B

A
BAYER

E

R

2021 'xn

,N/TA21 /X9
,N/T201 N/nzN
PN
Adempas 0.5 mg; 1mg; 1.5mg; 2mq; 2.5mg
AN 25.12'Nn2.2"'n1.5 .2"'n1.,1n 0.5 oonIX
Film coated tablets
Riociguat 0.5 mg; 1mg; 1.5mq; 2mg; 2.5mg
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Chronic thromboembolic pulmonary hypertension (CTEPH)

Adempeas is indicated for the treatment of adult patients with WHO Functional Class (FC) II
to III with

* inoperable CTEPH,

» persistent or recurrent CTEPH after surgical treatment, to improve exercise capacity.
Pulmonary arterial hypertension (PAH)

Adempas, as monotherapy or in combination with endothelin receptor antagonists, is
indicated for the treatment of adult patients with pulmonary arterial hypertension (PAH) with
WHO Functional Class (FC) II to III

to improve exercise capacity.

Efficacy has been shown in a PAH population including aetiologies of idiopathic or heritable
PAH or PAH associated with connective tissue disease.
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4.2 Posology and method of administration

Transitioning between phosphodiesterase-5 (PDES) inhibitors and riociguat

Sildenafil must be discontinued at least 24 hours prior to administration of riociguat.
Tadalafil must be discontinued at least 48 hours prior to administration of riociguat.
Riociguat must be discontinued at least 24 hours prior to administration of a PDES5 inhibitor.
It is recommended to monitor for signs and symptoms of hypotension after any transition (see
sections 4.3, 4.5 and 5.1).
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4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

PDE 5 inhibitors

Preclinical studies in animal models showed additive systemic blood pressure lowering effect when
riociguat was combined with either sildenafil or vardenafil. With increased doses, over additive effects
on systemic blood pressure were observed in some cases.

In an exploratory interaction study in 7 patients with PAH on stable sildenafil treatment (20 mg three
times daily) single doses of riociguat (0.5 mg and 1 mg sequentially) showed additive haemodynamic
effects. Doses above 1 mg riociguat were not investigated in this study.

A 12 week combination study in 18 patients with PAH on stable sildenafil treatment (20 mg three
times daily) and riociguat (1.0 mg to 2.5 mg three times daily) compared to sildenafil alone was
performed. In the long term extension part of this study (non controlled) the concomitant use of
sildenafil and riociguat resulted in a high rate of discontinuation, predominately due to hypotension.
There was no evidence of a favourable clinical effect of the combination in the population studied.
Concomitant use of riociguat with PDE 5 inhibitors (such as sildenafil, tadalafil, vardenafil) is
contraindicated (see sections 4.2 and 4.3).

RESPITE was a 24-week, uncontrolled study to investigate switching from PDES5 inhibitors
to riociguat, in 61 adult PAH patients on stable PDES5 inhibitors. All patients were WHO
Functional Class III and 82% received background therapy with an endothelin receptor
antagonist (ERA). For the transition from PDES5 inhibitors to riociguat, median treatment-free
time for sildenafil was 1 day and for tadalafil 3 days. Overall, the safety profile observed in
the study was comparable with that observed in the pivotal trials, with no serious adverse
events reported during the transition period. Six patients (10%) experienced at least one
clinical worsening event, including 2 deaths unrelated to

study drug. Changes from baseline suggested beneficial effects in selected patients, e.g.
improvement in 6MWD (+31m), N-terminal prohormone of brain natriuretic peptide (NT-
proBNP) levels (-347 pg/mL) and WHO FC I/II/ITII/IV.% (2/52/46/0), cardiac index (+0.3

L/min/mo).
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