ATMOS, a Proof-of-Concept Trial of Inhaled Mosliciguat in Untreated PAH or CTEPH
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Background Results

« Pulmonary hypertension (PH) is a debilitating disorder comprising a heterogenous group of progressive Figure 3. Patient Disposition
conditions with different aetiologies and characterized by progressive right heart failure, functional

Figure 4. Mean Percent Change in PVR Over Time in the PPS (N=20)2 Table 3. Overall Summary of Number of Participants With TEAEsS in the SAF (N=38)
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Figure 5. Mean Change in mPAP Over Time in the PPS (N=20)2

included in the PDS and PKS each, and 20 participants were included in the PPS Related to procedures required ; . ; ; 0 0

Equivalent to by the protocol

~10%-20% mPAP

« The proof-of-concept ATMOS trial evaluated efficacy, safety, tolerability, and pharmacokinetics (PK) of

Table 1. Baseline Demographics and Clinical Characteristics in the PPS (N=20)

interfere with evaluation of PD

Abbreviations

BL, baseline; cGMP, cyclic guanosine monophosphate; CO, cardiac output; CTEPH, chronic thromboembolic pulmonary hypertension; ERAs, endothelin
receptor antagonists; FU, follow up; iNO, inhaled nitric oxide; mPAP, mean pulmonary artery pressure; NO, nitric oxide; PAH, pulmonary arterial
hypertension, PAWP, pulmonary artery wedge pressure; PD, pharmacodynamics; PDESI, phosphodiesterase type 5 inhibitors; PDS, PD analysis set;
PH, pulmonary hypertension; PK, pharmacokinetics; PKS, PK analysis set; PPS, per-protocol set; PVR, pulmonary vascular resistance; RHC, right heart
catheterization; SAF, safety analysis set; SEM, standard error of the mean; sGC, soluble guanylate cyclase; SVR, systemic vascular resistance; TEAE,
treatment-emergent adverse event; TESAE, treatment-emergent serious adverse event; WU, Wood units.

* In the PPS, mosliciguat 2.0 and 4.0 mg doses led to mean peak percentage reductions in PVR from
baseline of -38.1% and -36.3%, respectively

« Similar effect on PVR was observed in the PDS, which included both participants who were responsive or
nonresponsive to iNO, with mean peak percentage reductions from baseline in the 2.0 mg and 4.0 mg
dose groups of -34.3% and -36.3%, respectively

« Mosliciguat doses 1.0 mg and above showed mean peak percentage reductions in PVR 2-25%,
exceeding the predefined =-20% threshold for the primary outcome
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aBars represent SEM. PBaseline refers to baseline 2 following completion of iNO challenge.

« CO was increased in the 4.0-mg dose group beginning at 0.5 hours, with a maximum increase from
baseline of 1.1 L/min, equivalent to approximately 25% increase from baseline, at 3 hours post dose

2.5 3.0
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