Supplementary material S1
Assessment of pulmonary vasoreactivity using adenosine
Preparation of animal models of PH
1.1 Bleomycin-induced PH 

After an acclimatization period of 7 days, 13 rats were allocated for bleomycin instillation.

Rats were weighed, anesthetized with isofluran 2.5% and intubated. Bleomycin (Baxter, 1.88 mg/kg) was instilled through the intra-tracheal catheter using a 1-ml syringe. Bleomycin-treated animals received a single dose of bleomycin sulphate dissolved in 1 ml/kg of saline, also followed by 1 ml/kg air to distribute the drug equally into the lungs.

1.2 Monocrotaline-induced PH

After an acclimatization period of 7 days, 12 rats were allocated for monocrotaline injection.

Monocrotaline (from Sigma, MCT) was dissolved in 1 N HCl at a concentration of 200 mg/ml, neutralized with 1 N NaOH and diluted with sterile 0.9% saline at 20 mg/ml. MCT was injected at a dose of 60 mg/kg s.c. 3 ml/kg.
1.3 Hypoxia/SUGEN-induced PH

After an acclimatization period of 7 days, 14 rats were allocated for hypoxia + SUGEN injection. SUGEN 5416 (semaxinib, from Sigma) was formulated in carboxymethylcellulose sodium 0.5% (w/v), sodium chloride 0.9% (w/v), 0.4% (v/v) polysorbate 80, 0.9% (v/v) benzyl alcohol in deionized water (v/v). SUGEN 5416 was subcutaneously injected at a dose of 20 mg/kg/ml and rats were exposed to hypoxia (10 % O2 for 3 weeks). Hypoxia was induced by using hypobaric chambers (Minerve, Esternay, France). Rats were group housed and exposed to hypobaric atmosphere for 3 weeks via an automatic system allowing the decrease of the pressure (Duffau, Talence, France). Each cell of a hypoxic chamber is equipped with a pressure captor and connected to air supplier (air flow: 2 to 3 L/min/chamber). This hypobaric condition is equivalent to 380 mmHg (simulating a high altitude of 5500 m), and which approximately corresponds to a ½ atmosphere (10 % O2). The subsequent chronic reduction of the alveolar oxygen pressure from 140 mmHg to 70 mmHg elicits strong pulmonary arterial vasoconstriction, vascular remodeling of the distal branches of pulmonary arteries, leading to the development of PH. After the 3 weeks of chronic hypoxia the rats were housed for another 2 weeks at normoxic conditions before performing the pulmonary vasoreactivity testing. 

Acute pulmonary vasoreactivity testing in anesthetized animals
Acute pulmonary vasoreactivity testing was performed either 14 days after bleomycin instillation or 28 days after monocrotaline injection or 35 days after hypoxia-SUGEN induction. The animals were anesthetized (Inactin 80-150 mg/kg i.p) and placed on a thermostatically controlled heating table to maintain body temperature at 36–38°C (monitored continuously by the thermodilution catheter). A tracheotomy tube was placed (spontaneous breathing) and a catheter connected to a pressure transducer was inserted in the femoral artery to measure systemic arterial blood pressure and heart rate. The femoral vein was cannulated for intravenous infusion of the vasodilator. The right jugular vein was also cannulated with 3.5F umbilical vessel catheter connected to a pressure transducer. The catheter was then advanced into the right ventricle and pushed into the pulmonary artery to measure pulmonary arterial pressure. The right carotid artery was prepared and a 1.5F thermodilution catheter was inserted in the aortic arch for measuring cardiac output (CO) by the thermodilution technique. A bolus (170 µl) of room-temperature saline was injected into the pulmonary artery and cardiac output was averaged from three consecutive injections at the end of each dose of the vasodilator. MAP, mPAP and HR data were collected. Adenosine was intravenously infused using a precision infusion pump at a volume of 1 ml/kg/10min. Each dose (0.5, 1, 1.5, 2, 3 mg/kg) was infused for 10 min and then changed to the next higher concentration. 

