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REPLY
We appreciate the insightful comments expressed by Agilli
et al regarding our pilot study that proposed that sacral nerve
stimulation may decrease urinary nerve growth factor
(uNGF) levels in patients with detrusor overactivity. We
would like to address their concerns about the study group in
which we evaluated uNGF.
Patients in our study were excluded if they had experienced
neurologic disease. Although cardiometabolic diseases have
been shown to NGF, we chose to use exclusion criteria more
speciﬁc to the urinary tract system that have been shown to
alter uNGF levels in human patients.1 For this reason, inﬂammatory conditions such as urinary tract infection and
interstitial cystitis were used. Although 15 of our subjects had
hypertension and 7 had hyperlipidemia, we believe that
further research that will evaluate the effect of cardiometabolic diseases, speciﬁcally on uNGF in humans, must
be done. Results will help determine precisely which medical
comorbidities warrant consideration when patients are being
selected for a proper study group in larger future studies.
Our study consisted of 23 cases and 22 control subjects;
therefore, 1 case did not have an age-matched control subject.
At 88 years old, this patient was an outlier and raised the

difference in mean age between the groups. We agree that the
mismatched number of cases and control subjects could lead
to an unbalanced assessment; however, the patient was
included for the purpose of obtaining maximum pilot data.
Agilli et al cite that NGF could have been affected by older
age.2 In that study, older age was associated with increased
levels of pro-NGF but decreased levels of NGF. In our study,
we witnessed the opposite trend in which increased age was
associated with elevated levels of NGF. It was also noted that
there was a signiﬁcant difference in body mass index between
our cases and control groups. Although Agilli et al cite an
article that shows that obesity may cause higher NGF levels,
other studies have shown that uNGF is not associated with
higher body mass index.3
Finally, we appreciate the observation that certain supplements may affect NGF levels. Three patients were receiving
vitamin D therapy; 1 patient was receiving oral estrogen/
progesterone therapy, and 1 patient was receiving vitamin D,
B, and zinc supplementation. To our knowledge, the association of vitamin supplementation affecting uNGF in humans
has not been shown. We look forward to performing a largerpowered study that will evaluate uNGF in patients with
detrusor overactivity compared with control subjects, at
which time comprehensive descriptive characteristics will be
analyzed so that independent risk factors for differences in
uNGF levels can be determined.
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Diagnosing placenta accreta
TO THE EDITORS: While we wish to underscore a statement made in the editorial by Dr Nageotte,1 we wish to also
add a relevant comment to the article by Bowman et al2
discussed in this same issue. In our own institution, we
have seen a signiﬁcant rise in the incidence of placenta accreta
(doubling in the past dozen years), emphasizing the obvious

252 American Journal of Obstetrics & Gynecology FEBRUARY 2015

contribution of the recently rising rate of cesarean. The
concern that this should raise for the average practicing
obstetrician is considerable, with regard to the results of this
commonly unanticipated occurrence.
Dr Bowman et al2 questioned the value of its antepartum
sonographic detection, yet the absence of consistent use of

ajog.org
advanced currently available features of ultrasound (eg, color
Doppler, 3-dimensional imaging) may be the reason for this
described lack of diagnostic beneﬁt, which nonetheless has
been documented elsewhere.3 We respectfully challenge the
conclusion made in this manuscript, since it does not
correspond with our own experience.
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We thank Drs Levine and Fernandez for their interest in
our recent article regarding accuracy of ultrasound for
the diagnosis of placenta accreta. We agree that ultrasound
is reasonably useful for the diagnosis of accreta and that it
may be improved with newer technology. However, our
purpose was to illustrate that the modality is imperfect
and that there might be room for improvement. Additionally,
we discussed that the pretest probability for accreta is
strongly driven by clinical history, and that posttest probabilities after ultrasound examination may not signiﬁcantly
alter clinical decision making in certain high-risk patients
(eg, those with placenta previa and >2 prior cesarean
deliveries).
-
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Home birth study fails to identify credentials of midwives
conducting home birth
TO THE EDITORS: Design errors in the article by Grünebaum et al,1 “Early and total neonatal mortality in relation
to birth setting in the United States” raise serious concerns
about the accuracy and interpretability of conclusions.
When midwives transfer care to physicians during labor,
usually because of obstetrical complications, birth outcomes
are attributed to physicians on birth certiﬁcates. This may
happen more often among midwives practicing in hospital,
therefore spuriously reducing rates of neonatal mortality in
the hospital midwife group, the reference group for this
study. This might explain the two-fold increase in mortality
in the physician group and account for the exceptionally low
rate of mortality rates among the hospital midwife group
(0.3/1000).
Evaluation of birthplace alone without consideration of
midwives’ credentials confounds interpretation of ﬁndings.
There is considerable variation in requirements for licensure
of midwives between states. In some, midwives without

formal training can attend homebirths, as acknowledged by
Grünebaum et al.2 It is highly probable that the association
between place of birth and neonatal mortality is confounded by
differences in midwives’ training and practice. In contrast,
sentinel studies of home birth have precise deﬁnitions of
caregiver group.3
Another threat to the validity of conclusions from this study
is the lack of adjustment for other confounders by, for
example, maternal age, number of prenatal care visits and
medical/obstetrical conditions but also access to primary
obstetrical care and midwifery access to hospital privileges.
Other leading epidemiological studies have addressed these
issues previously.4 Table 1 of Grünebaum et al’s article1 identiﬁes important differences among exposure groups according
to maternal age, race/ethnicity, birthweight and gestational
age and the authors did not account for these differences.
Adjustment for confounders would still not make possible
the attribution of outcomes to midwifery groups deﬁned
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