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We read with great interest the excellent review of Feriel 
Fortas et al. [1], which summarizes the treatment modali-
ties of NO-refractory PPHN. However, when describing the 
available weaponry and the consecutive therapeutic algo-
rithm with a focus on PPHN as a precapillary pulmonary 
hypertension without reference to a left heart disease or pul-
monary parenchyma disease, a few questions and recom-
mendations arose. First, with the exception of NO (maximal 
20 ppm), there are no dose recommendations for the other  
recommended drugs, especially not for adenosine. 
Adenosine, recommended as a drug for add-on ther-
apy, requires instructions for use and dosage, particularly  
because of the potential for unpredictable cardiac arrhyth-
mias as bradycardia, AV-block, etc. Further questions arose  
with regard to NO-refractory PPHN and the use of bosentan, 
a dual endothelin, ET-A, and ET-B receptor blocker and,  
in turn, adenosine as an endothelial-dependent vasodilator. 
Either there is still residual function of the endothelium, in  
this case, a dual endothelin blocker is not indicated [2], but  
instead a selective ET-A receptor blocker or the presence 
of an endothelial dysfunction contraindicated the use of 
adenosine due to its risk of vasoconstriction (and bronchos-
pasm) combined with an increased arrhythmic side effects. 
Furthermore, should alprostadil, a PGE2-prostaglandin, be 
considered in place of PGE1 for reopening an arterial duct 
in a newborn with PPHN and right heart failure? When 
weighing the risk/benefit ratio of PGE2 versus PGE1, the 
proinflammatory and other more pronounced side effects 
together with less predictable pulmonary vasodilative effects 
advocate against PGE2 and favor PGE1.

However, we appreciate one of your basic key measures 
in reducing the pulmonary-systemic pressure difference 
by preferably using norepinephrine as an i.v. infusion with 
simultaneous establishment of an adequate intravascular vol-
ume status. When using catecholamines (i.e., dobutamine), 
do the authors pay attention to an upper limit of the heart 
rate with regard to the general and especially myocardial 
oxygen consumption and the achievement of an adequate 
diastolic filling time of the left ventricle? In this context, and 
with regard to the neonatal myocardial calcium handling, 
should milrinone — regardless of iloprost — and possibly 
levosimendan not be used as first-line treatment  for myocar-
dial dysfunction in newborns with PPH, quite apart from the  
likely beneficial effects on the pulmonary circulation?
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