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Abstract: Pulmonary arterial hypertension (PAH) is a complex disorder characterized by vascular
remodeling and a consequent increase in pulmonary vascular resistance. The histologic hallmarks
of PAH include plexiform and neointimal lesions of the pulmonary arterioles, which are composed
of dysregulated, apoptosis-resistant endothelial cells and myofibroblasts. Platelet-derived growth
factor receptors (PDGFR) α and β, colony stimulating factor 1 receptor (CSF1R), and mast/stem
cell growth factor receptor kit (c-KIT) are closely related kinases that have been implicated in PAH
progression. In addition, emerging data indicate significant crosstalk between PDGF signaling and
the bone morphogenetic protein receptor type 2 (BMPR2)/transforming growth factor β (TGFβ)
receptor axis. This review will discuss the importance of the PDGFR-CSF1R-c-KIT signaling network
in PAH pathogenesis, present evidence that the inhibition of all three nodes in this kinase network
is a potential therapeutic approach for PAH, and highlight the therapeutic potential of seralutinib,
currently in development for PAH, which targets these pathways.

Keywords: PDGFR; c-KIT; CSF1R; ABL; imatinib; dasatinib; inhalation

1. Introduction to Pulmonary Arterial Hypertension

Pulmonary arterial hypertension (PAH) is a complex disorder characterized by vas-
cular remodeling and a consequent increase in pulmonary vascular resistance (PVR).
According to the 6th World Symposium on Pulmonary Hypertension, PAH is defined
hemodynamically as a mean pulmonary arterial pressure (mPAP) greater than or equal to
20 mm Hg, with a pulmonary capillary wedge pressure less than or equal to 15 mm Hg
and PVR greater than 3 Wood units [1].

The histologic hallmarks of PAH include plexiform and neointimal lesions of the
pulmonary arterioles, which are composed of dysregulated, apoptosis-resistant endothelial
cells and myofibroblasts [2,3]. The pulmonary artery smooth muscle cells (PASMCs) within
these lesions undergo hypertrophy and proliferate, resulting in abnormally muscularized
pulmonary arterioles. There is also a growing body of evidence highlighting a key role of
inflammation in PAH, wherein perivascular inflammatory cells consisting of T cells, B cells,
macrophages, and mast cells establish a milieu for abnormal vascular remodeling [3,4]. For
instance, perivascular macrophages and mast cells stimulate PASMC proliferation via the
aberrant paracrine secretion of growth factors [3–5]. Signaling through several tyrosine
kinases, including platelet-derived growth factor receptor (PDGFR) α, PDGFRβ, colony
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stimulating factor 1 receptor (CSF1R), and mast/stem cell growth factor receptor kit (c-KIT),
contribute to the cycle of inflammation and proliferation involved in PAH pathogenesis
and progression. Therefore, these pathways have gained attention as potential targets for
therapeutic intervention. Prior clinical studies with imatinib, an Abelson (ABL), PDGFR,
and c-KIT tyrosine kinase inhibitor, indicated that targeting one or more of these pathways
could be effective [6]. Although oral imatinib demonstrated efficacy in clinical trials, its
further development was limited by systemic side effects.

2. Seralutinib: Mode of Action, Pharmacology, and Pharmacokinetics

Recently, the phase 2 multicenter, double-blind, randomized, placebo-controlled study
of inhaled seralutinib in World Health Organization (WHO) Group I pulmonary hyper-
tension (PH) (TORREY, NCT04456998) met its primary endpoint of reducing PVR after
24 weeks of treatment. Seralutinib is a small-molecule, highly potent PDGFRα/PDGFRβ,
CSF1R, and c-KIT kinase inhibitor specifically designed for inhalation to treat PAH locally
with limited systemic exposure (Figure 1) [7]. Seralutinib is a hydrophobic compound
with limited oral bioavailability, features desirable for an inhaled product. It is delivered
by an RS01 dry powder inhaler and has aerosol properties designed to deliver the dose
to the deep lung, while limiting systemic exposure. These features of seralutinib have
been confirmed preclinically in rats, where passively inhaled seralutinib achieved ~30-fold
higher lung exposure compared to plasma based on area under the concentration time
curves at a pre-clinical efficacious dose [7]. In addition, seralutinib inhalation significantly
inhibited PDGF-BB-induced PDGFRα/β autophosphorylation in the rat lung.
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Figure 1. Structure of seralutinib (formerly known as GB002).

In preclinical studies, seralutinib inhibited the PDGF-BB-induced proliferation of
H1703 cells (a PDGFRα-driven lung cancer cell line), human PASMCs (which express
similar levels of PDGFRα and PDGFRβ), and human lung fibroblasts (HLF, which express
higher levels of PDGFRβ than PDGFRα) with half maximal inhibitory concentrations (IC50)
of 32 nM, 33 nM, and 29 nM, respectively (Table 1) [7]. Although imatinib inhibited H1703
cell proliferation with an IC50 of 62 nM, its potency was 13-to-20-fold lower than seralutinib
in human PASMC and HLF proliferation assays [7]. Both compounds potently inhibited
PDGF-BB-induced extracellular signal-regulated kinase (ERK) phosphorylation in H1703
cells; however, only seralutinib inhibited ERK phosphorylation in HLFs. Furthermore,
seralutinib was more potent than imatinib against c-KIT and CSF1R kinases. Seralutinib
inhibited stem-cell factor (SCF)-induced c-KIT autophosphorylation in human pulmonary
artery endothelial cells (HPAECs) with an IC50 of 7.8 nM, and displayed an IC50 of 14.4 nM
in macrophage colony-stimulating factor (M-CSF)-induced CSF1R autophosphorylation
in primary human macrophages (a 34-fold greater potency versus imatinib) [7]. Notably,
imatinib inhibits c-abl kinase, while seralutinib does not. C-abl signaling is critical for
PAEC apoptosis, and decreased c-abl signaling is associated with pulmonary endothelial
dysfunction in PAH [8].
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Table 1. In vitro potency of seralutinib versus imatinib [7].

Compound
Biochemical IC50 (nM) Cell-Based IC50 (nM) VEK

PDGFRα PDGFRβ * CSF1R c-KIT † H1703 (PDGFRα) ‡ HLF
(PDGFR β > α) §

HPASMC
(PDGFR α = β) ll H1703 pERK ** HLF pERK ** CSF1R

pCSF1R ††
CSF1R †††

Reporter Assay
HPAECs
pc-KIT ‡‡

Seralutinib 7 14 92 20 32 29 33 70 60 14.4 8 7.8

Imatinib 8 75 1160 180 62 579 419 260 >10,000 500 1032 301

* Carna biochemical assay; † c-KIT biochemical assay; ‡ H1703 proliferation assay; § PDGF-BB-induced HLF proliferation assay; ll PDGF-BB-induced HPASMC proliferation assay;
** PDGF-BB–induced pERK signaling assay in H1703 and HLF cells; †† M-CSF–induced pCSF1R in primary human macrophages; ††† M-CSF-induced activation of CSF1R-SRE
reporter in HEK293; ‡‡ SCF-induced phosphorylation of wild type KIT in HPAECs. Distributed under the terms of the Creative Commons Attribution-Non-Commercial 4.0 License;
(https://creativecommons.org/licenses/by-nc/4.0/, accessed on 31 January 2023). c-KIT, tyrosine-protein kinase kit; CSF1R, colony stimulating factor 1 receptor; HLF, human
lung fibroblast; HPAEC, human pulmonary artery endothelial cell; HPASMC, human pulmonary artery smooth muscle cell; IC50, half maximal inhibitory concentration; PDGFR,
platelet-derived growth factor receptor; SCF, stem cell factor; M-CSF1, macrophage colony stimulating factor.

https://creativecommons.org/licenses/by-nc/4.0/
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3. Rationale for Seralutinib for the Treatment of PAH
3.1. Overview of Type III RTKs

The type III tyrosine kinase receptor (RTK) family includes PDGFRα, PDGFRβ, c-KIT,
and CSF1R. These receptors arose as a result of a tandem duplication from an ancestral type
III receptor tyrosine kinase [9]. Members of this receptor family contain five extracellular
immunoglobulin (Ig)-like domains, a single transmembrane domain, an intracellular kinase
domain, and a carboxy tail (Figure 2) [9]. PDGF ligands (encoded by PDGFA, PDGFB,
PDGFC, and PDGFD genes) form homo- and heterodimers that display differential affinity
towards the different PDGFR complexes (PDGFRα/α, PDGFRα/β, or PDGFRβ/β). PDG-
FAA, PDGFBB, PDGFAB, and PDGFCC display a stronger affinity towards the PDGFRα/α
homodimer. PDGFRα/β heterodimer can be bound by PDGFBB and PDGFAB, while
PDGFBB and PDGFDD display a preferred affinity towards the PDGFRβ/β homodimer.
Stem cell factor (SCF) is the only ligand that has been described for the c-KIT receptor,
while both CSF1 and interleukin (IL)-34 are CSF1R ligands [9,10]. In all Type III RTKs,
ligand binding induces receptor dimerization and intracellular tyrosine residue autophos-
phorylation, inducing conformational changes that facilitate the docking of SH2-domain
containing adaptor proteins and initiating downstream signal transduction cascades.
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Figure 2. The type III tyrosine kinase receptor family includes platelet-derived growth factor receptor
α (PDGFRα) and β (PDGFRβ), tyrosine-protein kinase kit (c-KIT), and colony-stimulating factor 1
receptor (CSF1R). These receptors display high homology and arise from the tandem duplication of
an ancestral type III receptor tyrosine kinase. Alignment performed by COBALT (constraint-based
alignment tool) (BLAST multiple alignment) [11] and colored by the conservation of amino acid
positions (red = conserved; blue = not conserved; grey = alignment gaps). Domain annotations of
immunoglobulin-like (IgL) and kinase regions are from Uniprot.

Signaling cascades downstream from PDGF receptors include phosphoinositide-3-
kinase (PI3K)/protein kinase B (PI3K/AKT), phospholipase C (PLC)γ, and RAS/MAPK/
ERK pathways [12]. PDGFRα/α and PDGFRβ/β homodimer receptor complexes can
induce powerful mitogenic signals, while PDGFRβ/β and PDGFRα/β complexes have
also been implicated in chemotaxis [13]. Genetic knockout studies have elucidated both
overlapping and distinct signal transduction effects of activating PDGFRα/α, α/β or
β/β isoforms (Figure 3). For example, PDGFRα/α activated pathways were found to
be associated with the inflammatory response (GO:0050728) [12]. PDGFRα/β was found
to mediate the activation of nuclear factor kappa B (NFκB) and IL-6 signaling pathways,
whereas PDGFRβ/β was found to uniquely activate pathways associated with angiogenesis
(GO:0001525) [12]. In addition, PDGF activation of AKT has been shown to enhance store-
operated calcium entry and cell proliferation in human PASMCs [14].

3.2. The Role of Type III RTKs in PAH Pathogenesis

Multiple networks of kinase signaling impact the development of neointimal lesions
in PAH. These kinases do not operate in isolation, but rather interact in complex networks
to exert downstream biological effects. Type III RTKs PDGFRα and PDGFRβ, c-KIT, and
CSF1R have each been implicated in the development and/or pathogenesis of PAH, and
these RTKs together constitute a pathogenic cell circuit (Figure 4) [7].
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Figure 3. Genetic knockout studies elucidated both overlapping and distinct signal transduction
effects of activating PDGFRα/α, α/β or β/β isoforms. In PAH, PDGFRα and PDGFRβ drive
pulmonary arterial smooth muscle cell (PASMC) proliferation, while PDGFRβ plays a more promi-
nent role in fibroblast proliferation. AKT, protein kinase B; ERK, extracellular signal-regulated
kinase; IL-6, interleukin 6; NFκB, nuclear factor kappa B; PAH, pulmonary arterial hypertension;
PASMC, pulmonary artery smooth muscle cells; PDGFR, platelet-derived growth factor receptor;
PI3K, phosphoinositide-3-kinase; PLCγ, phospholipase C gamma; STAT3, Signal Transducer and
Activator of Transcription 3.
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Figure 4. Schematic describing the pathogenic cell circuit and CSF1R, PDGFR, c-KIT and BMPR2
kinase signaling interactions in the PAH microenvironment. Activated CSF1R-positive macrophages
and c-KIT-positive pulmonary artery endothelial cells (PAEC) secrete PDGF, which binds to PDGFRs
present on the pulmonary artery smooth muscle cells (PASMC) and fibroblasts [7]. The activation
of PDGFR induces PI3K, AKT, STAT, and ERK signaling cascade and proliferation of PASMCs and
fibroblasts within the pulmonary vascular lesion. This leads to the medial hypertrophy of pulmonary
arterioles, and neointimal proliferation and perivascular fibrosis. PDGFR stimulation also leads to the
downregulation of BMPR2 and further exacerbates the proliferative process in a reinforcing feedback
loop. In addition, the activation of c-KIT in mast cells can further contributes to the inflammatory and
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abnormal proliferation that leads to pulmonary vascular remodeling. Seralutinib inhibits PDGFR,
CSF1R, and c-KIT, and increases BMPR2 levels, thereby modulating key signaling pathways involved
in pathological remodeling in pulmonary arterial hypertension. AKT, protein kinase B; BMPR2, bone
morphogenetic protein receptor type 2; c-KIT, tyrosine-protein kinase kit; CSF1R, colony-stimulating
factor 1 receptor; ERK, extracellular signal-regulated kinase; PAEC, pulmonary artery endothelial
cell; PAH, pulmonary arterial hypertension; PASMC, pulmonary artery smooth muscle cell; PDGFR,
platelet-derived growth factor receptor; PI3K, phosphoinositide-3-kinase; STAT3, Signal Transducer
and Activator of Transcription 3. Distributed under the terms of the Creative Commons Attribution-
Non-Commercial 4.0 License; (https://creativecommons.org/licenses/by-nc/4.0/, accessed on 31
January 2023).

PDGF receptors α and β (PDGFRα/β) are predominantly expressed on the surface
of PASMCs and myofibroblasts, driving excessive cell proliferation in response to PDGF
ligands secreted by endothelial cells and infiltrating macrophages [15]. CSF1R is expressed
on monocytes and macrophages, which secrete PDGF ligands and pro-inflammatory cy-
tokines contributing to pathological remodeling in PAH [9,16,17]. Myofibroblasts in turn
secrete CSF1, further recruiting and activating CSF1R-positive macrophages in a positive
feedback loop. c-KIT is expressed on endothelial progenitor cells and mast cells, potentially
contributing to vascular remodeling and perivascular inflammation [18–20]. The increased
infiltration of c-KIT-positive cells was observed in pulmonary arterial plexiform lesions in
PAH patient lungs [19]. The cell-type-specific expression of PDGFRα and PDGFRβ, c-KIT,
and CSF1R and their ligands within the PAH lung microenvironment was corroborated by
single-cell RNAseq data from human PAH lungs (Figure 5A).
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PDGFRα/β expressed in PASMCs and fibroblasts and c-KIT expressed in mast cells. Data were
normalized and re-processed following methods described by Saygin, et al. [21]; cluster annotations
were confirmed using the Human Lung Cell Atlas reference [22]. (B) STRING Network analysis
(STRING-db version 11.5) demonstrated close interactions between PDGFR, CSF1R, c-KIT and their
associated ligands, with colored lines representing protein–protein interactions at different levels of
confidence: pink = experimentally determined, blue = curated databases, green = predicted gene
neighborhood, red = predicted gene fusion, blue = predicted gene co-occurrence, yellow = textmining,
black = co-expression, purple = protein homology [23]. c-KIT, tyrosine-protein kinase kit; CSF1R,
colony stimulating factor 1 receptor; IL34, interleukin 34; PAH, pulmonary arterial hypertension;
PASMC, pulmonary artery smooth muscle cell; PDGFR, platelet-derived growth factor receptor; RTK,
tyrosine kinase receptor; UMAP, uniform manifold approximation and projection.

Type III RTKs and their ligands exhibit myriad canonical and non-canonical inter-
actions, supported by experimental evidence and computational predictions using the
STRING online web tool; (https://string-db.org, accessed on 31 January 2023)
(Figure 5B) [23], further suggesting that crosstalk between signaling components may
contribute to PAH pathobiology.

3.3. PDGFR Signal Transduction in PAH

A growing body of research has demonstrated a compelling case for targeting PDGF
signaling in PAH. The PDGF pathway is markedly upregulated in pulmonary vascular
lesions from PAH patients [7,15]. PDGFA, PDGFB, PDGFRα and PDGFRβ mRNA and
protein expression were increased in pulmonary arterioles. Western blot analysis showed a
significant increase in PDGFRβ protein and quantitative immunohistochemistry demon-
strated increased PDGFRα and PDGFRβ in PAH lungs [7,15]. In the pulmonary arterioles,
PDGFA and PDGFB were mainly localized to PASMCs and PAECs [15]. In addition, PDGFA
and PDGFB showed intense staining in perivascular infiltrates. PDGFRα and PDGFRβ
mainly stained PASMCs, and to a lesser extent endothelial cells. Notably, the PDGFB gene
was recently found to be the most upregulated cardiovascular gene in idiopathic PAH [21].
In addition, TYKRIL, a long noncoding RNA, was recently found to be upregulated in PAH
and shown to induce PDGFRβ expression [24]. Moreover, a recent genetic study of rare
variants in PAH patients identified platelet-derived growth factor D (PDGFD) as a new
candidate risk gene in adult-onset idiopathic PAH, further implicating PDGFR signaling in
PAH pathobiology [25].

Preclinical and clinical studies support the role of PDGFR signaling in PAH disease
pathobiology. In vitro, the protein expression of PDGFRα and β was upregulated in idio-
pathic PAH (IPAH) PASMCs, and the PDGF-mediated activation of PDGFRα and PDGFRβ
was enhanced in IPAH PASMCs compared to normal controls [26]. Levels of PDGFAA and
PDGFBB ligands were also increased in conditioned media from IPAH PAECs compared
to normal PAECs. The incubation of IPAH PASMCs with conditioned media from IPAH
PAECs activated PDGFRα in IPAH PASMCs and induced greater proliferation compared
to conditioned media from normal PAECs, providing evidence for paracrine crosstalk
between the two cell types. In vivo, tyrosine 739, 750, and 1020 point mutations in PDGFRβ
that interfere with PDGF-dependent PI3K and PLCγ activity prevented hypoxia-induced
pulmonary hypertension in a mouse model [27]. Lineage tracing studies have identified
PDGFRβ/smooth muscle cell (SMC) marker-positive progenitors, located at the muscular
arteriole border in the normal lung and in hypoxia-induced pulmonary hypertension, that
give rise to most of the pathological muscularization of small arterioles [28]. Furthermore,
multiple preclinical animal studies have demonstrated that PDGFR inhibition could be
effective in models of PAH [7,29,30]. In the clinical setting, imatinib (cABL/PDGFR/c-KIT
tyrosine kinase inhibitor) demonstrated efficacy in a phase 3 study with a robust effect
on PVR and 6 min walk distance (6MWD), but was limited by its safety and tolerability
profile [6].

https://string-db.org
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3.4. CSF1R Signaling and Potential Importance in PAH

Macrophages, which express CSF1R, are now recognized to play an important role
in PAH pathology [31]. Several lines of evidence support this hypothesis. Activated
CSF1R+ macrophages accumulate around pulmonary arterioles in PAH, and quantitative
immunohistochemistry (IHC) has shown increased CSF1R+ cells in PAH [7,32]. Positron
emission tomography has been used to show that inflammation due to macrophages occurs
in vivo in PAH patients [33,34].

Experimental models of PH are associated with the accumulation of CD68+
macrophages, and the depletion of these macrophages can prevent or reverse PH [33,35].
For example, in a murine hypoxia model of PH, “alternative” macrophage activation
was essential for vascular remodeling [34,35]. In an animal model of hepatopulmonary
syndrome, CD68+ macrophages accumulated in pulmonary arteries in part due to in-
creased monocyte chemoattractant protein-1 (MCP-1), chemokine (C-C motif) and ligand 2
(CCL2), and macrophage depletion reversed the hemodynamic and histologic features of
the disease [36].

CSF1R inhibition has been shown to decrease the adhesion of macrophages. It has
been proposed that the mechanism by which CSF1R inhibition decreases macrophage
adhesion is through its effects on PI3K and subsequent paxillin activation [37]. CSF1R
inhibition does not appear to directly affect M1 or M2a macrophage polarization, but
was found to increase chemokine (C-C motif) ligand 18 (CCL18) gene expression in M2a
macrophages, and to increase CCL22 as well as PDGFB gene expression without affecting
the secretion of their respective proteins [37]. In addition, CSF1R inhibition decreased
CSF1-stimulated CCL2 gene expression. It has been proposed that this decrease in CCL2
mediated by CSF1R inhibition could be, for example, a mechanism to treat pulmonary
fibrosis [37]. The CCL2 receptor, CCR2, may mediate crosstalk between macrophages and
pulmonary artery smooth muscle cells in PAH [16]. Therefore, CSF1R inhibition could also
alter interactions of macrophages and PASMCs through its effects on CCL2.

The CSF1 receptor is activated by the homo dimeric growth factors CSF1 and IL-34.
CSF1 can be detected in the circulation, but IL-34 is not, and thus its actions are likely
restricted to the local microenvironments in which it is expressed. The PI3K/AKT path-
way plays a central role in CSF1-mediated macrophage survival. Macrophage prolifera-
tion is associated with a CSF1 dose-dependent increase in protein synthesis. The CSF1R
phosphorylation of tyrosine residue 807 activates both the MEK and PI3K pathways that
independently lead to macrophage proliferation. In addition, CSF1 stimulates a dynamic
reorganization of the actin cytoskeleton, which can enhance macrophage migration [9].

Computational and experimental approaches have been used to characterize a cell
circuit between macrophages and fibroblasts. In one model, cell–cell contact was essential
for the population stability of the macrophage–fibroblast circuit [38]. This circuit was
kept stable by paracrine signaling between the two cell types. Fibroblasts were identified
to be a source of CSF1 ligand; however, only macrophages expressed CSF1R. Similarly,
while macrophages secreted PDGF, only fibroblasts were responsive to the PDGF ligand
via the expression of PDGF receptors [38]. The importance of this crosstalk has been
confirmed in several preclinical models of lung fibrosis, where CSF1R+ macrophages have
been implicated in orchestrating the development of a lung fibrotic niche [17,39,40]. The
recruitment of monocyte-derived macrophages to sites of lung tissue damage has been
shown in models of radiation-, asbestos-, and bleomycin-induced fibrosis [17,40]. Single-
cell transcriptomic analysis of lungs from mice treated with asbestos or bleomycin and
patients with pulmonary fibrosis revealed CSF1/CSF1R signaling as one of the key factors
controlling monocyte-derived alveolar macrophages. The pharmacological blockade of
pro-fibrotic macrophages with either anti-CSF1R Ab, CSF1 Ab or the small molecule CSF1R
inhibitor, PLX3397, decreased the number of monocyte-derived alveolar macrophages
and decreased the severity of pulmonary fibrosis, providing evidence for modulation of
the macrophage–fibroblast circuit via CSF1R inhibition in vivo. These data suggest that
the macrophage–fibroblast circuit is a key node in fibrotic lung disease, and interference
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with this crosstalk may have a significant impact on pathological disease remodeling. A
similar circuit has been proposed for macrophages and PASMCs in PAH [16]. As previously
mentioned, the exposure of PASMCs to conditioned media from in vitro differentiated
macrophages resulted in increased PASMC growth, especially with conditioned media from
M2 differentiated conditions. Exposure of PASMCs to conditioned media from macrophage–
PASMC co-cultures potentiated the growth response even further. These studies identified
the CCL2/CCR2 and CCL5/CCR5 axis as a key pathway in macrophage and PASMC
crosstalk in vitro and in vivo, demonstrating that recruitment of macrophages can have an
impact on PAH progression in preclinical models [16].

Sheikh et al. [41] characterized macrophage–PASMC crosstalk and the involvement of
the CSF1R-PDGFR circuit in PAH pathophysiology. Although both endothelial cells and
macrophages secrete PDGF-BB, PDGFB deletion in CSF1R positive monocyte/macrophage
cells substantially impacted distal pulmonary arteriole muscularization in the hypoxia-
induced pulmonary hypertension mouse model, suggesting that the PDGF secreted by
macrophages was integral to vascular remodeling. Hypoxia-inducible factor (HIF)1α and
HIF2α were found to be directly upstream of PDGFB in macrophages, as the deletion of
either gene in macrophages under hypoxic conditions displayed similar effects as PDGFB
deletion [42]. Gain-of-function studies further corroborated the regulation of PDGFB
expression by HIF1α. Furthermore, conditioned media from macrophages isolated from
IPAH or systemic sclerosis (SSc)-PAH patients induced human PASMC proliferation and
migration in a PDGF-BB dependent manner, providing evidence for the importance of this
circuit in human PAH [42]. Interestingly, fate-mapping studies showed that approximately
10% of hypoxia-induced PDGFRβ-positive distal PASMCs also expressed CD68, suggesting
that recruited monocytes can transdifferentiate into smooth muscle cells and directly
contribute to distal arteriolar muscularization [41].

Macrophage activity in PAH is associated with bone morphogenetic receptor type 2
(BMPR2) levels [43]. A decrease in BMPR2 characteristic of PAH results in the induction
of granulocyte-macrophage colony stimulating factor and macrophage recruitment [44].
Notably, studies in a BMPR2 knockout mouse model showed significant pulmonary in-
flammation due to the activation of tissue macrophages. When activated with lipopolysac-
charide, both mutant and wild-type macrophages secreted BMP pathway inhibitors and
are suggested to be sufficient to suppress BMP pathway activity in smooth muscle cells.
The co-culturing of smooth muscle cells with macrophages resulted in a BMP signaling-
dependent increase in scratch closure [43]. Aside from directly impacting smooth muscle
cell proliferation, macrophages can also contribute to extracellular matrix remodeling in
PAH via the secretion of legumain, influencing matrix metalloproteinase activation, and
altering transforming growth factor β1 (TGFβ1) processing [43,45]. Thus, macrophages
play a key role in the inflammation, hyperproliferation and fibrosis that characterize PAH,
and the modulation of their cellular functions could be useful in targeting PAH disease
remodeling.

3.5. c-KIT Signaling and Potential Importance in PAH

c-KIT, the transmembrane receptor kinase for the progenitor SCF, has been implicated
in the dysregulated function of mast cells and endothelial cells in vascular disease and
PAH [18–20]. c-KIT expression has also been associated with vascular remodeling in
PAH [19]. c-KIT is a marker of hematopoietic progenitor cells, which are dependent on
SCF/c-KIT signaling for proliferation and survival. c-KIT expression is typically lost upon
cell differentiation and maturation, with the exception of mast cells and dendritic cells,
which express elevated c-KIT even as fully differentiated cells [46]. SCF dose-dependently
promoted survival, migration, and capillary tube formation of human umbilical vein
endothelial cells [47]. Furthermore, c-KIT expression and SCF activity were increased in
endothelial progenitor cells (EPC), translating to substantially enhanced EPC-mediated
neovascularization in the presence of SCF in vivo, as compared to mature endothelial
cells [48].
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Vascular injury studies conducted by Wang et al. evaluated the role of c-KIT in
vascular smooth muscle cells (VSMCs) and demonstrated increased expression of c-KIT
upon vascular injury in vitro and in vivo [49]. The administration of SCF in vitro lowered
the amounts of cleaved caspase and reduced smooth muscle cell apoptosis. In vivo, SCF
deficiency disrupted the ability of the SCF/c-KIT system to rescue injured VSMCs, as
indicated by extensive apoptotic events throughout all three layers of the injured vessel
wall. Similarly, more extensive apoptosis was observed in the injured vessel wall in c-KIT
mutant mice, which significantly reduced intimal hyperplasia.

Hypoxia has also been shown to increase c-KIT expression on endothelial cells, enhanc-
ing the angiogenic response of endothelial cells to SCF and contributing to pathological
vascular remodeling in several different models, including the SU5416 Hypoxia rat PAH
model [50,51].

Increased infiltration of c-KIT positive cells was observed in pulmonary arterial plexi-
form lesions in PAH patient lungs across different studies [7,18–20]. Immunohistochemistry
in PAH lung samples has shown that both c-KIT-positive/tryptase-positive mast cells and
c-KIT-positive/tryptase-negative bone marrow-derived cells are increased in pulmonary
arteries of patients with IPAH compared with control subjects [19]. The analysis of tran-
scriptome profiles from human lung tissues from associated PAH (APAH) and IPAH
patients [52] confirmed the significantly elevated expression of c-KIT in diseased lung
tissues compared to controls (failed donors) (Figure 6A), which correlated with mPAP
and PVR (Figure 6B,C). The expression of c-KIT displayed significant correlation with the
expression of the mast cell marker tryptase α,β1 (TPSAB1, Figure 6D), suggesting that the
signal was coming predominantly from mast cells. This finding was corroborated in a
human PAH lung scRNAseq dataset showing that c-KIT is predominantly expressed in the
mast cell subset (Figure 5A) [21].
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pulmonary vascular resistance (PVR), mean pulmonary artery pressure (mPAP), and tryptase al-
pha/beta 1 (TPSAB1) mRNA. (A) Expression level of c-KIT in idiopathic PAH (IPAH), associated
PAH (APAH), and control lungs. (B–D) c-KIT is positively correlated with PVR (R = 0.34, p = 0.021),
mPAP (R = 0.34, p = 0.001) and the expression of mast cell marker TPSAB1 (probe ID 7998434)
(R = 0.66, p = 4.4 × 10−10). Expression data from Stearman et al. [52] were acquired from the Gene
Expression Omnibus (accession GSE117261). p-values between groups were determined by unpaired
t-test. Correlation statistics were calculated using the Pearson method and shaded grey areas around
regression lines represent standard error.

c-KIT-positive mast cells secrete pro-inflammatory cytokines and tryptase that further
contribute to the inflammatory process in PAH. The excessive influx and degranulation of
mast cells in lung tissue was reported in the monocrotaline model of PAH [53]. Imatinib,
which inhibits PDGFR and c-KIT, was effective in a monocrotaline rat model of PAH, which
suggests that targeting PDGFR and c-KIT signaling cascades could have an impact on PAH
disease remodeling. In a PAH clinical trial, imatinib decreased tryptase, which is secreted
by mast cells [54]. The decrease in tryptase was found to correlate with disease severity.
These data suggest that c-KIT inhibition may be contributing to imatinib’s mechanism of
action, and that the modulation of tryptase may serve as a potential biomarker of response.
c-KIT signaling may be contributing to pathological disease remodeling in PAH, and the
localized lung delivery of a c-KIT inhibitor is a logical therapeutic strategy [9].

3.6. Interactions between PDGFR and BMPR2/TGFβ

The serine/threonine kinase BMPR2 plays a critical role in the pathogenesis of PAH,
and BMPR2 deficiency is associated with a genetic predisposition to the development of
PAH [33,44]. The reduced expression of BMPR2 results in exaggerated signaling responses
to TGFβ, increasing susceptibility of endothelial cells to apoptosis, and abnormal growth
responses of PASMCs to TGFβ and BMP ligands [55]. Even in the absence of BMPR2
mutations, the downmodulation of BMPR2 protein has been reported in PAH [56]. One of
the mechanisms of BMPR2 suppression results from PDGFR signaling; crosstalk between
these two pathways could play a role in PAH disease remodeling [56,57].

Direct BMPR2 and PDGFR crosstalk in PASMCs was identified by Chen et al. in
their study of PASMC response to PDGFBB stimulation using RNA sequencing and
proteomics [57]. PDGFBB treatment decreased BMPR2 expression by upregulating miR-
376b, a BMPR2-targeting microRNA, which increased the proliferation of PASMCs. This
study provided mechanistic evidence that the activation of PDGFR signaling could influ-
ence the expression of BMPR2, and demonstrated interconnectivity between two key PAH
signaling cascades.

The importance of PDGFR and TGFβ signaling crosstalk in PASMCs was also demon-
strated by Kudryashova et al., who studied the impact of TGFβ1 and activin A signaling
inhibition on PASMC hyperproliferation [58]. PAH PASMCs cells showed the elevated se-
cretion of TGFβ1 and, to a lesser extent, activin A. Inhibitory anti-activin A and anti-TGFβ
antibodies reduced the growth of PAH PASMC cells. Although an anti-activin A antibody
did not appear to impact canonical (SMAD) or non-canonical (Akt, ERK1/2, p38 MAPK)
downstream effectors, an anti-TGFβ antibody significantly reduced the phosphorylation
of both SMAD3 and ERK1/2 proteins. Surprisingly, PDGFBB treatment decreased the
inhibitory effects of these antibodies. These data demonstrate that PDGFBB signaling could
counteract the anti-proliferative effects of therapeutic agents targeting TGFβ1/activin A
signaling, and that targeting both PDGF and TGFβ1/activin pathways may be needed to
suppress PASMC-driven remodeling processes in PAH (Figure 7).
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Figure 7. Direct BMPR2 and PDGFR crosstalk in PASMCs. PDGFBB treatment decreased BMPR2
expression by upregulating microRNAs that target BMPR2, thereby increasing the proliferation of
PASMCs. * BMPR2-targeting miRNAs include miR-376b, miR-135-5p, and miR-146a-5p [7]. PDGF
ligands can also activate signaling through the TGFβ/ALK5 receptor and ACTR/ALK4 receptor
complexes resulting in a pro-proliferative response. ACTr, activin receptor type II; ALK, activin
receptor-like kinase; BMPR2, bone morphogenetic protein receptor type 2; PASMC, pulmonary artery
smooth muscle cell; PDGFR, platelet-derived growth factor receptor; TGFβ, transforming growth
factor β; TGFr, TGF beta receptor type I.

In the setting of shear stress, the proliferation and migration of endothelial cells and
VSMCs were increased due to an increased production of PDGFBB and TGFβ1 [59]. It was
found that PDGFBB was involved in the paracrine control of VSMCs by endothelial cells,
whereas TGFβ1 played a role in feedback control from VSMCs to endothelial cells [59].

Additional data from other cell types provide further evidence for PDGF and TGFβ
receptor crosstalk. In dermal fibroblasts, PDGFBB induced the phosphorylation of SMAD2,
which was dependent on the kinase activity of both the TGFβR1 and PDGFRβ [60].
PDGFBB and TGFβ receptors interacted physically in fibroblasts, and stimulation with
PDGFBB induced the internalization of both PDGFRβ and TGFβR1. In addition, the silenc-
ing of PDGFRβ decreased the stability of TGFβR1 and delayed TGFβR1 signaling [60]. In
hepatic stellate cells, PDGFRα was required for TGFβ signaling [61]. The knockdown of
PDGFRα inhibited the TGFβ-induced phosphorylation of SMAD2 without an effect on AKT
or ERK phosphorylation, and suppressed TGFβR1 gene expression. At the protein level,
PDGFRα was recruited to the TGFβR1/2 complex by TGFβ stimulation. Furthermore,
PDGFRα knockdown blocked the TGFβ-mediated internalization of TGFβR2, thereby
suppressing SMAD2 phosphorylation [61]. Taken together, these data indicate an interde-
pendence of PDGF and TGFβ pathways, and more importantly suggest that the therapeutic
targeting of PDGFR may modulate TGFβ signaling in cell types where their receptors may
be co-expressed.
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3.7. Inhibiting a Type III RTK Kinase Network in PAH

The role of signaling through PDGFR, CSF1R, and c-KIT in the development and
progression of pulmonary vascular remodeling in PAH suggests an opportunity for target-
ing these pathways as a therapeutic strategy. There has been prior interest in developing
tyrosine kinase inhibitors (TKIs) for PAH. However, small-molecule TKIs usually inhibit
many different kinases. The kinase specificity of these inhibitors may be helpful in some
cases, but the lack of kinase specificity could be harmful. Imatinib is an example of a
TKI that held promise as a treatment for PAH. The kinase inhibition profile of imatinib
includes PDGFR and c-KIT as well as cABL. In the monocrotaline rat model of PAH, ima-
tinib reversed severe pulmonary hypertension [30]. In a phase 3 trial, imatinib met its
primary endpoint of improvement in 6MWD, and significantly improved PVR, but the side
effects of orally administrated imatinib presented a limitation for further development [6].
However, given the clinical proof of concept demonstrated for imatinib, new strategies,
such as inhalation delivery, are currently in development that have the potential to limit
the systemic toxicities observed with oral administration [62]. Nintedanib, a multi-tyrosine
kinase inhibitor approved for the treatment of idiopathic pulmonary fibrosis, which targets
fibroblast growth factor receptor (FGFR), PDGFR, KIT, and SRC kinases among many
others, was also studied in PAH, but failed to improve pulmonary hemodynamics and right
heart function in an established animal model and in four patients with severe PAH, and
caused the deterioration of these variables in the clinical setting [63]. The use of another
broad-spectrum TKI, dasatinib, as a treatment for leukemia has been reported to be asso-
ciated with pulmonary hypertension and pleural effusion [64–66]. It has been suggested
that the toxicity associated with dasatinib may be due to an adverse effect on endothelial
cell barrier function. In an endothelial cell permeability assay, seralutinib (doses ≤ 25 µM)
showed no adverse effects, whereas dasatinib significantly disrupted normal endothelial
barrier integrity at 0.1 µM (Figure 8). Imatinib showed a similar adverse effect at a dose of
25 µM. These data suggest that seralutinib could potently inhibit abnormal cell proliferation
that is pathognomonic for PAH without altering normal endothelial cell barrier function.

Seralutinib is the first TKI specifically developed as a treatment for PAH, and the
first TKI specifically developed for inhalation delivery as a treatment for PAH. Seralutinib
was designed to improve potency against PDGFRβ compared to imatinib, inhibit CSF1R
and c-KIT, and to have limited oral bioavailability. In contrast to imatinib, seralutinib has
limited activity against cABL, but is several orders of magnitude more potent when used
for inhibiting CSF1R [7]. While cABL inhibition was a primary goal of imatinib’s use to
treat chronic myeloid leukemia (CML), it may represent a liability in the context of treating
PAH due to reported cardiotoxicity [67,68]. cABL and phosphorylated cABL levels are
lower in the pulmonary vessel endothelium of PAH patients versus controls. Furthermore,
in control endothelial cells, the downregulation of cABL by RNA interference resulted in
DNA damage and apoptosis, while the restoration of cABL in PAH-derived endothelial
cells resulted in reduced DNA damage and apoptosis [8]. On the other hand, it has been
proposed that ABL kinase inhibition could protect against vascular leak in certain disease
states associated with abnormal endothelial barrier function [69].

Seralutinib’s high potency against CSF1R is a unique feature of this TKI and represents
a new approach in targeting this component of the PDGFR/c-KIT/CSF1R kinase network.
Preclinical studies in animal models of PAH demonstrated the differential expression of
PDGFRα and PDGFRβ signaling in different cell types, and that the potent inhibition of
both receptors may be important in targeting this pathway for PAH [29]. Thus, seralutinib’s
greater potency against PDGFRβ, for example, could provide a potential advantage com-
pared to imatinib. In addition, seralutinib’s formulation is designed to optimize deep lung
delivery via inhalation (using a Plastiape RS01 device), while maintaining rapid clearance
to minimize systemic exposure and associated adverse events. The potential therapeutic
window for imatinib may be narrower.
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Figure 8. A transendothelial assay was used to examine the effects of 0.25% dimethyl sulfoxide
(DMSO), dasatinib, imatinib, and seralutinib on electrical resistance across a monolayer of human
pulmonary arterial endothelial cells. Treatment with the drug was started at 42 h after establishing a
stable monolayer. Dasatinib showed a dramatic and profound adverse effect on endothelial barrier
function, as shown by a severe loss of electrical resistance across the endothelial cell monolayer,
whereas seralutinib showed no adverse effects on transendothelial resistance up to 25 µM. Imatinib
showed an adverse effect at the high dose of 25 µM.

Seralutinib delivered by inhalation has shown efficacy in two rat models of PAH: the
monocrotaline pneumonectomy (MCT/PN) model and the SU5416 hypoxia (SU5416/H)
model [7]. In the MCT/PN model, a telemetry study showed that seralutinib prevented the
progression of established PAH, and significantly decreased the extent of neointimal lesions.
In the SU5416/H model, a telemetry study showed that seralutinib reversed established
PAH, decreased right ventricle hypertrophy, and significantly reversed pulmonary arterio-
lar remodeling. In a head-to-head comparison with gavage-administered imatinib, inhaled
seralutinib showed a greater effect on reducing mPAP and improving pulmonary vascular
remodeling in the rat SU5416/H model. In addition, seralutinib decreased N-terminal
pro-brain natriuretic peptide (NT-proBNP) and restored BMPR2 levels to normal—effects
not observed with imatinib. In a related model in which PDGFB was overexpressed in the
lungs followed by further disease induction with SU5416/H, seralutinib showed additive
beneficial effects when combined with a phosphodiesterase 5 (PDE-V) inhibitor and an
endothelin receptor antagonist [70].

An improvement in anti-inflammatory lung cytokine profiling was also observed in
the seralutinib-treated group; there was a 2-fold reduction in circulating tumor necrosis
factor α (TNFα) level, and a 4-fold increase in IL-10 level compared to vehicle [7]. These
data suggest that seralutinib suppressed pro-inflammatory signaling (e.g., TNFα) and led
to the increased expression of protective cytokines (e.g., IL-10).
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4. Summary and Future Directions

Several novel targeted pathways are under investigation to advance treatment in
PAH [71–74]. Inhibiting PDGFR, CSF1R, and KIT kinases could potentially provide a new
therapeutic strategy for the treatment of PAH. These kinases are highly expressed and
increased in relevant cell types that characterize pulmonary arteriolar lesions seen in PAH.
They interact through autocrine and paracrine signaling to generate inflammation and
abnormal cellular proliferation within these lesions. Interest in the potential use of TKIs for
PAH was generated by preclinical and clinical proof-of-concept efficacy data with orally
administered imatinib; however, systemic side effects were a limitation of this drug via this
route of administration. Seralutinib, a novel PDGFR/CSF1R/c-KIT inhibitor administered
by inhalation, has unique features compared to imatinib. In particular, seralutinib is more
potent against PDGFRβ, and several orders of magnitude more potent against CSF1R
compared to imatinib. Furthermore, seralutinib was specifically designed to have low
oral bioavailability, a key feature for a drug designed for inhalation. Thus, although it
is interesting to consider an inhaled form of imatinib as a treatment for PAH, the oral
bioavailability of imatinib and relatively low systemic clearance could limit the therapeutic
window of this approach. In contrast, the distinguishing features of seralutinib have the
potential to improve both efficacy and tolerability. Seralutinib has shown preclinical efficacy
in multiple animal models of PH. Highlighting the crosstalk between PDGFR and BMPR2
signaling, seralutinib restored BMPR2 levels to normal in the SU5416/H model of PH, an
effect not observed with imatinib. Future work using techniques such as single cell RNA
sequencing could provide further mechanistic understanding of seralutinib’s impact on the
kinase network of PDGFR, CSF1R, and c-KIT, and the crosstalk between the different cell
subsets involved in pathological remodeling associated with PAH. By targeting PDGFR,
CSF1R, and c-KIT, seralutinib could lead to the reverse remodeling of pulmonary vascular
disease in PAH, with a consequent improvement in clinically meaningful outcomes with
a limited risk for adverse events. Based on its novel mechanism of action and preclinical
studies [70], seralutinib may potentially lead to complementary effects when administered
with other PAH treatments, but further studies are needed to confirm the benefits of future
combination strategies.

In a recent randomized, double-blind, placebo-controlled trial, inhaled seralutinib
demonstrated clinical activity, showing a significant reduction in PVR, and was relatively
well tolerated after 24 weeks of treatment [75]. Based on this strong scientific rationale
and results of the phase 2 TORREY study, a phase 3 study (NCT05934526) will soon begin
enrollment to continue the development of seralutinib in PAH.

Author Contributions: Ideation: S.S.P., R.S., R.O., R.T.S. and L.S.Z.; literature search: L.S.Z., S.S.P.,
R.T.S. and A.W.; data analysis, as applicable: R.S., S.S.P. and R.O.; drafting and revising: A.W., L.S.Z.,
L.L.C., R.S. and R.T.S. All authors have read and agreed to the published version of the manuscript.

Funding: The development of this manuscript was supported by Gossamer Bio, Inc.

Data Availability Statement: The data presented in this study are openly available.

Conflicts of Interest: R.T.S.: Research grants from Gossamer Bio, Inc.; consultancy agreement from
Gossamer Bio, Inc. S.S.P.: Research grants from Gossamer Bio, Inc. and consultancy agreement from
Gossamer Bio, Inc. A.W.: No conflicts of interest. L.S.Z.: Employee and stockholder, Gossamer Bio,
Inc.; Pulmokine Inc., stocks or options. R.S.: Employee and stockholder, Gossamer Bio, Inc. R.O.:
Employee and stockholder, Gossamer Bio, Inc. L.L.C.: Consultant and stockholder, Gossamer Bio, Inc.

References
1. Humbert, M.; Kovacs, G.; Hoeper, M.M.; Badagliacca, R.; Berger, R.M.F.; Brida, M.; Carlsen, J.; Coats, A.J.S.; Escribano-Subias,

P.; Ferrari, P.; et al. 2022 ESC/ERS Guidelines for the diagnosis and treatment of pulmonary hypertension. Eur. Respir. J. 2023,
61, 2200879. [CrossRef] [PubMed]

2. Cool, C.D.; Kennedy, D.; Voelkel, N.F.; Tuder, R.M. Pathogenesis and evolution of plexiform lesions in pulmonary hypertension
associated with scleroderma and human immunodeficiency virus infection. Hum. Pathol. 1997, 28, 434–442. [CrossRef] [PubMed]

https://doi.org/10.1183/13993003.00879-2022
https://www.ncbi.nlm.nih.gov/pubmed/36028254
https://doi.org/10.1016/S0046-8177(97)90032-0
https://www.ncbi.nlm.nih.gov/pubmed/9104943


Int. J. Mol. Sci. 2023, 24, 12653 16 of 19

3. Tuder, R.M.; Groves, B.; Badesch, D.B.; Voelkel, N.F. Exuberant endothelial cell growth and elements of inflammation are present
in plexiform lesions of pulmonary hypertension. Am. J. Pathol. 1994, 144, 275–285. [PubMed]

4. Rabinovitch, M.; Guignabert, C.; Humbert, M.; Nicolls, M.R. Inflammation and immunity in the pathogenesis of pulmonary
arterial hypertension. Circ. Res. 2014, 115, 165–175. [CrossRef] [PubMed]

5. Bartelds, B.; van Loon, R.L.E.; Mohaupt, S.; Wijnberg, H.; Dickinson, M.G.; Boersma, B.; Takens, J.; van Albada, M.; Berger, R.M.F.
Mast cell inhibition improves pulmonary vascular remodeling in pulmonary hypertension. Chest 2012, 141, 651–660. [CrossRef]

6. Hoeper, M.M.; Barst, R.J.; Bourge, R.C.; Feldman, J.; Frost, A.E.; Galie, N.; Gomez-Sanchez, M.A.; Grimminger, F.; Grunig, E.;
Hassoun, P.M.; et al. Imatinib mesylate as add-on therapy for pulmonary arterial hypertension: Results of the randomized
IMPRES study. Circulation 2013, 127, 1128–1138. [CrossRef] [PubMed]

7. Galkin, A.; Sitapara, R.; Clemons, B.; Garcia, E.; Kennedy, M.; Guimond, D.; Carter, L.L.; Douthitt, A.; Osterhout, R.; Gandjeva, A.;
et al. Inhaled Seralutinib Exhibits Potent Efficacy in Models of Pulmonary Arterial Hypertension. Eur. Respir. J. 2022, 60, 2102356.
[CrossRef]

8. Le Vely, B.; Phan, C.; Berrebeh, N.; Thuillet, R.; Ottaviani, M.; Chelgham, M.K.; Chaumais, M.C.; Amazit, L.; Humbert, M.;
Huertas, A.; et al. Loss of cAbl Tyrosine Kinase in Pulmonary Arterial Hypertension Causes Dysfunction of Vascular Endothelial
Cells. Am. J. Respir. Cell Mol. Biol. 2022, 67, 215–226. [CrossRef]

9. Stanley, E.R.; Chitu, V. CSF-1 receptor signaling in myeloid cells. Cold Spring Harb. Perspect. Biol. 2014, 6, a021857. [CrossRef]
10. Lin, H.; Lee, E.; Hestir, K.; Leo, C.; Huang, M.; Bosch, E.; Halenbeck, R.; Wu, G.; Zhou, A.; Behrens, D.; et al. Discovery of a

cytokine and its receptor by functional screening of the extracellular proteome. Science 2008, 320, 807–811. [CrossRef]
11. Papadopoulos, N.; Lennartsson, J.; Heldin, C.H. PDGFRbeta translocates to the nucleus and regulates chromatin remodeling via

TATA element-modifying factor 1. J. Cell Biol. 2018, 217, 1701–1717. [CrossRef]
12. Wu, E.; Palmer, N.; Tian, Z.; Moseman, A.P.; Galdzicki, M.; Wang, X.; Berger, B.; Zhang, H.; Kohane, I.S. Comprehensive dissection

of PDGF-PDGFR signaling pathways in PDGFR genetically defined cells. PLoS ONE 2008, 3, e3794. [CrossRef] [PubMed]
13. Siegbahn, A.; Hammacher, A.; Westermark, B.; Heldin, C.H. Differential effects of the various isoforms of platelet-derived growth

factor on chemotaxis of fibroblasts, monocytes, and granulocytes. J. Clin. Investig. 1990, 85, 916–920. [CrossRef]
14. Ogawa, A.; Firth, A.L.; Smith, K.A.; Maliakal, M.V.; Yuan, J.X. PDGF enhances store-operated Ca2+ entry by upregulating

STIM1/Orai1 via activation of Akt/mTOR in human pulmonary arterial smooth muscle cells. Am. J. Physiol. Cell Physiol. 2012,
302, C405–C411. [CrossRef]

15. Perros, F.; Montani, D.; Dorfmuller, P.; Durand-Gasselin, I.; Tcherakian, C.; Le Pavec, J.; Mazmanian, M.; Fadel, E.; Mussot, S.;
Mercier, O.; et al. Platelet-derived growth factor expression and function in idiopathic pulmonary arterial hypertension. Am. J.
Respir. Crit. Care Med. 2008, 178, 81–88. [CrossRef] [PubMed]

16. Abid, S.; Marcos, E.; Parpaleix, A.; Amsellem, V.; Breau, M.; Houssaini, A.; Vienney, N.; Lefevre, M.; Derumeaux, G.; Evans,
S.; et al. CCR2/CCR5-mediated macrophage-smooth muscle cell crosstalk in pulmonary hypertension. Eur. Respir. J. 2019,
54, 1802308. [CrossRef] [PubMed]

17. Joshi, N.; Watanabe, S.; Verma, R.; Jablonski, R.P.; Chen, C.I.; Cheresh, P.; Markov, N.S.; Reyfman, P.A.; McQuattie-Pimentel,
A.C.; Sichizya, L.; et al. A spatially restricted fibrotic niche in pulmonary fibrosis is sustained by M-CSF/M-CSFR signalling in
monocyte-derived alveolar macrophages. Eur. Respir. J. 2020, 55, 1900646. [CrossRef] [PubMed]

18. Jonigk, D.; Golpon, H.; Bockmeyer, C.L.; Maegel, L.; Hoeper, M.M.; Gottlieb, J.; Nickel, N.; Hussein, K.; Maus, U.; Lehmann, U.;
et al. Plexiform lesions in pulmonary arterial hypertension composition, architecture, and microenvironment. Am. J. Pathol. 2011,
179, 167–179. [CrossRef]

19. Montani, D.; Perros, F.; Gambaryan, N.; Girerd, B.; Dorfmuller, P.; Price, L.C.; Huertas, A.; Hammad, H.; Lambrecht, B.; Simonneau,
G.; et al. C-kit-positive cells accumulate in remodeled vessels of idiopathic pulmonary arterial hypertension. Am. J. Respir. Crit.
Care Med. 2011, 184, 116–123. [CrossRef]

20. Toshner, M.; Voswinckel, R.; Southwood, M.; Al-Lamki, R.; Howard, L.S.; Marchesan, D.; Yang, J.; Suntharalingam, J.; Soon, E.;
Exley, A.; et al. Evidence of dysfunction of endothelial progenitors in pulmonary arterial hypertension. Am. J. Respir. Crit. Care
Med. 2009, 180, 780–787. [CrossRef]

21. Saygin, D.; Tabib, T.; Bittar, H.E.T.; Valenzi, E.; Sembrat, J.; Chan, S.Y.; Rojas, M.; Lafyatis, R. Transcriptional profiling of lung cell
populations in idiopathic pulmonary arterial hypertension. Pulm. Circ. 2020, 10, 1–15. [CrossRef]

22. Consortium, T.S.; Jones, R.C.; Karkanias, J.; Krasnow, M.A.; Pisco, A.O.; Quake, S.R.; Salzman, J.; Yosef, N.; Bulthaup, B.; Brown,
P.; et al. The Tabula Sapiens: A multiple-organ, single-cell transcriptomic atlas of humans. Science 2022, 376, eabl4896.

23. Szklarczyk, D.; Gable, A.L.; Lyon, D.; Junge, A.; Wyder, S.; Huerta-Cepas, J.; Simonovic, M.; Doncheva, N.T.; Morris, J.H.;
Bork, P.; et al. STRING v11: Protein-protein association networks with increased coverage, supporting functional discovery in
genome-wide experimental datasets. Nucleic Acids Res. 2019, 47, D607–D613. [CrossRef] [PubMed]

24. Zehendner, C.M.; Valasarajan, C.; Werner, A.; Boeckel, J.N.; Bischoff, F.C.; John, D.; Weirick, T.; Glaser, S.F.; Rossbach, O.; Jae, N.;
et al. Long Noncoding RNA TYKRIL Plays a Role in Pulmonary Hypertension via the p53-mediated Regulation of PDGFRbeta.
Am. J. Respir. Crit. Care Med. 2020, 202, 1445–1457. [CrossRef] [PubMed]

25. Zhu, N.; Swietlik, E.M.; Welch, C.L.; Pauciulo, M.W.; Hagen, J.J.; Zhou, X.; Guo, Y.; Karten, J.; Pandya, D.; Tilly, T.; et al. Rare
variant analysis of 4241 pulmonary arterial hypertension cases from an international consortium implicates FBLN2, PDGFD, and
rare de novo variants in PAH. Genome Med. 2021, 13, 80. [CrossRef]

https://www.ncbi.nlm.nih.gov/pubmed/7508683
https://doi.org/10.1161/CIRCRESAHA.113.301141
https://www.ncbi.nlm.nih.gov/pubmed/24951765
https://doi.org/10.1378/chest.11-0663
https://doi.org/10.1161/CIRCULATIONAHA.112.000765
https://www.ncbi.nlm.nih.gov/pubmed/23403476
https://doi.org/10.1183/13993003.02356-2021
https://doi.org/10.1165/rcmb.2021-0332OC
https://doi.org/10.1101/cshperspect.a021857
https://doi.org/10.1126/science.1154370
https://doi.org/10.1083/jcb.201706118
https://doi.org/10.1371/journal.pone.0003794
https://www.ncbi.nlm.nih.gov/pubmed/19030102
https://doi.org/10.1172/JCI114519
https://doi.org/10.1152/ajpcell.00337.2011
https://doi.org/10.1164/rccm.200707-1037OC
https://www.ncbi.nlm.nih.gov/pubmed/18420966
https://doi.org/10.1183/13993003.02308-2018
https://www.ncbi.nlm.nih.gov/pubmed/31320454
https://doi.org/10.1183/13993003.00646-2019
https://www.ncbi.nlm.nih.gov/pubmed/31601718
https://doi.org/10.1016/j.ajpath.2011.03.040
https://doi.org/10.1164/rccm.201006-0905OC
https://doi.org/10.1164/rccm.200810-1662OC
https://doi.org/10.1177/2045894020908782
https://doi.org/10.1093/nar/gky1131
https://www.ncbi.nlm.nih.gov/pubmed/30476243
https://doi.org/10.1164/rccm.201910-2041OC
https://www.ncbi.nlm.nih.gov/pubmed/32634060
https://doi.org/10.1186/s13073-021-00891-1


Int. J. Mol. Sci. 2023, 24, 12653 17 of 19

26. Wu, K.; Tang, H.; Lin, R.; Carr, S.G.; Wang, Z.; Babicheva, A.; Ayon, R.J.; Jain, P.P.; Xiong, M.; Rodriguez, M.; et al. Endothelial
platelet-derived growth factor-mediated activation of smooth muscle platelet-derived growth factor receptors in pulmonary
arterial hypertension. Pulm. Circ. 2020, 10, 2045894020948470. [CrossRef]

27. Ten Freyhaus, H.; Berghausen, E.M.; Janssen, W.; Leuchs, M.; Zierden, M.; Murmann, K.; Klinke, A.; Vantler, M.; Caglayan, E.;
Kramer, T.; et al. Genetic Ablation of PDGF-Dependent Signaling Pathways Abolishes Vascular Remodeling and Experimental
Pulmonary Hypertension. Arterioscler. Thromb. Vasc. Biol. 2015, 35, 1236–1245. [CrossRef]

28. Sheikh, A.Q.; Misra, A.; Rosas, I.O.; Adams, R.H.; Greif, D.M. Smooth muscle cell progenitors are primed to muscularize in
pulmonary hypertension. Sci. Transl. Med. 2015, 7, 308ra159. [CrossRef]

29. Medarametla, V.; Festin, S.; Sugarragchaa, C.; Eng, A.; Naqwi, A.; Wiedmann, T.; Zisman, L.S. PK10453, a nonselective platelet-
derived growth factor receptor inhibitor, prevents the progression of pulmonary arterial hypertension. Pulm. Circ. 2014, 4, 82–102.
[CrossRef]

30. Schermuly, R.T.; Dony, E.; Ghofrani, H.A.; Pullamsetti, S.; Savai, R.; Roth, M.; Sydykov, A.; Lai, Y.J.; Weissmann, N.; Seeger, W.;
et al. Reversal of experimental pulmonary hypertension by PDGF inhibition. J. Clin. Investig. 2005, 115, 2811–2821. [CrossRef]

31. Zhang, M.Q.; Wang, C.C.; Pang, X.B.; Shi, J.Z.; Li, H.R.; Xie, X.M.; Wang, Z.; Zhang, H.D.; Zhou, Y.F.; Chen, J.W.; et al. Role of
macrophages in pulmonary arterial hypertension. Front. Immunol. 2023, 14, 1152881. [CrossRef] [PubMed]

32. Savai, R.; Pullamsetti, S.S.; Kolbe, J.; Bieniek, E.; Voswinckel, R.; Fink, L.; Scheed, A.; Ritter, C.; Dahal, B.K.; Vater, A.; et al.
Immune and inflammatory cell involvement in the pathology of idiopathic pulmonary arterial hypertension. Am. J. Respir. Crit.
Care Med. 2012, 186, 897–908. [CrossRef] [PubMed]

33. Willis, G.R.; Fernandez-Gonzalez, A.; Reis, M.; Mitsialis, S.A.; Kourembanas, S. Macrophage Immunomodulation: The Gatekeeper
for Mesenchymal Stem Cell Derived-Exosomes in Pulmonary Arterial Hypertension? Int. J. Mol. Sci. 2018, 19, 2534. [CrossRef]
[PubMed]

34. Yu, P.; Covington, T.; Song, H.J.; Waxman, A.B.; Southwood, M.; Morrell, N.W.; Rahaghi, N.; DiCarli, M.; Bruey, J.M.; Zisman, L.;
et al. 68Ga-Dotatate PET Imaging in Pulmonary Arterial Hypertension. Am. J. Respir. Crit. Care Med. 2022, 205, A3585.

35. Vergadi, E.; Chang, M.S.; Lee, C.; Liang, O.D.; Liu, X.; Fernandez-Gonzalez, A.; Mitsialis, S.A.; Kourembanas, S. Early macrophage
recruitment and alternative activation are critical for the later development of hypoxia-induced pulmonary hypertension.
Circulation 2011, 123, 1986–1995. [CrossRef]

36. Thenappan, T.; Goel, A.; Marsboom, G.; Fang, Y.H.; Toth, P.T.; Zhang, H.J.; Kajimoto, H.; Hong, Z.; Paul, J.; Wietholt, C.; et al. A
central role for CD68(+) macrophages in hepatopulmonary syndrome. Reversal by macrophage depletion. Am. J. Respir. Crit.
Care Med. 2011, 183, 1080–1091. [CrossRef]

37. Bellamri, N.; Morzadec, C.; Joannes, A.; Lecureur, V.; Wollin, L.; Jouneau, S.; Vernhet, L. Alteration of human macrophage
phenotypes by the anti-fibrotic drug nintedanib. Int. Immunopharmacol. 2019, 72, 112–123. [CrossRef]

38. Zhou, X.; Franklin, R.A.; Adler, M.; Jacox, J.B.; Bailis, W.; Shyer, J.A.; Flavell, R.A.; Mayo, A.; Alon, U.; Medzhitov, R. Circuit
Design Features of a Stable Two-Cell System. Cell 2018, 172, 744–757.e17. [CrossRef]

39. Meziani, L.; Deutsch, E.; Mondini, M. Macrophages in radiation injury: A new therapeutic target. Oncoimmunology 2018,
7, e1494488. [CrossRef]

40. Meziani, L.; Mondini, M.; Petit, B.; Boissonnas, A.; de Montpreville, V.T.; Mercier, O.; Vozenin, M.C.; Deutsch, E. CSF1R inhibition
prevents radiation pulmonary fibrosis by depletion of interstitial macrophages. Eur. Respir. J. 2018, 51, 1702120. [CrossRef]

41. Sheikh, A.Q.; Saddouk, F.Z.; Ntokou, A.; Mazurek, R.; Greif, D.M. Cell Autonomous and Non-cell Autonomous Regulation of
SMC Progenitors in Pulmonary Hypertension. Cell Rep. 2018, 23, 1152–1165. [CrossRef] [PubMed]

42. Ntokou, A.; Dave, J.M.; Kauffman, A.C.; Sauler, M.; Ryu, C.; Hwa, J.; Herzog, E.L.; Singh, I.; Saltzman, W.M.; Greif, D.M.
Macrophage-derived PDGF-B induces muscularization in murine and human pulmonary hypertension. JCI Insight 2021,
6, e139067. [CrossRef] [PubMed]

43. Talati, M.; West, J.; Zaynagetdinov, R.; Hong, C.C.; Han, W.; Blackwell, T.; Robinson, L.; Blackwell, T.S.; Lane, K. BMP pathway
regulation of and by macrophages. PLoS ONE 2014, 9, e94119. [CrossRef]

44. Sawada, H.; Saito, T.; Nickel, N.P.; Alastalo, T.P.; Glotzbach, J.P.; Chan, R.; Haghighat, L.; Fuchs, G.; Januszyk, M.; Cao, A.;
et al. Reduced BMPR2 expression induces GM-CSF translation and macrophage recruitment in humans and mice to exacerbate
pulmonary hypertension. J. Exp. Med. 2014, 211, 263–280. [CrossRef]

45. Bai, P.; Lyu, L.; Yu, T.; Zuo, C.; Fu, J.; He, Y.; Wan, Q.; Wan, N.; Jia, D.; Lyu, A. Macrophage-Derived Legumain Promotes
Pulmonary Hypertension by Activating the MMP (Matrix Metalloproteinase)-2/TGF (Transforming Growth Factor)-beta1
Signaling. Arterioscler. Thromb. Vasc. Biol. 2019, 39, e130–e145. [CrossRef]

46. Lennartsson, J.; Ronnstrand, L. Stem cell factor receptor/c-Kit: From basic science to clinical implications. Physiol. Rev. 2012, 92,
1619–1649. [CrossRef]

47. Matsui, J.; Wakabayashi, T.; Asada, M.; Yoshimatsu, K.; Okada, M. Stem cell factor/c-kit signaling promotes the survival,
migration, and capillary tube formation of human umbilical vein endothelial cells. J. Biol. Chem. 2004, 279, 18600–18607.
[CrossRef] [PubMed]

48. Kim, K.L.; Meng, Y.; Kim, J.Y.; Baek, E.J.; Suh, W. Direct and differential effects of stem cell factor on the neovascularization
activity of endothelial progenitor cells. Cardiovasc. Res. 2011, 92, 132–140. [CrossRef]

https://doi.org/10.1177/2045894020948470
https://doi.org/10.1161/ATVBAHA.114.304864
https://doi.org/10.1126/scitranslmed.aaa9712
https://doi.org/10.1086/674881
https://doi.org/10.1172/JCI24838
https://doi.org/10.3389/fimmu.2023.1152881
https://www.ncbi.nlm.nih.gov/pubmed/37153557
https://doi.org/10.1164/rccm.201202-0335OC
https://www.ncbi.nlm.nih.gov/pubmed/22955318
https://doi.org/10.3390/ijms19092534
https://www.ncbi.nlm.nih.gov/pubmed/30150544
https://doi.org/10.1161/CIRCULATIONAHA.110.978627
https://doi.org/10.1164/rccm.201008-1303OC
https://doi.org/10.1016/j.intimp.2019.03.061
https://doi.org/10.1016/j.cell.2018.01.015
https://doi.org/10.1080/2162402X.2018.1494488
https://doi.org/10.1183/13993003.02120-2017
https://doi.org/10.1016/j.celrep.2018.03.043
https://www.ncbi.nlm.nih.gov/pubmed/29694892
https://doi.org/10.1172/jci.insight.139067
https://www.ncbi.nlm.nih.gov/pubmed/33591958
https://doi.org/10.1371/journal.pone.0094119
https://doi.org/10.1084/jem.20111741
https://doi.org/10.1161/ATVBAHA.118.312254
https://doi.org/10.1152/physrev.00046.2011
https://doi.org/10.1074/jbc.M311643200
https://www.ncbi.nlm.nih.gov/pubmed/14985355
https://doi.org/10.1093/cvr/cvr161


Int. J. Mol. Sci. 2023, 24, 12653 18 of 19

49. Wang, C.H.; Verma, S.; Hsieh, I.C.; Hung, A.; Cheng, T.T.; Wang, S.Y.; Liu, Y.C.; Stanford, W.L.; Weisel, R.D.; Li, R.K.; et al. Stem
cell factor attenuates vascular smooth muscle apoptosis and increases intimal hyperplasia after vascular injury. Arterioscler.
Thromb. Vasc. Biol. 2007, 27, 540–547. [CrossRef]

50. Kim, K.L.; Seo, S.; Kim, J.T.; Kim, J.; Kim, W.; Yeo, Y.; Sung, J.H.; Park, S.G.; Suh, W. SCF (Stem Cell Factor) and cKIT Modulate
Pathological Ocular Neovascularization. Arterioscler. Thromb. Vasc. Biol. 2019, 39, 2120–2131. [CrossRef]

51. Farkas, D.; Kraskauskas, D.; Drake, J.I.; Alhussaini, A.A.; Kraskauskiene, V.; Bogaard, H.J.; Cool, C.D.; Voelkel, N.F.; Farkas, L.
CXCR4 inhibition ameliorates severe obliterative pulmonary hypertension and accumulation of C-kit(+) cells in rats. PLoS ONE
2014, 9, e89810. [CrossRef]

52. Stearman, R.S.; Bui, Q.M.; Speyer, G.; Handen, A.; Cornelius, A.R.; Graham, B.B.; Kim, S.; Mickler, E.A.; Tuder, R.M.; Chan, S.Y.;
et al. Systems Analysis of the Human Pulmonary Arterial Hypertension Lung Transcriptome. Am. J. Respir. Cell Mol. Biol. 2019,
60, 637–649. [CrossRef] [PubMed]

53. Xu, J.; Wang, J.; Shao, C.; Zeng, X.; Sun, L.; Kong, H.; Xie, W.; Wang, H. New dynamic viewing of mast cells in pulmonary arterial
hypertension (PAH): Contributors or outsiders to cardiovascular remodeling. J. Thorac. Dis. 2018, 10, 3016–3026. [CrossRef]
[PubMed]

54. Farha, S.; Dweik, R.; Rahaghi, F.; Benza, R.; Hassoun, P.; Frantz, R.; Torres, F.; Quinn, D.A.; Comhair, S.; Erzurum, S.; et al. Imatinib
in pulmonary arterial hypertension: C-Kit inhibition. Pulm. Circ. 2014, 4, 452–455. [CrossRef] [PubMed]

55. Morrell, N.W. Role of bone morphogenetic protein receptors in the development of pulmonary arterial hypertension. Adv. Exp.
Med. Biol. 2010, 661, 251–264.

56. Atkinson, C.; Stewart, S.; Upton, P.D.; Machado, R.; Thomson, J.R.; Trembath, R.C.; Morrell, N.W. Primary pulmonary hyperten-
sion is associated with reduced pulmonary vascular expression of type II bone morphogenetic protein receptor. Circulation 2002,
105, 1672–1678. [CrossRef]

57. Chen, J.; Cui, X.; Qian, Z.; Li, Y.; Kang, K.; Qu, J.; Li, L.; Gou, D. Multi-omics analysis reveals regulators of the response to
PDGF-BB treatment in pulmonary artery smooth muscle cells. BMC Genom. 2016, 17, 781. [CrossRef]

58. Kudryashova, T.V.; Shen, Y.; Pena, A.; Cronin, E.; Okorie, E.; Goncharov, D.A.; Goncharova, E.A. Inhibitory Antibodies against
Activin A and TGF-beta Reduce Self-Supported, but Not Soluble Factors-Induced Growth of Human Pulmonary Arterial Vascular
Smooth Muscle Cells in Pulmonary Arterial Hypertension. Int. J. Mol. Sci. 2018, 19, 2957. [CrossRef]

59. Qi, Y.X.; Jiang, J.; Jiang, X.H.; Wang, X.D.; Ji, S.Y.; Han, Y.; Long, D.K.; Shen, B.R.; Yan, Z.Q.; Chien, S.; et al. PDGF-BB and TGF-β1
on cross-talk between endothelial and smooth muscle cells in vascular remodeling induced by low shear stress. Proc. Natl. Acad.
Sci. USA 2011, 108, 1908–1913. [CrossRef]

60. Porsch, H.; Mehic, M.; Olofsson, B.; Heldin, P.; Heldin, C.H. Platelet-derived growth factor beta-receptor, transforming growth
factor beta type I receptor, and CD44 protein modulate each other’s signaling and stability. J. Biol. Chem. 2014, 289, 19747–19757.
[CrossRef]

61. Liu, C.; Li, J.; Xiang, X.; Guo, L.; Tu, K.; Liu, Q.; Shah, V.H.; Kang, N. PDGF receptor-alpha promotes TGF-beta signaling in hepatic
stellate cells via transcriptional and posttranscriptional regulation of TGF-beta receptors. Am. J. Physiol. Gastrointest. Liver Physiol.
2014, 307, G749–G759. [CrossRef]

62. Gillies, H.; Niven, R.; Dake, B.T.; Chakinala, M.M.; Feldman, J.P.; Hill, N.S.; Hoeper, M.M.; Humbert, M.; McLaughlin, V.V.;
Kankam, M. AV-101, a novel inhaled dry-powder formulation of imatinib, in healthy adult participants: A phase 1 single and
multiple ascending dose study. ERJ Open Res. 2023, 9, 00433-2022. [CrossRef] [PubMed]

63. Richter, M.J.; Ewert, J.; Grimminger, F.; Ghofrani, H.A.; Kojonazarov, B.; Petrovic, A.; Seeger, W.; Schermuly, R.T.; Tello, K.; Gall, H.
Nintedanib in Severe Pulmonary Arterial Hypertension. Am. J. Respir. Crit. Care Med. 2018, 198, 808–810. [CrossRef] [PubMed]

64. Guignabert, C.; Phan, C.; Seferian, A.; Huertas, A.; Tu, L.; Thuillet, R.; Sattler, C.; Le Hiress, M.; Tamura, Y.; Jutant, E.M.; et al.
Dasatinib induces lung vascular toxicity and predisposes to pulmonary hypertension. J. Clin. Investig. 2016, 126, 3207–3218.
[CrossRef] [PubMed]

65. Montani, D.; Bergot, E.; Gunther, S.; Savale, L.; Bergeron, A.; Bourdin, A.; Bouvaist, H.; Canuet, M.; Pison, C.; Macro, M.; et al.
Pulmonary arterial hypertension in patients treated by dasatinib. Circulation 2012, 125, 2128–2137. [CrossRef] [PubMed]

66. Phan, C.; Jutant, E.M.; Tu, L.; Thuillet, R.; Seferian, A.; Montani, D.; Huertas, A.; Bezu, J.V.; Breijer, F.; Vonk Noordegraaf, A.; et al.
Dasatinib increases endothelial permeability leading to pleural effusion. Eur. Respir. J. 2018, 51, 1701096. [CrossRef]

67. Barr, L.A.; Makarewich, C.A.; Berretta, R.M.; Gao, H.; Troupes, C.D.; Woitek, F.; Recchia, F.; Kubo, H.; Force, T.; Houser, S.R.
Imatinib activates pathological hypertrophy by altering myocyte calcium regulation. Clin. Transl. Sci. 2014, 7, 360–367. [CrossRef]

68. Kerkela, R.; Grazette, L.; Yacobi, R.; Iliescu, C.; Patten, R.; Beahm, C.; Walters, B.; Shevtsov, S.; Pesant, S.; Clubb, F.J.; et al.
Cardiotoxicity of the cancer therapeutic agent imatinib mesylate. Nat. Med. 2006, 12, 908–916. [CrossRef]

69. Chislock, E.M.; Pendergast, A.M. Abl family kinases regulate endothelial barrier function in vitro and in mice. PLoS ONE 2013,
8, e85231. [CrossRef]

70. Sitapara, R.; Sugarragchaa, C.; Zisman, L. Incremental efficacy of an inhaled PDGFR inhibitor in combination with tadalafil and
ambrisentan for the treatment of pulmonary arterial hypertension. Am. J. Resp. Crit. Care Med. 2017, 195, A6897.

71. Zolty, R. Novel experimental therapies for treatment of pulmonary arterial hypertension. J. Exp. Pharmacol. 2021, 13, 817–857.
[CrossRef] [PubMed]

72. Alamri, A.K.; Ma, C.L.; Ryan, J.J. Novel drugs for the treatment of pulmonary arterial hypertension: Where are we going? Drugs
2023, 83, 577–585. [CrossRef] [PubMed]

https://doi.org/10.1161/01.ATV.0000257148.01384.7d
https://doi.org/10.1161/ATVBAHA.119.313179
https://doi.org/10.1371/journal.pone.0089810
https://doi.org/10.1165/rcmb.2018-0368OC
https://www.ncbi.nlm.nih.gov/pubmed/30562042
https://doi.org/10.21037/jtd.2018.05.59
https://www.ncbi.nlm.nih.gov/pubmed/29997969
https://doi.org/10.1086/677359
https://www.ncbi.nlm.nih.gov/pubmed/25621158
https://doi.org/10.1161/01.CIR.0000012754.72951.3D
https://doi.org/10.1186/s12864-016-3122-3
https://doi.org/10.3390/ijms19102957
https://doi.org/10.1073/pnas.1019219108
https://doi.org/10.1074/jbc.M114.547273
https://doi.org/10.1152/ajpgi.00138.2014
https://doi.org/10.1183/23120541.00433-2022
https://www.ncbi.nlm.nih.gov/pubmed/36923571
https://doi.org/10.1164/rccm.201801-0195LE
https://www.ncbi.nlm.nih.gov/pubmed/29763335
https://doi.org/10.1172/JCI86249
https://www.ncbi.nlm.nih.gov/pubmed/27482885
https://doi.org/10.1161/CIRCULATIONAHA.111.079921
https://www.ncbi.nlm.nih.gov/pubmed/22451584
https://doi.org/10.1183/13993003.01096-2017
https://doi.org/10.1111/cts.12173
https://doi.org/10.1038/nm1446
https://doi.org/10.1371/journal.pone.0085231
https://doi.org/10.2147/JEP.S236743
https://www.ncbi.nlm.nih.gov/pubmed/34429666
https://doi.org/10.1007/s40265-023-01862-z
https://www.ncbi.nlm.nih.gov/pubmed/37017914


Int. J. Mol. Sci. 2023, 24, 12653 19 of 19

73. Keen, J.L.; Al-Naamani, N.; Venteuolo, C.E. The future of PAH treatment. Adv. Pulm. Hyperten. 2023, 22, 55–61. [CrossRef]
74. Cullivan, S.; Gaine, S.; Sitbon, O. New trends in pulmonary hypertension. Eur. Respir. Rev. 2023, 32, 220211. [CrossRef]
75. Frantz, R.P.; McLaughlin, V.V.; Sahay, S.; Escribano Subías, P.; Zolty, R.L.; Benza, R.L.; Channick, R.N.; Chin, K.M.; Hemnes, A.R.;

Howard, L.S.; et al. Seralutinib for the treatment of pulmonary arterial hypertension (PAH): Results from the phase 2 TORREY
trial. Am. J. Respir. Crit. Care Med. 2023, 207, A6726.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.21693/1933-088X-22.1.55
https://doi.org/10.1183/16000617.0211-2022

	Introduction to Pulmonary Arterial Hypertension 
	Seralutinib: Mode of Action, Pharmacology, and Pharmacokinetics 
	Rationale for Seralutinib for the Treatment of PAH 
	Overview of Type III RTKs 
	The Role of Type III RTKs in PAH Pathogenesis 
	PDGFR Signal Transduction in PAH 
	CSF1R Signaling and Potential Importance in PAH 
	c-KIT Signaling and Potential Importance in PAH 
	Interactions between PDGFR and BMPR2/TGF 
	Inhibiting a Type III RTK Kinase Network in PAH 

	Summary and Future Directions 
	References

