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Aim. To compare the clinical efficacies between laparoscopic and conventional open surgery in lateral lymph node dissection
(LLND) for advanced rectal cancer. Methods. We comprehensively searched PubMed, Embase, Cochrane Library, CNKI, and
Wanfang Data and performed a cumulative meta-analysis. According to inclusion criteria and exclusion criteria, all eligible
randomized controlled trials (RCTs) or retrospective or prospective comparative studies assessing the two techniques were
included, and then a meta-analysis was performed by using RevMan 5.3 software to assess the difference in clinical and
oncological outcomes between the two treatment approaches. Results. Eight studies involving a total of 892 patients were finally
selected, with 394 cases in the laparoscopic surgery group and 498 cases in the traditional open surgery group. Compared with
the traditional open group, the laparoscopic group had a longer operative time (WMD = 81.56, 95% CI (2.09, 142.03), P = 0.008),
but less intraoperative blood loss (WMD = -452.18, 95% CI (-652.23, -252.13), P < 0.00001), shorter postoperative hospital stay
(WMD = -5.30, 95% CI (-8.42, -2.18), P =0.0009), and higher RO resection rate (OR=2.17, 95% CI (1.14, 4.15), P=0.02).
There was no significant difference in the incidence of surgical complications between the two groups (OR = 0.52, 95% CI (0.26,
1.07), P =0.08). Lateral lymph node harvest, lateral lymph node metastasis, local recurrence, 3-year overall survival, and 3-year
disease-free survival did not differ significantly between the two approaches (P > 0.05). Conclusion. Laparoscopic LLND has a
similar efficacy in oncological outcomes and postoperative complications to the conventional open surgery, with the advantages
of reduced intraoperative blood loss, shorter postoperative hospital stay, and higher RO resection rate, and tumor radical cure is
similar to traditional open surgery. Laparoscopic LLND is a safe and feasible surgical approach, and it may be used as a
standard procedure in LLND for advanced rectal cancer.

1. Introduction

Compared with colon cancer, patients with rectal cancer
often undergo local recurrence after radical surgery, which
not only affects the prognosis but also seriously threatens
the quality of life of patients. A growing evidence has sug-
gested that lateral lymph node (LLN) metastasis is a major

cause of local recurrence of advanced rectal cancer [1].
According to several multicenter studies in Japan, the inci-
dence of lateral lymph node metastasis (LLNM) in low rectal
cancer is 13.3-20.1% [2, 3]. However, in the treatment strat-
egy of LLNM, whether or not to perform lateral lymph node
dissection (LLND) is the main controversy between Western
countries and Asian countries headed by Japan. Especially in
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advanced low rectal cancer, neoadjuvant chemoradiotherapy
combined with total mesorectal excision (TME) is the stan-
dard treatment in Europe and the United States, but Japanese
guidelines for rectal cancer recommend TME combined with
LLND treatment [4].

At present, LLND usually still adopts open surgical
methods, but based on the results of several RCTs, laparo-
scopic surgery, as a minimally invasive surgery, has been
widely accepted in colon cancer surgery with oncological
outcomes comparable to those of open surgery [5, 6]. How-
ever, in rectal surgery, especially for low rectal cancer, TME
is a complex procedure in the narrow pelvis, and further-
more, TME combined with LLND requires longer operative
time and leads to more blood loss than TME alone [7].
Therefore, whether laparoscopic LLND can be used as an
alternative surgical method for LLND is still controversial,
although some short-term superior outcomes have been
reported in some studies of laparoscopic LLND versus open
LLND, such as less blood loss, reduced complication rates,
and shorter recovery periods [8-10]. However, most of these
reports are defective, such as a majority of retrospective
studies, small sample size, a lack of long-term observations,
and contradictory results between the different studies.
Therefore, laparoscopic LLND has not been well resolved
in these studies, and it remains to be determined whether
laparoscopic LLND is safe and feasible in clinical and onco-
logical outcomes.

In view of this, we conducted a meta-analysis, based on
the published literature on laparoscopic versus open LLND
in the past, to evaluate the feasibility and oncologic safety
of laparoscopic LLND, further to provide reference for clini-
cians to choose surgical approvals in the future.

2. Materials and Methods

This meta-analysis was prepared in accordance with the
recommendations from the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses (PRISMA) state-
ment [11].

2.1. Literature Search Strategy. PubMed, Cochrane Library,
Embase, CNKI, and Wanfang Data searches were compre-
hensively done on all relevant studies between 01-Jan-1990
and 10-Jun-2018 that compared laparoscopic LLND with
open LLND in patients with radical resection of rectal cancer.
Having said that the CNKI and Wanfang Data are Chinese
databases, the following MeSH terms and their combinations
were searched in [Title/Abstract]: laparoscopic, open, “rectal
neoplasm™”, “rectum neoplasm®”, “rectal tumor*”, “cancer
of rectum”, “rectal cancer®”, “rectum cancer*”, “cancer of the
rectum”, “lateral lymph node dissection”, “lateral lymph
node”, “lateral pelvic lymph node dissection”, “lateral pelvic
lymph node”, “lateral pelvic wall lymph-node dissection”,
“extended lymphadenectomy”. The related-articles function
was used to broaden the search, and the computer search
was supplemented with manual searches of the reference lists
of all retrieved studies, review articles, and conference
abstracts. All relevant articles identified were assessed, and
preestablished inclusion and exclusion criteria were applied.
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2.2. Inclusion Criteria. The following are the inclusion cri-
teria of the study: (1) The above databases were used
from 01-Jan-1990 to 10-Jun-2018 to search published lit-
erature in English or Chinese. (2) The literature included
retrospective studies, prospective RCTs, and well-designed
non-RCTs. (3) Literatures have a similar purpose, design,
and statistical methods. (4) Interventions were done for lap-
aroscopic LLND versus open LLND. (5) Pooled results can be
formulated by the statistical index, such as odds ratio (OR),
weighted mean difference (WMD), relative risk (RR), or haz-
ard ratio (HR).

2.3. Exclusion Criteria. The following are the exclusion cri-
teria for the study: (1) The sample size is too small and the
number of cases is less than 20 cases. (2) The articles could
not acquire original data or full text, or the articles were not
written in Chinese or English. (3) The literatures were pub-
lished by the same researcher or research institutes, the
most recent or most informative one was included, but
the research that subjects or observed results of studies
were different could be selected. (4) The count data or mea-
surement data of the original literature follow-up truncation
were not clear or could not be obtained by calculation. (5)
Other treatments were differently performed between two
groups during pre- and post-operation, and these treatments
probably affected the prognosis of patients.

2.4. Literature Screening, Data Extraction, and Outcomes of
Interest. The titles and abstracts of all the literatures were
carefully read and examined to exclude obviously unrelated
documents. The full text of ambiguous literature was deeply
read to determine whether it is included. Data extraction
forms were established, and information provided in the lit-
eratures was fully extracted. All steps were independently
conducted and cross-checked by three reviewers (MZOY,
ZTL, and YLJ) and resolved by discussion with adjudicating
senior authors (XQY) in case of disagreement. Data extrac-
tion tables include the following: first author, publication
year, grouping method, sample size, literature source, study
location, intervention method, operation time, intraopera-
tive blood loss, postoperative hospital stay, surgical compli-
cation rate, local recurrence rate, 3-year overall survival
rate, 3-year disease-free survival rate, and basic data of the
subjects (gender, age, etc.). The lack of information is sup-
plemented by contacting the original author by telephone
or e-mail.

2.5. Quality Assessment. We wused the modified
Newcastle-Ottawa Quality Assessment Scale (NOS) [12] to
assess the quality of the included studies. The NOS scores
were based on three main factors: method of patient selec-
tion, comparability of the study groups, and assessment of
outcome. Scores of 0-9 points were allocated to each study.
Studies achieving six or more points were considered to be
of high quality. Quality assessment was performed indepen-
dently by three authors (MZOY, ZTL, and YLJ). In case dis-
crepancies arose, articles were reexamined and consensus
was reached by discussion; the same method has been used
for data extraction.
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2.6. Statistical Processing. Meta-analysis was performed by
using RevMan 5.3 software provided by Cochrane Collabora-
tion. The statistics of the count data were expressed by OR
and 95% CI, and the statistics of the measurement data were
expressed by WMD and 95% CI. Assessment of statistical
heterogeneity between the studies was undertaken using the
x* and I” statistical tests. There was no statistical heterogene-
ity between the studies when the P value was >0.1 or I* < 50%
, and the fixed effect model was used for meta-analysis. Con-
versely, there was statistical heterogeneity between the stud-
ies when P value < 0.1 or I* >50%, and a random effects
model was used for meta-analysis. Publication bias assess-
ment was performed through Begg’s test and funnel plot rep-
resentation by using STATA SE version 12.0. A two-tailed P
value of less than 0.05 was considered statistically significant.
Sensitivity analyses of this study were performed for
high-quality studies [13-18]. For the literature providing
median and range continuity variables, the standard devia-
tion (SD) and variance were extracted using the method
described by Hozo et al. [19]. The extraction of log(HR)
and SE was carried out by using the method described by
Tierney et al. [20]. These continuity variables that only pro-
vided quartiles and mean and standard deviation which can-
not be extracted were eliminated.

2.7. Subgroup Analysis. Considering some differences
between laparoscopic surgery and robotic-assisted laparo-
scopic surgery in LLND, subgroup meta-analyses were per-
formed based on a surgical approach between laparoscopic
surgery and robotic-assisted laparoscopic surgery to explore
the potential heterogeneity and avoid the interference and
influence caused by the two different surgical methods.

3. Results

3.1. Study Selection. The study selection process is shown in
the flow-process diagram (Figure 1). 93 publications related
to the initial inspection and 21 duplicate publications were
eliminated by using EndNote X8 software combined with
manual checking. 34 were excluded after skimming through
titles and abstracts. The remaining 38 studies were fully read.
Of these, 30 publications were excluded with all kinds of rea-
sons as shown in Figure 1. Finally, eight studies [13-18, 21,
22] were included in the final analysis. Examination of the
references listed for these studies and for the review articles
did not yield any further studies for evaluation.

3.2. Characteristics and Methodological Quality of Eligible
Studies. Eight studies including 892 cases (394 cases for
laparoscopic LLND and 498 cases for open LLND) ful-
filled the predefined inclusion and exclusion criteria and
were included in the meta-analysis. Three studies had a
possible overlapping population, but were included since
they investigated different outcomes, and one of these
studies is a multicenter study. There were two prospective
non-RCT's and six retrospective studies. The study charac-
teristics, patient demographic details, selection criteria,
matching, and quality scoring for each study are shown in
Table 1.

3.3. Meta-Analysis Results

3.3.1. Operation Time. There were seven studies [14-18, 21,
22] that reported the operative time of laparoscopic and open
LLND. Statistical heterogeneity was present in this study
(P<0.00001, I*=94%) using a random effects model.
Meta-analysis showed that the operation time of the laparo-
scopic group was longer than that of the open group, and
the difference was statistically significant [WMD = 81.56,
95% CI (2.09, 142.03), P = 0.008] (Figure 2).

3.3.2. Estimated Blood Loss. There were seven studies [14-18,
21, 22] that compared the volume of intraoperative blood
loss in laparoscopic and open LLND. There was statistical
heterogeneity in the study (P < 0.00001, I* = 95%), using a
random effects model. Meta-analysis showed that the
amount of blood loss in the laparoscopic group was lower
than that in the open group, and the difference was statis-
tically significant [WMD =-452.18, 95% CI (-652.23,
-252.13), P <0.00001] (Figure 3).

3.3.3. Postoperative Hospital Stay. The length of postopera-
tive hospital stay was reported in five studies [16-18, 21,
22]. Statistical heterogeneity was found to be high
(P=0.003, I =75%), hence the random effects model was
used. Meta-analysis showed that the length of postoperative
hospital stay in the laparoscopic group after LLND was sig-
nificantly shorter than that in the open group, and the differ-
ence was statistically significant [WMD =-5.30, 95% CI
(-8.42, -2.18), P = 0.0009] (Figure 4).

3.3.4. Postoperative Complications. The incidence of postop-
erative complications was reported in six studies [14-16,
18, 21, 22]. There was significant heterogeneity between the
studies (P = 0.06, I> = 54%); thus, the random effects model
was used. There was no statistical significant difference
between the two groups in postoperative complications
[OR = 0.52, 95% CI (0.26, 1.07), P = 0.08] (Figure 5).

3.3.5. Lateral Lymph Node Harvest. Six studies [13, 15-18,
22] assessed the number of lateral lymph node harvests
among laparoscopic and open LLND. Statistical heterogene-
ity was found to be high (P < 0.00001, I* = 84%); hence, the
random effects model was used. Meta-analysis showed no
statistically significant difference in the number of lateral
lymph nodes between the laparoscopic group and the open
group [WMD=-0.28, 95% CI (-4.03, 3.46), P=0.88]
(Figure 6).

3.3.6. Lateral Lymph Node Metastasis. There were four stud-
ies [15, 17, 18, 22] that compared the positive lymph nodes in
the lateral lymph nodes obtained in the laparoscopic and
open LLND. There was no heterogeneity between the studies
(P=0.49, I> = 0%); thus, the fixed effects model was used.
Meta-analysis showed no statistically significant difference
in the rate of lateral lymph node metastasis between the
two groups [OR=1.02, 95% CI (0.66, 1.57), P=0.92]
(Figure 7).
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FiGure 1: Flow diagram of study selection.

3.3.7. RO Resection Status. Six studies [13-18] reported the RO
resection status of laparoscopic and open surgery in LLND.
There was moderate heterogeneity between the studies
(P=0.23, I> = 28%); thus, the fixed effects model was used.
Meta-analysis showed that laparoscopic LLND had a higher
RO resection rate than in the open group [OR =2.17, 95%
CI (1.14, 4.15), P = 0.02] (Figure 8).

3.3.8. Local Recurrence Rate. Four studies [14-16, 18]
reported the local recurrence rate after laparoscopic or open
LLND. Statistical homogeneity was not found in each study
(P=0.77, I* = 0%); hence, the fixed effects model was used.
There was no significant difference in the local recurrence
rate of LLND between the laparoscopic and open techniques
[OR =0.55, 95% CI (0.30, 1.01), P =0.05] (Figure 9).

3.3.9. 3-Year Owverall Survival. There were four studies
[13-15, 18] that reported the 3-year overall survival rates
after laparoscopic or open LLND. There was no heterogene-
ity between the studies (P =0.74, I* =0%); thus, the fixed
effects model was used. Meta-analysis showed no significant
difference in 3-year overall survival between laparoscopic
and open LLND [HR =1.22, 95% CI (0.44, 3.38), P=0.71]
(Figure 10).

3.3.10. 3-Year Disease-Free Survival. No heterogeneity was
found between the studies [13-15, 18] for the 3-year
disease-free survival (P=0.78, I*=0%). Meta-analysis
showed no statistically significant difference in 3-year
disease-free survival between the laparoscopic and open

approaches [HR=0.98, 95% CI (0.67, 1.41), P=0.90]
(Figure 11).

3.3.11. Publication Bias Analysis and Sensitivity Analysis.
Figure 12 shows the funnel plots included in the study for
operative time, local recurrence rate, and 3-year DFS. No
significant publication bias was observed in Begg’s test
(P >0.05).

Except for two Chinese studies, six Japanese studies
including two prospective studies and four retrospective
studies [13-18] that scored six or more points on the modi-
fied NOS were included in the sensitivity analysis (Table 2).
There was no change in the significance of any of the out-
comes except for postoperative complications, which was
shown to be significantly lower in the laparoscopic group
than in the open group (OR=38.04, 95% CI (0.15, 0.91),
P=0.03). The degree of between-study heterogeneity
decreased slightly for estimated blood loss and postopera-
tive hospital stay but not for other observed results.

3.3.12. Subgroup Analysis. The results of subgroup
meta-analysis (Table 3) showed no significant differences
between laparoscopic surgery and robotic-assisted laparo-
scopic surgery in operative time, estimated blood loss, post-
operative hospital stay, lateral lymph node harvest, lateral
lymph node metastasis, 3-year OS, and 3-year DFS. However,
after subgroup analysis in terms of RO resection status, there
were no significant differences in both laparoscopic LLND vs
open LLND and robotic-assisted laparoscopic LLND vs open
LLND, respectively. In addition, subgroup differences among
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FIGURE 2: Forest plot and meta-analysis of intraoperative operative time.
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F1GURE 3: Forest plot and meta-analysis of intraoperative blood loss.
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FIGURE 4: Forest plot and meta-analysis of postoperative hospital stay.

all outcomes between laparoscopic LLND vs open LLND and
robotic-assisted laparoscopic LLND vs open LLND were not
significant (P > 0.05).

4. Discussion

4.1. Rectal Cancer and Lateral Lymph Node Dissection. In the
radical resection of rectal cancer, there has been much con-
troversy about whether or not to conventionally perform lat-
eral lymph node dissection. However, there are increasing
evidences that LLND can benefit patients. According to

Japanese reports, even though bilateral lymph node was
defined negatively by computed tomography (CT) scanning
or magnetic resonance imaging (MRI) for the patients of
low rectal cancer, 7.4% of patients in the LLND group were
found to have LLNM [23], while the patients in whom
TME + LLND was performed had a local recurrence rate
reduced by about 50% and the 5-year survival rate of patients
with rectal cancer increased by 8-9% [7, 23, 24]. In particular,
a recent multicenter randomized controlled trial in Japan
showed that patients with preoperative stages II and III and
no lateral lymph node metastasis failed to demonstrate the
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FIGURE 5: Forest plot and meta-analysis of postoperative complications.
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FIGURE 6: Forest plot and meta-analysis of the number of lateral lymph node harvest.
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FIGURE 7: Forest plot and meta-analysis of lateral lymph node metastasis.

noninferiority of TME surgery compared with TME plus
LLND. TME + LLND can reduce the local recurrence rate,
especially the recurrence of the lateral wall [25].

4.2. Laparoscopy and Lateral Lymph Node Dissection. Com-
pared with traditional open surgery, laparoscopic surgery
has been widely used in rectal cancer surgery because of its
low intraoperative blood loss, light pain, rapid postoperative
recovery, and no obvious influence on appearance. Some
scholars believe that laparoscopy with high-resolution

magnified images and illumination systems may have certain
advantages in the treatment of LLND in patients with rectal
cancer in the deep and narrow pelvic cavity. However, con-
sidering that TME combined with LLND requires a longer
operation time and more intraoperative blood loss than does
single TME surgery [23], laparoscopic LLND is technically
challenging and difficult; thus, the most surgical approaches
of LLND in Japan are still open. Therefore, there is still no
consensus on the choice of surgical approaches for LLND.
At present, there are few studies on the clinical efficacy of
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FIGURE 8: Forest plot and meta-analysis of RO resection rate.
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FIGURE 9: Forest plot and meta-analysis of local recurrence rate.
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FiGuRre 10: Forest plot and meta-analysis of 3-year OS.

laparoscopic versus open surgery in LLND for rectal cancer.
Some of the existing studies are mostly retrospective uncon-
trolled studies, small sample size, a lack of long-term obser-
vations, and a certain discrepancy between different studies.
Therefore, whether laparoscopic LLND can be used as an
alternative surgical approach remains doubtful and requires
a higher level of evidence to demonstrate.

4.3. Perioperative Outcomes. In this study, we analyzed three
perioperative results of two surgical approaches including

operative time, intraoperative blood loss, and postoperative
hospital stay. Although the operative time of the laparoscopic
group was longer than that of the open group, the laparo-
scopic group had less intraoperative blood loss and shorter
postoperative hospital stay than the open group. These find-
ings might be attributed to a magnified and clear surgical
field offered by laparoscopy for surgeons in the narrow and
deep pelvic cavity, which facilitates accurate anatomy and
secure hemostasis. In addition, some of the advantages of
robotic-assisted laparoscopic lateral lymph node dissection
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Hazard ratio
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F1GURE 11: Forest plot and meta-analysis of 3-years DEFS.
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FIGURE 12: Begg’s funnel diagram: (a) operative time; (b) local recurrence rate; (c) 3-year DFS.

(RALLD) include free-moving multiple joint forceps,
high-quality three-dimensional imaging, and stable camera
operation, which help doctors perform a more detailed anat-
omy and achieve better visual effects in the narrow pelvis.
Laparoscopic LLND has a longer time than traditional open
surgery and has high requirements for the surgeon. However,
we believe that the surgeons’ surgical skills of laparoscopic

LLND will be improved and operative time will be shortened
through strict training.

4.4. Postoperative Complications. Postoperative complica-
tions of LLND mainly include wound infection, postopera-
tive bleeding, intestinal obstruction, anastomotic leakage,
urinary dysfunction, urinary tract infection, and sexual
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TABLE 2: Sensitivity analysis comparison of laparoscopic/robotic-assisted laparoscopic LLND and open LLND.
Outcomes of interest Studies (n) L/RL (n) O (n) WMD/OR/HR (95% CI) P value 5 Study hiterogeneit‘y
x> df I? (%) P value

Operative time (min) 5 288 280 96.98+1 (12.52-181.44) 0.02 9849 4 96 <0.00001
Estimated blood loss (ml) 5 288 280 -615.35% (-694.06 to -536.64) <0.00001 3.37 4 0 0.50
Postoperative hospital stay (days) 3 143 145 -3.40t (-5.27 to -1.53) 0.0004 170 2 0 0.43
Postoperative complications 4 203 192 0.37 (0.15-0.91) 0.03 878 3 66 0.03
Lateral lymph node harvest (n) 5 339 341 0.01 (-4.53 to 4.55) 1.00 3157 4 87  <0.00001
Lateral lymph node metastasis 3 249 250 1.09 (0.69-1.74) 0.70 1.76 2 0 0.42
RO resection status 6 353 330 2.17 (1.14-4.15) 0.02 691 5 28 0.23
Local recurrence 4 203 192 0.55 (0.30-1.01) 0.05 1.12 3 0 0.77
3-year overall survival 4 269 257 1.22* (0.44-3.38) 0.71 124 3 0 0.74
3-year disease-free survival 4 269 257 0.98* (0.67-1.44) 0.90 1.09 3 0 0.78

L = laparoscopic surgery; RL = robotic-assisted laparoscopic surgery; O = open surgery; WMD = weighted mean difference; OR = odds ratio; HR = hazard ratio;

CI = confidence interval; df = degrees of freedom. *HR; tWMD.

TABLE 3: Subgroup analysis between laparoscopic LLND and robotic-assisted laparoscopic LLND.

Outcomes of interest Studies (n) L/RL (n) O (n)

Subgroup difference

0,
WMD/OR/HR (95% CI) P value 2 df (%) Pvalue

Operative time (min)

Lvs O 6 231 332

RLvs O 1 85 88
Estimated blood loss (ml)

LvsO 6 231 332

RLvs O 1 85 88
Postoperative hospital stay (days)

Lvs O 4 113 214

RLvs O 1 85 88
Lateral lymph node harvest (n)

LvsO 4 192 230

RLvs O 2 163 166
Lateral lymph node metastasis

Lvs O 3 180 217

RLvs O 1 85 88
RO resection status

LvsO 4 203 192

RLvs O 2 163 166
3-year overall survival

LvsO 3 191 179

RLvs O 1 78 78
3-year disease-free survival

LvsO 3 191 179

RLvs O 1 78 78

88.031 (9.20-166.87) 0.03
1.06 1 5.8 0.30
45.001 (22.92-67.08) <0.00001

-407.11+ (-585.92 to -228.31)  <0.00001
383 1 739 0.05
-612.001 (-712.55 to -511.45)  <0.00001

-6.27t (-10.43 to -2.11) 0.003
194 1 485  0.16

-3.001 (-4.98 to -1.02) 0.003

-0.561 (-6.01 to 4.89) 0.84
021 1 0 0.65

0.827 (-1.37 to 3.00) 0.46

1.17 (0.69-1.97) 0.56
078 1 0 0.38

0.77 (0.35-1.66) 0.50

1.80 (0.89-3.67) 0.10
114 1 126 028

5.08 (0.88-29.40) 0.07

1.30%(0.46-3.66) 0.62
063 1 0 0.43

0.09*(0.00-60.77) 0.47

1.01*(0.67-1.52) 0.97
012 1 0 0.73

0.85*(0.37-1.98) 0.71

L =laparoscopic surgery; RL = robotic-assisted laparoscopic surgery; O = open surgery; VS =versus; WMD = weighted mean difference; OR = odds ratio;
HR = hazard ratio; CI = confidence interval; df = degrees of freedom. *HR; tWMD.

dysfunction. Dysuria and sexual dysfunction are still the
major complications of affecting patients’” quality of life after
rectal cancer resection with LLND. Hojo et al. [26] reported
that 40%-100% of patients had sexual dysfunction after
enlarged lymph node dissection of rectal cancer, and the

incidence of urinary dysfunction reached 7%-70% [27, 28]
caused by lateral lymph node dissection. To reduce high
postoperative complications, Hojo et al. [27] proposed
LLND with autonomic nerve preservation in 1991. The
complete preservation of the autonomic nerve can reduce
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the incidence of urinary dysfunction by 4%-8%, which can sig-
nificantly improve the quality of life of postoperative patients.
With the accumulation of surgical experience, similar results
can be achieved in patients with non-LLND. Saito et al. [29]
found that the incidence of urogenital dysfunction between
the TME + LLND group and TME group were 79% and 68%,
respectively, by following 343 male patients with rectal
cancer, with no statistical difference, and TME + LLND have
not increased the incidence of genitourinary dysfunction.

There was no significant difference in the rate of grade
3/4 complications (Clavien-Dindo Classification) between
the laparoscopic and open groups [30]. According to Yama-
guchi et al. [17], the incidence of wound infection, small
bowel obstruction, and anastomotic leakage was lower in
the RALLD group compared with the open LLND group.
In this study, the total incidence of postoperative complica-
tions was not statistically significant (P =0.08). However,
according to the results of sensitivity analysis, the postopera-
tive complications were significantly lower in the laparo-
scopic group than in the open group in Table 2. On the one
hand, the difference might be attributed to the heterogeneity
of included studies. On the other hand, the discrepancy
might be associated with the fact that we only compared total
complication between two groups instead of separately ana-
lyzing each complication for two groups. Some scholars
believe that [14] in the perspective of urinary dysfunction,
laparoscopic LLND is superior to open LLND in accurate
anatomy and better visualization through a larger surgical
field of view, which is beneficial to protecting autonomic
nerves. In addition, due to the low incidence of postoperative
complications, postoperative hospital stay was significantly
shorter in the laparoscopic group.

4.5. Oncologic Outcomes and Prognosis. The pathological
parameters of evaluating the quality of rectal surgery and
oncology results included the number of LLN harvest, the
rate of LLNM, the RO resection rate, the local recurrence rate,
the 3-year OS rate, and the 3-year DFS rate. In our study, the
RO resection rate of laparoscopic surgery was higher than that
of open surgery, although there was no significant difference
between the laparoscopic group and the open group in the
number of harvested LLN and the rate of LLNM. Some
scholars considered that the technical advantages of laparo-
scopic surgery for safe pelvic dissection might be beneficial
for the rate of safe resection margins or resecting a sufficient
number of lymph nodes [17]. The long-term survival rate
and tumor recurrence rate are the accepted criteria for judg-
ing whether the surgery follows the principle of tumor-free
technique. Our study showed that there was no difference
in local recurrence, 3-year OS, and 3-year RFS between the
two groups for rectal cancer. Therefore, laparoscopic LLND
can be considered to achieve the same clinical efficacy as
open surgery. Although some randomized controlled trials
of TME have demonstrated that laparoscopic surgery was
no worse than open surgery [31, 32], there are few
long-term prognostic reports about TME combined with
LLND. Nagayoshi et al. [18] reported that there was no sig-
nificant difference between the 3-year OS and the 3-year
DFES between the laparoscopic LLND and open LLND
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groups, consistent with our results. Therefore, laparoscopic
LLND can be considered to achieve the same long-term effi-
cacy as open surgery. In addition, further research on the
long-term prognosis of laparoscopic LLND is necessary in
the future because of lack of high-quality RCTs.

In this study, taking into consideration the difference
between laparoscopic surgery and robotic-assisted laparo-
scopic surgery and the outcomes between the two surgical
methods might be different. Therefore, subgroup analysis
was performed based on a surgical approach between laparo-
scopic LLND and RALLD to explore the potential heterogene-
ity and the potential influence to final results. From the results
of the subgroup analysis (Table 3), most of the results before
and after subgroup analysis did not change significantly. After
the subgroup analysis, the RO resection rates of laparoscopic
LLND and RALLD did not become significant, which may
be related to the smaller sample size of separate two sub-
groups. Therefore, the positive effect of surgical outcomes
might not be dominantly influenced by robotic-assisted lapa-
roscopic surgery.

4.6. Limitations. There are some limitations in this
meta-analysis as the following. (1) All included studies are
non-RCTs that can increase the risk of selection bias and
reduce the evidence intensity of this meta-analysis. (2) There
is a certain degree of clinical heterogeneity because of the dif-
ferences of qualifications of the surgeons and the differences
of different patients in each study, which may have a certain
impact on the results. (3) The included literature is not com-
prehensive enough because this study only selects published
literature reported in English or Chinese, which may cause
a selection bias in this study. The above various reasons inev-
itably affect the intensity of evidence in the evaluation results
of this meta-analysis.

5. Conclusion

This meta-analysis indicates that laparoscopic surgery is a
safe and feasible surgical approval in TME combined with
LLND for advanced rectal cancer, which can achieve ade-
quate oncological safety and long-term survival compara-
ble to that of open surgery. Furthermore, laparoscopic
approval has the advantages of minimally invasive surgery
such as cosmetic results, less trauma, rapid recovery, and
meticulous dissection, which will promote laparoscopic
LLND to become a better alternative to lateral lymph node
dissection for advanced rectal cancer. However, despite our
rigorous methodology, future large-scale, well-designed
RCTs with extensive follow-up are expected to verify and
update the findings of this analysis, because the inherent
limitations of included studies prevent us from reaching
definitive conclusions.

Abbreviations

LLND: Lateral lymph node dissection

LLN: Lateral lymph node
LLNM: Lateral lymph node metastasis
RCTs:  Randomized controlled trials



12

CNKI:  China National Knowledge Infrastructure

TME:  Total mesorectal excision

RALLD: Robotic-assisted laparoscopic lateral lymph node
dissection

OS: Overall survival

DES: Disease-free survival

HR: Hazard ratio

OR: QOdds ratio

WMD: Weighted mean difference

SE: Standard error

CL Confidence intervals.

Conflicts of Interest

The authors declare that they have no competing interests.

Authors’ Contributions

Manzhao Ouyang, Tianyou Liao, and Yan Lu wrote the
paper. Manzhao Ouyang, Tianyou Liao, and Xueqing Yao
studied the concept and design. Tianyou Liao, Yan Lu, Leilei
Deng, and Jinhao Wu carried out the literature search. Leilei
Deng, Zhentao Luo, and Jinhao Wu extracted data informa-
tion from eligible studies. Manzhao Ouyang, Zhentao Luo,
and Yongle Ju assisted in the critical appraisal of included
studies. Manzhao Ouyang, Tianyou Liao, and Yan Lu carried
out the statistical analysis. Xueqing Yao corrected and revised
the manuscript. Manzhao Ouyang, Tianyou Liao, and Yan
Lu contributed equally to this work as first authors.

Acknowledgments

This study was financially supported by the Science and
Technology Planning Project of Guangdong Province
(No. 2014A020212053, No. 2014A020212636, No.
2016A020215128, and No. 2017A030223006), the Medical
Scientific Research Fund Project of Guangdong Province
(No. B2013374, No. A2014718, No. A2017160), the Research
Startup Project of Shunde Hospital of Southern Medical
University (No. SRSP2018001), the Science and Technol-
ogy Bureau of Foshan City (No. 201308247), and the
13th Five-Year Key Specialty Project of Foshan City
(FSGSPZD135051).

References

[1] C. A. Quadros, M. F. Falcao, M. E. Carvalho, P. A. Ladeia, and
A. Lopes, “Metastases to retroperitoneal or lateral pelvic
lymph nodes indicated unfavorable survival and high pelvic
recurrence rates in a cohort of 102 patients with low rectal
adenocarcinoma,” Journal of Surgical Oncology, vol. 106,
no. 6, pp. 653-658, 2012.

[2] K. Sugihara, H. Kobayashi, T. Kato et al., “Indication and ben-
efit of pelvic sidewall dissection for rectal cancer,” Diseases of
the Colon and Rectum, vol. 49, no. 11, pp. 1663-1672, 2006.

[3] T. Nakamura and M. Watanabe, “Lateral lymph node dissec-
tion for lower rectal cancer,” World Journal of Surgery,
vol. 37, no. 8, pp. 1808-1813, 2013.

[4] Japanese Society for Cancer of the Colon and Rectum,
T. Watanabe, M. Itabashi et al., “Japanese Society for Cancer

g
)

=
K

(10]

(11]

(12]

(13]

(14]

(15]

(16]

(17]

Gastroenterology Research and Practice

of the Colon and Rectum (JSCCR) guidelines 2010 for the
treatment of colorectal cancer,” International Journal of Clini-
cal Oncology, vol. 17, no. 1, pp. 1-29, 2012.

R. Veldkamp, E. Kuhry, W. C. Hop et al., “Laparoscopic sur-
gery versus open surgery for colon cancer: short-term out-
comes of a randomised trial,” The Lancet Oncology, vol. 6,
no. 7, pp. 477-484, 2005.

B. L. Green, H. C. Marshall, F. Collinson et al., “Long-term
follow-up of the Medical Research Council CLASICC trial of
conventional versus laparoscopically assisted resection in colo-
rectal cancer,” British Journal of Surgery, vol. 100, no. 1,
pp. 75-82, 2013.

T. Akiyoshi, “Technical feasibility of laparoscopic extended
surgery beyond total mesorectal excision for primary or recur-
rent rectal cancer,” World Journal of Gastroenterology, vol. 22,
no. 2, pp. 718-726, 2016.

J. S. Park, G. S. Choi, K. H. Lim et al., “Laparoscopic extended
lateral pelvic node dissection following total mesorectal
excision for advanced rectal cancer: initial clinical experi-
ence,” Surgical Endoscopy, vol. 25, no. 10, pp. 3322-3329,
2011.

T. Mukai, T. Akiyoshi, M. Ueno et al., “Laparoscopic total
pelvic exenteration with en bloc lateral lymph node dissection
after neoadjuvant chemoradiotherapy for advanced primary
rectal cancer,” Asian Journal of Endoscopic Surgery, vol. 6,
no. 4, pp. 314-317, 2013.

T. Furuhata, K. Okita, T. Nishidate et al., “Clinical feasibility of
laparoscopic lateral pelvic lymph node dissection following
total mesorectal excision for advanced rectal cancer,” Surgery
Today, vol. 45, no. 3, pp. 310-314, 2015.

D. Moher, A. Liberati, J. Tetzlaff, D. G. Altman, and PRISMA
Group, “Preferred reporting items for systematic reviews and
meta-analyses: the PRISMA statement,” International Journal
of Surgery, vol. 8, no. 5, pp. 336-341, 2010.

G. Wells, C. D. O}, J. Peterson, V. Welch, M. Losos, and
P. Tugwell, The Newcastle-Ottawa Scale (NOS) for Assessing
the Quality of Nonrandomised Studies in Meta-Analyses,
vol. 2018, Ottawa Hospital Research Institute Web Site, 2018.

T. Yamaguchi, Y. Kinugasa, A. Shiomi et al., “Oncological out-
comes of robotic-assisted laparoscopic versus open lateral
lymph node dissection for locally advanced low rectal cancer,”
Surgical Endoscopy, vol. 32, no. 11, pp. 4498-4505, 2018.

T. Nonaka, A. Fukuda, K. Maekawa et al., “Clinical and onco-
logical outcomes of laparoscopic lateral pelvic lymph node dis-
section in advanced lower rectal cancer: single-institution
experience,” Anticancer Research, vol. 37, no. 9, pp. 5095-
5100, 2017.

T. Yamaguchi, T. Konishi, Y. Kinugasa et al., “Laparoscopic
versus open lateral lymph node dissection for locally advanced
low rectal cancer: a subgroup analysis of a large multicenter
cohort study in Japan,” Diseases of the Colon and Rectum,
vol. 60, no. 9, pp- 954-964, 2017.

A. Matsumoto and K. Arita, “A technique of laparoscopic lat-
eral pelvic lymph node dissection based on vesicohypogastric
fascia and ureterohypogastric nerve fascia for advanced low
rectal cancer,” Surgical Endoscopy, vol. 31, no. 2, pp. 945-
948, 2017.

T. Yamaguchi, Y. Kinugasa, A. Shiomi, H. Tomioka, and
H. Kagawa, “Robotic-assisted laparoscopic versus open lateral
lymph node dissection for advanced lower rectal cancer,” Sur-
gical Endoscopy, vol. 30, no. 2, pp. 721-728, 2016.



Gastroenterology Research and Practice

(18]

(19]

(20]

(21]

[22]

(23]

[24]

[25]

[26]

(27]

(28]

[29]

K. Nagayoshi, T. Ueki, T. Manabe et al., “Laparoscopic lateral
pelvic lymph node dissection is achievable and offers advan-
tages as a minimally invasive surgery over the open approach,”
Surgical Endoscopy, vol. 30, no. 5, pp. 1938-1947, 2016.

S. P. Hozo, B. Djulbegovic, and L. Hozo, “Estimating the mean
and variance from the median, range, and the size of a sample,”
BMC Medical Research Methodology, vol. 5, no. 1, p. 13, 2005.

J. F. Tierney, L. A. Stewart, D. Ghersi, S. Burdett, and M. R.
Sydes, “Practical methods for incorporating summary
time-to-event data into meta-analysis,” Trials, vol. 8, no. 1,
p. 16, 2007.

M. Wang, S. Wang, S. Wang, F. J. Ji, J. Yu, and X. D. Fang,
“Clinical evaluation of extended radical mastectomy for
middle-aged and old patients with rectal cancer,” Chinese Jour-
nal of Gerontology, vol. 31, pp. 779-781, 2011.

W. P. Chen, Q. K. Li, Y. T. Fan, P. N. Qiu, and W. Y. Chen,
“Perioperative outcomes between laparoscopic and conven-
tional open lateral pelvic lymph node dissection following
total mesorectal excision for mid-low rectal cancer,” Cancer
Research Prevention & Treatment, vol. 44, pp. 418-422,
2017.

S. Fujita, T. Akasu, J. Mizusawa et al., “Postoperative morbidity
and mortality after mesorectal excision with and without lat-
eral lymph node dissection for clinical stage II or stage III
lower rectal cancer (JCOGO0212): results from a multicentre,
randomised controlled, non-inferiority trial,” The Lancet
Oncology, vol. 13, no. 6, pp. 616-621, 2012.

S. Ogawa, M. Itabashi, T. Hirosawa, T. Hashimoto, Y. Bamba,
and T. Okamoto, “Diagnosis of lateral pelvic lymph node
metastasis of T1 lower rectal cancer using diffusion-weighted
magnetic resonance imaging: a case report with lateral pelvic
lymph node dissection of lower rectal cancer,” Molecular and
Clinical Oncology, vol. 4, no. 5, pp. 817-820, 2016.

S. Fujita, J. Mizusawa, Y. Kanemitsu et al., “Mesorectal exci-
sion with or without lateral lymph node dissection for clinical
stage II/III lower rectal cancer (JCOGO0212): a multicenter,
randomized controlled, noninferiority trial,” Annals of Sur-
gery, vol. 266, no. 2, pp. 201-207, 2017.

K. Hojo, T. Sawada, and Y. Moriya, “An analysis of survival
and voiding, sexual function after wide iliopelvic lymphade-
nectomy in patients with carcinoma of the rectum, compared
with conventional lymphadenectomy,” Diseases of the Colon
and Rectum, vol. 32, no. 2, pp. 128-133, 1989.

K. Hojo, A. M. Vernava III, K. Sugihara, and K. Katumata,
“Preservation of urine voiding and sexual function after rectal
cancer surgery,” Diseases of the Colon & Rectum, vol. 34, no. 7,
pp. 532-539, 1991.

K. Havenga, W. E. Enker, K. McDermott, A. M. Cohen, B. D.
Minsky, and J. Guillem, “Male and female sexual and urinary
function after total mesorectal excision with autonomic nerve
preservation for carcinoma of the rectum,” Journal of the
American College of Surgeons, vol. 182, pp. 495-502, 1996.

S. Saito, S. Fujita, J. Mizusawa et al., “Male sexual dysfunction
after rectal cancer surgery: results of a randomized trial com-
paring mesorectal excision with and without lateral lymph
node dissection for patients with lower rectal cancer: Japan
Clinical Oncology Group Study JCOGO0212,” European Jour-
nal of Surgical Oncology, vol. 42, no. 12, pp. 1851-1858, 2016.

(30]

(31]

(32]

13

T. Akiyoshi, T. Watanabe, S. Miyata et al., “Results of a Japanese
nationwide multi-institutional study on lateral pelvic lymph
node metastasis in low rectal cancer: is it regional or distant
disease?,” Annals of Surgery, vol. 255, no. 6, pp. 1129-1134,
2012.

S. Y. Jeong, J. W. Park, B. H. Nam et al., “Open versus lap-
aroscopic surgery for mid-rectal or low-rectal cancer after
neoadjuvant chemoradiotherapy (COREAN trial): survival
outcomes of an open-label, non-inferiority, randomised con-
trolled trial,” The Lancet Oncology, vol. 15, no. 7, pp. 767-
774, 2014.

H.J. Bonjer, C. L. Deijen, G. A. Abis et al., “A randomized trial
of laparoscopic versus open surgery for rectal cancer,” New
England Journal of Medicine, vol. 372, no. 14, pp. 1324-1332,
2015.



	Laparoscopic versus Open Surgery in Lateral Lymph Node Dissection for Advanced Rectal Cancer: A Meta-Analysis
	1. Introduction
	2. Materials and Methods
	2.1. Literature Search Strategy
	2.2. Inclusion Criteria
	2.3. Exclusion Criteria
	2.4. Literature Screening, Data Extraction, and Outcomes of Interest
	2.5. Quality Assessment
	2.6. Statistical Processing
	2.7. Subgroup Analysis

	3. Results
	3.1. Study Selection
	3.2. Characteristics and Methodological Quality of Eligible Studies
	3.3. Meta-Analysis Results
	3.3.1. Operation Time
	3.3.2. Estimated Blood Loss
	3.3.3. Postoperative Hospital Stay
	3.3.4. Postoperative Complications
	3.3.5. Lateral Lymph Node Harvest
	3.3.6. Lateral Lymph Node Metastasis
	3.3.7. R0 Resection Status
	3.3.8. Local Recurrence Rate
	3.3.9. 3-Year Overall Survival
	3.3.10. 3-Year Disease-Free Survival
	3.3.11. Publication Bias Analysis and Sensitivity Analysis
	3.3.12. Subgroup Analysis


	4. Discussion
	4.1. Rectal Cancer and Lateral Lymph Node Dissection
	4.2. Laparoscopy and Lateral Lymph Node Dissection
	4.3. Perioperative Outcomes
	4.4. Postoperative Complications
	4.5. Oncologic Outcomes and Prognosis
	4.6. Limitations

	5. Conclusion
	Abbreviations
	Conflicts of Interest
	Authors’ Contributions
	Acknowledgments

