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Background

» Tadalafil and sildenafil are the two main PDESis approved in PAH that target the nitric oxide pathway, one of the
pathogenetic pathways involved in the disease. According to guideline recommendations, the combination of a
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15 RCTs used a licensed dose (sildenafil: 60 mg; tadalafil: 40 mg) and of those, 11 reported either 6MWD or
PVR at a timepoint of 6, 12, 24 and/or 26 weeks. 6 RCTs investigated PDESis as monotherapy; 3 RCTs as
PDE5Sis+ERAs and 2 RCTs investigated both (Table 1).4

Study results

presented. The bubble width represents the number of patients within the study population and is
scaled to 40%. The size of the study population is labelled on the bubble. The lines of the graph
indicate the standard error, where reported. 2Patient population consisted of patients with SSc-related
PAH. Abbreviations: 6MWD: 6-minute walk distance; CFB: change from baseline; ERAs: endothelin
receptor antagonists; PAH: pulmonary arterial hypertension; RCT: randomized controlled trial;

SSc: systemic sclerosis.

Abbreviations: CDSR: Cochrane Database of Systematic Reviews; CENTRAL: The Cochrane
Central Register of Controlled Trials; ICTRP: International Clinical Trials Registry Platform;
PRISMA: Preferred Reporting ltems for Systematic Reviews and Meta-Analyses;

SLR: systematic literature review.

* Table 1 summarizes studies with at least one arm reporting on the approved maintenance daily dose for either
tadalafil (40 mg) or sildenafil (60 mg).
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Of the 15 RCTs identified, data are only presented for RCTs that report either mean CFB in PVR at
W6, W12, W16 and W26 for tadalafil 40 mg and sildenafil 60 mg (i.e., 20 mg three times daily) daily
as a monotherapy or in combination with ERAs. Data are presented for the ITT population. The bubble
width represents the number of patients within the study population and is scaled to 40%. The size

of the study population is labelled on the bubble. The lines on the graph indicate the standard error,
where reported. 2Patient population consists of both patients who received prior bosentan and patients
with no prior exposure to bosentan. Abbreviations: CFB: change from baseline; ERAs: endothelin
receptor antagonists; PVR: pulmonary vascular resistance; PAH: pulmonary arterial hypertension;
RCT: randomized controlled trial.

TABLE 1: Study characteristics of reported RCTs evaluating tadalafil and sildenafil as a monotherapy or in combination with ERAs in PAH

Objective

By using a systematic literature
review (SLR), to understand how the
phosphodiesterase type 5 inhibitors
(PDESis), tadalafil and sildenafil,
compare to each other on clinical
endpoints (efficacy and safety) in
pulmonary arterial hypertension
(PAH) either as monotherapy or in
combination with endothelin receptor
antagonists (ERAS).

Conclusion

Qualitative syntheses of RCT data
suggest that tadalafil monotherapy/
combination therapy with ERAs may
have more favorable improvements in
6MWD and reduction in PVR in adults
with PAH versus sildenafil.
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e SAEs for tadalafil monotherapy (n=2) were 8.9% (W16)/10.0% (W24); SAEs for tadalafil+macitentan/
ambrisentan (n=2) were 31.5% (W26)/36.4% (W87); SAEs for sildenafil monotherapy (n=1) were 6.7% (W12),
and SAEs for sildenafil+bosentan (n=1) were 18.0% (W12).

Of the 15 RCTs identified, data are only presented for RCTs that report either mean CFB in 6MWD at W6, W12, W16, W24 and W26; or mean CFB in PVR for tadalafil 40 mg and sildenafil 60 mg (i.e., 20 mg three times daily) daily as a monotherapy or in combination with ERAs. Data are presented for the ITT population. Values in italics not presented graphically
for BMWD as W12 values available. 2Patient population consists of both patients who received prior bosentan and patients with no prior exposure to bosentan. "Mean CFB PVR (95% Cl). ‘Data presented for W12 are last observation carried forward. Patient population consisted of patients with SSc-related PAH. Abbreviations: 6MWD: 6-minute walk distance;
CFB: change from baseline; CI: confidence interval; ERA: endothelin receptor antagonists; ITT: intention-to-treat; NR: not reported; PAH: pulmonary arterial hypertension; PDESi: phosphodiesterase type 5 inhibitors; PVR: pulmonary vascular resistance; RCTs: randomized controlled trials; SE: standard error; sec: seconds; SSc: systemic sclerosis; W: Week.
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