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Pulmonary Arterial Hypertension:
Definition

 Mean PA pressure > 25 mmHQg with
PCW <15 mmHg

e PVR 3 Units PVR = TPG/CO
TPG = PAM-PCW

 EXxercise mean PA pressure > 35 mmHg




World Conference
on Pulmonary
Hypertension
Revised
Nomenclature and
Classification

(Venice 2003)

PAH
IPAH
FPAH
CVD
Congenital L to R shunts
Portal pulmonary HTN
HIV
Drugs/toxins
PVOD

Pulmonary venous HTN
e Left heart dz

PH assoc with hypoxia
« COPD
 |LD
o Sleep disordered breathing
 High altitude
Thromboembolic

Miscellaneous




Pathogenesis of PAH

(1) RISK FACTORS AND » (2) VASCULAR INJURY - @ DISEASE PROGRESSION
HealCIATEDCRNDEHIGHS Endothelial Dysfunction Loss of Response to
Collagen Vascular Disease Nitric Oxide Synthase Short-Acting Vasodilator
Congenital Heart Disease Prostacyclin Production Trial

Portal Hypertension SUSCEPTIBILITY Thromboxane Production Smooth Muscle
HIV Infection Endothelin 1 Production Hypertrophy

_ Abnormal BMPR2 Gene Smooth Muscle Dysfuncii . _
Drugs and Toxins Other Genetic Factors moo uscle Dystunction Adventitial and Intimal

Pregnancy Impaired Voltage-Gated Proliferation
Potassium Channel (K, 5)

In situ

. o Thrombosis
Aventitia : f Smooth

Muscle o d Plexiform
Hypertrophy 7 f Lesion

Early Intimal
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NORMAL REVERSIBLE DISEASE IRREVERSIBLE DISEASE

Gaine S. J Am Med Assoc 2000;284:3160-68




Assessment of PAH:
History I: Signs and Symptoms

— Initial signs and symptoms
e Dyspnea — Fatigue
e Syncope — Edema
e Dizziness — Angina
— Non-specific nature of complaint can lead
to:

e Confusion with other conditions
o Delayed diagnosis




Findings on ECG
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? PH

IPAH
FPAH

No evidence of PH

PH; left heart dz, congenital R to L shunt

CVD, HIV

Thromboembolism, intrinsic lung dz




Traditional Rxs FDA Approved Investigational
for PAH RXS



PAF Determinants of Ris!

Lower Risk

Gradual

Longer (>400 m)

Minimally elevated

Minimal RV
dysfunction

Normal/near normal
RAP and ClI

Determinants of Risk

Clinical evidence of
RV failure

Progression
WHO class
6MW distance

BNP

Echocardiographic
findings

Hemodynamics

Higher Risk
Yes

Rapid
V
Shorter (<300 m)

Very elevated

Pericardial effusion,
significant RV
dysfunction

High RAP, low CI
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Wnat Is ine Opilmal Treatment Siraiegy?

o + - A + - o .
Anticoagulate + Diuretics + Acute Vasoreactivity Testing
Oxygen * Digoxin

Oral CCB Class II-lII Class -1V

ERAs or PDE-5 Is (oral) Epoprostenol or
Sustained
Response

Epoprostenol or Treprostinil (1V) Treprostinil (1V)
lloprost (inhaled)
Reassess — consider
Continue combo-therapy
CCB Atrial septostomy
Investigational Lung Transplant
Protocols

lloprost (inhaled)
Treprostinil (SC)

ERAs or PDE-5 Is (oral)
Treprostinil (SC)



















— ALPHA-1 (N=1,127) ——CF (N=1,934)
COPD (N= 4,888) — IPF (N=2,058)
PPH (N=533) SARCOIDOSIS (N = 314)
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" Survival comparisons
COPD vs. IPF: p < 0.0001
Apha-1vs. CF: p = 0.0248
Apha-1 vs. IPF: p < 0.0001

. Alpha-1 vs. PPH: p = 0.0021
CF vs. COPD: p = 0.0006
CF vs. IPF: p < 0.0001
CF vs. PPH: p < 0.0001 HALF-LIFE Alpha-1: 5.1 Years; CF: 5.8 Years; COPD :4.8
CF vs. Sarcoidosis: p = 0.0007 |Years; IPF: 3.7 Years; PPH: 4.3 Years; Sarcoidosis: 4.0 Years
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