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ed rats and SHR than in WKY. Valsartan reduced the expression levels of membranous
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ion levels of phosphorylated ERM in both groups. Subcutaneous infusion of phenyl-
Increased SBP lo the same lavel of anglotensin Il infusion In WKY. However, it did not
the expression levels of membranous RhoA and phosphorylated ERM. Conclusions: These
suggest that 1) the pressor response induced by central Infusion of angiotensin il is
ly mediated by activation of Rho/Rho-kinase pathway In brainstam via AT1
5, 2) this pathway may also be involved in hypertensive mechanism in SHR,

o 1412
Endothelial Nitric Oxide and Hypertension in Autonomic Failure

do Gamboa, Cyndya Shibao, Andre Diedrich, Bonniz K Black, Ginnle Farley, Satish R
8, David Robertson, Italo Biapgionl; Vanderbilt Univ, Nashville, TN

# than half of patients with autonomic fallure (AF) have severe supine hypartension despite
umemthandnﬁmummmnIMMnm.Sum
ision is related lo increased vascular resistance but the mechanism Is not known. To
hypothesis that nitric axida deficiency contributes to supine hypertension we blocked
mmmmmem»mmrmmmm
73=6 and 107=5 mmHg, respectively). Systolic blood pressure (SBP) was normalized
110 mmHg in AF with graded head-up tift, and barorefloxes were eliminated with
ihaphan in normal controls fo mimic autonomic fallure. The pressor response to graded
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Il Administration of a Mineralocorticoid Receptor Antagonist Reduces
Heart, and Blood-bome Proinflammatory Cytokines in Heart Failure
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Pulmonary Arterial Hypertension: New
Therapies

Subspecialty: Integrative Biology

Wednesday

Ernest N Morial Convention Center, Hall 12

Abstracts 14141418

1414
Inhaled Treprostinil Sodium (TRE) For the Treatment of Pulmanary
Hypertension

Robert Voswinckel, Beate Enke, Andre Kreckel, Frank Reichenbarger, Stefanie Krick,
Henning Gall, Tobias Gessier, Thomas Schmehl, Markus G Kohstall, Friedrich Grimminger,
Hossein A Ghofrani, Wemer Seeger, Horst Olschewski; Univ Hosp Giessen, Giessen,
Germany

m]ecﬂwmmmmmuﬂmafinmmimm!mmwnemﬁymmmaﬁms
exchange in severa pulmonary hypertension (PH) and to assess safety, tolerability and clinical
mlnmmmmm.mmaammnmwm
been approved for treatment of pulmonary arterial hypertension as a continuous subcutaneaus
Infusion. lloprost, another prostacyclin analogue, has been shown to be efficacious in a
randomised controlled study as repetitive inhalation. Methods: In an open-iabel study a
mmmmmwmmmmmwmwmummmmm
hypertension during Swan-Ganz catheter investigation. Patients received a TRE Inhalation by
usemmmmaupummwmndnm(smm.mimlmmmmn.
Hemodynamics were observed for 2 hours. Two patients with idiopathic PAH received
compassionate freatment with 4 inhalations of TRE per day after the acute test. Results:
Patients (male/lemale= 4/13) suffered from IPAH (n=5), PAH other (n=8) and CTEPH (n=4);
PVA 948 = 112 dyn*s"cm™®, PAP 48.3 + 2.7 mmHg, PAWP 8.9 + 0.5 mmHg, CVP 10.8 = 1.6
mmHg, CO 3.8 == 0.3 Vmin, Sv02 61.8 = 1.8 %. TRE inhalation resulted in a sustained, highly
puimonary selective vasodilatation over 120 minutes. Maximum PVR decrease was -31.2 = 4.5
%WWmln,mwMal!mmmmaMMm2:42%“101.0:
4n%mmmﬂmvam.m.mmcmmmmwmnmam
-22.9 = 3.8 % for PVR and -4.9 = 3.2% for SVR. The compassionale use patients have been
treated for more than 3 months. In both patients NYHA class improved (from IV to Iil and from
Il to W), and six minute walk increased (from O m (bedridden) to 143 m, and from 310 m to
486 m, respactively) Mwmmmmwmmdmw-mm
treatment. Conclusion: Inhaled TRE shows strong pulmonary selective vasodilatory efficacy
MammdeﬁmMMdehmm.Tmmmmmmnw
drug concentrations and short inhalation times (3 breaths). Long-term treatment effects are
very promising. The cumrent results warrant controlled studies investigating this approach in a
larger series of patients. Supported by Lung RX
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Rho-kinase in Pulmonary Hypertension

Kon Ishikura, Norikazu Yamada, Akihiro Tsuji, Satoshi Ota, Mashio Nakamura, Masaaki ito,
Naoki Isaka. Takeshi Nakano; Mie Univ Sch of Med, Tsu, Japan

Objectives: Pulmonary hypertansion (PH) is a poor prognostic disease with fimited treatment.
Rho-kinase s involved in the pathophysiology of several diseases smooth muscle
hypercontraction, But the role of is unknown. The purpose of this preliminary report was to
indicate the efficacy of fasudi, a Rho-kinase inhibitor in patients with pulmonary hypertension
using interventional hemodynamic assessment. Methods: Fasudil was intravenously injected in
mmwm‘m:m.‘s:lsmmnnsznnzr,wn=ummm
(n=5) and secondary (n=5) PH who were not recetved any vasodilator. Fasudil was
administrated 30mg with 1mg/min. Hemodynamic data were measured using Swan-Ganz
mmmmmmmumwmwaﬁmmmmmhmmm
blood gas data of baseline and the lowest total pulmonary resistance (TPR) time were
compared. Results: The lowest TPR time was within 30 to B0 minutes atter administration
Administration of fasudil decreased TPR from 136 = 68Ut 10.3 = 49U (-232
+8.2%, p < 0.001) and mean pulmonary arterial pressure (MPAP) from 43.6 = 14.5 mmHg
fo 388 = 139 mmHg (-11.6 = 10.4 %, p < 0.02). Cardiac index (CN) was significantly
increased from 2.39 = 0,86 Limin/m? to 2.74 = 0.73 Limin/m? (+16.5 = 15.1 %, p < 0.01).
Althaugh TPR was equally decreased in both primary and secondary PH, the changes in the
parameters that prescribed TPR, namely C1 and mPAP, were differant between the two groups
subjects. Increased CI was a major factor into raducing TPR in primary PH, while reduced mPAP

WATSON LABORATORIES, INC. , IPR2017-01621, Ex. 1003, p. 7 of 7





