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Thank you for your interest in our article, in which we compared the diagnostic yield of 

exome sequencing with the simulated application of commercial targeted gene panels in 127 

fetuses with nonimmune hydrops fetalis (NIHF).1 We agree that in some cases, concurrent 

anomalies can give a clue about a genetic diagnosis that might be adequately assessed using 

a targeted gene panel. However, as you note, NIHF is a nonspecific finding, and the full 

phenotype of some associated genetic conditions is not completely elucidated; this makes 

the selection of the appropriate targeted panel more difficult. For example, early in gestation, 

a fetus that is small with shortened long bones may not be easily categorized as affected 

with a skeletal dysplasia vs another type of genetic syndrome that may also present with 

shortened long bones. Likewise, a fetus with elevated peak systolic velocity in the middle 

cerebral artery may be affected with a broad spectrum of disorders; this sonographic finding 

is not specific for fetal anemia. The use of targeted panels further limits the discovery of 

additional genes associated with fetal phenotypes and of the unique fetal features of genetic 

diseases. Although you note that targeted gene panels have the advantages of a higher 

depth of sequencing, a shorter turnaround time, fewer uncertain variants, and a relatively 

lower cost, we did not find these purported benefits to be consistently present. Our exome 

sequencing had adequate depth of all the relevant exons on the commercial panels, with 

a mean depth of sequencing of 135× and a minimum depth of 30×. The turnaround times 

for targeted gene panels and STAT exome sequencing are similar; they are on the order of 

2 to 4 weeks. Although the rates of uncertain variants in commercial laboratories was not 

clearly reported, rates as high as 58.1% have been published based on commercial hydrops 

panels,2 compared with 9% in our exome cases. Finally, although targeted panels are less 

expensive on average, there was an overlap in the cost, with some targeted panels costing 

more than exome sequencing. Even though we agree that the prognosis of NIHF in general 

is guarded, providing a precise genetic diagnosis can guide pre- and postnatal treatment, 

whether that includes more specific interventions or the redirection of care. At the end of the 

day, making a diagnosis is what is most important for the families when faced with these 

complex pregnancies.
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