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Table S1	Preclinical studies of riociguat in models of systemic and pulmonary hypertension (Adapted with permission of Springer from M. Humbert et al. [eds.], Pharmacotherapy of Pulmonary Hypertension, Handbook of Experimental Pharmacology. Soluble Guanylate Cyclase Stimulators in Pulmonary Hypertension 218, 2013, p279-313, Stasch J-P and Evgenov OV. Copyright © Springer-Verlag Berlin Heidelberg 2013) 
	Study design
	Treatment
	Effect of riociguat
	Reference

	Rat and mouse models with fully established PH (induced by monocrotaline and chronic hypoxia, respectively)
	Oral riociguat administered daily
	Partial reversal of PH, RV hypertrophy, and pulmonary vascular remodeling
No significant effect on systemic arterial pressure
	(Schermuly, Stasch et al. 2008) 

	Rat model of angioproliferative PAH (induced by hypoxia and the VEGFR antagonist SU5416)
	Oral riociguat administered daily
	Increased open:occluded artery ratio and cardiac output
Decreased neointima:media ratio, RV systolic pressure, and total pulmonary resistance
Greater decrease in RV hypertrophy and improvement in RV function than with sildenafil
	(Lang, Kojonazarov et al. 2012) 

	Rat model of angioproliferative PAH (induced by hypoxia and the VEGFR antagonist SU5416)
	Oral riociguat administered daily
	Increased Smad 1/5 phosphorylation and decreased medial thickness in vascular lesions
	(Schwappacher, Kilic et al. 2013) 

	Mouse model of PH due to left heart disease (induced by transverse aortic constriction)
	Oral riociguat administered daily
	Amelioration of PH
Reduced pulmonary vascular remodeling
Improved RV function
	(Pradhan, Sydykov et al. 2016) 

	Mouse model of COPD (induced by tobacco smoke exposure)
	Oral riociguat administered daily
	Prevention of PH development, RV hypertrophy, and vascular remodeling
	(Weissmann, Lobo et al. 2014) 

	Mouse model of pulmonary fibrosis and PH (induced by bleomycin)
	Oral riociguat administered daily
	Attenuation of PH and RV hypertrophy to a greater extent than with sildenafil
Amelioration of pulmonary inflammation and fibrosis
Improved survival
	 (Evgenov, Stasch et al. 2011)

	Two rat models of systemic hypertension (renin-transgenic rats with NOS inhibited by L‑NAME, and rats with 5/6 nephrectomy) 
	Oral riociguat administered daily
	Normalization of blood pressure
Reduced heart and kidney damage
Improved survival
	(Sharkovska, Kalk et al. 2010) 

	Rat model of systemic hypertension (Dahl salt-sensitive rats fed a high-salt diet)
	Oral riociguat administered daily
	Attenuation of systemic hypertension, systolic dysfunction, fibrotic tissue remodeling, and degenerative changes in the myocardium and renal cortex
Improved survival
	(Geschka, Kretschmer et al. 2011) 

	Diabetic eNOS-knockout mice
	Oral riociguat and an ARB co-administered daily
	Reduced blood pressure and attenuation of nephropathy
	(Ott, Alter et al. 2012) 


ARB angiotension II receptor blocker, COPD chronic obstructive pulmonary disease, eNOS endothelial nitric oxide synthase, L-NAME, N-nitro-L-arginine methyl ester, NOS nitric oxide synthase, PAH pulmonary arterial hypertension, PH pulmonary hypertension, RV right ventricular, VEGFR vascular endothelial growth factor receptor.

Figure S1	Riociguat individual dose-adjustment strategy (From Riociguat for the Treatment of Pulmonary Arterial Hypertension, Ghofrani HA, et al, N Engl J Med 2013;369:330-340. Copyright©2013 Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical Society). Patients should receive a starting dose of riociguat of 1.0 mg TID. If the patient maintains a systolic blood pressure >95 mmHg and shows no signs or symptoms of hypotension (e.g. presyncope or dizziness), the dose should be increased by 0.5 mg TID every 2 weeks, to a maximum of 2.5 mg TID. If the patient’s systolic blood pressure decreases below 95 mmHg and the patient shows signs or symptoms of hypotension, the current dose should be decreased by 0.5 mg TID.
TID, three times daily 
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