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BACKGROUND


Definition of pulmonary hypertension (PH) has evolved for more than a century since the first reported case in 1891 by German physician Ernst von Romberg.[1] Early attempts to reveal the etiopathologic background of observed symptoms of chronic cyanosis, dyspnea, and polycythemia associated them with sclerosis of the pulmonary arteries.[2] A new light was shed with the break out of the aminorex-induced pulmonary hypertension epidemic in the late 1960s. Aminorex was an over-the-counter anorectic stimulant to promote weight loss. The drug was immediately removed from the trade when it was proven to induce PH, a deadly diagnosis at that time. These data urged World Health Organization (WHO) to constitute a group of experts in 1973 to assess the state of knowledge about PH and to standardize clinical and pathological nomenclature. Following that conference an intense effort of numerous researchers has been put in order to improve understanding and management of PH. Several meetings had been convened until the most recent set of guidelines was developed in 2008 in Dana Point, CA, USA during the Fourth World Symposium on Pulmonary Hypertension.[3]. 

PATHOPYSIOLOGY OF PULMONARY ARTERIAL HYPERTENSION

PH is defined as an increase in rest mean pulmonary arterial pressure (mPAP) of 25 mmHg and above assessed by right heart catheterization (RHC). In the updated classification PH is divided into five major clinical categories according to pathological, pathophysiological and therapeutic characteristics.[3] Pulmonary arterial hypertension (PAH), a group 1 in the Dana Point classification is an uncommon condition affecting 15 to 50 people in million adult population.[4] It is a chronic and progressive disease ultimately leading to right heart failure and premature death. If untreated, the survival reaches approximately 3 years from the time of diagnosis in many cases.[5] Additionally, it is apparent that the disease impedes every-day activity of affected people and causes their withdrawal from work and social life. Therefore, management of PAH remains a great challenge for many caregivers. Elevation of pulmonary pressure in PAH has its origin in the precapillary pulmonary vasculature changes. Many factors has been studied in order to elucidate the pathobiological processes leading to increase of pulmonary vascular resistance. It has been recognized that vasoconstriction followed by remodeling of the pulmonary vessel wall together with thrombosis and inflammation play fundamental role in development of arterial pulmonary hypertension.[6] Several mediators involved in pathophysiology of vascular narrowing has been described including vasoactive agents, cytokines, chemokines and growth factors. The ability of pulmonary vasculature to adjust to actual pulmonary flow rate depends on the reactivity of the arterial smooth muscle cells. The vascular tone is regulated by vasoactive factors produced and secreted by the endothelial cells in the paracrine fashion.[7] Prostacyclin together with nitric oxide (NO) acts as a vasodilator, while endothelin (ET)- 1 and thromboxane A2 induce vasoconstriction and therefore promote vascular remodeling. [8] Pulmonary vasoconstriction is considered to be an early component of the pulmonary hypertensive process and is a derivative of the endothelial dysfunction. [6,7] Dysregulation in production of vasoactive agents expressed by excessive concentration of vasoconstrictors in the pulmonary circulation drives the pathological changes in the vascular tone. [9].  
CONCLUSION

The idea of re-establishing the natural balance between vasoconstrictors and dilators determines pharmacological targets for specific therapeutic agents. Among currently available drugs endothelin receptor antagonists, phosphodiesterase-5 inhibitors and prostacyclin with its stable analogues have demonstrated positive long-term effects in management of PAH patients. [10,11,12,13] The earliest attempts to introduce specific therapy in treatment of PAH involved the use of prostacyclin. [14]
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