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Supplementary Statistical Methods
Primary End Point

Statistical significance of the primary efficacy end point was tested using the
stratified log-rank test. A Cox proportional-hazards regression model was used to
calculate the hazard ratio and 95% confidence interval. Kaplan Meier curves were used to
illustrate treatment differences over time in the primary efficacy end point. Supportive
end points, such as the primary efficacy end point excluding the unsatisfactory clinical
response component and the individual components of the primary efficacy end point,
were analyzed in the same manner as the primary efficacy end point. For the time-to-
event analyses, participants who withdrew from the study were censored at their last
known date in the study; however, if an event of hospitalization or death was reported
after withdrawal, it was included in the analyses.

Primary end point events reported after the final assessment visit were not
included in the primary analysis, but were included in a sensitivity analysis. The study
design took into account that following each participant’s final assessment visit,
investigators would need to make decisions regarding future treatment, and future
treatment decisions would be informed by knowing what treatment participants had been
randomized to. Therefore, investigators would need to be unblinded at a participant’s
end-of-study visit so they could provide appropriate treatment for each participant upon
study completion. To accommodate this, we included 2 database freezes. The first
database freeze was planned after the last randomized participant had received >24 weeks
of therapy and the 105th adjudicated first clinical failure event was projected to have

occurred in the primary analysis set. At that time, all participants were notified to return



for a final assessment visit or their Week 24 visit, whichever was later. The database was
frozen for each participant’s visit-based data through the final assessment visit. The
primary analysis was performed on these data. Participants then returned to the clinic for
their end-of-study visit, the investigator was unblinded and participants were treated per
investigator discretion. Following the last participant’s end-of-study visit, the database
was frozen a second time, and locked. A sensitivity analysis was performed on these data
also including events that occurred between the final assessment visit and the end-of-

study visit.

Secondary End Points

If the comparison of the primary end point was statistically significant, the
secondary end points were to be analyzed in an alpha-controlled sequential step-down
manner. Secondary efficacy end points were measured at week 24 and were tested in the
following order: change from baseline in N-terminal pro-brain natriuretic peptide levels;
percentage of participants with a satisfactory clinical response; change from baseline in
6-minute walk distance; change from baseline in WHO functional class; and change from
baseline in Borg dyspnea index.

N-terminal pro-brain natriuretic peptide levels were presented as the geometric
mean and geometric mean ratio and analyzed using an analysis of covariance model and
mixed models repeated measures with terms for treatment, etiology, WHO functional
class, and baseline measurement. Change from baseline in WHO functional class
(categorized as improved, no change, and deteriorated) was analyzed using the Cochran-

Mantel-Haenszel test. The percentage of participants with a satisfactory clinical response



was analyzed as a binary end point using logistic regression with treatment, etiology and
WHO functional class as covariates. Change in 6-minute walk distance and Borg dyspnea
index were analyzed using the Wilcoxon rank-sum test stratified by etiology and WHO
functional class.

Missing week 24 values for 6-minute walk distance and WHO functional class
were assigned worst-rank scores if they were preceded by an adjudicated clinical failure
event of death or hospitalization; otherwise they were imputed using a last observation
carried forward (LOCF) approach. Sensitivity analyses using a model-based approach

were also performed.

Post-hoc Analyses

Separate Analysis of Variance (ANOVA) models to test the existence of any
evidence of a treatment difference for days on randomized medication, days on study or
time to first hospitalization (all cause) were run. The ANOVA models included a term for
treatment with adjustments for baseline etiology and WHO functional class.
The number (%) of participants with a hospitalization due to worsening pulmonary
arterial hypertension or serious adverse event of hospitalization (all cause) were analyzed

by the Chi-Square method.



Table S1. List of All Initial Trial Inclusion and Exclusion Criteria.

Inclusion Criteria

1 Between 18 and 75 years of age, inclusive, at the Screening Visit.
2 Weigh >40 kg at the Screening Visit.
3 Have a diagnosis of PAH due to the following:

a. idiopathic or heritable PAH

b. PAH associated with:

I. connective tissue disease (e.g., limited scleroderma, diffuse
scleroderma, mixed CTD, systemic lupus erythematosus, or overlap
syndrome)

ii. drugs or toxins

iii. HIV infection

iv. congenital heart defects repaired greater than 1 year prior to
screening (i.e., atrial septal defects, ventricular septal defects, and
patent ductus arteriosus)

NB: those with portopulmonary hypertension and PVOD are NOT eligible
for the study.
4 Have a current diagnosis of being in WHO Functional Class 11 or 111.
5 Participant with a diagnosis of HIV must have stable disease status. For this
study, stable HIV status is defined as:
v. No addition of medications for treatment of HIV for at least 8 weeks
prior to screening
vi. No active opportunistic infection during the Screening Period
vii. No hospitalizations due to HIV for at least 4 weeks prior to
screening.
6 Meet all of the following hemodynamic criteria by means of a RHC prior to
screening:
i.  mPAP of >25 mmHg
ii. PVR >240 dyne-sec/cm5
iii. PCWP or LVEDP of <15 mmHg.
7 Meet all of the following pulmonary function tests completed no more than

24 weeks before the Screening Visit:
i. Total lung capacity (TLC) >60% of predicted normal and

ii. Forced expiratory volume in one second (FEV1) >55% of predicted
normal.




8 Walk a distance of >125m and <500m at the Screening Visit.

9 Participant, with or without supplemental oxygen, must have a resting arterial
oxygen saturation (Sa02) >88% as measured by pulse oximetry at the Screening
Visit.

10 Participant has not enrolled in an exercise training program for pulmonary
rehabilitation within 12 weeks prior to the Screening Visit and must agree not to
enroll in an exercise training program for pulmonary rehabilitation during the
Screening Period and the first 24 weeks of the study. Participants enrolled in an
exercise program for pulmonary rehabilitation 12 weeks prior to screening may
enter the study if they agree to maintain their current level of rehabilitation for
the first 24 weeks of the study.

11 Females of childbearing potential must agree to use 2 reliable methods of
contraception from the Screening Visit until study completion and for at least 30
days following the last dose of investigational product.

12 Agree not to participate in a clinical study involving another investigational drug
or device throughout this study.

13 Competent to understand the information given in the Institutional Review Board
(IRB) or Independent Ethics Committee (IEC) approved ICF and must sign the
form prior to the initiation of any study procedures.

Exclusion Criteria

1 Received previous PAH therapy (PDESI, ERA, chronic prostanoid®) within 4
weeks prior to the Screening Visit.

*Chronic prostanoid use is considered >7 days of treatment

2 Received ERA treatment (e.g., bosentan or sitaxentan) or PDESi treatment (e.g.
Sildenafil) at any time AND discontinued due to tolerance issues other than those
associated with liver function abnormalities.

3 Previously discontinued ambrisentan or tadalafil in either another clinical study
or commercial product (Volibris/Letairis or Adcirca) for safety or tolerability
reasons.

4 Known hypersensitivity to the Investigational Products, the metabolites, or
formulation excipients.

5 Receiving intravenous inotropes within 2 weeks prior to the Screening Visit (e.g.
dopamine, dobutamine).

6 Receiving treatment with a potent inhibitor of CYP3A4 (e.g. protease inhibitors,
systemic ketoconazole, or systemic itraconazole).

7 Receiving treatment with a potent inducer of CYP3A4 (e.g. rifampicin).

8 Receiving calcium channel blockers or HMG-CoA reductase inhibitors (i.e.,

statins) on an unstable dose 4 weeks prior to the Screening Visit (to be eligible
participants must not have changed their dose <4 weeks prior to the Screening




Visit).

9 History of angina pectoris or other condition that was treated with long or short-
acting nitrates <12 weeks of screening.

10 Serum ALT or AST lab value that is > 2xULN at the Screening Visit.

11 Serum bilirubin lab value that is >1.5XULN at the Screening Visit.

12 Severe renal impairment (creatinine clearance <30 mL/min) at the Screening
Visit.

13 Severe hepatic impairment (Child-Pugh class C with or without cirrhosis) at the
Screening Visit.

14 Clinically significant anemia in the opinion of the investigator.

15 Bleeding disorders or significant active peptic ulceration in the opinion of the
investigator.

16 Uncontrolled hypertension (>180/110 mmHg) at screening.

17 Severe hypotension (<90/50 mmHg) at screening.

18 Acute myocardial infarction within the last 90 days prior to screening.

19 Clinically significant aortic or mitral valve disease; pericardial constriction;
restrictive or congestive cardiomyopathy; life-threatening cardiac arrhythmias;
significant left ventricular dysfunction; left ventricular outflow obstruction;
symptomatic coronary artery disease; autonomic hypotension; or fluid depletion
in the opinion of the investigator.

20 Past medical history of NAION.

21 Hereditary degenerative retinal disorder (e.g. retinitis pigmentosa).

22 Clinically significant fluid retention in the opinion of the investigator.

23 Cardiovascular, liver, renal, hematologic, gastrointestinal, immunologic,
endocrine, metabolic, or central nervous system disease that, in the opinion of the
investigator, may adversely affect the safety of the participant and/or efficacy of
the investigational product or severely limit the lifespan of the participant other
than the condition being studied.

24 Participant has a history of malignancies within the past 5 years, except for
localized, non-metastatic basal cell carcinoma of the skin, in situ carcinoma of
the cervix, or prostate cancer who is not currently or expected, during the study,
to undergo radiation therapy, chemotherapy, and/or surgical intervention, or to
initiate hormonal treatment.

25 Females who are pregnant or breastfeeding.

26 Demonstrated noncompliance with previous medical regimens.

27 Recent (within 1 year) history of abusing alcohol or illicit drugs.

28 Participated in a clinical study involving another investigational drug or device




within 4 weeks before the Screening Visit.




Table S2. Inclusion and Exclusion Criteria As Per Initial Protocol and Revised

Criteria As Per Subsequent Amendment.

Initial Protocol Revised Criteria
Inclusion criteria: Inclusion criteria:
Confirmed diagnosis of PAH with:* Confirmed diagnosis of PAH with:*

- mPAP >25 mm Hg - mPAP >25 mm Hg

- PVR >240 dyne-sec/cm® - PVR >300 dyne-sec/cm’

- PCWP or LVEDP <15 mm Hg - PCWP or LVEDP <12 mm Hg if PVR
Exclusion criteria: >300 to <500 dyne-sec/cm®
No exclusions with regard to cardiovascular - or PCWP or LVEDP <15 mm Hg if
risk factors PVR >500 dyne-sec/cm’

Exclusion criteria:
Participants must not have >3 of the
following HFpEF risk factors:

- BMI >30 kg/m*

- History of essential hypertension

- Diabetes mellitus (any type)

- Historical evidence of significant
CAD established by any of the
following:

History of Ml

History of PCI




Angiographic evidence of CAD
(>50% stenosis in >1 vessel)

Positive ST

Previous CABG

Stable angina

*Based on right heart catheterization before screening.

BMI = body mass index; CABG = coronary artery bypass graft; CAD = coronary artery disease; HFpEF =
heart failure with preserved ejection fraction; LVEDP = left ventricle end diastolic pressure; Ml =
myocardial infarction; mPAP = mean pulmonary arterial pressure; PAH = pulmonary arterial hypertension;
PCI = percutaneous coronary intervention; PCWP = pulmonary capillary wedge pressure; PVR =

pulmonary vascular resistance; ST = stress test.
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Table S3. Summary of Time to First All-Cause Hospitalization in the Primary

Analysis Set (Baseline to Final Assessment Visit).

Combination Pooled Ambrisentan Tadalafil Total

Therapy Monotherapy = Monotherapy  Monotherapy  (N=500)

(n=253) (n=247) (n=126) (n=121)
Number (%) of participants with a 94 (37%) 107 (43%) 56 (44%) 51 (42%) 201 (40%)
hospitalization due to worsening
PAH or SAE hospitalization (all
cause)
P-value* - 0.16 0.17 0.35
Time to first such hospitalization,
days
n 94 107 56 51 201
Mean 271 284 328 235 278
SD 267 238 268 192 252
P-value - 0.75 0.15 0.38
Number of such hospitalizations 0.30 0.37 0.36 0.38 0.33

per participant year of exposure

*Chi-Square method vs combination therapy group.
Post-hoc analyses.

PAH = pulmonary arterial hypertension; SAE = serious adverse event.
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Table S4. Sensitivity Analysis of Primary End Point at End of Study Visit (Primary

Analysis Set).

Combination Pooled Ambrisentan Tadalafil
Therapy Monotherapy Monotherapy  Monotherapy
Event (n=253) (n=247) (n=126) (n=121)
Participants with first event, n 52 (21) 84 (34) 47 (37) 37 (31)
(%)
Death 13 11 3 8
Hospitalization for 10 32 19 13
worsening PAH
Disease progression 12 16 12 4
Unsatisfactory long-term 17 25 13 12
clinical response
Hazard ratio (combination vs
each monotherapy group) — 0.52 0.48 0.56
95% ClI — 0.37,0.73 0.32,0.71 0.37,0.86
P-value —~ <0.001 <0.001 0.01

Cl = confidence interval; PAH = pulmonary arterial hypertension.

This sensitivity analysis includes the primary end point events (to FAV) plus events
that occurred between the final assessment visit and the end-of-study visit, reported
after the first database freeze, when a number of investigators were unblinded to

treatment assignment. See the explanation above.
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Table S5. Summary of First Adjudicated Clinical Failure Event (Excluded from

Primary Analysis Set).

Combination Pooled Ambrisentan Tadalafil

Therapy Monotherapy Monotherapy  Monotherapy

Event (n=49) (n=56) (n=26) (n=30)
Participants with first event, n 14 (29) 21 (38) 10 (38) 11 (37)
(%)
Death 4 4 3 1
Hospitalization for 1 6 3 3

worsening PAH
Disease progression 5 5 1 4
Unsatisfactory long-term 4 6 3 3

clinical response

PAH = pulmonary arterial hypertension.

Inferential analyses were not performed for the ex-primary analysis set due to the
small size of this population.
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Table S6. Analysis of the Primary End Point Excluding the Unsatisfactory Clinical

Response Component (Primary Analysis Set).

Combination Pooled Ambrisentan Tadalafil

Therapy Monotherapy Monotherapy  Monotherapy

Event (n=253) (n=247) (n=126) (n=121)
Participants with first event, n 36 (14) 60 (24) 36 (29) 24 (20)
(%)

Hazard ratio (combination vs

each monotherapy group) — 0.51 0.44 0.61
95% ClI — 0.34,0.78 0.28,0.70 0.36, 1.03
P-value — 0.001 <0.001 0.06

CIl = confidence interval.
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Table S7. Analysis of Time to First Adjudicated Primary End Point Event and

Study Discontinuation (Primary Analysis Set).

Combination Pooled Ambrisentan Tadalafil

Therapy Monotherapy Monotherapy  Monotherapy

Event (n=253) (n=247) (n=126) (n=121)
Participants with first event, n 70 (28) 111 (45) 61 (48) 50 (41)
(%)

Hazard ratio (combination vs

each monotherapy group) — 0.54 0.51 0.57
95% ClI — 0.40, 0.73 0.36,0.73 0.40, 0.82
P-value — <0.001 <0.001 0.002

Cl = confidence interval.

This post-hoc sensitivity analysis adds study discontinuation as a 5th component to the
primary end point, as time to first event analysis (primary end point components or
discontinuation), and therefore assesses the impact of study discontinuation on the primary
end point analysis. This table includes events occurring prior to the final assessment but
reported after the first database freeze.
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Table S8. Change From Baseline to Week 24 for 6MWD and WHO Functional

Class (Primary Analysis Set).

Combination Pooled Ambrisentan Tadalafil
Therapy Monotherapy Monotherapy  Monotherapy
End Point (n=253) (n=247) (n=126) (n=121)
6MWD change from baseline, m, median (Q1, Q3)*
Week 24 n=229 n=216 n=108 n=108
52.50 (14.95,  31.55 (-5.00, 34.00 (-5.50, 30.25 (-3.00,
90.00) 67.50) 66.45) 67.50)
6MWD change from baseline (MMRM), m, mean*
Week 24 n=229 n=216 n=108 n=108
51.74 27.26 21.21 33.30
P-value - <0.001 <0.001 0.01
WHO FC, n (%)*
Week 24 n=233 n=220 n=109 n=111
Improved 89 (38) 80 (36) 41 (38) 39 (35)
No change 138 (59) 133 (60) 63 (58) 70 (63)
Deteriorated 6 (3) 7 (3) 5(5) 2 (2)
P-value - 0.66 0.63 0.82
WHO FC (MMRM)
Week 24 n=233 n=220 n=109 n=111
Least-squares mean
change from baseline -0.4 -0.3 -0.4 -0.3

16



Mean difference (95% CI) -0.0(-0.1,0.1) -0.0(-0.2,0.1) -0.0(-0.2,0.1)

P-value — 0.46 0.62 0.48

"Data based on observed cases, no imputation.
6MWD = 6-minute walk distance; Cl = confidence interval; FC = functional class; MMRM = mixed

models repeated measures; Q = quartile; WHO = World Health Organization.
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Table S9. Summary of Safety Findings (Primary Analysis Set, on Randomized
Treatment).

Combination Ambrisentan Tadalafil
Therapy Monotherapy Monotherapy
(n=253) (n=126) (n=121)

Most common AE (=10% in any group), n (%)

Peripheral edema 115 (45) 41 (33) 34 (28)
Headache 107 (42) 41 (33) 42 (35)
Nasal congestion 54 (21) 19 (15) 15 (12)
Diarrhea 50 (20) 29 (23) 23 (19)
Dizziness 50 (20) 24 (19) 14 (12)
Dyspnea 44 (17) 22 (17) 20 (17)
Nausea 43 (17) 18 (14) 20 (17)
Cough 40 (16) 14 (11) 21 (17)
Flushing 38 (15) 18 (14) 11 (9)
Anemia 37 (15) 8 (6) 14 (12)
Nasopharyngitis 37 (15) 26 (21) 18 (15)
Pain in extremity 37 (15) 14 (11) 18 (15)
URTI 34 (13) 20 (16) 20 (17)
Arthralgia 32 (13) 17 (13) 19 (16)
Back pain 31 (12) 13 (10) 18 (15)
Fatigue 30 (12) 17 (13) 15 (12)

Dyspepsia 29 (11) 5(4) 14 (12)

18



Palpitations 28 (11) 20 (16) 17 (14)

Vomiting 28 (11) 11 (9) 12 (10)
Bronchitis 27 (11) 5(4) 10 (8)
Non-cardiac chest pain 27 (11) 10 (8) 8 (7)
Myalgia 23(9) 12 (10) 15 (12)
uTI 18 (7) 9(7) 15 (12)
Pulmonary hypertension* 12 (5) 13 (10) 9(7)

Other AEs of clinical interest

Hypotension 20 (8) 9(7) 9(7)

Syncope 13 (5) 7 (6) 10 (8)

AEs leading to treatment discontinuation

Any 31 (12) 14 (11) 14 (12)

Most common

Dyspnea 5(2) 0 1(<1)
Peripheral edema 4(2) 3(2) 1(<1)
Serious AEs
Any 92 (36) 45 (36) 50 (41)

Most common

Pulmonary hypertension* 11 (4) 11 (9) 9(7)

Pneumonia 11 (4) 7 (6) 4(3)

*In each case, the investigator reported the events using additional text not captured in the preferred term,
describing this as worsening of pulmonary hypertension. However, an AE report of worsening pulmonary

hypertension does not necessarily become a primary end point event, which has specific criteria.
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AE = adverse event; URTI = upper respiratory tract infection; UTI = urinary tract infection.
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Figure S1. Study Design.

Clinic visits every 12 weeks
Safety visits every 4 weeks
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Evaluation of 105 clinical ~ Clinical failure db lock)
Ambrisentan (ABS) secondary failure events: events
e Tadlallafil (TAD) FAV: final assessment visit efficacy primary reached)
------ Placebo (PBO) EOS: end of study endpoints endpoint

Legend: Participants received 5-mg ambrisentan tablets and 20-mg tadalafil tablets
together or as monotherapy. Matching placebo tablets were administered to maintain
blinding. Ambrisentan was given at a dose of 5 mg once daily for the first 8 weeks and 10
mg once daily thereafter; tadalafil was administered at a dose of 20 mg once daily for the
first 4 weeks and 40 mg once daily thereafter. Participants received a minimum of 24
weeks of therapy. At the estimated time of the occurrence of the 105th event in the
primary analysis set, all participants were notified to return for the final assessment visit
(FAV) within 28 days or for their week 24 visit, whichever occurred later. The database
was frozen for each participant’s visit-based data through FAV. The primary analysis of
the primary end point was performed on the events occurred up to the FAV. Blinded
treatment was continued following the FAV, after which the participants returned within
4 weeks for the end-of-study (EoS) visit and were then unblinded. Also the events

occurred between the FAV and the EoS visit were recorded and adjudicated. Following
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the last participant’s EoS visit, the database was locked for all visits. A sensitivity
analysis was performed on these data, also including events that occurred between the
FAV and the EoS visit (Table S4). 6MWD = 6-minute walk distance; db = database;

PAH = pulmonary arterial hypertension.
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Figure S2. Participant Disposition.

Randomized
(N=610}

Did not receive study drug
(n=5}

iz

Tadalafil
(n=121)

Combination Ambrisentan
(n=253) (n=126)

Did not permanently

Permanently discontinued Did not permanently

ly di Did not Permanently discontinued
study drug (n=55) discontinue study drug study drug (n=43) discontinue study drug ‘study drug (n=29) discontinue study drug
(n=38) =188) AE (n=24) (n=83) AE (n=18) (n=82)
Degision by Investigator discretion (n=12) Decision by partici (n=5)
participantiproxy (n=12) Decision by panticipantiproxy (n=6) Investigator discretion (n=3)

Lost to follow-up (n=2)

Investigater discretion (n=7) Protosol deviation (1=1)

Discantinued study (n=43) Did ot discontinue Discontinued study (n=30) Did not discontinue Discontinuad study (n=28) Did not discantinue
AE (n=24) study (n=12) AE (n=15) study (n=13) AE (n=15) study (n=1)
diseretion (n=11) i Withdrew consent (n=7)

Investigator discretion (1=4)
Lost to follow-up (n=2)

Wiithdrew consent (n=7) Withdrew cansent (n=6)
Protocol deviation (n=1)

Protocol deviation (n=1)

Co

Completed study N;ﬁeﬁ 35*50’
1o FAV (n=93)

Completed study orpieted dud
10 FAV (n=

1o FAV (n=210}

Ex-PAS
(n=105)

Tadalafil
(n=30)

Ambrisentan
(n=26)

Combination
(n=43)

Did not permanently
disconfinue study drug
(n=15)

Permanently discontinued
study drug (n=15)
E (n=7)

Did not permanently
discontinue study drug
(n=14)

Permanently discontinued
study drug (n=12)
AE (n=10)

Did not permanently
discontinue study drug

Permanently discontinued
study drug (n=19}"

AE (n=16)
Decision by parti (n=2)
Investigator discrefion (n=2)

Investigator discretion (n=)
Decision by participantiproxy (1=2)
Lost ta follow-up (n=1)
Protocol deviation (n=1)

Investigator discretion (n=2)

Discontinued study (n=9)
AE (n=8)

study (n=2)

[ Did not discontinue ]

Did not discontinue
study (n=4)

Discantinued study (n=15)
AE (n=9)

Investigator discreficn (n=3)
Viithdrew consent (n=2)
Lost to follow-up (n=1)

Did not discontinue
study (n=2)

discretion (n=1)

Discantinued study (n=13}
n=7)

Investigator discretion (n=4)
Lost to follow-up (n=1)
Protocol deviation (n=1)

Completed study

1o FAV (n=17)

Completed study
to FAV {n=17)

Completed study
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*One participant had 2 reasons for permanent discontinuation of combination therapy.

AE = adverse event; FAV = final assessment visit; mITT = modified intention to treat; PAS =

primary analysis set; Ex-PAS = excluded from the primary analysis set
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Figure S3. Forest Plot of Primary End Point (Clinical Failure) and Its Components

in the Primary Analysis Set. Clinical Worsening Is Also Included.*

Group Events Hazard Ratio (95% CI) P Value
Participants with events
ftotal participants (%)
Clinical failure Combination 46 /253 (18)
Pooled Monatherapy 77 1247 (31) —— i 0.50 (0.35,072) <0.001
AMB Monotherapy 43126 (34) —— ' 0.48 (0.31,072) <0.001
TAD Monotherapy 34 121 (28) e E 0.53 (0.34, 0.83) 0.005
Clinical worsening Combination 36 /253 (14) i
Pooled Monotherapy 60 /247 (24) —_— : 0.51 (0.34,0.78) 0.001
AMB Monotherapy 36 /126 (29) —_— H 044 (0.28,070) <0.001
TAD Monotherapy 24 121 (20) —_"—_'i‘ 0.81 (0.36, 1.03) 0.086
Death Combination 13 253 (5) ;
Pooled Monatherapy 19 1247 (8) —.—E— 0.64 (0.31, 1.29) 021
AMB Monotherapy 97126 (7) _H— 0.71 (0.30, 1.67) 043
TAD Monotherapy 10121 (8) _ﬁ.—i— 0.57 (0.25,1.29) 017
First hospitalization Combination 19 1253 (8) ]
Pooled Monotherapy 44 1247 (18) —_—— H 037 (022,064) <0.001
AMB Monotherapy 27126 (21) el i 0.32 (0.18,0.58)  <0.001
TAD Monotherapy 17 121 (14) —— : 0.44 (0.23, 0.85) 0.01
First disease progression Combination 13 /253 (5) i
Pooled Monotherapy 19 1247 (8) —.—:— 0.62 (0.31, 1.25) 0.18
AMB Monotherapy 14 126 (11) B E 0.44 (0.21,0.93) 0.03
TAD Monotherapy 57121 (4) Ly 1.12 (0.40, 3.15) 0.84
First ULTCR Combination 17 1253 (7) E
Pooled Monatherapy 25 /247 (10) —.—:— 0.61 (0.33, 1.13) 01
AMB Monotherapy 12 /126 (10) -----—I——-E—-—- 067 (032,141) 029
TAD Monotherapy 13121 (1) —_— 055 (0.27,1.14) 010
T T T T T T 1
025 05 1 2 4
Favors Combination Favors Monotherapy

Hazard ratios = combination vs pooled monotherapy group and vs each monotherapy group. Cl =
confidence interval; ULTCR = unsatisfactory long-term clinical response.
*Clinical worsening is defined as the first occurrence of a composite end point of death,

hospitalization for worsening pulmonary arterial hypertension, or disease progression.
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Figure S4. Forest Plot of Primary End Point (Clinical Failure) and Its Components

in the Modified Intention-to-Treat Population. Clinical Worsening Is Also

Included.*
sreee fﬂ‘ﬂ?ﬁﬁ{iﬁ: entt Hazard Ratio (95% Cl) PValue

Clinical failure Combination therapy 60 /302 (20)

Pooled Monotherapy 98 /303 (32) —r 0.53 (0.39,0.73) <0.001

AMB Monotherapy 53 M52 (35) el 051 (0.35,073) <0.001

TAD Monotherapy 45 151 (30) — 0.55 (0.37, 0.81) 0.002
Clinical worsening Combination therapy 47 /302 (16)

Pooled Monotherapy 80 /303 (26) e 0.52 (0.36, 0.75) <0.001

AMB Monctherapy 46 /152 (30) —_—lbG— 0.46 (0.31, 0.69) <0.001

TAD Monctherapy 34 151 (23) ——— 0.60 (0.38, 0.93) 0.02
Death Combination therapy 18 /302 (6)

Pooled Monotherapy 28 /303 (9) —f 0.61 (0.34, 1.11) 0.10

AMB Monotherapy 13 152 (9) _— 0.68 (0.33, 1.39) 028

TAD Monotherapy 15 151 (10) —_— 0.54 (0.27, 1.07) 0.07
First hospitalization Combination therapy 24/ 302 (8)

Pooled Monotherapy 57 /303 (19) —_— 0.37 (0.23,0.60) <0.001

AMB Monctherapy 34 1152 (22) R — 0.33 (0.19, 0.55) <0.001

TAD Monotherapy 23 1151 (15) —_— 0.44 (0.25,0.79) 0.004
First disease progression Combination therapy 18 /302 (6)

Pooled Monotherapy 26 /303 (9) — 065 (0.34,1.18) 0.16

AMB Monotherapy 17 M52 (11) —_—— 051 (0.26,0.98) 0.04

TAD Monoctherapy 97151 (8) L —— 3 E——— 0.91 (0.41, 2.02) 081
First ULTCR Combination therapy 22 /302 (7)

Pooled Monotherapy 32 /303 (11) JR————— 063 (0.36,1.08) 009

AMB Monotherapy 15 /152 (10) —_— 069 (0.36,1.34) 027

TAD Monotherapy 17 151 (11) —_— 0.56 (0.30, 1.06) 0.07

025 0.5 1 2 4
-« >
Favors Combination Favors Monotherapy

Hazard ratios = combination vs pooled monotherapy group and vs each monotherapy group. Cl =
confidence interval; ULTCR = unsatisfactory long-term clinical response.
* Clinical worsening is defined as the first occurrence of a composite end point of death,

hospitalization for worsening pulmonary arterial hypertension, or disease progression.
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Figure S5. Forest Plot of the First Adjudicated Primary End Point (Clinical Failure)
Event by Etiology, Baseline World Health Organization Functional Class, Baseline

Age, Baseline 6-Minute Walk Distance, Region, and Gender. Primary Analysis Set.

S el P s
Participants with events /total participants (%) Hazard Ratio (95% Cl}

Etiology 0.66
IPAH/HPAH 279 25/134(19) 46 /145(32) —_— 0.54 (0.33,0.87) 0.01
APAH 21 21/119(18)  31/102(30) —_— 0.45 (0.26,0.79) 0.005

Baseline WHO FC 0.08
WHO FC Il 155 4/76(5) 17 /79(22) —_— 0.21 (0.07, 0.63) 0.005
WHO FC il 345 42/177(24) 60 /168 (36) — 0.58 (0.39, 0.86) 0.006

Age at Baseline 0.26
<57 years 244 13/124(10)  31/120(26) —_—— 0.37 (0.19, 0.70) 0.002
>=57 years 256 33/129(26)  46/127(36) —_—— 0.58 (0.37,0.91) 0.02

Baseline 6MWD 0.41
<363.7m 250 35/129(27)  51/121(42) —_— 0.54 (0.35,0.83) 0.005
>=363.7m 250 11 /124 (9) 26 /126 (21) B — 0.38 (0.19, 0.77) 0.007

Region 0.92
North America 228 22/116(19) 34 /112 (30) —_—— 0.51 (0.30, 0.87) 0.01
Restof World 272 24/137(18) 43 /135(32) B 0.51 (0.31,0.83) 0.008

Gender 0.68
Female 388 32/188(17)  61/200(31) —— 0.47 (0.31,0.73) <0.001
Male 112 14 /65 (22) 16 /47 (34) —_— 0.58 (0.28,1.19) 0.14

r T T T T T J

0.125 0.25 0.5 1 2 4

<
<«

v

Favors Favors

Combination Monotherapy
Hazard ratios = instantaneous risk (independent of duration of treatment exposure) of a primary end
point event when receiving combination vs pooled monotherapy. A test for interaction between
subgroup and treatment was performed to enable detection of evidence of differential treatment
benefit between subgroup levels. BMWD = 6-minute walk distance; APAH = pulmonary arterial
hypertension associated with a connective tissue disease, drugs or toxins, human immunodeficiency
virus (stable disease status), or repaired congenital heart defects; BL = baseline; Cl = confidence

interval; HPAH = hereditary pulmonary arterial hypertension; IPAH = idiopathic pulmonary

arterial hypertension; WHO FC = World Health Organization functional class.
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Athens: G. Athanasopoulos. Genaral Hospital of Kavala, Kavala: K. Blamis*. General
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Thessaloniki: 1. Stanopoulos®. "Ahepa™ University General Hospital of Thessaloniki,
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