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STUDY QUESTION: Does hysteroscopic proximal tubal occlusion by intratubal devices as a treatment for hydrosalpinges resultin comparable
ongoing pregnancy rates following IVF/ICSI when compared with laparoscopic salpingectomy?

SUMMARY ANSWER: Hysteroscopic proximal tubal occlusion by intratubal devices is inferior to laparoscopic salpingectomy in the treatment
of hydrosalpinges in women undergoing IVF/ICS| with respect to ongoing pregnancy rates.

WHAT IS KNOWN ALREADY: [t is known that women with hydrosalpinges undergoing IVF have poorer pregnancy outcomes compared
with women with other forms of tubal infertility. In these women, both laparoscopic salpingectomy and laparoscopic proximal tubal ligation are
known to improve IVF outcomes. At present, it is unclear whether a less-invasive hysteroscopic treatment with intratubal devices leads to similar
ongoing pregnancy rates following [IVF when compared with laparoscopic salpingectomy.

STUDY DESIGN, SIZE, DURATION: A two-centre, randomized, controlled, non-inferiority trial. Between October 2009 and December
2014 a total of 85 women were included in this study; of whom, 42 were randomized to hysteroscopic proximal occlusion by intratubal device
placement and 43 were randomized to laparoscopic salpingectomy. Randomization was based on a computer-generated randomization list. The
study was unblinded. The primary outcome was ongoing pregnancy rate, defined as a fetal heartbeat on ultrasound beyond |0-week gestation
following one IVF/ICSI treatment (fresh and frozen—thawed embryo transfers).

PARTICIPANTS/MATERIALS, SETTING, METHODS: We studied women aged |8—41 years, with uni- or bilateral ultrasound visible
hydrosalpinges who were scheduled for an IVF/ICSI treatment.

MAIN RESULTS AND THE ROLE OF CHANCE: The ongoing pregnancy rates per patient according to the intention-to-treat principle
were | | /42 (26.2%) after hysteroscopic proximal occlusion by intratubal devices (intervention group) versus 24/43 (55.8%) after laparoscopic
salpingectomy (control group) (P = 0.008) [absolute difference: 26.1%; 95% confidence interval (Cl): 0.5-51.7, relative risk (RR): 0.56; 95% Cl:
0.31-1.03, P = 0.01]. In the per protocol analysis, the ongoing pregnancy rate per patient following hysteroscopic proximal occlusion by intra-
tubal devices was 9/27 (33.3%) compared with 19/32 (59.4%) following laparoscopic salpingectomy (P = 0.067) (absolute difference: 29.6%;
95% Cl: 7.1 to 49.1, RR: 0.47; 95% Cl: 0.27—0.83, P = 0.062).

LIMITATIONS, REASONS FOR CAUTION: Masking participants and investigators would be difficult due to the nature of both interven-
tions. Since we had objective outcome measurements, we withheld sham procedures, leaving the study unblinded. Furthermore, our low sample
size resulted in wide Cls. A larger sample size would resultin a more accurate treatment effect; however, this was non-feasible for recruitment and
inclusion.

WIDER IMPLICATIONS OF THE FINDINGS: In the treatment of hydrosalpinges prior to IVF/ICSI, hysteroscopic proximal occlusion by
intratubal devices is inferior to laparoscopic salpingectomy.

© The Author 2016. Published by Oxford University Press on behalf of the European Society of Human Reproduction and Embryology. All rights reserved.
For Permissions, please email: journals.permissions@oup.com
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Introduction

Approximately |5% of female subfertility is due to tubal pathology, thus
being one of the major indications for IVF treatment (Hull et al., 1985;
Wilkes et al., 2009). However, it is known that women with the most
severe form of distal tubal pathology, hydrosalpinges, have poorer
ongoing pregnancy rates following IVF treatment compared with
women with other forms of tubal infertility [odds ratio (OR): 0.51;
95% confidence interval (Cl): 0.417-0.613] (Zeyneloglu et al., 1998).
Especially the presence of hydrosalpinges large enough to be visible
on ultrasound are associated with reduced implantation and pregnancy
rates (OR: 0.38; 95% Cl: 0.21-0.68 and OR: 0.37; 95% ClI: 0.17-0.82,
respectively) and increased miscarriage rates following IVF treatment
(Andersen et al., 1994; de Wit et al., 1998; Strandell et al., 1999).

Various surgical treatments, such as salpingectomy, salpingostomy,
proximal tubal ligation and transvaginal aspiration of hydrosalpingeal
fluid, have been studied. However, only salpingectomy, proximal tubal
ligation and transvaginal aspiration of hydrosalpingeal fluid have been eval-
uated in randomized controlled trials (RCTs) (Dechaud et al., 1998; Gold-
steinetal., 1998; Strandelletal., | 999; Kontoravdis etal., 2006; Moshin and
Hotineanu, 2006; Hammadieh et al., 2008). Laparoscopic salpingectomy
in women with hydrosalpinges increases ongoing pregnancy rates follow-
ing IVF by ~50% compared with no intervention and is, therefore, the
current standard treatment (Johnson et al., 2010). Laparoscopic proximal
tubal ligation as an alternative treatment to laparoscopic salpingectomy
results in similar improvement in the IVF outcome (OR: 1.7; 95% ClI:
0.7-3.7) (Kontoravdis etal., 2006; Johnson et al., 201 0). The effectiveness
of aspiration of hydrosalpingeal fluid could not be demonstrated (Hamma-
dieh et al., 2008). Although laparoscopic salpingectomy and laparoscopic
proximal ligation increase ongoing pregnancy rates in women with hydro-
salpinges, those interventions are invasive and carry anaesthesiological and
surgical risks, especially in the presence of extensive adhesions, often seen
in women with hydrosalpinges. In view of the possible adverse effects of
laparoscopic surgery, an alternative less-invasive treatment for hydrosal-
pinges prior to IVF would be useful.

Similar to laparoscopic proximal tubal ligation, hysteroscopic place-
ment of Essure® intratubal devices occludes the tube and thus prevents
leakage of hydrosalpingeal fluid into the uterine cavity. The safety and ef-
fectiveness of Essure”™ in minimally invasive permanent tubal sterilization
is apparent from the thousands of procedures in which it is applied

(Hurskainen et al., 2010; Ouzounelli and Reaven, 2015). Since 2005
several case reports and observational studies have been published
which describe the treatment of hydrosalpinges by Essure® devices
prior to IVF or ICSI (Rosenfield et al., 2005; Hitkari et al., 2007;
Omurtag et al., 2009; Mijatovic et al., 2010, 2012; Galen et al., 201 |;
Thebault et al.,, 2012; Inocencio et al., 2013; Matorras et al., 2013;
Ozgur et al, 2014). A meta-analysis, including almost all of these
studies, demonstrated that this non-incisional Essure® treatment is feas-
ible in women with hydrosalpinges prior to IVF (Arora et al., 2014).
However, the effectiveness of Essure® devices when compared with sal-
pingectomy has not been established, as randomized clinical trials com-
paring the proximal occlusion of hydrosalpinges priorto [IVF with Essure®
devices or laparoscopic salpingectomy are lacking.

The present study was designed to compare Essure® devices and lap-
aroscopic salpingectomy in the treatment of hydrosalpinges prior to IVF.
We hypothesized that in women scheduled for IVF/ICSI proximal occlu-
sion of hydrosalpinges with Essure”® devices would be non-inferiorto lap-
aroscopic salpingectomy in terms of ongoing pregnancy rates following
IVF/ICSI.

Materials and Methods

We undertook a two-centre, open-label, RCT in one academic hospital (VU
University Medical Centre, Amsterdam, the Netherlands) and one teaching
hospital (Spaarne Gasthuis, Hoofddorp, the Netherlands) that collaborate in
a nationwide consortium for women'’s health research (www.studies-obsgyn.nl).
The study was approved by the Institutional Review Board of the VU Univer-
sity Medical Centre in Amsterdam (2008-337) and by the board of directors
of the participating hospital. The study was registered as the DESH trial
(Dutch Essure® versus salpingectomy for hydrosalpinges) in the Dutch
Trial Registry (NTR2073). All participants provided informed consent
prior to participation.

Inclusion criteria

We studied infertile women scheduled for IVF/ICSI, who were diagnosed
with uni- or bilateral hydrosalpinges visible at ultrasound. The diagnosis of
hydrosalpinges had to be confirmed at hysterosalpingography (HSG) or
laparoscopy. A hydrosalpinx was defined as a distally occluded Fallopian
tube, which became pathologically dilated during tubal patency testing.
Furthermore, women needed to be between 8 and 41 years old. Indica-
tions for IVF were bilateral tubal pathology, severe endometriosis, male
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factor with a total motile sperm count (TMSC) <3 x 10° spermatozoa/ml
or following intrauterine insemination (IUl) in women with an idio-
pathic subfertility while ICSI was indicated when the TMSC was < x
10® spermatozoa/ml.

Women with a recent history of pelvic inflammatory disease (PID within
previous 6 months), women with hydrosalpinges that were already
blocked proximally, women who could not undergo laparoscopic salpingec-
tomy because of a frozen pelvis seen during a previous laparoscopy, women
diagnosed with fibroids (Type 0 or 1) interfering with Essure™ insertion and
women declining Essure® insertion were excluded. Women fulfilling the in-
clusion criteria and who had no exclusion criteria were asked to participate
in this study and randomized after informed consent was given.

Randomization and allocation

We randomly assigned women (1:1) to Essure® treatment (intervention
group) or laparoscopic salpingectomy (control group), using a computer-
generated randomization list with block sizes of four. The order of treatments
within the blocks was randomly permuted. This randomization list was ren-
dered by an independent data-manager (J.W.R.T.). Masking participants and
investigators would be difficult due to the nature of both interventions and
since we had objective outcome measurements we witheld sham proce-
dures, leaving the study unblinded.

Surgical procedures

Hysteroscopic proximal tubal occlusion with Essure® intratubal devices

All Essure® devices (Bayer HealthCare Pharmaceuticals, Inc., Whippany, N,
USA) were inserted in an ambulatory setting under antibiotic prophylaxis
(Doxycycline 200 mg, 5 days). Local cervical anaesthetics may be used if
necessary during hysteroscopy. Introduction of the hysteroscope (Rigid
hysteroscope 5.5 mm with 5-Fr working channel, Olympus Netherlands
B.V.) was performed according to the method of Bettocchi (1996). The
Essure® micro-inserts were placed into the proximal end of the Fallopian
tube (uni- or bilateral depending on whether one or two hydrosalpinges
were present) using a special delivery system. The Essure® devices were
placed with a maximum of three coils protruding into the uterine cavity.
Twelve weeks after placement a HSG was carried out to check proximal oc-
clusion of the hydrosalpinges by the Essure® devices.

Laparoscopic salpingectomy

Auni- orbilateral salpingectomy was performed, depending on whether one
or two hydrosalpinges were present. In women with unexpected extensive
pelvic adhesions during laparoscopy, denying salpingectomy, proximal tubal
ligation was performed as an alternative procedure to salpingectomy. Prox-
imal tubal ligation was performed by bipolar diathermy applied at two sep-
arate sites on the isthmic segment of the hydrosalpinges, ~1 and 1.5 cm
from the corneal section of the Fallopian tube. The treated hydrosalpinges
were left in situ. Conversion to laparotomy to perform the salpingectomy
was not allowed. All women who underwent a laparoscopic treatment of
their hydrosalpinges (salpingectomy or proximal tubal ligation) received
perioperative antibiotic prophylaxis (cefuroxime 500 mg/metronidazole
500 mg).

To evaluate ovarian function pre- and post-treatment all women under-
went an ultrasound before and |2 weeks after treatment. During this ultra-
sound, the antral follicle count (AFC) was measured. Furthermore, blood
samples were collected in the follicular phase (cycle day 2—4), before and
|2 weeks after treatment, to measure FSH, estradiol (E) and anti-Mullerian
hormone (AMH). FSH concentrations were determined by immunometric
assay (Delfia, PerkinElmer, Waltham, MA, USA), with a lower detection
limit of 0.5 U/I and an inter-assay coefficient of variation (CV) of <7%. E;
was determined by competitive immunoassay (Delfia, PerkinElmer), with a
lower detection limit of 20 pmol/I| and an inter-assay CV of <10%, while

AMH was determined by AMH Gen Il ELISA (Beckman Coulter Nederland
B.V, Woerden, the Netherlands), with alower detection limit of 0.2 mg/land
an intra-assay CV 7—10%.

IVF

Patients started their IVF/ICSI treatment |2 weeks after the treatment of
their hydrosalpinges. IVF/ICS| was performed according to the local proto-
cols of each centre. Pituitary down-regulation could be achieved by adminis-
tration of GnRH agonists or GnRH antagonists. Doses of administered FSH
were noted, as well as the number of retrieved oocytes, fertilization method
and quality of transferred embryos.

If women had undergone an IVF/ICSI treatment before inclusion in this
study, the remaining frozen-thawed embryos that were transferred after
the treatment of the hydrosalpinges were included in the analysis. Their
next IVF/ICSI cycle was not included in the primary analysis. If a fresh
embryo transfer was cancelled and there were no cryopreserved embryos,
the first subsequent cycle ending in a transfer was included in the analysis.

Outcome measurements

The primary outcome was ongoing pregnancy following one IVF/ICSI treat-
ment. Ongoing pregnancy was defined as a fetal heartbeat on ultrasound
beyond |0-week gestation. Implantation rate, defined as the number of ges-
tational sacs on ultrasound divided by the number of embryos transferred,
was a secondary outcome measure. An ectopic pregnancy, at any extra-
uterine site, was considered as an implanted embryo. Other secondary
outcome measures were miscarriage rate, ectopic pregnancy rate, live
birth rate, proximal tubal occlusion rate after Essure® device placement
and differences in ovarian reserve before and 3 months after the treatment
of hydrosalpinges. We also assessed time to ongoing pregnancy.

Sample size calculation

To calculate the required sample size, we used the standard power calcula-
tion for non-inferiority trials (equivalence trials) (Piaggio et al., 2012). We
assumed a 35% pregnancy rate following one treatment cycle in each
group with a non-inferiority margin of 10% (Strandell et al., 1999). The calcu-
lated sample size would result in 426 patients in each group (e 0.025 and S:
0.80) which we regard as a non-feasible target for recruitment and inclusion.
Therefore, we decided to study only women with hydrosalpinges large
enough to be visible on ultrasound as those hydrosalpinges have the
poorest prognosis for getting pregnant during IVF and showed the largest
benefit from salpingectomy prior to IVF (Strandell et al., 1999). Based on
this subgroup analysis of Strandell et al. (1999), we decided to reduce our
sample size to 40 patients in each group. The estimated 95% Cl around a
given A of 5% (with an a of 0.05 and a power of 80%) ranges from — 15 to
25%. Although this will not provide a definitive proof of non-inferiority, this
is the best (and probably the only) approach feasible to test this new treat-
ment (Essure®™) versus the current standard (laparoscopic salpingectomy).
We analysed the data according to the intention-to-treat (ITT) as well as
to the per protocol (PP) principle.

Statistical analyses

Women who were randomized, but never started IVF/ICSI treatment
were included for the ITT analyses. However, those women were excluded
for the PP analysis. Furthermore, women who underwent both interventions
(e.g. unilateral salpingectomy and unilateral Essure® placement), women
who were treated with proximal tubal ligation and women who showed
leakage along the Essure® device on HSG were also excluded for the PP ana-
lysis. We analysed the first IVF/ICSI cycle (including fresh and all frozen-
thawed embryo transfers) following the treatment of the hydrosalpinges.
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Categorical baseline data were reported as absolute numbers and percen-
tages. Normally distributed continuous variables were summarized as means
with standard deviations (SDs) and non-normally distributed continuous
variables were reported as medians with 25th—75th percentiles. For
binary outcomes, absolute differences in proportions and relative risks
(RRs) were calculated and y tests were used to obtain P-values. For normally
distributed continuous outcomes, mean differences were calculated and in-
dependent t-tests were used. For non-normally distributed continuous out-
comes Mann—Whitney U-tests were used. A Kaplan—Meier analysis was
performed to evaluate the time to ongoing pregnancy. A value of P < 0.05
was considered significant. The Statistical Package for the Social Sciences
version 22.0 (IBM Corp., NY, USA) was used for statistical analyses.

Results

Between October 2009 and December 2014, a total of 99 women were
screened for eligibility to take part in the DESH trial, of whom 7 did not
meet the inclusion criteria and 7 declined to participate, while 85 women
provided informed consent. These women were randomized to Essure®
treatment (n = 42) or laparoscopic salpingectomy (n = 43) before IVF/
ICSI. Figure | shows the patient flowchart.

Baseline characteristics

There were no differences in baseline characteristics between the two
groups (see Table I).

All 42 women randomized to Essure™ treatment underwent an
(attempt at) Essure® insertion after a median of 1.3 months following
randomization. Five women randomized to Essure® treatment had a
cross-over to laparoscopic salpingectomy because of unsuccessful
Essure® device insertions. Six women randomized to Essure® treatment
did not start IVF/ICSI treatment because of personal reasons. Two
women were lost to the follow-up.

Women randomized for laparoscopic salpingectomy underwent
this intervention after a median of |.] month following randomization.
Two of these women did not undergo this intervention. One had a
spontaneous pregnancy that resulted in a live birth, before laparoscopy
was performed. The other woman had no salpingectomy, as at laparos-
copy her tube was found to be patent after adhesiolysis. Also, five
women randomized to laparoscopic salpingectomy needed a cross-
over to Essure®™ device treatment because of the inability to treat the
hydrosalpinges laparoscopically. Four women randomized to salpin-
gectomy did not start IVF/ICSI treatment, two because of personal
reasons, one because of a spontaneous pregnancy before salpingec-
tomy and another woman because she no longer had an IVF indication
following laparoscopic adhesiolysis. This woman became pregnant
after her first |Ul treatment and gave birth to a healthy child. Two
women were lost to the follow-up.

Surgical procedures

In the 42 women randomized for Essure® treatment atotal of 63 Essure®
devices were inserted (median of 2 devices per woman, range 0—2) with
amedian of | coil (range, 0—3 coils) visible in the uterine cavity immedi-
ately after insertion. In 13 women (31%) local cervical anaesthetic (10 cc
lidocaine 19%) was given before hysteroscopy. In two women (both with
bilateral hydrosalpinges) the Essure® device insertions were too painful
inanambulatory setting therefore the devices were placed under general

anaesthesia in a second attempt. Two women (both with an unilateral
Essure™ device) declined to undergo an ultrasound, to check the position
of the devices, and a HSG, to check proximal occlusion of the hydrosal-
pinges, |2 weeks after Essure™ device placement. In the 40 women with
atotal of 61 Essure® devices who did have a conformational ultrasound
and HSG examination |2 weeks after treatment, ultrasound examination
showed a correct position of all 61 devices. However, HSG showed
leakage of contrast medium along four (6.6%) of the devices. Despite
these findings these women started with IVF at their own request, but
none of them became pregnant during the study period.

In 3 of the 43 women (7.0%) randomized for laparoscopic salpingec-
tomy a proximal tubal ligation was performed due to extensive
intra-abdominal adhesions and the inability to perform a salpingectomy.

Cross-overs

Five women (1 1.9%) randomized for Essure® treatment (two with uni-
lateral and three with bilateral hydrosalpinges) had a cross-over to lap-
aroscopic salpingectomy. In four women, it was impossible to insert
the devices deep enough into the proximal part of the tube. Three of
them had a salpingectomy, and one woman had a proximal tubal ligation.
The other woman had a bilateral Essure® placement. HSG showed
leakage of contrast along one device. Despite these findings she had an
embryo transfer following Essure® treatment, but did not became preg-
nant. She had a unilateral laparoscopic salpingectomy before a next
embryo transfer.

Also five women (| |.6%) randomized for laparoscopic salpingectomy
had a cross-over to Essure® treatment (three with unilateral and two
with bilateral hydrosalpinges). In four women (two with unilateral and
two with bilateral hydrosalpinges), the treatment of one of the hydrosal-
pinges was laparoscopically impossible due to extensive intra-abdominal
adhesions. An Essure® device was inserted in the untreated hydrosal-
pinges in a second attempt. One women, who had a laparoscopic bilat-
eral proximal tubal occlusion, showed fluid in the uterine cavity during the
subsequent IVF treatment. An HSG following IVF showed recanalization
of one of the treated hydrosalpinges and she subsequently underwent
unilateral Essure® device insertion.

The median procedure time was significantly shorter for women
who underwent Essure® treatment [7.0 min (25th—75th percentiles
5.0-12.0)] compared with women who underwent laparoscopic
salpingectomy [41.0 min (35.0-55.0)] (P = 0.000). Furthermore,
women who underwent Essure® treatment were not hospitalized.
Women undergoing salpingectomy had a median duration of hospital-
ization of 11.0h (9.3-13.9) (P=0.000). The mean pain scores at
the moment of discharge, measured using a visual analogue scale
(0.0—10.0 cm), were significantly lower following laparoscopic salpin-
gectomy 4.0 cm (=+ 1.4) than following Essure® treatment 5.4 cm
(£2.6) (P=0.02).

Complications

Three of the women randomized for Essure™® treatment had a complica-
tion. One woman had a PID after insertion of the devices despite anti-
biotic prophylaxis. She was successfully treated with additional
antibiotics. Two women, with bilateral Essure® devices, had a second-
look hysteroscopy after one or two failed IVF cycles. During this hystero-
scopy the tip of one of the devices was visible and, therefore, those visible
Essure® devices were removed hysteroscopically. Both women had a
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CONSORT Patient Flow Diagram DESH trial

Assessed for eligibility (n=99 )

] Excluded (n=14
- Not meeting inclusion criteria (n=7 )
- Declined to participate (n=7)

Enrollment

A 4

Randomized (n=85)

[ Allocation ]

A 4

h 4

Allocated to Essure® (n=42 Allocated to Salpi tomy (n= 43
- Received allocated intervention (n=37 ) - Received allocated intervention (n=36 )

- Crossed-over to laparoscopy (n=5) - Crossed-over to Essure® (n=5)
- Did not receive allocated intervention (n=2)

(n=1 during laparoscopy no hydrosalpinx after
adhesiolysis. n=1 pregnant before treatment

[ Received treatment ]

! ! !

Received Essure® (n=39 Received unilateral Essure® and Received Salpingectomy (n=40)
- Allocated for Essure® (n=37) unilateral Salpingectomy/proximal - Allocated for Salpingectomy (n=36)
- Allocated for Salpingectomy (n=2) ligation (n=4) - Allocated for Essure® (n=4)
- Allocated for Essure® (n=1) {Underwent uni- or bilateral proximal

(Showed leakage along Essure device
during HSG (n=2) - Allocated for Salpingectomy (n=3) ligation (n=2))

[ Follow-Up ]

Y Y
Allocated to Essure® (ITT) Allocated to salpingectomy (ITT)
- Lost to follow-up (n=2) - Lost to follow-up (n=2 )
- Discontinued intervention (n=6 did not start IVF ) - Discontinued intervention (n=4 did not start IVF )
Received Essure® (PP} Received Salpingectomy (PP)
- Lost to follow-up (n=2) - Lost to follow-up (n=2 )
- Discontinued intervention (n=6 did not start IVF ) - Discontinued intervention (n=1 did not start IVF )
[ Analysis J
v : : v
Analysed for ITT analysis (n=42) Analysed for ITT analysis (n=43)
Analysed for PP analysis (n=29) Analysed for PI” analysis (n=35)

Figure | CONSORT patient flow diagram for DESH trial. ITT, intention-to-treat; PP, per protocol; DESH, Dutch Essure® versus salpingectomy for
hydrosalpinges; HSG, hysterosalpingography.

subsequent IVF treatment, and one of them became pregnant, which IVF/ICSI treatment characteristics

resulted in a live birth. One woman randomized for laparoscopic salpin- Of all randomized women, 7| started with [IVF/ICS| after a median of 3.0
gectomy had a post-operative infection of the umbilical incision, which  © months following the treatment of the hydrosalpinges. For the IVF/ICSI
resolved without treatment. . treatment characteristics see Table Il
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Table I Baseline characteristics of women randomized to Essure® or laparoscopic salpingectomy treatment before

IVF/ICSLI.

Intention-to-treat

Age (years) (mean with SD) 32,6 (£4.5)

Duration of subfertility (months) 32.4 (18.4-50.9)

(median with 25th—75th percentile)

Per protocol

32.0 (4 4.5)
25.4 (16.1-38.9)

32.8 (+£4.5)
30.7 (20.1-40.4)

32,0 (+48)
26.5(20.8-37.2)

Subfertility
Primary 27/42 (64.3%) 23/43 (53.5%) 16/27 (59.3%) 17/32(53.1%)
Secondary 15/42 (35.7%) 20/43 (46.5%) 11727 (40.7%) 15/32 (46.9%)
Hydrosalpinx
Unilateral 18/42 (42.9%) 16/43 (37.2%) 15/27 (55.6%) 11732 (34.4%)
Bilateral 24/42 (57.1%) 27/43 (62.8%) 12/27 (44.4%) 21/32 (65.6%)

BMI (kg/m?) (median with
25th—75th percentile)

Cycle duration (days) (median
with 25th—75th percentile)
Semen (TMSC) (x 106/ml)
(median with 25th—75th
percentile)

245 (22.0-27.2) (= 41)

28.0 (28.0-29.0) (n = 39)

29.0 (10.5-59.3) (n = 28)

235 (21.0-25.3) (1= 41)

28.0 (27.0-29.0) (n = 43)

33.0 (12.0-48.0) (1= 31)

25.8 (22.1-27.4) 23.5(21.2-25.4) (n = 30)

28.0 (28.0-32.0) 28.0 (26.3-28.0)

300 (12.1-643) (1=22)  36.0 (16.3-52.5) (1= 28)

TMSC, total motile sperm count; SD: standard deviation.

Pregnancy outcomes
ITT analysis

The primary outcome ongoing pregnancy rate following one IVF/ICSI
cycle was | 1/42 (26.2%) in the Essure®™ group compared with 24/43
(55.8%) in the laparoscopy group (x* P = 0.008) (absolute difference:
29.6%; 95% Cl: 7.1-49.1) (RR: 0.47; 95% Cl: 0.27-0.83; P=0.01).
Our secondary outcome measures are listed in Table Ill. Adjustment
for the baseline characteristics: age, duration of subfertility, primary or
secondary subfertility and BMI, had negligible impact on trial results
and hence are unreported. The median time to ongoing pregnancy
was 12.0 months (7.9—19.5) for women randomized for Essure® treat-
ment compared with 6.7 months (5.3—-9.5) for women randomized for
laparoscopy (P = 0.000).

PP analysis

The difference in the ongoing pregnancy rate according to the PP analysis
implies that statistical comparisons showed an effect in favour of laparo-
scopic salpingectomy, but there is no demonstrated statistical signifi-
cance. The ongoing pregnancy rate following Essure® treatment was
9/27 (33.3%) compared with 19/32 (59.4%) following salpingectomy
(x* P = 0.067); absolute difference: 26.1% (0.5-51.7) [RR: 0.56 (95%
Cl: 0.31-1.03; P=0.062)]. For the secondary outcome measures of
the PP analysis see Table [V. The median time to ongoing pregnancy
was 8.9 months (7.6—15.3) for women treated with Essure™ devices
compared with 6.6 months (5.3—8.6) for women treated with a laparo-
scopic salpingectomy (P = 0.000) (Fig. 2).

Ovarian reserve

There was no difference in FSH before and after the treatment of the
hydrosalpinges in both study groups. The AMH significantly decreased

following treatment with Essure® devices compared with the pre-
treatment values in both ITT and PP analyses. The AFC significantly
increased following Essure®™ treatment in the ITT analysis, while in the
PP analysis there was no difference in values before and after treatment.

In the salpingectomy group, the AMH significantly increased following
treatmentin the [TT analysis, while in the PP analysis there was no differ-
ence between before and after treatment values. There was no differ-
ence in AFC before and after salpingectomy in both ITT and PP
analyses. However, the observed differences are small and the Cls are
wide due to the small sample sizes. Therefore, it is not possible to
draw firm conclusions with respect to the impact of both interventions
on ovarian function with our study (see Table V).

Discussion

In this RCT, we evaluated the effectiveness of hysteroscopic proximal
tubal occlusion by Essure® devices in comparison to laparoscopic
salpingectomy for the treatment of hydrosalpinges in women planned
for IVF/ICSI. Our study showed an ongoing pregnancy rate following
one IVF/ICSI cycle of |1/42 (26.2%) in women randomized for
Essure® treatment compared with 24/43 (55.8%) in women rando-
mized for laparoscopic salpingectomy, which is a significant difference
in favour of laparoscopic salpingectomy (absolute difference: 29.6%;
95% Cl: 7.1-49.1, RR: 0.47; 95% Cl: 0.27—-0.83). The difference in the
ongoing pregnancy rate according to the PP analysis implies an effect in
favour of laparoscopic salpingectomy, but there is no demonstrated
statistical significance: 9/27 (33.3%) following Essure® versus 19/32
(59.4%) following salpingectomy (absolute difference 26.1%; 95% Cl:
0.5-51.7, RR: 0.56; 95% Cl: 0.31—1.03). This difference did not reach
statistical significance, due to the smaller sample size in the PP analysis.
However, the ongoing pregnancy rate per embryo transferred
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Table Il IVF/ICSI treatment characteristics.
Intention-to-treat Per protocol
Essure® (n = 42) Salpingectomy P-values Essure® Salpingectomy  P-values
(n=43) (n=27) (n=32)
Started with ART 0.82 n/a
Yes 34/42 (81.0%) 37/43 (86.0%) 27/27 (100%) 32/32 (100%)
No 6/42 (14.3%) 4/43 (9.3%) 0/27 (0%) 0/32 (0%)
Missing 2/42 (4.8%) 2/43 (4.7%)
Time interval between treatment 5.3 (4.5-6.4) (n = 34) 4.1 3.3-5.7) (n=36) 0.008 52 (4.5-6.2) 3.9 (3.1-5.3) 0.001
and embryo transfer (months) (n=31)
(median with 25th—75th
percentile)
Units of gonadotrophins 2475.0 (1643.8—3450.0) 2043.8 (1687.5-3112.5)  0.59 2550 (1700-3788)  2138(1725-3075) 0.331
(median with 25th—75th (n=26) (n=128) (n=2I) (n=125)
percentile)
Duration of ovarian stimulation 13.0(11.3-14.0) (n=128) 12.0(11.0-12.3) (n=30) 0.06 13.0 (12.0-14.3) 12.0 (11.0-12.0)  0.009
(days) (median with 25th—75th (n=122) (n=127)
percentile)
No. of retrieved oocytes 11.0(6.0-16.0)(n=29) 12.0(5.0-15.0)(n=31) 0.87 10.0 (5.0-15.0) 12.5 (6.3-16.5) 0.525
(median with 25th—75th (n=123) (n=128)
percentile)
No. of fertilized oocytes 73(£42)(n=29) 72(+£4.6) (n=31) 0.90 6.0 (4.0-10.0) 8.0(3.3-11.0) 0.471
(mean with SD)
Fertilization method 0.81 0.774
IVF 27/42 (64.3%) 30/43 (69.8%) 21/27 (77.8%) 27/32 (84.4%)
ICSI 2/42 (4.8%) 1743 (2.3%) 2/27 (7.4%) 1/32 (3.1%)
No fresh treatment I'1/42 (26.2%) 9/43 (20.9%) 4/27 (14.8%) 4/32 (12.5%)
Missing 2/42 (4.8%) 3/43 (7.0%)
Transferred embryos
Fresh 30 30 0.92 24 27 0.743
Frozen-thawed 48 30 0.03 37 21 0.017
Embryo transfer
SET 68 56 0.13 53 44 0.021
DET 5 2 0.37 4 2 0.488
Embryo quality (missingn = 9) (missingn = 7) (missingn = 7) (missingn = 7)
TQE 44 33 0.25 31 29 0.204
MQE 16 I5 0.41 I5 7 0.326
PQE 9 5 0.30 8 5 0.772

ART, assisted reproductive technology; SET, single-embryo transfer; DET, double-embryo transfer; TQE, top-quality embryo; MQE, medium-quality embryo; PQE, poor-quality embryo.

showed, even in the PP analysis, a significant difference between
Essure® treatment 9/61 (14.8%) and laparoscopic salpingectomy
19/48 (39.6%) (absolute difference: 24.8%; 95% Cl: 6.9-41.8, RR:
0.37;95% C1 0.19-0.75).

Our previous pilot study, in which we treated women with hydrosal-
pinges with Essure® devices who were laparoscopically inaccessible,
showed an ongoing pregnancy rate of 7/20 (35%) after the first IVF
cycle (Mijatovic et al., 2010, 2012). This is comparable with the results
of our PP analysis, which showed an ongoing pregnancy rate following
Essure® treatment of 9/27 (33.3%), but much higher than the results
of the ITT analysis (ongoing pregnancy rate 26.2%).

Theories about the negative influence of hydrosalpinges on IVF
outcomes suggest that any surgical intervention interrupting the

communication between hydrosalpinges and the uterine cavity should
improve pregnancy outcomes (Mukherjee et al., 1996; Daftary et dl.,
2007; Donaghay and Lessey, 2007; Johnson et al., 2010; Lu et dl.,
2013). The differences in the ongoing pregnancy rate between our
pilot study and PP analysis on the one hand and the ITT analysis on the
other side could be explained by a difference in the proximal occlusion
rate of the hydrosalpinges following Essure® insertion. In the pilot
study, | of the 27 (3.7%) treated hydrosalpinges showed leakage of con-
trastalong the Essure®™ device during HSG compared with 4/6 (6.6%) in
the ITT analysis in the current trial. In the PP analysis, none of the devices
showed leakage of the contrast medium along the devices during HSG.

However, even if we exclude the women whose hydrosalpinges were
not proximal occluded by the Essure®™ devices, the PP analysis resulted in
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Table Il Primary and secondary outcome measures: pregnancy outcomes following one IVF/ICSI treatment cycle

(ITT analyses).

Essure” (n = 42)

Salpingectomy
(n = 43)

Absolute difference

(95% CI)

P-values

($9)

Relative
risks (RR)

95% Cl for
the RR

Primary outcome

Ongoing pregnancy
Per included patient

Per embryo transferred

Secondary outcome

Implantation rate
Per embryo transferred
Clinical pregnancy rate
Per included patient
Miscarriage rate
Per included patient
Per embryo transferred
Ectopic pregnancy rate
Per included patient
Per embryo transferred
Live birth rate
Per included patient

Per embryo transferred

11/42 (26.2%)

11/78 (14.1%)

13/78 (16.7%)

13/42 (31.0%)

2/42 (4.8%)
2/78 (2.6%)

0/42 (0%)
0/78 (0%)

9/42 (21.4%)
9/78 (11.5%)

24*/43 (55.8%)

22%/60 (36.7%)

23/60 (38.3%)

25/43 (58.1%)

1/43 (2.3%)
1760 (1.7%)

0/43 (0%)
0/60 (0%)

20%/43 (46.5%)
18*/60 (30.0%)

29.6% (7.1-49.1)

22.6% (7.1-37.7)

21.6% (5.7-37.0)

27.1% (4.4—47.0)

2.5% (—8.3-14.1)
0.9% (—6.7-7.5)

n/a

n/a

25.1% (3.4-44.5)
18.5% (4.0-33.1)

0.008

0.003

0.006

0.016

0.616
1.000

n/a

n/a

0.022
0.009

0.47

0.38

0.43

0.53

2.05
1.54

n/a

n/a

0.46
0.38

0.27-0.83

0.20-0.73

0.24-0.79

0.32-0.89

0.19-21.74
0.14-16.57

n/a

n/a

0.24-0.89
0.19-0.80

ITT, intention-to-treat analyses; Cl, confidence interval; n/a, not applicable.
*One twin pregnancy following SET, calculated as one pregnancy and one live birth.

Table IV Primary and secondary outcome measures: pregnancy outcomes following one IVF/ICSI treatment cycle

(PP analyses).

Essure® (n = 27)

Salpingectomy
(n=32)

Absolute difference
(95% ClI)

P-values (x?)

Relative
risks (RR)

95% ClI for
the RR

Primary outcome

Ongoing pregnancy
Per included patient

Per embryo transferred

Secondary outcome

Implantation rate
Per embryo transferred
Clinical pregnancy rate
Per included patient
Miscarriage rate
Per included patient
Per embryo transferred
Ectopic pregnancy rate
Per included patient
Per embryo transferred
Live birth rate
Per included patient

Per embryo transferred

9/27 (33.3%)

9/61 (14.8%)

11/61 (18.0%)

11/27 (40.7%)

2/27 (7.4%)
2/61 (3.3%)

0/27 (0.0%)
0/61 (0.0%)

8/27 (29.6%)
8/61 (13.1%)

19/32 (59.4%)

19/48 (39.6%)

20/48 (41.7%)

20/32 (62.5%)

1/32 (3.1%)
1/48 (2.1%)

0/32 (0.0%)
0/48 (0.0%)

16/32 (50.0%)
16/48 (33.3%)

26.1% (0.5-51.7)

24.8% (6.9-41.8)

23.7% (5.3-41.1)

21.8 (—6.0-46.4)

43% (—103-21.4)
1.2% (—8.3-9.5)

n/a

n/a

20.4% (—7.0—44.5)
20.2% (3.2-36.9)

0.067

0.004

0.01

0.121

0.588
1.000

n/a

n/a

0.143
0.007

0.56

0.37

0.43

0.65

2.37
1.60

n/a

n/a

0.59
0.39

0.31-1.03

0.19-0.75

0.23-0.81

0.38—1.11

0.23-27.74
0.15-17.12

n/a

n/a

0.30—-1.17
0.18-0.84

PP, per protocol analyses.
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Figure 2 Kaplan—Meier curve: time to ongoing pregnancy (from randomization).
Table V Ovarian reserve tests: before and 12 weeks after treatment of the hydrosalpinges.
Intention-to-treat Per protocol
Ovarian reserve Ovarian reserve 12 P-values  Ovarian reserve Ovarian reserve 12 P-values
before treatment weeks after treatment before treatment weeks after treatment
Essure®
FSH (U/1) 6.2(52-7.0)(n=33) 6.7(53-84) (n=128) 0.53 6.3(53-7.2) (n=23) 6.4 (4.8-8.8) (n=20) 0.17
AMH (ng/l) 2.9 (1.5-59) (n=32) 2.1 (0.9-5.7) (n=31) 0.02 3.6 (1.4-5.9) (n=122) 2.1 (1.0-6.1) (n=122) 0.02
AFC 13.0 (9.0-20.0) 14.0 (8.0—16.0) (n = 39) 0.04 14.0 (10.3-19.3) (n=126) 14.0(10.0-16.0) (n=26) 0.58
(n=41)
Salpingectomy
FSH (U/1) 6.0(54-7.2) (n=138) 6.6 (4.9-7.6) (n=26) 0.28 6.0 (5.4-7.4) (n=129) 6.7 (5.5-7.9) (n=25) 0.39
AMH (ng/l) 2.7 (1.5-8.0) (n=34) 2.8(l.1-4.6) (n=26) 0.005 2.2 (1.3-5.7) (n=26) 2.7 (1.0-5.0) (n = 25) 0.07
AFC 14.0 (10.0-16.0) 14.0 (9.0-18.5) (n = 38) 0.11 14.0 (10.0-16.0) (n=31)  13.5(8.8-18.5) (n = 30) 0.06
(n=41)

AMH, anti-Mullerian hormone; AFC, antral follicle count.
Median with 25th—75th percentile.

an ongoing pregnancy rate of 9/27 (33.3%), which s still much lower than
the ongoing pregnancy rate following salpingectomy 19/32 (59.4%). The
difference in ongoing pregnancy following Essure® treatment versus lap-
aroscopic salpingectomy can be explained by a difference in the implant-
ation rate. The implantation rate following Essure® treatmentis |1/61

(18.0%) compared with 20/48 (4 1.7%) following laparoscopic salpingec-
tomy (0.43; 95% Cl: 0.23—-0.81). This difference in the implantation rate
may be caused by the presence of the Essure® device itself. The Essure®
device may have a negative influence on the endometrial environ-
ment leading to lower endometrial receptivity thereby lowering the
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implantation rate and thus resulting in lower ongoing pregnancy rates.
We will address this issue in an endometrial receptivity study, in a selec-
tion of women who participated in the DESH trial, which is now in pro-
gress by our group.

One of our secondary outcome measures was the influence of both
interventions on ovarian function, as some studies suggested that salpin-
gectomy may affect ovarian function by interfering with ovarian blood
flow (Lass et al., 1998; Gelbaya et al., 2006; Ye et al., 2015). However,
there are also studies that showed no differences in the response to
ovarian hyperstimulation before and after salpingectomy (Strandell
etal.,2001; Nietal., 2013). Our study showed no, or only small clinically
unimportant, differences between the FSH and AFC measurements
before and after the treatment of the hydrosalpinges in both study
groups. However, AMH significantly decreased following Essure™ treat-
ment in both analyses in our study. It may be that the presence of the
device itself has an influence on the premature ovarian follicles, which
produce AMH. On the other hand, the individual intra-cycle variation
of AMH may be up to 3% (van Disseldorp et al., 2010). Furthermore,
the Cls of the differences are wide, therefore, it is questionable if AMH
really decreases following Essure® treatment. Further research is
needed to draw firm conclusions with respect to the impact of both inter-
ventions on AMH.

Strengths

Our study is the first RCT that compares the effectiveness of the treat-
ment of hydrosalpinges by Essure®™ devices to laparoscopic salpingec-
tomy. This study is an excellent example that true progress usually
requires randomized evaluation. As the Essure® technique is applied suc-
cessfully for sterilization, thus implying perfect obstruction of the Fallo-
pian tube, one would anticipate equal effectiveness from Essure®
when compared with salpingectomy, as both interventions are supposed
to interrupt the communication between hydrosalpinges and the uterine
cavity. Introduction of Essure® in clinical practice without proper evalu-
ation, as we have done in this trial, would have led to decreased success
rates for couples undergoing IVF, a loss that would not have been com-
pensated by the non-invasiveness of this method.

Limitations

Ideally, we would have selected a fixed endpoint in time, for example 6
months after the randomization. However, since some couples
delayed IVF/ICSI for a longer time after having surgery, and since the
investigated treatments could only show their effect after an IVF/ICSI
cycle, the use of a fixed endpoint would have implicated that some
couples would not have started their IVF/ICSI treatment at the time of
analysis and the potential treatment effect could not be measured. Al-
though we found a difference in ongoing pregnancy rates in favour of
the treatment of hydrosalpinges by laparoscopic salpingectomy, our
small sample size resulted in a wide Cl, with the upper limit of 25% differ-
ence in the ongoing pregnancy rate accepted as non-inferior. A larger
study population would have given a more accurate treatment effect
with smaller Cls. However, we found a difference of 30% in the ITT ana-
lysis versus 36% in the PP analysis, so we believe that the issue of adequate
power is less relevant.

The interventions and IVF/ICSI treatments in this study are time-
consuming. First, women had to be scheduled for surgery, then after
the treatment of the hydrosalpinges they had to wait another |2

weeks before IVF/ICSI treatment could be started. Therefore, it is not
surprising that this study had a protocol violation rate of up to 24%. Fur-
thermore, we only studied patients with hydrosalpinges large enough to
be visible on ultrasound, because these are associated with the poorest
pregnancy outcomes following IVF (Andersen et al., 1994; de Witetadl.,
1998; Strandell et al., 1999). This limits the generalizability of the results
to all women with hydrosalpinges who are planned for IVF/ICSI. Thereiis,
however, no reason to assume that Essure™ would be non-inferior to sal-
pingectomy in women with smaller hydrosalpinges. Finally, we did not
perform a second-look hysteroscopy following Essure® insertion to
confirm proximal tubal occlusion, as HSG is recommended by the
American College of Obstetricians and Gynaeoclogists (ACOG) as the
confirmation test following Essure® placement (ACOG, 2010). Transva-
ginal ultrasonography was used to verify the deep intramural position of
the Essure® devices (Veersema et al., 2005).

Future implications

In view of our results, laparoscopic salpingectomy remains the recom-
mended treatment for women with sonographically visible hydrosal-
pinges undergoing IVF/ICSI. However, 5 of the 43 women randomized
for laparoscopic salpingectomy could not be treated sufficiently by lapar-
oscopy due to extensive intra-abdominal adhesions and needed an
Essure® insertion in a second attempt. Two of these women had an
ongoing pregnancy after one IVF treatment following Essure® insertion.
Therefore, Essure™ treatment could still be considered in women with
hydrosalpinges who are laparoscopically inaccessible, although itis ques-
tionable whether the ongoing pregnancy rates may improve compared
with no intervention at all. The observed RR of ongoing pregnancy fol-
lowing Essure®™ compared with salpingectomy is comparable with the
RR of ongoing pregnancy following no intervention compared with sal-
pingectomy, as reported in the landmark study of Strandell (RR: 0.44;
95% Cl: 0.20—0.96) (Strandell et al., 1999).

Furthermore, we should realize that in case of double-sided tubal path-
ology, salpingectomy denies the woman future natural conception, thus
making IVF her only possibility to conceive. Indeed, one woman in the sal-
pingectomy group with a unilateral hydrosalpinx on the left side and a prox-
imal occlusion of her contralateral Fallopian tube, had a natural conception
prior to treatment. One could imagine that a more tubal preserving ap-
proach, such as transvaginal aspiration of hydrosalpingeal fluid, establishes
a similar beneficial effect on the IVF outcome as salpingectomy, while
natural conception remains possible. We, therefore, would welcome a
randomized study with a similar design, in which we compare transvaginal
aspiration of hydrosalpingeal fluid with salpingectomy.

Conclusion

In summary, we could not demonstrate non-inferiority of hysteroscopic
proximal tubal occlusion with Essure® devices when compared with sal-
pingectomy in women with ultrasound visible hydrosalpinges scheduled
for IVF/ICSI. Salpingectomy therefore remains the procedure of choice
for women with hydrosalpinges who are planned for IVF/ICSI.

Acknowledgements

We thank Henk Lina for his assistance during all HSG procedures. We
thank Mandy Griffioen and Jaqueline Sanders and all contributors of



Essure™ or salpingectomy for hydrosalpinges prior to IVF

2015

the fertility clinic of the VU University Medical Centre for their excellent
logistical assistance in this study.

Authors’ roles

K.D., M.C.I.L. and V.M. included all patients and performed all HSG pro-
cedures. V.M. performed almost all laparoscopic salpingectomies.
M.H.E. placed almost all Essure® devices. K.D., M.C.I.L. and V.M. col-
lected all data. K.D. and M.C.I.L. and . W.R.T. analysed the data. K.D.
is the principal author. M.H.E., R.S., . W.R.T., P.G.A.H. and V.M. partici-
pated in the invention of the study design. M.C.L.L, M.H.E., RS,
B.W.J.M., P.G.AH. and V.M. critically discussed the manuscript. V.M.
is main co-author.

Funding

The Essure® devices were received from Conceptus, Inc., San Carlos,
CA, USA, which was acquired by Bayer HealthCare Pharmaceuticals,
Inc., Whippany, NJ, USA in 2013. Conceptus, Inc./Bayer HealthCare
Pharmaceuticals Inc. had no role in study design, data collection and ana-
lyses, decision to publish, or preparation of the manuscript. The study as
awhole was funded by the SWOG (foundation for scientific investigation
in obstetrics and gynaecology of the VU University Medical Centre,
Amsterdam, the Netherlands).

Conflict of interest

P.G.A.H. has received non-financial support from Conceptus, Inc. during
the conduct of this study. He has received grants from Ferring B.V., Merck
Serono and Abbott outside the submitted work. M.H.E. has received
personal fees from Smith and Nephew and IQ Medical Ventures
outside the submitted work.

References

ACOG. ACOG Committee Opinion No. 458: hysterosalpingography after
tubal sterilization. Obstet Gynecol 2010; 1 15:1343—1345.

Andersen AN, Yue Z, Meng FJ, Petersen K. Low implantation rate after
in-vitro fertilization in patients with hydrosalpinges diagnosed by
ultrasonography. Hum Reprod 1994;9:1935—1938.

Arora P, Arora RS, Cahill D. Essure((R)) for management of hydrosalpinx
prior to in vitro fertilisation—a systematic review and pooled analysis.
BJOG 2014;121:527-536.

Bettocchi S. New era of office hysteroscopy. | Am Assoc Gynecol Laparosc
1996;3:54.

Daftary GS, Kayisli U, Seli E, Bukulmez O, Arici A, Taylor HS. Salpingectomy
increases peri-implantation endometrial HOXA 0 expression in women
with hydrosalpinx. Fertil Steril 2007;87:367—-372.

Dechaud H, Daures JP, Arnal F, Humeau C, Hedon B. Does previous
salpingectomy improve implantation and pregnancy rates in patients
with severe tubal factor infertility who are undergoing in vitro
fertilization? A pilot prospective randomized study. Fertil Steril 1998;
69:1020—-1025.

de Wit W, Gowrising CJ, Kuik DJ, Lens JW, Schats R. Only hydrosalpinges
visible on ultrasound are associated with reduced implantation and
pregnancy rates after in-vitro fertilization. Hum Reprod 1998;13:1696—1701.

Donaghay M, Lessey BA. Uterine receptivity: alterations associated with
benign gynecological disease. Semin Reprod Med 2007;25:46 1 —475.

Galen DI, Khan N, Richter KS. Essure multicenter off-label treatment for
hydrosalpinx before in vitro fertilization. | Minim Invasive Gynecol 201 1;
18:338-342.

Gelbaya TA, Nardo LG, Fitzgerald CT, Horne G, Brison DR, Lieberman BA.
Ovarian response to gonadotropins after laparoscopic salpingectomy or
the division of fallopian tubes for hydrosalpinges. Fertil Steril 2006;
85:1464—1468.

Goldstein DB, Sasaran LH, Stadtmauer L, Popa R. Selective
salpingostomy-salpingectomy and medical treatment prior to IVF in
patients with hydrosalpinx. Fertil Steril 1998;70:S320.

Hammadieh N, Coomarasamy A, Ola B, Papaioannou S, Afnan M, Sharif K.
Ultrasound-guided hydrosalpinx aspiration during oocyte collection
improves pregnancy outcome in I[VF: a randomized controlled trial. Hum
Reprod 2008;23:1113-1117.

Hitkari JA, Singh SS, Shapiro HM, Leyland N. Essure treatment of
hydrosalpinges. Fertil Steril 2007;88:1663— 1 666.

Hull MG, Glazener CM, Kelly NJ, Conway DI, Foster PA, Hinton RA,
Coulson C, Lambert PA, Watt EM, Desai KM. Population study of
causes, treatment, and outcome of infertility. Br Med | (Clin Res Ed) 1985;
291:1693—-1697.

Hurskainen R, Hovi SL, Gissler M, Grahn R, Kukkonen-Harjula K,
Nord-Saari M, Makela M. Hysteroscopic tubal sterilization: a systematic
review of the Essure system. Fertil Steril 2010;94:16—19.

Inocencio G, Coutinho L, Maciel R, Barreiro M. Pregnancy after hydrosalpinx
treatment with Essure. BMJ Case Rep 2013;2013.

Johnson N, van Voorst S, Sowter MC, Strandell A, Mol BW. Surgical
treatment for tubal disease in women due to undergo in vitro
fertilisation. Cochrane Database Syst Rev 2010;CD002 125.

Kontoravdis A, Makrakis E, Pantos K, Botsis D, Deligeoroglou E, Creatsas G.
Proximal tubal occlusion and salpingectomy result in similar improvement
in in vitro fertilization outcome in patients with hydrosalpinx. Fertil Steril
2006;86:1642—1649.

Lass A, Ellenbogen A, Croucher C, Trew G, Margara R, Becattini C,
Winston RM. Effect of salpingectomy on ovarian response to
superovulation in an in vitro fertilization-embryo transfer program. Fertil
Steril 1998;70:1035—1038.

LuS, PengH, Zhang H, Zhang L, Cao Q, LiR, Zhang Y, Yan L, Duan E, Qiao .
Excessive intrauterine fluid cause aberrant implantation and pregnancy
outcome in mice. PLoS One 2013;8:78446.

Matorras R, Rabanal A, Prieto B, Diez S, Brouard I, Mendoza R, Exposito A.
Hysteroscopic hydrosalpinx occlusion with Essure device in IVF patients
when salpingectomy or laparoscopy is contraindicated. Eur | Obstet
Gynecol Reprod Biol 2013;169:54—59.

Mijatovic V, Veersema S, Emanuel MH, Schats R, Hompes PGA. Essure
hysteroscopic tubal occlusion device for the treatment of hydrosalpinx
prior to in vitro fertilization-embryo transfer in patients with a
contraindication for laparoscopy. Fertil Steril 2010;93:1338—1342.

Mijatovic V, Dreyer K, Emanuel MH, Schats R, Hompes PGA. Essure(R)
hydrosalpinx occlusion prior to IVF-ET as an alternative to laparoscopic
salpingectomy. Eur | Obstet Gynecol Reprod Biol 2012;161:42—45.

Moshin V, Hotineanu A. Reproductive outcome of the proximal tubal
occlusion prior to IVF in patients with hydrosalpinx. Hum Reprod 2006;
21 (suppl 1):i193—-il194.

Mukherjee T, Copperman AB, McCaffrey C, Cook CA, Bustillo M,
Obasaju MF. Hydrosalpinx fluid has embryotoxic effects on murine
embryogenesis: a case for prophylactic salpingectomy. Fertil Steril 1996;
66:851-853.

NiL, SadigS,MaoY, CuiY, WangW, Liu]. Influence of various tubal surgeries
to serum antimullerian hormone level and outcome of the subsequent
IVF-ET treatment. Gynecol Endocrinol 2013;29:345—349.

Omurtag K, Pauli S, Session D. Spontaneous intrauterine pregnancy after unilateral
placement of tubal occlusive microinsert. Fertil Steril 2009;92:393-397.



2016

Dreyer et al.

Ouzounelli M, Reaven NL. Essure hysteroscopic sterilization versus interval
laparoscopic bilateral tubal ligation: a comparative effectiveness review.
J Minim Invasive Gynecol 2015;22:342—-352.

Ozgur K, Bulut H, Berkkanoglu M, Coetzee K, Kaya G. ICSI pregnancy
outcomes following hysteroscopic placement of Essure devices for
hydrosalpinx in laparoscopic contraindicated patients. Reprod Biomed
Online 2014;29:113—118.

Piaggio G, Elbourne DR, Pocock §J, Evans §J, Altman DG. Reporting of
noninferiority and equivalence randomized trials: extension of the
CONSORT 2010 statement. JAMA 2012;308:2594-2604.

Rosenfield RB, Stones RE, Coates A, Matteri RK, Hesla JS. Proximal occlusion
of hydrosalpinx by hysteroscopic placement of microinsert before in vitro
fertilization-embryo transfer. Fertil Steril 2005;83:1547—1550.

Strandell A, Lindhard A, Waldenstrom U, Thorburn}, Janson PO, Hamberger L.
Hydrosalpinx and IVF outcome: a prospective, randomized multicentre trial in
Scandinavia on salpingectomy prior to IVF. Hum Reprod 1999;14:2762—-2769.

Strandell A, Lindhard A, Waldenstrom U, Thorburn ]. Prophylactic
salpingectomy does not impair the ovarian response in IVF treatment.
Hum Reprod 2001;16:1135—1139.

Thebault N, Broux PL, Moy L, Vialard J. [Utilization of Essure(R) micro-insert
for hydrosalpynx occlusion in infertile women]. | Gynecol Obstet Biol Reprod
(Paris) 2012;41:145—150.

van Disseldorp ], Lambalk CB, Kwee J, Looman CW, Eijkemans M,
Fauser BC, Broekmans FJ. Comparison of inter- and intra-cycle
variability of anti-Mullerian hormone and antral follicle counts. Hum
Reprod 2010;25:221-227.

Veersema S, Vleugels MP, Timmermans A, Brolmann HA. Follow-up of
successful bilateral placement of Essure microinserts with ultrasound.
Fertil Steril 2005;84:1733—1736.

Wilkes S, Chinn DJ, Murdoch A, Rubin G. Epidemiology and management of
infertility: a population-based study in UK primary care. Fam Pract 2009;
26:269-274.

Ye XP, Yang YZ, Sun XX. A retrospective analysis of the effect of
salpingectomy on serum antiMullerian hormone level and ovarian
reserve. Am | Obstet Gynecol 2015;212:53.el -53.e10.

Zeyneloglu HB, Arici A, Olive DL. Adverse effects of hydrosalpinx on
pregnancy rates after in vitro fertilization-embryo transfer. Fertil Steril

1998;70:492—-499.



