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Abstract

Introduction: Despite undoubtable benefits of open fetal
myelomeningocele (fMMC) repair, there are considerable
maternal risks. The aim of this study was to evaluate and sys-
tematically categorize maternal complications after open
fMMC repair. Methods: We analyzed data of 40 fMMC repairs
performed at the Zurich Center for Fetal Diagnosis and Ther-
apy. Maternal complications were classified according to a
5-level grading system based on a classification of surgical
complications proposed by Clavien and Dindo. Results: We
observed no grade 5 complication (death of a patient). Five
(12.5%) women demonstrated severe grade 4 complica-
tions: 1 case of uterine rupture in a nullipara at 36 gestation-
al weeks (GW), a third-degree atrioventricular block which
needed short mechanical resuscitation, a bilateral lung em-
bolism requiring intensive care unit (ICU) management due

to low-output syndrome, and chorioamnionitis and urosep-
sis both requiring ICU management at 31 GW. Twenty-six
(65%) women had minor (grade 1-3) complications. Conclu-
sions: Only one grade 4 complication (uterine rupture, 2.5%)
was a clear-cut direct consequence of fetal surgery. The oth-
er four grade 4 complications (10%) occurred in the context
of, but cannot unequivocally be attributed to, fetal surgery,
since they may occur also in other circumstances. The clas-
sification system used is a tenable step towards stringent
documentation of maternal complications.

© 2018 S. Karger AG, Basel

Introduction

Spina bifida aperta is one of the most severe congenital
anomalies. A large prospective, randomized study, the
Management of Myelomeningocele Study (MOMS trial),
has demonstrated that prenatal surgery for fetal myelo-
meningocele (fMMC) improved neurofunctional out-
comes, including the ability to walk at 30 months of age,
and decreased the need for postnatal placement of a ven-
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triculoperitoneal shunt. Therefore, fMMC repair has be-
come a therapeutic option for selected candidates [1, 2].

In order to reduce maternal morbidity by avoiding
hysterotomy, there have been several attempts towards a
fetoscopic and therefore minimally invasive approach.
Although this strategy theoretically offers the potential of
decreased maternal complications, there are still chal-
lenges associated with fetoscopic fMMC repair, including
unsolved trocar entry site issues, inadequate surgical clo-
sure of the spina bifida lesion, and unacceptable prema-
turity rates [1, 3, 4].

Compared to postnatal repair, open fetal surgery and
subsequent delivery by cesarean section pose considerable
maternal risks to the otherwise unaffected mother. The ob-
jective of the present study was to describe, evaluate, and
categorize maternal complications after fMMC repair.

Methods

In this prospective nonrandomized cohort study, we evaluated
40 prenatal fMMC repair cases performed consecutively between
December 2010 and July 2016 at the Zurich Center for Fetal Diag-
nosis and Therapy (www.swissfetus.ch) for maternal complica-
tions. We collected data on maternal demographics, prenatal diag-
nostic criteria, fetal surgery, delivery, and neonatal as well as ma-
ternal outcomes. The Ethics Committee of the Canton of Zurich
approved the study (KEK-ZH.Nr. 2015-0172).

The key inclusion criteria for this study were a singleton preg-
nancy, MMC with the upper level located between T1 and S1, evi-
dence of hindbrain herniation, a gestational age (GA) of 19-25.9
weeks, a normal karyotype, and maternal age of at least 18 years.
These criteria are consistent with the MOMS trial protocol pub-
lished in The New England Journal of Medicine in 2011 [5], except
for US residency and body mass index (BMI; MOMS trial <35 kg/
m?). Major exclusion criteria were additional severe fetal malfor-
mations unrelated to MMC, severe kyphosis of >30°, short cervix,
previous preterm birth, placenta praevia, former placental abrup-
tion, maternal HIV or hepatitis B/C positivity, uterine abnormal-
ity (large or multiple fibroids), previous hysterotomy in the active
uterine segment, or any other contraindication for major surgery.
Data on excluded cases are published separately [6].

We evaluated women carrying a fetus with fMMC referred to
our center in a standardized way by sonography and fetal mag-
netic resonance imaging (MRI) prior to comprehensive prenatal
counseling. In case the patient qualified for fMMC repair, written
informed consent was obtained, and the fetal operation was sched-
uled to occur between 22 and 26 gestational weeks (GW).

The fMMC repair was performed by fetal surgeons according to
standardized operative techniques and perioperative management
as reported in the MOMS trial [5]. After fMMC repair, all women
were monitored in an intensive care unit (ICU) for 2 days. Analgesic
management included an epidural analgesia for 3-5 days,
paracetamol, and tramadol. During ICU surveillance, uterine con-
tractions were continuously registered by tocography, and fetal heart
rate was checked by Doppler fetal monitor (<24 GW) or cardioto-
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cography (224 GW) 3 times per day. We performed ultrasonogra-
phy at least twice a day. After transfer to our prenatal unit, contrac-
tions were monitored by tocography (<24 GW) or cardiotocography
(224 GW) twice a day. Postoperatively, tocolysis was maintained
with intravenous magnesium sulfate in the first 15 cases. Thereafter,
we used atosiban (Tractocile, infusion of 37.5 mg/5 mL; Ferring AG),
and, if necessary, hexoprenaline infusion (Gynipral, infusion of 10
pg/2 mL; Takeda Pharma AG) with transition to oral nifedipine
(Adalat CR, retard tablets of 60 mg; Bayer AG). The more detailed
protocol was previously described by Ochsenbein-Kolble et al. [7].
In case a patient remained stable without complication for 2-4
weeks, we managed the patient on an outpatient basis with weekly
ultrasound and clinical evaluation until rehospitalization at 34 GW
for closer observation and elective cesarean delivery at 37 GW.

As primary outcome, we evaluated the maternal complications
during and after fMMC repair with classification according to a
5-level severity grading based on a therapy-oriented classification
of surgical complications by Dindo et al. [8] (Clavien-Dindo clas-
sification). Grade 1 indicates minor complications defined as
events not requiring any pharmacological treatment or surgical
intervention (with exception of analgesic, antipyretic, and anti-
emetic drugs). Grade 2 complications call for pharmacological
treatment other than allowed for grade 1, and grade 3 complica-
tions require surgical intervention. Grade 4 complications are ma-
jor events which are life-threatening and require IC/ICU manage-
ment. Grade 5 is death of the patient [8].

We performed statistical analysis using the statistical software
package SPSS version 22.0 (IBM, SPSS Inc., USA). Quantitative
data are presented as means + standard deviations or medians with
minimum and maximum values. The results of categorical vari-
ables are provided as percentages.

Results

Maternal and gestational characteristics are presented
in Table 1. The maternal BMI before surgery ranged from
20.0 to 41.3 with an average of 27.2. Three women had
previous cesarean sections. Thirty-nine of the 40 patients
delivered at the University Hospital of Zurich. The aver-
age GA at delivery was 35.5 + 2.3 GW; 2.5% delivered at
<30 GW, and 35% delivered at 37 GW or more. The aver-
age birthweight was 2,631.5 + 535 g. The mean GA at the
time of fMMC repair was 24.7 + 0.84 GW. The total op-
erative time from maternal skin incision to closure was
on average 139.1 + 24.1 min.

We observed 5 (12.5%) women with severe grade 4
complications (Table 2). One woman demonstrated a
uterine rupture. She was a nullipara who presented with
abdominal pain at 36.9 GW and had never been operated
on her uterus before except for the IMMC repair. Caesar-
ean section was promptly performed and revealed a rup-
ture of the previous hysterotomy site which could be ex-
cised and sutured without any difficulty. The postopera-
tive course was uneventful.
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Table 1. Study group characteristics (40 patients)

Table 2. Operative/pregnancy complications (40 patients)

Maternal age, years 29.9+4.9
Nulliparous 21 (52.2)
Race/ethnicity
White 37(92.5)
Black 1(2.5)
Hispanic 1(2.5)
Other 1(2.5)
Body mass index 27.2+5.4
Currently smoking 0
Previous uterine surgeries, including cesarean 3(7.5)
Gestational age at fetal surgery, weeks 24.7+0.84
Gestational age at birth, weeks 35.5+2.3
Gestational age at birth
<30 weeks 1(2.5)
30 weeks 0 days to 34 weeks 6 days 10 (25)
35 weeks 0 days to 36 weeks 6 days 15 (37.5)
>37 weeks 14 (35)
Fetal birthweight, g 2,631.5+535

Values are means + standard deviations or 1 (%).

Another patient presented with bilateral central lung
embolism on the second day after  MMC repair requiring
ICU management due to low-output syndrome. The pa-
tient recovered with anticoagulation treatment without
the need for mechanical ventilation, and the remainder of
the pregnancy was without complications. No thrombo-
sis in the lower part of the body was found as a source of
the embolism, and a hereditary thrombophilia was ex-
cluded after pregnancy.

One patient exhibited a third-degree atrioventricular
(AV) block 11 h after fMMC repair, which needed short
mechanical resuscitation. Magnesium sulfate infusion —
as tocolytic agent prescribed by the former protocol
(MOMS) - was suspected as the etiology of the heart block,
and once magnesium sulfate was stopped, the patient had
no further episodes of an AV block. After pregnancy, the
cardiac checkup showed no pathologies and no signs of
long-term consequences resulting from the resuscitation.

One woman had to be transferred to the ICU for ob-
servation because she suffered from severe urosepsis.
From the beginning of the pregnancy, she had received
several times antibiotics due to recurrent urinary infec-
tions. In her 31st GW, she presented with temperatures
up to 39.1°C, symptoms of shock, and positive urine and
blood cultures. Intravenous antibiotics and ICU manage-
ment led to a full recovery of the patient without any con-
sequences for the pregnancy.

Finally, 1 woman was diagnosed with severe and po-
tentially life-threatening chorioamnionitis at 31 GW. Fol-

Maternal Complications following Open
Fetal Myelomeningocele Repair

Grade 1 - minor complications not requiring any pharmacological
treatment or surgical intervention (with exception of analgesic,
antipyretic, and antiemetic drugs)

Chorioamniotic membrane separation 12 (30)
Seroma 10 (25)
Gestational diabetes (nutritional therapy) 6 (15)
Amniotic fluid leakage 4(10)
Hematoma 3(7.5)
Wound dehiscence (skin) 2 (5)

Symptomatic cholecystolithiasis (analgesics only) 1(2.5)

Grade 2 - complications requiring pharmacological treatment

PPROM 14 (35)
Gestational diabetes (pharmacological therapy) 2 (5)
Cholestasis of pregnancy 1(2.5)
Pulmonary edema (no intubation) 0
Blood transfusion 0
Grade 3 - complications requiring surgical intervention
Placental abruption 4(10)
Seroma (requiring surgical intervention) 2(5)
Symptomatic cholecystolithiasis (requiring surgical

intervention) 1(2.5)
Incisional hernia 1(2.5)
Preeclampsia 1(2.5)
Chorioamnionitis (not requiring IC/ICU

management) 1(2.5)
Major bleeding (extragenital) 1(2.5)
Bartholin’s cyst 1(2.5)

Grade 4 - life-threatening complications requiring IC/ICU

management

Chorioamnionitis 1(2.5)
Third-degree AV block with mechanical reanimation 1 (2.5)
Uterine rupture 1(2.5)
Lung embolism 1(2.5)
Urosepsis 1(2.5)
Pulmonary edema (with intubation) 0
Grade 5 - death

Maternal death 0

Values are n (%). PPROM, preterm premature rupture of
membranes; ICU, intensive care unit; AV, atrioventricular.

lowing emergency caesarian section, she required ICU
management without any long-term consequences for
her and her child.

A total of 26 women (65%) had at least 1, but often
more than 1, minor (grade 1-3) complication (Table 2).
More than half of these complications are categorized as
a direct consequence of fMMC repair, including 15 cases
(37.5%) with a hematoma/seroma at the abdominal inci-
sion and 14 cases (35%) with preterm premature rupture
of membranes (PPROM). In 2 (5%) cases, fine-needle as-
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piration of a seroma was necessary (grade 3 complica-
tions). One woman (2.5%) presented with a hernia at the
maternal incision site after a T-incision of the fascia 3
years after repair. She will require surgery to repair this
hernia.

We saw 4 (10%) placental abruptions (one during
fMMC repair and the others between 31 and 36 GW) in
which an emergency caesarian section was performed.
Blood loss was <1,000 mL in all cases, and the women did
not need an IC/ICU management. Therefore, these com-
plications were classified as grade 3. We further document-
ed 1 woman with significant extragenital bleeding after an
endoscopic retrograde cholangiopancreatography (at 31
GW) and 1 woman with preeclampsia (at 35 GW), leading
to an earlier than planned caesarian section (grade 3).

By postoperative ultrasound and/or MRI, we detected
12 (30%) cases with chorioamniotic membrane separa-
tion and 3 (7.5%) cases with amniotic fluid leakage both
classified as grade 1 since there was no specific treatment
needed. Between fMMC repair and delivery, we observed
minor complications not directly linked to fetal surgery,
including gestational diabetes and cholestasis.

The average BMI of our 40 patients was 27.2. Four
women had a BMI of >35. The women with the highest
BMI (41.3) in our study had three grade 3 complications
(symptomatic cholecystolithiasis, endoscopic retrograde
cholangiopancreatography with major bleeding, and se-
roma requiring surgical intervention). Two of the 4 pa-
tients had a gestational diabetes (grade 1 and 2), and 1 of
them additionally developed PPROM (grade 2). The forth
women suffered from symptomatic cholecystolithiasis
not requiring surgical intervention (grade 1).

There were no grade 5 complications. No patient suf-
fered from pulmonary edema (grade 4), and no patient
required blood transfusions (grade 2). Finally, we have
not observed any significant maternal long-term conse-
quences of fMMC repair.

Discussion

This is a study looking at maternal complications in
the context of open maternal fetal surgery for spina bifida.
In order to obtain a structured global picture over all re-
corded complications, the Clavien-Dindo classification
was applied to categorize complications into well-defined
severity grades.

Opverall, complications were identified in 31 out of 40
women analyzed (78%). Generally speaking, mild com-
plications were much more frequent than severe compli-

156 Fetal Diagn Ther 2019;46:153-158
DOI: 10.1159/000494024

cations, while, fortunately, fatal complications were ab-
sent. A number of aspects deserve a detailed comment.

First, and most importantly, we did not observe ma-
ternal death (complication grade 5) which would, doubt-
lessly, be the worst catastrophe to be experienced in a fetal
surgery program. This still holds true up to date with ac-
tually 70 cases operated. In the literature, as well, no ma-
ternal death as a direct consequence of fetal surgery has
been reported.

Yet, severe maternal complications (grade 4) occurred
in 5 (12.5%) patients. The 1 case with uterine rupture
(2.5%) is definitely a direct consequence of fetal surgery.
The other 4 (10%) cases (lung embolism, AV block, uro-
sepsis, and chorioamnionitis) were possibly, and maybe
even likely, caused by fetal surgery; however, they may
also occur as pregnancy complications without there be-
ing a previous prenatal intervention [9-11].

One patient presented with a uterine rupture very late
in gestation, which was fixed during emergency caesarean
section without any further problems. Johnson et al. [12]
reported on 2 out of 88 patients (2.3%) showing complete
dehiscence of the hysterotomy. Of note, we documented a
higher number of nulliparous women (52 vs. 40.7%) and,
therefore, fewer patients with previous uterine surgeries
(7.5 vs.13.2% [12]). The risk of uterine rupture, especially
for women with previous caesarean deliveries, should be
part of prenatal counseling prior to fMMC repair.

Lung embolism is a well-known surgical complication
[13, 14], but it was never reported in previous studies on
fMMC repair [15, 16]. In our case, thrombosis in the low-
er part of the body as well as hereditary thrombophilia
were excluded. Possibly, the thrombus or even thrombi
formed intraoperatively during fMMC repair and then
travelled to cause bilateral central pulmonary embolisms.
Clearly, in this context, good patient monitoring and
short total operative time are paramount [17, 18].

The 1 case of a third-degree AV block in our study
which required short mechanical resuscitation at the ICU
was attributed to marked electrolyte imbalance caused by
the initially used high-dose magnesium sulfate tocolysis
[7]. Therefore, magnesium was substituted by Atosiban,
which basically eliminates this risk [7].

The other grade 4 complications may not be interpret-
ed as a direct consequence of fetal surgery. Chorioamnio-
nitis, for example, has an incidence of 3-5% in normal
pregnancies [9]. Therefore, the 2 cases (5%) in our
study - one grade 3 and one grade 4 - are still in a statis-
tical range of usual pregnancy complications.

We saw a dramatic intraoperative placental abruption
probably due to a combination of polyhydramnios, uter-

Winder et al.

11:29:42 AM



ine manipulation, and fast loss of amniotic fluid volume
during fMMC repair. The other 3 placental abruptions
occurred more than 5 weeks postoperatively, 1 even at 36
GW. Therefore, it is difficult to conclusively determine
whether these complications were a consequence of pre-
natal surgery. We could not detect, but nevertheless in-
cluded, severe pulmonary edema and blood transfusion
in our list, since these 2 complications are frequently doc-
umented in other studies [5, 16].

In the literature, there are hardly any data on maternal
complications during or following fetal surgery with a
standardized classification. In the MOMS trial [5], 6% of
patients with pulmonary edema, 6% with placental ab-
ruption, 3% with chorioamnionitis, and 1% with uterine
rupture are described. Comparable rates have been pub-
lished by Zamtynski et al. [16]. They describe 6.5% of cas-
es with uterine rupture, 4.3% with chorioamnionitis,
4.3% with placental abruption, and 2.2% with pulmonary
edema. In these studies, however, itis not specified wheth-
er these women needed IC/ICU management afterwards,
which is the essential information to classify these com-
plications as either grade 4 or less. Thus, it is not possible
to really compare these rates with our results. Neverthe-
less, all studies show that fMMC repair may cause severe
complications (grade 4), highlighting the importance of
having an experienced team for optimal patient safety
and best possible management of complications.

Our total operative time was on average 38 min short-
er than in a recently published study by Elbabaa et al. [15]
but still longer than in comparable other studies [4, 12,
19]. This may be due to a time-consuming 4-layer closure
of the fetal lesion. It consists of a tubularization of the
neural placode (whenever possible), covered by an addi-
tional 3-layer closure. In order to avoid prosthetic mate-
rial, we sometimes use transposition flaps for skin closure
[20]. These operative steps differ slightly from the surgi-
cal technique used in the MOMS trial [5]. Although John-
son etal. [12] describe surgery duration as a risk factor for
PPROM, we had a very similar PPROM rate of 35% com-
pared to 32% published by Moldenhauer et al. [19], while
we had a considerably longer total operative time (139.1
vs. 78.5 min [19]). Unfortunately, the study by Elbabaa et
al. [15] with an even longer operation time than in our
study did not report on their PPROM rate.

The patients’ inclusion and exclusion criteria in our
study are consistent with the MOMS trial selection pro-
tocol [5], except for US residency and BMI. Patients
where referred to our center from all over Europe with the
majority being Caucasian (92%). It was an interdisciplin-
ary decision to include 4 women in our study with a BMI

Maternal Complications following Open
Fetal Myelomeningocele Repair

of 36-41 that exceeded the reccommended and published
35 kg/m? of the MOMS trial [5]. As a consequence, the
average BMI of our 40 patients is higher than in compa-
rable studies [5, 12]. We did not observe technical prob-
lems in our obese cases. Except for seroma and PPROM,
none of the complications in this subgroup can be direct-
ly assigned to fetal surgery. Higher numbers of patients
with a BMI >35 are needed for more conclusive state-
ments in this matter.

A few studies with minimally invasive fetoscopic strat-
egies for IMMC repair [3, 21] hint at the potential of de-
creased maternal complications. However, as Araujo
Junior et al. [4] demonstrated in their review that there is
inconsistency with regard to both techniques and results.
Due to the small numbers of patients and the lack of a
randomized trial or soundly documented long-term out-
comes, the published data on fetoscopic fMMC repair
must be interpreted with caution. Additionally, the ab-
sence of documentation standards makes it hard to com-
pare the actual maternal outcomes of the different tech-
niques and highlights the need for a classification system
as proposed in this study. Moreover, fetoscopic approach-
es are still associated with serious fetal complications, in-
cluding high numbers of inadequate back closure as well
as high rates of preterm delivery (<34 GW) and PPROM
up to 100% [4, 22] following endoscopic surgery 3, 4, 23].
Another important challenge for the fetoscopic technique
is to lower the actually very long operative times (up to
450 min) [23]. Of note, there is a correlation between du-
ration of an operation and the risk for complications,
such as deep venous thrombosis, pulmonary embolism,
or need for blood transfusion [17, 18].

To optimize the safety and outcome of our patients, we
suggest to not only standardize patient selection and pro-
cedure protocols as it has been rigorously done in the
MOMS trial, but also to document complications in a
standardized manner. This strategy would allow for a
sound quality assessment and a true comparison between
different centers.

In this study, we used the well-established Clavien-
Dindo classification [8]. This system has been widely ad-
opted for quality assessment of a large number of surgical
procedures in multiple surgical disciplines [24, 25]. We,
therefore, believe that it also represents a suitable tool to
categorize maternal complications following prenatal
surgery, and, definitely, it would also allow a credible
comparison of results between centers.

In summary, this study analyzed maternal complica-
tions after open fetal surgery for spina bifida according to
the Clavien-Dindo classification. The key finding is that
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5 out of 40 women (12.5%) had serious (grade 4) compli-
cations, yet only 1 of these (2.5%) was a clear-cut direct
consequence of surgery. Adequate diagnostic workup
and management led to favorable outcomes without any

long-term consequences in all of these patients. Clearly,
centers performing innovative high-end fetal surgery

have a professional, medical, as well as ethical obligation

to carefully document, study, and publish all sorts of

problems, including, but not limited to, complications.

—_

References

Peranteau WH, Adzick NS. Prenatal surgery
for myelomeningocele. Curr Opin Obstet Gy-
necol. 2016 Apr;28(2):111-8.

American College of Obstetricians and Gyne-
cologists. ACOG Committee opinion no. 550:
maternal-fetal surgery for myelomeningo-
cele. Obstet Gynecol. 2013 Jan;121(1):218-9.
Belfort MA, Whitehead WE, Shamshirsaz
AA, Bateni ZH, Olutoye OO, Olutoye OA, et
al. Fetoscopic Open Neural Tube Defect Re-
pair: Development and Refinement of a Two-
Port, Carbon Dioxide Insufflation Technique.
Obstet Gynecol. 2017 Apr;129(4):734-43.
Araujo Junior E, Eggink AJ, van den Dobbel-
steen ], Martins WP, Oepkes D. Procedure-
related complications of open vs endoscopic
fetal surgery for treatment of spina bifida in
an era of intrauterine myelomeningocele re-
pair: systematic review and meta-analysis. Ul-
trasound Obstet Gynecol. 2016 Aug;48(2):
151-60.

Adzick NS, Thom EA, Spong CY, Brock JW
3rd, Burrows PK, Johnson MP, et al.; MOMS
Investigators. A randomized trial of prenatal
versus postnatal repair of myelomeningocele.
N Engl ] Med. 2011 Mar;364(11):993-1004.
Mazzone L, Moehrlen U, Casanova B, Ryf S,
Ochsenbein-Kolble N, Zimmermann R, et al.
Open spina bifida: why not fetal surgery? Fetal
Diagn Ther. 2018. doi: 10.1159/000491751.
Ochsenbein-Koélble N, Krihenmann F,
Hiisler M, Meuli M, Moehrlen U, Mazzone L,
et al. Tocolysis for in utero surgery: atosiban
performs distinctly better than magnesium
sulfate. Fetal Diagn Ther. 2018;44(1):59-64.
Dindo D, Demartines N, Clavien PA. Classi-
fication of surgical complications: a new pro-
posal with evaluation in a cohort of 6336 pa-
tients and results of a survey. Ann Surg. 2004
Aug;240(2):205-13.

Kim CJ, Romero R, Chaemsaithong P, Chai-
yasit N, Yoon BH, Kim YM. Acute chorioam-
nionitis and funisitis: definition, pathologic
features, and clinical significance. Am ] Ob-
stet Gynecol. 2015 Oct;213(4 Suppl):S29-52.

11

12

13

14

15

16

17

Bourjeily G, Paidas M, Khalil H, Rosene-
Montella K, Rodger M. Pulmonary embolism
in pregnancy. Lancet. 2010 Feb;375(9713):
500-12.

Thomas AA, Thomas AZ, Campbell SC,
Palmer JS. Urologic emergencies in pregnan-
cy. Urology. 2010 Aug;76(2):453-60.
Johnson MP, Bennett KA, Rand L, Burrows
PK, Thom EA, Howell L], et al.; Management
of Myelomeningocele Study Investigators.
The Management of Myelomeningocele
Study: obstetrical outcomes and risk factors
for obstetrical complications following pre-
natal surgery. AmJ Obstet Gynecol. 2016 Dec;
215(6):778.e1-778.€9.

Goldhaber SZ, Bounameaux H. Pulmonary
embolism and deep vein thrombosis. Lancet.
2012 May;379(9828):1835-46.

Cohen AT, Agnelli G, Anderson FA, Arcelus
JI, Bergqvist D, Brecht JG, et al.; VTE Impact
Assessment Group in Europe (VITAE). Ve-
nous thromboembolism (VTE) in Europe.
The number of VTE events and associated
morbidity and mortality. Thromb Haemost.
2007 Oct;98(4):756-64.

Elbabaa SK, Gildehaus AM, Pierson M]J, Al-
bers JA, Vlastos EJ. First 60 fetal in-utero my-
elomeningocele repairs at Saint Louis Fetal
Care Institute in the post-MOMS trial era: hy-
drocephalus treatment outcomes (endoscop-
ic third ventriculostomy versus ventriculo-
peritoneal shunt). Childs Nerv Syst. 2017 Jul;
33(7):1157-68.

Zamtynski J, Olejek A, Koszutski T, Ziomek
G, Horzelska E, Gajewska-Kucharek A, et al.
Comparison of prenatal and postnatal treat-
ments of spina bifida in Poland—a non-ran-
domized, single-center study. ] Matern Fetal
Neonatal Med. 2014 Sep;27(14):1409-17.
Catanzarite T, Saha S, Pilecki MA, Kim JY,
Milad MP. Longer Operative Time During
Benign Laparoscopic and Robotic Hysterec-
tomy Is Associated With Increased 30-Day
Perioperative Complications. ] Minim Inva-
sive Gynecol. 2015 Sep-Oct;22(6):1049-58.

158

Fetal Diagn Ther 2019;46:153-158

DOI: 10.1159/000494024

Statement of Ethics

18

19

20

21

22

23

24

25

The Ethics Committee of the Canton of Zurich approved the
study (KEK-ZH.Nr. 2015-0172). Written informed consent was
obtained from the patients.

Disclosure Statement

All authors declare no conflicts of interest.

Daley BJ, Cecil W, Clarke PC, Cofer JB, Guil-
lamondegui OD. How slow is too slow? Cor-
relation of operative time to complications:
an analysis from the Tennessee Surgical Qual-
ity Collaborative. ] Am Coll Surg. 2015 Apr;
220(4):550-8.

Moldenhauer JS, Soni S, Rintoul NE, Spinner
SS, Khalek N, Martinez-Poyer J, et al. Fetal
myelomeningocele repair: the post-MOMS
experience at the Children’s Hospital of Phila-
delphia. Fetal Diagn Ther. 2015;37(3):235-40.
Meuli M, Meuli-Simmen C, Mazzone L,
Tharakan SJ, Zimmermann R, Ochsenbein N,
et al. In Utero Plastic Surgery in Zurich: Suc-
cessful Use of Distally Pedicled Random Pat-
tern Transposition Flaps for Definitive Skin
Closure during Open Fetal Spina Bifida Re-
pair. Fetal Diagn Ther. 2018;44(3):173-178.
Degenhardt ], Schiirg R, Winarno A, Oehmke
F, Khaleeva A, Kawecki A, et al. Percutaneous
minimal-access fetoscopic surgery for spina
bifida aperta. Part II: maternal management
and outcome. Ultrasound Obstet Gynecol.
2014 Nov;44(5):525-31.

Pedreira DA, Zanon N, de S4 RA, Acacio GL,
Ogeda E, Belem TM, et al. Fetoscopic single-
layer repair of open spina bifida using a cel-
lulose patch: preliminary clinical experience.
] Matern Fetal Neonatal Med. 2014 Nov;
27(16):1613-9.

Pedreira DA, Zanon N, Nishikuni K, Moreira
de Sa RA, Acacio GL, Chmait RH, et al. Endo-
scopic surgery for the antenatal treatment of
myelomeningocele: the CECAM trial. Am ]
Obstet Gynecol. 2016 Jan;214(1):111.e1-111.
ell.

Mothes AR, Mothes HK, Radosa MP, Run-
nebaum IB. Systematic assessment of surgical
complications in 438 cases of vaginal native
tissue repair for pelvic organ prolapse adopt-
ing Clavien-Dindo classification. Arch Gyne-
col Obstet. 2015 Jun;291(6):1297-301.
Clavien PA, Barkun J, de Oliveira ML, Vau-
they JN, Dindo D, Schulick RD, et al. The Cla-
vien-Dindo classification of surgical compli-
cations: five-year experience. Ann Surg. 2009
Aug;250(2):187-96.

Winder et al.

Downloaded by:

Universitat Zurich, E-Medien

130.60.58.2 - 4/16/2021 11:29:42 AM



