mortality,
regardless of whether the relationship was linear or not (21). It
has been used in several single studies and meta-analyses (22–24).
Therefore, in this study, we evaluated the dose-response
relationships of serum prealbumin level with the risk of all-cause
mortality after resection in patients with HCC.
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METHODS

Patients
We retrospectively reviewed records of patients who underwent
hepatectomy for HCC between January 2006 and January 2016 at
Guangxi Medical University Cancer Hospital, in Nanning, China.
Eligible patients had to be admitted for initial HCC treatment at our
hospital and had to have histologically confirmed HCC. Indications
for hepatectomy was described as previous (2). No age restriction
was applied during enrollment of patients in this study. HCC
patients with distant metastasis or with other tumors were
excluded, as were patients for whom preoperative serum
prealbumin data were missing. Liver function indicators were
assayed in blood collected at 6:00–7:00 a.m. on the second
morning of hospitalization after overnight fasting. Hepatectomy
was performed after 3 to 7 days of hospitalization. This study was
conducted in accordance with the Declaration of Helsinki
guidelines, and the protocol was approved by the Ethics
Commitment of our hospital.

Assessment of Covariates
The following data were extracted from patient records: sex, age, liver
function categorized according to Child-Pugh category criteria,
Barcelona Clinic Liver Cancer (BCLC) stage, serum prealbumin,
hepatitis B surface antigen (HBsAg), albumin (ALB), aspartate
aminotransferase (AST), alanine aminotransferase (ALT), total
bilirubin (TBIL), AFP, and pathology of HCC involving cirrhosis,
tumor size and number, integrity of tumor capsule, and presence or
absence of macrovascular invasion. All measurements were obtained
before surgery. However, liver cirrhosis and macrovascular invasion
were confirmed by postoperative histopathology.

In order to ensure the accuracy and reliability of data,
measures for standard quality controls were planned before the
start of study, such as a table for collection of patients’
information and a code for replacement of categorical data.
Two researchers independently collected and organized data;
any discrepancies were corrected by a third reviewer.

Outcomes and Follow-Up
Follow-up was conducted starting from the first month after
surgery, every 2 months during the first year, then every 6
months thereafter until May 31, 2019 or death or loss to
follow-up. During follow-up appointments, data were collected
about time to HCC recurrence, survival or death, and liver
function. Follow-up was conducted by telephone and review of
the hospital’s data management system. The endpoint of the
study was OS, defined as the interval from the date of hepatic
resection until the date of last follow-up (May 31, 2019) or death.

Statistical Analysis
Before testing independent associations of serum prealbumin with
the risk of all-cause mortality in patients with HCC, Z-scores were
calculated, such that the resulting estimated effect size indicated the
change in serum prealbumin in terms of the standard deviation
(SD). The Z-score normalizes the mean parameter value to 0 and
the parameter value at one SD to 1. In addition, we also categorized
serum prealbumin into quartiles based on sample size. Other
January 2021 | Volume 10 | Article 596691
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categorical covariates were classified based on clinical findings and
were entered as dummy variables. Continuous covariates were
transformed into categorical variables based on cut-off values
routinely used in clinical practice.

We assessed potential associations between serum
prealbumin (as a categorical variable) and other characteristics
using a chi-squared test or Fisher’s exact test. Survival curves
were generated using the Kaplan-Meier method. The OS curves
were compared between groups using the log-rank test. We
tested associations of serum prealbumin with the risk of all-
cause mortality using two Cox proportional hazards regression
models: model 1 was adjusted for age and sex, while model 2
adjusted for age, sex, tumor size and number, tumor capsule,
AFP, ALB, AST, ALT, TBIL, HBsAg, liver cirrhosis, liver
function, and BCLC stage. From each fitted model, we
searched for a linear trend by modeling the median value of
each quartile to test ordered relations across the different serum
prealbumin quartiles. Interactions between serum prealbumin
and other factors were also examined using a likelihood ratio test,
with a comparison of the log likelihood of the two models with or
without the interaction terms. We calculated hazard ratios (HRs)
for risk of all-cause mortality and the corresponding 95%
confidence intervals (CIs).

We assessed the dose-response relationship between serum
prealbumin (as a continuous variable) and the risk of all-cause
mortality using RCS models. RCS assumes that the effect of the
exposure on the outcome is a smooth, piecewise, cubic
polynomial with linear tails (21). RCS models provide
flexibility in fitting highly curved relationships, avoiding
significant influences from outlying variables, and may provide
better power than dichotomizing continuous variables (21). We
used RCS models adjusted for the same potential confounders as
in model 2, and plotted smooth curves with five knots at the 5th,
25th (reference level), 50th, 75th, and 95th percentiles of serum
prealbumin. We further applied a two-piecewise linear
regression model to examine the threshold effect of the serum
prealbumin on all-cause mortality using a smoothing function
(25, 26).

To ensure the stability of the results, we conducted two
sensitivity analyses. In one, we repeated the analysis after
excluding patients who died 3 months after follow-up began in
order to avoid confounding due to premature death. In another,
we separately examined patients with or without liver cirrhosis.

We performed all statistical analyses using R version 3.5.1
(https://www.r-project.org/). All P values were two-tailed, with a
P value under 0.05 indicating statistical significance.
RESULTS

Baseline Characteristics
The patient records contained details of 2,060 patients with HCC
who underwent curative hepatectomy at our institution during
January 2006 to January 2016. Based on the inclusion criteria,
2,022 (98.1%) patients were enrolled. The mean age (SD) was
49.5 (11.2) years, and 1,739 patients (86.0%) were male. Among
Frontiers in Oncology | www.frontiersin.org 3
the 2,022 patients, 31% underwent major hepatectomy, while
69% underwent minor hepatectomy. During a median follow-up
(range) of 59 months (3–115 months), 385 patients (19%) were
lost to follow-up. Among the remaining patients, tumor
recurrence and liver failure were the main causes of mortality.
The mean level of serum prealbumin level (SD) was 195.5 (69.8)
mg/L, and the median (interquartile range) was 193.5 (147.0–
239.0) mg/L. Table 1 presents the characteristics of the patients
stratified by quartiles of serum prealbumin.

Cox Regression Analysis
To assess whether clinical variables contributed to the risk of all-
cause mortality, we conducted a univariate Cox regression
analysis of clinical characteristics (Table 2). We found that
tumor size and number, BCLC stage, tumor capsule, ALB,
AST, ALT, and AFP levels were related to the risk of all-cause
mortality. In contrast, age, sex, liver cirrhosis, HBsAg, TBIL, and
Child-Pugh were not related to the risk of all-cause mortality in
our cohort. To control for any possible confounding factors
affecting the association between serum prealbumin and the risk
of all-cause mortality, subsequent multivariate Cox regression
and RCS models were adjusted for age, sex, tumor size and
number, tumor capsule, AFP, HBsAg, ALB, AST, ALT, TBIL,
Child-Pugh, liver cirrhosis, and BCLC stage.

We analyzed the associations between serum prealbumin
level and the risk of all-cause mortality (Table 3). In model 1,
which was adjusted for age and sex, the HRs (95% CIs) of the risk
of all-cause mortality across increasing quartiles of serum
prealbumin were 1.00 for Q1, 0.68 (0.57–0.82) for Q2, 0.50
(0.41–0.60) for Q3, and 0.37 (0.30–0.45) for Q4 (P for trend <
0.001). The HR was 0.68 (0.63–0.73) per 1-SD increase in serum
prealbumin. According to model 2, the HRs (95% CIs) were 1.00
for Q1, 0.78 (0.64–0.95) for Q2, 0.66 (0.53–0.81) for Q3, and 0.51
(0.41–0.64) for Q4 (P for trend < 0.001). In model 2, the HR was
0.77 (0.71–0.84) per 1-SD increase in serum prealbumin.
Inclusion of a quadratic term for serum prealbumin in the Cox
proportional hazard models suggested a linear correlation
between serum prealbumin and all-cause mortality. However,
RCS analysis showed this correlation to be non-linear.

Subgroup Analysis
When we analyzed serum prealbumin in correlation with all-
cause mortality across subgroups of clinical characteristics
(Table 4), we detected no significant subgroup interactions. In
analyses stratified by age, sex, tumor capsule, tumor size, liver
cirrhosis, HBsAg, AFP, ALT, AST, Child-Pugh, and BCLC stage,
inclusion of a quadratic term for serum prealbumin in the Cox
proportional hazard models revealed a linear correlation between
serum prealbumin and all-cause mortality. However, this
correlation was not linear in subsets of patients with tumor
number >3, ALB ≤35 g/L, or TBIL >21 mmol/L (Table 4).

Dose–Response Analysis
We evaluated the potential dose-response relationship between
serum prealbumin and the risk of all-cause mortality using an
RCS model adjusted for potential confounders. Serum
January 2021 | Volume 10 | Article 596691
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prealbumin showed an L-shape, non-linear dose-response
relationship with the risk of all-cause mortality (P for non-
linearity <0.001, Figure 1A). RCS analyses based on a two-
piecewise linear regression model included a knot at 250 mg/L,
and Kaplan-Meier survival plots showed significantly higher all-
cause mortality in patients with serum prealbumin below 250
mg/L than in those with serum prealbumin above this threshold
(P < 0.001, Figure 2). The risk of all-cause mortality decreased
with serum prealbumin level over the threshold (HR per SD
decrease: 0.73, 95% CI: 0.64–0.82, Table 5). Risk was no longer
reduced when the serum prealbumin level was above the
threshold (HR 1.15, 95% CI: 0.87–1.53).
Frontiers in Oncology | www.frontiersin.org 4
Sensitivity Analysis
The exclusion of patients who died 3 months prior to follow-up
did not substantially alter the results described above, suggesting
that the findings are robust (Table 3, Figure 1B). Similarly,
excluding patients with or without liver cirrhosis did not
substantially affect the results (Figures 1C, D).
DISCUSSION

This is the first epidemiological study to investigate the dose-
response association between serum prealbumin level and the
TABLE 1 | Baseline characteristics by serum prealbumin quartiles.

Characteristic Overall (n = 2,022) Serum prealbumin quartiles (mg/L) P value*

Q1 (<147, n = 501) Q2 (147~194, n = 510) Q3 (194~239, n = 502) Q4 (>239, n = 509)

Age, y 0.004
≤60 1,683 (83.2) 391 (78.0) 433 (84.9) 422 (84.1) 437 (85.9)
>60 339 (16.8) 110 (22.0) 77 (15.1) 80 (15.9) 72 (14.1)

Gender <0.001
Male 1,739 (86.0) 390 (77.8) 423 (82.9) 453 (90.2) 473 (92.9)
Female 283 (14.0) 111 (22.2) 87 (17.1) 49 (9.8) 36 (7.1)

Liver cirrhosis 0.044
No 863 (42.7) 204 (40.7) 202 (39.6) 214 (42.6) 243 (47.7)
Yes 1,159 (57.3) 297 (59.3) 308 (60.4) 288 (57.4) 266 (52.3)

Tumor number 0.067
≤3 1,887 (93.3) 455.0 (90.8) 480 (94.1) 470 (93.6) 482 (94.7)
>3 135 (6.7) 46 (9.2) 30 (5.9) 32 (6.4) 27 (5.3)

Tumor size, cm <0.001
≤5 825 (40.8) 129 (25.7) 182 (35.7) 228 (45.4) 286 (56.2)
>5 1,197 (59.2) 372 (74.3) 328 (64.3) 274 (54.6) 223 (43.8)

BCLC stage <0.001
0/A 1,282 (63.4) 272 (54.3) 312 (61.2) 339 (67.5) 359 (70.5)
B 328 (16.2) 92 (18.4) 76 (14.9) 79 (15.7) 81 (15.9)
C 412 (20.4) 137 (27.3) 122 (23.9) 84 (16.7) 69 (13.6)

Tumor capsule 0.133
Complete 1,289 (63.7) 316 (63.1) 313 (61.4) 314 (62.5) 346 (68.0)
Incomplete 733 (36.3) 185 (36.9) 197 (38.6) 188 (37.5) 163 (32.0)

HBsAg <0.001
Negative 226 (11.2) 29 (5.8) 47 (9.2) 69 (13.7) 81 (15.9)
Positive 1,796 (88.8) 472 (94.2) 463 (90.8) 433 (86.3) 428 (84.1)

ALB, g/L <0.001
≤35 217 (10.7) 153 (30.5) 33 (6.5) 19 (3.8) 12 (2.4)
>35 1,805 (89.3) 348 (69.5) 477 (93.5) 483 (96.2) 497 (97.6)

AST, U/L <0.001
≤40 1,082 (53.5) 181 (36.1) 253 (49.6) 300 (59.8) 348 (68.4)
>40 940 (46.5) 320 (63.9) 257 (50.4) 202 (40.2) 161 (31.6)

ALT, U/L 0.290
9≤40 1,198 (59.2) 283 (56.5) 305 (59.8) 293 (58.4) 317 (62.3)
>40 824 (40.8) 218 (43.5) 205 (40.2) 209 (41.6) 192 (37.7)

TBIL, mmol/L <0.001
≤21 1,812 (89.6) 421 (84.0) 459 (90.0) 465 (92.6) 467 (91.7)
>21 210 (10.4) 80 (16.0) 51 (10.0) 37 (7.4) 42 (8.3)

Child-Pugh <0.001
A 1,974 (97.6) 470 (93.8) 505 (99.0) 493 (98.2) 506 (99.4)
B 48 (2.4) 31 (6.2) 5 (1.0) 9 (1.8) 3 (0.6)

AFP, ng/ml <0.001
≤400 1,174 (58.1) 252 (50.3) 289 (56.7) 304 (60.6) 329 (64.6)
>400 848 (41.9) 249 (49.7) 221 (43.3) 198 (39.4) 180 (35.4)
January 2021 | Volume 10 | Articl
Data are n (%). Q, quartile; AFP, alpha-fetoprotein; ALB, serum albumin; ALT, alanine transaminase; AST, aspartate aminotransferase; BCLC, Barcelona Clinic Liver Cancer; HBsAg,
hepatitis B surface antigen; TBIL, total bilirubin.
*Pearson’s chi-squared test or Fisher’s exact test, P value < 0.05 indicates a significant difference between quartiles.
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risk of all-cause mortality after hepatectomy in patients with
HCC. In our large cohort study, we demonstrate that serum
prealbumin level is independently associated with the risk of all-
cause mortality. The association between serum prealbumin level
and all-cause mortality was non-linear: among patients with
serum prealbumin below 250 mg/L, risk fell by 27% per SD
increase of 69.8 mg/L.

Although some studies have shown that serum prealbumin is
associated with the prognosis of HCC patients after hepatectomy
(16, 17), no study assessed its association with the risk of all-
cause mortality. After controlling for potential confounders,
quadratic terms for serum prealbumin in the Cox proportional
hazard models suggested a linear association between serum
prealbumin and all-cause mortality. However, RCS analysis
showed the association to be non-linear. These findings were
not substantially affected by potential confounding from
premature death or presence of liver cirrhosis. The findings of
Frontiers in Oncology | www.frontiersin.org 5
this study suggest that lower levels of serum prealbumin might be
associated with increased risk of all-cause mortality in HCC
patients in a non-linear manner.

Since the reference values for what is considered a “normal”
serum prealbumin level vary considerably, investigating the
appropriate cut-off value of prealbumin for each particular
type of cancer is important for predicting OS. Serum
prealbumin level using a cut-off value of 170 mg/L could
predict long-term OS after hepatectomy for patients with
HCC (17) . We have previously shown that serum
prealbumin <182 mg/L is associated with poor prognosis
based on maximally selected rank statistics, and therefore we
consider serum prealbumin levels ≥182 mg/L as normal.
However, the lower limit of the normal reference range is
200 mg/L in many hospitals (16, 18). Based on the non-linear
effects of the serum prealbumin in our study, a serum
prealbumin level over 250 mg/L may be considered safe. In
TABLE 2 | Risk of mortality associated with serum prealbumin*.

Variables HR (95% CI) P value

Age, y (>60 vs ≤60) 1.10 (0.92–1.32) 0.299
Sex (F vs M) 0.81 (0.66–1.01) 0.061
Liver cirrhosis (Yes vs No) 1.09 (0.95–1.26) 0.234
Tumor number (>3 vs ≤3) 2.20 (1.75–2.78) <0.001
Tumor size,cm (>5 vs ≤5) 2.31 (1.98–2.70) <0.001
BCLC stage
B vs 0/A 1.93 (1.60–2.33) <0.001
C vs 0/A 3.97 (3.39–4.66) <0.001

Capsule (Incomplete vs Complete) 1.88 (1.63–2.16) <0.001
HBsAg (Positive vs Negative) 1.04 (0.83–1.29) 0.755
ALB, g/L (>35 vs ≤35) 0.64 (0.52–0.79) <0.001
AST, U/L (>40 vs ≤40) 1.99 (1.73–2.29) <0.001
ALT, U/L (>40 vs ≤40) 1.32 (1.14–1.51) <0.001
TBIL, mmol/L (>21 vs ≤21) 1.07 (0.85–1.34) 0.588
Child-Pugh B vs A 1.52 (1.01–2.28) 0.043
AFP, ng/ml (>400 vs ≤400) 1.48 (1.29–1.71) <0.001
January 2021 | Volume 10 | Article
Data are HR (95% CI), unless otherwise specified.
*HRs for risk of all-cause mortality, and the corresponding 95% CIs were calculated by Cox proportional hazards regression model.
TABLE 3 | Risk of mortality associated with serum prealbumin.

Serum prealbumin quartiles (mg/L) Per-SD P for trend*

Q1 (<147) Q2 (147~194) Q3 (194~239) Q4 (>239)

All patients
Case 501 510 502 509 2,022 –

No. of death 259 (51.7%) 209 (41.0%) 176 (35.1%) 146 (28.7%) 790 (39.1%) –

Model 1† 1.00 (ref) 0.68 (0.57–0.82) 0.50 (0.41–0.60) 0.37 (0.30–0.45) 0.68 (0.63–0.73) <0.001
Model 2‡ 1.00 (ref) 0.78 (0.64–0.95) 0.66 (0.53–0.81) 0.51 (0.41–0.64) 0.77 (0.71–0.84) <0.001

Patients with OS >3 months
Case 448 476 473 486 1,883 –

No. of death 229 (51.1%) 194 (40.8%) 165 (34.9%) 138 (28.4%) 726 (38.6%) –

Model 1† 1.00 (ref) 0.70 (0.58–0.85) 0.52 (0.42–0.63) 0.38 (0.31–0.47) 0.70 (0.64–0.75) <0.001
Model 2‡ 1.00 (ref) 0.80 (0.65–0.98) 0.64 (0.52–0.80) 0.49 (0.39–0.63) 0.77 (0.71–0.84) <0.001
Data are HR (95% CI), unless otherwise specified. ref, reference; Q, quartile.
*Tests for linear trend were done by modeling the median value of each quartile to test ordered relations across quartiles of serum prealbumin.
†Adjusted for age and gender.
‡Adjusted for age, gender, tumor number, tumor size, tumor capsule, HBsAg, liver cirrhosis, AFP, ALB, AST, ALT, TBIL, Child-Pugh, and BCLC stage.
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our cohort, all-cause mortality was significantly higher among
patients with serum prealbumin below this threshold than
among patients with levels above this threshold. Under this
threshold, the risk of all-cause mortality decreased with
increasing serum prealbumin level (HR per SD decrease:
0.73, 95% CI: 0.64–0.82).

Although how prealbumin may influence the prognosis of
patients with HCC is not fully understood, a role for
immunosuppression in the development of tumors has been
widely accepted (27). Prealbumin promotes the production of
lymphocytes, with lower serum level associated with reduced
lymphocyte number, which leads to a suboptimal immune status
(28). Prealbumin is an acute-phase liver protein with a half-life of
only 2–3 days and can be used to reflect nutritional and
Frontiers in Oncology | www.frontiersin.org 6
inflammatory status as well as the liver’s ability to synthesize
protein (29). The nutritional status is closely related to
postoperative recurrence and prognosis (30). Although
albumin is more commonly used than prealbumin to detect
protein malnutrition and assess liver function in the clinic (11,
31, 32), some studies suggest that prealbumin is more sensitive
and specific (31, 33). Therefore, serum prealbumin may be a
good indicator of nutritional status and prognosis, and may be
preferable to albumin for predicting the risk of death after
curative hepatectomy for HCC.

The strengths of our study include the relatively large
cohort, relatively long follow-up, and our adjustment for
HBsAg and liver cirrhosis. Moreover, we applied an RCS
model to evaluate the dose-response relationship between
TABLE 4 | Stratified associations between serum prealbumin and all-cause mortality.

Characteristic Serum prealbumin quartiles (mg/L) P for trend* P for interaction

Q1 (<147, n = 501) Q2 (147~194, n = 510) Q3 (194~239, n = 502) Q4 (>239, n = 509)

Age, y 0.516
≤60 1.00 (ref) 0.74 (0.59–0.91) 0.59 (0.46–0.74) 0.48 (0.37–0.61) <0.001
>60 1.00 (ref) 0.90 (0.56–1.45) 0.80 (0.49–1.30) 0.48 (0.27–0.85) 0.015

Gender 0.452
Male 1.00 (ref) 0.78 (0.63–0.97) 0.64 (0.51–0.80) 0.50 (0.39–0.63) <0.001
Female 1.00 (ref) 0.68 (0.40–1.14) 0.44 (0.21–0.91) 0.21 (0.08–0.57) <0.001

Liver cirrhosis 0.883
No 1.00 (ref) 0.75 (0.55–1.03) 0.55 (0.39–0.77) 0.47 (0.33–0.67) <0.001
Yes 1.00 (ref) 0.73 (0.57–0.94) 0.62 (0.48–0.82) 0.46 (0.34–0.62) <0.001

Tumor number 0.098
≤3 1.00 (ref) 0.76(0.62–0.93) 0.58 (0.46–0.72) 0.46 (0.36–0.59) <0.001
>3 1.00 (ref) 0.62 (0.30–1.29) 0.93 (0.47–0.86) 0.51 (0.24–1.07) 0.131

Tumor size, cm 0.373
≤5 1.00 (ref) 0.60 (0.39–0.91) 0.53 (0.34–0.80) 0.43 (0.28–0.65) <0.001
>5 1.00 (ref) 0.83 (0.66–1.03) 0.67 (0.52–0.85) 0.49 (0.37–0.65) <0.001

BCLC stage 0.881
0/A 1.00 (ref) 0.76 (0.56–1.02) 0.60 (0.44–0.82) 0.50 (0.36–0.70) <0.001
B 1.00 (ref) 0.70 (0.43–1.13) 0.55 (0.35–0.87) 0.44 (0.26–0.75) 0.001
C 1.00 (ref) 0.80 (0.58–1.11) 0.65 (0.45–0.95) 0.46 (0.30–0.70) <0.001

Tumor capsule 0.303
Complete 1.00 (ref) 0.89 (0.68–1.16) 0.59 (0.44–0.79) 0.58 (0.43–0.79) <0.001
Incomplete 1.00 (ref) 0.66 (0.49–0.88) 0.63 (0.47–0.85) 0.37 (0.26–0.53) <0.001

HBsAg 0.614
Negative 1.00 (ref) 0.86 (0.39–1.87) 0.57 (0.27–1.17) 0.39 (0.19–0.81) 0.003
Positive 1.00 (ref) 0.75 (0.61–0.93) 0.60 (0.48–0.75) 0.49 (0.38–0.62) <0.001

ALB, g/L 0.595
≤35 1.00 (ref) 0.99 (0.54–1.81) 0.44 (0.20–1.00) 0.62 (0.21–1.80) 0.082
>35 1.00 (ref) 0.75 (0.61–0.92) 0.63 (0.50–0.78) 0.47 (0.37–0.59) <0.001

AST, U/L 0.559
≤40 1.00 (ref) 0.81 (0.59–1.12) 0.56 (0.40–0.79) 0.44 (0.31–0.62) <0.001
>40 1.00 (ref) 0.72 (0.56–0.93) 0.67 (0.51–0.88) 0.50 (0.36–0.69) <0.001

ALT, U/L 0.626
≤40 1.00 (ref) 0.79 (0.61–1.03) 0.56 (0.42–0.76) 0.45 (0.33–0.62) <0.001
>40 1.00 (ref) 0.70 (0.52–0.94) 0.67 (0.50–0.90) 0.48 (0.34–0.68) <0.001

TBIL, mmol/L 0.174
≤21 1.00 (ref) 0.79 (0.64–0.97) 0.60 (0.48–0.75) 0.47 (0.37–0.59) <0.001
>21 1.00 (ref) 0.49 (0.25–0.94) 0.72 (0.34–1.50) 0.47 (0.21–1.04) 0.091

AFP, ng/ml 0.962
≤400 1.00 (ref) 0.77 (0.58–1.02) 0.61 (0.45–0.82) 0.48 (0.35–0.65) <0.001
>400 1.00 (ref) 0.78 (0.59–1.03) 0.65 (0.48–0.87) 0.48 (0.34–0.68) <0.001
January
 2021 | Volume 1
Data are HR (95% CI), unless otherwise specified. ref, reference; Q, quartile.
*Tests for linear trend were done by modeling the median value of each quartile to test ordered relations across quartiles of serum prealbumin.
Adjusted for age, gender, tumor number, tumor size, tumor capsule, HBsAg, liver cirrhosis, AFP, ALB, AST, ALT, TBIL, Child-Pugh, and BCLC stage.
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FIGURE 1 | | Dose–response relationship between serum prealbumin and the risk of mortality after hepatectomy in patients with hepatocellular carcinoma. Graphs
show the hazard ratio (HR; solid red lines) and 95% confidence interval (CI, dotted blue lines) describing the association of serum prealbumin with the risk of
mortality. Cox regression analysis with a restricted cubic spline approach was conducted to allow flexible, non-linear assessment of the HR for mortality in (A) all
patients (n = 2,022), (B) patients with overall survival >3 months (n = 1,883), (C) patients with liver cirrhosis (n = 1,159), or (D) patients without liver cirrhosis
(n = 863) (all P < 0.001). All models were adjusted for age, sex, HBsAg, liver cirrhosis, tumor size and number, tumor capsule, AFP, ALB, ALT, AST, TBIL, Child-
Pugh, and BCLC stage.
FIGURE 2 | | Unadjusted Kaplan-Meier curve of overall survival according to serum prealbumin (PA) level. The graph shows the survival probability according to
serum prealbumin level in patients with a level above a threshold of 250 mg/L (blue line, n = 409) or below the threshold (red line, n = 1,613). The two groups differed
significantly in survival, based on the log-rank test. The number of patients indicated in the table is the number of patients at risk at the indicated time.
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serum prealbumin and the risk of all-cause mortality in HCC
patients. RCS models are powerful tools that can avoid the loss
of information and statistical power caused by discretization of
continuous variables (21). Nevertheless, our study has several
limitations. First, it was retrospective, and thus, incomplete
adherence to the post-resection follow-up protocol and
potential confounders for OS are inevitable. In addition,
although the multivariable analysis was adjusted for
several covariates, we were unable to control for other
unknown confounders for lack of data. For example, some
inflammatory and nutritional factors such as neutrophil-
lymphocyte ratio, platelet-lymphocyte ratio, and sarcopenia
were not assessed (10, 34, 35). This may reduce the accuracy of
our estimate of the association between serum prealbumin and
all-cause mortality. On the other hand, our results are likely to
be reliable given that they remained robust to several Cox
regression models and sensitivity analyses. Third, we did not
measure serum prealbumin in repeated samples in the same
patients at different times and thus we could not correct for
regression dilution, which could have led to underestimation of
the association between serum prealbumin and the risk of all-
cause mortality.
CONCLUSIONS

We provide evidence that serum prealbumin is non-linearly
associated with all-cause mortality after hepatectomy in HCC
patients. A serum prealbumin level under 250 mg/L is a risk
factor of all-cause mortality in HCC patients after hepatectomy.
Our results should be confirmed and extended in pooled analyses
across large prospective cohorts of HCC patients, especially in
China, where this cancer is highly prevalent.
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TABLE 5 | Threshold effect analysis of serum prealbumin on all-cause mortality.

Case No. of death (%) Per-SD

HR (95% CI) P

PA<250 g/ml
Model 1† 1,613 679 (42.1%) 0.64 (0.58–0.71) <0.001
Model 2‡ 0.73 (0.64–0.82) <0.001

PA≥250 g/ml
Model 1† 409 111 (27.1%) 1.09 (0.83–1.43) 0.533
Model 2‡ 1.15 (0.87–1.53) 0.319
January 2021 | Volume 10 | Article
PA, Prealbumin.
†Adjusted for age and gender.
‡Adjusted for age, gender, tumor number, tumor size, tumor capsule, HBsAg, liver cirrhosis, AFP, ALB, AST, ALT, TBIL, Child-Pugh, and BCLC stage.
596691

https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Huo et al. Dose–Response Between Prealbumin and Mortality
REFERENCES

1. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2018. CA Cancer J Clin (2018)
68:7–30. doi: 10.3322/caac.21442

2. Zhong JH, Ke Y, Gong WF, Xiang BD, Ma L, Ye XP, et al. Hepatic resection
associated with good survival for selected patients with intermediate and
advanced-stage hepatocellular carcinoma. Ann Surg (2014) 260:329–40.
doi: 10.1097/SLA.0000000000000236

3. Zhong JH, Ke Y, Wang YY, Li LQ. Liver resection for patients with
hepatocellular carcinoma and macrovascular invasion, multiple tumours, or
portal hypertension. Gut (2015) 64:520–1. doi: 10.1136/gutjnl-2014-308139

4. Lu SD,Wang YY, Peng NF, Peng YC, Zhong JH, QinHG, et al. Preoperative Ratio
of Neutrophils to Lymphocytes Predicts Postresection Survival in Selected Patients
With Early or Intermediate Stage Hepatocellular Carcinoma. Med (Baltimore)
(2016) 95:e2722. doi: 10.1097/MD.0000000000002722

5. Ganslmayer M, Hagel A, Dauth W, Zopf S, Strobel D, Muller V, et al. A large
cohort of patients with hepatocellular carcinoma in a single European centre:
aetiology and prognosis now and in a historical cohort. Swiss Med Wkly
(2014) 144:w13900. doi: 10.4414/smw.2014.13900

6. Cucchetti A, Ercolani G, Vivarelli M, Cescon M, Ravaioli M, La Barba G, et al.
Impact of model for end-stage liver disease (MELD) score on prognosis after
hepatectomy for hepatocellular carcinoma on cirrhosis. Liver Transpl (2006)
12:966–71. doi: 10.1002/lt.20761

7. Franssen B, Alshebeeb K, Tabrizian P, Marti J, Pierobon ES, Lubezky N, et al.
Differences in surgical outcomes between hepatitis B- and hepatitis C-related
hepatocellular carcinoma: a retrospective analysis of a single North American
center. Ann Surg (2014) 260:650–6; discussion 6-8. doi: 10.1097/
SLA.0000000000000917

8. Cornet M, Lim C, Salloum C, Lazzati A, Compagnon P, Pascal G, et al.
Prognostic value of sarcopenia in liver surgery. J Visc Surg (2015) 152:297–
304. doi: 10.1016/j.jviscsurg.2015.08.001

9. Ji F, Liang Y, Fu S, Chen D, Cai X, Li S, et al. Prognostic value of combined
preoperative prognostic nutritional index and body mass index in HCC after
hepatectomy. HPB (Oxford) (2017) 19:695–705. doi: 10.1016/j.hpb.2017.04.008

10. Voron T, Tselikas L, Pietrasz D, Pigneur F, Laurent A, Compagnon P, et al.
Sarcopenia Impacts on Short- and Long-term Results of Hepatectomy for
Hepatocellular Carcinoma. Ann Surg (2015) 261:1173–83. doi: 10.1097/
SLA.0000000000000743

11. Kuszajewski ML, Clontz AS. Prealbumin is best for nutritional monitoring.
Nursing (2005) 35:70–1. doi: 10.1097/00152193-200505000-00056

12. Bernstein L, Pleban W. Prealbumin in nutrition evaluation. Nutrition (1996)
12:255–9. doi: 10.1016/s0899-9007(96)90852-7

13. Kawai H, Ota H. Low perioperative serum prealbumin predicts early
recurrence after curative pulmonary resection for non-small-cell lung
cancer. World J Surg (2012) 36:2853–7. doi: 10.1007/s00268-012-1766-y

14. Esfahani A, Makhdami N, Faramarzi E, Asghari Jafarabadi M, Ostadrahimi A,
Ghayour Nahand M, et al. Prealbumin/CRP Based Prognostic Score, a New
Tool for Predicting Metastasis in Patients with Inoperable Gastric Cancer.
Gastroenterol Res Pract (2016) 2016:4686189. doi: 10.1155/2016/4686189

15. Mahlck CG, Grankvist K. Plasma prealbumin in women with epithelial
ovarian carcinoma. Gynecol Obstet Invest (1994) 37:135–40. doi: 10.1159/
000292542

16. Jia RR, Zhong JH, Huo RR, Su QB, Xiang X, Zhao FL, et al. Correlation between
serum prealbumin and prognosis of patients with hepatocellular carcinoma after
hepatectomy. J Surg Oncol (2019) 119:794–800. doi: 10.1002/jso.25378

17. Li JD, Xu XF, Han J, Wu H, Xing H, Li C, et al. Preoperative prealbumin level
as an independent predictor of long-term prognosis after liver resection for
hepatocellular carcinoma: a multi-institutional study. HPB (Oxford) (2019)
21:157–66. doi: 10.1016/j.hpb.2018.06.1803

18. Liao YY, Teng CL, Peng NF, Jia RR, Cui J, Chen K, et al. Serum Prealbumin is
Negatively Associated with Survival in Hepatocellular Carcinoma Patients
after Hepatic Resection. J Cancer (2019) 10:3006–11. doi: 10.7150/jca.30903

19. Zhao LP, Kolonel LN. Efficiency loss from categorizing quantitative exposures
into qualitative exposures in case-control studies. Am J Epidemiol (1992)
136:464–74. doi: 10.1093/oxfordjournals.aje.a116520
Frontiers in Oncology | www.frontiersin.org 9
20. Altman DG, Royston P. The cost of dichotomising continuous variables. BMJ
(2006) 332:1080. doi: 10.1136/bmj.332.7549.1080

21. Desquilbet L, Mariotti F. Dose-response analyses using restricted cubic spline
functions in public health research. Stat Med (2010) 29:1037–57. doi: 10.1002/
sim.3841

22. Lee W, Han HS, Ahn S, Yoon YS, Cho JY, Choi Y. Correlation between
Resection Margin and Disease Recurrence with a Restricted Cubic Spline
Model in Patients with Resected Hepatocellular Carcinoma. Dig Surg (2018)
35:520–31. doi: 10.1159/000485805

23. Beal EW, Tumin D, Kabir A, Moris D, Zhang XF, Chakedis J, et al. Trends in
the Mortality of Hepatocellular Carcinoma in the United States. J Gastrointest
Surg (2017) 21:2033–8. doi: 10.1007/s11605-017-3526-7

24. Grosso G, Micek A, Godos J, Pajak A, Sciacca S, Galvano F, et al. Dietary
Flavonoid and Lignan Intake and Mortality in Prospective Cohort Studies:
Systematic Review and Dose-Response Meta-Analysis. Am J Epidemiol (2017)
185:1304–16. doi: 10.1093/aje/kww207

25. Vieth E. Fitting piecewise linear regression functions to biological responses.
J Appl Physiol (1985) (1989) 67:390–6. doi: 10.1152/jappl.1989.67.1.390

26. Nakamura T. BMDP program for piecewise linear regression. Comput
Methods Programs Biomed (1986) 23:53–5. doi: 10.1016/0169-2607(86)
90080-5

27. Qi Q, Geng Y, Sun M, Wang P, Chen Z. Clinical implications of systemic
inflammatory response markers as independent prognostic factors for
advanced pancreatic cancer. Pancreatology (2015) 15:145–50. doi: 10.1016/
j.pan.2014.12.004

28. Delhem N, Carpentier A, Morales O, Miroux C, Groux H, Auriault C, et al.
Regulatory T-cells and hepatocellular carcinoma: implication of the regulatory
T lymphocytes in the control of the immune response. Bull Cancer (2008)
95:1219–25. doi: 10.1684/bdc.2008.0761

29. Li B, Liu HY, Guo SH, Sun P, Gong FM, Jia BQ. Impact of early enteral and
parenteral nutrition on prealbumin and high-sensitivity C-reactive protein
after gastric surgery. Genet Mol Res (2015) 14:7130–5. doi: 10.4238/
2015.June.29.6

30. Meng J, Zhong J, Zhang H, Zhong W, Huang Z, Jin Y, et al. Pre-, peri-, and
postoperative oral administration of branched-chain amino acids for primary
liver cancer patients for hepatic resection: a systematic review. Nutr Cancer
(2014) 66:517–22. doi: 10.1080/01635581.2013.780628

31. Devoto G, Gallo F, Marchello C, Racchi O, Garbarini R, Bonassi S, et al.
Prealbumin serum concentrations as a useful tool in the assessment of
malnutrition in hospitalized patients. Clin Chem (2006) 52:2281–5.
doi: 10.1373/clinchem.2006.080366

32. Beck FK, Rosenthal TC. Prealbumin: a marker for nutritional evaluation. Am
Fam Phys (2002) 65:1575–8.

33. Collins N. The difference between albumin and prealbumin. Adv Skin Wound
Care (2001) 14:235–6. doi: 10.1097/00129334-200109000-00009

34. Zhao Z, Liu J, Wang J, Xie T, Zhang Q, Feng S, et al. Platelet-to-lymphocyte
ratio (PLR) and neutrophil-to-lymphocyte ratio (NLR) are associated with
chronic hepatitis B virus (HBV) infection. Int. Immunopharmacol (2017)
51:1–8. doi: 10.1016/j.intimp.2017.07.007

35. Wang Y, Peng C, Cheng Z, Wang X, Wu L, Li J, et al. The prognostic
significance of preoperative neutrophil-lymphocyte ratio in patients with
hepatocellular carcinoma receiving hepatectomy: A systematic review and
meta-analysis. Int J Surg (2018) 55:73–80. doi: 10.1016/j.ijsu.2018.05.022

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2021 Huo, Liu, Deng, Liang, Gong, Qi, You, Xiang, Li, Ma and Zhong.
This is an open-access article distributed under the terms of the Creative Commons
Attribution License (CC BY). The use, distribution or reproduction in other forums is
permitted, provided the original author(s) and the copyright owner(s) are credited and
that the original publication in this journal is cited, in accordance with accepted
academic practice. No use, distribution or reproduction is permitted which does not
comply with these terms.
January 2021 | Volume 10 | Article 596691

https://doi.org/10.3322/caac.21442
https://doi.org/10.1097/SLA.0000000000000236
https://doi.org/10.1136/gutjnl-2014-308139
https://doi.org/10.1097/MD.0000000000002722
https://doi.org/10.4414/smw.2014.13900
https://doi.org/10.1002/lt.20761
https://doi.org/10.1097/SLA.0000000000000917
https://doi.org/10.1097/SLA.0000000000000917
https://doi.org/10.1016/j.jviscsurg.2015.08.001
https://doi.org/10.1016/j.hpb.2017.04.008
https://doi.org/10.1097/SLA.0000000000000743
https://doi.org/10.1097/SLA.0000000000000743
https://doi.org/10.1097/00152193-200505000-00056
https://doi.org/10.1016/s0899-9007(96)90852-7
https://doi.org/10.1007/s00268-012-1766-y
https://doi.org/10.1155/2016/4686189
https://doi.org/10.1159/000292542
https://doi.org/10.1159/000292542
https://doi.org/10.1002/jso.25378
https://doi.org/10.1016/j.hpb.2018.06.1803
https://doi.org/10.7150/jca.30903
https://doi.org/10.1093/oxfordjournals.aje.a116520
https://doi.org/10.1136/bmj.332.7549.1080
https://doi.org/10.1002/sim.3841
https://doi.org/10.1002/sim.3841
https://doi.org/10.1159/000485805
https://doi.org/10.1007/s11605-017-3526-7
https://doi.org/10.1093/aje/kww207
https://doi.org/10.1152/jappl.1989.67.1.390
https://doi.org/10.1016/0169-2607(86)90080-5
https://doi.org/10.1016/0169-2607(86)90080-5
https://doi.org/10.1016/j.pan.2014.12.004
https://doi.org/10.1016/j.pan.2014.12.004
https://doi.org/10.1684/bdc.2008.0761
https://doi.org/10.4238/2015.June.29.6
https://doi.org/10.4238/2015.June.29.6
https://doi.org/10.1080/01635581.2013.780628
https://doi.org/10.1373/clinchem.2006.080366
https://doi.org/10.1097/00129334-200109000-00009
https://doi.org/10.1016/j.intimp.2017.07.007
https://doi.org/10.1016/j.ijsu.2018.05.022
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Dose–Response Between Serum Prealbumin and All-Cause Mortality After Hepatectomy in Patients With Hepatocellular Carcinoma
	Highlights
	Introduction
	Methods
	Patients
	Assessment of Covariates
	Outcomes and Follow-Up
	Statistical Analysis

	Results
	Baseline Characteristics
	Cox Regression Analysis
	Subgroup Analysis
	Dose–Response Analysis
	Sensitivity Analysis

	Discussion
	Conclusions
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


