Histologic Features and Decreased Lung FOXF1 Gene Expression in Severe Bronchopulmonary
Dysplasia without a Genetic Diagnosis of Alveolar Capillary Dysplasia

C Galambost?, JW Logan3, P Stankiewicz>, P Szafranski®, C Zalles*, J Gonzales®, S Nath?, S Patel®, SH Abman 4

Department of Pathology and Pediatrics, 2 Pediatric Heart Lung Center and the Section of Pulmonary Medicine, University of Colorado Anschutz School of Medicine, Aurora CO;
3 Section of Neonatology and 4 Department of Pathology, Wolfson Children’s Hospital and the University of Florida College of Medicine, Jacksonville, FL;
0 > Department of Molecular & Human Genetics, Baylor College of Medicine, Houston, TX

- =y T A =E [T SY ST T, OIS 2550 P N A
PR .- ER T RNV A o\ LalH, e AR TR A e » e
¥ 4o DN, ‘. — - i o 54 ’ 4 o B Ve p DL - i
. e e -
> ) {) « ‘»*- L ¥ o ", LW by« ", 7 .,'..'.. P b - N D V.ﬂ |
. ! ’ 4 4 ¥ y & 2 ~ 3 3 . 2l p WA L PO - ’ - )
- J ' » - 4 - - £ at e ISt L £ gils. o~ ”» 'R
. 5 b ) ) \ - : L B g s N 5
sy 3 w i ¥ ey YV, L8 L -
b . 3 [\ ’ ‘ 8 Pt ) 5 ) LT ) " ~e
- \ > J b ) L - L
o ¥ , - ’
o i . d S - . N

This case of an extremely preterm Infant
who died with sBPD and refractory PH
had  striking histologic  features
compatible with the diagnosis of sBPD or
ACDMPV Dbut had negative genetic
findings for FOXF1. These findings
suggest that impaired FOXF1 signaling In
SBPD may contribute to the severity of
disease In the absence of a genetic
diagnosis of ACDMPV.

Severe bronchopulmonary dysplasia (sBPD) after
preterm birth 1s associated with high late mortality
and pulmonary hypertension (PH). Impaired
alveolar and vascular growth with hypertensive
remodeling are hallmarks of sBPD, which are
features that overlap with the lethal developmental
disorders, alveolar capillary dysplasia with
misalignment of pulmonary veins (ACDMPV)
that has been linked to loss of FOXF1 expression.
As with sBPD, ACDMPV Is causes severe
respiratory failure and PH, and causes death
despite aggressive cardiopulmonary therapies.
Past studies of ACDMPV have shown that the
“MPV” are prominent bronchial veins that reflect
recruitment of intrapulmonary bronchopulmonary
anastomoses (IBA), which connect the pulmonary
vasculature with bronchial vessels. The presence
of prominent IBAs have also been identified In
fatal sBPD, but the potential role of impaired
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