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Abstract

Objectives

To evaluate the overall efficacy and safety of endoscopic enucleation of the prostate (EP)

vs open prostatectomy (OP) for large benign prostatic hyperplasia (BPH).

Methods

We conducted an electronic search of PubMed/Medline, EMBASE, The Cochrane Library,

and Web of Science to detect all relevant randomized controlled trials (RCTs) comparing

EP with OP. A meta-analysis was performed using Review Manager 5.3.

Results

Seven RCTs (735 patients) were included. At the 3-, 6- and 12-month follow-up, there were

no significant differences in the International Prostate Symptom Score (IPSS), maximum

flow rate (Qmax), quality of life (QoL) score and post-void residual urine volume (PVR) be-

tween EP and OP. The International Index of Erectile Function (IIEF-5) was higher with EP

(weighted mean difference [WMD]: 1.00, 95% confidence interval [CI]: 0.21 to 1.78, p=0.01)

at the 12-month follow-up. The catheterization time (WMD: 3.80 d, 95%CI: -5.11 to -2.48,

P<0.00001) and hospital stay (WMD: 4.93 d, 95%CI: -5.96 to -3.89, P<0.00001) were

shorter with EP. The duration of operation was longer for EP compared with OP (WMD:

16.21 min, 95%CI: 3.72 to 28.70, P=0.01). The resected tissue weight (WMD: -9.63 g, 95%

CI: -14.46 to -4.81, P<0.0001) and decrease in hemoglobin (WMD: -1.14 g/dL, 95%CI:

-1.81 to -0.47, P=0.0008) were less with EP. EP was associated with fewer blood transfu-

sions (risk ratio: 0.22, 95%CI: 0.10 to 0.47, P=0.0001). There were no significant differences

between EP and OP when comparing other complications.
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Conclusions

Although only a limited number of RCTs with relatively limited follow-up are available, EP is

shown to have a similar postoperative profile and comparable safety to OP. By contrast, EP

may have a more desirable perioperative profile. EP appears to be an effective and safe

minimally invasive option for treating large prostates that requires only brief convalescence.

Introduction
Benign prostatic hyperplasia (BPH) is one of the most common pathologic processes that con-
tribute to lower urinary tract symptoms (LUTS) in elderly males [1]. LUTS may lower the qual-
ity of life and interfere with daily activities [2, 3]. Several autopsy studies have demonstrated
that the prevalence of BPH rapidly increases at the age of 40, reaching a prevalence of nearly
100% at the age of 90 [4].

Surgery remains one of the most effective approaches for the management of BPH [5]. In
two randomized controlled trials (RCTs), compared with the baseline values, open prostatecto-
my significantly reduced LUTS by 63–86%, improved the IPSS-QoL score by approximately
60–87%, increased the average Qmax by 375%, and reduced the post-void residual urine vol-
ume (PVR) by 86–98% [6, 7]. Transurethral resection of the prostate (TURP) has been the
standard surgical therapy for LUTS suggestive of BPH for prostate sizes of 30–80 mL [5]. In
cases involving markedly enlarged prostates (>80 mL), open prostatectomy (OP) is still con-
sidered to be the most effective and durable procedure available [5, 8]. However, OP is un-
doubtedly the most invasive approach and is associated with substantial intraoperative
morbidity, which extends the catheterization time and length of hospital stay [8, 9].

In the past two decades, newer minimally invasive surgical treatment options for BPH have
been developed [10]. Since holmium laser enucleation of the prostate (HoLEP) was first intro-
duced in 1996 [11], HoLEP has become widely recognized as an effective and safe method for
the treatment of large BPH [12]. Endoscopic enucleation is an increasingly popular option for
the management of large BPH, and many contemporary lasers such as thulium [13] and diode
[14] lasers have been used for enucleation. Currently, interest in bipolar electrosurgical enucle-
ation of the prostate (BEEP) [15], which has met with a certain degree of initial success, has
emerged in the medical field. The major advantage of endoscopic enucleation is the ability to
remove the adenoma close to the anatomical plane between the surgical capsule and the adeno-
ma for a gland of any size, similarly to what the index finger does during an OP procedure; ad-
ditionally, the efficacy of this procedure is equivalent to that of OP [15, 16]. Furthermore, the
real advantages of endoscopic enucleation are equivalent or even superior to OP. However, it
remains to be determined whether endoscopic enucleation has the potential to replace OP as
the first-line surgical treatment for large BPH.

Our objective is to conduct a quantitative meta-analysis of randomized controlled trials that
compare endoscopic enucleation of the prostate (EP) with OP in large BPH. The prostate size
in all trials is larger than 70 mL, and all open prostatectomies are transvesical approaches.

Methods

Literature search
Ameta-analysis of the literature was conducted based on articles published between 1998 and
27 July 2014 on the management of BPH. A systematic search of electronic databases, including
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PubMed/Medline, EMBASE, The Cochrane Library andWeb of Science, was performed on 27
July 2014 using the terms “prostatic hyperplasia OR prostate hypertrophy OR prostatic en-
largement OR Urinary Bladder Neck Obstruction OR Prostate Adenoma OR benign prostatic
hyperplasia OR bladder outlet obstruction” and “enucleation” and “open prostatectomy OR
transvesical prostatectomy OR transvesical open prostatectomy OR transvesical open enucle-
ation OR retropubic prostatectomy OR retropubic adenomectomy OR adenomectomy OR
prostatectomy OR prostatectom�”. The search strategy was modified as required in each elec-
tronic database. Additionally, a full manual search of the references from relevant articles was
also performed. Searches were not restricted by regions, publication status or language and in-
cluded conference proceedings and abstracts.

Study selection
The inclusion and exclusion criteria were defined beforehand. RCTs that met the following cri-
teria were included: 1) evaluated the efficacy and safety of EP compared with OP; 2) included
patients with symptomatic LUTS caused by BPH; 3) clearly documented clinical outcomes
using tools such as urologic symptom scales or urodynamic measurements; and 4) included
OP performed by a transvesical approach. The exclusion criteria were as follows: 1) included
patients with neurogenic bladder, suspected prostate cancer or bladder tumors; 2) included pa-
tients with prostate volumes< 70 mL; 3) included patients with previous prostate or urethral
surgery; and 4) lacked the data necessary to make calculations or estimations from the
published results.

Data extraction and methodological quality assessment
Studies were selected based on the pre-established inclusion criteria. Review of the identified
abstracts was carried out by two independent authors. The full text was retrieved for any stud-
ies that appeared to meet the inclusion criteria. Independently, two reviewers used a standard-
ized form to extract the following data: publication year; first author; comparator; trial size;
follow-up; baseline characteristics, including age, prostate volume, serum prostate-specific an-
tigen (PSA), International Prostate Symptom Score (IPSS), maximum flow rate (Qmax; mL/s),
quality of life (QoL) score, post-void residual urine volume (PVR; mL) and International Index
of Erectile Function (IIEF-5) before the operation; perioperative outcomes, including the oper-
ative time, specimen weight, hemoglobin drop, catheterization time and length of hospital stay;
postoperative efficacious outcomes, including the Qmax, PVR, QoL and IPSS after surgery;
and complications.

The methodological quality assessment of the included RCTs was based on the Jadad com-
posite scale [17, 18]. Any discrepancies about trial eligibility and inclusion were resolved
through discussion or arbitration involving an independent third reviewer.

Statistical analysis
The weighted mean difference (WMD) and the risk ratio (RR) were used for continuous and
binary outcomes, respectively. All data were reported with 95% confidence intervals (CIs). The
overall effects were determined by the Z-test, and P<0.05 was used to define statistical signifi-
cance. Statistical heterogeneity between studies was assessed by the Cochrane χ2-test and I2 sta-
tistics. If I2>50% or P<0.10 was detected, we considered the data to be heterogeneous, and a
random effect model was used [19]. Otherwise, a fixed effect model was used [20]. The pres-
ence of publication bias was evaluated using funnel plots. We also conducted subgroup analy-
ses to examine possible differences between each group. The statistical analysis was performed
with Review Manager 5.3 (The Cochrane Collaboration, Oxford, United Kingdom).
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Results

Description of studies
Seven different RCTs involving 735 study participants were fully analyzed. Fig. 1 shows the
flow diagram used for study identification. We found three comparisons of OP with HoLEP [6,
7, 21]; four comparisons of OP with BEEP, including three trials using plasmakinetic enucle-
ation of the prostate [22–24]; and one trial using bipolar plasma vaporization enucleation of
the prostate [25]. OP was performed via a transvesical approach in all RCTs. The baseline char-
acteristics of the included studies were individually extracted from each study and listed in
Table 1. The inclusion and exclusion criteria were similar for most studies. Our meta-analysis
reported good baseline characteristics with no significant differences, including age, prostate
volume, PSA and preoperative micturition parameters such as Qmax, PVR, QoL, and IPSS. Of
the studies included in this meta-analysis, one study reported the exact follow-up sample size
in each group [22], 2 studies applied an intention-to-treat analysis [23, 24], and 4 studies ap-
plied the initial sample size to estimate the follow-up sample size [6, 7, 21, 25].

Risk of bias in the included studies
Table 2 summarizes the risk evaluation of bias. There were 6 high-quality RCTs and 1 low-
quality RCT according to the Jadad scale [18, 26]. The nature of these studies made blinding
impossible; thus, 6 studies received a score of 3, and 1 study received a score of 2 because it was
unclear how random sequence generation had been carried out.

Fig 1. Flowchart. Flowchart of the selection of randomized controlled trials (RCTs) for the meta-analysis.

doi:10.1371/journal.pone.0121265.g001
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Perioperative outcomes
Operative time, catheterization time and hospital stay. In 7 trials reporting on the oper-

ative time, this factor was significantly longer in the EP group (16.21 [3.72, 28.70], P = 0.01).
Nevertheless, 4 studies assessing BEEP vs OP showed no significant differences in the operative
time (5.21 [-8.94, 19.35], P = 0.47), and 3 studies evaluating HoLEP demonstrated a significant-
ly longer operative time compared with OP (32.15[8.87, 55.42], P = 0.007). However, the cathe-
terization time (EP vs OP, -3.80 [-5.11, -2.48], P<0.00001) and hospital stay (EP vs OP, -4.93
[-5.96, -3.89], P<0.00001) were shorter compared with OP, and statistically significant differ-
ences were observed in the subgroup analyses. In addition, there was large heterogeneity
among the studies.

Resected tissue weight. EP had numerically lower specimen weights compared with OP
(-9.63 [-14.46, -4.81], P<0.00001). This result was also observed in the BEEP subgroup (-8.09

Table 1. Characteristics from the included RCTs comparing endoscopic enucleation of the prostate with open prostatectomy.

Reference Publication year Follow-up Comparator Trial size Prostate PSA IPSS Qmax PVR IIEF
mo volume, mL ng/mL mL/s mL

Kuntz et al. [7,34,35] 2002, 2004, 2008 1,3,6,12,18,24,36,48,60 HoLEP 60 114.6±21.6 NA 22.1±3.3 3.8±3.6 280.0±273.0 NA

OP 60 113.0±19.2 NA 21.0±3.6 3.6±3.8 292.0±191.0 NA

Naspro et al. [6] 2006 1,3,12,24 HoLEP 41 113.3±35.3 6.3±3.5 20.1±5.8 7.8±3.4 NA 20.3±6.6

OP 39 124.2±38.5 7.0±4.3 21.6±3.2 8.3±2.4 NA 21.1±5.3

Zhang et al. [21] 2007 3 HoLEP 32 139.6±26.4 NA 27.4±5.5 6.1±2.9 197.8±33.6 NA

OP 28 157.2±35.1 NA 25.1±6.4 6.7±2.8 172.7±21.4 NA

Geavlete et al. [25] 2013 1,3,6,12,36 BPEP 70 132.6±50.0a 8.5±6.8 25.3±3.5 5.9±1.8 164.0±185.5 NA

OP 70 129.7±48.8a 8.4±6.9 25.6±3.8 5.7±1.8 168.0±183.0 NA

Rao et al. [22] 2014 1,3,6,12 PKEP 43 116.2±32.4 4.8±2.2 24.8±3.1 5.8±2.0 83.4±11.8 20.6±3.1

OP 40 110.2±32.1 4.5±2.1 24.5±3.6 5.9±2.3 81.4±15.7 20.3±3.4

Chen et al. [24] 2014 1,6,12,24,36,48,60,72 PKEP 80 110.0±20.7 2.9±0.9 25.6±3.3 4.0±2.2 240.0±170.4 22.0±3.0

OP 80 114.5±17.8 3.1±0.7 25.7±3.3 4.0±2.0 249.0±163.0 22.0±3.7

Ou et al. [23] 2013 3,12 PKEP 47 132.2±36.9 5.9±0.7 23.2±5.7 5.9±2.1 89.6±52.7 NA

OP 45 139.5±36.2 5.6±0.8 25.1±5.4 5.1±2.3 81.3±48.6 NA

aUnit: mL;

NA = not available; HoLEP = holmium laser enucleation of the prostate; BPEP = bipolar plasma vaporization enucleation of the prostate;

PKEP = plasmakinetic enucleation of the prostate; IPSS = International Prostate Symptom Score; Qmax = maximum flow rate; QoL = quality of life;

PVR = post-void residual urine volume; IIEF-5 = International Index of Erectile Function; mo = month.

doi:10.1371/journal.pone.0121265.t001

Table 2. Quality assessment of the included RCTs.

Kuntz
et al.

Naspro
et al.

Zhang
et al.

Geavlete
et al.

Rao
et al.

Chen
et al.

Ou
et al.

Was the study described as randomized? 1 1 1 1 1 1 1

Was the method of randomization described and
appropriate?

1 1 0 1 1 1 1

Was the study described as double blind? 0 0 0 0 0 0 0

Was the method of blinding described and
appropriate?

0 0 0 0 0 0 0

Was there a description of withdrawals and dropouts? 1 1 1 1 1 1 1

Total 3 3 2 3 3 3 3

doi:10.1371/journal.pone.0121265.t002
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[-12.90, -3.28], P = 0.001); however, no significant differences were noted in the HoLEP sub-
group (-14.17[-28.33, -0.02], P = 0.05).

Decrease in hemoglobin. EP achieved a significantly smaller decrease in serum hemoglo-
bin compared with OP (- 3.14 [-1.81, -0.47], P<0.00001). HoLEP (-0.95[-1.35, -0.56],
P<0.00001) and BEEP (-1.22 [-2.12, -0.33], P<0.00001) also showed significantly smaller de-
creases in serum hemoglobin compared with OP. Table 3 shows the data on
perioperative outcomes.

Postoperative outcomes
IPSS, Qmax, QoL, PVR, PSA and IIEF-5. There were no significant differences in the

IPSS, Qmax, QoL and PVR between the groups at the 3-, 6- and 12-month postoperative fol-
low-up, and no significant differences were observed in the subgroup analyses. EP was associat-
ed with higher IIEF-5 scores (1.00 [0.21, 1.78], p = 0.01) after 12 months. No differences were
noted at the 3-, 6- and 24-month follow-up. Table 4 shows the data on
postoperative outcomes.

Complications. Table 5 displays our meta-analysis results of complications after surgery.
The need for blood transfusion in the EP group was significantly lower than that in the OP
group (0.22 [0.10, 0.47], P = 0.0001). No statistically significant difference was observed

Table 3. Summary of perioperative outcomes

Outcome No. of studies Trial size EP/OP WMD(95% CI) P value Heterogeneity Favors

I2 P value

Operative time, min / / / / / / /

HoLEP vs OP 6, 21, 35 133/127 32.15 [8.87, 55.42]* 0.01 93% 0.00 OP

BEEP vs OP 22–25 240/235 5.21 [-8.94, 19.35]* 0.47 93% 0.00 None

EP vs OP total 6, 21–25, 35 373/362 16.21 [3.72, 28.70]* 0.01 94% 0.00 OP

Hemoglobin decrease, g/dL / / / / / / /

HoLEP vs OP 6, 35 101/99 -0.95 [-1.35, -0.56]* 0.00 0% 0.75 HoLEP

BEEP vs OP 22–25 240/235 -1.22 [-2.12, -0.33]* 0.01 97% 0.00 BEEP

EP vs OP total 6, 22–25, 35 341/334 -1.14 [-1.81, -0.47]* 0.00 96% 0.00 EP

Resected prostate weight, g / / / / / / /

HoLEP vs OP 6, 21, 35 133/127 -14.17 [-28.33,-0.02]* 0.05 70% 0.03 None

BEEP vs OP 22–25 240/235 -8.09 [-12.90,-3.28]* 0.00 0% 0.91 OP

EP vs OP total 6, 21–25, 35 373/362 -9.63 [-14.46, -4.81]* 0.00 24% 0.24 OP

Catheterization, days / / / / / / /

HoLEP vs OP 6, 21, 35 133/127 -3.83 [-7.17, -0.48]* 0.02 99% 0.00 HoLEP

BEEP vs OP 22–25 240/235 -3.78 [-4.51, -3.04]* 0.00 92% 0.00 BEEP

EP vs OP total 6, 21–25, 35 373/362 -3.80 [-5.11, -2.48]* 0.00 99% 0.00 EP

Hospital stay, days / / / / / / /

HoLEP vs OP 6, 21, 35 133/127 -5.84 [-9.51, -2.17]* 0.00 99% 0.00 HoLEP

BEEP vs OP 22–25 240/235 -4.43 [-5.03, -3.84]* 0.00 85% 0.00 BEEP

EP vs OP total 6, 21–25, 35 373/362 -4.93 [-5.96, -3.89]* 0.00 97% 0.00 EP

*Using a random effect model;

EP = endoscopic enucleation of the prostate; OP = open prostatectomy; WMD = weighted mean difference; HoLEP = holmium laser enucleation of the

prostate; BEEP = bipolar electrosurgical enucleation of the prostate.

doi:10.1371/journal.pone.0121265.t003
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Table 4. Summary of postoperative outcomes

Outcome No. of studies Trial size EP/OP WMD(95% CI) P value Heterogeneity Favors

I2 P value

IPSS 3 mo HoLEP vs OP 6, 21, 35 133/127 0.29 [-0.36, 0.93] 0.38 30% 0.24 None

IPSS 3 mo BEEP vs OP 22, 23, 25 160/155 0.15 [-0.45, 0.75] 0.63 0% 0.84 None

IPSS 3 mo total 6, 21–23, 25, 35 293/282 0.21 [-0.23, 0.65] 0.34 0% 0.65 None

IPSS 6 mo HoLEP vs OP 35 60/60 -0.40 [-1.50, 0.70] 0.48 / / None

IPSS 6 mo BEEP vs OP 22, 24, 25 191/189 0.04 [-0.52, 0.59] 0.90 0% 0.95 None

IPSS 6 mo total 22, 24, 25, 35 251/249 -0.05 [-0.55, 0.44] 0.83 0% 0.90 None

IPSS 12 mo HoLEP vs OP 6, 35 101/99 0.00 [-0.64, 0.65] 0.99 0% 0.97 None

IPSS 12 mo BEEP vs OP 22–25 237/233 -0.15 [-0.50, 0.21] 0.42 0% 0.98 None

IPSS 12 mo total 6, 22–25, 35 338/332 -0.11 [-0.42, 0.20] 0.48 0% 1.00 None

Qmax 3 mo HoLEP vs OP 6, 21, 35 133/127 -0.35 [-2.51, 1.81]* 0.79 21% 0.28 None

Qmax 3 mo BEEP vs OP 22, 23, 25 160/155 -0.70 [-3.08, 1.68]* 0.56 77% 0.01 None

Qmax (mL/s) 3 mo total 6, 21–23, 25, 35 293/282 -0.65 [-2.28, 0.98]* 0.44 64% 0.02 None

Qmax 6 mo HoLEP vs OP 35 60/60 2.90 [0.67, 5.13] 0.01 / / HoLEP

Qmax 6 mo BEEP vs OP 22, 24, 25 191/189 0.45 [-0.89, 1.78] 0.51 0% 0.92 None

Qmax 6 mo total 22, 24, 25, 35 251/249 1.09 [-0.05, 2.24] 0.06 17% 0.31 None

Qmax 12 mo HoLEP vs OP 6, 35 101/99 -1.53 [-3.40, 0.34] 0.11 0% 0.62 None

Qmax 12 mo BEEP vs OP 22–25 237/233 -0.31 [-1.40, 0.78] 0.58 0% 0.47 None

Qmax 12 mo total 6, 22–25, 35 338/332 -0.62 [-1.56, 0.32] 0.20 0% 0.55 None

QoL 3 mo HoLEP vs OP 6,21 73/67 0.24 [-0.06, 0.53]* 0.11 71% 0.06 None

QoL 3 mo BEEP vs OP 22, 23, 25 160/155 -0.15 [-0.37, 0.07]* 0.19 0% 0.75 None

QoL3 mo total 6, 21–23, 25 233/222 0.05 [-0.18, 0.27]* 0.69 63% 0.03 None

QoL 6 mo HoLEP vs OP / / / / / / /

QoL 6 mo BEEP vs OP 22, 24, 25 191/189 -0.07 [-0.32, 0.19] 0.60 0% 0.94 None

QoL 6 mo total 22, 24, 25 191/189 -0.07 [-0.32, 0.19] 0.60 0% 0.94 None

QoL 12 mo HoLEP vs OP 6 41/39 -0.07[-0.46, 0.32] 0.72 / / None

QoL 12 mo BEEP vs OP 22–25 240/233 -0.08 [-0.25, 0.09] 0.38 0% 0.74 None

QoL 12 mo total 6, 22–25 281/272 -0.08 [-0.23, 0.08] 0.35 0% 0.87 None

PVR 3 mo HoLEP vs OP 21, 35 92/88 -0.75 [-10.93, 9.43]* 0.88 83% 0.02 None

PVR 3 mo BEEP vs OP 22, 23, 25 160/155 -0.46 [-2.27, 1.35]* 0.62 0% 0.89 None

PVR (mL) 3 mo total 21–23, 25, 35 252/243 -0.47 [-3.32, 2.38]* 0.75 35% 0.19 None

PVR 6 mo HoLEP vs OP 35 60/60 2.30 [-0.87, 5.47] 0.16 / / None

PVR 6 mo BEEP vs OP 22, 24, 25 191/189 -0.29 [-1.64, 1.07] 0.68 0% 0.99 None

PVR 6 mo total 22, 24, 25, 35 251/249 0.11 [-1.13, 1.36] 0.86 0% 0.54 None

PVR 12 mo HoLEP vs OP 35 60/60 -0.60 [-5.85, 4.65] 0.82 / / None

PVR 12 mo BEEP vs OP 22–25 237/233 -0.20 [-1.39, 0.99] 0.74 0% 0.61 None

PVR 12 mo total 22–25, 35 297/293 -0.22 [-1.38, 0.94] 0.71 0% 0.76 None

IIEF-5 3 mo EP vs OP 6, 22 84/79 0.47 [-0.64, 1.59] 0.41 0% 0.68 None

IIEF-5 6 mo EP vs OP 6, 22, 24 162/158 -0.44[-2.03, 1.14]* 0.58 61% 0.08 None

IIEF-5 12 mo EP vs OP 6, 22, 24 161/157 1.00[0.21, 1.78] 0.01 9% 0.33 EP

IIEF-5 24 mo EP vs OP 6, 24 121/119 0.89 [-0.01, 1.80] 0.05 0% 0.62 None

*Using a random effect model;

EP = endoscopic enucleation of the prostate; OP = open prostatectomy; WMD = weighted mean difference; HoLEP = holmium laser enucleation of the

prostate; BEEP = bipolar electrosurgical enucleation of the prostate; IPSS = International Prostate Symptom Score; Qmax = maximum flow rate;

QoL = quality of life; PVR = post-void residual urine volume; IIEF-5 = International Index of Erectile Function; mo = month.

doi:10.1371/journal.pone.0121265.t004
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between the EP and OP groups with respect to recatheterization, urinary tract infection, uri-
nary incontinence, bladder-neck/urethral strictures or reintervention.

Publication bias analyses. We also tested for possible publication bias in all of the evaluat-
ed comparisons. No clear publication bias was apparent.

Discussion
The first surgical enucleation for BPH was reported by Freyer in 1919 [27]. This method con-
tinues to be associated with a low re-treatment rate and more complete procedure for the re-
moval of prostatic tissue of any size. However, the disadvantages of OP include mortality
(<0.25%), blood transfusion (7–14%) [7, 28], urinary incontinence (�10%) and bladder neck
stenosis or urethral stricture (6%) [6, 7]. Despite the occurrence of more intraoperative bleed-
ing, longer catheterization times, and longer hospital stays, OP is still used for 3% of the prosta-
tectomies in the United States [29], 14% in France [30], 12% in Sweden [31] and 40% in Israel
[32]. Consequently, research into alternative surgical treatments (for large prostates) with simi-
lar efficacies but minimal complications has continued.

Table 5. Summary of complications.

Outcome No. of studies Trial size EP/OP RR(95% CI) P value Heterogeneity Favors

I2 P value

Blood transfusion / / / / / / /

HoLEP vs OP 6, 34 101/99 0.16 [0.04, 0.58] 0.01 0% 0.32 HoLEP

BEEP vs OP 22–25 240/235 0.27 [0.10, 0.72] 0.01 16% 0.31 BEEP

EP vs OP total 6, 22–25, 34 341/334 0.22 [0.10, 0.47] 0.00 0% 0.42 EP

Recatheterization / / / / / / /

HoLEP vs OP 6, 34 101/99 1.56 [0.53, 4.62] 0.42 0% 0.44 None

BEEP vs OP 22–25 240/235 0.39 [0.12, 1.22] 0.10 17% 0.30 None

EP vs OP total 6, 22–25, 34 341/334 0.78 [0.37, 1.63] 0.51 25% 0.26 None

Urinary tract infection / / / / / / /

HoLEP vs OP / / / / / / /

BEEP vs OP 22–25 240/235 0.60 [0.31, 1.18] 0.14 0% 0.93 None

EP vs OP total 22–25 240/235 0.60 [0.31, 1.18] 0.14 0% 0.93 None

Urinary incontinence / / / / / / /

HoLEP vs OP 6, 21 73/67 0.86 [0.53, 1.40]* 0.55 0% 0.40 None

BEEP vs OP 22–25 162/228 1.45 [0.19, 11.25]* 0.72 83% 0.00 None

EP vs OP total 6, 21–25 235/295 1.35 [0.42, 4.37]* 0.62 85% 0.00 None

BNC/urethral strictures / / / / / / /

HoLEP vs OP 6, 21, 34 133/127 0.78 [0.24, 2.49] 0.67 0% 0.91 None

BEEP vs OP 22–25 234/228 0.69 [0.31, 1.54] 0.36 0% 0.47 None

EP vs OP total 6, 21–25, 34 367/355 0.71 [0.37, 1.39] 0.32 0% 0.84 None

Reintervention / / / / / / /

HoLEP vs OP 6, 7, 21, 34 133/127 1.06 [0.49, 2.29] 0.89 0% 0.96 None

BEEP vs OP 22–25 234/228 0.71 [0.33, 1.53] 0.38 0% 0.46 None

EP vs OP total 6, 7, 21–25, 34 367/355 0.86 [0.50, 1.48] 0.58 0% 0.81 None

*Using a random effect model;

EP = endoscopic enucleation of the prostate; OP = open prostatectomy; RR = risk ratio; HoLEP = holmium laser enucleation of prostate; BEEP = bipolar

electrosurgical enucleation of the prostate; BNC = bladder neck contracture.

doi:10.1371/journal.pone.0121265.t005
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In this review, 7 contemporary RCTs published between 2002 and 2014 that included 735 pa-
tients with prostate volumes>70 mL and compared EP with OP over a maximum follow-up of
6 years [24] were analyzed. We focused on perioperative variables, postoperative outcomes and
complications. Two energy sources, the holmium laser and bipolar energy systems, were applied
in our review. Thus, perioperative and postoperative outcomes and complications must be cau-
tiously and separately estimated for each system. We performed subgroup analyses to test for
possible differences between HoLEP and bipolar electrosurgical enucleation of the prostate.

In our analysis, the data revealed that EP might have a more desirable perioperative profile.
A smaller decrease in hemoglobin was observed following EP because the superiority of this re-
duction in blood loss might be supported by the excellent coagulation technique used in EP
[33]. Less bleeding in EP led to a reduced catheterization time, and the reduced catheterization
time resulted in a shorter hospital stay compared to OP. Statistically significant differences were
also observed in the subgroup analyses. Although 4 trials reported that the resected tissue
weights between the two groups were not significantly different [23–25, 34], the pooled data re-
vealed that EP yielded lower specimen weights compared with OP. In the subgroup analysis,
BEEP yielded lower specimen weights than OP, but HoLEP showed no significant difference
compared with OP. After the whole adenoma was nearly dissected from the capsule, the enucle-
ated lobes were fragmented by a mechanical tissue morcellator in three trials [6, 21, 25], and
fragmentation of the subtotally enucleated lobes was performed by traditional electrocautery
loop resection in the other three trials [22–24]. One trial used traditional electrocautery loop re-
section in the first 50 patients and mechanical tissue morcellator in the last 10 patients [7]. The
reason that EP has lower specimen weights than OP might be due to specimen weight loss dur-
ing vaporized resection or the procedure that uses a mechanical tissue morcellator. The opera-
tion time was almost 16 min longer in EP. In the subgroup analyses, the operation duration of
BEEP was similar to that of OP; however, the operation duration of HoLEP was longer com-
pared with OP. All three trials assessing HoLEP reported longer operation time [6, 21, 35], and
a longer operation time was also reported with plasmakinetic enucleation of the prostate [24].
In the other three studies using the bipolar energy system, no difference in the operative time
was detected [22, 23, 25]. This can be explained by the steep learning curve required for HoLEP
[36]. In addition, there was a significant amount of heterogeneity among the studies. Only one
study clearly stated that both procedures were performed by a highly experienced surgeon [22],
and another study showed that all procedures in both groups were conducted by two senior
staff urologists [6]. However, it was not clearly stated whether both arms were performed by the
same surgeon in the other 5 trials. Tissue morcellation was used for the enucleated tissues in 4
trials [6, 7, 21, 25]. In our study, the prostate sizes between groups were similar; thus, the extra
time necessary for morcellation of the enucleated tissues, difficulties in the operation, different
clinical practices among different countries, and several operator-dependent and technical
characteristics might contribute to this significant heterogeneity. In general, EP offered several
advantages over OP in terms of the catheterization time, hospital stay length, and hemoglobin
decrease, whereas OP was superior in terms of the operation time and resected tissue weight.

Only three trials could be included in our analysis of the IIEF-5 score [6, 22, 24]. The pooled
data showed an improvement at the 12-month follow-up; this can be attributed to the precise re-
section, which made it possible to preserve the tissue around the verumontanum. The weighted
mean difference for EP vs OP was 0.89 [-0.01, 1.80], P = 0.05 at the 24-month follow-up, which
was likely due to the limited sample size. There was a non-significant trend at the 3- and 6-month
follow-up. Due to the lack of data, we did not perform subgroup analyses on sexual function.

EP was associated with improvements similar to those of OP in terms of the IPSS, Qmax,
QoL, PVR and PSA at the 3-, 6- and 12-month follow-up. EP was found to be equivalent to OP
at the 12-month follow-up for men with large prostates. Additionally, no significant differences
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were found in the HoLEP and BEEP subgroup analyses. Three trials included in this review
that provided longer-term follow-ups, ranging from 12 to 72 months, also supported this result
[6, 7, 24], and similar data were detected concerning the prostate volume after surgery at the
6- and 12-month follow-up in one trial [25].

This pooled analysis of the RCTs revealed that EP has distinct advantages in terms of the
need for blood transfusion; this is likely due to blockage of the blood supply to the prostatic ad-
enoma and the use of excellent coagulation methods to control intraoperative bleeding in this
minimally invasive technique [33]. BEEP and HoLEP also supported this result in the subgroup
analyses. There were no significant differences in the complications of recatheterization, uri-
nary tract infection, urinary incontinence, bladder-neck/urethral strictures and reintervention,
and no differences were observed in the subgroup analyses.

Conclusions
This meta-analysis revealed statistically comparable efficacy and safety for EP vs OP, although
only a limited number of RCTs with relatively limited follow-up are available. EP had an effica-
cy similar to that of OP in terms of the IPSS, Qmax, QoL, PVR and PSA and offered several ad-
vantages over OP in terms of the catheterization time, hospital stay, hemoglobin decrease,
blood transfusion and IIEF-5 score. By contrast, OP was superior in terms of the operation
time and the resected tissue weight. Furthermore, no differences were evident regarding the
rates of complications such as recatheterization, urinary tract infection, urinary incontinence,
bladder-neck/urethral strictures and reintervention. In general, EP is an effective and safe mini-
mally invasive option for the treatment of large prostates.
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interval.
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S20 Fig. Forest plot for IIEF-5 at 12-month. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; IIEF-5 = International Index of Erectile Function; CI = confidence
interval.
(TIF)

Endoscopic Enucleation vs OP for Large BPH:A Meta Analysis

PLOS ONE | DOI:10.1371/journal.pone.0121265 March 31, 2015 11 / 14

http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s008
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s009
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s010
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s011
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s012
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s013
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s014
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s015
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s016
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s017
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s018
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s019
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s020


S21 Fig. Forest plot for IIEF-5 at 24-month. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; IIEF-5 = International Index of Erectile Function; CI = confidence
interval.
(TIF)

S22 Fig. Forest plot for blood transfusion. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; CI = confidence interval.
(TIF)

S23 Fig. Forest plot for recatheterization. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; CI = confidence interval.
(TIF)

S24 Fig. Forest plot for urinary tract infection. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; CI = confidence interval.
(TIF)

S25 Fig. Forest plot for urinary incontinence. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; CI = confidence interval.
(TIF)

S26 Fig. Forest plot for BNC/urethral strictures. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; BNC = bladder-neck contracture; CI = confidence interval.
(TIF)

S27 Fig. Forest plot for reintervention. EP = endoscopic enucleation of the prostate;
OP = open prostatectomy; CI = confidence interval.
(TIF)

S1 File. Search strategy. Search strategy used for electronic databases, including PubMed/
Medline, EMBASE, The Cochrane Library and Web of Science.
(DOCX)

S2 File. FigShare DOIs.Here's the DOIs necessary to access my data in the Table 3, Table 4
and Table 5.
(DOCX)

S1 PRISMA checklist. From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA
Group (2009).
(DOC)

Author Contributions
Conceived and designed the experiments: ML JQ XG. Performed the experiments: ML JQ QH
DWWHCH. Analyzed the data: ML DWWH KL. Contributed reagents/materials/analysis
tools: DWWH CH. Wrote the paper: ML JQ QH.

References
1. McConnell JD. The pathophysiology of benign prostatic hyperplasia. J Androl. 1991; 12: 356–363.

PMID: 1722791

2. Girman CJ, Jacobsen SJ, Tsukamoto T, Richard F, GarrawayWM, Sagnier PP, et al. Health-related
quality of life associated with lower urinary tract symptoms in four countries. Urology. 1998; 51:
428–436. PMID: 9510348

3. Welch G, Weinger K, Barry MJ. Quality-of-life impact of lower urinary tract symptom severity: results
from the Health Professionals Follow-up Study. Urology. 2002; 59: 245–250. PMID: 11834396

Endoscopic Enucleation vs OP for Large BPH:A Meta Analysis

PLOS ONE | DOI:10.1371/journal.pone.0121265 March 31, 2015 12 / 14

http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s021
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s022
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s023
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s024
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s025
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s026
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s027
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s028
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s029
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0121265.s030
http://www.ncbi.nlm.nih.gov/pubmed/1722791
http://www.ncbi.nlm.nih.gov/pubmed/9510348
http://www.ncbi.nlm.nih.gov/pubmed/11834396


4. Gu FL, Xia TL, Kong XT. Preliminary study of the frequency of benign prostatic hyperplasia and prostat-
ic cancer in China. Urology. 1994; 44: 688–691. PMID: 7526525

5. Oelke M, Bachmann A, Descazeaud A, Emberton M, Gravas S, Michel MC, et al. EAU guidelines on
the treatment and follow-up of non-neurogenic male lower urinary tract symptoms including benign
prostatic obstruction. Eur Urol. 2013; 64: 118–140. doi: 10.1016/j.eururo.2013.03.004 PMID:
23541338

6. Naspro R, Suardi N, Salonia A, Scattoni V, Guazzoni G, Colombo R, et al. Holmium laser enucleation
of the prostate versus open prostatectomy for prostates>70 g: 24-month follow-up. Eur Urol. 2006; 50:
563–568. PMID: 16713070

7. Kuntz RM, Lehrich K, Ahyai SA. Holmium laser enucleation of the prostate versus open prostatectomy
for prostates greater than 100 grams: 5-year follow-up results of a randomised clinical trial. Eur Urol.
2008; 53: 160–168. PMID: 17869409

8. Suer E, Gokce I, Yaman O, Anafarta K, Gogus O. Open prostatectomy is still a valid option for large
prostates: a high-volume, single-center experience. Urology. 2008; 72: 90–94. doi: 10.1016/j.urology.
2008.03.015 PMID: 18455772

9. Serretta V, Morgia G, Fondacaro L, Curto G, Lo bianco A, Pirritano D, et al. Open prostatectomy for be-
nign prostatic enlargement in southern Europe in the late 1990s: a contemporary series of 1800 inter-
ventions. Urology. 2002; 60: 623–627. PMID: 12385922

10. Ahyai SA, Gilling P, Kaplan SA, Kuntz RM, Madersbacher S, Montorsi F, et al. Meta-analysis of func-
tional outcomes and complications following transurethral procedures for lower urinary tract symptoms
resulting from benign prostatic enlargement. Eur Urol. 2010; 58: 384–397. doi: 10.1016/j.eururo.2010.
06.005 PMID: 20825758

11. Gilling PJ, Cass CB, Cresswell MD, Fraundorfer MR. Holmium laser resection of the prostate: prelimi-
nary results of a new method for the treatment of benign prostatic hyperplasia. Urology. 1996; 47:
48–51. PMID: 8560662

12. Tan AH, Gilling PJ, Kennett KM, Frampton C, Westenberg AM, Fraundorfer MR. A randomized trial
comparing holmium laser enucleation of the prostate with transurethral resection of the prostate for the
treatment of bladder outlet obstruction secondary to benign prostatic hyperplasia in large glands (40 to
200 grams). J Urol. 2003; 170: 1270–1274. PMID: 14501739

13. Carmignani L, Picozzi S, Casellato S, Bozzini G, Maruccia S. Thulium laser enucleation of the prostate
versus transvesical open enucleation for prostate adenoma: A randomized prospective trial. J Urol.
2013; 189: e892.

14. Xu A, Zou Y, Li B, Liu C, Zheng S, Li H, et al. A randomized trial comparing diode laser enucleation of
the prostate with plasmakinetic enucleation and resection of the prostate for the treatment of benign
prostatic hyperplasia. J Endourol. 2013; 27: 1254–1260. doi: 10.1089/end.2013.0107 PMID:
23879477

15. Zheng SB, Liu CX, Xu YW. [Application of intracavitary retrograde dissection in transurethral vaporiza-
tion resection of the prostate]. Di Yi Jun Yi Da Xue Xue Bao. 2005; 25: 734–735, 738. PMID: 15958325

16. Gilling PJ, Kennett KM, Fraundorfer MR. Holmium laser enucleation of the prostate for glands larger
than 100 g: an endourologic alternative to open prostatectomy. J Endourol. 2000; 14: 529–531. PMID:
10954311

17. Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJ, Gavaghan DJ, et al. Assessing the quality
of reports of randomized clinical trials: is blinding necessary? Control Clin Trials. 1996; 17: 1–12.
PMID: 8721797

18. Kjaergard LL, Villumsen J, Gluud C. Reported methodologic quality and discrepancies between large
and small randomized trials in meta-analyses. Ann Intern Med. 2001; 135: 982–989. PMID: 11730399

19. DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin Trials. 1986; 7: 177–188. PMID:
3802833

20. Mantel N, Haenszel W. Statistical aspects of the analysis of data from retrospective studies of disease.
J Natl Cancer Inst. 1959; 22: 719–748. PMID: 13655060

21. Zhang Y, Du CJ, Xu G, Chen JM, Jing X. Transurethral holmium laser enucleation for prostate adeno-
ma greater than 100 g. Zhonghua Nan Ke Xue. 2007; 13: 1091–1093. PMID: 18284057

22. Rao JM, Yang JR, Ren YX, He J, Ding P, Yang JH. Plasmakinetic enucleation of the prostate versus
transvesical open prostatectomy for benign prostatic hyperplasia>80 mL: 12-month follow-up results
of a randomized clinical trial. Urology. 2013; 82: 176–181. doi: 10.1016/j.urology.2013.02.032 PMID:
23601443

23. Ou RB, Deng XR, YangWJ, Wei XH, Chen H, Xie KJ. Transurethral enucleation and resection of the
prostate vs transvesical prostatectomy for prostate volumes> 80mL: a prospective randomized study.
BJU Int. 2013; 112: 239–245. doi: 10.1111/bju.12181 PMID: 23795788

Endoscopic Enucleation vs OP for Large BPH:A Meta Analysis

PLOS ONE | DOI:10.1371/journal.pone.0121265 March 31, 2015 13 / 14

http://www.ncbi.nlm.nih.gov/pubmed/7526525
http://dx.doi.org/10.1016/j.eururo.2013.03.004
http://www.ncbi.nlm.nih.gov/pubmed/23541338
http://www.ncbi.nlm.nih.gov/pubmed/16713070
http://www.ncbi.nlm.nih.gov/pubmed/17869409
http://dx.doi.org/10.1016/j.urology.2008.03.015
http://dx.doi.org/10.1016/j.urology.2008.03.015
http://www.ncbi.nlm.nih.gov/pubmed/18455772
http://www.ncbi.nlm.nih.gov/pubmed/12385922
http://dx.doi.org/10.1016/j.eururo.2010.06.005
http://dx.doi.org/10.1016/j.eururo.2010.06.005
http://www.ncbi.nlm.nih.gov/pubmed/20825758
http://www.ncbi.nlm.nih.gov/pubmed/8560662
http://www.ncbi.nlm.nih.gov/pubmed/14501739
http://dx.doi.org/10.1089/end.2013.0107
http://www.ncbi.nlm.nih.gov/pubmed/23879477
http://www.ncbi.nlm.nih.gov/pubmed/15958325
http://www.ncbi.nlm.nih.gov/pubmed/10954311
http://www.ncbi.nlm.nih.gov/pubmed/8721797
http://www.ncbi.nlm.nih.gov/pubmed/11730399
http://www.ncbi.nlm.nih.gov/pubmed/3802833
http://www.ncbi.nlm.nih.gov/pubmed/13655060
http://www.ncbi.nlm.nih.gov/pubmed/18284057
http://dx.doi.org/10.1016/j.urology.2013.02.032
http://www.ncbi.nlm.nih.gov/pubmed/23601443
http://dx.doi.org/10.1111/bju.12181
http://www.ncbi.nlm.nih.gov/pubmed/23795788


24. Chen S, Zhu L, Cai J, Zheng Z, Ge R, WuM, et al. Plasmakinetic enucleation of the prostate compared
with open prostatectomy for prostates larger than 100 grams: A randomized noninferiority controlled
trial with long-term results at 6 years. Eur Urol. 2014; 66: 284–291. doi: 10.1016/j.eururo.2014.01.010
PMID: 24502959

25. Geavlete B, Stanescu F, Iacoboaie C, Geavlete P. Bipolar plasma enucleation of the prostate vs open
prostatectomy in large benign prostatic hyperplasia cases—Amedium term, prospective, randomized
comparison. BJU Int. 2013; 111: 793–803. doi: 10.1111/j.1464-410X.2012.11730.x PMID: 23469933

26. Moher D, Pham B, Jones A, Cook DJ, Jadad AR, Moher M, et al. Does quality of reports of randomised
trials affect estimates of intervention efficacy reported in meta-analyses? Lancet. 1998; 352: 609–613.
PMID: 9746022

27. Freyer PJ. Total enucleation of the prostate: a further series of 550 cases of the operation. Br Med J.
1919; 1: 121–120.122. PMID: 20769349

28. Varkarakis I, Kyriakakis Z, Delis A, Protogerou V, Deliveliotis C. Long-term results of open transvesical
prostatectomy from a contemporary series of patients. Urology. 2004; 64: 306–310. PMID: 15302484

29. Bruskewitz R. Management of symptomatic BPH in the US: who is treated and how? Eur Urol. 1999;
36 Suppl 3: 7–13. PMID: 10559625

30. Lukacs B. Management of symptomatic BPH in France: who is treated and how? Eur Urol. 1999;
36 Suppl 3: 14–20. PMID: 10559626

31. Ahlstrand C, Carlsson P, Jonsson B. An estimate of the life-time cost of surgical treatment of patients
with benign prostatic hyperplasia in Sweden. Scand J Urol Nephrol. 1996; 30: 37–43. PMID: 8727864

32. Mozes B, Cohen YC, Olmer L, Shabtai E. Factors affecting change in quality of life after prostatectomy
for benign prostatic hypertrophy: the impact of surgical techniques. J Urol. 1996; 155: 191–196. PMID:
7490831

33. Liu C, Zheng S, Li H, Xu K. Transurethral enucleation and resection of prostate in patients with benign
prostatic hyperplasia by plasma kinetics. J Urol. 2010; 184: 2440–2445. doi: 10.1016/j.juro.2010.08.
037 PMID: 20952005

34. Kuntz RM, Lehrich K. Transurethral holmium laser enucleation versus transvesical open enucleation
for prostate adenoma greater than 100 gm.: A randomized prospective trial of 120 patients. J Urol.
2002; 168: 1465–1469. PMID: 12352419

35. Kuntz RM, Lehrich K, Ahyai S. Transurethral holmium laser enucleation of the prostate compared
with transvesical open prostatectomy: 18-month follow-up of a randomized trial. J Endourol. 2004; 18:
189–191. PMID: 15072629

36. El-Hakim A, Elhilali MM. Holmium laser enucleation of the prostate can be taught: the first learning ex-
perience. BJU Int. 2002; 90: 863–869. PMID: 12460346

Endoscopic Enucleation vs OP for Large BPH:A Meta Analysis

PLOS ONE | DOI:10.1371/journal.pone.0121265 March 31, 2015 14 / 14

http://dx.doi.org/10.1016/j.eururo.2014.01.010
http://www.ncbi.nlm.nih.gov/pubmed/24502959
http://dx.doi.org/10.1111/j.1464-410X.2012.11730.x
http://www.ncbi.nlm.nih.gov/pubmed/23469933
http://www.ncbi.nlm.nih.gov/pubmed/9746022
http://www.ncbi.nlm.nih.gov/pubmed/20769349
http://www.ncbi.nlm.nih.gov/pubmed/15302484
http://www.ncbi.nlm.nih.gov/pubmed/10559625
http://www.ncbi.nlm.nih.gov/pubmed/10559626
http://www.ncbi.nlm.nih.gov/pubmed/8727864
http://www.ncbi.nlm.nih.gov/pubmed/7490831
http://dx.doi.org/10.1016/j.juro.2010.08.037
http://dx.doi.org/10.1016/j.juro.2010.08.037
http://www.ncbi.nlm.nih.gov/pubmed/20952005
http://www.ncbi.nlm.nih.gov/pubmed/12352419
http://www.ncbi.nlm.nih.gov/pubmed/15072629
http://www.ncbi.nlm.nih.gov/pubmed/12460346

