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Introduction
Pediatric pulmonary hypertension is a rare and severe condition that 

can significantly impact a child's health and development. Identifying and 
validating biomarkers for PH in pediatric patients is crucial for early diagnosis, 
monitoring disease progression, and tailoring treatment strategies. This 
perspective article explores the current state of research on biomarkers in 
pediatric pulmonary hypertension, highlighting key discoveries, challenges, 
and future directions for improving patient outcomes. Pulmonary hypertension 
in children is a serious and often life-threatening condition characterized 
by elevated blood pressure in the pulmonary arteries, leading to right heart 
failure and impaired lung function. Unlike adult PH, pediatric PH can be 
caused by a range of congenital, idiopathic, and secondary conditions. The 
complexity and heterogeneity of pediatric PH necessitate the development 
and validation of reliable biomarkers to enhance diagnostic accuracy, monitor 
disease progression, and guide treatment decisions. This perspective article 
examines the role of biomarkers in pediatric PH, discussing current findings, 
limitations, and future research directions.

Description
Pediatric PH is defined by a mean pulmonary artery pressure greater than 

25 mmHg at rest or 30 mmHg during exercise. Pediatric PH presents with a 
range of symptoms, including dyspnea, fatigue, and poor growth. Diagnosis 
typically involves a combination of clinical assessment, echocardiography, 
cardiac catheterization, and imaging studies. However, these methods can 
be invasive and may not always provide early or accurate disease detection, 
highlighting the need for reliable biomarkers. Natriuretic peptides, including 
brain natriuretic peptide (BNP) and N-terminal pro-BNP (NT-proBNP), are 
well-established biomarkers for heart failure and are increasingly used in PH. 
Elevated levels of BNP and NT-proBNP are indicative of right heart strain and 
dysfunction, common in pediatric PH. These biomarkers can aid in diagnosis, 
monitor disease progression, and assess treatment response [1].

While useful, BNP and NT-proBNP levels can be influenced by other 
conditions such as congenital heart defects and chronic lung diseases, 
potentially confounding results. Endothelin-1 (ET-1) is a potent vasoconstrictor 
that plays a key role in the pathophysiology of PH. Elevated ET-1 levels 
are associated with increased pulmonary vascular resistance and disease 
severity. Measuring ET-1 can provide insights into disease mechanisms 
and help evaluate the efficacy of endothelin receptor antagonists used in 
treatment. ET-1 levels can be influenced by a range of factors, including 
systemic inflammation and renal function, which may affect its specificity as 

a biomarker. Soluble CD31 (sCD31) is a marker of endothelial activation and 
dysfunction. Increased levels of sCD31 are associated with endothelial cell 
activation and damage, which are important in the development of PH. It can 
be a useful marker for assessing endothelial dysfunction in pediatric PH. The 
clinical utility of sCD31 is still being evaluated, and it may require validation in 
larger cohorts to establish its role in pediatric PH [2].

Biomarkers related to pulmonary vasodilators, such as nitric oxide and its 
metabolites, are also under investigation. NO is a key regulator of pulmonary 
vasodilation. Changes in NO levels or its metabolites can reflect alterations in 
vascular function and responsiveness to treatment. The measurement of NO 
and its metabolites can be challenging due to their rapid metabolism and the 
need for precise analytical techniques. Biomarker levels can vary significantly 
between individuals and across different age groups, making it difficult to 
establish universal cut-off values for diagnosis and monitoring. Pediatric 
patients may also exhibit different biomarker profiles compared to adults, 
necessitating age-specific reference ranges. Pediatric PH often coexists with 
other conditions such as congenital heart defects, lung diseases, or genetic 
syndromes. These comorbidities can impact biomarker levels and complicate 
the interpretation of results. There is a need for standardized protocols for 
biomarker measurement and interpretation to ensure consistency and 
comparability across studies. Standardization will also facilitate the integration 
of biomarkers into clinical practice [3].

Longitudinal studies are essential to understand how biomarkers change 
over time in response to disease progression and treatment. However, such 
studies are often limited in pediatric populations, hindering the development 
of reliable biomarkers for long-term monitoring. Advancements in genomics, 
proteomics, and metabolomics offer the potential to identify novel biomarkers 
and elucidate the underlying mechanisms of pediatric PH. Integrating omics 
technologies can provide a comprehensive view of disease biology and 
identify new therapeutic targets. There is a need for biomarkers specifically 
validated for pediatric populations. Research should focus on identifying 
biomarkers that are sensitive and specific to pediatric PH and account for 
the unique physiological and developmental aspects of children. Emerging 
technologies such as point-of-care testing and advanced imaging techniques 
could enhance the detection and monitoring of biomarkers in pediatric PH. 
These technologies can provide real-time data and facilitate early intervention [4].

Collaborative research efforts involving pediatric cardiologists, 
pulmonologists, and researchers are crucial for advancing biomarker 
discovery and validation. Multi-center studies and international collaborations 
can help pool resources and data to accelerate progress. Biomarkers can 
be used to tailor treatment strategies to individual patients based on their 
specific disease profile. Personalized medicine approaches can optimize 
treatment outcomes and minimize adverse effects by targeting the underlying 
mechanisms of PH [5].

Conclusion
Identifying and validating biomarkers for pediatric pulmonary hypertension 

is a critical step toward improving diagnosis, monitoring, and treatment. While 
significant progress has been made in understanding key biomarkers such as 
natriuretic peptides, endothelin-1, and soluble CD31, challenges remain in 
standardizing measurements, accounting for comorbidities, and developing 
pediatric-specific biomarkers. Future research should focus on integrating 
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omics technologies, advancing diagnostic tools, and fostering collaborative 
efforts to enhance our understanding of pediatric PH and improve patient 
outcomes. By addressing these challenges and exploring new directions, we 
can make strides in managing this complex and severe condition.

References
1. Abman, Steven H., Georg Hansmann, Stephen L. Archer and D. Dunbar Ivy, 

et al. "Pediatric pulmonary hypertension: Guidelines from the American heart 
association and American thoracic society." Circ 132 (2015): 2037-2099.

2. Rosenzweig, Erika B., Steven H. Abman, Ian Adatia and Maurice Beghetti, et al. 
"Paediatric pulmonary arterial hypertension: Updates on definition, classification, 
diagnostics and management." Eur Respir J 53 (2019).

3. Farhat, Nesrine, Frederic Lador and Maurice Beghetti. "Diagnosis and treatment of 
pediatric pulmonary arterial hypertension." Expert Rev Cardiovasc Ther 17 (2019): 
161-175.

4. Pascall, Emma and Robert MR Tulloh. "Pulmonary hypertension in congenital heart 
disease." Future Cardiol 14 (2018): 343-353.

5. Ploegstra, Mark-Jan, Sanne Arjaans, Willemljn MH Zijlstra and Johannes M. 
Douwes, et al. "Clinical worsening as composite study end point in pediatric 
pulmonary arterial hypertension." Chest 148 (2015): 655-666. 

https://www.ahajournals.org/doi/full/10.1161/CIR.0000000000000329
https://www.ahajournals.org/doi/full/10.1161/CIR.0000000000000329
https://erj.ersjournals.com/content/53/1/1801916.short
https://erj.ersjournals.com/content/53/1/1801916.short
https://www.tandfonline.com/doi/abs/10.1080/14779072.2019.1576523
https://www.tandfonline.com/doi/abs/10.1080/14779072.2019.1576523
https://www.tandfonline.com/doi/full/10.2217/fca-2017-0065
https://www.tandfonline.com/doi/full/10.2217/fca-2017-0065
https://www.sciencedirect.com/science/article/abs/pii/S0012369215506430
https://www.sciencedirect.com/science/article/abs/pii/S0012369215506430

