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Objectives: The primary laparoscopic approach (PLA) for T1b/T2 gallbladder cancer
(GBC) remains contradicted. We aimed to compare the perioperative and long-term
outcomes after PLA versus open approach (OA) for T1b/T2 GBC.

Methods: Patients with resected T1b/T2 GBC were selected from our hospital between
January 2011 and August 2018. Overall survival (OS), disease-free survival (DFS), and
several secondary outcomes were used to evaluate safety and effectiveness. Subgroup
analyses were performed to identify significant risk factors for OS/DFS in GBC patients
undergoing PLA/OA.

Results: A total of 114 patients who underwent OA (n = 61) or PLA (n = 53) were included
in the study. The percent of PLA cases was increased over time from 40.0% in 2011 to
70.0% in 2018 (p < 0.05). There was no significant difference in OS [hazard ratio (HR),
1.572; 95% confidence interval (CI), 0.866–2.855; p = 0.13] and DFS (HR, 1.225; 95% CI,
0.677–2.218; p = 0.49). No significance was found for intraoperative drainage placement
(p = 0.253), intraoperative blood loss (p = 0.497), operation time (p = 0.105),
postoperative hospitalization (p = 0.797), positive LNs (p = 0.494), total harvested LNs
(p = 0.067), and recurrence rates (P = 0.334). Subgroup analyses demonstrated no
significance of conversion rates after PLA (all p > 0.05). Patients undergoing PLA with
good/poor OS would have similar recurrence rates (p = 0.402). Positive LNs (p = 0.032)
and tumor differentiation (p = 0.048) were identified as risk factors for OS after PLA, while
positive LNs (p = 0.005) was identified for OS after OA. Moreover, age (p = 0.013),
gallbladder stone (p = 0.008), tumor size (p = 0.028), and positive LNs (p = 0.044) were
potential risk factors for DFS after OA.
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Conclusions: PLA for T1b/T2 GBC was comparable to OA in terms of perioperative and
long-term outcomes. Less positive LNs and well-differentiated tumors were independent
predictors for better OS after PLA, and less positive LNs were also identified for better OS
after OA. Additionally, younger age, without gallbladder stone, smaller tumor size, and less
positive LNs were potential risk factors for better DFS after OA.
Keywords: gallbladder cancer (GBC), primary laparoscopic approach, open approach, perioperative outcomes,
long-term outcomes
INTRODUCTION

Gallbladder cancer (GBC), which is the most common type of
biliary tract malignancy, has a high mortality and a poor dismal
prognosis (1–4). Due to the lack of optimal treatment, GBC is
considered as a highly lethal disease on the basis of depth and
stage of tumor invasion with a 5-year survival of advanced
tumors less than 5% (5). According to the 8th American Joint
Committee on Cancer (AJCC) Staging Manual (6), simple
cholecystectomy is selected for patients with Tis or T1a, while
extended/radical cholecystectomy, including removal of adjacent
liver parenchyma, resection of the common bile duct, and portal
lymphadenectomy, is performed on patients with a histological
stage greater than T1b (7).

With the development of advanced surgical devices and
accumulation of clinical experience, the application of the
laparoscopic approach (LA) has proved its oncologic feasibility
and safety in general surgery fields, including liver cancer,
gastric cancer, and colon cancer (8–10). Currently, LA has
also been utilized for the treatment of GBC. Previous studies
have reported favorable long-term outcomes of LA for early GBC
(11, 12). For more advanced GBC such as T1b/T2, although
several studies showed that the application of LA did not
influence the prognosis adversely on the basis of a complete
oncologic resection (13–15), there is controversy on whether to
choose the primary laparoscopic approach (PLA) or open
approach (OA) for T1b/T2 GBC patients. Moreover, they
failed to identify risk factors in patients undergoing both
two approaches.

The objective of the study was to compare the perioperative
and long-term outcomes after PLA versus OA for T1b/T2 GBC
patients. Furthermore, we also aimed to identify significant risk
factors in patients undergoing different types of resection.
MATERIALS AND METHODS

Study Population
Medical databases of consecutive patients with GBC from
January 2011 to August 2018 were retrospectively collected.
AJCC, American Joint Committee on
primary laparoscopic approach; OA,
dy mass index; DM, diabetes mellitus;
carcinoembryonic antigen; OS, overall
zard ratio; CI, confidence interval.
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Patients were selected and included in the study according
to the inclusion criteria: (1) age between 18 and 80 years;
(2) preoperative imaging diagnosis of GBC and postoperative
histopathologic confirmation of T1b/T2 GBC according to the
8th AJCC Staging Manual (6); (3) patients who underwent PLA
or OA with radical resection; (4) without other malignancies; and
(5) postoperative follow-up was available (≥3 months). Exclusion
criteria included (1) insufficient baseline data; (2) without liver
resection or lymph nodes (LNs) dissection; (3) positive resection
margin; and (4) palliative surgery.

Baseline Characteristics and Primary/
Secondary Outcomes
Patient data on baseline characteristics were collected, including
demographic data [age, gender, body mass index (BMI), smoking,
and diabetes mellitus (DM)], biliary tract disease-related data
(preoperative jaundice and gallbladder stone), tumor features
[preoperative carbohydrate antigen 19-9 (CA19-9), preoperative
carcinoembryonic antigen (CEA), tumor size, T stage, positive
LNs, total harvested LNs, and tumor differentiation], and
postoperative adjuvant treatment. Adjuvant therapy included
supportive care, chemotherapy, radiotherapy, chemoradiotherapy,
targeted therapy, immunotherapy, and traditional medicine therapy
within 3 months postoperatively.

Overall survival (OS) and disease-free survival (DFS) were the
primary outcomes of the study. We defined OS as the time from
operation for GBC until death or the recent follow-up.
Furthermore, DFS was calculated as the time interval between
resection for GBC and tumor recurrence/relapse or the recent
follow-up. Based on the latest outpatient medical records or
regular telephone follow-up (every 3 months in postoperative
follow-up regularly), the related follow-up data would be
obtained. The secondary outcomes included intraoperative
drainage placement, intraoperative blood loss, operation time,
and postoperative hospitalization, positive LNs, total harvested
LNs, conversion rates, and recurrence rates.

Subgroup Analysis
Considering the median OS of the OA group as a cutoff, the PLA
group was divided into “good OS” group (≥ median OS of OA)
and “poor OS” group (< median OS of OA). Subgroup analyses
using univariable (p < 0.1) and consequent multivariable (p <
0.05) logistic regression were performed to identify significant
risk factors for OS in GBC patients undergoing PLA. Similarly,
the PLA group was also divided into “good DFS” group
(≥ median DFS of OA) and “poor DFS” group (< median DFS
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of OA). Subgroup analysis was also performed to identify
potential risk factors for DFS in GBC patients undergoing
PLA, using univariable (p < 0.1) and multivariable logistic
regression (p < 0.05). We compared conversion rates after PLA
between “good OS” group and “poor OS” group, and “good DFS”
group and “poor DFS” group, respectively. Moreover, the
comparison of recurrence rates after PLA between “good OS”
group and “poor OS” group was performed.

Meanwhile, the OA group was divided into “good OS” group
(≥ median OS of PLA) and “poor OS” group (< median OS of
PLA) based on the cutoff of the median OS of the PLA group.
Subgroup analyses using univariable (p < 0.1) and consequent
multivariable (p < 0.05) logistic regression were performed to
identify significant risk factors for OS in GBC patients
undergoing OA. Similarly, the OA group was also divided into
“good DFS” group (≥ median DFS of PLA) and “poor DFS”
group (< median DFS of PLA). Furthermore, subgroup analysis
was also performed to identify potential risk factors for DFS in
GBC patients undergoing OA, using univariable (p < 0.1) and
multivariable logistic regression (p < 0.05). We further compared
recurrence rates after OA between “good OS” and “poor
OS” group.

Statistical Analysis
Categorical variables were reported as frequency and percentage,
and continuous variables were reported as median and range or
means and standard deviations. Categorical variables were
assessed between two groups by the c2 test, and continuous
variables were compared and analyzed by the Wilcoxon rank-
sum test or Student’s t-test. Kaplan–Meier survival analysis was
conducted to analyze the difference in OS and DFS between two
groups. All analyses were performed by SPSS version 20.0 (IBM
SPSS, Inc., Chicago, IL) and R version 4.0.4 (R Foundation for
Statistical Computing, Vienna, Austria) with the “survival”
package. p < 0.05 was considered statistically significant.
Frontiers in Oncology | www.frontiersin.org 3
RESULTS

Medical databases of 181 consecutive GBC patients were
obtained. After excluding patients aged >80 (n = 4), with non-
T1b/T2 tumors (n = 52, [3 T1a + 49 T3]), with follow-up less
than 3 months (n = 1), and with insufficient data (n = 10), a total
of 114 GBC patients, consisting of 61 patients in the OA group
(n =61) and 53 patients in the PLA group (n = 53), were included
in the study (Figure 1).

PLA Cases Over Time
The percent of PLA cases for T1b/T2GBC was increased over
time from 40.0% in 2011 to 70.0% in 2018 (p < 0.05) (Figure 2).
Specifically, the PLA percent was started with 40.0% in 2011, and
then it was descended to the lowest level of 28.6% in 2013.
Between the years of 2013 and 2015, the PLA percent was
increased steadily at around 10% annually. Moreover, since
2016, the PLA percent was maintained at an unprecedented
high level of approximately 70%.

Baseline Characteristics
During the study period, 61 GBC patients received radical
resection by OA while PLA of radical resection were
performed on 53 GBC patients. The baseline characteristics
(demographic data, biliary tract disease-related data, tumor
features, and postoperative adjuvant treatment) of the 114
included GBC patients are summarized in Table 1. An
adequate balance was observed between the OA group and
PLA group for all variables (all p > 0.05).

Primary and Secondary Outcomes
PLA compared with OA demonstrated no significant benefit on
OS (hazard ratio [HR], 1.572; 95% confidence interval [CI],
0.866–2.855; p = 0.13, Figure 3) and DFS (HR, 1.225; 95% CI,
0.677–2.218; p = 0.49, Figure 4). In addition, the number of
FIGURE 1 | A flow diagram of the included patients. GBC, gallbladder cancer; OA, open approach; PLA, primary laparoscopic approach.
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intraoperative drainage placement was less after PLA, but no
significant difference was observed between both groups (PLA
1.3 vs. OA 1.4, p = 0.253, Figure 5A). PLA would not cause
significantly more intraoperative blood loss (PLA 257.0 ml vs.
OA 256.2 ml, p = 0.497, Figure 5B) and would not take longer
operations time (PLA 238.4 min vs. OA 215.7 min, p = 0.105,
Frontiers in Oncology | www.frontiersin.org 4
Figure 5C) in GBC patients. Patients undergoing PLA had less
postoperative hospitalization than OA, although there was no
significant difference between PLA and OA groups (PLA 10.4
days vs. OA 11.3 days, p = 0.797, Figure 5D). As for LN yield, no
significant difference was demonstrated in the number of positive
LNs (PLA 0 vs. OA 0, p = 0.494, Figure 5E) and total harvested
LNs (PLA 7 vs. OA 8, p = 0.067, Figure 5F). Meanwhile, no
significance was shown in recurrence rates between the PLA
group and OA group (PLA 56.6% vs. OA 47.5%, p = 0.334,
Figure S1A).

Subgroup Analysis
The exploratory subgroup analysis was performed to identify
potential risk factors for OS in GBC patients undergoing PLA
(n = 53) (Table 2). On the basis of univariable analysis, three
variables with a p value less than 0.1, including smoking (p =
0.045), positive LNs (p < 0.001), and tumor differentiation (p =
0.006) were selected and taken into multivariate analysis with the
Cox proportional hazards regression model. After multivariate
analysis, two variables including positive LNs (p = 0.032) and
tumor differentiation (p = 0.048) were identified as the
independent risk factors for OS after PLA. The potential risk
TABLE 1 | Baseline characteristics of the included GBC patients.

Variables All patients (n = 114) OA group (n = 61) PLA group (n = 53) p value

Demographic data
Age (years) 62 (39–79) 64 (39–79) 61 (48–77) 0.674
Gender ratio (male: female) 32: 82 14: 47 18: 35 0.192
BMI ≥ 25 kg/m2 41 (36.0) 27 (44.3) 14 (26.4) 0.053
Smoking 7 (6.1) 5 (8.2) 2 (3.8) 0.327
DM 6 (5.3) 3 (4.9) 3 (5.7) 0.859

Biliary tract disease-related data
Preoperative jaundice 0 0 0 –

Gallbladder stone 47 (41.2) 29 (47.5) 18 (34.0) 0.142
Tumor features
Preoperative CA19-9 (≤37 U/ml) 85 (74.6) 46 (75.4) 39 (73.6) 0.823
Preoperative CEA (≤5 ng/ml) 99 (86.8) 55 (90.2) 44 (83.0) 0.260
Tumor size (cm) 0.123
≤1 22 (19.3) 16 (26.2) 6 (11.3)
1–3 57 (50.0) 27 (44.3) 30 (56.6)
>3 35 (30.7) 18 (29.5) 17 (32.1)
T stage 0.597
T1b 8 (7.0) 5 (8.2) 3 (5.7)
T2 106 (93.0) 56 (91.8) 50 (94.3)
Positive LNs 0 (0–6) 0 (0–5) 0 (0–6) 0.494
Total harvested LNs 7 (1–42) 8 (1–42) 6 (1–16) 0.067
Tumor differentiation 0.505
Well 54 (47.4) 32 (52.5) 22 (41.5)
Moderately 23 (20.2) 11 (18.0) 12 (22.6)
Poorly 37 (32.5) 18 (29.5) 19 (35.8)

Postoperative adjuvant treatment 0.131
Supportive care 76 (66.7) 46 (75.4) 30 (56.6)
Chemotherapy 11 (9.6) 3 (4.9) 8 (15.1)
Radiotherapy 2 (1.8) 0 (0) 2 (3.8)
Chemoradiotherapy 21 (18.4) 10 (16.4) 11 (20.8)
Targeted therapy 1 (0.9) 0 (0) 1 (1.9)
Immunotherapy 0 (0) 0 (0) 0 (0)
Traditional medicine therapy 3 (2.6) 2 (3.3) 1 (1.9)
O
ctober 2021 | Volume 11 | Article
GBC, gallbladder cancer; OA, open approach; PLA, primary laparoscopic approach; BMI, body mass index; DM, diabetes mellitus; CA19-9, carbohydrate antigen 19-9; CEA,
carcinoembryonic antigen; LNs, lymph nodes.
FIGURE 2 | Percent of PLA cases over time for GBC. GBC, gallbladder
cancer; OA, open approach; PLA, primary laparoscopic approach.
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factors for DFS in GBC patients undergoing PLA (n = 30) were
also identified (Table 3). After univariable analysis, two variables
including positive LNs (p = 0.065) and tumor differentiation (p =
0.069) were taken into multivariate analysis. However, both two
variables had no significant difference on DFS of GBC patients
after PLA. Moreover, as for the conversion rates after PLA, there
was no significant difference between “good OS” group and
“poor OS” group (good OS 18.2% vs. poor OS 26.2%, p =
0.583, Figure S2A), and between “good DFS” group and “poor
DFS” group (good DFS 18.2% vs. poor DFS 26.3%, p = 0.612,
Figure S2B). Meanwhile, patients undergoing PLA with good OS
would not have significantly lower recurrence rates than those
with poor OS (good OS 45.5% vs. poor OS 59.5%, p = 0.402,
Figure S1B).

In the OA group (n = 61), another subgroup analysis was also
conducted to identify potential risk factors for OS in GBC
patients (Table S1). After univariable analysis, two variables
with a p value less than 0.1, including preoperative CEA (p =
0.066) and positive LNs (p = 0.039) were selected for the
consequent multivariate analysis. Moreover, positive LNs (p =
0.005) were identified as the independent risk factor for OS after
OA. Additionally, we identified potential risk factors for DFS in
patients undergoing OA (Table S2). Based on the univariable
analysis, four variables consisting age (p = 0.005), gallbladder
stone (p = 0.046), tumor size (p = 0.015), and positive LNs (p =
0.057) were entered into multivariate analysis. Consequently, age
Frontiers in Oncology | www.frontiersin.org 5
(p = 0.013), gallbladder stone (p = 0.008), tumor size (p = 0.028),
and positive LNs (p = 0.044) were identified as potential risk
factors for DFS in GBC patients. Notably, patients after OA in
the “good OS” group would have significantly lower recurrence
rates than those in the “poor OS” group (good OS 37.2% vs. poor
OS 72.2%, p = 0.013, Figure S1C).
DISCUSSION

In this study, PLA was not inferior to OA regarding OS, DFS,
intraoperative drainage placement, intraoperative blood loss,
operation time, postoperative hospitalization, number of
positive LNs, number of total harvested LNs, and recurrence
rates. Moreover, subgroup analyses identified that less positive
LNs and well-differentiated tumors were independent predictors
for better OS after PLA, and less positive LNs were also identified
for better OS after OA. Additionally, younger age, without
gallbladder stone, smaller tumor size, and less positive LNs
were potential risk factors for better DFS after OA.

PLA was not recommended for T1b/T2 GBC patients based
on the previous Japanese Association of Biliary Surgery
Guidelines (16). Notably, tumor exposure and implantation
may happen during the intraoperative procedure, which was
caused by the high risk of gallbladder perforation and bile
spillage. Moreover, port-site recurrences after PLA were
FIGURE 3 | A comparison of overall survival of primary outcomes after OA or PLA in GBC patients. OA, open approach; PLA, primary laparoscopic approach;
GBC, gallbladder cancer.
October 2021 | Volume 11 | Article 758319
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FIGURE 4 | A comparison of disease-free survival of primary outcomes after OA or PLA in GBC patients. OA, open approach; PLA, primary laparoscopic approach;
GBC, gallbladder cancer.
A B C

D E F

FIGURE 5 | Comparisons of secondary outcomes after OA or PLA in GBC patients. The difference of (A) intraoperative drainage placement, (B) intraoperative blood
loss, (C) operation time, (D) postoperative hospitalization, (E) positive LNs, and (F) total harvested LNs. OA, open approach; PLA, primary laparoscopic approach;
GBC, gallbladder cancer; LNs, lymph nodes.
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reported in GBC patients due to the technical shortcomings
including nonuse of retrieval bags and poor surgeon-related
operation skills (17). Meanwhile, PLA was not primarily
chosen for GBC regarding the safety and feasibility of the
approach. However, with the surgical techniques developed,
similar oncological outcomes may be achieved in both of the
PLA and OA for gastric carcinoma (18), colorectal carcinoma
(19), and GBC patients (14).

Significant progress was achieved in laparoscopic resection
for GBC in the year of 2011, which was approximately the
turning point of the new approach (20). Laparoscopic resection
for GBC is technically challenging, which requires advanced
laparoscopic skills, especially when performing segment IVb/V
resection or wedge resection with a complete lymphadenectomy
for T2 GBC (21). There are concerns that LA may not meet the
standards of OA, leading to inadequate resection, tumor cell
dissemination, and poor prognosis of GBC (22). However,
laparoscopic liver resection, including major and minor
hepatectomy, has been confirmed feasible (8). Moreover,
Agarwal et al. (13) concluded that an R0 resection with
Frontiers in Oncology | www.frontiersin.org 7
lymphadenectomy could be accomplished in T1b-T3 GBC
patients without gallbladder perforation and bile spillage.
Notably, developments in laparoscopic surgical instrumentation
and technical innovation have contributed to the appropriate
quality of extended resection for T1b/T2 GBC (23–25).
Hepatectomy was performed to facilitate R0 resection by using
preoperative three-dimensional reconstruction (26), intraoperative
ultrasonography guidance (27), and intraoperative laparoscopic
Glissonian approach (28). Although there is no consensus about
lymphadenectomy extension for T1b/T2 GBC, hepatoduodenal
ligament LN resection with and without extraregional LN
dissection are recommended for T1b/T2 GBC patients,
respectively (29, 30).

One of the strongest predictors among GBC patients is the
regional LN status (31), and patients have worse prognosis with
an increasing number of positive LNs. The study identified that
the potential risk factor for OS in T1b/T2 GBC patients
undergoing PLA was the number of positive resected LNs. The
8th AJCC staging recommended that at least six LNs should be
harvested and evaluated (32, 33), and PLA is similar to OA with
TABLE 2 | Potential risk factors for OS in GBC patients undergoing PLA based on univariable and multivariable analyses.

Variables Poor OS (n = 42) Good OS (n = 11) Univariable analysis Multivariable analysis

HR [95%CI] p value HR [95%CI] p value

Demographic data
Age (years) 61.5 (48–77) 53 (48–72) 1.001 [0.956–1.048] 0.966
Gender ratio (male: female) 15:27 3: 8 1.262 [0.517–3.076] 0.609
BMI ≥ 25 kg/m2 11 (26.2) 3 (27.3) 1.104 [0.429–2.842] 0.838
Smoking 2 (4.8) 0 4.673 [1.032–21.159] 0.045* 1.706 [0.309–9.408] 0.540
DM 3 (7.1) 0 1.186 [0.157–8.962] 0.869

Biliary tract disease-related data
Preoperative jaundice 0 0 – –

Gallbladder stone 16 (38.1) 2 (18.2) 0.687 [0.252–1.869] 0.462
Tumor features
Preoperative CA19-9 (≤37 U/ml) 31 (73.8) 8 (72.7) 0.566 [0.236–1.356] 0.202
Preoperative CEA (≤5 ng/ml) 36 (85.7) 8 (72.7) 0.619 [0.241–1.588] 0.318
Tumor size (cm) 0.998 [0.508–1.961] 0.995
≤1 5 (11.9) 1 (9.1)
1–3 25 (59.5) 5 (45.5)
>3 12 (28.6) 5 (45.5)
T stage – –

T1b 3 (7.1) 0
T2 39 (92.9) 11 (100)
Positive LNs 0.691 ± 1.554 0.273 ± 0.647 1.531 [1.215–1.929] <0.001* 1.349 [1.027–1.772] 0.032*
Total harvested LNs 7.476 ± 3.776 5.273 ± 4.245 1.026 [0.922–1.141] 0.644
Tumor differentiation 2.080 [1.233–3.510] 0.006* 1.771 [1.006–3.120] 0.048*
Well 14 (33.3) 8 (72.7)
Moderately 10 (23.8) 2 (18.2)
Poorly 18 (42.9) 1 (9.1)

Postoperative adjuvant treatment 0.989 [0.741–1.320] 0.938
Supportive care 23 (54.8) 7 (63.6)
Chemotherapy 8 (19.0) 0
Radiotherapy 0 2 (18.2)
Chemoradiotherapy 9 (21.4) 2 (18.2)
Targeted therapy 0 0
Immunotherapy 1 (2.4) 0
Traditional medicine therapy 1 (2.4) 0
October 2
021 | Volume 11 | Article
OS, overall survival; GBC, gallbladder cancer; PLA, primary laparoscopic approach; HR, hazards ratio; CI, confidence interval; BMI, body mass index; DM, diabetes mellitus; CA19-9,
carbohydrate antigen 19-9; CEA, carcinoembryonic antigen; LNs, lymph nodes.
*The bold values meant P < 0.05, indicating significant difference.
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respect to the resection of total LNs in the present study. After
achieving a systematic and complete resection, the accurate
prediction of the prognosis of T1b/T2 GBC patients is
associated with the LN staging, which is based on the number
of positive ones (34, 35). Tumor immune responses would be the
mechanism for the number of positive LNs affecting prognosis of
GBC after surgery. Similar to colorectal cancer (36), the benefits
associated with less positive LNs may reflect weaker effects of LN
micrometastasis and higher host lymphocytic response to the
GBC, which meant that more infiltrating dendritic cells
correlated with fewer further metastasis to LNs. Moreover,
dendritic cells were found to significantly correlate with OS
(37). Besides the assessment of LN status after dissection,
further improvement in identifying positive LNs from
preoperative imaging and increasing the number of positive/
total resected LNs is required for better OS for T1b/T2
GBC patients.

Tumor differentiation is another potential risk factor for long-
term outcomes in T1b/T2 GBC patients undergoing PLA.
Histological tumor differentiation represents the biological
Frontiers in Oncology | www.frontiersin.org 8
characteristics of GBC which tend to positively correlate with
tumor aggressiveness. Compared with poorly and moderately
differentiated GBC, well-differentiated GBC usually have a
glandular structure with less cellular density (38), in which
patient pericholecystic infiltration and regional LN enlargement
are infrequently observed, leading to poor prognosis. Several
studies used tumor differentiation to predict long-term
outcomes in GBC patients (39, 40). For example, a nomogram
was developed and validated based on clinicopathological factors,
such as tumor differentiation, to predict 1-, 3-, and 5-year OS in
resected GBC patients (39). Notably, Min et al. (41) have
found that the apparent diffusion coefficient value on diffusion-
weighted magnetic resonance imaging was significantly
associated with tumor differentiation and long-term outcomes
after surgery. Despite that tumor differentiation is based on the
histopathological results currently, diffusion-weighted magnetic
resonance imaging may be utilized for preoperative prediction for
tumor differentiation.

There are an increasing number of studies comparing the
outcomes of laparoscopic and open radical surgery for GBC
TABLE 3 | Potential risk factors for DFS in GBC patients undergoing PLA based on univariable and multivariable analyses.

Variables Poor DFS (n = 19) Good DFS (n = 11) Univariable analysis Multivariable analysis

HR [95%CI] p value HR [95%CI] p value

Demographic data
Age (years) 61 (48–77) 62 (48–76) 1.008 [0.962–1.057] 0.728
Gender ratio (male: female) 6: 13 6: 5 0.744 [0.301–1.836] 0.520
BMI ≥ 25 kg/m2 6 (31.6) 2 (18.2) 1.215 [0.463–3.191] 0.692
Smoking 1 (5.3) 1 (9.1) 1.855 [0.420–8.188] 0.414
DM 2 (10.5) 0 1.040 [0.136–7.927] 0.970

Biliary tract disease-related data
Preoperative jaundice 0 0 – –

Gallbladder stone 6 (31.6) 3 (27.3) 0.900 [0.326–2.486] 0.839
Tumor features
Preoperative CA19-9 (≤37 U/ml) 13 (68.4) 6 (54.5) 0.943 [0.384–2.317] 0.899
Preoperative CEA (≤5 ng/ml) 15 (78.9) 8 (72.7) 0.875 [0.335–2.288] 0.785
Tumor size (cm) 0.938 [0.476–1.852] 0.855
≤1 1 (5.3) 1 (9.1)
1–3 12 (63.2) 5 (45.5)
>3 6 (31.6) 5 (45.5)
T stage – –

T1b 0 0
T2 19 (100.0) 11 (100.0)
Positive LNs 0 (0–6) 0 (0–2) 1.275 [0.985–1.649] 0.065* 1.178 [0.892–1.557] 0.248
Total harvested LNs 6 (2–16) 4 (1–13) 1.079 [0.974–1.196] 0.143
Tumor differentiation 1.749 [0.958–3.193] 0.069* 1.564 [0.826–2.962] 0.170
Well 3 (15.8) 5 (45.5)
Moderately 3 (15.8) 4 (36.4)
Poorly 13 (68.4) 2 (18.2)

Postoperative adjuvant treatment 0.900 [0.644–1.259] 0.540
Supportive care 9 (47.4) 7 (63.6)
Chemotherapy 6 (31.6) 0
Radiotherapy 0 1 (9.1)
Chemoradiotherapy 4 (21.1) 3 (27.3)
Targeted therapy 0 0
Immunotherapy 0 0
Traditional medicine therapy 0 0
October 2
021 | Volume 11 | Article
DFS, disease-free survival; GBC, gallbladder cancer; PLA, primary laparoscopic approach; HR, hazards ratio; CI, confidence interval; BMI, body mass index; DM, diabetes mellitus; CA19-9,
carbohydrate antigen 19-9; CEA, carcinoembryonic antigen; LNs, lymph nodes.
*The bold values meant P < 0.1, indicating significant difference.
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patients. Although a latest Chinese single-center study concluded
that LA had comparable intraoperative, perioperative, and survival
outcomes with OA for incidental GBC patients of T1b/T2, it
merely included 50 patients, which meant the sample size was too
small to convince surgeons to decide the optimal approach
preoperatively (42). Another retrospective study (43) conducted
by Hamad et al. demonstrated that GBC patients undergoing
radical resection had similar rates of harvested LNs regardless of
the operation approach, but the study also included patients before
2011 and no definite surgical strategy was provided. What is more,
a meta-analysis, which included seven comparative studies and
eight non-comparative studies, confirmed that LA was safe and
feasible with comparable operation-related and survival outcomes
for T1b/T2 GBC (44). However, different from previous studies,
the current study focused on comparing PLA with OA for GBC
patients after the year 2011, which is the year of technological
innovation, and identifying which patients may benefit most from
operation approaches.

The study has several limitations that need to be considered.
First, this is a single and retrospective study, whose sample size is
too small to provide a high-level evidence. As the baseline
characteristics of included patients are balanced between PLA
and OA groups, the drawbacks may be partly avoided.
Additionally, the specific hepatectomy strategy for T2 GBC
patients was not distinguished for further analysis in the study.
Whether to choose wedge resection or the more radical segment
IVb/V resection for T2 GBC patients remains controversial, and
surgeons should rely on surgical skills and patients’ medical
records to choose the optimal approach (21). Besides, the study
did not concern intraoperative complications (bile duct injury,
air embolus, electrolyte/glucose abnormalities, hemodynamic
instability, respiratory compromise, and renal dysfunction) and
postoperative complications (infection, bile leakage, bleeding,
and liver dysfunction), owing that it was focused on exploring
and comparing the prognosis of the primary surgical approach
for T1b/T2 GBC patients. Therefore, multicenter retrospective or
even prospective studies of large sample size should be
performed to compare the outcomes of LA and OA for T1b/
T2 GBC patients; meanwhile, subgroup analysis of PLA and pure
LA would be considered.

In conclusion, PLA was not inferior to OA regarding
perioperative outcomes, OS, and DFS for T1b/T2 GBC
patients. Less positive LNs and well-differentiated tumors were
two independent predictors for better OS after PLA, and less
positive LNs were also identified for better OS after OA.
Additionally, younger age, without gallbladder stone, smaller
tumor size, and less positive LNs were potential risk factors for
better DFS after OA.
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et al. Laparoscopy-Assisted Colectomy Versus Open Colectomy for
Treatment of non-Metastatic Colon Cancer: A Randomised Trial. Lancet
(2002) 359:2224–9. doi: 10.1016/s0140-6736(02)09290-5

11. Yoon YS, Han HS, Cho JY, Choi Y, Lee W, Jang JY, et al. Is Laparoscopy
Contraindicated for Gallbladder Cancer? A 10-Year Prospective Cohort
Study. J Am Coll Surg (2015) 221:847–53. doi: 10.1016/j.jamcollsurg.
2015.07.010

12. Cho JY, Han HS, Yoon YS, Ahn KS, Kim YH, Lee KH. Laparoscopic
Approach for Suspected Early-Stage Gallbladder Carcinoma. Arch Surg
(2010) 145:128–33. doi: 10.1001/archsurg.2009.261

13. Agarwal AK, Javed A, Kalayarasan R, Sakhuja P. Minimally Invasive Versus
the Conventional Open Surgical Approach of a Radical Cholecystectomy for
Gallbladder Cancer: A Retrospective Comparative Study. HPB (Oxford)
(2015) 17:536–41. doi: 10.1111/hpb.12406

14. Itano O, Oshima G, Minagawa T, Shinoda M, Kitago M, Abe Y, et al. Novel
Strategy for Laparoscopic Treatment of Pt2 Gallbladder Carcinoma. Surg
Endosc (2015) 29:3600–7. doi: 10.1007/s00464-015-4116-y

15. Shirobe T, Maruyama S. Laparoscopic Radical Cholecystectomy With Lymph
Node Dissection for Gallbladder Carcinoma. Surg Endosc (2015) 29:2244–50.
doi: 10.1007/s00464-014-3932-9

16. Kondo S, Takada T, Miyazaki M, Miyakawa S, Tsukada K, Nagino M, et al.
Guidelines for the Management of Biliary Tract and Ampullary Carcinomas:
Surgical Treatment. J Hepatobiliary Pancreat Surg (2008) 15:41–54.
doi: 10.1007/s00534-007-1279-5

17. Itano O, Watanabe T, Jinno H, Suzuki F, Baba H, Otaka H. Port Site
Metastasis of Sigmoid Colon Cancer After a Laparoscopic Sigmoidectomy:
Report of a Case. Surg Today (2003) 33:379–82. doi: 10.1007/s005950300086

18. Yu J, Huang C, Sun Y, Su X, Cao H, Hu J, et al. Effect of Laparoscopic vs Open
Distal Gastrectomy on 3-Year Disease-Free Survival in Patients With Locally
Advanced Gastric Cancer: The CLASS-01 Randomized Clinical Trial. Jama
(2019) 321:1983–92. doi: 10.1001/jama.2019.5359

19. Guerrieri M, Campagnacci R, De Sanctis A, Lezoche G, Massucco P, Summa
M, et al. Laparoscopic Versus Open Colectomy for TNM Stage III Colon
Cancer: Results of a Prospective Multicenter Study in Italy. Surg Today (2012)
42:1071–7. doi: 10.1007/s00595-012-0292-8

20. Vega EA, De Aretxabala X, Qiao W, Newhook TE, Okuno M, Castillo F, et al.
Comparison of Oncological Outcomes After Open and Laparoscopic Re-
Resection of Incidental Gallbladder Cancer. Br J Surg (2020) 107:289–300.
doi: 10.1002/bjs.11379
Frontiers in Oncology | www.frontiersin.org 10
21. Chen M, Cao J, Xiang Y, Ma X, Bai Y, Lai Q, et al. Hepatectomy Strategy for
T2 Gallbladder Cancer Between Segment IVb and V Resection and Wedge
Resection: A Propensity Score-Matched Study. Surgery (2021) 169:1304–11.
doi: 10.1016/j.surg.2020.12.039

22. Han HS, Yoon YS, Agarwal AK, Belli G, Itano O, Gumbs AA, et al.
Laparoscopic Surgery for Gallbladder Cancer: An Expert Consensus
Statement. Dig Surg (2019) 36:1–6. doi: 10.1159/000486207

23. Vega EA, Yamashita S, Chun YS, KimM, Fleming JB, Katz MH, et al. Effective
Laparoscopic Management Lymph Node Dissection for Gallbladder Cancer.
Ann Surg Oncol (2017) 24:1852. doi: 10.1245/s10434-017-5773-y

24. Palanisamy S, Patel N, Sabnis S, Palanisamy N, Vijay A, Palanivelu P, et al.
Laparoscopic Radical Cholecystectomy for Suspected Early Gall Bladder
Carcinoma: Thinking Beyond Convention. Surg Endosc (2016) 30:2442–8.
doi: 10.1007/s00464-015-4495-0

25. Castro CM, Santibañez SP, Rivas TC, Cassis NJ. Totally Laparoscopic Radical
Resection of Gallbladder Cancer: Technical Aspects and Long-Term Results.
World J Surg (2018) 42:2592–8. doi: 10.1007/s00268-018-4490-4

26. Gong Y, Tang Y, Geng Y, Zhou Y, Yu M, Huang B, et al. Comparative Safety
and Effectiveness of Ultrasound-Guided Radiofrequency Ablation Combined
With Preoperative Three-Dimensional Reconstruction Versus Surgical
Resection for Solitary Hepatocellular Carcinoma of 3-5 Cm. J Cancer (2019)
10:5568–74. doi: 10.7150/jca.32342

27. Kamiyama T, Kakisaka T, Orimo T. Current Role of Intraoperative
Ultrasonography in Hepatectomy. Surg Today (2021). doi: 10.1007/s00595-
020-02219-9

28. Zimmitti G, Vauthey JN, Shindoh J, Tzeng CW, Roses RE, Ribero D, et al.
Systematic Use of an Intraoperative Air Leak Test at the Time of Major Liver
Resection Reduces the Rate of Postoperative Biliary Complications. J Am Coll
Surg (2013) 217:1028–37. doi: 10.1016/j.jamcollsurg.2013.07.392

29. Hueman MT, Vollmer CMJr., Pawlik TM. Evolving Treatment Strategies for
Gallbladder Cancer. Ann Surg Oncol (2009) 16:2101–15. doi: 10.1245/s10434-
009-0538-x

30. Kim SH, Chong JU, Lim JH, Choi GH, Kang CM, Choi JS, et al. Optimal
Assessment of Lymph Node Status in Gallbladder Cancer. Eur J Surg Oncol
(2016) 42:205–10. doi: 10.1016/j.ejso.2015.10.013

31. Tran TB, Nissen NN. Surgery for Gallbladder Cancer in the US: A Need for
Greater Lymph Node Clearance. J Gastrointest Oncol (2015) 6:452–8.
doi: 10.3978/j.issn.2078-6891.2015.062

32. Liu GJ, Li XH, Chen YX, Sun HD, Zhao GM, Hu SY. Radical Lymph Node
Dissection and Assessment: Impact on Gallbladder Cancer Prognosis.World J
Gastroenterol (2013) 19:5150–8. doi: 10.3748/wjg.v19.i31.5150

33. Ito H, Ito K, D'Angelica M, Gonen M, Klimstra D, Allen P, et al. Accurate
Staging for Gallbladder Cancer: Implications for Surgical Therapy and
Pathological Assessment. Ann Surg (2011) 254:320–5. doi: 10.1097/
SLA.0b013e31822238d8

34. Vega EA, Vinuela E, Yamashita S, Sanhueza M, Cavada G, Diaz C, et al.
Extended Lymphadenectomy Is Required for Incidental Gallbladder Cancer
Independent of Cystic Duct Lymph Node Status. J Gastrointest Surg (2018)
22:43–51. doi: 10.1007/s11605-017-3507-x

35. TsukadaK,Kurosaki I,UchidaK, ShiraiY,OohashiY,YokoyamaN,et al. Lymph
Node Spread From Carcinoma of the Gallbladder. Cancer (1997) 80:661–7. doi:
10.1002/(SICI)1097-0142(19970815)80:4<661::AID-CNCR3>3.0.CO;2-Q

36. George S, Primrose J, Talbot R, Smith J, Mullee M, Bailey D, et al. Will Rogers
Revisited: Prospective Observational Study of Survival of 3592 Patients With
Colorectal Cancer According to Number of Nodes Examined by Pathologists.
Br J Cancer (2006) 95:841–7. doi: 10.1038/sj.bjc.6603352

37. Nakakubo Y, Miyamoto M, Cho Y, Hida Y, Oshikiri T, Suzuoki M, et al.
Clinical Significance of Immune Cell Infiltration Within Gallbladder Cancer.
Br J Cancer (2003) 89:1736–42. doi: 10.1038/sj.bjc.6601331

38. Sun Y, Tong T, Cai S, Bi R, Xin C, Gu Y. Apparent Diffusion Coefficient (ADC)
Value: A Potential Imaging Biomarker That Reflects the Biological Features of
Rectal Cancer. PloS One (2014) 9:e109371. doi: 10.1371/journal.pone.0109371

39. Chen M, Lin J, Cao J, Zhu H, Zhang B, Wu A, et al. Development and
Validation of a Nomogram for Survival Benefit of Lymphadenectomy in
Resected Gallbladder Cancer. Hepatobiliary Surg Nutr (2019) 8:480–9.
doi: 10.21037/hbsn.2019.03.02

40. Kang TW, Kim SH, Jang KM, Choi D, Ha SY, Kim KM, et al. Gastrointestinal
Stromal Tumours: Correlation of Modified NIH Risk Stratification With
October 2021 | Volume 11 | Article 758319

https://doi.org/10.2147/clep.S37357
https://doi.org/10.3978/j.issn.2304-3881.2014.09.03
https://doi.org/10.3978/j.issn.2304-3881.2014.09.03
https://doi.org/10.3322/caac.21654
https://doi.org/10.1016/s0140-6736(21)00153-7
https://doi.org/10.1245/s10434-016-5470-2
https://doi.org/10.1245/s10434-017-6025-x
https://doi.org/10.1111/hpb.12444
https://doi.org/10.1097/SLA.0b013e3181b0c4df
https://doi.org/10.1097/SLA.0b013e3181b0c4df
https://doi.org/10.1007/s00464-013-3037-x
https://doi.org/10.1016/s0140-6736(02)09290-5
https://doi.org/10.1016/j.jamcollsurg.2015.07.010
https://doi.org/10.1016/j.jamcollsurg.2015.07.010
https://doi.org/10.1001/archsurg.2009.261
https://doi.org/10.1111/hpb.12406
https://doi.org/10.1007/s00464-015-4116-y
https://doi.org/10.1007/s00464-014-3932-9
https://doi.org/10.1007/s00534-007-1279-5
https://doi.org/10.1007/s005950300086
https://doi.org/10.1001/jama.2019.5359
https://doi.org/10.1007/s00595-012-0292-8
https://doi.org/10.1002/bjs.11379
https://doi.org/10.1016/j.surg.2020.12.039
https://doi.org/10.1159/000486207
https://doi.org/10.1245/s10434-017-5773-y
https://doi.org/10.1007/s00464-015-4495-0
https://doi.org/10.1007/s00268-018-4490-4
https://doi.org/10.7150/jca.32342
https://doi.org/10.1007/s00595-020-02219-9
https://doi.org/10.1007/s00595-020-02219-9
https://doi.org/10.1016/j.jamcollsurg.2013.07.392
https://doi.org/10.1245/s10434-009-0538-x
https://doi.org/10.1245/s10434-009-0538-x
https://doi.org/10.1016/j.ejso.2015.10.013
https://doi.org/10.3978/j.issn.2078-6891.2015.062
https://doi.org/10.3748/wjg.v19.i31.5150
https://doi.org/10.1097/SLA.0b013e31822238d8
https://doi.org/10.1097/SLA.0b013e31822238d8
https://doi.org/10.1007/s11605-017-3507-x
https://doi.org/10.1002/(SICI)1097-0142(19970815)80:4%3C661::AID-CNCR3%3E3.0.CO;2-Q
https://doi.org/10.1038/sj.bjc.6603352
https://doi.org/10.1038/sj.bjc.6601331
https://doi.org/10.1371/journal.pone.0109371
https://doi.org/10.21037/hbsn.2019.03.02
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Cao et al. Surgery Strategy for T1b/T2 GBC
Diffusion-Weighted MR Imaging as an Imaging Biomarker. Eur J Radiol
(2015) 84:33–40. doi: 10.1016/j.ejrad.2014.10.020

41. Min JH, Kang TW, Cha DI, Kim SH, Shin KS, Lee JE, et al. Apparent Diffusion
Coefficient as a Potential Marker for Tumour Differentiation, Staging and
Long-Term Clinical Outcomes in Gallbladder Cancer. Eur Radiol (2019)
29:411–21. doi: 10.1007/s00330-018-5602-0

42. Regmi P, Hu HJ, Chang-Hao Y, Liu F, Ma WJ, Ran CD, et al. Laparoscopic
Surgery for Oncologic Extended Resection of T1b and T2 Incidental
Gallbladder Carcinoma at a High-Volume Center: A Single-Center
Experience in China. Surg Endosc (2020). doi: 10.1007/s00464-020-08146-7

43. Hamad A, Cloyd JM, Dillhoff M, Manilchuk A, Pawlik TM, Tsung A, et al.
Comparison of Lymph Node Evaluation and Yield Among Patients
Undergoing Open and Minimally Invasive Surgery for Gallbladder
Adenocarcinoma. Surg Endosc (2021) 35:2223–8. doi: 10.1007/s00464-020-
07635-z

44. Feng X, Cao JS, Chen MY, Zhang B, Juengpanich S, Hu JH, et al. Laparoscopic
Surgery for Early Gallbladder Carcinoma: A Systematic Review and Meta-
Analysis. World J Clin cases (2020) 8:1074–86. doi: 10.12998/wjcc.v8.i6.1074
Frontiers in Oncology | www.frontiersin.org 11
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.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.
Copyright © 2021 Cao, Wang, Zhang, Hu, Topatana, Li, Juengpanich, Lu, Cai and
Chen. 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.
October 2021 | Volume 11 | Article 758319

https://doi.org/10.1016/j.ejrad.2014.10.020
https://doi.org/10.1007/s00330-018-5602-0
https://doi.org/10.1007/s00464-020-08146-7
https://doi.org/10.1007/s00464-020-07635-z
https://doi.org/10.1007/s00464-020-07635-z
https://doi.org/10.12998/wjcc.v8.i6.1074
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

	Comparison of Outcomes After Primary Laparoscopic Versus Open Approach for T1b/T2 Gallbladder Cancer
	Introduction
	Materials and Methods
	Study Population
	Baseline Characteristics and Primary/Secondary Outcomes
	Subgroup Analysis
	Statistical Analysis

	Results
	PLA Cases Over Time
	Baseline Characteristics
	Primary and Secondary Outcomes
	Subgroup Analysis

	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material



<<
  /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


