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The authors elucidate the protective effect of overexpression of CYP2J2 and addition of exogenous
epoxyeicosatrienoic acids (EETs) in pulmonary arterial hypertension (PAH) with lung ischemia-reperfusion
injury (LIRI). The positive features of the paper are the authors attempt to address the protective effect of
EETs in a complex disease state and the use of both in vitro and in vivo model system to support their
hypothesis. The lack of details in the study design is a drawback to the paper. Besides CYP2J2, CYP2C
isozymes are the main epoxygenases in human (Xu, Zhang, Wang, 2011) and CYP2Cs isozymes are
expressed in higher level than CYP2J2 in human endothelial cells [11. It is not clear the basal expression
levels of these epoxygenases in the human pulmonary artery endothelial cells (HPAECs). The addition of
exogenous 11,12-EET to the HPAECs is very interesting. EETs are like other lipid molecules will bind readily
to serum proteins. It is of interest to perform the study in a serum-free medium. In addition, this treatment
with 11,12-EET cannot fully support of the observation in the rat model where all four regioisomers of EETs
are being produced. It will also be of interest to address the contribution of rat Cyp2j3, which is a homolog
of human CYP2)2 and is an epoxygenase [2]. Overall, the manuscript offers an interesting perspective on
protective effect of EETs in a complex pathology. However, there are some major concerns on the details of
the study design. The manuscript will give a more robust elucidation of protective effect of EETs in PAH

with LIRI by refining some of the study designs and providing proper control experiments.

Major points:

1. In Methods section under Simulation of PAH with LIRI model in vitro and cell processing, all four
regioisomers of EETs are soluble in organic solvent. It is not clear in that there is any vehicle control to
account for the solvent effect or other controls for the treatments.

2. In Methods section, the subsection on how the extraction and measurement of plasma 11,12-DHET are
conducted is missing.

3. In Results section, subsection 3.1, the statement that EETs are unstablein vivo is contradicting your
hypothesis and reports from several different groups who are able to measure EETs from plasma, red

blood cells, and tissues [31141[5] [61171[8191[10]
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Minor points

1. In Abstract section, there is a mistyped word on the last sentence. A letter “t” is missing in the
“PI3K/Akt” pathway.

2. In Background section in the last paragraph, there is an extra letter “e” in the sentence “... and inhibit
TNF-alpha-induced apoptosis...."”

3. In Methods section under Animal model interventions in the last paragraph, the word “thoracotomy” is
misspelled twice.

4. In Methods section under Hemodynamic measurements, there needs to be a space between the word
“exsanguination” and “via".

5. In the Methods section under TUNEL staining, the acronym “TUNEL” should be defined when it is first
mentioned in the text.

6. In Figures section, the scales are not clear. In addition, the labels for comparison are very confusing.
The authors might want to consider drawing lines between groups being compared.

7. In the Discussion section in the third paragraph, there is a mistyped letter for the alpha symbol.

8. In the Discussion section in the fifth paragraph, there is an extra “e” in “EDHF”.

9. In Conclusions section, there is a mistyped word on the second from the last sentence. A letter “t” is
missing in the “PI3K/Akt” pathway.

10. Throughout the text, any Latin words, such as in vitro, in vivo, in situ, need to be italicized.
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