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Simple Summary: Surgery is the mainstay treatment for patients with rectal cancer. Open and
laparoscopic surgeries have been used for many years, but robot-assisted surgery has been recently
developed and is expanding rapidly. We compared the results of robotic rectal surgery with open
and laparoscopic methods. We found that robotic surgery has better outcomes than open surgery
in bleeding, infection, hospital stay, and complete tumor resection. Similarly, robotic surgery did
better than the laparoscopic approach in bleeding, need for reoperation, and complete tumor resec-
tion. Robotic surgery, however, incurred longer operation times and higher costs than open and
laparoscopic surgery did.

Abstract: With increasing trends for the adoption of robotic surgery, many centers are considering
changing their practices from open or laparoscopic to robot-assisted surgery for rectal cancer. We
compared the outcomes of robot-assisted rectal resection with those of open and laparoscopic surgery.
We searched Medline, Web of Science, and CENTRAL databases until October 2022. All randomized
controlled trials (RCTs) and prospective studies comparing robotic surgery with open or laparoscopic
rectal resection were included. Fifteen RCTs and 11 prospective studies involving 6922 patients
were included. The meta-analysis revealed that robotic surgery has lower blood loss, less surgical
site infection, shorter hospital stays, and higher negative resection margins than open resection.
Robotic surgery also has lower conversion rates, lower blood loss, lower rates of reoperation, and
higher negative circumferential margins than laparoscopic surgery. Robotic surgery had longer
operation times and higher costs than open and laparoscopic surgery. There were no differences in
other complications, mortality, and survival between robotic surgery and the open or laparoscopic
approach. However, heterogeneity between studies was moderate to high in some analyses. The
robotic approach can be the method of choice for centers planning to change from open to minimally
invasive rectal surgery. The higher costs of robotic surgery should be considered as a substitute for
laparoscopic surgery (PROSPERO: CRD42022381468).

Keywords: rectal cancer; total mesorectal excision; rectal resection; costs; laparoscopic surgery;
robotic surgery; systematic review; meta-analysis

1. Introduction

Colorectal cancer is the third most common cancer worldwide, and up to 35% of
colorectal cancer cases are rectal carcinomas [1,2]. In 2020, 700,000 cases of rectal cancer
and approximately 340,000 related deaths were reported worldwide [2]. Due to this high
prevalence, the diagnosis and treatment of rectal cancer have received much attention. Sur-
gical resection, including sphincter-preserving proctectomy with total mesorectal excision
(TME) or abdominoperineal excision of the rectum, remain the mainstay treatments [3].
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Treatment outcomes can also be improved by adjuvant or neo-adjuvant chemoradiotherapy
according to the tumor extension and stage of the disease. [4]. Open and laparoscopic
approaches have been used for many years to perform rectal resection in rectal cancers, but
robot-assisted surgery has been developed to improve minimally invasive treatment [5-7].

Several studies have demonstrated that laparoscopic and open rectal surgery have
comparable perioperative morbidity and mortality, but that the laparoscopic approach
has lower intraoperative blood loss, faster recovery and shorter hospital stays than the
open approach [8-10]. However, despite these advantages, surgeons need more training
to perform laparoscopic rectal surgeries [11] and laparoscopy has technical limitations,
such as reduced manual dexterity, two-dimensional view, and restricted flexibility of the
laparoscopic arms in the narrow pelvic space, which impairs the resection margin [12-14].
These limitations were overcome by the introduction of robotic surgery for rectal resection
in 2001 [14], which provided better dexterity, three-dimensional view of the surgical site,
and articulating arms with increased maneuverability [15-17]. Moreover, robot-assisted
surgery has proven to be an efficient and effective option for treating other pelvic cancers.
It offers surgeons better control and increases operative accuracy while reducing physical
burden [15-17].

Several studies have compared different rectal surgery techniques [6,18-20]. As the
use of robots in surgical procedures expands, surgical centers are shifting from open or
laparoscopic approaches to robot-assisted surgeries in the treatment of rectal cancer. In
order to decide which approach is best, surgeons need to know how surgical, pathological,
oncological, and cost outcomes differ between robot-assisted surgery and laparoscopic or
open surgery. Some systematic reviews and meta-analyses have compared these meth-
ods [19,21-28], but a comprehensive review of the outcomes, especially after the learning
curve era of the robot-assisted surgery, is still lacking.

The present meta-analysis of randomized controlled trials (RCT) and prospective stud-
ies was designed to evaluate the perioperative surgical outcomes, the long-term oncological
outcomes, and the costs of robot-assisted surgery with those of open and laparoscopic
surgery in patients with rectal cancer.

2. Materials and Methods

The present meta-analysis was performed according to recommendations of the Study
Center of the German Society of Surgery and Preferred Reporting Items for Systematic
Reviews (PRISMA) guidelines [29,30]. The review protocol has been registered in the
international prospective register of systematic reviews (PROSPERO: CRD42022381468).

2.1. Literature Search

A systematic search in Medline (via PubMed), Web of Science, and CENTRAL databases
was performed to identify relevant articles published between inception and October 2022.
The reference lists of identified studies were also searched for other relevant articles. No
publication time restrictions were applied. The following search terms were used:

(Rectal Cancer* OR Rectum Cancer* OR Rectal Tumor* OR Rectum Tumor* OR Rectum
Neoplasm* OR Rectal Neoplasm* OR Total mesorectal exicision OR TME OR rectum OR
mesorectal OR Rectal Neoplasms [mesh] OR Rectum/surgery [mesh]) AND (laparoscop*
OR minimal access surgery OR minimally access OR minimally invasive OR Laparoscopy
[mesh] OR Minimally Invasive Surgical Procedures [mesh]) AND (Robotic OR robotic
surgery OR robotic-assisted surgery OR robot-assisted surgery OR robotic-assisted OR
robotassisted OR robot assisted OR da vinci OR davinci OR Robotic Surgical Procedures
[mesh] OR Surgical Procedures, Operative [mesh] OR Minimally Invasive Surgical Proce-
dures [mesh]).

2.2. Eligibility Criteria
The eligibility criteria were formulated according to the PICOS strategy:
Population: adult patients with rectal neoplasia undergoing elective rectal resection.
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Intervention: robot-assisted rectal resection.

Comparators: open rectal resection in meta-analysis A and laparoscopic rectal resection
in meta-analysis B.

Outcome: intraoperative outcomes (including intraoperative complications, conver-
sion to open surgery, estimated blood loss, and operation time) and postoperative surgical
outcomes (including histopathological outcomes, postoperative pain, postoperative com-
plications, reoperation, length of hospital stay, and up to 90-day mortality), survival, and
cost outcomes.

Study design: RCT and prospective studies comparing the techniques.

Studies that did not report data suitable for meta-analysis were excluded. Retrospec-
tive studies, review articles, studies using cadavers or animals, and studies that reported
similar data on the same patient population were all excluded. No language restriction was
applied to included studies.

2.3. Study Selection and Data Extraction

All titles and abstracts were screened for inclusion according to the abovementioned
criteria by two independent investigators (ADM, RN). Then, the full texts of selected
articles were screened for in-depth review by two investigators (EA, ADM) and data were
extracted from eligible articles into a pre-structured Microsoft Excel data sheet (Version
2019, Microsoft). Disagreements were resolved by consultation with the first author (EK).

2.4. Definition of Extracted Data

Characteristics: We extracted data on the year of publication, first author’s name
or study name, country of origin, study design, methods of rectal resection (robotic,
open, or laparoscopic), age, gender, American Society of Anesthesiologists (ASA) score,
body mass index (BMI, kg/m?), sphincter preservation, and follow-up duration from all
included studies.

Intraoperative outcomes: Intraoperative complications, conversion rate to open
surgery, estimated blood loss, and operation time.

Postoperative outcomes: Postoperative overall and major complications (Clavien—
Dindo score > III), including respiratory complications, urinary complications, ileus, anas-
tomotic leakage, surgical site infection, postoperative pain (based on visual analog scale
score), reoperation, and length of hospital stay.

Histological outcomes: Completeness of TME, rate of microscopic margin-free re-
section (R0), rate of negative circumferential resection margin (CRM), proximal resection
margin, distal resection margin, and number of harvested lymph nodes.

Mortality and survival outcomes: Up to 90-day mortality; 1- and 3-year recurrence-
free survival (RFS); and 1- and 3-year overall survival (OS).

Operative costs: Overall costs of surgery.

2.5. Quality Assessment

The quality of the studies was evaluated using the Cochrane risk-of-bias (RoB2)
tool [31] for RCTs and the Risk of Bias in Non-randomized Studies of Interventions
(ROBINS-I) tool for non-randomized studies [32]. The he overall quality of the evidence of
the results was assessed using the Grades of Recommendation, Assessment, Development,
and Evaluation (GRADE) system [33]. The quality assessment was performed by 2 inde-
pendent reviewers (EA and RN) and disagreements were resolved by consultation with the
first author (EK).

2.6. Statistical Analysis

Data analysis was performed using RevMan version 5.3 (Nordic Cochrane Centre,
Cochrane Collaboration, Copenhagen, Denmark). Two different meta-analyses were per-
formed: Meta-analysis A (robotic vs. open rectal resection) and meta-analysis B (robotic
vs. laparoscopic rectal resection). Dichotomous data were presented as odds ratios (ORs)
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and continuous data as mean differences (MDs). A random-effects model was used to
control the heterogeneity of included studies. With regards to dispersion of effect sizes,
an 12 index > 75% demonstrated high amount of heterogeneity, and 50% < 1> < 75%,
25% < I2 < 50%, and I2 < 25% showed moderate, low, and no clinically relevant heterogene-
ity among studies, respectively. A p-value of <0.05 was considered statistically significant
in all analyses.

3. Results
3.1. Literature Search and Study Characteristics

The systematic search retrieved 18,667 articles. After removing duplicates, the titles and
abstracts of 15,957 articles were screened for further review, 125 of which were selected for
in-depth review. After this, 15 RCTs [6,17,19,20,23,34-43] and 11 prospective studies [18,44-53]
complied with our eligibility criteria and were included in the final qualitative and quanti-
tative meta-analysis. This selection process is depicted in the PRISMA flowchart (Figure 1).
The characteristics of the included studies are shown in Table 1. Overall, 6922 patients were
included in this meta-analysis, 5348 of which compared laparoscopic and robot-assisted
surgeries and 1574 of which compared open and robot-assisted surgeries. The included
studies were conducted in 13 countries. After review, we found that Jayne et al. [19] and
Corrigan et al. [34] used the same data from the ROLARR randomized clinical trial, so we
analyzed both articles as the ROLARR randomized clinical trial and extracted the outcomes
from the cumulative data.

Records identified through database Additional records identified through other
searching sources
(n=18,646) (n=21)

Records after duplicates removed
(n=15,957)

A 4

Records screened | Records excluded (n = 15,836)
(n=15,957)

y

Full-text articles excluded (n = 99)
Full-text articles assessed for
eligibility No comparison (n = 19)
(n=125) Not-relevant (n = 37)
Insufficient reporting of the endpoints of
interest (n = 10)
Retrospective (n = 33)

Studies included in quantitative
synthesis (n = 26)
(Robotic vs. Open, n = 5)
(Robotic vs. Laparoscopic, n = 24)

Figure 1. PRISMA flow chart showing the selection of articles for review.
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Table 1. Study characteristics of the included studies in the qualitative analysis.

Tumor Location Robotic Sphincter- Follow-Up
Study (Year) Study Count Grou Age Sex BMI ASA from Anal Sureical l;a in Duration,
y Design Y P (Mean + SD) (M/F) (Mean + SD)  (VI/ITI/IV) Verge, cm Techﬁi e Prooy duﬁes Months
(Mean =+ SD) 1 (Mean)
Robotic vs. Open
‘ ROB: 52 59.6 + 11.6 31/21 24.8 + 3.62 ;‘?Ig:g)) M‘Zgiazg)&‘l Full-robotic N/A N/A
]E;(ezlg??)l [e4t6?l. Prospective Italy
. 28 (I-11) Median 9.7
Open: 34 63.2 £10.5 20/14 25.6 = 3.85 6 (IN-V) (3-25) N/A N/A
Somashekhar ROB:25  56.36 + 8.21 17/8 31.51 + 3.02 N/A N/A N/A N/A
RCT India Median 5
et al. (2015) [20] Open: 25 59.56 + 5.75 15/10 29.84 +2.75 N/A N/A N/A
36 (<25)
ROB: 65 64 (39-78) 35/30 23 (25-30) N/A Median 8 (1-12) Hybrid N/A
Corbellini et al. Prospective Italy 6 (>30) 33 (1-57)
(2016) [18] 33 (<25)
Open: 55 62 (40-80) 36/19 13 (25-30) N/A Median 7 (1-12) N/A
9 (>30)
Xu et al. ROB: 173 N/A N/A N/A N/A N/A N/A N/A
2017) 140 RCT China 5
(2017) [40] Open: 154 N/A N/A N/A N/A N/A N/A
51 (<25) 89 (1)
ROB: 123 N/A 84/39 45 (25-29.9) N/A N/A N/A N/A
34 (III-V)
ESCP . 26 (>30)
Prospective ~ Denmark
Open: 868 N/A 526/342 357 (25-29.9) 348 (I(II_—V)) N/A N/A N/A
201 (>30)
Robotic vs. Laparoscopic
Bailk et al. RCT South ROB: 18 573463 14/4 228418 12/6/0/0 113+25 Hybrid 18 N/A
(2008) [6] Korea LAP: 18 62.0£9.0 14/4 240£25 10/6/1/1 1.0 +£25 18 N/A
Patriti et al. T al ROB:29 68 + 10 11/18 24462 2/13/14/0 59 +42 Hybrid 24 29.2
(2009) [37] Y LAP: 37 69 £ 10 12/25 254 +6.44 2/14/21/0 11 +45 34 18.7
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Table 1. Cont.

Tumor Location Robotic Sphincter- Follow-Up
Study (Year) Study Count Grou Age Sex BMI ASA from Anal Sureical I;avin Duration,
y Design Y P (Mean £ SD) (M/F) (Mean £+ SD)  (I/II/III/IV) Verge, cm Tech;gli we  Proce du%es Months
(Mean + SD) ! (Mean)
o x 14 (I-II) 48+16
Jimenez ' ROB: 28 68 £9.1 12/16 2859 £ 25 14 () N/A N/A N/A
Rodriguez et al. RCT Spain 20 (I
(2011) [36] LAP: 28 * 615+ 15 17/11 26.75 £ 5.6 3 EII—I) ) 3.8+0.7 N/A N/A
(10-15 cm): 8
ROB: 30 54.13 + 8.52 18/12 2436 +£244  29/1 (/1) (6-10 cm): 16 Full-robotic 29 12
J.Y. Kim et al. Prospective South (<6 cm): 6
(2012) [50] Korea (10-15 cm): 14
LAP: 39 56.85 + 11.14 20/19 2401+£219  39/0(1/1) (6-10 cm): 17 38 12
(<6 cm): 6
. 36 (<25)
ROB: 65 1\/[(3‘;1_37%)64 35/30 23 (25-30) N/A Median 8 (1-12) Hybrid N/A
Corbellini et al. . 6 (>30)
Prospective Italy 33 (1-57)
(2016) 18] Median 64 17(<25) Median 8.5
LAP: 40 (g 6.80) 23/17 14 (25-30) N/A (el 21_12)' N/A
9 (>30) :
_ ROB:130 60.5 + 10.1 95/35 23.7 £32 2/;5{&)1 59427 Hybrid N/A N/A
H.J. Kim et al. Prospective South
(2017) [49] Korea 70/46/14
LAP: 130 60 +9.3 95/35 233429 6.3+26 N/A N/A
(1/11/111)
Tolstrup et al. ROB: 25 63 +10.9 18/7 27 +45 11/7/0/0 N/A Full-robotic ~ 3/10/3/9 N/A
(2017) [38] RCT Denmark ]
LAP: 26 68 +9.9 20/6 28 +43 10/8/1/0 N/A 4/11/5/6 N/A
Xu et al. ROB: 173 N/A N/A N/A N/A N/A N/A N/A
RCT Chi 5
(2017) [40] na LAP: 176 N/A N/A N/A N/A N/A N/A
) Median 60.3 Median 22.9 25 (7-12)
Wang etal. ot o ROB: 71 (36-68) 71/0 (19.1-30.1) N/A 16 (<7) N/A 69 12
ma
(2017) [39] Median 58.7 Median 22.4 26 (7-12)
LAP: 66 (36-71) 66/0 (18.3-30.6) N/A 40 (<7) 63 12
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Table 1. Cont.
Tumor Location . . Follow-Up
Study (Year) Study Count Grou Age Sex BMI ASA from Anal ;{l(:f(:l:l Sgl;:lclter- Duration,
y Design y P (Mean + SD) (M/F) (Mean + SD)  (I/II/III/IV) Verge, cm Tech;gli we  Proce dugres Months
(Mean + SD) q (Mean)
93 (<25) 71 (10-15) Hvbrid+
Jayne et al. ROB:237  64.4 +10.98 161/76 90 (25-29.9)  39/150/46/0 107 (6-10) . ll?/r bt 184 6
(2017) [19] AND 54 (>30) 57 (<6) Ui TObOtC
i RCT UK
C‘(’Zréll%ﬁ;i]al' 87 (< 25) 69 (10-15)
R - LAP: 234 65.5 +11.93 159/75 92 (25-29.9) 52/124/52/1 99 (6-10) 185 6
(ROLLAR trial) 55 (>30) 61 (<6)
. 9 (10-15)
ROB: 21 Megf;;)&‘l 11/10 N/A 18/3/0/0 10 (5-10) Full-robotic 20 N/A
Debakey et al. RCT Egypt 5 (<5):
(2018) [35] Median 50.3 13 (10-15)
LAP: 24 ’ 13/11 N/A 18/6/0/0 8 (5-10) 21 N/A
(36-64)
3 (<b)
) ROB: 66 60.4 9.7 51/15 241+ 3.3 20/46 33 (25) Hybrid 65 N/A
M. ]J. Kim RCT South (I/10) 33 (<5)
et al. (2018) [17] Korea 30/43 38 (>5)
LAP: 73 59.7 £ 11.7 52/21 23.6 + 3.0 (1/10) 35 (<5) 70 N/A
Asklid _ ROB: 72 655 +10.4 43/29 246+04  16/43/13/0 8.5+3.6 N/A N/A N/A
1. (2018) [45 Prospective Sweden
etal. ( ) [45] LAP: 47 70.1 £ 12 21/26 253+ 0.5 8/24/14/1 9.8 +£39 N/A N/A
51 (<25) 89 (I-I1)
ROB: 123 N/A 84/39 45 (25-29.9) 34 (II-V) N/A N/A N/A N/A
>
ESCP Prospective  Denmark 26 (=30)
(2018) [44] 361 (0-24.9) 787 (1TT)
LAP: 1176 N/A 727/449 504 (25-29.9)) 369 (IT-V) N/A N/A N/A
281 (>30)
15/3 .
ROB: 18 60.0 £ 11.8 10/8 26.0 = 4.0 (I1/1IT) 85+4.0 Hybrid N/A 12
C(;;éal‘;e; Ei ;]L Prospective ~ Germany
LAP: 33 62.3 £ 13.7 21/12 274+ 5.5 21/12 77 £33 N/A 12

(I1/TII)
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Table 1. Cont.

Tumor Location Robotic Sphincter- Follow-Up
Study (Year) Study Count Grou Age Sex BMI ASA from Anal Sureical gavin Duration,
y Design y P (Mean + SD) (M/F) (Mean + SD)  (I/IV/III/IV) Verge, cm T hﬁi Proced *‘i Months
(Mean + SD) echnique ocedures (Mean)
Polat et al. . . ROB: 77 N/A N/A N/A N/A N/A Full-robotic N/A N/A
rospective Netherland
(2019) [52] P Cneranes L AP: 34 N/A N/A N/A N/A N/A N/A N/A
Tang et al. ROB: 65 55.1 +12.1 36/29 22425 35/30/0/0 6+24 Full-robotic 52 9-31
RCT Chi
(2020) [23] e LAP: 64 58.0 + 9.7 36/28 21+23  27/37/0/0 5.8+26 44 9-31
ROB: 81 63.98 + 9.68 54/37 25.98 + 4.2 64 (I-1) 7.1 N/A N/A Median 12
Quijano et al. . . 17 (III-V) (12-17)
(2020) [53] Prospective Spain 51 @) Nedion 12
— edlan
LAP: 104 61.37 £10.7 85/55 2523 +5.38 13 (V) 7.3 N/A (1217
) Median 54 22 (>10 cm)
Dulskas et al. . ROB: 62 (35-74) 42/20 229 +3.0 N/A 40 (6-10 cm) N/A N/A N/A
(2021) [47] Prospective  Lithuania Median 64 74 (>10 cm)
edian >10 cm
LAP: 78 (26-89) 43/35 273 £33 N/A 4 (610 cm) N/A N/A
. Median 65 Median 22.9 33 (I-11) Median 5.5 Median 22
Miura et al , ROB: 35 (37-75) 28/7 (18.7-31.4) 2 (III-V) (2.5-8) N/A N/A (9-47)
: Prospective Japan
(2022) [51] LAP: 14 Median 66 8/6 Median 21.4 13 (I-1I) Median 5.7 N/A Median 33
: (34-77) (18.6-28.8) 1 (II-V) (3.5-8) (7-52)
554 (I-II) .
ROB: 586 59.1 + 11 356,/230 235+ 33 22 (I 59+ 2.4 Full-robotic 444 30 (30-30)
REAL Trial, RCT China (I
(2022) [41] LAP: 585 60.7 + 9.8 354/231 235+ 3.1 5;3 ((%I"II)D 5.8+ 2.6 435 30 (30-30)
170 (I-11) .
ROB: 174 58.2 + 9.6 108/66 N/A 41 35+07 Full-robotic N/A 49 (38-62)
Feng et al. RCT China
(2022) [42] LAP:173 595 +10.2 113/60 N/A 166 (I-11) 3.6+07 N/A 49 (38-62)

7 (I1)




Cancers 2023, 15, 839

9 of 34

Table 1. Cont.

Tumor Location Robotic Sphincter- Follow-Up
Study (Year) Study Count Grou Age Sex BMI ASA from Anal Sureical gavin Duration,
udy tYear Design y P (Mean + SD) (M/F) (Mean + SD)  (I/II/III/IV) Verge, cm Tech;gli we  Proce dugres Months
(Mean + SD) q (Mean)
46 (I-11) .
ROB: 47 58.7 £7.63 27/20 22.50 £ 1.67 1 (1) 5.15 £ 0.83 Full-robotic N/A 12
zL(;;zet Zé RCT China
( ) 1431 LAP: 45 58.53 + 8.78 25/20 23.3 +£2.37 48 ((%I_II)I) 523 +0.92 N/A 12

Abbreviations: SD: Standard deviation; M: Male; F: Female; BMI: Body mass index; ASA: American Society of Anesthesiologists score; cm: Centimeters; ROB: Robot-assisted surgery;
N/A: Not available; RCT: Randomized controlled trial; LAP: Laparoscopy; ESCP: European Society of Coloproctology * This study includes 28 patients undergoing colorectal resection
in each group, of them six patients in each group underwent rectal resection.
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3.2. Risk of Bias Assessment

According to the RoB2 tool, 11 of 15 RCTs explained the method of random sequence
generation sufficiently. These methods included computer-generated random numbers,
minimization, and sealed envelopes. These 11 studies were considered to have a low risk
of bias. Three studies were evaluated as having some concerns of bias. Random allocation
concealment was reported in detail in five studies and the risk of bias was evaluated as
low in these studies. Eight studies showed some concerns of bias and two studies were
considered as having a high risk of bias. Eight studies did not report enough on the
blinding methods of participants, personnel, or outcome assessment, so were considered
to have some concerns of bias. Seven studies were considered to have a high risk of
bias in blinding of participants and personnel, and three studies in blinding of outcome
assessment. Five studies reported adequate methods for blinding the outcome assessor,
which decreased the higher risk of bias due to insufficient blinding of participants and
personnel. These studies were judged as having a low risk of bias. Eight RCTs had no
missing data or adequately explained why the missing data would not affect the outcome;
these studies were considered as having a low risk of bias. The seven remaining RCTs didn’t
provide enough data to evaluate the incompleteness of data and had some concerns for bias.
Eight RCTs presented a previously published study protocol or trial registration and were
considered as having a low risk of bias due to selective reporting. The other seven RCTs
didn’t report enough data to judge the risk of reporting bias, and were considered as having
some concerns of bias. Regarding other sources of bias, seven studies reported adequate
data about funding, industrial bias, sample size calculation, and conflict of interests, so
were considered as having a low risk of bias. One study showed a high risk of bias and
seven studies did not report sufficient data and were judged as having some concerns
of bias. Overall, seven studies were judged as having a high risk of bias (46.7%) and the
remaining eight studies as having some concerns of bias (53.3%) (Table 2).

Table 2. Risk of bias assessment using the RoB2 tool for randomized controlled trials.

Study and Year Domain1l Domain2 Domain3 Domain4 Domain5 Domain6 Domain 7 Overall
Bailk et al. Some Some Some Some Some Some
Low Low
(2008) [6] concerns concerns concerns concerns concerns concerns
Patriti et al. Some Some Some Some Some Some Some Some
(2009) [37] concerns concerns concerns concerns concerns concerns concerns concerns
Jimenez
Rodriguez et al. Low cosr?cr:rils coSnOcI::ns coSnOcr;"ens Low Low Low coSr10crcI;rens
(2011) [36]
Somashekhar Some Some . . Some Some . .
et al. (2015) [20] concerns concerns High High concerns concerns High High
Jayne et al. Some Some Some
(2017) [19] Low concerns concerns Low Low Low Low concerns
Xu et al. Some Some Some Some Some Some Some
Low
(2017) [40] concerns concerns concerns concerns concerns concerns concerns
Wang et al. Some Some Some Some Some Some
Low Low
(2017) [39] concerns concerns concerns concerns concerns concerns
Tolstrup et al. Some . . Some .
(2017) [38] Low concerns High High Low concerns Low High
Corrigan et al. Low Some Some Low Low Low Low Some
(2018) [34] concerns concerns concerns
M. J. Kim Low Low High Low Low Low Low High

etal. (2018) [17]
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Table 2. Cont.

Study and Year Domainl Domain2 Domain3 Domain4 Domain5 Domain6 Domain?7 Overall
Debakey et al. . . . Some Some .
(2018) [35] Low High High High Low concerns concerns High
Tang et al. Some Some Some Some Some Some
Low Low
(2020) [23] concerns concerns concerns concerns concerns concerns
REAL Trial, . .
(2022) [41] Low Low High Low Low Low Low High
Feng et al. Some . .
(2022) [42] Low concerns High Low Low Low Low High
Liu et al. . . . Some Some Some .
(2022) [43] High High High concerns concerns Low concerns High

Domain 1: Random sequence generation; Domain 2: Allocation concealment; Domain 3: Blinding of participants
and personnel; Domain 4: Blinding of outcome assessment; Domain 5: Incomplete outcome data; Domain 6:
Selective reporting; Domain 7: Other bias.

The quality assessment of the 11 non-randomized prospective studies is presented
in Table 3. In the “confounding” domain, the risk of bias was moderate in nine studies
(82%), and serious in two studies (18%). In the “selection of participants” domain, the
risk of bias was low in two studies (18%) and moderate in nine studies (82%). In the
“classification of interventions”, “deviations from intended interventions”, and “bias in
outcome measurements” domains, the risk of bias was low in seven studies (63.6%) and
moderate in four studies (36.4%). In the “bias due to missing data” domain, the risk of bias
was moderate in nine studies (82%) and serious in two studies (18%). In the “selection of
the reported results” domain, the risk of bias was low in two studies, moderate in eight
studies (73%), and serious in one study (9%). The overall risk of bias was moderate in
seven studies (63.6%) and serious in four studies (36.4%). The GRADE assessments are
presented in Supplementary Tables S1 and S2. The quality of evidence was judged as low
and very low for the majority of analyzed outcomes and were only moderate in two of the
evaluated outcomes.

Domain 1: Bias due to confounding; Domain 2: Bias in selection of participants into the
study; Domain 3: Bias in classification of interventions; Domain 4: Bias due to deviations
from intended interventions; Domain 5: Bias due to missing data; Domain 6: Bias in
measurements of outcomes; Domain 7: Bias in selection of the reported result.

3.3. Quantitative Analysis
3.3.1. Meta-Analysis A: Robotic vs. Open Rectal Resection

In the final screening, five articles compared the outcomes of robotic and open surgery.
These studies involved 1574 patients and the meta-analysis results are described below.

Intraoperative Outcomes

Intraoperative complications, estimated blood loss, and operation time were investi-
gated as intraoperative outcomes. Four studies including 1247 participants reported the
rate of intraoperative complications, 982 of whom were in the open surgery group and 265
of whom were in the robotic surgery group. In total, 34 patients (3.46%) had intraoperative
complications in the open surgery arm, while five patients (1.88%) had intraoperative
complications in the robotic surgery arm. However, this difference was not statistically
significant (OR = 1.21; 95% CI: 0.42-3.48; p = 0.73). No heterogeneity was revealed between
studies in this analysis (1% = 0%; p = 0.56) (Figure 2A). Estimated blood loss was reported in
583 participants from four studies. Blood loss was significantly lower in the robotic surgery
group than in the open surgery group (MD = 156.63, 95% CI: 62.36-250.91; p = 0.001). The
same findings were observed in the subgroup analysis of RCTs (p < 0.001). Heterogeneity
between these studies was high (I? = 94%, p < 0.001) (Figure 2B). Three studies reported
the operating time, and a pooled analysis revealed a longer operation time in the robotic
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surgery group than in the open surgery group (MD = —66.90, 95% CI: —93.35-—40.46;
p < 0.00001) with high heterogeneity (1% = 83%, p = 0.003) (Figure 2C).

Table 3. Risk of bias assessment using ROBINS-I for non-randomized prospective studies.

Study and Year Domain1l Domain2 Domain3 Domain4 Domain5 Domain6 Domain 7 Overall
Bertani et al.
(2011) [46] Moderate Low Low Low Moderate Low Moderate Moderate
J.Y. Kim et al. . .
(2012) [50] Serious Moderate Low Low Moderate Low Moderate Serious
ESCP Moderate Low Low Moderate Moderate Low Low Moderate
(2018) [44]
Corbellini et al.
(2016) [18] Moderate Moderate Moderate Moderate Moderate Low Moderate Moderate
H.J. Kim et al. . .
(2017) [49] Moderate Moderate Low Low Serious Moderate Moderate Serious
Asklid Moderate Moderate Low Low Moderate Low Moderate Moderate
et al. (2018) [45]
Galata et al. Moderate Moderate Low Low Moderate Low Moderate Moderate
(2019) [48]
Polat et al. Moderate Moderate Low Low Moderate Low Moderate Moderate
(2019) [52]
Quijano et al. Moderate Moderate Moderate Low Moderate Moderate Low Moderate
(2020) [53]
Dulskas et al. . .
(2021) [47] Serious Moderate Moderate Moderate Moderate Moderate Moderate Serious
Miura et al. Moderate Moderate Moderate Moderate Serious Moderate Serious Serious

(2022) [51]

Domain 1: Bias due to confounding; Domain 2: Bias in selection of participants into the study; Domain 3: Bias in
classification of interventions; Domain 4: Bias due to deviations from intended interventions; Domain 5: Bias due
to missing data; Domain 6: Bias in measurements of outcomes; Domain 7: Bias in selection of the reported result.

Postoperative Outcomes

Anastomotic leakage, surgical site infection, postoperative complications, major com-
plications, and length of hospital stay were evaluated as postoperative outcomes. Four
included studies reported anastomotic leakage, and 722 patients in the open surgery arm
and 237 patients in the robotic surgery arm were entered in the meta-analysis. There were
no significant differences in anastomotic leakage between the open surgery and robotic
surgery group (OR = 1.04; 95 % CI: 0.55-1.99; p = 0.9), and no evidence of heterogeneity was
found among the included studies (1% = 0%; p =0.59) (Figure 3A). Three studies including
256 patients reported surgical site infection and there was a significantly higher surgical site
infection in individuals who underwent open surgery than those who underwent robotic
surgery (7.1% vs. 1.4%; OR = 4.49; 95 % CI: 1.05-19.24; p = 0.04). While not statistically
significant, the difference was also observed in the sub-analysis of non-randomized prospec-
tive studies (p = 0.06). No heterogeneity was found among the studies (I? = 0%; p = 0.72)
(Figure 3B). Five studies reported postoperative complications in a total of 1568 participants.
Postoperative complications were reported in 38% of patients who underwent open surgery
and in 22% of patients who underwent robotic surgery. However, this difference was not
statistically significant (OR = 1.33; 95% CI: 0.65-2.71; p = 0.43). Subgroup analysis of two
RCTs revealed a significant difference with postoperative complications in 25% of patients
in the open surgery group and in 10% of patients in the robotic surgery group (OR = 3.21;
95% CI: 1.77-5.82; p < 0.001). The analysis revealed high heterogeneity between the studies
in this analysis (I = 76%; p = 0.002) (Figure 4A). Major complications were reported in three
studies, including 1077 patients in the open surgery arm and 361 patients in the robotic
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surgery arm. The rate of major complications was 8.0% in the robotic surgery arm and
10.5% in the open surgery arm; this difference was not significant and no heterogeneity
was detected between the studies (OR = 0.91; 95% CI: 0.56-1.47; p = 0.69; I> = 2%, p = 0.36)
(Figure 4B). The duration of hospitalization was reported in five studies—two RCTs and
three prospective studies—comprising 1574 patients. The hospital stay was significantly
shorter in the robotic surgery group than the open surgery group in the final analysis of the
pooled data, which indicated a 2.5-day shorter hospital stay in the robotic surgery group
(MD = 2.56; 95% CI: 0.31-4.81; p = 0.03). The meta-analysis showed high heterogeneity
between studies (I> = 97%; p < 0.001) (Figure 4C).

A Open ROB Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RCT
Somashekhar 2015 0 25 1 25 10.6% 0.32 [0.01, 8.25] -

Subtotal (95% CI) 25 25 10.6% 0.32 [0.01, 8.25] e —
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.69 (P = 0.49)

Prospective

ESCP 2018 34 868 3 123 78.6% 1.63 [0.49, 5.39] —i—
Corbellini 2016 0 55 0 65 Not estimable

Bertani 2011 o] 34 1 52  10.8% 0.50 [0.02, 12.57]
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Figure 2. Forest plots comparing (A) intraoperative complications [18,20,44,46], (B) estimated blood
loss [18,20,40,46], and (C) operation time [18,20,40] between robotic and open rectal resection (blue
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boxes representing odd ratios, green boxes representing mean differences, arrows representing

95% confidence intervals, and diamonds representing point estimates of pooled odd ratios or

mean differences).
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Figure 3. Forest plots comparing (A) anastomotic leakage [18,20,44,46] and (B) surgical site infec-
tion [18,20,46] between robotic and open rectal resection (blue boxes representing odd ratios, arrows
representing 95% confidence intervals, and diamonds representing point estimates of pooled odd

ratios or mean differences).



Cancers 2023, 15, 839 15 of 34
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Figure 4. Forest plots comparing (A) postoperative complications [18,20,40,44,46], (B) major compli-
cations [18,40,44], and (C) length of hospital stay [18,20,40,44,46] between robotic and open rectal
resection (blue boxes representing odd ratios, green boxes representing mean differences, arrows
representing 95% confidence intervals, and diamonds representing point estimates of pooled odd
ratios or mean differences).
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Histological Outcomes

Regarding histological outcomes, we assessed the number of harvested lymph nodes,
the rate of RO resection and CRM negative resection. Four studies comprising 583 pa-
tients reported the number of harvested lymph nodes; 315 of these patients were in the
robotic surgery group and 268 were in the open surgery group. The meta-analysis showed
significantly more harvested lymph nodes in the robotic surgery group than in the open
surgery group (MD = 0.86; 95% CI: 0.14-1.59; p = 0.02). Low heterogeneity was detected
between studies in this analysis (1% = 27%, p = 0.25) (Figure 5A). Three studies reported
RO resection rates in 1071 participants, 871 of whom underwent open surgery and 200
of whom underwent robotic surgery. Approximately six times more negative margins
were achieved in the robotic surgery group than in the open surgery group (OR = 6.01;
95% CI: 1.13-31.91; p = 0.04). No heterogeneity between the studies was detected (I? = 0%;
p = 0.99) (Figure 5B). The rate of negative CRM was evaluated in four studies comprising
360 patients in the robotic surgery group and 1004 patients in the open surgery group. The
meta-analysis showed that the rate of negative CRM was three times higher in patients
who underwent robotic surgery than in those who underwent open surgery (OR = 3.39;
95% CI: 1.11-12.26; p = 0.03). No heterogeneity was detected between studies in this analysis
(I? = 0%; p = 0.79) (Figure 5C).

Mortality and Survival Outcomes

Five studies reported perioperative mortality [18,20,40,44,46]; no death was mentioned
in either surgical group, so no pooled analysis was performed. RFS and OS were reported
in one study by Corbellini et al. This study comprised 65 patients in the robotic surgery
group and 55 patients in the open surgery group. The one-year RFS was 97% in the open
surgery group and 95% in the robotic surgery group and the three-year RFS was 84% in
the open surgery group and 80% in the robotic surgery group. The difference was not
significant. In the open surgery group, the one-year OS was 98%, which decreased to 93%
after three years. In the robotic surgery group, the one-year OS was similar to that in the
open surgery group but decreased to 87% after three years.

Operative Costs

Operative costs were compared between robotic and open surgery groups in one study
by Bertani et al. This study performed cost analysis in 86 rectal cancer patients, and the
mean operative cost of robotic surgery was 12,680 USD, which was 1530 USD higher than
that of open surgery.

3.3.2. Meta-Analysis B: Robotic vs. Laparoscopic Rectal Resection
Twenty-three articles compared robotic and laparoscopic surgery in a total of 5348 patients.

Intraoperative Outcomes

Intraoperative outcomes comprised intraoperative complications, conversion rate
to open surgery, estimated blood loss during surgery, and operation time. Eight studies
reported intraoperative complications in 3762 patients, and the meta-analysis did not re-
veal significant differences between the robotic surgery and laparoscopic surgery groups
(OR =1.48; 95% CI: 0.95-2.32; p = 0.26). The estimated heterogeneity between studies was
low in this analysis (I? = 35%; p = 0.09) (Figure 6A). Estimated blood loss was reported in
nine studies, comprising 2543 patients. The estimated blood loss was significantly less in
robotic surgery than in laparoscopic surgery (MD = 20.47; 95% CI: 7.57-33.36; p = 0.002).
However, high heterogeneity was detected between studies in this analysis (I = 99%;
p < 0.001) (Figure 6B). The conversion to open surgery was reported in 17 studies, com-
prising 1760 patients in the robotic surgery group and 1679 patients in the laparoscopic
surgery group. Conversion to open surgery was reported in 53/1760 (3.01%) patients in the
robotic surgery group and in 124/1679 (7.38%) patients in the laparoscopic surgery group.
The meta-analysis showed that conversion to open surgery was three-times more common
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during laparoscopic surgery than during robotic surgery (OR = 3.13; 95% CI: 1.87-5.21;
p < 0.0001). Low heterogeneity was detected between studies in this analysis (I> = 33%;
p = 0.10) (Figure 7A). Operation duration was reported in 19 studies comprising
3686 patients, 1856 of whom underwent robotic surgery and 1830 of whom underwent
laparoscopic surgery. The operation duration was significantly longer in the robotic surgery
group (MD = —36.29; 95% CI: —47.34 to —25.25; p < 0.001). This difference was also detected
in the subgroup analysis of RCTs. High heterogeneity was detected between studies in this
analysis (12 = 98%; p < 0.001) (Figure 7B).
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Figure 5. Forest plots comparing (A) number of harvested lymph nodes [18,20,40,46], (B) microscopic
margin-free (RO) resection [18,20,44] and (C) circumferential resection margin (CRM) [20,40,44,46]
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between robotic and open rectal resection (blue boxes representing odd ratios, green boxes repre-

senting mean differences, arrows representing 95% confidence intervals, and diamonds representing

point estimates of pooled odd ratios or mean differences).
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Figure 6. Forest plots comparing (A) intraoperative complications [17-19,34,41,42,44,45,52] and

(B) estimated blood loss [17,18,35,37,40-43,51] between robotic and laparoscopic rectal resection

(blue boxes representing odd ratios, green boxes representing mean differences, arrows represent-

ing 95% confidence intervals, and diamonds representing point estimates of pooled odd ratios or

mean differences).
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Figure 7. Forest plots comparing (A) conversion to open surgery [6,17-19,23,34-38,40-43,45,48,52,53]

and (B) operation time [6,17-19,23,34-43,47,48,51-53] between robotic and laparoscopic rectal re-

section (blue boxes representing odd ratios, green boxes representing mean differences, arrows

representing 95% confidence intervals, and diamonds representing point estimates of pooled odd

ratios or mean differences).
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Postoperative Outcomes

The investigated postoperative outcomes were anastomotic leakage, surgical site in-
fection, postoperative complications, major complications, reoperation rate, and length of
hospital stay. Fourteen studies reported on anastomotic leakage, which was detected in
81 of 1318 patients (6.14%) undergoing robotic surgery and in 159 of 1994 patients (7.97%)
undergoing laparoscopic surgery. The difference in anastomotic leakage was not significant
between the two arms (OR = 1.22; 95% CI: 0.90-1.65; p = 0.21). Heterogeneity was not
detected between studies in this analysis (> = 0%; p = 0.54) (Figure 8A). Surgical site
infection was reported in 12 studies. The pooled analysis revealed surgical site infection in
31/795 (3.9%) patients undergoing robotic surgery and in 35/811 (4.3%) patients undergo-
ing laparoscopic surgery. This difference was not significant (OR = 1.04; 95% CI: 0.63-1.73;
p = 0.87) and no heterogeneity was detected between studies in this analysis (I> = 0%;
p = 0.90) (Figure 8B). Postoperative complications were reported in 18 studies, with
1865 patients in the robotic surgery group and 2890 patients in the laparoscopic surgery
group. The pooled analysis revealed no significant differences in postoperative complica-
tions between the robotic surgery group and the laparoscopic surgery group (OR = 1.11;
95% CI: 0.86-1.43; p = 0.44). Low heterogeneity was detected between the studies in this
analysis (I? = 43%; p = 0.03) (Figure 9A). Major complications were reported in 15 studies
comprising 4133 patients. The meta-analysis showed no significant difference in major
complications between the robotic surgery group and the laparoscopic surgery group
(OR =1.19; 95% CI: 0.84-1.69; p = 0.34). Low heterogeneity was detected between the stud-
ies in this analysis (I? = 15%; p = 0.29). However, the subgroup analysis of RCTs revealed a
significantly higher rate of major complications in laparoscopic surgery group (OR = 1.66;
95% CI: 1.08-2.56; p = 0.02; 12 = 0%; p = 0.92) (Figure 9B). Reoperation rate was reported
in 12 studies comprising 2614 patients, 1324 of whom underwent robotic surgery and
1290 of whom underwent laparoscopic surgery. The meta-analysis showed that 1.5-times
more reoperations were performed in the laparoscopic surgery group than in the robotic
surgery group (OR = 1.69; 95% CI: 1.10-2.62, p = 0.02). There was no evidence of hetero-
geneity between the studies in this analysis (I> = 0%; p = 0.95) (Figure 10A). The length
of hospital stay was reported in 18 studies. A pooled analysis of 4945 patients demon-
strated no significant difference in the length of hospital stay between the robotic surgery
group and the laparoscopic surgery group (MD = —0.00; 95% CI: —0.55-0.54; p = 0.99).
Heterogeneity was high between the analyzed studies (I> = 96%; p < 0.001) (Figure 10B).

Histological Outcomes

The investigated histological outcomes were completeness of TME, rate of RO resection,
rate of CRM negative resection, number of harvested lymph nodes, and proximal and
distal resection margins. The completeness of TME was reported in 11 studies comprising
1498 patients. The pooled analysis revealed similar rates of complete TME in the robotic
surgery and laparoscopic surgery groups (OR = 1.09; 95% CI: 0.74-1.60; p = 0.67). Low het-
erogeneity was found between the studies in this analysis (I*> = 29%; p = 0.18)
(Figure 11A). The number of excised lymph nodes was reported in 15 studies comprising
3084 patients (1569 patients in the robotic surgery group and 1515 patients in the laparo-
scopic surgery group). The pooled analysis showed no significant difference in the number
of excised lymph nodes between the two groups (MD = 0.38; 95% CI: —0.39-1.16; p = 0.33).
Moderate heterogeneity was detected between the studies in this analysis (I> = 59%;
p = 0.002) (Figure 11B). The rate of RO resection was reported in 8 studies comprising
2213 participants. The meta-analysis showed no significant difference in RO resection
between the robotic and laparoscopic arms (OR = 0.99; 95% CI: 0.36-2.70; p = 0.98). No het-
erogeneity was detected between the studies in this analysis (1> = 0%; p = 0.50) (Figure 12A).
The rate of CRM negative resection was reported in 14 studies including 4436 patients
(1753 patients in the robotic surgery group and 2683 patients in the laparoscopic surgery
group). The pooled analysis showed significantly 1.5-times more negative CRM resection
in the robotic surgery group than in the laparoscopic surgery group (OR = 1.56; 95% CI:
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1.11-2.20; p = 0.01). No heterogeneity was detected between the studies in this analysis
(2 = 0%; p = 0.59) (Figure 12B). Furthermore, no significant differences were detected in
proximal and distal resection margins between robotic and laparoscopic rectal resection.
Results of these meta-analyses are presented in the Supplementary Material.
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Figure 8. Forest plots comparing (A) anastomotic leakage [17-19,23,34,35,37,39,41-44,48,51,52] and
(B) surgical site complications [54] between robotic and laparoscopic rectal resection (blue boxes
representing odd ratios, arrows representing 95% confidence intervals, and diamonds representing
point estimates of pooled odd ratios or mean differences).
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Figure 9. Forest plots comparing (A) postoperative complications [6,17-19,23,34—42,44,45,48,51,53]
and (B) major complications [6,17,18,23,35,37,38,40-42,44,45,48,51,53] between robotic and laparo-
scopic rectal resection (blue boxes representing odd ratios, arrows representing 95% confidence
intervals, and diamonds representing point estimates of pooled odd ratios or mean differences).



Cancers 2023, 15, 839 23 of 34

A LAP ROB Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
RCT
Feng 2022 10 173 5 174 158% 2.07 [0.69, 6.20] 2022 N
REAL Trial 2022 24 585 14 586 42.3% 1.75[0.90, 3.41] 2022 T
Tang 2020 1 64 0 65 1.8% 3.09[0.12, 77.38] 2020
Debakey 2018 1 24 0 21 1.8% 2.74[0.11,71.04] 2018
M.J. Kim 2018 2 73 2 66  4.8% 0.90[0.12,6.59] 2018 s
Tolstrup 2017 4 26 2 25 5.9% 2.09[0.35, 12.59] 2017 -1 -
Xu 2017 0 176 0 173 Not estimable 2017
Patriti 2009 1 37 0 29 1.8% 2.42[0.10,61.74] 2009
Baik 2008 0 18 0 18 Not estimable 2008
Subtotal (95% CI) 1176 1157 74.2% 1.82 [1.10, 3.02] L 2
Total events 43 23

Heterogeneity: Tau? = 0.00; Chi? = 0.77,df =6 (P = 0.99); 7= 0%
Test for overall effect: Z = 2.32 (P = 0.02)

Prospective

Galata 2019 3 33 1 18 3.5% 1.70 [0.16, 17.65] 2019

Polat 2019 8 34 11 77 18.3% 1.85[0.67,5.11] 2019 T
Asklid 2018 1 47 5 72 4.0% 0.28 [0.03, 2.58] 2018

Subtotal (95% CI) 114 167 25.8% 1.28 [0.46, 3.51] il
Total events 12 17

Heterogeneity: Tau? =0.15; Chi?=2.35,df=2 (P=0.31); P=15%
Test for overall effect: Z=0.47 (P =0.64)

Total (95% CI) 1290 1324 100.0% 1.69 [1.10, 2.62] ’
Total events 55 40
P 2 — . 2 = - = - 12 = 09 k I t d
Heterogeneity: Tau = 0.90, Chi —_3.39, df=9 (P=0.95); P=0% 0.01 01 1 10 100
Test for overall effec_:t. Z=237 (P_- 0.02) Favours [LAP] Favours [ROB]
Test for subgroup differences: Chi? = 0.38, df = 1 (P = 0.54), I = 0%
B LAP ROB Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

RCT

REAL Trial 2022 8 083 585 7 066 586 10.8% 1.00[0.61, 1.09] 2022 -

Feng 2022 7 0.5 173 5 016 174 108% 2.00[1.62,2.08] 2022 .

Y. Liu 2022 8 14 45 7.5 1.3 47 9.8% 0.50 [-0.05, 1.05] 2022 ™

Tang 2020 83 27 65 82 21 64 87% 0.10[-0.73, 0.93] 2020 T

ROLARR Trial 2018 8 585 234 8.2 6.03 234 7.7% -0.20[-1.28, 0.88] 2018 1

Debakey 2018 55 348 21 425 264 24 4.9% 1.25[-0.58, 3.08] 2018 T

M.J. Kim 2018 10.3 34 73 108 74 66 4.6% -0.50 [-2.45, 1.45] 2018 - 1

Tolstrup 2017 89 56 25 95 77 26  1.8% -0.60 [-4.28,3.08] 2017 I R

Xu 2017 5 37 173 6 481 176 84%  -1.00[-1.90,-0.10] 2017 -

Jimenez Rodriguez 2011 9.3 8.1 6 9.2 6.8 6 0.4% 0.10[-8.36, 8.56] 2011

Patriti 2009 1.9 7.5 29 9.6 6.9 37 2.0% 2.30 [-1.22, 5.82] 2009 ]

Baik 2008 6.9 1.3 18 8.7 1.3 18 8.6% -1.80 [-2.65, -0.95] 2008 -

Subtotal (95% CI) 1447 1458 78.7% 0.26 [-0.33, 0.86] L 2

Heterogeneity: Tau? = 0.65; Chi2 = 413.47, df = 11 (P < 0.00001); P = 97%
Test for overall effect: Z=0.87 (P = 0.38)

Prospective

Dulskas 2021 91 4 78 98 4 62 6.6% -0.70[-2.03, 0.63] 2021 e
Quijano 2020 781 7.7 104 12.07 1242 81 24%  -4.26[-7.35, -1.17] 2020 —
Galata 2019 132 75 33 126 108 18  0.9% 0.60[-4.93, 6.13] 2019

ESCP 2018 7.7 58 1176 84 58 123 7.8% -0.70[-1.74, 0.34] 2018 I
H.J. Kim 2017 107 142 130 9 662 130 30% 1.70[-0.99, 4.39] 2017 7
Corbellini 2016 155 1215 40 25.25 23.99 65 06% -975[-1669 -2.81] 2016
Subtotal (95% CI) 1561 479  21.3% -1.18 [-2.86, 0.50] -

Heterogeneity: Tau®=2.31; Chi* = 14.82, df =5 (P = 0.01); I’ =66%
Test for overall effect: Z = 1.38 (P = 0.17)

Total (35% CI) 3008 1937 100.0%  -0.00 [-0.55, 0.54] ?
Heterogeneity: Tau? = 0.71; Chi? = 464.23, df = 17 (P < 0.00001); I* = 96% _150 is kS é 150
Test for overall effect: Z=0.01 (P = 0.99) Favours [LAP] Favours [ROB]

Test for subgroup differences: Chi? = 2.52, df = 1 (P = 0.11), I> = 60.3%

Figure 10. Forest plots comparing (A) reoperation [6,17,23,35,37,38,40-42,45,48,52] and (B) length
of hospital stay [6,17-19,23,34-38,40-44,47-49,53] between robotic and laparoscopic rectal resection
(blue boxes representing odd ratios, green boxes representing mean differences, arrows represent-
ing 95% confidence intervals, and diamonds representing point estimates of pooled odd ratios or
mean differences).
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Figure 11. Forest plots comparing (A) TME completeness [6,17,19,23,34,35,38,43,45,48-50] and
(B) total harvested lymph nodes [6,17-19,23,34-37,39-41,45,47,48,52] between robotic and laparo-
scopic rectal resection (blue boxes representing odd ratios, green boxes representing mean differences,

arrows representing 95% confidence intervals, and diamonds representing point estimates of pooled

odd ratios or mean differences).
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Figure 12. Forest plots comparing (A) microscopic margin-free resection (R0 resection) [18,19,23,34,41,42,4548,52]

and (B) circumferential resection margin (CRM) [17,19,23,34,35,37,40—-44,47-49,52] between robotic
and laparoscopic rectal resection (blue boxes representing odd ratios, arrows representing 95% confi-
dence intervals, and diamonds representing point estimates of pooled odd ratios or mean differences).

Favours [LAP] Favours [ROB]
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Mortality and Survival Outcomes

Fourteen studies reported the perioperative mortality within 30 days or 90 days
after surgery. Ten of these studies reported no deaths in both groups, and the meta-
analysis confirmed no significant differences in perioperative mortality between the groups
(OR =1.13; 95% CI: 0.30—4.20; p = 0.86). No heterogeneity was detected between studies in
this analysis (I = 0%; p = 0.95) (Figure 13). One-year RFS was evaluated in three studies
and the meta-analysis showed no significant difference between robotic and laparoscopic
surgery (OR = 0.68; 95% CI: 0.28-1.62; p = 0.38). No heterogeneity was detected between
the studies (I> = 0%; p = 0.82) (Supplementary Figure S1). The pooled analysis showed
no significant differences in three-year RFS between the robotic surgery and laparoscopic
surgery groups (OR = 1.08; 95% CI: 0.39-2.96; p = 0.88). Moderate heterogeneity was
detected between the studies in this analysis (I? = 52%; p = 0.12) (Supplementary Figure S2).
OS rates were reported in three studies, comprising 579 patients. The one-year OS rate
was higher in the robotic surgery group than in the laparoscopic surgery group, but this
difference was not significant (OR = 2.10; 95% CI: 0.54-8.07; p = 0.28) (Supplementary
Figure S3). No heterogeneity was detected between studies in this analysis (I = 0%;
p = 0.64). There were also no significant differences in three-year OS between the robotic
surgery group and the laparoscopic surgery group (OR = 1.13; 95% CI: 0.32-4.01; p = 0.85)
(Supplementary Figure S4). Heterogeneity was low between the studies in this analysis
(I? = 48%; p = 0.14).

LAP ROB QOdds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
RCT
Feng 2022 0 173 0 174 Not estimable 2022
REAL Trial 2022 1 585 1 586 225% 1.00 [0.086, 16.05] 2022
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Debakey 2018 1 24 0 21 18.3% 2.74[0.11,71.04] 2018 = >
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Figure 13. Forest plots comparing up to 90-day mortality [6,17-19,23,34,35,37,39,41,42,45,47,51,52]
between robotic and laparoscopic rectal resection (blue boxes representing odd ratios, arrows repre-
senting 95% confidence intervals, and diamonds representing point estimates of pooled odd ratios or

mean differences).
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Operative Cost

Economic variables were only evaluated in the ROLARR RCT and one prospective
study. The meta-analysis revealed that the cost of laparoscopic surgery is significantly
lower than that of robotic surgery (MD = —0.83; 95% CI: —1.40 to —0.27; p = 0.004). High
heterogeneity was detected between the studies in this analysis (I> = 99%; p < 0.001)
(Figure 14).

LAP ROB Mean Difference Mean Difference
Study or Subgroup SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
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Figure 14. Forest plots comparing operative cost [19,34,53] between robotic and laparoscopic rectal
resection (green boxes representing mean differences, arrows representing 95% confidence intervals,
and diamonds representing point estimates of pooled odd ratios or mean differences).

In meta-analysis B, no significant differences were detected in ileus, pain score, res-
piratory complications, and urinary complications between the robotic surgery group
and laparoscopic surgery group. The results of the pooled analyses are presented in the
Supplementary Material.

4. Discussion

In recent decades, the increased use of minimally invasive colorectal resection surg-
eries has improved patient satisfaction, leading to shorter hospital stays, a faster return to
normal life, better cosmetic results, and fewer surgical site complications. These benefits
have led surgeons to switch from open to minimally invasive techniques when treating
these patients [54]. Laparoscopic rectal resection has acceptable surgical outcomes that
have improved over time with improvement in instrumentation and increase in surgical
experience [8-10]. Several studies have shown similar operative and oncological out-
comes between laparoscopic surgery and open surgery [8-10]; however, some studies
have indicated a higher risk of positive CRM and incomplete TME following laparoscopic
surgery [12,55,56]. Robotic surgery was introduced to overcome the challenges of laparo-
scopic resection with advanced technology, 3-D visualization, multiple articulating arms
with higher degree of freedom, and enhanced ergonomics. These benefits are particularly
relevant to patients with a narrow pelvis, male patients, patients with obesity, and patients
with anterior tumors who are treated with neoadjuvant chemotherapy [6,57].

Several RCTs and systematic reviews have shown comparable operative and oncologi-
cal results of robotic surgery and laparoscopic surgery [19,21-23], but there are limitations to
this research. While some of these meta-analyses compared robotic, open, and laparoscopic
surgery in a pairwise design, others only compared robotic surgery with laparoscopic
surgery and included a limited number of studies/participants [21-24]. Others included
retrospective studies [58,59] or evaluated only urological /sexual function and quality of
life [58,59] or evaluated only long-term oncological outcomes [22]. Two meta-analyses
compared the outcomes of robotic and open resection, but most included studies were
retrospective, none were RCTs [27,28] and only the pathological outcomes were evalu-
ated [27]. Two network meta-analyses compared the outcomes of open, laparoscopic,
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and robotic rectal resection [25,26], but made indirect comparisons between robotic and
open approaches. To address these limitations and considering the fast development
of robot-assisted colorectal surgery and improvement of its outcomes by increasing the
experience of the surgeons, the current meta-analysis was designed to compare directly
the surgical, long-term oncological, and economic outcomes of robotic rectal resection
with those of open and laparoscopic approaches. Unlike previous research, we included
both RCTs and prospective trials, which increased the number of patients included in our
meta-analysis (15 RCTs and 11 non-randomized prospective studies) to increase the level
of evidence.

Robotic rectal resection showed significantly lower blood loss, reduced surgical site
infection, and shorter length of hospital stay, but a longer operation time than open surgery.
However, there were no differences in complication rates between the two techniques.
Regarding the histological outcomes, robotic surgery had a significantly higher rate of RO
resection and negative CRM resection and a higher number of harvested lymph nodes
than open surgery. The operation time was also longer in robotic surgery compared to the
laparoscopic procedure, but robotic surgery showed a significantly lower rate of conversion,
less intraoperative blood loss, lower rate of reoperation, and higher rate of CRM negative
resection. Other outcomes were similar between robotic and laparoscopic surgery.

Conversion to open surgery is associated with higher complication rates, higher
mortality rates, and poorer oncological outcomes [60-62]. Previous studies have reported
similar conversion rates between laparoscopic and robotic surgery [23,26] while others have
reported higher conversion rates during laparoscopic surgery than robotic surgery [21,24].
In our study, we found a lower rate of conversion during robotic surgery, which was
probably due to better visualization, better operative access to the pelvic area, and better
maneuverability and dexterity during surgery [24,63].

We also observed significantly lower estimated blood loss during robotic surgery
than during open and laparoscopic surgery. This is probably because the magnified 3-D
visualization, instrumental dexterity, and precise resection of the robot improve vascular
control during surgery. Higher blood loss during surgery has been associated with a
poorer prognosis in colorectal malignancies [64,65], so these findings suggest that robotic
surgery may improve the prognosis of patients undergoing rectal resection. Our findings
are supported by those of a previous meta-analysis of retrospective studies, which showed
lower estimated blood loss with robot-assisted method [26,28]. This previous network
meta-analysis also observed lower intraoperative blood loss during robotic surgery than
during laparoscopic surgery [26], which is similar to our findings but in contrast to those
of some other studies [21,23]. However, minimal differences between groups should
be interpreted with caution because it is difficult to assess the exact blood loss in the
operation room.

We found that the operative time was longer for robotic surgery than for open and
laparoscopic surgery. This may be explained by the time needed to prepare, position, dock,
and undock the robotic device before surgery can begin [21,23,26,66]. The operative time
in robotic surgery has been shown to decrease with experience [67], and studies have
reported that almost 30 operations are needed before the entire surgical team becomes
proficient with the robotic device. After this cut-off, the operative time decreases [67]. A
recent meta-analysis comparing the effect of the learning curve on the outcomes of robotic
and laparoscopic methods in colorectal surgery has shown that the robotic approach has a
shorter operative time than the laparoscopic approach when both groups have a similar
level of experience [68].

We found a shorter hospital stay and a lower rate of surgical site infection in patients
who underwent robotic resection than in patients who underwent open resection. This
is likely related to the minimally invasive nature of the robotic method [26,28]. How-
ever, we did not observe the any differences in hospital stay and surgical site infections
between the robotic and laparoscopic groups. In agreement with our findings, previous
reviews have also reported comparable hospitalization time between patients undergoing
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laparoscopic and robotic surgery [24,25]. However, in contrast to our findings, another
meta-analysis reported shorter hospital stays in patients undergoing robotic surgery than
in patients undergoing laparoscopic surgery [26]. This heterogeneity might be explained by
differences in the level of evidence, included studies, and surgical experience between the
two meta-analyses.

We observed better histopathological outcomes following robotic surgery than follow-
ing open and laparoscopic surgery. For example, the robotic approach had a significantly
higher rate of RO resection and negative CRM resection and a higher number of harvested
lymph nodes than the open approach did. Robotic resection had also a higher rate of nega-
tive CRM resection than laparoscopic approach. This might be because robots can perform
more precise dissection with better visualization, and because pelvic access is improved.
However, in contrast to our findings, a previous meta-analysis found no differences in these
histopathological outcomes between open and robotic techniques [27]. The superiority of
the robotic method shown in our current study may be explained by recent technical and
technological improvements of the robotic method and the increased surgical experience
with this technique. In spite of the superior histopathological outcomes of robotic proce-
dure, no differences were seen in RFS and OS in the present study. This can be due to the
lack of reports on long-term survival outcomes in most of the included studies. Only one
study comparing robotic and open procedures and three studies comparing robotic and
laparoscopic techniques reported the long term survival outcomes and these studies found
also no significant differences in histopathological outcomes between robotic surgery and
open or laparoscopic methods. Further studies are needed to evaluate the impact of robotic
rectal resection on survival outcomes.

Our meta-analysis showed that operative costs are higher for robotic surgery than for
open and laparoscopic surgery, probably due to high costs for the robot and instruments [69].
Creating a more competitive and open market for these surgical devices would decrease
the device and maintenance costs [69]. It should also be considered that the cost of robotic
devices will decrease with time, which will increase the cost-effectiveness of robotic surgery
for rectal resection.

Laparoscopic rectal resection requires a learning curve of 40-90 cases before a surgeon
used to open surgery becomes proficient [11,70]. However, the learning curve for robotic
resection is shorter for a surgeon with experience in open resection and requires only
21-43 cases to reach proficiency. This is probably due to the similarity in access, visualiza-
tion, and maneuverability between the open and robotic approach [68,71,72]. This indicates
that the robotic approach should be the method of choice for surgeons and surgical centers
who are planning to change from open to minimal invasive rectal surgery as the learning
curve is shorter. However, the higher costs should be considered. Centers performing
laparoscopic rectal resection as routine can consider changing to the robotic approach if the
costs are reasonable.

The main limitation of our meta-analysis was the overall quality of the evidence,
which was judged as low and very low according to the GRADE assessment for the
majority of outcomes. Most studies had low-quality or no blinding, which may have
caused observer bias. In addition, the sample sizes were low for those outcomes that
were not reported in all studies. There were also some outcomes with no events in either
one or both treatment arms of some included studies and the meta-analyses may be
underpowered to detect differences. Furthermore, due to the low number of studies
which reported different types of rectal resection separately, we were not able to perform
sub-analyses to compare different surgical methods in different procedures, such as low-
anterior resections and ultra-low anterior resections, as well as in sphincter preserving
surgeries versus abdominoperineal resections.

5. Conclusions

In conclusion, the robotic approach is a safe and effective method for rectal resection. It
has considerable benefits over the open approach regarding surgical and histopathological
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outcomes; therefore, robot-assisted rectal surgery seems to be a reasonable substitution for
open surgeries. When considering robotic surgery as a substitute for laparoscopic rectal
surgery, the higher costs of the robotic approach are considerable, but robotic approach has
lower rates of conversion and reoperation, less blood loss, and higher rate of negative CRM
resection. With changes in the market space and introduction of more robotic systems in
clinical use may bring down both the capital and instruments costs. This would lead to
widespread adoption of the robotic surgery for rectal resections.
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Forest plot comparing respiratory complications between robotic and laparoscopic rectal resection
(blue boxes representing odd ratios, arrows representing 95% confidence intervals, and diamonds
representing point estimates of pooled odd ratios or mean differences). Figure S10. Forest plot
comparing urinary complications between robotic and laparoscopic rectal resection (blue boxes
representing odd ratios, arrows representing 95% confidence intervals, and diamonds representing
point estimates of pooled odd ratios or mean differences).

Author Contributions: Conceptualization, E.K., YK. and A.M.; Methodology, EK., E.A.,, A D.M.
and R.N; Software, E.A., A.D.M. and R.N,; Validation, EK., E.A. and G.G.; Formal Analysis, E.A.,
A.DM. and R.N.; Investigation, EK., E.A., A D.M. and R.N.; Resources, G.G., C.C., AP, YK. and
A.M.; Data Curation, E.A., A.D.M. and R.N.; Writing—Original Draft Preparation, E.K., E.A. and
A.D.M.; Writing—Review & Editing, EK,, E.A., A.P. and A.M.; Visualization, E.A., A.D.M. and RN.;
Supervision, A.M.; Project Administration, E.K. and A.M.; Funding Acquisition, E.K., G.G., C.C. and
A M. All authors have read and agreed to the published version of the manuscript.

Funding: This study was funded by the Champalimaud Clinical Center of Champalimaud Foundation.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author.

Conflicts of Interest: The authors have no conflict of interest to declare.


https://www.mdpi.com/article/10.3390/cancers15030839/s1
https://www.mdpi.com/article/10.3390/cancers15030839/s1

Cancers 2023, 15, 839 31 of 34

References

1.

W

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Hossain, M.S.; Karuniawati, H.; Jairoun, A.A.; Urbi, Z.; Oo0i, J.; John, A.; Lim, Y.C.; Kibria, KM.K.; Mohiuddin, A.K.M.; Ming,
L.C; et al. Colorectal Cancer: A Review of Carcinogenesis, Global Epidemiology, Current Challenges, Risk Factors, Preventive
and Treatment Strategies. Cancers 2022, 14, 1732. [CrossRef]

Sung, H.; Ferlay, |.; Siegel, R.L.; Laversanne, M.; Soerjomataram, I.; Jemal, A.; Bray, F. Global Cancer Statistics 2020: GLOBOCAN
Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. Cancer J. Clin. 2021, 71, 209-249. [CrossRef]
[PubMed]

Fazeli, M.S.; Keramati, M.R. Rectal cancer: A review. Med. |. Islam. Repub. Iran 2015, 29, 171. [PubMed]

Glynne-Jones, R.; Wyrwicz, L.; Tiret, E.; Brown, G.; Rddel, C.; Cervantes, A.; Arnold, D. Rectal cancer: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up. Ann. Oncol. 2017, 28, iv22-iv40. [CrossRef] [PubMed]

Senagore, A.]. Adoption of Laparoscopic Colorectal Surgery: It Was Quite a Journey. Clin. Colon Rectal Surg. 2015, 28, 131-134.
[CrossRef]

Baik, S.H.; Ko, Y.T.; Kang, C.M.; Lee, W.J.; Kim, N.K,; Sohn, S.K.; Chi, H.S.; Cho, C.H. Robotic tumor-specific mesorectal excision
of rectal cancer: Short-term outcome of a pilot randomized trial. Surg. Endosc. 2008, 22, 1601-1608. [CrossRef]

Denost, Q.; Adam, ].P; Rullier, A.; Buscail, E.; Laurent, C.; Rullier, E. Perineal transanal approach: A new standard for laparoscopic
sphincter-saving resection in low rectal cancer, a randomized trial. Ann. Surg. 2014, 260, 993-999. [CrossRef]

Martel, G.; Boushey, R.P. Laparoscopic colon surgery: Past, present and future. Surg. Clin. N. Am. 2006, 86, 867-897. [CrossRef]
Van der Pas, M.H.; Haglind, E.; Cuesta, M.A; Fiirst, A.; Lacy, A.M.; Hop, W.C.; Bonjer, H.J. Laparoscopic versus open surgery for
rectal cancer (COLOR II): Short-term outcomes of a randomised, phase 3 trial. Lancet Oncol. 2013, 14, 210-218. [CrossRef]
Jeong, S.Y,; Park, ].W,; Nam, B.H.; Kim, S.; Kang, S.B.; Lim, S.B.; Choi, H.S.; Kim, D.W.; Chang, H.J.; Kim, D.Y.; et al. Open
versus laparoscopic surgery for mid-rectal or low-rectal cancer after neoadjuvant chemoradiotherapy (COREAN trial): Survival
outcomes of an open-label, non-inferiority, randomised controlled trial. Lancet Oncol. 2014, 15, 767-774. [CrossRef]

Bege, T.; Lelong, B.; Esterni, B.; Turrini, O.; Guiramand, J.; Francon, D.; Mokart, D.; Houvenaeghel, G.; Giovannini, M.; Delpero,
J.R. The learning curve for the laparoscopic approach to conservative mesorectal excision for rectal cancer: Lessons drawn from a
single institution’s experience. Ann. Surg. 2010, 251, 249-253. [CrossRef] [PubMed]

Fleshman, J.; Branda, M.; Sargent, D.J.; Boller, A.M.; George, V.; Abbas, M.; Peters, W.R,, Jr.; Maun, D.; Chang, G.; Herline, A;
et al. Effect of Laparoscopic-Assisted Resection vs. Open Resection of Stage II or III Rectal Cancer on Pathologic Outcomes: The
ACOSOG Z6051 Randomized Clinical Trial. JAMA 2015, 314, 1346-1355. [CrossRef] [PubMed]

Stevenson, A.R.; Solomon, M.].; Lumley, ] W.; Hewett, P.; Clouston, A.D.; Gebski, V.J.; Davies, L.; Wilson, K.; Hague, W.; Simes,
J. Effect of Laparoscopic-Assisted Resection vs. Open Resection on Pathological Outcomes in Rectal Cancer: The ALaCaRT
Randomized Clinical Trial. JAMA 2015, 314, 1356-1363. [CrossRef]

Weber, P.A.; Merola, S.; Wasielewski, A.; Ballantyne, G.H. Telerobotic-assisted laparoscopic right and sigmoid colectomies for
benign disease. Dis. Colon Rectum 2002, 45, 1689-1694. [CrossRef] [PubMed]

Stefanidis, D.; Wang, F.; Korndorffer, J.R., Jr.; Dunne, ]J.B.; Scott, D.]. Robotic assistance improves intracorporeal suturing
performance and safety in the operating room while decreasing operator workload. Surg. Endosc. 2010, 24, 377-382. [CrossRef]
Stefanidis, D.; Hope, W.W.; Scott, D.J. Robotic suturing on the FLS model possesses construct validity, is less physically demanding,
and is favored by more surgeons compared with laparoscopy. Surg. Endosc. 2011, 25, 2141-2146. [CrossRef]

Kim, M ]; Park, S.C.; Park, ] W.; Chang, H.].; Kim, D.Y,; Nam, B.H.; Sohn, D.K.; Oh, ].H. Robot-assisted Versus Laparoscopic
Surgery for Rectal Cancer: A Phase II Open Label Prospective Randomized Controlled Trial. Ann. Surg. 2018, 267, 243-251.
[CrossRef]

Corbellini, C.; Biffi, R.; Luca, F.; Chiappa, A.; Costa, S.; Bertani, E.; Bona, S.; Lombardi, D.; Tamayo, D.; Botteri, E.; et al. Open,
laparoscopic, and robotic surgery for rectal cancer: Medium-term comparative outcomes from a multicenter study. Tumori 2016,
102, 414-421. [CrossRef]

Jayne, D.; Pigazzi, A.; Marshall, H.; Croft, J.; Corrigan, N.; Copeland, ]J.; Quirke, P.; West, N.; Rautio, T.; Thomassen, N.; et al.
Effect of Robotic-Assisted vs. Conventional Laparoscopic Surgery on Risk of Conversion to Open Laparotomy Among Patients
Undergoing Resection for Rectal Cancer: The ROLARR Randomized Clinical Trial. JAMA 2017, 318, 1569-1580. [CrossRef]
Somashekhar, S.P.; Ashwin, K.R.; Rajashekhar, ].; Zaveri, S. Prospective Randomized Study Comparing Robotic-Assisted Surgery
with Traditional Laparotomy for Rectal Cancer-Indian Study. Indian J. Surg. 2015, 77, 788-794. [CrossRef]

Prete, FP; Pezzolla, A.; Prete, F; Testini, M.; Marzaioli, R.; Patriti, A.; Jimenez-Rodriguez, RM.; Gurrado, A.; Strippoli,
G.EM. Robotic Versus Laparoscopic Minimally Invasive Surgery for Rectal Cancer: A Systematic Review and Meta-analysis of
Randomized Controlled Trials. Ann. Surg. 2018, 267, 1034-1046. [CrossRef]

Qiu, H.; Yu, D.; Ye, S.; Shan, R.; Ai, J.; Shi, J. Long-term oncological outcomes in robotic versus laparoscopic approach for rectal
cancer: A systematic review and meta-analysis. Int. J. Surg. 2020, 80, 225-230. [CrossRef] [PubMed]

Tang, B.; Lei, X.; Ai, ].; Huang, Z.; Shi, J.; Li, T. Comparison of robotic and laparoscopic rectal cancer surgery: A meta-analysis of
randomized controlled trials. World J. Surg. Oncol. 2021, 19, 38. [CrossRef] [PubMed]


http://doi.org/10.3390/cancers14071732
http://doi.org/10.3322/caac.21660
http://www.ncbi.nlm.nih.gov/pubmed/33538338
http://www.ncbi.nlm.nih.gov/pubmed/26034724
http://doi.org/10.1093/annonc/mdx224
http://www.ncbi.nlm.nih.gov/pubmed/28881920
http://doi.org/10.1055/s-0035-1560040
http://doi.org/10.1007/s00464-008-9752-z
http://doi.org/10.1097/SLA.0000000000000766
http://doi.org/10.1016/j.suc.2006.05.006
http://doi.org/10.1016/S1470-2045(13)70016-0
http://doi.org/10.1016/S1470-2045(14)70205-0
http://doi.org/10.1097/SLA.0b013e3181b7fdb0
http://www.ncbi.nlm.nih.gov/pubmed/20040854
http://doi.org/10.1001/jama.2015.10529
http://www.ncbi.nlm.nih.gov/pubmed/26441179
http://doi.org/10.1001/jama.2015.12009
http://doi.org/10.1007/s10350-004-7261-2
http://www.ncbi.nlm.nih.gov/pubmed/12473897
http://doi.org/10.1007/s00464-009-0578-0
http://doi.org/10.1007/s00464-010-1512-1
http://doi.org/10.1097/SLA.0000000000002321
http://doi.org/10.5301/tj.5000533
http://doi.org/10.1001/jama.2017.7219
http://doi.org/10.1007/s12262-013-1003-4
http://doi.org/10.1097/SLA.0000000000002523
http://doi.org/10.1016/j.ijsu.2020.03.009
http://www.ncbi.nlm.nih.gov/pubmed/32251720
http://doi.org/10.1186/s12957-021-02128-2
http://www.ncbi.nlm.nih.gov/pubmed/33536032

Cancers 2023, 15, 839 32 of 34

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Han, C; Yan, P; Jing, W.; Li, M.; Du, B.; Si, M.; Yang, J.; Yang, K.; Cai, H.; Guo, T. Clinical, pathological, and oncologic outcomes
of robotic-assisted versus laparoscopic proctectomy for rectal cancer: A meta-analysis of randomized controlled studies. Asian J.
Surg. 2020, 43, 880-890. [CrossRef] [PubMed]

Ryan, O.K; Ryan, E.].; Creavin, B.; Rausa, E.; Kelly, M.E.; Petrelli, F.; Bonitta, G.; Kennelly, R.; Hanly, A.; Martin, S.T.; et al. Surgical
approach for rectal cancer: A network meta-analysis comparing open, laparoscopic, robotic and transanal TME approaches. Eur.
J. Surg. Oncol. 2021, 47, 285-295. [CrossRef]

Simillis, C.; Lal, N.; Thoukididou, S.N.; Kontovounisios, C.; Smith, J.J.; Hompes, R.; Adamina, M.; Tekkis, P.P. Open Versus
Laparoscopic Versus Robotic Versus Transanal Mesorectal Excision for Rectal Cancer: A Systematic Review and Network
Meta-analysis. Ann. Surg. 2019, 270, 59-68. [CrossRef]

Guo, Y,; Guo, Y.; Luo, Y.; Song, X.; Zhao, H.; Li, L. Comparison of pathologic outcomes of robotic and open resections for rectal
cancer: A systematic review and meta-analysis. PLoS ONE 2021, 16, €0245154. [CrossRef]

Liao, G,; Li, Y.B,; Zhao, Z.; Li, X.; Deng, H.; Li, G. Robotic-assisted surgery versus open surgery in the treatment of rectal cancer:
The current evidence. Sci. Rep. 2016, 6, 26981. [CrossRef]

Mobher, D,; Liberati, A.; Tetzlaff, J.; Altman, D.G. Preferred reporting items for systematic reviews and meta-analyses: The PRISMA
statement. Int. J. Surg. 2010, 8, 336-341. [CrossRef]

Kalkum, E.; Klotz, R; Seide, S.; Hiittner, EJ.; Kowalewski, K.E; Nickel, F.; Khajeh, E.; Knebel, P; Diener, M.K.; Probst, P. Systematic
reviews in surgery-recommendations from the Study Center of the German Society of Surgery. Langenbecks Arch. Surg. 2021, 406,
1723-1731. [CrossRef]

Sterne, J.A.C.; Savovi¢, J.; Page, ML].; Elbers, R.G.; Blencowe, N.S.; Boutron, I; Cates, C.J.; Cheng, H.Y.; Corbett, M.S.; Eldridge,
S.M.; et al. RoB 2: A revised tool for assessing risk of bias in randomised trials. BMJ 2019, 366, 14898. [CrossRef] [PubMed]
Sterne, J.A.; Hernan, M.A; Reeves, B.C.; Savovig, J.; Berkman, N.D.; Viswanathan, M.; Henry, D.; Altman, D.G.; Ansari, M.T,;
Boutron, I.; et al. ROBINS-I: A tool for assessing risk of bias in non-randomised studies of interventions. BM] 2016, 355, i4919.
[CrossRef] [PubMed]

Atkins, D.; Best, D.; Briss, P.A.; Eccles, M.; Falck-Ytter, Y.; Flottorp, S.; Guyatt, G.H.; Harbour, R.T.; Haugh, M.C.; Henry, D.; et al.
Grading quality of evidence and strength of recommendations. BMJ 2004, 328, 1490. [CrossRef] [PubMed]

Corrigan, N.; Marshall, H.; Croft, ].; Copeland, J.; Jayne, D.; Brown, J. Exploring and adjusting for potential learning effects in
ROLARR: A randomised controlled trial comparing robotic-assisted vs. standard laparoscopic surgery for rectal cancer resection.
Trials 2018, 19, 339. [CrossRef]

Debakey, Y.; Zaghloul, A.; Farag, A.; Mahmoud, A.; Elattar, I. Robotic-Assisted versus Conventional Laparoscopic Approach for
Rectal Cancer Surgery, First Egyptian Academic Center Experience, RCT. Minim. Invasive Surg. 2018, 2018, 5836562. [CrossRef]
Jiménez Rodriguez, R.M.; Diaz Pavén, ].M.; De La Portilla de Juan, F; Prendes Sillero, E.; Hisnard Cadet Dussort, ].M.; Padillo, J.
Prospective randomised study: Robotic-assisted versus conventional laparoscopic surgery in colorectal cancer resection. Cir. Esp.
2011, 89, 432—-438. [CrossRef]

Patriti, A.; Ceccarelli, G.; Bartoli, A.; Spaziani, A.; Biancafarina, A.; Casciola, L. Short- and medium-term outcome of robot-assisted
and traditional laparoscopic rectal resection. J. Soc. Laparoendosc. Surg. 2009, 13, 176-183.

Tolstrup, R.; Funder, J.A.; Lundbech, L.; Thomassen, N.; Iversen, L.H. Perioperative pain after robot-assisted versus laparoscopic
rectal resection. Int. J. Colorectal. Dis. 2018, 33, 285-289. [CrossRef]

Wang, G.; Wang, Z.; Jiang, Z.; Liu, J.; Zhao, J.; Li, ]. Male urinary and sexual function after robotic pelvic autonomic nerve-
preserving surgery for rectal cancer. Int. |. Med. Robot. Comput. Assist. Surg. 2017, 13, €1725. [CrossRef]

Xu, J.; Wei, Y; Ren, L.; Feng, Q.; Chen, J.; Zhu, D.; Chang, W.; Yi, T; Yang, L.; Qin, X. Robot-assisted vs. laparoscopic vs open
abdominoperineal resections for low rectal cancer: Short-term outcomes of a single-center prospective randomized controlled
trial. Ann. Oncol. 2017, 28, v161-v162. [CrossRef]

Feng, Q.; Yuan, W,; Li, T,; Tang, B.; Jia, B.; Zhou, Y.; Zhang, W.; Zhao, R.; Zhang, C.; Cheng, L.; et al. Robotic versus laparoscopic
surgery for middle and low rectal cancer (REAL): Short-term outcomes of a multicentre randomised controlled trial. Lancet.
Gastroenterol. Hepatol. 2022, 7, 991-1004. [CrossRef] [PubMed]

Feng, Q.; Tang, W.; Zhang, Z.; Wei, Y.; Ren, L.; Chang, W.; Zhu, D.; Liang, F; He, G.; Xu, ]J. Robotic versus laparoscopic
abdominoperineal resections for low rectal cancer: A single-center randomized controlled trial. J. Surg. Oncol. 2022, 126,
1481-1493. [CrossRef] [PubMed]

Liu, Y,; Liu, M,; Lei, Y.; Zhang, H.; Xie, ].; Zhu, S.; Jiang, J.; Li, J.; Yi, B. Evaluation of effect of robotic versus laparoscopic surgical
technology on genitourinary function after total mesorectal excision for rectal cancer. Int. J. Surg. 2022, 104, 106800. [CrossRef]
European Society of Coloproctology collaborating group. An international multicentre prospective audit of elective rectal cancer
surgery; operative approach versus outcome, including transanal total mesorectal excision (TaTME). Color. Dis. 2018, 20, 33-46.
[CrossRef]

Asklid, D.; Gerjy, R.; Hjern, F; Pekkari, K.; Gustafsson, U.O. Robotic vs. laparoscopic rectal tumour surgery: A cohort study. Color.
Dis. 2019, 21, 191-199. [CrossRef] [PubMed]

Bertani, E.; Chiappa, A.; Biffi, R.; Bianchi, P.P,; Radice, D.; Branchi, V.; Cenderelli, E.; Vetrano, I.; Cenciarelli, S.; Andreoni, B.
Assessing appropriateness for elective colorectal cancer surgery: Clinical, oncological, and quality-of-life short-term outcomes
employing different treatment approaches. Int. |. Color. Dis. 2011, 26, 1317-1327. [CrossRef]


http://doi.org/10.1016/j.asjsur.2019.11.003
http://www.ncbi.nlm.nih.gov/pubmed/31964585
http://doi.org/10.1016/j.ejso.2020.06.037
http://doi.org/10.1097/SLA.0000000000003227
http://doi.org/10.1371/journal.pone.0245154
http://doi.org/10.1038/srep26981
http://doi.org/10.1016/j.ijsu.2010.02.007
http://doi.org/10.1007/s00423-021-02204-x
http://doi.org/10.1136/bmj.l4898
http://www.ncbi.nlm.nih.gov/pubmed/31462531
http://doi.org/10.1136/bmj.i4919
http://www.ncbi.nlm.nih.gov/pubmed/27733354
http://doi.org/10.1136/bmj.328.7454.1490
http://www.ncbi.nlm.nih.gov/pubmed/15205295
http://doi.org/10.1186/s13063-018-2726-0
http://doi.org/10.1155/2018/5836562
http://doi.org/10.1016/j.ciresp.2011.01.017
http://doi.org/10.1007/s00384-017-2943-0
http://doi.org/10.1002/rcs.1725
http://doi.org/10.1093/annonc/mdx393.009
http://doi.org/10.1016/S2468-1253(22)00248-5
http://www.ncbi.nlm.nih.gov/pubmed/36087608
http://doi.org/10.1002/jso.27076
http://www.ncbi.nlm.nih.gov/pubmed/36036889
http://doi.org/10.1016/j.ijsu.2022.106800
http://doi.org/10.1111/codi.14376
http://doi.org/10.1111/codi.14475
http://www.ncbi.nlm.nih.gov/pubmed/30428153
http://doi.org/10.1007/s00384-011-1270-0

Cancers 2023, 15, 839 33 of 34

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.
70.

Dulskas, A.; Albandar, M.; Samalavicius, N.E.; Han, Y.D.; Kim, N.K. Laparoscopic and Robotic Surgery for Rectal Cancer—
Comparative Study Between Two Centres. Indian ]. Surg. 2021, 83, 48-54. [CrossRef]

Galata, C.; Vassilev, G.; Haas, F.; Kienle, P; Biittner, S.; ReifSfelder, C.; Hardt, J. Clinical, oncological, and functional outcomes of
Da Vinci (Xi)-assisted versus conventional laparoscopic resection for rectal cancer: A prospective, controlled cohort study of
51 consecutive cases. Int. J. Color. Dis. 2019, 34, 1907-1914. [CrossRef]

Kim, H.J.; Choi, G.S.; Park, ].S.; Park, S.Y.; Yang, C.S.; Lee, H.]. The impact of robotic surgery on quality of life, urinary and sexual
function following total mesorectal excision for rectal cancer: A propensity score-matched analysis with laparoscopic surgery.
Color. Dis. 2018, 20, 0103-0113. [CrossRef]

Kim, J.Y;; Kim, N.K; Lee, K\Y.,; Hur, H.; Min, B.S.; Kim, J.H. A comparative study of voiding and sexual function after total
mesorectal excision with autonomic nerve preservation for rectal cancer: Laparoscopic versus robotic surgery. Ann. Surg. Oncol.
2012, 19, 2485-2493. [CrossRef]

Miura, T.; Sakamoto, Y.; Morohashi, H.; Suto, A.; Kubota, S.; Ichisawa, A.; Kuwata, D.; Yamada, T.; Tamba, H.; Matsumoto, S.;
et al. Robotic surgery contributes to the preservation of bowel and urinary function after total mesorectal excision: Comparisons
with transanal and conventional laparoscopic surgery. BMIC Surg. 2022, 22, 147. [CrossRef] [PubMed]

Polat, F; Willems, L.H.; Dogan, K.; Rosman, C. The oncological and surgical safety of robot-assisted surgery in colorectal cancer:
Outcomes of a longitudinal prospective cohort study. Surg. Endosc. 2019, 33, 3644-3655. [CrossRef]

Quijano, Y.; Nufiez-Alfonsel, J.; Ielpo, B.; Ferri, V.; Caruso, R.; Duran, H.; Diaz, E.; Malavé, L.; Fabra, I; Pinna, E.; et al. Robotic
versus laparoscopic surgery for rectal cancer: A comparative cost-effectiveness study. Tech. Coloproctol. 2020, 24, 247-254.
[CrossRef] [PubMed]

Park, J.S.; Choi, G.S.; Lim, K.H.; Jang, Y.S.; Jun, S.H. Robotic-assisted versus laparoscopic surgery for low rectal cancer: Case-
matched analysis of short-term outcomes. Ann. Surg. Oncol. 2010, 17, 3195-3202. [CrossRef] [PubMed]

Martinez-Pérez, A.; Carra, M.C.; Brunetti, F.; De’Angelis, N. Pathologic Outcomes of Laparoscopic vs Open Mesorectal Excision
for Rectal Cancer: A Systematic Review and Meta-analysis. JAMA Surg. 2017, 152, e165665. [CrossRef] [PubMed]

Stevenson, A.R.L.; Solomon, M.].; Brown, C.S.B.; Lumley, ].W.; Hewett, P.; Clouston, A.D.; Gebski, V.J.; Wilson, K.; Hague, W.;
Simes, ]J. Disease-free Survival and Local Recurrence After Laparoscopic-assisted Resection or Open Resection for Rectal Cancer:
The Australasian Laparoscopic Cancer of the Rectum Randomized Clinical Trial. Ann. Surg. 2019, 269, 596—-602. [CrossRef]

Liu, G.; Zhang, S.; Zhang, Y.; Fu, X,; Liu, X. Robotic Surgery in Rectal Cancer: Potential, Challenges, and Opportunities. Curr.
Treat. Options Oncol. 2022, 23, 961-979. [CrossRef]

Wee, 1].Y.; Kuo, L.].; Ngu, J.C. Urological and sexual function after robotic and laparoscopic surgery for rectal cancer: A systematic
review, meta-analysis and meta-regression. Int. . Med. Robot. Comput. Assist. Surg. 2021, 17, 1-8. [CrossRef]

Kowalewski, K.E; Seifert, L.; Ali, S.; Schmidt, M.W.; Seide, S.; Haney, C.; Tapking, C.; Shamiyeh, A.; Kulu, Y.; Hackert, T.; et al.
Functional outcomes after laparoscopic versus robotic-assisted rectal resection: A systematic review and meta-analysis. Surg.
Endosc. 2021, 35, 81-95. [CrossRef]

Clancy, C.; O’Leary, D.P,; Burke, J.P.; Redmond, H.P; Coffey, ].C.; Kerin, M.].; Myers, E. A meta-analysis to determine the
oncological implications of conversion in laparoscopic colorectal cancer surgery. Color. Dis. 2015, 17, 482-490. [CrossRef]
Guillou, PJ.; Quirke, P.; Thorpe, H.; Walker, J.; Jayne, D.G.; Smith, A.M.; Heath, RM.; Brown, ].M. Short-term endpoints
of conventional versus laparoscopic-assisted surgery in patients with colorectal cancer (MRC CLASICC trial): Multicentre,
randomised controlled trial. Lancet 2005, 365, 1718-1726. [CrossRef] [PubMed]

Rottoli, M.; Bona, S.; Rosati, R.; Elmore, U.; Bianchi, P.P; Spinelli, A.; Bartolucci, C.; Montorsi, M. Laparoscopic rectal resection for
cancer: Effects of conversion on short-term outcome and survival. Ann. Surg. Oncol. 2009, 16, 1279-1286. [CrossRef] [PubMed]
Bianchi, PP; Ceriani, C.; Locatelli, A.; Spinoglio, G.; Zampino, M.G.; Sonzogni, A.; Crosta, C.; Andreoni, B. Robotic versus
laparoscopic total mesorectal excision for rectal cancer: A comparative analysis of oncological safety and short-term outcomes.
Surg. Endosc. 2010, 24, 2888-2894. [CrossRef] [PubMed]

Morner, M.E.; Gunnarsson, U.; Jestin, P.; Svanfeldt, M. The importance of blood loss during colon cancer surgery for long-term
survival: An epidemiological study based on a population based register. Ann. Surg. 2012, 255, 1126-1128. [CrossRef] [PubMed]
Basilico, V.; Griffa, B.; Radaelli, F.; Zanardo, M.; Rossi, F.; Caizzone, A.; Vannelli, A. Anastomotic leakage following colorectal
resection for cancer: How to define, manage and treat it. Minerva Chir. 2014, 69, 245-252. [PubMed]

Memon, S.; Heriot, A.G.; Murphy, D.G.; Bressel, M.; Lynch, A.C. Robotic versus laparoscopic proctectomy for rectal cancer:
A meta-analysis. Ann. Surg. Oncol. 2012, 19, 2095-2101. [CrossRef] [PubMed]

Park, J.S.; Choi, G.S.; Lim, K.H.; Jang, Y.S.; Jun, S.H. S052: A comparison of robot-assisted, laparoscopic, and open surgery in the
treatment of rectal cancer. Surg. Endosc. 2011, 25, 240-248. [CrossRef]

Flynn, J.; Larach, ].T.; Kong, ].C.H.; Waters, P.S.; Warrier, S.K.; Heriot, A. The learning curve in robotic colorectal surgery compared
with laparoscopic colorectal surgery: A systematic review. Color. Dis. 2021, 23, 2806—2820. [CrossRef]

Brodie, A.; Vasdev, N. The future of robotic surgery. Ann. R. Coll. Surg. Engl. 2018, 100, 4-13. [CrossRef]

Son, G.M,; Kim, J.G,; Lee, ].C.; Suh, Y.J.; Cho, HM.; Lee, Y.S; Lee, L.K.; Chun, C.S. Multidimensional analysis of the learning curve
for laparoscopic rectal cancer surgery. J. Laparoendosc. Adv. Surg. Tech. Part A 2010, 20, 609-617. [CrossRef]


http://doi.org/10.1007/s12262-020-02287-8
http://doi.org/10.1007/s00384-019-03397-w
http://doi.org/10.1111/codi.14051
http://doi.org/10.1245/s10434-012-2262-1
http://doi.org/10.1186/s12893-022-01596-x
http://www.ncbi.nlm.nih.gov/pubmed/35449005
http://doi.org/10.1007/s00464-018-06653-2
http://doi.org/10.1007/s10151-020-02151-7
http://www.ncbi.nlm.nih.gov/pubmed/32020350
http://doi.org/10.1245/s10434-010-1162-5
http://www.ncbi.nlm.nih.gov/pubmed/20589436
http://doi.org/10.1001/jamasurg.2016.5665
http://www.ncbi.nlm.nih.gov/pubmed/28196217
http://doi.org/10.1097/SLA.0000000000003021
http://doi.org/10.1007/s11864-022-00984-y
http://doi.org/10.1002/rcs.2164
http://doi.org/10.1007/s00464-019-07361-1
http://doi.org/10.1111/codi.12875
http://doi.org/10.1016/S0140-6736(05)66545-2
http://www.ncbi.nlm.nih.gov/pubmed/15894098
http://doi.org/10.1245/s10434-009-0398-4
http://www.ncbi.nlm.nih.gov/pubmed/19252948
http://doi.org/10.1007/s00464-010-1134-7
http://www.ncbi.nlm.nih.gov/pubmed/20526623
http://doi.org/10.1097/SLA.0b013e3182512df0
http://www.ncbi.nlm.nih.gov/pubmed/22498893
http://www.ncbi.nlm.nih.gov/pubmed/24992323
http://doi.org/10.1245/s10434-012-2270-1
http://www.ncbi.nlm.nih.gov/pubmed/22350601
http://doi.org/10.1007/s00464-010-1166-z
http://doi.org/10.1111/codi.15843
http://doi.org/10.1308/rcsann.supp2.4
http://doi.org/10.1089/lap.2010.0007

Cancers 2023, 15, 839 34 of 34

71.  Jiménez-Rodriguez, R M.; Diaz-Pavén, ].M.; De la Portilla de Juan, F; Prendes-Sillero, E.; Dussort, H.C.; Padillo, J. Learning curve
for robotic-assisted laparoscopic rectal cancer surgery. Int. J. Color. Dis. 2013, 28, 815-821. [CrossRef] [PubMed]

72.  Yamaguchi, T.; Kinugasa, Y.; Shiomi, A.; Sato, S.; Yamakawa, Y.; Kagawa, H.; Tomioka, H.; Mori, K. Learning curve for
robotic-assisted surgery for rectal cancer: Use of the cumulative sum method. Surg. Endosc. 2015, 29, 1679-1685. [CrossRef]
[PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


http://doi.org/10.1007/s00384-012-1620-6
http://www.ncbi.nlm.nih.gov/pubmed/23242270
http://doi.org/10.1007/s00464-014-3855-5
http://www.ncbi.nlm.nih.gov/pubmed/25277477

	Introduction 
	Materials and Methods 
	Literature Search 
	Eligibility Criteria 
	Study Selection and Data Extraction 
	Definition of Extracted Data 
	Quality Assessment 
	Statistical Analysis 

	Results 
	Literature Search and Study Characteristics 
	Risk of Bias Assessment 
	Quantitative Analysis 
	Meta-Analysis A: Robotic vs. Open Rectal Resection 
	Meta-Analysis B: Robotic vs. Laparoscopic Rectal Resection 


	Discussion 
	Conclusions 
	References

