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Dear Editor,

We read with great interest the recently published manuscript entitled “Contemporary
Outcomes of Patients with Isolated Bilateral Renal Agenesis with and without Fetal
Intervention” by Riddle and colleagues [1]. In this single-center experience of fetuses
diagnosed with bilateral renal agenesis (BRA) over a 13-year period, the investigators
document many granular details about maternal and fetal demographic characteristics and
the prenatal, perinatal and neonatal clinical course, which greatly enriches the current
fledgling literature. Furthermore, the inclusion of patients receiving both amnioinfusions as
well as those opting for expectant management without in-utero intervention provides an
opportunity to better understand the postnatal clinical trajectories for both groups. We agree
with the authors’ conclusion that “any further treatment of this population should only be
performed with careful institutional review board and ethical oversight”, a conclusion which
reaffirms the previously published consensus statement of a national multidisciplinary work
group that in 2018 evaluated complex ethical concerns associated with the use of serial
amnioinfusions for BRA [2]. However, we respectfully challenge the authors’ follow-up
conclusion that future research “should focus more on standardizing the approach to the
neonatal care of these infants.” The presented study lacks standardization of prenatal
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management and therefore has limited ability to produce generalizable knowledge on
postnatal management issues.

Although there was undoubtedly variability in the postnatal management of the 14 live-born
infants — including baseline practice changes over the 15-year period of data collection and
the use of multiple delivery hospitals — we note the equally problematic variability in the
prenatal management of the intervention patients. Specifically, of the 8 patients with fetal
BRA who received serial infusions, 3 did not have a formal genetic evaluation and 2 had an
unknown gestational age at last amnioinfusion. Furthermore, at maximum 5 of the 8, and
perhaps fewer of the intervention group, delivered at the treating fetal center. These
methodologic issues coupled with the small sample size make drawing conclusion about
fetal therapy technique, complication rate, maternal safety, and neonatal survivorship
untenable.

The NICHD-funded prospective Renal Anhydramnios Fetal Therapy (RAFT) trial
(NCT03101891) [3], [4] is the “North American Fetal Therapy Network Collaborative....
prospective study enrolling patients whose fetuses have BRA” to which we believe the
authors refer. This trial is currently enrolling patients, and is slated to include 35 fetuses with
prenatally-diagnosed BRA, with a primary outcome of neonatal respiratory survival to
successful dialysis. A standardized set of eligibility criteria and standardized technical
guidelines for the percutaneous amnioinfusion procedure have been developed, and a data
safety monitoring board convened as part of this multi-site prospective trial. This study is
specifically powered to determine the pulmonary survival rate for neonates with isolated
BRA (supported by genetic evaluation) who receive percutaneous serial amnioinfusions.
This question must be prospectively answered before evaluation and ultimately
standardization of optimal postnatal care can occur. The cart cannot be put before the
proverbial horse. The RAFT trial is carefully monitoring the postnatal management of these
neonates, who will be delivered at participating RAFT centers, all of which have the ability
to provide comprehensive neonatal intensive care and utilize the most current neonatal
dialysis techniques. Hypotheses about how to standardize these techniques will be relevant
once pulmonary survivorship is demonstrated among a significant number of uniformly
selected patients who have been treated with a standard approach to prenatal amnioinfusion.
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