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Pulmonary Hypertension -
2010

2009 ACCF/AHA Guidelines
Don'’t forget the left-heart

RV functional assessment
Role of exercise? Early Rx?
Paradigm shift re: IPAH
Trials: new agents




A DISEease of Decline &
Deteroration

Viean stnvivall=: 2.8 years
Class | and Il: 6 years
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Sxs fatigue, SOB, CP, hormonal T~
activation (edema, bloating),
hemoptysis syncope, arrhythmia

Adapted from: D’Alonzo GE, Barst RJ, Ayres SM. Survival in patients with PPH: Results from a
National Prospective Registry. Ann Internal Med. 1991; 115: 343-349
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17 universities, n = 674: France

Humbert M et al. Am J Respir Crit Care Med 2006







Clinical Classification of Pulmonary Hypertensmn

monary ﬁypertensmn ((tTEPH)

unclear n@jw&

Simonneau G, Robbins IM, Beghetti M, et al. J Am Coll Cardiol. 2009 S43-S54.




Pulmonary Arterial Hypertension

1.1. Idiopathic PAH

1.2. Heritable

1.2.1. BMPR2
1.2.2. ALK1, endoglin (with or without hereditary hemorrhagic telangiectasia)
1.2.3. Unknown

1.3. Drug- and toxin-induced
1.4. Associated with

1.4.1. Connective tissue diseases
1.4.2. HIV infection

1.4.3. Portal hypertension

1.4.4. Congenital heart diseases
1.4.5. Schistosomiasis

1.4.6. Chronic hemolytic anemia

1.5 Persistent pulmonary hypertension of the newborn

Simonneau G, Robbins IM, Beghetti M, et al. J Am Coll Cardiol 2009, S43-S54.




PAH: Global Prognosticators
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We have hope that additional
study will clarify the role of
PDE-| for CMP -PHT
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. Doppler ecno



Integrative RV: 3D Imaging



EARLY:: study design

Prospective, double-blind, randomised, placebo-
controlled, multicentre study (WHO FC II)

Bosentan
1°Endpts:

125 mg bid
Bosentan PVR
62.5 mg bid 6 MWD

Screening

2°Endpts.
-HD’s
Placebo -Borg Scale
-NT-BNP
-Time to

3weeks 4 weeks 24 weeks Clinical
; ; ’ ' worsening

Placebo

Baseline
randomisation

4 weeks




Galie N et al. Lancet 2008EARLY PAH Intervention




Time To Clinical Worsening

We now have'reason to
treat patients with lesser

symptomatology

Galie N et al. Lancet 2008EARLY PAH Intervention
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_ _ RV failure and
RV ischemia Systemic perfusio Ectopy

Neurohormonal,
Cytokine, Mechanic;i

Stretch Signalling e _
Altered Gene Toxicity, ischemia
Experssion or energy depletion

Growth and

remodelling
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- Elastase inhibitors
- EGF receptor inhibitors
- Dichloroacetate
- Simvastatin
- Anti-survivin

Proliferative anti-apoptotic 'matinib

i - Sildenafil
diseases . Cyclopsporine

Inflammatory
diseases

Degenerative
diseases

. EPC activation / injection -NFAT inhibitiors
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We now have an inhaled
prostanoid with ‘realistic’
administration demands



We now have an oral PDES
Inhibitor with ‘realistic’
administration demands
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SUILD-1: ETA + |PF

We remain ‘hopeful that
oral ERA’smay have benefit In
IPH + PH






Higher SBP (> 120) Exercise Test Lower MVO2 (< 10.4)



Current Added Patients Study, Primary End-
erapy erapy n uration oin
FEEDOM-C
We will soon haveRCT’ s that

TRIUMPH-1

define the role of combination Rx

foriIPAH patients‘in need

COMPASS-1

COMPASS-2

COMPASS-3






Acrnowledgrnents

Boston Adult Congenital Feart (BACH) Prograrr

Yes we carl, and Yes we are




