E—-deficient (plasma levels <1 mg/dL, ie, <23 umol) with
long-term high iron supplementation is unknown.

In view of the foregoing, results of the study by Breekke
et al, although a necessary first step, do not provide sufficient
evidence for US neonatologists to increase iron supplements
to VLBW infants. Future collaboration between neonatolo-
gists and free-radical biologists may help address the question
of when to start iron supplementation in VLBW infants and
the dosage to use.

Talkad S. Raghuveer, MD
Department of Pediatrics

University of Kansas Medical Center
Kansas City, Kansas

Garry R. Buettner, PhD
Free Radical and Radiation Biology Program
University of lowa College of Medicine

lowa City, lowa
10.1016/jjpeds.2007.12.041
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Reply

To the Editor:

We are grateful for Raghuveer and Buettner’s valu-
able comments on our article. We wish to point out that we
have not suggested any alteration in practice, but have
performed an evaluation of current clinical practice on iron
supplementation. Rather than suggesting higher doses or
earlier introduction of iron, we would support the practice
of feeding preterm infants human milk, which in vitro
ameliorates a pro-oxidant effect of iron.! We encourage
further studies in this complex field to ensure rational
procedures that are optimal according to updated knowl-
edge, with benefits for the developing infant.

Letters to the Editor

Kristin Braekke, MD
Pediatric Intensive Care Unit

Anne Grete Bechensteen, MD, PhD
Pediatric Department

Ulleval University Hospital

Oslo, Norway

Anne Cathrine Staff, MD, PhD
Department of Obstetrics and Gynecology
Ulleval University Hospital

Faculty of Medicine

University of Oslo

Oslo, Norway
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ABCA3 mutation and pulmonary hypertension:
A link with alveolar capillary dysplasia?

To the Editor:

We read with interest the article by Kunig et al' report-
ing a newborn with homozygous ABCA3 mutation presenting
as pulmonary hypertension (PH) We recently observed an
infant born at term with mild respiratory symptoms but severe
PH who carried a single ABCA3 missense mutation. This
patient was admitted at 3 months for persistent hypoxemia
since birth and suprasystemic right ventricular pressure. Lung
biopsy revealed interstitial thickening, type II pneumocyte
hyperplasia, and intra-alveolar material accumulation, along
with a decreased number of pulmonary capillaries centralized
in the alveolar septaec (Figure A) and failing to make contact
with type I pneumocytes (Figure B). Most of the lamellar
bodies in the type II pneumocytes appeared to be smaller than
normal and more electron dense with a denser core, coexisting
with multivesicular bodies and lamellar bodies that appeared
normal, albeit reduced in number (Figure C). A new mono-
allelic ABCA3 missense mutation (A501E) was found, to-
gether with 2 polymorphisms of the SF7P-B and SFTP-C
genes (c392t and g577a, respectively). PH persisted despite
treatment with oxygen and inhaled nitric oxide through nasal
prongs plus oral sildenafil, and the child died of heart failure
at age 8 months in another hospital.

Our case exhibited a combination of histological/ultra-
structural aspects suggestive of ABCA3 deficiency with vascu-
lar features usually found in alveolar capillary dysplasia
(ACD).»* These capillary anomalies likely underlie PH.
Whether they derive directly from the single ABCA3 muta-
tion, from an ABCA3 mutation in the second allele that was
not identified, from associated mutations of other genes
(compound heterozygosity), or from nongenetic factors is
unknown. Although 4BCA3 deficiency is a recessive disease,
monoallelic mutations have been reported in infants with
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Figure. A, Pulmonary capillaries centralized in the interalveolar septae
and reduced in number compared with controls (CD31 immunostaining;
original magnification 63X). B, Rare capillaries separated from the alveolar
lumen by several cell layers and failing to make contact with the type I cell
basal membrane (original magnification 2500X). C, Transmission electron
microscopy image showing lamellar bodies that are smaller and denser
than normal, with small, disorganized concentric surfactant layers and 1 or
2 dense cores (Karnowsky’s fixed, osmium tetroxide postfixed, lead citrate,
and uranyl acetate stain; original magnification 6300X).

interstitial lung disease.*® Our observations suggest that
ACD, the genetic causes of which are unknown, may be
related to ABCA3 deficiency and support the authors’ conclu-
sions that patients with unexplained PH should be investi-
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gated for mutations in surfactant-related genes, because the
clinical spectrum of these rare diseases is only partially known.

Olivier Danhaive, MD
Department of Medical and Surgical Neonatology

Donatella Peca
Laboratory of Neonatal Biology

Renata Boldrini, MD
Division of Medical Pathology
Bambino Gesu Children’s Hospital

Rome, Italy
10.1016/}.jpeds.2008.01.019
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