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Background

In 2022, ESC/ERS guidelines for the
diagnosis and treatment of pulmonary
hypertension were updated to recommend
combination therapy in all patients with PAH,
regardless of risk status, in the absence of
cardiopulmonary comorbidities’

 This analysis explores treatment
approaches in a contemporary real-world
U.S. PAH population, and how they differ by
risk status and site of care

Methods

- An online, point-in-time, survey was fielded November 2023 — February 2024 with
PAH-treating pulmonologists and cardiologists

Respondents were required to have been in practice in their specialty for a minimum of
5 years, and to have treated =10 PAH patients in the previous month

- Specialists provided deidentified patient data for up to 7 patient records meeting the
following criteria:

v/ =18 years of age

v/ WHO Functional Class (FC) IlI-1V, with no more than 1 FC IV patient

v/ Currently receiving a PAH-specific medication (phosphodiesterase 5 inhibitor
[PDES5I], endothelin receptor antagonist [ERA], soluble guanylate cyclase
stimulator [sGC], prostacyclin pathway agent)

v/ Not currently enrolled in a clinical trial

Patient data included demographics, historical and current treatment, risk status
(according to respondent’s instrument of choice), and comorbidities

- Specialists were classified into 1 of 3 cohorts based on their self-reported primary
practice setting:

— Academic or university teaching hospital
— Community hospital
— Private clinic or office
- Treatment approach (mono-vs-combination therapy) was compared across cohorts

Results

- The respondent sample included 112 specialists (72 pulmonologists and
40 cardiologists) who provided data representing 768 patients with PAH from
>80 Institutions

* 62% of respondents reported affiliations with Pulmonary Hypertension Association-
accredited Care Centers (Centers of Comprehensive Care, Regional Clinical Programs)
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Results (continued)
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Patient Demographics & Clinical Characteristics (N=768)

Sungrous

Mean age, y
Age, y 18-44 20

45-64 46

65+ 34
Sex at birth Female 53
PAH etiology |diopathic 58
PAH-CTD 20
Heritable 7
Drug and toxin associated 6
PAH-CHD 4
White 62
Black/African American 16
Asian 9
American Indian/Alaskan Native 2
Native Hawaiian/Pacific Islander <1
Hispanic/Latino 12
<3 /3-6/>6 81/17 /7
Cardiopulmonary 68
/71071 51/32/2

Ethnicity
Time since diagnosis, y

Comorbidities
Current WHO FC

CHD, congenital heart disease; CTD, connective tissue disease; FC, Functional Class; PAH, pulmonary arterial hypertension; WHO, World Health Organization;
y, year.

- Qverall, 46% of patients were currently receiving monotherapy and 54% combination therapy (42% dual and
12% triple combination)

Monotherapy was highest in private clinic/office and community hospital settings (50% and 49%, respectively) and lowest
iIn academic or university settings (40%)

PAH Treatment (N=768)
Percentage of total patients

Presence of Cardiopulmonary
Comorbidities by Treatment Regimen

PAH Treatment by Setting (N=768)
Percentage of patients

(n=290) (n=176) (n=302)

o
40
Number of

comorbidities, 141 140 46
unweighted count

Therapy >>

Number of
comorbidities,
mean

Patients with

comorbidities, % 66 7 63 12 11 13

Academic or Community Private
Monotherapy university hospital clinic or

Bl Dual combo teaching office
Triple combo hospital

Current Treatment by Disease Severity
The percentage of patients receiving monotherapy decreased with increasing disease severity as assessed by both WHO FC and risk status (all risk
instruments allowed)

52% of FC Il patients received monotherapy compared to 35% of FC |ll and 17% of FC IV patients

- 81% of low-risk patients received monotherapy compared to 70% of intermediate-low risk, 43% of intermediate-risk, 29% of intermediate-high risk,
and 13% of high-risk patients

Nearly 1/3" of all intermediate-risk patients (including intermediate-low and -high) received monotherapy

PAH Treatment by Current WHO FC (N=768)
Percentage of patients

PAH Treatment by Risk Status (N=768)
Percentage of patients

(Nn=499) (n=251) (n=18) (n=69) (n=154) (Nn=228) (n=161)
17

(n=91) (Nn=65)

35

Monotherapy
B Dual combo 31
Triple combo

FC I Int-Low™ Intermed” Int-High* High

*allowed for HCPs who didn't utilize 4 risk strata to follow up.

Not known

16% of monotherapy patients were classified as low risk and 30% as intermediate-
low risk; nearly half (449%) were intermediate risk or higher

- The percentage of low-risk patients decreased with dual and triple therapy n=352) =321} -
(4% and 0%, respectively) a : \

Differences among practice settings were observed: 16 14 20 Risk status

— Patients were more likely to be prescribed monotherapy in private and hﬁYVLOW
community settings than in academic or university settings (50%, 49%, 30 35

Intermediate

and 40%, respectively; data not shown) Int-High

— Patients in private settings were also more likely to be classified as FC |l Ml High
and/or low risk (data not shown) 28 Bl Not known

- Although a high proportion (68%) of patients had cardiopulmonary
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comorbidities, this was selected as the primary reason for prescribing
Monotherapy Dual

PAH Current Risk Status by Treatment Regimen (N=768)
Percentage of patients

monotherapy in <2% of patients (scan the QR code for more detail; data
presented at the PHA International Conference 2024)

Conclusions and Clinical Implications

- Real-world management of PAH includes a high proportion of patients treated with monotherapy who are not at low risk, which may be influenced by a
healthcare provider’s perception of disease severity, in addition to type of practice setting

Cardiopulmonary comorbidities may not be a significant limiter to combination therapy, as the average number was lower in patients on monotherapy.
Additionally, the proportion of patients with cardiopulmonary comorbidities was similar across treatment regimens

Further research is needed to assess outcomes in real-world populations where treatment approaches diverge from guideline
recommendations, and to explore drivers and barriers to guideline-directed treatment from both the physician and patient perspectives

Limitations of this study include: respondent practice settings were self-reported; the patient sample may not represent most
patients with PAH as 35% were diagnosed 12 months prior to data collection; potential for low internal validity

Reference: 1. Humbert M, et al. Eur Heart J. 2022;43(38):3618-3731.
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