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Claims 1, 2, 4, 6-14, 17-23, 31, 32, 34, 35, 37-40, and 42-44 of the ʼ741 patent 
are unpatentable under 35 U.S.C. § 103(a) as obvious over Bernasconi in view 
of Loh and Goyal. 

 
U.S. Pat. No. 

8,795,741 Bernasconi, Loh, and Goyal 

CLAIM 1  
A method of treating 
patients who are 
candidates for inhaled 
nitric oxide treatment, 
which method 
reduces the risk that 
inhalation of nitric 
oxide gas will induce 
an increase in 
pulmonary capillary 
wedge pressure 
(PCWP) leading to 
pulmonary edema in 
neonatal patients with 
hypoxic respiratory 
failure, the method 
comprising: 

Bernasconi teaches that there may be negative effects such as 
pulmonary edema upon administering inhaled nitric oxide 
(“iNO”) to a patient. 

Ex. 1004 at 8. 

Bernasconi teaches the FDA recommended dose for neonates 
with hypoxic respiratory failure is 20 ppm iNO. 

Ex. 1004 at 3. 

Additionally, Loh teaches measuring a baseline wedge pressure 
prior to administering iNO by having patients inhale room air 
and then performing measurements.  (Wedge pressure may also 
be called pulmonary capillary wedge pressure (“PCWP”), 
pulmonary arterial wedge pressure (“PAWP”), or merely 
“wedge.”  All the terms refer to the same concept).  Loh further 
teaches that patients with LVD have a baseline wedge pressure 
that is greater than 20 mm Hg and that the wedge pressure 
increases upon treatment with iNO. 
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Ex. 1006 at 2780. 

 
Ex. 1006 at 2781. 

 
Ex. 1006 at 2781, Table 1. 
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Ex. 1006 at 2782. 

 
Ex. 1006 at 2782, Table 2. 
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Goyal teaches that wedge pressure may be measured in infants 
and children. 

 
Ex. 1007 at 209. 

 
Ex. 1007 at Table 1. 

See also parts (a)-(e) 

(a) identifying a 
plurality of term or 
near-term neonatal 
patients who have 
hypoxic respiratory 
failure and are 
candidates for 20 
ppm inhaled nitric 
oxide treatment; 

Bernasconi teaches that echocardiography may be used to 
confirm whether a patient has a condition which may be helped 
by iNO. 

Ex. 1004 at 8. 
Bernasconi teaches that a condition that may be helped by iNO 
treatment is neonatal hypoxic respiratory failure and that the 
FDA recommended dose for treating neonatal hypoxic 
respiratory failure is 20 ppm iNO. 
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Ex. 1004 at 3. 

(b) determining that a 
first patient of the 
plurality does not 
have left ventricular 
dysfunction; 

Bernasconi teaches that echocardiography may be used to 
confirm a diagnosis and conduct therapy with iNO, as well as 
to exclude structural congenital heart disease that may 
contraindicate the use of iNO. 

Ex. 1004 at 8. 
Bernasconi teaches that there are reports of negative effects of 
iNO treatment in patients with left ventricular dysfunction 
(“LVD”), specifically pulmonary edema. 

Ex. 1004 at 8. 

(c) determining that a 
second patient of the 
plurality has left 
ventricular 
dysfunction, so is at 
particular risk of 
increased PCWP 
leading to pulmonary 
edema upon 
treatment with 
inhaled nitric oxide; 

Bernasconi teaches that there are negative effects of iNO in 
patients with LVD including a risk of causing pulmonary 
edema. 

Ex. 1004 at 8. 

 

Additionally, Loh teaches measuring a baseline wedge pressure 
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