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ARTICLE INFO ABSTRACT

Background: Although numerous treatments exist for fecal incontinence (FI), no consensus exists on the best
treatment strategy. The aim was to review the literature and to compare the clinical outcomes and effectiveness
of treatments available for FI.

Materials and method: A systematic literature review was performed, from inception to May 2018, of the fol-
lowing databases: MEDLINE, EMBASE, Science Citation Index Expanded, Cochrane Library. The search terms
used were “faecal incontinence” and “treatment”. Only randomized controlled trials (RCTs) comparing treat-
ments for FI were considered. A Bayesian network meta-analysis was performed using the Markov chain Monte
Carlo method.

Result: Forty-seven RCTs were included comparing 37 treatments and reporting on 3748 participants. No
treatment ranked best or worst with high probability for any outcome of interest. No significant difference was
identified between treatments for frequency of FI per week, or in changing the resting pressure, maximum
resting pressure, squeeze pressure, and maximum squeeze pressure. Radiofrequency resulted in more adverse
events compared to placebo. Sacral nerve stimulation (SNS) and zinc-aluminium improved the fecal incon-
tinence quality of life questionnaire (FIQL) lifestyle, coping, and embarrassment domains compared to placebo.
Transcutaneous posterior tibial nerve stimulation (TPTNS) improved the FIQL embarrassment domain compared
to placebo. Autologous myoblasts and zinc-aluminium improved the FIQL depression domain compared to
placebo. SNS, artificial bowel sphincter (ABS), and zinc-aluminium significantly improved incontinence scores
compared to placebo. Injection of non-animal stabilized hyaluronic acid/dextranomer (NASHA/Dx) resulted in
more patients with =50% reduction in FI episodes compared to placebo.

Conclusion: SNS, ABS, TPTNS, NASHA/Dx, zinc-aluminium, and autologous myoblasts resulted in isolated im-
provements in specific outcomes of interest. No difference was identified in incontinence episodes, no treatment
ranked best persistently or persistently improved outcomes, and many included treatments did not significantly
benefit patients compared to placebo. Large multicentre RCTs with long-term follow-up and standardized in-
clusion criteria and outcome measures are needed.
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1. Introduction analyses, published on this subject [48,49], is that they can only
compare two treatments directly, rather than all available treatments at
once. A network meta-analysis allows simultaneous comparison of all

treatments available for FI [50,51]. Furthermore, a network meta-

Faecal incontinence (FI) can range from an involuntary passage of
flatus to complete evacuation of liquid or solid faecal matter, and de-

pending on the severity of the disease, it can be psychologically and
socially debilitating. To date, many randomized controlled trials (RCTs)
have been published comparing the treatments available for FI without
concrete results and without a clear treatment strategy [1-47]. An
important disadvantage of these RCTs, and of standard pairwise meta-

analysis may yield more reliable and definitive results, and allows us to
visualize and interpret a wider picture of the available evidence, and to
calculate treatment rankings with probabilities [50,51]. The aim of the
present study was to perform a systematic review of the literature to
identify treatments available for FI, collect all published data from
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RCTs, and perform a network meta-analysis to compare the clinical
outcomes and effectiveness of treatments available for FI.

2. Materials and methods
2.1. Search strategy

This systematic review and meta-analysis was based on a written
protocol and was reported in line with PRISMA (Preferred Reporting
Items for Systematic Reviews and Meta-Analyses) [52] and AMSTAR
(Assessing the methodological quality of systematic reviews) Guidelines
[53]. A comprehensive literature search was performed of the following
databases: MEDLINE, EMBASE, Science Citation Index Expanded, and
Cochrane Central Register of Controlled Trials (CENTRAL). Detailed
search strategy is provided in the Supplementary Table 1. No restric-
tions were made based on language, publication year, or publication
status. The latest date for this search was May 17th, 2018.

2.2. Inclusion and exclusion criteria

Only RCTs were considered for this network meta-analysis. In order
to be included in the analysis, RCTs had to report on at least one of the
outcomes of interest and compare two or more treatments, or a com-
bination of different treatments for FI in adults. Studies were excluded
from the analysis if: (a) the outcomes of interest were not clearly re-
ported, and it was impossible to extrapolate or calculate the necessary
data from the published results; (b) the studies were published only as
conference abstracts; (c¢) the studies included patients with other dis-
orders (e.g. rectal prolapse, anal fissures) who did not suffer specifically
with faecal incontinence; (d) the studies reported on patients with
ileoanal and coloanal anastomosis; (e) the studies reported on outcomes
only on the day of the treatment without a follow-up of more than one
day.

2.3. Data extraction

Two review authors (CS and NL) independently determined the
eligibility of the retrieved studies and extracted the review data. The
risk of bias of the included studies was assessed based on the following
bias risk domains: allocation sequence generation, allocation conceal-
ment, blinding of participants and personnel, blinding of outcome as-
sessors, incomplete outcome data, selective outcome reporting, and
vested interest bias [54]. For each of these risk domains of bias, the
studies were categorized as low risk, uncertain risk and high risk of
bias.

2.4. Outcomes of interest

1. Adverse events. Adverse events were defined as any deviation from
the normal postoperative course.

2. Quality of Life outcomes. The faecal incontinence quality of life
questionnaire (FIQL) was used [55].

3. Functional outcomes. The following functional outcomes were used
for comparison: frequency of FI episodes per week, 50% or more
reduction in the number of FI episodes, and incontinence score. For
the purpose of this network meta-analysis, the Vaizey or St Mark's
score (out of 24) [56] was standardized to match the Wexner or
Cleveland clinic incontinence (CCI) score (out of 20) [57].

4. Anal manometry. The following anal manometry outcomes were
used for comparison: resting pressure, maximum resting pressure,
squeeze pressure, and maximum squeeze pressure.

2.5. Statistical analysis

For each outcome of interest, Stata/IC 11 (StataCorp LP, College
Station, Texas, USA) was used to draw a network plot of all the
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treatments assessed for that specific outcome. Any treatments not
connected to the other treatments through the network plot were ex-
cluded from the analysis of that outcome. A Bayesian network meta-
analysis was conducted using the Markov chain Monte Carlo method in
WinBUGS 1.4 (MRC Biostatistics Unit, Cambridge, and Imperial College
School of Medicine, London, UK). For binary data, a binomial model
was used for the analysis, and the odds ratio (OR) was calculated. For
continuous outcomes, the mean difference (MD) was calculated. The
treatment contrast for any two treatments was modelled as a function of
comparisons between each individual treatment and an arbitrarily se-
lected reference group. The probability of ranking of a treatment (i.e.
that a treatment ranks as the best treatment, second best treatment,
etc.) for each outcome of interest was calculated.

The residual deviance and deviance information criterion (DIC)
were used for assessing between-study heterogeneity [58]. Three dif-
ferent models were run for each outcome: fixed-effect model, random-
effects model and random-effects inconsistency model. The choice of
model was based on the model fit and the DIC provides a measure of
model fit that penalizes model complexity; therefore, a lower DIC in-
dicated a better model fit [58]. Evidence of inconsistency between di-
rect and indirect comparisons was assessed by examining the geometry
of the network diagrams [59] and by comparing the deviance and DIC
statistics of the consistency and inconsistency models to assess which
model resulted in a better model fit [59].

3. Results
3.1. Eligible studies

A total of 3009 references were identified through systematic elec-
tronic searches of Science Citation Index Expanded (n = 227), EMBASE
(n = 468), MEDLINE (n = 1851) and CENTRAL (n = 463). Further four
studies were identified from the references of the above studies. The
duplicates between databases were 590 and were excluded. Further
2311 clearly irrelevant references were excluded through screening ti-
tles and reading abstracts. The remaining 112 studies were investigated
in full text detail and further 65 studies were excluded. Fig. 1 shows the
study flow diagram. Forty-seven RCTs comparing treatments for FI
fulfilled the inclusion criteria of this network meta-analysis [1-47]. The
characteristics of the included studies, including the treatments com-
pared and patient demographics for individual studies, are summarized
in Table 1. The risk of bias in the included studies is summarized in
Fig. 2 and the risk of bias for each included study is shown in
Supplementary Fig. 1. The included RCTs were categorized as low risk
of bias for most of the bias risk domains assessed, except for perfor-
mance bias and detection bias [54].

3.2. Overall analysis

There were 3748 patients for analysis having undergone 37 dif-
ferent treatments for FI. The reported mean age of the patients ranged
from 32 to 84 years, and there were 530 males and 3218 females. An
example of a network plot for incontinence score is shown in Fig. 3;
similar network plots were constructed for all outcomes of interest. The
treatments included in the network meta-analysis for each outcome of
interest are shown in Table 2. For all outcomes of interest, the fixed-
effect model was preferred based on the DIC statistics, and there was no
evidence of inconsistency between trials in the networks. All statisti-
cally significant results of the pairwise comparisons of the different
treatments for all outcomes are shown in Table 3. The treatments with
the highest probability of ranking best or worst treatment for the out-
comes of interest are summarized in Table 4. There was substantial
uncertainty regarding the best or worst treatment for all outcomes as no
treatment highlighted a probability of greater than 90% [60].
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Fig. 1. Study flow diagram.

3.3. Adverse events

Forty-three trials provided data on 3277 participants and 31 treat-
ments, for the network meta-analysis on adverse events. Pairwise
comparisons of the treatments demonstrated significantly more adverse
events with transanal delivery of radiofrequency energy compared to
placebo. No other significant difference in adverse events was identified
between treatments.

3.4. Quality of life

Sixteen trials (1397 participants; 14 treatments) provided data for
the network meta-analysis on quality of life using the FIQL ques-
tionnaire. Separate network meta-analyses were performed for the four
domains of the FIQL: lifestyle, coping, depression, and embarrassment.

Pairwise comparison of treatments with regards to FIQL-lifestyle
scores found that sacral nerve stimulation (SNS) resulted in significant
improvement in the lifestyle domain compared to placebo. Also, zinc-
aluminium ointment resulted in significant improvement in the lifestyle
domain compared to placebo, clonidine, biofeedback-pelvic floor
muscle training (BF-PFMT), BF-PFMT plus medical management (use of
antidiarrheal medications and laxatives), BF-PFMT plus electrical sti-
mulation, elastomer implants, injection of non-animal stabilized hya-
luronic acid/dextranomer (NASHA/Dx), transcutaneous posterior tibial
nerve stimulation (TPTNS), percutaneous posterior tibial nerve stimu-
lation (PPTNS), and Permacol injection. There was no significant dif-
ference in the other comparisons for this domain.

Similarly, pairwise comparison for the FIQL-coping domain showed
SNS to have significant improvement compared to placebo, and zinc-
aluminium ointment to have significant improvement compared to
placebo, TPTNS, PPTNS, and Permacol. For the FIQL-depression do-
main, injection of autologous myoblasts resulted in significant im-
provement compared to placebo, and zinc-aluminium ointment resulted
in significant improvement compared to placebo, BF-PFMT, BF-PFMT
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plus electrical stimulation, NASHA/Dx, TPTNS, PPTNS, and Permacol.
In addition, zinc-aluminium ointment demonstrated significant im-
provement during pairwise comparisons for the FIQL-embarrassment
domain compared to placebo and autologous myoblasts. Pairwise
comparison for the FIQL-embarrassment domain also found SNS to re-
sult in significantly better score compared to placebo, PPTNS, and au-
tologous myoblasts injection. TPTNS was found to have significantly
improved FIQL-embarrassment domain score compared to placebo.

3.5. Incontinence score

Thirty-one trials reporting on 2381 patients and 25 treatments were
included in the network meta-analysis for comparing changes in in-
continence scores. Artificial bowel sphincters (ABS) ranked best with
81.7% probability for this outcome.

Pairwise comparisons demonstrated that ABS significantly im-
proved incontinence score compared to placebo, advice alone, topical
1R-2S-methoxamine hydrochloride (NRLOO1), medical management,
BF-PFMT plus medical management, transanal irrigation, elastomer
implants, NASHA/Dx, PPTNS, Permacol, and Bulkamid. Moreover, SNS
was found to improve incontinence score significantly compared to
placebo, NRLOO1, medical management (antidiarrheal medications and
laxatives), BF-PFMT plus medical management, transanal irrigation,
Permacol, and Bulkamid injection. Use of zinc-aluminium significantly
improved incontinence score compared to placebo, NRLOO1, medical
management, BF-PFMT plus medical management, transanal irrigation,
Permacol, and Bulkamid injection.

Medical management alone resulted in significantly worse incon-
tinence score compared to placebo, NRLOO1, phenylephrine, oestrogen,
PFMT with digital rectal feedback (DRF), BF-PFMT, electrical stimula-
tion alone, BF-PFMT plus electrical stimulation, NASHA/Dx, PPTNS,
TPTNS, and autologous myoblasts injection. In addition, BF-PFMT plus
medical management was noted to have significantly worse incon-
tinence score compared to placebo, advice alone, NRLOO1,
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Table 1

Summary of study characteristics. Footnotes: N = Total Number of Participants in the Study, T = Treatment, C=Control, CMC= Carboxymethylcellulose,
GA = Gum Arabic, BF =Biofeedback, RBT = Rectal Balloon Training, PFMT = Pelvic Floor Muscle Training, DRF- Digital Rectal Feedback, TPTNS = Transcutaneous
Posterior Tibial Nerve Stimulation, TPFR = Total Pelvic Floor Repair, NRLOO1l = 1R,2S-methoxamine hydrochloride, SNS=Sacral Nerve Stimulation,
PPTNS = Percutaneous Posterior Tibial Nerve Stimulation, NASHA/Dx = Injection of Non-Animal Stabilized Hyaluronic Acid/Dextranomer, FI=Faecal Incontinence,
EMG = Electromyography, freq = frequency, min = Minutes, NR =Not Reported.

Study Mean age Aetiology Treatments N Follow-up Treatment duration

Bharucha et al. 2014° 58 Mixed T: Clonidine T-22 4 weeks 4 weeks
C: Placebo medication C-22

Bliss et al. 2001* 61 NR T1: Psyllium T1-13 31 days 31 days
T2: GA T2-13
C: Placebo C-13

Bliss et al. 2014° 58 Mixed T1: CMC T1-53 38 days 38 days
T2: GA T2-50
T3: Psyllium T3-49
C: Placebo diet C-46

Bols et al. 2011° 59 Mixed T: BF-RBT and PFMT T-40 4.5 months 9 weeks
C: PFMT (With DRF) C-40

Booth et al. 20137 84.2 Mixed T: TPTNS T-15 8 months 8 months
C: Sham intervention C-16

Bouguen et al. 2014° 65 Mixed T: TPTNS T-10 5 months 5 months
C: Sham intervention C-9

Boyer et al., 2018° 52 Structural ~ T: Autologous myoblasts injection T-12 12 months One injection
C: Placebo injection C-12

Carapeti et al. 2000'° 58 Mixed T: Phenylephrine T-18 4 weeks 4 weeks
C: Placebo medication C-18

Christensen et al. 2006'" 49 Neurogenic T: Transanal irrigation T-42 10 weeks 10 weeks
C: Conservative bowel management C-45

Cohen-Zubary et al. 67.5 Structural T: Home electrical stimulation T-22 6 weeks 6 weeks

2015'2 C: BF C-20

Damon et al. 20143 61 Structural T: BF-PFMT + Standard care T-77 4 months NR
C: Standard care-medical management C-80

Deen et al., 1993'° 51 Neurogenic T1: TPFR T1-12 6 months, 2 years Surgery
T2: Anterior levatorplasty T2-12
T3: Postanal repair T3-12

C: Patients undergoing hernia repair or cholecystectomy
served as controls

Deen et al. 1995'* 56 Neurogenic T: Internal Anal Sphincter Plication and TPFR T-15 4.5 months, 5,5 Surgery
C: TPFR alone C-18 months
Dehli et al. 2013'¢ 57.5 Mixed T: NASHA/Dx injection T-64 6 months 6 months
C: BF-PFMT C-62
Fynes et al. 19997 32 Structural T: BF-PFMT (anal EMG) + electrical stimulation 25 min/  T-20 3 months 3 months
week
C: BF-PFMT (vaginal EMG) 30 min/week C-20
George et al. 2013'® 57 Structural ~ T1: PPTNS T1-11 6 weeks 6 weeks
T2: TPTNS T2-11
C: Sham transcutaneous C-8
Graf et al. 2011%° 61 Mixed T: NASHA/Dx injection T-136 3 months, 6 Injection (1d)
C: sham injections C-70 months, 1 year
Healy et al. 2006%° 54 Mixed T: Endo-anal pudendal electrical stimulation T-25 3 months 3 months
C: BF/electrical stimulation treatment Cc-23
Heymen et al. 2009%! 60 Structural T: BF-PFMT with intra-rectal balloon distension T-83 3 months, 6 3 months
C: PEMT C-85 months, 1 year
Kahlke et al. 2015%2 55.5 Mixed T: SNS: ON C: SNS: OFF T-8 4.5 months 6 weeks
C-8
Knowles et al. 2015% 58 Structural ~ T: PPTNS T-115 12 weeks 12 weeks
C: Sham stimulation C-112
Leroi et al. 2005%* 57 Mixed T: SNS: ON C: SNS: OFF T-27 1 month, 2 1 month (each crossover)
Cc-27 months
Leroi et al. 2012%° 60 Structural T: TPTNS T-73 3 months 3 months
C: Sham stimulation C-71
Maeda et al. 2008%° 68 Structural T: Elastomer T-5 6 months One injection
C: Permacol C-5
Mahony et al. 2004%” 34 Structural T: BF-PFMT(EMG) plus electrical stimulation T-30 12 weeks 12 weeks (6 + 6)
C: BF-PFMT(EMG) C-30
Markland et al.2015%® 61 Structural T: Loperamide (plus psyllium powder placebo) T-43 15 weeks 4 x 4 weeks
C: Psyllium powder (plus loperamide placebo) C-37
Naimy et al. 20072° 36 Structural T: BF (EMG)—PFMT with electrical anal stimulation T-24 8 weeks 8 weeks
C: BF-PFMT(EMG) C-25
Norton et al. 2003%° 56 Structural ~ T1: Hospital and home- based BF-PFMT plus advice T1-29 1 year 3-6 months
T2: Hospital-based BF-PFMT plus advice T2-32
T3: PFMT with DRF plus advice T3-44
C: Standard care (advice)® C-35
Norton et al. 2006>! 55 Mixed T: Anal stimulation at 35Hz and 43 Hz T-47 8 weeks 8 weeks
C: Sham stimulation at 1 Hz C-43

(continued on next page)
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Study Mean age Aetiology Treatments N Follow-up Treatment duration
O’ Brien et al.2004>? 63 Mixed T: Artificial bowel sphincter (Acticon Neosphincter”) T-7 3 months, 6 Neosphincter insertion surgery
C: Supportive care, physiotherapy of the pelvic floor, anal ~ C-7 months
sphincter muscle rehab, BF, electrical stimulation
Osterberg et al. 2004>% 66 Neurogenic  T: Anterior levatorplasty (postanal repair for men) T-35 3 months, 1 year, 1 day-5Sweeks
C: Anal plug electrical stimulation of the pelvic floor C-35 2 years
Pinedo et al. 2009>* 69 NR T: Topical oestrogens T-18 6 weeks 3/day for 6 weeks
C: Placebo C-18
Pinedo et al. 2012%° 61 NR T: Zinc-aluminum ointment T-25 1 month 1 month
C: Placebo C-25
Read et al. 1982%¢ 45 Mixed T: Loperamide T-26 1 week, 2 weeks 1 week each
C: Placebo C-26
Rydningen et al. 2017% 61 Structural  T: SNS T-30 6 months 6 months
C: submucosal injection of collagen (Permacol) C-26
Sarveazad et al. 2017%® 37 Mixed T: Human adipose-derived stromal/stem cells T-9 8 weeks injection
C: Placebo Cc-9
Schwandner et al. 2010%° 63 Mixed T: BF-PFMT (EMG) plus electrical stimulation (triple target) T-79 9 months 9 months
C: EMG- BF alone C-79
Siproudhis et al. 2007*!  64.5 Mixed T: Polydimethylsiloxane elastomer T-22 3 months 1/month
C: Physiological saline C-22
Siproudhis et al. 2016*° 62 Mixed T1: 5mg NRLOO1 T1-114 8 weeks Once daily over 8 weeks
T2: 7.5mg NRLOO1 T2-115
T3: 10 mg NRLOO1 T3-122
C: Placebo C-112
Sjodahl et al. 2015%? 60 Structural T: Laxative and Loperamide T-33 6-8 months 4-6 months of BF, 2 months of
C: BF C-31 medical treatment
Solomon et al. 2003* 62 Mixed T1: BF-PFMT with transanal ultrasound T1-40 4.5 months 9 weeks
T2: BF-PFMT with anal manometry, T2-39
C: PFMT with digital guidance Cc-41
Sun et al. 1997 56 Mixed T: Loperamide T-11 2 weeks, 4 weeks 1 week each
C: Placebo C-11
Thin et al. 2015* 59 Mixed T1: PPTNS T-16 3 months, 6 5 months
C: SNS C-15 months
Tjandra et al. 2008*° 63 Mixed T: SNS T-53 3 months, 6 1 day to 1 year
C: PFMT, bulking agent (Imodium) and dietary C-60 months, 1 year
manipulation
Van der Wilt et al. 65 Mixed T: PPTNS T-29 12 months 9 weeks
201747 C: sham electrical stimulation C-30
Visscher et al. 20174® 62 Mixed T: Radiofrequency energy T-20 6 months One procedure
C: Sham procedure C-20
Yoshioka et al. 1999%° 60 Structural ~ T: TPFR T-12 18 months Surgery
C: Gluteus Maximus Transposition C-12

phenylephrine, oestrogen, PFMT-DRF, BF-PFMT, BF (RBT) plus PFMT,
electrical stimulation alone, BF-PFMT plus electrical stimulation, elas-
tomer, NASHA/Dx, PPTNS, TPTNS, autologous myoblasts, and
Bulkamid injection. Permacol resulted in significantly worse incon-
tinence score compared to topical oestrogen and autologous myoblasts
injection.

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Vested interest

3.6. Frequency of faecal incontinence

Eleven trials provided data on 1178 participants and 10 treatments,
for the network meta-analysis on the frequency of episodes of FI per
week. No significant differences were observed between treatments
during pairwise comparisons regarding the frequency of FI episodes per
week. Only five trials (566 participants; 5 treatments) provided data for
the network meta-analysis on the decrease in the frequency of FI epi-
sodes per week by 50% or more. Pairwise comparisons demonstrated

25% 50%

0% 75%  100%

[ Low risk of bias [Junciearrisk of bias [l Hioh risk of bias

Fig. 2. Risk of bias graph: review authors' judgments about each risk of bias item presented as percentages across all included studies.

)
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IrigationTransanal
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AutologousMyoblasts
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ArtificialSphincter

SNS
Fig. 3. Network plot for incontinence score, similar network plots were
produced for each outcome of interest. Footnotes: circles represent the in-
tervention as a node in the network; lines represent direct comparisons using
RCTs; thickness of lines represents the number of RCTs included in each com-
parison. BF =Biofeedback, RBT = Rectal Balloon Training, PFMT = Pelvic Floor
Muscle Training, DRF = Digital Rectal Feedback, TPTNS = Transcutaneous
Posterior Tibial Nerve Stimulation, NRLOO1 = 1R,2S-methoxamine hydro-
chloride, SNS=Sacral Nerve Stimulation, PPTNS=Percutaneous Posterior
Tibial Nerve Stimulation, NASHA/Dx = Injection of Non-Animal Stabilized
Hyaluronic Acid/Dextranomer, hADSCs = human adipose derived stem cells.

that injection of NASHA/Dx resulted in more patients with =50% re-
duction in FI episodes compared to placebo.

3.7. Anorectal manometry

Twelve trials reporting on 855 participants were included in the
analysis for evaluating the effect of 12 treatments on resting anorectal
pressure. On pairwise comparisons, no treatment demonstrated a su-
periority with regards to improvement in resting pressure. Similarly, a
network meta-analysis reporting on four trials (256 participants; 6
treatments) highlighted no significant differences in maximum resting
pressure between treatments during pairwise comparisons.

Seven trials reporting on 483 participants were included in the
network meta-analysis for evaluating the effect of seven treatments on
squeeze pressure. On pairwise comparisons, no treatment demonstrated
a superiority with regards to improvement in squeeze pressure.
Similarly, a network meta-analysis reporting on four trials (256 parti-
cipants; 6 treatments) found no significant differences in maximum
squeeze pressure between treatments during pairwise comparisons.

4. Discussion

The current network meta-analysis found that no treatment persis-
tently improved the outcomes of interest and no treatment ranked best
with high probability for any outcome. In addition, many of the in-
cluded treatments for FI, including commonly used treatments such as
biofeedback or pelvic floor muscle training or medical management,
did not significantly benefit patients compared to placebo. Although the
current study found no significant improvement with many of the
treatments for FI, often in the clinical setting patients report improve-
ment in symptoms. The review findings may suggest that there is an
element of placebo effect in the mechanism of many of the current
treatments for FI. A placebo effect cannot be discounted and RCTs
comparing treatments for FI have demonstrated statistically significant
improvements in incontinence scores in both the treatment group and
the group of patients receiving placebo intervention [32]. On the other
hand, faecal incontinence is a relatively objective issue, and patients
may have improved anal manometry after treatment compared to
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control which is an objective measured parameter, despite the possi-
bility of no improvement in patient symptoms. The management of FI is
multifactorial and modifying one of these parameters may allow im-
provement in symptoms. For example, the relationship between the
therapist and patient may influence treatment outcomes [28,32,37],
and patients may have FI symptoms associated with alterations in their
emotional status [61]. FI may be associated with worsening depression
or anxiety; hence by improving their psychological status both the
quality of life of sufferers together with their symptoms of FI may im-
prove [62].

This network meta-analysis found that SNS improved the incon-
tinence score and the FIQL lifestyle, coping, and embarrassment do-
mains. A previous standard pairwise meta-analysis based on 34 studies
suggested that SNS resulted in significantly improved incontinence
scores, improved ability to defer defecation, improvement in most SF-
36 and FIQL domains, and improved mean anal pressures [49]. The
reported complication rate was 15% for permanent SNS, with 3% re-
sulting in permanent explantation [49]. Overall, previous studies have
demonstrated a persistent clinical efficacy with SNS, with low mor-
bidity rate on long-term follow-up [44,63]. As the results for surgical
repair for FI show deterioration during a 5-year follow-up, SNS has
been suggested as a valid alternative or an adjunct to surgical repair in
the treatment of FI in patients presenting with a sphincter lesion [64].
The current review also demonstrated an improvement in the FIQL
embarrassment domain with TPTNS. A previous standard meta-analysis
demonstrated significant improvement with SNS compared to PPTNS in
the Wexner score, episodes of FI per week, and in the FIQL coping and
depression domains [48]. A single-blinded RCT including comparing
PPTNS versus TPTNS versus sham transcutaneous found that patients
undergoing PPTNS had a greater reduction in the number of incon-
tinence episodes and were able to defer defecation for a longer interval
than those undergoing transcutaneous and sham stimulation [16]. On
the other hand, the results from the multicentre, double-blind, rando-
mized, controlled CONFIDeNT trial reported no significant clinical
benefit of PPTNS over sham electrical stimulation [21].

Although study protocols exist [65], there is a paucity of RCTs
comparing neuromodulation to other surgical treatments. A non-ran-
domized prospective comparative study suggested that magnetic anal
sphincter was as effective as SNS in improving continence and quality
of life, with similar morbidity [66]. The present network meta-analysis
enabled treatment comparisons and found that ABS improved incon-
tinence scores compared to placebo, medical management, BF-PFMT
plus medical management, transanal irrigation, elastomer implants,
and PPTNS (but no difference compared to SNS), and ranked best with
81.7% probability for this outcome. Although the current review did
not identify a significant difference in adverse events, several safety
issues have been reported with ABS, including high incidence of sur-
gical revision and explantation of ABS, and high rates of adverse events
owing to infection, device malfunction, erosion/ulceration and pain
[67,68]. Possible indications for ABS implantation include end-stage
severe FI in patients with extensive anal sphincter loss, congenital an-
orectal malformation, or perineal colostomy [69]. In patients with no
sphincter defect or with a defect of more than 120° of the anal cir-
cumference, SNS nerve stimulation may be the proposed surgical
treatment [67].

Adult stem cell therapy is a promising non-invasive treatment op-
tion for FI by regenerating damaged sphincter [7]. The current network
meta-analysis assessed the efficacy of intrasphincteric injections of
autologous myoblasts compared to other treatments for FI, and has only
demonstrated an improvement in the FIQL depression domain com-
pared to placebo. Another increasingly used minimally invasive treat-
ment for FI is the transanal submucosal injection of a bulking agent in
the anal canal [14,17,70]. The present review assessed the efficacy of
NASHA/Dx injections compared to other FI treatments, and found only
a higher number of patients with 50% or greater reduction in the
number of episodes of FI per week compared to placebo. Similarly, a
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The treatments included in the network meta-analysis for each outcome of interest. Footnotes: CMC= Carboxymethylcellulose, BF =Biofeedback,
RBT = Rectal Balloon Training, PFMT =Pelvic Floor Muscle Training, DRF- Digital Rectal Feedback, TPTNS = Transcutaneous Posterior Tibial Nerve Stimulation,
TPFR = Total Pelvic Floor Repair, NRLOO1 = 1R,2S-methoxamine hydrochloride, SNS=Sacral Nerve Stimulation, PPTNS = Percutaneous Posterior Tibial Nerve
Stimulation, NASHA/Dx = Injection of Non-Animal Stabilized Hyaluronic Acid/Dextranomer, FI=Faecal Incontinence, Freq = Frequency, FIQL= Faecal incon-
tinence quality of life, SP= Squeeze Pressure, RP = Resting Pressure, MSP = Maximum Squeeze Pressure, MRP = Maximum Resting Pressure.

Treatment Network meta-analysis
Adverse FIQL- FIQL- FIQL- FIQL- FI score FI frequency 50% RP MRP SP MSP
Events Lifestyle Coping Depression Embarrassment reduction in
domain domain domain domain FI
Placebo . . . . . . . . .
Advice . . .
CMC . .
Gum Arabic . .
Psyllium . .
Clonidine . . . . . .
Topical NRLOO1 . . .
Topical Phenylephrine . .
Loperamide . .
Medical management . . . .
(antidiarrheals and
laxatives)
Topical oestrogen . . . . . .
Zinc-Aluminium Ointment . . . . . .
PFMT .
PFMT (with DRF) . . . .
BF-PFMT . . . . . . . .
BF(RBT)—PFMT . . .
Electrical Stimulation . . . .
BF-PFMT and medical . . . . . . .
management
BF-PFMT-electrical . . . . . . . .
stimulation
Transanal irrigation . .
Elastomer Implant . . . . . .
NASHA/Dx injection . ' ' . . . . . .
TPTNS . . . . . . . . .
PPTNS . . . . . . . . .
SNS . . . . . . .
Artificial Bowel Sphincter . .
Human adipose derived stem - .
cells
Permacol . . . . . .
Autologous Myoblasts . . . . . . . .
Radiofrequency . .
Bulkamid . .
Anal plug and electrical . .
stimulation

Anterior Levatorplasty

Post anal repair

Total Pelvic Floor Repair

Total Pelvic Floor Repair and
Internal Sphincter
Plication

Gluteus Maximus
Transposition

randomized, double-blind, sham-controlled trial, demonstrated a sig-
nificantly higher proportion of patients after NASHA/Dx injections with
50% or more reduction in FI episodes compared to placebo [17,70].
This network meta-analysis has also found that zinc-aluminium oint-
ment improved the incontinence score and all domains of the FIQL
compared to placebo and other treatments. The mechanism of action is
unclear, but there is evidence that some metals, such as aluminium, can
increase the contraction of smooth muscle [33,71]. Nevertheless, this is
based on the results of only one randomized double-blinded trial [33],
of small size and with inadequate follow-up [33,71].

Despite the extensive statistical analysis of the current study, it is
still difficult to suggest a simple unifying treatment algorithm for all
patients suffering with FI due to symptoms variation and significant
interrelation between the different treatments and outcomes. For ex-
ample, as shown in Table 4 one treatment may have the highest
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probability for being the best treatment for adverse events or FIQL-
Coping, but also have the highest probability for being the worst
treatment for incontinence score. An attempt is made to propose an
algorithm (Fig. 4) for the management of patients with faecal incon-
tinence based on the results of the current network meta-analysis and
the treatments which are widely available for FI. It is suggested to first
attempt non-invasive treatments for FI, with associated low risk of
adverse events, such as biofeedback-pelvic floor muscle training in
combination with medical management including antidiarrheal medi-
cations (e.g. loperamide), laxatives, bulking agents (e.g. fibre), rectal
irrigation, and anal plug. If symptoms of FI persist, it is suggested to
proceed with more invasive treatments, such as electrical stimulation,
SNS, TPTNS, PPTNS, and bulking agent injection such as NASHA/Dx. If
there is a sphincter defect less than 120°, consider overlapping
sphincteroplasty. ABS was not included in the algorithm due to the
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Table 3

Statistically significant pairwise odds ratios and mean differences of the different treatment comparisons for all outcomes of interest. Footnotes: OR = odds
ratio, MD = mean difference, (95% credible intervals), FI = faecal incontinence, FIQL = faecal incontinence quality of life, ABS = artificial bowel sphincter,
CMC = Carboxymethylcellulose, BF =Biofeedback, RBT = Rectal Balloon Training, PFMT=Pelvic Floor Muscle Training, DRF = Digital Rectal Feedback,
TPTNS = Transcutaneous Posterior Tibial Nerve Stimulation, TPFR = Total Pelvic Floor Repair, NRLOO1 = 1R,2S-methoxamine hydrochloride, SNS = Sacral Nerve
Stimulation, PPTNS = Percutaneous Posterior Tibial Nerve Stimulation, NASHA/Dx = Injection of Non-Animal Stabilized Hyaluronic Acid/Dextranomer.

Frequency of FI No significant differences between treatments

Resting pressure

Maximum resting pressure
Squeeze pressure
Maximum squeeze pressure

No significant differences between treatments
No significant differences between treatments
No significant differences between treatments
No significant differences between treatments

Adverse events
50% reduction in FI frequency
FIQL lifestyle

Radiofrequency worse compared to: placebo (OR 8.52; 95% CI 2.39 to 30.47), NRLOO1 (OR 6.43; 95% CI 1.69 to 24.5)
NASHA/Dx better compared to placebo (OR 0.41; 95% CI 0.22 to 0.77)
SNS better compared to placebo (MD -0.69; 95% CI -1.32 to —0.05)

Zinc-aluminium better compared to: placebo (MD -1.04; 95% CI -1.44 to —0.64), clonidine (MD -1.14; 95% CI -2.26 to —0.02), BF-PFMT (MD
1.06; 95% CI 0.14 to 1.98), BF-PFMT plus medical management (MD 1.22; 95% CI 0.24 to 2.21), BF-PFMT plus electrical stimulation (MD 1.07;
95% CI 0.12 to 2.02), elastomer implants (MD 1.54; 95% CI 0.42 to 2.66), NASHA/Dx (MD 0.72; 95% CI 0.07 to 1.36), TPTNS (MD 1.04; 95% CI
0.49 to 1.58), PPTNS (MD 1.06; 95% CI 0.52 to 1.6), Permacol (MD 1.25; 95% CI 0.41 to 2.1)

SNS better compared to placebo (MD -0.85; 95% CI -1.59 to —0.11)

Zinc-aluminium better compared to: placebo (MD -0.73; 95% CI -1.11 to —0.35), TPTNS (MD 0.63; 95% CI 0.16 to 1.11), PPTNS (MD 0.68; 95%
CI 0.15 to 1.22), Permacol (MD 0.93; 95% CI 0.01 to 1.85)

Autologous myoblasts better compared to placebo (MD -0.6; 95% CI -1.04 to —0.15), PPTNS (MD -0.64; 95% CI -1.19 to —0.1)
Zinc-aluminium better compared to: placebo (MD -0.76; 95% CI -1.14 to —0.38), BF-PFMT (MD 0.88; 95% CI 0.1 to 1.66), BF-PFMT plus
electrical stimulation (MD 0.86; 95% CI 0.04 to 1.67), NASHA/Dx (MD 0.59; 95% CI 0.09 to 1.09), TPTNS (MD 0.59; 95% CI 0.02 to 1.16),
PPTNS (MD 0.81; 95% CI 0.31 to 1.3), Permacol (MD 0.91; 95% CI 0.18 to 1.65)

SNS better compared to: placebo (MD -1.13; 95% CI -1.92 to —0.33), PPTNS (MD -1; 95% CI -1.91 to —0.1), autologous myoblasts (MD 1.43;
95% CI 0.41 to 2.45)

TPTNS better compared to placebo (MD -0.29; 95% CI -0.54 to —0.05)

Zinc-aluminium better compared to: placebo (MD -0.72; 95% CI -1.13 to —0.31), autologous myoblasts (MD 1.02; 95% CI 0.27 to 1.78)

SNS better compared to placebo (MD -4.06; 95% CI -7.16 to —0.95), NRLOO1 (MD -3.95; 95% CI -7.28 to —0.62), medical management (MD
-12.69; 95% CI -19.59 to —5.79), BF-PFMT plus medical management (MD -13.68; 95% CI -19.66 to —7.71), transanal irrigation (MD -8.9; 95%
CI -17.22 to —0.58), Permacol (MD 7.39; 95% CI 2.47 to 12.31), Bulkamid (MD 5.73; 95% CI 0.13 to 11.34)

ABS better compared to: placebo (MD -13.84; 95% CI -26.73 to —0.95), advice alone (MD -14.96; 95% CI -29.68 to —0.24), NRL0O01 (MD
-13.73; 95% CI -26.68 to —0.79), medical management (MD -22.48; 95% CI -36.77 to —8.19), BF-PFMT plus medical management (MD -23.47;
95% CI -37.33 to —9.6), transanal irrigation (MD -18.69; 95% CI -33.71 to —3.66), elastomer implants (MD -14.87; 95% CI -29.34 to —0.4),
NASHA/Dx (MD -13.63; 95% CI -26.92 to —0.33), PPTNS (MD -13.22; 95% CI -26.22 to —0.22), Permacol (MD 17.18; 95% CI 3.73 to 30.62),
Bulkamid (MD 15.52; 95% CI 1.81 to 29.23)

Zinc-aluminium better compared to: placebo (MD -4.49; 95% CI -8.03 to —0.95), NRLOO1 (MD -4.39; 95% CI -8.12 to —0.65), medical
management (MD -13.13; 95% CI -20.24 to —6.02), BF-PFMT plus medical management (MD 14.12; 95% CI 7.91 to 20.33), transanal irrigation
(MD 9.34; 95% CI 0.85 to 17.83), Permacol (MD 7.83; 95% CI 2.62 to 13.03), Bulkamid (MD 6.17; 95% CI 0.31 to 12.03)

Medical management worse compared to: placebo (MD 8.64; 95% CI 2.47 to 14.8), NRL0OO1 (MD 8.74; 95% CI 2.46 to 15.02), phenylephrine
(MD 9.55; 95% CI 0.04 to 19.05), oestrogen (MD -10.64; 95% CI -17.32 to —3.96), PFMT-DRF (MD -8.66; 95% CI -17.32 to —0.01), BF-PFMT
(MD -9.61; 95% CI -17.56 to —1.67), electrical stimulation (MD -11.7; 95% CI -20.34 to —3.07), BF-PFMT plus electrical stimulation (MD
-11.36; 95% CI -19.7 to —3.03), NASHA/Dx (MD -8.85; 95% CI -15.82 to —1.88), PPTNS (MD -9.26; 95% CI -15.65 to —2.87), TPTNS (MD
-9.72; 95% CI -16.72 to — 2.72), autologous myoblasts (MD -11.12; 95% CI -17.89 to —4.35)

BF-PFMT plus medical management worse compared to: placebo (MD 9.63; 95% CI 4.52 to 14.73), advice alone (MD 9.14; 95% CI 0.27 to
18.01), NRLOO1 (MD 9.73; 95% CI 4.49 to 14.98), phenylephrine (MD 10.54; 95% CI 1.68 to 19.39), oestrogen (MD 11.63; 95% CI 5.91 to
17.35), PFMT-DRF (MD 9.66; 95% CI 1.72 to 17.59), BF-PFMT (MD 10.61; 95% CI 3.45 to 17.76), BF (RBT) plus PFMT (MD 10.51; 95% CI 1.25
to 19.78), electrical stimulation (MD 12.7; 95% CI 4.78 to 20.61), BF-PFMT plus electrical stimulation (MD -12.36; 95% CI -19.94 to —4.77),
elastomer (MD -8.6; 95% CI -16.92 to —0.27), NASHA/Dx (MD -9.84; 95% CI -15.9 to —3.79), PPTNS (MD -10.25; 95% CI -15.63 to —4.87),
TPTNS (MD -10.71; 95% CI -16.8 to —4.63), autologous myoblasts (MD -12.12; 95% CI -17.94 to —6.29), Bulkamid (MD -7.95; 95% CI -14.87
to —1.03)

Permacol worse compared to: topical oestrogen (MD 5.34; 95% CI 0.74 to 9.94), autologous myoblasts (MD 15.52; 95% CI 1.81 to 29.23)

FIQL coping

FIQL depression

FIQL embarrassment

Incontinence score

Table 4
Treatments with the highest probability of ranking best or worst for the outcomes of interest.

Outcome measure

Best (%)

Worst (%)

Adverse events

FIQL-Lifestyle
FIQL-Coping

FIQL-Depression
FIQL-Embarrassment
Incontinence score

FI episodes per week
50% reduction in FI episodes

Resting pressure
Maximum resting pressure

Squeeze pressure

Maximum squeeze pressure

Biofeedback-pelvic floor muscle training plus electrical stimulation
(18.7%)

Autologous myoblasts (45.9%)

Biofeedback-pelvic floor muscle training plus medical management
(26.5%)

Zinc-aluminium ointment (51.7%)

Sacral nerve stimulation (47.9%)

Artificial bowel sphincters (81.7%)

Loperamide (38.3%)

Injection of Non-Animal Stabilized Hyaluronic Acid/Dextranomer
(54.5%)

Electrical Stimulation (34.0%)

Anal plug plus electrical stimulation (53.7%)

Medical Management (antidiarrheal medications and laxatives)
(35.0%)

Total pelvic floor repair and internal sphincter plication (71.7%)

Phenylephrine (15.7%)

Elastomer Implants (39.4%)
Elastomer Implants (31.9%)

Elastomer Implants (28.0%)

Topical oestrogen ointment (23.2%)

Biofeedback-pelvic floor muscle training plus medical management
(60.9%)

Carboxymethylcellulose (32.5%)

Transcutaneous Posterior Tibial Nerve Stimulation (46.5%)

Medical Management (antidiarrheal medications and laxatives) (25.1%)
Post anal repair (40.0%)
Autologous myoblasts (24.3%)

Post anal repair (65.2%)
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Faecal Incontinence

Biofeedback - pelvic floor muscle training
Medical management including:
antidiarrheal medications (e.g. loperamide),
laxatives, bulking agents (e.g. fibre)
Rectal irrigation, Anal plug

Sphincter defect <1202,
consider sphincteroplasty

S

Electrical stimulation,

SNS, TPTINS, PPTINS,

Bulking agent injection
(e.g. dextranomer)

Faecal diversion - stoma

Fig. 4. A proposed algorithm for the management of patients with faecal
incontinence. Footnotes: TPTNS = Transcutaneous Posterior Tibial Nerve
Stimulation, SNS=Sacral Nerve Stimulation, PPTNS = Percutaneous Posterior
Tibial Nerve Stimulation.

significant risks of adverse events. If all of the above fail and FI con-
tinues to significantly affect the patient's quality of life, then last resort
treatment would be faecal diversion with a stoma.

This review is the first evidence-based systematic approach, which
highlighted the highest quality of evidence in the form of RCTs and
provided an up-to-date insight into the management options for FI.
Placebo was the most frequent comparator for the network meta-ana-
lyses, but it should be noted that the mode of “placebo” was variable
between studies. Furthermore, there is variation between studies in the
inclusion criteria, with some studies requiring patients to have liquid/
stool incontinence [6,8], and other studies selecting patients based on
measures such Wexner score [36,38,39], or Vaizey score [14]. More-
over, comparing treatments for FI can be complicated by the long-
itudinal sequence of the treatments provided to patients. Also, there is
variation between studies in the delivery of treatments such as BF and
PFMT, with variation in the number of sessions, duration and intensity.
A wide range of outcome measures were used by studies to report
treatment effect. To permit comparison between FI treatments, it is
imperative to standardize the inclusion criteria, methodology, follow-
up period, and outcome measures across studies in the field.

45

International Journal of Surgery 66 (2019) 37-47

Ethical approval
Not applicable.
Sources of funding
No external funding
Author contribution

e Constantinos Simillis: conception and design of the study, literature
search, acquisition of data, data analysis, interpretation of data,
drafting the article, final approval of the article, agreement to be
accountable for all aspects of the work.

e Nikhil Lal: literature search, acquisition of data, data analysis,
drafting the article, final approval of the article, agreement to be
accountable for all aspects of the work.

e Gianluca Pellino: acquisition of data, data analysis, drafting the
article, final approval of the article, agreement to be accountable for
all aspects of the work.

e Daniel Baird: conception and design of the study, acquisition of
data, interpretation of data, article revision, final approval of the
article, agreement to be accountable for all aspects of the work.

o Stella Nikolaou: conception and design of the study, acquisition of
data, interpretation of data, article revision, final approval of the
article, agreement to be accountable for all aspects of the work.

e Christos Kontovounisios: conception and design of the study, inter-
pretation of data, article revision, final approval of the article,
agreement to be accountable for all aspects of the work.

e Jason J Smith: conception and design of the study, interpretation of
data, article revision, final approval of the article, agreement to be
accountable for all aspects of the work.

e Paris P Tekkis: conception and design of the study,
data, article revision, final approval of the article,
accountable for all aspects of the work.

interpretation of
agreement to be
Conflicts of interest

The authors declare no conflict of interest.
Research registration number

Prospero CRD42019118765.
Guarantor

Constantinos Simillis.
Provenance and peer review

Not commissioned, externally peer-reviewed.
Data statement

The datasets generated during and/or analysed during the current
study are available from the corresponding author on reasonable re-
quest.
Acknowledgements

No acknowledgements.
Appendix ASupplementary data

Supplementary data to this article can be found online at https://
doi.org/10.1016/j.ijsu.2019.04.007.


https://doi.org/10.1016/j.ijsu.2019.04.007
https://doi.org/10.1016/j.ijsu.2019.04.007

C. Simillis, et al.

References

[1]

[2]

[3]

[4]

[5]

(6]

[7]

(8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

A.E. Bharucha, J.G. Fletcher, M. Camilleri, J. Edge, P. Carlson, A.R. Zinsmeister,
Effects of clonidine in women with fecal incontinence, Clin. Gastroenterol. Hepatol.:
Off. Clin. Practice J. Am. Gastroenterol. Assoc. 12 (2014) 843-851 e2; quiz e44.
D.Z. Bliss, H.J. Jung, K. Savik, A. Lowry, M. LeMoine, L. Jensen, C. Werner,

K. Schaffer, Supplementation with dietary fiber improves fecal incontinence, Nurs.
Res. 50 (2001) 203-213.

D.Z. Bliss, K. Savik, H.J. Jung, R. Whitebird, A. Lowry, X. Sheng, Dietary fiber
supplementation for fecal incontinence: a randomized clinical trial, Res. Nurs.
Health 37 (2014) 367-378.

E. Bols, B. Berghmans, R. De Bie, B. Govaert, B. Van Wunnik, M. Heymans,

E. Hendriks, C. Baeten, Rectal balloon training as add-on therapy to pelvic floor
muscle training in adults with faecal incontinence: a randomised controlled trial,
Neurourol. Urodyn. 30 (6) (2011) 1093-1094.

J. Booth, S. Hagen, D. McClurg, C. Norton, C. Maclnnes, B. Collins, C. Donaldson,
D. Tolson, A feasibility study of transcutaneous posterior tibial nerve stimulation for
bladder and bowel dysfunction in elderly adults in residential care, J. Am. Med. Dir.
Assoc. 14 (2013) 270-274.

G. Bouguen, A. Ropert, F. Laine, P. Pequin, J. Morcet, J.F. Bretagne, L. Siproudhis,
Effects of transcutaneous tibial nerve stimulation on anorectal physiology in fecal
incontinence: a double-blind placebo-controlled cross-over evaluation, Neuro
Gastroenterol. Motil. 26 (2014) 247-254.

O. Boyer, V. Bridoux, C. Giverne, A. Bisson, E. Koning, A.M. Leroi, P. Chambon,
J. Dehayes, S. Le Corre, S. Jacquot, D. Bastit, J. Martinet, E. Houivet, J.J. Tuech,
J. Benichou, Michot F, and the study group of myoblast therapy for faecal I, au-
tologous myoblasts for the treatment of fecal incontinence: results of a phase 2
randomized placebo-controlled study (MIAS), Ann. Surg. 267 (2018) 443-450.

E. Carapeti, M. Kamm, R. Phillips, Randomized controlled trial of topical pheny-
lephrine in the treatment of faecal incontinence, Br. J. Surg. 87 (1) (2000) 38-42
[Internet] http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/278/CN-
00265278/frame.html.

P. Christensen, G. Bazzocchi, M. Coggrave, R. Abel, C. Hultling, K. Krogh, S. Media,
S. Laurberg, A randomized, controlled trial of transanal irrigation versus con-
servative bowel management in spinal cord-injured patients, Gastroenterology 131
(2006) 738-747.

N. Cohen-Zubary, R. Gingold-Belfer, I. Lambort, N. Wasserberg, H. Krissi, S. Levy,
Y. Niv, R. Dickman, Home electrical stimulation for women with fecal incontinence:
a preliminary randomized controlled trial, Int. J. Colorectal Dis. 30 (2015)
521-528.

H. Damon, L. Siproudhis, J. Faucheron, T. Piche, L. Abramowitz, M. Eléouet,

1. Etienney, P. Godeberge, G. Valancogne, A. Denis, F. Mion, A. Schott, Perineal
retraining improves conservative treatment for faecal incontinence: a multicentre
randomized study, Digestive and liver disease : Off. J. Ital. Soc. Gastroenterol. Ital.
Assoc. Study Liver 46 (3) (2014) [237-42 pp.]. Available from: http://onlinelibrary.
wiley.com/o/cochrane/clcentral/articles/091/CN-00978091/frame.html.

K.I. Deen, D. Kumar, J.G. Williams, E.A. Grant, M.R. Keighley, Randomized trial of
internal anal sphincter plication with pelvic floor repair for neuropathic fecal in-
continence, Dis. Colon Rectum 38 (1995) 14-18.

K.I. Deen, M. Oya, J. Ortiz, M.R. Keighley, Randomized trial comparing three forms
of pelvic floor repair for neuropathic faecal incontinence, Br. J. Surg. 80 (1993)
794-798.

T. Dehli, A. Stordahl, L.J. Vatten, P.R. Romundstad, K. Mevik, Y. Sahlin,

R.O. Lindsetmo, B. Vonen, Sphincter training or anal injections of dextranomer for
treatment of anal incontinence: a randomized trial, Scand. J. Gastroenterol. 48
(2013) 302-310.

M.M. Fynes, K. Marshall, M. Cassidy, M. Behan, D. Walsh, P.R. O'Connell,

C. O'Herlihy, A prospective, randomized study comparing the effect of augmented
biofeedback with sensory biofeedback alone on fecal incontinence after obstetric
trauma, Dis. Colon Rectum 42 (1999) 753-758 discussion 8-61.

A. George, K. Kalmar, S. Sala, K. Kopanakis, A. Panarese, T. Dudding,

J. Hollingshead, R. Nicholls, C. Vaizey, Randomized controlled trial of percutaneous
versus transcutaneous posterior tibial nerve stimulation in faecal incontinence, Br.
J. Surg. 100 (3) (2013) [Internet] http://onlinelibrary.wiley.com/o/cochrane/
cleentral/articles/440/CN-00841440/frame.html [330-8 pp.]. Available from:.

W. Graf, A. Mellgren, K. Matzel, T. Hull, C. Johansson, M. Bernstein, Efficacy of
dextranomer in stabilised hyaluronic acid for treatment of faecal incontinence: a
randomised, sham-controlled trial, Colorectal Dis. 13 (2011) 1.

C. Healy, A. Brannigan, E. Connolly, M. Eng, M. O'Sullivan, D. McNamara,

C. Cusack, J. Deasy, The effects of low-frequency endo-anal electrical stimulation on
faecal incontinence: a prospective study, Int. J. Colorectal Dis. 21 (8) (2006)
[Internet] http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/666,/CN-
00585666/frame.html [802-6 pp.]. Available from:.

S. Heymen, Y. Scarlett, K. Jones, Y. Ringel, D. Drossman, W.E. Whitehead,
Randomized controlled trial shows biofeedback to be superior to pelvic floor ex-
ercises for fecal incontinence, Dis. Colon Rectum 52 (2009) 1730-1737.

V. Kahlke, H. Topic, H.G. Peleikis, J. Jongen, Sacral nerve modulation for fecal
incontinence: results of a prospective single-center randomized crossover study, Dis.
Colon Rectum 58 (2015) 235-240.

C.H. Knowles, E.J. Horrocks, S.A. Bremner, N. Stevens, C. Norton, P.R. O'Connell,
S. Eldridge, C.O.S. Grp, Percutaneous tibial nerve stimulation versus sham electrical
stimulation for the treatment of faecal incontinence in adults (CONFIDeNT): a
double-blind, multicentre, pragmatic, parallel-group, randomised controlled trial,
Lancet 386 (2015) 1640-1648.

A.M. Leroi, Y. Parc, P.A. Lehur, F. Mion, X. Barth, E. Rullier, L. Bresler, G. Portier,

46

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

International Journal of Surgery 66 (2019) 37-47

F. Michot, Efficacy of sacral nerve stimulation for fecal incontinence: results of a
multicenter double-blind crossover study, Ann. Surg. 242 (2005) 662-669.

A.M. Leroi, L. Siproudhis, I. Etienney, H. Damon, F. Zerbib, G. Amarenco, V. Vitton,
J.L. Faucheron, C. Thomas, F. Mion, P. Roumeguere, G. Gourcerol, M. Bouvier,

K. Lallouche, J.F. Menard, M. Queralto, Transcutaneous electrical tibial nerve sti-
mulation in the treatment of fecal incontinence: a randomized trial (CONSORT 1a),
Am. J. Gastroenterol. 107 (2012) 1888-1896.

Y. Maeda, C.J. Vaizey, M.A. Kamm, Pilot study of two new injectable bulking agents
for the treatment of faecal incontinence, Colorectal Dis. 10 (2008) 268-272.

R.T. Mahony, P.A. Malone, J. Nalty, M. Behan, P.R. O'Connell, C. O'Herlihy,
Randomized clinical trial of intra-anal electromyographic biofeedback phy-
siotherapy with intra-anal electromyographic biofeedback augmented with elec-
trical stimulation of the anal sphincter in the early treatment of postpartum fecal
incontinence, Am. J. Obstet. Gynecol. 191 (2004) 885-890.

A.D. Markland, K.L. Burgio, W.E. Whitehead, H.E. Richter, C.M. Wilcox,

D.T. Redden, T.M. Beasley, P.S. Goode, Loperamide versus psyllium fiber for
treatment of fecal incontinence: the fecal incontinence prescription (Rx) manage-
ment (FIRM) randomized clinical trial, Dis. Colon Rectum 58 (2015) 983-993.

N. Naimy, A.T. Lindam, A. Bakka, A.E. Faerden, P. Wiik, E. Carlsen, B.I. Nesheim,
Biofeedback vs. electrostimulation in the treatment of postdelivery anal incon-
tinence: a randomized, clinical trial, Dis. Colon Rectum 50 (2007) 2040-2046.

C. Norton, S. Chelvanayagam, J. Wilson-Barnett, S. Redfern, M.A. Kamm,
Randomized controlled trial of biofeedback for fecal incontinence,
Gastroenterology 125 (2003) 1320-1329.

C. Norton, A. Gibbs, M.A. Kamm, Randomized, controlled trial of anal electrical
stimulation for fecal incontinence, Dis. Colon Rectum 49 (2006) 190-196.

P.E. O'Brien, J.B. Dixon, S. Skinner, C. Laurie, A. Khera, D. Fonda, A prospective,
randomized, controlled clinical trial of placement of the artificial bowel sphincter
(Acticon Neosphincter) for the control of fecal incontinence, Dis. Colon Rectum 47
(2004) 1852-1860.

A. Osterberg, Edebol Eeg-Olofsson K, Hallden M, Graf W, Randomized clinical trial
comparing conservative and surgical treatment of neurogenic faecal incontinence,
Br. J. Surg. 91 (2004) 1131-1137.

G. Pinedo, E. Garcia, A.J. Zarate, F. Leon, F. Bellolio, M.E. Molina, P. Viviani,

A. Zuniga, Are topical oestrogens useful in faecal incontinence? Double-blind ran-
domized trial, Colorectal Dis. 11 (2009) 390-393.

G. Pinedo, A.J. Zarate, G. Inostroza, X. Meneses, E. Falloux, O. Molina, M.E. Molina,
F. Bellolio, A. Zuniga, New treatment for faecal incontinence using zinc-aluminium
ointment: a double-blind randomized trial, Colorectal Dis. 14 (2012) 596-598.

M. Read, N.W. Read, D.C. Barber, H.L. Duthie, Effects of loperamide on anal
sphincter function in patients complaining of chronic diarrhea with fecal incon-
tinence and urgency, Dig. Dis. Sci. 27 (1982) 807-814.

M. Rydningen, T. Dehli, T. Wilsgaard, A. Rydning, M. Kumle, R.O. Lindsetmo,

S. Norderval, Sacral neuromodulation compared with injection of bulking agents for
faecal incontinence following obstetric anal sphincter injury - a randomized con-
trolled trial, Colorectal Dis. 19 (2017) 0134-0144.

A. Sarveazad, G.L. Newstead, R. Mirzaei, M.T. Joghataei, M. Bakhtiari,

A. Babahajian, B. Mahjoubi, A new method for treating fecal incontinence by im-
planting stem cells derived from human adipose tissue: preliminary findings of a
randomized double-blind clinical trial, Stem Cell Res. Ther. 8 (2017) 40.

T. Schwandner, I.R. Konig, T. Heimerl, W. Kierer, M. Roblick, R. Bouchard,

T. Unglaube, P. Holch, A. Ziegler, G. Kolbert, Triple target treatment (3T) is more
effective than biofeedback alone for anal incontinence: the 3T-AI study, Dis. Colon
Rectum 53 (2010) 1007-1016.

L. Siproudhis, W. Graf, A. Emmanuel, D. Walker, R.N.K. Shing, C. Pediconi, J. Pilot,
S. Wexner, J. Scholefield, Libertas, A phase II placebo-controlled study of NRLOO1
in patients with faecal incontinence showed an unexpected and sustained placebo
response, Int. J. Colorectal Dis. 31 (2016) 1205-1216.

L. Siproudhis, J. Morcet, F. Laine, Elastomer implants in faecal incontinence: a
blind, randomized placebo-controlled study, Aliment Pharmacol. Ther. 25 (2007)
1125-1132.

J. Sjodahl, S.A. Walter, E. Johansson, A. Ingemansson, A.K. Ryn, O. Hallbook,
Combination therapy with biofeedback, loperamide, and stool-bulking agents is
effective for the treatment of fecal incontinence in women - a randomized con-
trolled trial, Scand. J. Gastroenterol. 50 (2015) 965-974.

M.J. Solomon, C.K. Pager, J. Rex, R. Roberts, J. Manning, Randomized, controlled
trial of biofeedback with anal manometry, transanal ultrasound, or pelvic floor
retraining with digital guidance alone in the treatment of mild to moderate fecal
incontinence, Dis. Colon Rectum 46 (2003) 703-710.

W. Sun, N. Read, M. Verlinden, Effects of loperamide oxide on gastrointestinal
transit time and anorectal function in patients with chronic diarrhoea and faecal
incontinence, Scandinavian J. Gastroenterol. [Internet] 32 (1) (1997) [34-8 pp.].
Available from: http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/
313/CN-00136313/frame.html.

N.N. Thin, S.J. Taylor, S.A. Bremner, A.V. Emmanuel, N. Hounsome, N.S. Williams,
C.H. Knowles, Randomized clinical trial of sacral versus percutaneous tibial nerve
stimulation in patients with faecal incontinence, Br. J. Surg. 102 (2015) 349-358.
J.J. Tjandra, M.K. Chan, C.H. Yeh, C. Murray-Green, Sacral nerve stimulation is
more effective than optimal medical therapy for severe fecal incontinence: a ran-
domized, controlled study, Dis. Colon Rectum 51 (2008) 494-502.

A.A. van der Wilt, G. Giuliani, C. Kubis, van Wunnik BPW, 1. Ferreira, S.0O. Breukink,
P.A. Lehur, F. La Torre, C. Baeten, Randomized clinical trial of percutaneous tibial
nerve stimulation versus sham electrical stimulation in patients with faecal incon-
tinence, Br. J. Surg. 104 (2017) 1167-1176.

A.P. Visscher, T.J. Lam, M.M. Meurs-Szojda, Felt-bersma RJF, temperature-con-
trolled delivery of radiofrequency energy in fecal incontinence: a randomized sham-


http://refhub.elsevier.com/S1743-9191(19)30090-1/sref1
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref1
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref1
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref2
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref2
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref2
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref3
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref3
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref3
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref4
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref4
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref4
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref4
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref5
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref5
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref5
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref5
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref6
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref6
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref6
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref6
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref7
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref7
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref7
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref7
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref7
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/278/CN-00265278/frame.html
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/278/CN-00265278/frame.html
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref9
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref9
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref9
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref9
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref10
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref10
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref10
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref10
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/091/CN-00978091/frame.html
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/091/CN-00978091/frame.html
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref12
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref12
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref12
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref13
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref13
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref13
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref14
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref14
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref14
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref14
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref15
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref15
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref15
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref15
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/440/CN-00841440/frame.html
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/440/CN-00841440/frame.html
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref17
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref17
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref17
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/666/CN-00585666/frame.html
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/666/CN-00585666/frame.html
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref19
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref19
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref19
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref20
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref20
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref20
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref21
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref21
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref21
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref21
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref21
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref22
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref22
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref22
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref23
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref23
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref23
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref23
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref23
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref24
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref24
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref25
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref25
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref25
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref25
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref25
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref26
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref26
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref26
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref26
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref27
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref27
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref27
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref28
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref28
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref28
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref29
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref29
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref30
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref30
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref30
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref30
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref31
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref31
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref31
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref32
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref32
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref32
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref33
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref33
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref33
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref34
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref34
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref34
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref35
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref35
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref35
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref35
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref36
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref36
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref36
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref36
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref37
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref37
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref37
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref37
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref38
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref38
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref38
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref38
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref39
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref39
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref39
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref40
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref40
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref40
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref40
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref41
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref41
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref41
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref41
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/313/CN-00136313/frame.html
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/313/CN-00136313/frame.html
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref43
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref43
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref43
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref44
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref44
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref44
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref45
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref45
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref45
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref45
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref46
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref46

C. Simillis, et al.

[47]

[48]

[49]

[50]

[51]

[52]

[53]

[54]

[55]

[56]
[57]

[58]

[59]

controlled clinical trial, Dis. Colon Rectum 60 (2017) 860-865.

K. Yoshioka, O.A. Ogunbiyi, M.R. Keighley, A pilot study of total pelvic floor repair
or gluteus maximus transposition for postobstetric neuropathic fecal incontinence,
Dis. Colon Rectum 42 (1999) 252-257.

C. Simillis, N. Lal, S. Qiu, C. Kontovounisios, S. Rasheed, E. Tan, P.P. Tekkis, Sacral
nerve stimulation versus percutaneous tibial nerve stimulation for faecal incon-
tinence: a systematic review and meta-analysis, Int. J. Colorectal Dis. 33 (5) (2018
May) 645-648.

E. Tan, N.T. Ngo, A. Darzi, M. Shenouda, P.P. Tekkis, Meta-analysis: sacral nerve
stimulation versus conservative therapy in the treatment of faecal incontinence, Int.
J. Colorectal Dis. 26 (2011) 275-294.

J.P. Jansen, H. Naci, Is network meta-analysis as valid as standard pairwise meta-
analysis? It all depends on the distribution of effect modifiers, BMC Med. 11 (2013)
159.

E.J. Mills, J.P. Ioannidis, K. Thorlund, H.J. Schunemann, M.A. Puhan, G.H. Guyatt,
How to use an article reporting a multiple treatment comparison meta-analysis, J.
Am. Med. Assoc. 308 (2012) 1246-1253.

D. Moher, A. Liberati, J. Tetzlaff, D.G. Altman, P. Group, Preferred reporting items
for systematic reviews and meta-analyses: the PRISMA statement, Ann. Intern. Med.
151 (2009) 264-269 W64.

B.J. Shea, B.C. Reeves, G. Wells, M. Thuku, C. Hamel, J. Moran, D. Moher,

P. Tugwell, V. Welch, E. Kristjansson, D.A. Henry, AMSTAR 2: a critical appraisal
tool for systematic reviews that include randomised or non-randomised studies of
healthcare interventions, or both, BMJ 358 (2017) j4008.

Assessing Risk of Bias in Included Studies: Cochrane Bias Methods Group, (2013)
Available from: http://bmg.cochrane.org/assessing-risk-bias-included-studies.

T.H. Rockwood, J.M. Church, J.W. Fleshman, R.L. Kane, C. Mavrantonis,

A.G. Thorson, S.D. Wexner, D. Bliss, A.C. Lowry, Fecal Incontinence Quality of Life
Scale: quality of life instrument for patients with fecal incontinence, Dis. Colon
Rectum 43 (2000) 9-16 discussion -7.

C.J. Vaizey, E. Carapeti, J.A. Cahill, M.A. Kamm, Prospective comparison of faecal
incontinence grading systems, Gut 44 (1999) 77-80.

J.M. Jorge, S.D. Wexner, Etiology and management of fecal incontinence, Dis.
Colon Rectum 36 (1993) 77-97.

S. Dias, N.J. Welton, A.J. Sutton, A.E. Ades, NICE DSU Technical Support Document
2: a generalised linear modelling framework for pairwise and network meta-ana-
lysis of randomised controlled trials, [Available from: http://www.nicedsu.org.uk.
S. Dias, N.J. Welton, A.J. Sutton, D.M. Caldwell, G. Lu, A.E. Ades, NICE DSU

47

[60]

[61]

[62]

[63]

[64]

[65]

[66]

[67]

[68]

[69]

[70]

[71]

International Journal of Surgery 66 (2019) 37-47

Technical Support Document 4: inconsistency in networks of evidence based on
randomised controlled trials, [Available from: http://www.nicedsu.org.uk.

S. Dias, N.J. Welton, A.J. Sutton, A.E. Ades, NICE DSU Technical Support Document
1: Introduction to Evidence Synthesis for Decision Making, (2012) [Available from:
http://www.nicedsu.org.uk.

D. Parés, M. Vial, B. Bohle, Y. Maestre, M. Pera, M. Roura, M. Comas, M. Sala,

L. Grande, Prevalence of faecal incontinence and analysis of its impact on quality of
life and mental health, Colorectal Dis. 13 (2011) 899-905.

S. Perry, C.W. McGrother, K. Turner, Leicestershire MRCISG, An investigation of the
relationship between anxiety and depression and urge incontinence in women:
development of a psychological model, Br. J. Health Psychol. 11 (2006) 463-482.
D.F. Altomare, S. Giuratrabocchetta, C.H. Knowles, A. Munoz Duyos, J. Robert-Yap,
K.E. Matzel, Long-term outcomes of sacral nerve stimulation for faecal incon-
tinence, Br. J. Surg. 102 (2015) 407-415.

C. Ratto, F. Litta, A. Parello, L. Donisi, G.B. Doglietto, Sacral nerve stimulation is a
valid approach in fecal incontinence due to sphincter lesions when compared to
sphincter repair, Dis. Colon Rectum 53 (2010) 264-272.

A.E. Williams, J. Croft, V. Napp, N. Corrigan, J.M. Brown, C. Hulme, S.R. Brown,
J. Lodge, D. Protheroe, D.G. Jayne, SaFaRI: sacral nerve stimulation versus the
FENIX magnetic sphincter augmentation for adult faecal incontinence: a rando-
mised investigation, Int. J. Colorectal Dis. 31 (2016) 465-472.

M.T. Wong, G. Meurette, V. Wyart, P.A. Lehur, Does the magnetic anal sphincter
device compare favourably with sacral nerve stimulation in the management of
faecal incontinence? Colorectal Dis. 14 (2012) e323-e329.

K.D. Hong, G. Dasilva, S.N. Kalaskar, Y. Chong, S.D. Wexner, Long-term outcomes
of artificial bowel sphincter for fecal incontinence: a systematic review and meta-
analysis, J. Am. Coll. Surg. 217 (2013) 718-725.

J. Sugrue, P.A. Lehur, R.D. Madoff, S. McNevin, S. Buntzen, S. Laurberg,

A. Mellgren, Long-term experience of magnetic anal sphincter augmentation in
patients with fecal incontinence, Dis. Colon Rectum 60 (2017) 87-95.

J.J. Tan, M. Chan, J.J. Tjandra, Evolving therapy for fecal incontinence, Dis. Colon
Rectum 50 (2007) 1950-1967.

J.E. Sanchez, D.M. Brenner, H. Franklin, J. Yu, A.C. Barrett, C. Paterson, Validity of
the > /=50% response threshold in treatment with NASHA/Dx injection therapy
for fecal incontinence, Clin. Transl. Gastroenterol. 6 (2015) e70.

T.L. Davidovskaya, K.I. Bogutska, Modulatory effect of aluminum ions on smooth
muscle contraction, Neurophysiology 4 (2003).


http://refhub.elsevier.com/S1743-9191(19)30090-1/sref46
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref47
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref47
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref47
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref48
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref48
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref48
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref48
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref49
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref49
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref49
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref50
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref50
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref50
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref51
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref51
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref51
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref52
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref52
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref52
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref53
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref53
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref53
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref53
http://bmg.cochrane.org/assessing-risk-bias-included-studies
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref55
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref55
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref55
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref55
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref56
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref56
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref57
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref57
http://www.nicedsu.org.uk
http://www.nicedsu.org.uk
http://www.nicedsu.org.uk
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref61
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref61
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref61
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref62
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref62
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref62
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref63
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref63
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref63
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref64
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref64
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref64
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref65
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref65
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref65
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref65
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref66
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref66
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref66
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref67
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref67
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref67
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref68
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref68
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref68
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref69
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref69
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref70
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref70
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref70
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref71
http://refhub.elsevier.com/S1743-9191(19)30090-1/sref71

	A systematic review and network meta-analysis comparing treatments for faecal incontinence
	Introduction
	Materials and methods
	Search strategy
	Inclusion and exclusion criteria
	Data extraction
	Outcomes of interest
	Statistical analysis

	Results
	Eligible studies
	Overall analysis
	Adverse events
	Quality of life
	Incontinence score
	Frequency of faecal incontinence
	Anorectal manometry

	Discussion
	Ethical approval
	Sources of funding
	Author contribution
	Conflicts of interest
	Research registration number
	Guarantor
	Provenance and peer review
	Data statement
	Acknowledgements
	Appendix ASupplementary data
	References




