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To the Editor: Morley et al. found that early 
CPAP did not significantly reduce the rate of bron-
chopulmonary dysplasia, but as compared with in-
fants in the intubation group, fewer infants in the 
CPAP group received oxygen at 28 days, and they 
had fewer days of ventilation.1 However, there was 
no reference to whether chorioamnionitis was an 
antenatal risk factor for bronchopulmonary dys-
plasia in these patients.2 We would be interested 
to know whether there was a relationship between 
an antenatal diagnosis of chorioamnionitis and the 
outcomes.
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To the Editor: When receiving air at above at-
mospheric pressure through nasal prongs, a baby 
has to breathe out against both increased pres-
sure and increased resistance. While nasal prongs 
are being used, handling of the baby or his or her 
crying may cause an abrupt change in alveolar 
pressure. The association of pneumothorax with 
CPAP may be related to these factors rather than 
to “airway” pressures measured outside the baby. 
A mask might carry less risk than prongs.
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The Authors Reply: In response to Nanan et al., 
infants in the Continuous Positive Airway Pres-
sure or Intubation at Birth (COIN) trial who were 
randomly assigned to CPAP treatment after birth 
were not intubated specifically for surfactant treat-
ment. They received surfactant only if they were 
intubated and ventilated, and surfactant was ad-
ministered according to local protocols. We col-
lected data only on whether surfactant was given 
— not on the timing of surfactant therapy after 
birth — so we cannot answer this question.

With regard to the comments by Zanardo and 
colleagues, data on chorioamnionitis were not col-
lected for three reasons. First, the trial was started 
before we knew that chorioamnionitis might be 
important. Second, since diagnosing chorioamni-
onitis is subjective or depends on placental his-
tologic findings, we decided it would be imprac-
tical to collect this information for all infants. 
Third, the COIN study was a randomized trial, and 
there was no reason to believe that the rate of cho-
rioamnionitis would differ between the groups.

In response to Hughes-Davies, there is no 
clinical evidence that infants treated with nasal 
CPAP exhale through the CPAP prongs. As Hughes-
Davies suggests, this would mean that they would 
breathe out against increased pressure and resis-
tance. Our experience is that infants treated with 
nasal CPAP breathe out through their mouths or 
around the prongs. With face-mask CPAP and in-
tubation, infants who undergo mechanical venti-
lation would be forced to breathe out against the 
pressure. It is therefore unclear why infants treated 
with a nasal mask would have lower rates of pneu-
mothorax than those treated with nasal prongs.
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Chronic Hepatitis E and Organ Transplants

To the Editor: Kamar and colleagues (Feb. 21 
issue)1 report eight cases of chronic hepatitis E 
virus (HEV) infection in immunosuppressed organ-

transplant recipients, a constellation that was 
hitherto not observed. One wonders whether the 
persistence of HEV infection is a more general con-
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sequence of immunosuppression, which has impli-
cations for all so-called nonpersistent pathogens. 
Previously, we observed prolonged and possibly 
chronic shedding of human metapneumovirus in 
two patients with cancer who were immunosup-
pressed because they were receiving chemother-
apy.2 Furthermore, it was recently reported that 
immunosuppression induced by lactate dehydro-
genase–elevating virus led to increases in the se-
verity and duration of the acute phase of friend 
virus infection in mice, most likely because of 
diminished CD8− responses.3 Such observations 
may provide support for earlier assumptions that 
if the CD4+ defense is insufficient because of im-
munosuppression, the CD8− response is unlikely 
to eliminate infection.4 The study by Kamar et al. 
revealed significantly reduced CD4− counts in pa-
tients with chronic HEV infection. Under these 
specific circumstances, so-called nonpersistent 
viruses may cause chronic colonization and re-
current infection. Hence, reducing drug-induced 
immunosuppression during acute HEV infection 
might be a strategy to prevent the progression to 
chronic hepatitis.
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The Authors Reply: With regard to the com-
ments by Schildgen et al., prolonged acute hepa-
titis A virus and HEV infections have been report-
ed previously in both immunocompromised and 
nonimmunocompromised patients.1,2 Our report 
indicated that HEV infection may evolve to chron-
ic hepatitis in organ-transplant recipients. In ad-
dition, a unique case of HEV-related cirrhosis has 
recently been reported.3 Schildgen et al. suggest 
that the evolution of HEV infection to chronic 
hepatitis is related to marked immunosuppres-
sion. They base their assumption on two studies 
of viral infections that appear to be unrelated to 
those that have been observed in organ-transplant 
recipients. We agree that the evolution of HEV in-
fection to chronic hepatitis in the setting of marked 
immunosuppression may be a mechanism, since 
we have found a lower CD4+ cell count in patients 
in whom chronic hepatitis evolved than in patients 
who were clear of the virus. Hence, in HEV-infected 
transplant recipients, we suggest reducing immu-
nosuppressive therapies that target T cells (i.e., 
mainly calcineurin inhibitors) in order to allow 
clearance of the virus.
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Phototherapy for Neonatal Jaundice
To the Editor: In their Clinical Therapeutics ar-
ticle on phototherapy for neonatal jaundice, Maisels 
and McDonagh (Feb. 28 issue)1 describe various 
mechanisms for maximizing the efficacy of pho-
totherapy. They state, “The dose and efficacy of 
phototherapy are also affected by the infant’s dis-

tance from the light (the nearer the light source, 
the greater the irradiance).” However, this state-
ment must be applied with great care. Indeed, 
guidelines from the American Academy of Pedi-
atrics Subcommittee on Hyperbilirubinemia spe-
cifically urge caution when halogen lamps, which 
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