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Abstract

Background: Radical cystectomy is associated with high rates of perioperative morbidity. Robotic-assisted radical
cystectomy (RARC) is widely used today despite limited evidence for clinical superiority. The aim of this review was
to evaluate the effect of RARC compared to open radical cystectomy (ORC) on complications and secondary on
length of stay, time back to work and health-related quality of life (HRQoL).

Methods: The databases PubMed, The Cochrane Library, Embase and CINAHL were searched. A systematic review
according to the PRISMA guidelines and cumulative analysis was conducted. Randomized controlled trials (RCTs)
that examined RARC compared to ORC were included in this review. We assessed the quality of evidence using the
Cochrane Collaboration’s ‘Risk of bias’ tool and Grading of Recommendations Assessment, Development and
Evaluation approach. Data were extracted and analysed.

Results: The search retrieved 273 articles. Four RCTs were included involving overall 239 patients. The quality of the
evidence was of low to moderate quality. There was no significant difference between RARC and ORC in the
number of patients developing complications within 30 or 90 days postoperatively or in overall grade 3-5
complications within 30 or 90 days postoperatively. Types of complications differed between the RARC and the
ORC group. Likewise, length of stay and HRQoL at 3 and 6 months did not differ.

Conclusion: Our review presents evidence for RARC not being superior to ORC regarding complications, LOS and
HRQoL. High-quality studies with consistent registration of complications and patient-related outcomes are
warranted.
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Background

Worldwide, bladder cancer is the ninth most common
cancer with an estimated 429,800 new cases and 165,100
deaths in 2012. In the Western world, bladder cancer is
the fourth and ninth most common cancer in men and
women, respectively. Approximately, 30% of all newly
diagnosed patients present with muscle-invasive bladder
cancer (MIBC) [1, 2]. Radical cystectomy is the standard
treatment for patients with muscle-invasive bladder can-
cer and in selected patients with non-muscle-invasive
bladder cancer [1]. Patients undergoing radical cystec-
tomy are at high risk of perioperative morbidity with
about 60% experiencing at least one complication within
90 days after surgery [3, 4]. Open radical cystectomy
(ORC) with pelvic lymph node dissection is considered
the gold standard technique even though laparoscopic
radical cystectomy (LRC) has been possible since 2001
[5]. In 2003, robot-assisted radical cystectomy (RARC)
was introduced [6] and from 2004 to 2010, the utilization
of RARC has increased from <1 to 13% [7].

Minimally invasive surgery may reduce the surgical
stress response compared to open surgery [8], and
RARC seems to be advantageous in eldery people with
regard to complications [9]. In systematic reviews in-
cluding both randomized controlled trials (RCTs), retro-
spective and prospective comparative study designs,
RARC has similar oncological outcomes compared to
ORC [10, 11], however with lower perioperative blood
loss, fewer transfusions and shorter postoperative length
of stay (LOS). Further, the reviews conclude that, in ap-
propriately selected patients, RARC appears to be associ-
ated with significantly fewer total complications [4, 10,
12-14]. These results are not confirmed in randomized
controlled trials comparing RARC with ORC [15-18].

Complications have traditionally been seen as a sur-
rogate marker of quality in surgery [19], but little is
known about how complications influence postopera-
tive health-related quality of life (HRQoL). Today, in-
cluding patient-related outcomes when evaluating new
surgical techniques is therefore mandatory [20, 21]. If
RARC reduces complications rates, it could be ex-
pected that patients undergoing RARC would have a
shorter LOS and experience less negative impact postop-
eratively on HRQoL. The aim of this systematic review
was to evaluate the evidence from RCTs of robot-assisted
radical cystectomy (RARC) versus open radical cystec-
tomy (ORC) in regard to primarily complications, and
secondly LOS, HRQoL and time back to work or habitual
activity.

Methods

Protocol

Analysis methods and inclusion criteria for this systematic
review and meta-analysis were specified in advance and

Page 2 of 12

documented in a protocol in compliance with the ‘Pre-
ferred Reporting Items for Systematic Reviews and Meta-
Analyses’ (PRISMA) Statement [22] (See Additional
file 1). The protocol was registered with the PROSPERO
database in April 2016 (CRD42016038232).

The primary outcome was the number of patients with
postoperative complications requiring treatment within
30 and 90 days. Complication rates were calculated
using the total number of patients randomized to ORC
and RARC respectively as the denominator. Secondary
outcomes were total number of postoperative complica-
tions within 30 and 90 days, type of complications, LOS,
time back to work or habitual activity and HRQoL as
measured by validated disease specific and/or generic
scales. Due to inconsistency in reporting of complica-
tions, it was not possible to perform a meta-analysis of
total number of complications. Instead, we performed a
meta-analysis of grade 3—5 complications.

Search strategy

The databases PubMed, The Cochrane Library,
Embase and CINAHL were initially searched August
2015 using the following search terms and strategy:
bladder cancer, open radical cystectomy, robot-
assisted radical cystectomy, postoperative complica-
tions, intraoperative complications, postoperative
pulmonary complications, postoperative cardiovascu-
lar complications, postoperative wound complication,
postoperative morbidity, postoperative mortality, post-
operative quality of life, postoperative length of stay,
postoperative time back to work and postoperative
cancer relapse (see Additional file 2).

The search was limited to patients aged 18 years or
more. No language or date limits were applied. A full
up-date of the searches was done September 2016.

Clinicaltrials.gov was searched to identify ongoing and
unpublished studies. Studies were checked for additional
relevant citations.

Criteria for considering studies for this review

We included RCTs comparing RARC to ORC and
reporting at least one outcome of interest. The re-
construction method for urinary diversion should
preferably be described as extra-corporeal or intra-
corporeal.

Definition of complications

To compare complications across studies in a system-
atic, objective and reproducible way, it is recom-
mended to use a standardized classification [19]. We
defined a postoperative complication as any complica-
tions needing treatment in accordance with the
“Clavien-Dindo” classification [23].
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Data extraction

Two authors (BT] and SVL) reviewed all records re-
trieved from the search and included studies according
to the inclusion criteria. Discrepancies were resolved by
discussion. BTJ] and SVL individually extracted data.
Discrepancies were solved by PT. We extracted the fol-
lowing study characteristics from the included studies:
author, country, year of publication, number of partici-
pants, types of surgery (ORC, RARC), intra-corporal or
extra-corporal urinary diversion, inclusion and exclu-
sion criteria, degree of follow-up and definition of
complications.

Furthermore, we extracted data on age, body mass
index (BMI), Charlsons comorbidity index (CCI) [24],
American Society of Anesthesiologists physical status
classification system (ASA) [25], gender, smoker, tumour
(pT and pN), total lymph nodes retrieved, surgical mar-
gins, type of urinary diversion, neoadjuvant chemother-
apy, complication rates within 30 days or 90 days post-
operatively, types of complications, length of stay,
HRQoL and time back to work/daily activity.

Assessment of reporting of complications

To assess the quality of reporting of complications after
urologic procedures using the Clavien-Dindo classifica-
tion, we used the data extraction form from the
European Association of Urology guideline “Reporting
and Grading of Complications after Urologic Surgical
Procedures” [19]. This form evaluates the number of
Martin et al. criteria for accurate and comprehensive
reporting of surgical complications [26] and the use of
Clavien-Dindo classification of complications. The
Clavien-Dindo classification includes five grades of
complications based on the main criterion of the inter-
vention needed to resolve the complication.

Risk of bias and quality assessment

Risk of bias was assessed using the Cochrane Collabora-
tion’s tool for assessing risk of bias [27]. This involved
assessment of sequence generation, allocation conceal-
ment, blinding of participants, personal and outcome,
incomplete outcome data, selective outcome reporting
and other sources of bias. The Grading of Recommen-
dations Assessment, Development and Evaluation
(GRADE) [28] approach was used to assess the quality
of the evidence. BT] and SVL individually assessed risk
of bias and quality of evidence. Disagreements were re-
solved by TT.

Statistical analysis

For purposes of analysis, robot-assisted radical cystec-

tomy was considered the experimental group.
Cumulative analysis was conducted using Review

Manager (RevMan) [Computer Programme]. Version 5.3.
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Copenhagen: The Nordic Cochrane Center, The Cochrane
Collaboration, 2014. Statistical heterogeneity was calcu-
lated using the I* statistic, which describes the percentage
of the variability in effect estimates that is due to hetero-
geneity rather than sampling error.

For dichotomous outcomes, results were calculated
with the Mantel-Haenszel square method using the
‘fixed-effects’ meta-analytical technique to calculate risk
ratios (RR) and corresponding 95% confidence intervals
(CI). For continuous outcomes, the results were reported
as mean differences (MD) and corresponding 95% ClIs.
Authors of the included studies were contacted for
additional information in case of missing data.

Results

The literature search retrieved 273 records. Twelve arti-
cles [15-18, 29-35] met the criteria for considering
studies. Of these, we included five articles covering four
studies (Fig. 1) [15-18]. Two articles [16, 29] were based
on the same trial but reported different outcomes: one
reported complications and one HRQoL.

Characteristics of included studies

Characteristics of included studies are summarized in
Table 1. The two reviewers who extracted data were in
total agreement. A total of 239 patient cases were ana-
lysed. Of these, 118 underwent ORC and 121 underwent
RARC. Approximately 80% of patients were male. No
studies reported the CCI score. ASA scores across
studies were comparable with the majority of patients
having ASA score 3. In Khan et al. [18], 75% of patients
had an ASA score of 2. In the RARC group, 70% of pa-
tients presented with tumour stage T2 or lower com-
pared to 63% in the ORC group. One study did not
report tumour stage [16]. Parekh et al. [16] did not de-
scribe the type of urinary diversion performed; the
remaining studies [15, 17, 18] performed extra-corporeal
urinary diversion (Table 1). No studies described adverse
events related to the surgical technique.

Characteristics of excluded studies

Of the potentially eligible studies, six were excluded, as
they were not RCTs; one study was a protocol for an on-
going study. Aboumarzouk et al. [31] compared 155
patients undergoing LRC or ORC retrospectively. Abou-
mohamed et al. [30] reported retrospective data from
patients undergoing radical cystectomy. Patients were
grouped based on surgical approach (ORC vs RARC)
and urinary diversion technique (extra-corporeal vs
intra-corporeal). Atmaca et al. [32] retrospectively com-
pared 42 open versus 32 intra-corporeal RARCs. Kahn
et al. [33] reported data from a prospective cohort study
of 158 patients from 2003 to 2008 undergoing ORC,
LRC or RARC. Ng et al. [34] used a prospective cohort
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Fig. 1 PRISMA flow-chart literature search

design including 187 consecutive patients undergoing
either ORC or RARC. Finally, Niegisch et al. [35] pro-
spectively collected data on 64 patients undergoing
RARC and retrospectively compared these with 79
patients undergoing ORC. The on-going RAZOR
(randomized open vs robotic cystectomy) trial [36] is a
multi-institutional randomized clinical trial planning to
enrol at least 320 patients from 15 different institutions.
The aim of the RAZOR trial is to compare ORC with
RARC, pelvic lymph node dissection (PLND) and
urinary diversion in regard to oncological outcomes,
complications and HRQoL measures with a primary
endpoint of 2-year progression-free survival.

Assessment of risk of bias

Overall, the studies were assessed to be at moderate risk
of bias (Fig. 2). None of the studies had blinding of par-
ticipants or personnel. We consider it unlikely that this
influenced the primary outcome: perioperative complica-
tions. Therefore, the studies were assessed at low risk of

performance bias. Random sequence generation and al-
location concealment were assessed at high risk of bias
in Nix et al. [15] because the randomisation schema
was performed with five sequential patients undergoing
one surgical approach before subsequently altering sur-
gical technique. The study by Bochner et al. was
assessed to be at high risk of detection bias due to non-
blinding of outcome assessors [17]. The remaining
studies did not report if outcome assessors were
blinded and were therefore assessed to be at unclear
risk of detection bias. Outcome data were incomplete
in Bochner et al. [17]. Bochner et al. reported outcome
data on quality of life from 23 of 60 patients in the
RARC group and 34 of 58 patients in the ORC group.
Selective outcome reporting was identified in Khan et
al. [18] and Parekh et al. [16] with both reporting differ-
ent outcomes in the trial protocol and final article.
Other biases detected were incomplete reporting of com-
plications by Bochner et al. [17] and Parekh et al. [16] and
unclear reporting of complications in Nix et al. [15].
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Table 1 Individual study characteristics

Reference No (ORC/RARC)  Urinary diversion  Exclusion criteria Age, years Mean (%)  Matching
method (ORC/RARC) outcomes

Nix et al. 2010 [15] 20/21 Extra-corporeal Not surgical candidates 69.2/67.4 (mean) 756 136
USA Not allowing randomization

Preconceived preference for

ORC or RARC
Parekh et al® 2013 [16]  20/20 Unclear Inability to give informed consent, 64.5/69.5 (median) 85 136
USA Multiple prior abd and pelvic

N surgery Morbid obesity

ICJASezser et al.? 2014 [29] Clinical T4 BC 5

LN positive BC or retroperitoneal LN

Preexisting condition precluding
safe pneumoperitoneum
Age <30 or >90

Pregnancy
Bochner et al. 2015 [17]  58/60 Extra-corporeal Contraindication for Trendelenberg 65/ 66 (median) 7838 2357
USA Extensive prior abd surgery
Khan et al. 2016 [18] 20/20 Extra-corporeal Previous pelvic radiation 66.6/68.6 (mean) 87.5 1,2,356,7
UK T4 or M1

Contraindication for Trendelenberg
Extensive prior abd surgery

Outcomes: 1: number of patients with complications within 30 days, 2: number of patients with complications within 90 days, 3: length of stay (days), 4: time back
to work, 5: quality of life, 6: number of grade 3-5 complications within 30 days, 7: number of grade 3-5 complications within 90 days
2Same population in Parekh and Messer

According to the GRADE assessment, the quality of
the evidence for complications was low and for LOS,
moderate (Table 2).

Complications

Three studies [15, 16, 18] classified complications ac-
cording to the Clavien-Dindo classification [37], and one
study [17] used the Memorial Sloan Kettering Cancer
Centre (MSKCC) modified Clavien-Dindo classification
[3], making comparison feasible. Reporting of complica-
tions was overall poor. One study [18] met eight of the
ten Martin criteria, and three studies [15—-17] met five of
the ten Martin criteria. None of the included studies in-
cluded blood transfusion as a complication even though
this is a grade 2 complication according to the Clavien-
Dindo classification. One study [16] reported blood
transfusions separately. Two studies [16, 17] only reported
grade 2-5 complications. Khan et al. [18] reported grade
1-5 complications, and it is unclear if all grades were
assessed in Nix et al. [15] as they only reported median
and mean values for the Clavien-Dindo units.

The number of patients with complications within
30 days postoperatively ranged from 20 to 55% in the
RARC group and from 20 to 70% in the ORC group
and, within 90 days postoperatively, from 55 to 62% in
the RARC group and from 66 to 70% in the ORC group.
Review Manager only allows analysis of continuous out-
comes using means and standard deviations (SD). As
Parekh only reported the median, we used the calculated
mean and SD from the RARC Pasadena Consensus
Panel Review [4] in the meta-analysis of LOS. The meta-
analysis showed no statistically significant difference

@ | Other bias

Baochner 2015

- . Blinding of outcome assessment {(detection hias)

® ® | ®|® |ncomplete outcome data (attrition bias)

kKhan 2015

-~ . . Selective reporting (reporting hias)

Mix 2010

® | ® | ® | @® |slinding of participants and personnel (perfarmance bias)

® | ©O | ® | ® |Random sequence generation (selection bias)
® | @ | ® | ® |#iocation concealment (selection hias)

Farakh 2013

Fig. 2 Risk of bias within studies
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Fig. 3 Forest plot. Number of patients with complications within a 30 and b 90 days
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Favours RARC Favours ORC

between RARC and ORC in the number of patients de-
veloping complications within 30 days postoperatively,
RR 0.78 (95% CI, 0.53-1.16; p = 0.22) (Fig. 3 and Table 2).
Complication rates within 90 days postoperatively simi-
larly did not differ, RR 0.90 (95% CI, 0.71-1.14; p = 0.39)
(Fig. 3 and Table 2). The quality of the evidence was low
(Table 2).

Total number of postoperative complications within

30 days

Three studies [15, 16, 18] reported the total number of
complications within 30 days. In the RARC group, a
total of 23 events in 61 patients occurred and in the
ORC group, 29 events in 60 patients. Types of complica-
tions differed between the two groups with infections
and thromboembolic complications occurring more fre-
quently in the RARC group (Fig. 4). Sub-group analyses
according to types of complications showed no significant
differences. Infections: RR 1.36 (95% CI, 0.69-2.70;
p = 0.38); thromboembolic complications: RR 2.83 (95%
CI, 049-16.50; p = 0.25). There were fewer gastrointes-
tinal complications in the RARC group but not signifi-
cantly RR 0.50 (95% CI, 0.22-1.16; p = 0.11. Miscellaneous
complications in the open group included diagnosis of leu-
kaemia and dehydration and, in the robotic group,
evisceration.

Meta-analysis of grade 1-2 complications was not pos-
sible due to inconsistency in reporting. Parekh et al. [16]
only reported grade 2—5 complications. Meta-analysis of
grade 3-5 complications within 30 days postoperatively

showed no statistical difference between RARC and
ORC, RR 1.07 (95% C1,0.61-1.87; p = 0.82) (Fig. 5).

Total number of postoperative complications within

90 days

Two studies [17, 18] reported complications within
90 days postoperatively. In the RARC group, a total of
89 events occurred in 80 patients and, in the ORC
group, 97 events in 78 patients. Types of complications
differed less within 90 days postoperatively and still sub-
group analyses showed no significant differences. More
infections were seen in the RARC group; RR 1.32 (95%
CI 0.87-1.99; p = 0.19) as well as more cardiac compli-
cations; RR 1.21 (95% CI 0.54-2.72; p = 0.65). There
were fewer gastrointestinal complications in the RARC
group; RR 0.74 (95% CI 0.43-1.28; p = 0.28) and wound
complications occurred: RR 0.26 (95% CI 0.06-1.13;
p = 0.07). Miscellaneous complications were not speci-
fied [17] (Fig. 6). Bochner et al. [17] only reported grade
2-5 complications. Meta-analysis of grade 3—-5 compli-
cations within 90 days showed no statistical difference
between RARC and ORC (Fig. 5). RR 1.04 (95% CI
0.64-1.71; p = 0.87).

Length of stay

Three studies with 198 patients reported data on LOS,
measured in days. Pooled estimates showed no statistical
difference between RARC and ORC, mean difference
(MD) -0.20 (95% CI -1.54, 1.14; p = 0.77) (Fig. 7). The
quality of the evidence was moderate (Table 2).
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Fig. 4 Type of complications within 30 days
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Time back to work
No studies assessed this outcome.

Quality of life

Three studies [17, 18, 29] assessed HRQoL in overall
198 patients. Khan et al. [18] measured HRQoL at
8 months postoperatively; Bochner et al. [17] at baseline
and after 3 and 6 months; Messer et al. [29] at baseline,
3, 6, 9 and 12 months. Data on HRQoL were available
from 114 of 198 patients (57.6%). Khan et al. [18] mea-
sured HRQoL using the Functional Assessment of
Cancer Therapy-Bladder (FACT-BI) and the Functional

Assessment of Cancer-General (FACT-G) scale [38],
Messer et al. [29] used the Functional Assessment of
Cancer Therapy-Vanderbilt Cystectomy index scale [39];
Bochner et al. [17] used EORTC Quality of Life Ques-
tionnaire Core 30 (QLQ-C30) [40]. The FACT-G and
QLQ-C30 scales are both cancer generic instruments,
they are internationally validated and there is almost
complete agreement between the two instruments in the
nomenclature of the most important domains. However,
when trying to convert FACT-G scores to QLQ-C30
scores, the social domain shows serious inconsistencies
and is therefore not eligible for equating [41]. For this

N
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Fig. 5 Forest plot. Grade 2-5 complications within a 30 and b 90 days
J




Lauridsen et al. Systematic Reviews (2017) 6:150

Page 9 of 12

35

30

25

20

No.
15

m RARC
mORC

10

Fig. 6 Type of complications within 90 days
A

reason, we refrained from meta-analysis of the HRQoL
outcome.

All three studies [17, 18, 29] assessing HLQoL found
no significant differences between RARC and ORC at 3
and 6 months with the exception of Messer et al. [29],
who found a 2.5-point lower score (FACT-VCI) in the
ORC group for physical well-being at 6 months. This
difference is not considered clinically relevant [29].

Discussion

We hypothesised that RARC would reduce postopera-
tive complications, LOS, time back to work and miti-
gate any negative impact of surgery on postoperative
HRQoL [4, 11-13]. Based on data from four RCTs
comparing RARC to ORC, robot-assisted radical cystec-
tomy did not reduce the rate of postoperative complica-
tions or LOS in patients with bladder cancer. Likewise,
postoperative HRQoL appeared to be similar in patients
undergoing RARC and ORC. Time back to work was not
assessed.

While the overall complication rates within 30 days
postoperatively resemble the rates reported in the review
by Novara et al. [4], their analyses showed a slightly
lower rate for any grade and grade 3 complications

within 90 days in favour of RARC. The absence of a dif-
ference in postoperative complications between RARC
and ORC in this review may be explained by the inclu-
sion of RCTs only, while former reviews [10-13] also
included studies comparing prospective patients under-
going RARC to retrospective ORC data. The quality of
the evidence in the present review was assessed to be
low for the primary outcome, the number of patients
developing complications postoperatively. Despite this,
we consider that our review contributes relevantly to
the evolving body of evidence within RARC, explicitly
due to the exclusive inclusion of RCTs.

In this review, all studies used the Clavien-Dindo clas-
sification of complications. Still comparison was difficult
because of unclear or incomplete reporting of complica-
tions. Judgement of complication status would also to
some degree have been subjective, with a risk of intra-
observer and inter-observer variation [42]. These factors
hamper comparison of complication rates between stud-
ies even when the same classification is used and the
strength of the conclusions that can be drawn from this
review.

Radical cystectomy is a complex procedure, and the
surgical technique per se may not influence the risk of

N

RARC ORC Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% Cl
Khan 2016 119 82 20 144 59 20 9.2% -250[6.93,193] 2015
Bochner 2015 a8 3 60 8 5 58 807% 0.00[1.49 1.49] 2015
Parakh 2013 92 7.8 20 89 56 20 10.2% 030[3.91,451] 2013
Total (95% CI) 100 98 100.0% -0.20 [-1.54, 1.14]
Heterogeneity: Chl’f 116, df=2 (P=056), F=0% 20 a0 5 10 20
Test for averall effect Z=029{P=0.77) Favours RARC Favours ORC
Fig. 7 Forest plot. Length of stay (days)
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postoperative complications as much as other identified
predictors. Former reviews have for example identified
ASA score and age at surgery as non-modifiable predic-
tors for grade 3-5 complications [3, 4, 43]. In this re-
view, the mean or median age was 66—69 in the RARC
group and 65—69 in the ORC group. ASA scores were
also comparable across the RARC and ORC groups,
which may partially explain the similar postoperative
complication rates in the two groups.

In this systematic review, all urinary diversions were
performed extra-corporeally (ECUD) which may have in-
fluenced the outcomes and diminished the advantages of
the robotic technique. This may be ascribed to the fact
that the surgical stress response associated with extra-
corporeal diversion is similar to the surgical stress re-
sponse caused by an open approach [21]. Two studies
[44, 45] comparing postoperative complications in pa-
tients undergoing ECUD and intra-corporeal urinary di-
version (ICUD) found a trend in favour of ICUD. Ahmed
et al. [44] compared 768 patients who had ECUD to 167
patients who had ICUD and found no statistically signifi-
cant difference in complication rates within 30 days (43%
in the ECUD group vs 35% in the ICUD group; p = 0.07).
The authors estimated that about 18% of patients under-
going RARC had ICUD performed [44].

Several reviews [4, 11-13] have reported shorter LOS
after RARC compared to ORC. This may be attributed
to their findings of fewer complications in the RARC
group. In this review, we did not identify a significant
difference in LOS, possibly reflecting the identical com-
plication rates in the RARC and in the ORC groups.
Mean LOS ranged from 5 to 12 days in the robotic
group and from 6 to 14 in the open group. The longest
LOS was seen in the most recent study [18] and may be
explained by different discharge criteria more than from
surgical technique.

To the best of our knowledge, this is the first systematic
review addressing both the inconsistencies in reporting of
complications in studies comparing RARC and ORC and
the quality of the evidence according to the GRADE cri-
teria and the potential limitations this consequently infers
on the conclusions that can be drawn. We found no
differences between the RARC and ORC groups in com-
plications, LOS and HRQoL at 3 or 6 months. Quality of
life is a key component of the value of any treatment and
should be considered in discussions when a new surgical
technique is implemented. At present, we have insufficient
data on HRQoL following RARC and ORC to determine
whether RARC may be superior to ORC in regard to this
outcome. Results from the RAZOR study [36] may give
new insight in this field. Likewise, we lack data on time
back to work or habitual activity as none of the studies ad-
dressed these outcomes. During the submission process,
two additional reviews of the same four RCTs were
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published [46, 47]. Both reviews found results for peri-
operative complications similar to ours. Moreover, they
found evidence for significantly reduced perioperative
blood loss and a longer operating time in the RARC

group.

Limitations and strengths

A major limitation of this review is the few RCTs and
cases. Furthermore, included studies were small; however,
they had a relatively high frequency of complications.
Only two studies [17, 18] reported power calculations for
detecting clinically relevant differences in postoperative
complications between the RARC and ORC groups. The
lack of statistical power impedes firm conclusions regard-
ing the potential superiority of RARC to ORC. The
incomplete reporting of complications is a limitation. Fu-
ture studies should observe guidelines for assessing and
reporting of complications, for example the EAU guideline
“Guidelines on Reporting and Grading of Complications
after Urologic Surgical Procedures” [19] to ensure stan-
dardized, uniform and valid data acquisition. The inclu-
sion of only RCTs and the absence of statistical
heterogeneity between studies strengthen the conclusions
that can be drawn from this review.

Conclusion

Based on low to moderate quality evidence from four
RCTs at moderate risk of bias, patients with bladder
cancer undergoing RARC did not develop fewer compli-
cations or have shorter length of stay compared to pa-
tients undergoing ORC. There is a need for high-quality
studies with consistent registration of complications ac-
cording to guidelines. Knowledge of patients’ experience
of HRQoL postoperatively and time back to work or
habitual activity is warranted as there is a sparsity of
evidence for these outcomes after RARC and ORC.

Additional files

Additional file 1: PRISMA checklist. (DOC 62 kb)
Additional file 2: PubMed search. (DOCX 22 kb)

Abbreviations

ASA: American Society of Anesthesiologists physical status classification
system; BMI: Body mass index; CCl: Charlsons comorbidity index; Cl: Confidence
interval;, ECUD: Extra-corporeal urinary diversion; EORTC: European Organisation
for Research and Treatment of Cancer; FACT-B1: Functional Assessment of
Cancer Therapy-Bladder; FACT-G: Functional Assessment of Cancer-General;
FACT-VCI: Functional Assessment of Cancer Therapy-Vanderbilt Cystectomy
Index scale; GRADE: Grading of Recommendations Assessment, Development
and Evaluation; HRQoL: Health-related quality of life; ICUD: Intra-Corporeal
urinary diversion; LOS: Length of stay; LRC: Laparoscopic radical cystectomy;
MD: Mean difference; MIBC: Muscle invasive bladder cancer; MSKCC: Memorial
Sloan Kettering Cancer Center; ORC: Open radical cystectomy; PLND: Pelvic
lymph node dissection; QLQ-C30: Quality of Life Questionnaire Core 30;

RARC: Robot-assisted radical cystectomy; RCT: Randomized controlled trial;

RR: Risk ratios; SD: Standard deviation


dx.doi.org/10.1186/s13643-017-0547-y
dx.doi.org/10.1186/s13643-017-0547-y

Lauridsen et al. Systematic Reviews (2017) 6:150

Acknowledgements
None.

Funding
There was no external funding for the research or publication of this article.

Availability of data and materials
Data and material not presented in the main text is available from the
corresponding author on reasonable request.

Authors’ contributions

BTJ and SVL made the data extraction, the assessment of risk of bias and
GRADE. SVL and TT analysed the patient data regarding complications and
LOS and HRQoL. HAT, BN and PT helped interpreting the analysis. SVL and
TT wrote the manuscript. All authors read and approved the final manuscript.

Ethics approval and consent to participate
Not applicable.

Consent for publication
Consent for publication is not applicable. The manuscript contains no
individual person’s data.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details

'Department of Urology, Copenhagen University Hospital, 2112,
Rigshospitalet, 2100 Copenhagen, Denmark. “Clinical Health Promotion
Centre, Bispebjerg and Frederiksberg Hospital, Copenhagen University
Hospitals, Copenhagen, Denmark. >Clinical Health Promotion Centre, Health
Sciences, Lund University, Lund, Sweden. “Health Science, University of
Southern Denmark, Odense, Denmark. “Department of Urology, Aarhus
University Hospital and Centre of Research in Rehabilitation, Aarhus
University, Aarhus, Denmark. °Department of Anesthesiology and Intensive
Care Medicine, Charité—Universitatsmedizin Berlin, Berlin, Germany.
’Abdominal Centre, University Hospital of Copenhagen, Health and Medical
Sciences, Rigshospitalet and University of Copenhagen, Copenhagen,
Denmark.

Received: 21 December 2016 Accepted: 20 July 2017
Published online: 02 August 2017

References

1. Witjes JA, Comperat E, Cowan NC, De Santis M, Gakis G, Lebret T, Ribal MJ,
Van der Heijden AG, Sherif A, European Association of U. EAU guidelines on
muscle-invasive and metastatic bladder cancer: summary of the 2013
guidelines. Eur Urol. 2014,65:778-92.

2. Torre LA, Bray F, Siegel RL, Ferlay J, Lortet-Tieulent J, Jemal A. Global cancer
statistics, 2012. CA Cancer J Clin. 2015,65:87-108.

3. Shabsigh A, Korets R, Vora KC, Brooks CM, Cronin AM, Savage C, Raj G,
Bochner BH, Dalbagni G, Herr HW, Donat SM. Defining early morbidity of
radical cystectomy for patients with bladder cancer using a standardized
reporting methodology. Eur Urol. 2009;55:164-74.

4. Novara G, Catto JW, Wilson T, Annerstedt M, Chan K, Murphy DG, Motttrie A,
Peabody JO, Skinner EC, Wiklund PN, et al. Systematic review and cumulative
analysis of perioperative outcomes and complications after robot-assisted
radical cystectomy. Eur Urol. 2015;67:376-401.

5. GillIS, Kaouk JH, Meraney AM, Desai MM, Ulchaker JC, Klein EA, Savage SJ,
Sung GT. Laparoscopic radical cystectomy and continent orthotopic ileal
neobladder performed completely intracorporeally: the initial experience.

J Urol. 2002;168(1):13-8.

6. Menon M, Hemal AK, Tewari A, Shrivastava A, Shoma AM, El-Tabey NA,
Shaaban A, Abol-Enein H, Ghoneim MA. Nerve-sparing robot-assisted radical
cystoprostatectomy and urinary diversion. BJU Int. 2003;,92:232-6.

7. Leow JJ, Reese SW, Jiang W, Lipsitz SR, Bellmunt J, Trinh QD, Chung B, Kibel
AS, Chang SL. Propensity-matched comparison of morbidity and costs of

20.

22.

23.

24,

25.

26.

27.

28.

29.

Page 11 of 12

open and robot-assisted radical cystectomies: a contemporary population-
based analysis in the United States. Eur Urol. 2014;66:569-76.

Adding C, Collins JW, Laurin O, Hosseini A, Wiklund NP. Enhanced recovery
protocols (ERP) in robotic cystectomy surgery. Review of current status and
trends. Curr Urol Rep. 2015;16:32.

Knox ML, El-Galley R, Busby JE. Robotic versus open radical cystectomy:
identification of patients who benefit from the robotic approach. J
Endourol. 2013;27:40-4.

Xia L, Wang X, Xu T, Zhang X, Zhu Z, Qin L, Zhang X, Fang C, Zhang M,
Zhong S, Shen Z. Robotic versus open radical cystectomy: an updated
systematic review and meta-analysis. PLoS One. 2015;10:0121032.
Fonseka T, Ahmed K, Froghi S, Khan SA, Dasgupta P, Shamim Khan M.
Comparing robotic, laparoscopic and open cystectomy: a systematic review
and meta-analysis. Arch Ital Urol Androl. 2015,87:41-8.

Li K LinT, Fan X, Xu K, Bi L, Duan Y, Zhou Y, Yu M, Li J, Huang J. Systematic
review and meta-analysis of comparative studies reporting early outcomes
after robot-assisted radical cystectomy versus open radical cystectomy.
Cancer Treat Rev. 2013;39:551-60.

Tang K, Xia D, Li H, Guan W, Guo X, Hu Z, Ma X, Zhang X, Xu H, Ye Z.
Robotic vs. open radical cystectomy in bladder cancer: a systematic review
and meta-analysis. Eur J Surg Oncol. 2014;40:1399-411.

Yu HY, Hevelone ND, Lipsitz SR, Kowalczyk KJ, Nguyen PL, Choueiri TK, Kibel
AS, Hu JC. Comparative analysis of outcomes and costs following open
radical cystectomy versus robot-assisted laparoscopic radical cystectomy:
results from the US Nationwide Inpatient Sample. Eur Urol. 2012,61:1239-44.
Nix J, Smith A, Kurpad R, Nielsen ME, Wallen EM, Pruthi RS. Prospective
randomized controlled trial of robotic versus open radical cystectomy for
bladder cancer: perioperative and pathologic results. Eur Urol. 2010;57:
196-201.

Parekh DJ, Messer J, Fitzgerald J, Ercole B, Svatek R. Perioperative outcomes
and oncologic efficacy from a pilot prospective randomized clinical trial of
open versus robotic assisted radical cystectomy. J Urol. 2013;189:474-9.
Bochner BH, Dalbagni G, Sjoberg DD, Silberstein J, Keren Paz GE, Donat SM,
Coleman JA, Mathew S, Vickers A, Schnorr GC, et al. Comparing open
radical cystectomy and robot-assisted laparoscopic radical cystectomy: a
randomized clinical trial. Eur Urol. 2015;67:1042-50.

Khan MS, Gan C, Ahmed K, Ismail AF, Watkins J, Summers JA, Peacock JL,
Rimington P, Dasgupta P. A single-centre early phase randomised
controlled three-arm trial of open, robotic, and laparoscopic radical
cystectomy (CORAL). Eur Urol. 2016,69:613-21.

Mitropoulos D, Artibani W, Graefen M, Remzi M, Roupret M, Truss M,
European Association of Urology Guidelines P. Reporting and grading of
complications after urologic surgical procedures: an ad hoc EAU guidelines
panel assessment and recommendations. Eur Urol. 2012,61:341-9.

Patel R, Szymaniak J, Radadia K, Faiena I, Lasser M. Controversies in
robotics: open versus robotic radical cystectomy. Clin Genitourin Cancer.
2015;13:421-7.

Patel HR, Santos PB, de Oliveira MC, Muller S. Is robotic-assisted radical
cystectomy (RARC) with intracorporeal diversion becoming the new gold
standard of care? World J Urol. 2016;34:25-32.

Moher D, Liberati A, Tetzlaff J, Altman DG, Group P. Preferred reporting
items for systematic reviews and meta-analyses: the PRISMA statement. BMJ.
2009;339:b2535.

Dindo D, Clavien PA. What is a surgical complication? World J Surg. 2008;
32:939-41.

Charlson ME, Pompei P, Ales KL, MacKenzie CR. A new method of classifying
prognostic comorbidity in longitudinal studies: development and validation.
J Chronic Dis. 1987;40:373-83.

Daabiss M. American Society of Anaesthesiologists physical status
classification. Indian J Anaesthesia. 2011;55:111-5.

Martin RC 2nd, Brennan MF, Jaques DP. Quality of complication reporting in
the surgical literature. Ann Surg. 2002;235:803-13.

Higgins JP, Green S: Cochrane Handbook for Systematic Reviews of
Interventions. 2008.

Guyatt GH, Oxman AD, Vist GE, Kunz R, Falck-Ytter Y, Alonso-Coello P,
Schunemann HJ, Group GW. GRADE: an emerging consensus on rating
quality of evidence and strength of recommendations. BMJ. 2008;336:
924-6.

Messer JC, Punnen S, Fitzgerald J, Svatek R, Parekh DJ. Health-related quality
of life from a prospective randomised clinical trial of robot-assisted
laparoscopic vs open radical cystectomy. BJU Int. 2014;114:896-902.



Lauridsen et al. Systematic Reviews (2017) 6:150

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

41,

42.

43.

44,

45,

46.

47.

Aboumohamed AA, Raza SJ, Al-Daghmin A, Tallman C, Creighton T, Crossley
H, Dailey S, Khan A, Din R, Mehedint D, et al. Health-related quality of life
outcomes after robot-assisted and open radical cystectomy using a
validated bladder-specific instrument: a multi-institutional study. Urology.
2014;83:1300-8.

Aboumarzouk OM, Drewa T, Olejniczak P, Chlosta PL. Laparoscopic radical
cystectomy: neobladder or ileal conduit, debate still goes on. Cent
European J Urol. 2014,67:9-15.

Atmaca AF, Canda AE, Gok B, Akbulut Z, Altinova S, Balbay MD. Open versus
robotic radical cystectomy with intracorporeal Studer diversion. JSLS. 2015;
19:2014.00193.

Khan MS, Challacombe B, Elhage O, Rimington P, Coker B, Murphy D, Grieve
A, Dasgupta P. A dual-centre, cohort comparison of open, laparoscopic and
robotic-assisted radical cystectomy. Int J Clin Pract. 2012,66:656-62.

Ng CK, Kauffman EC, Lee MM, Otto BJ, Portnoff A, Ehrlich JR, Schwartz MJ,
Wang GJ, Scherr DS. A comparison of postoperative complications in open
versus robotic cystectomy. Eur Urol. 2010;,57:274-81.

Niegisch G, Albers P, Rabenalt R. Perioperative complications and
oncological safety of robot-assisted (RARC) vs. open radical cystectomy
(ORC). Urol Oncol. 2014:32:966-74.

Smith ND, Castle EP, Gonzalgo ML, Svatek RS, Weizer AZ, Montgomery JS,
Pruthi RS, Woods ME, Tollefson MK, Konety BR, et al. The RAZOR
(randomized open vs robotic cystectomy) trial: study design and trial
update. BJU Int. 2015;115:198-205.

Clavien PA, Barkun J, de Oliveira ML, Vauthey JN, Dindo D, Schulick RD, de
Santibanes E, Pekolj J, Slankamenac K, Bassi C, et al. The Clavien-Dindo
classification of surgical complications: five-year experience. Ann Surg. 2009;
250:187-96.

Cella DF, Tulsky DS, Gray G, Sarafian B, Linn E, Bonomi A, Silberman M,
Yellen SB, Winicour P, Brannon J, et al. The Functional Assessment of Cancer
Therapy scale: development and validation of the general measure. J Clin
Oncol. 1993;11:570-9.

Gilbert SM, Dunn RL, Hollenbeck BK, Montie JE, Lee CT, Wood DP, Wei JT.
Development and validation of the Bladder Cancer Index: a comprehensive,
disease specific measure of health related quality of life in patients with
localized bladder cancer. J Urol. 2010;183:1764-9.

Bjordal K, Kaasa S. Psychometric validation of the EORTC Core Quality of Life
Questionnaire, 30-item version and a diagnosis-specific module for head
and neck cancer patients. Acta Oncol. 1992;31:311-21.

Holzner B, Bode RK, Hahn EA, Cella D, Kopp M, Sperner-Unterweger B,
Kemmler G. Equating EORTC QLQ-C30 and FACT-G scores and its use in
oncological research. Eur J Cancer. 2006;42:3169-77.

Bruce J, Russell EM, Mollison J, Krukowski ZH. The measurement and
monitoring of surgical adverse events. Health Technol Assess. 2001;5:1-194.
Johar RS, Hayn MH, Stegemann AP, Ahmed K, Agarwal P, Balbay MD, Hemal
A, Kibel AS, Muhletaler F, Nepple K; et al. Complications after robot-assisted
radical cystectomy: results from the International Robotic Cystectomy
Consortium. Eur Urol. 2013;64:52-7.

Ahmed K, Khan SA, Hayn MH, Agarwal PK, Badani KK, Balbay MD, Castle EP,
Dasgupta P, Ghavamian R, Guru KA, et al. Analysis of intracorporeal
compared with extracorporeal urinary diversion after robot-assisted radical
cystectomy: results from the International Robotic Cystectomy Consortium.
Eur Urol. 2014;65:340-7.

Pyun JH, Kim HK, Cho S, Kang SG, Cheon J, Lee JG, Kim JJ, Kang SH. Robot-
assisted radical cystectomy with total intracorporeal urinary diversion:
comparative analysis with extracorporeal urinary diversion. J Laparoendosc
Adv Surg Tech A. 2016;26:349-55.

Tan WS, Khetrapal P, Tan WP, Rodney S, Chau M, Kelly JD. Robotic assisted
radical cystectomy with extracorporeal urinary diversion does not show a
benefit over open radical cystectomy: a systematic review and meta-analysis
of randomised controlled trials. PLoS One. 2016;11:e0166221.

Shen Z, Sun Z. Systematic review and meta-analysis of randomised trials of
perioperative outcomes comparing robot-assisted versus open radical
cystectomy. BMC Urol. 2016;16:59.

Page 12 of 12

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolMed Central




	Abstract
	Background
	Methods
	Results
	Conclusion
	Systematic review registration

	Background
	Methods
	Protocol
	Search strategy
	Criteria for considering studies for this review
	Definition of complications
	Data extraction
	Assessment of reporting of complications
	Risk of bias and quality assessment
	Statistical analysis

	Results
	Characteristics of included studies
	Characteristics of excluded studies
	Assessment of risk of bias
	Complications
	Total number of postoperative complications within 30 days
	Total number of postoperative complications within 90 days

	Length of stay
	Time back to work
	Quality of life

	Discussion
	Limitations and strengths

	Conclusion
	Additional files
	Abbreviations
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

