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Systemic lupus erythematosus-associated PAH: is

targeting inflammation the key to success?
E. Foı̈s*,# and O. Sitbon",+,1

P
ulmonary arterial hypertension (PAH) refers to a spec-
trum of diseases characterised by a permanent increase
in pulmonary vascular resistance leading to right ven-

tricular dysfunction and, ultimately, death [1]. PAH can be idio-
pathic, familial or associated with a number of conditions or
diseases, such as congenital heart disease, portal hypertension,
HIV infection, and exposure to toxins and drugs, including
appetite suppressants. PAH may also develop in the context of
connective tissue disease (CTD), and may complicate the course
of systemic sclerosis (SSc), systemic lupus erythematosus (SLE),
and mixed connective tissue disease (MCTD) [2, 3]. Over the past
decade, significant advances in the better understanding of PAH
pathophysiology have led to the development of ‘‘specific’’ thera-
pies that target aberrant molecular signalling pathways. Although
these treatments favourably impact clinical status, long-term
survival remains poor for patients with PAH, particularly for
those with CTD [2, 4]. In the current issue of the European
Respiratory Review, JOHNSON and GRANTON [5] give an overview of
the epidemiology, prognostic factors and survival of SSc- and SLE-
associated PAH. In this review, important differences between
these two forms of PAH are highlighted.

SSc is the most common cause of PAH among CTDs, and SLE
represents the second most prevalent condition of CTD-
associated PAH, the latter accounting for 15% of cases in the
French PAH registry [6]. In contrast to SSc, no study has been able
to accurately establish the prevalence of PAH in SLE, which is
reported in the range 0.5–14% [7]. Such a wide variation reflects
the varying definitions of PAH used, mainly due to differences in
investigative modalities employed to establish the diagnosis. In
this regard, a major weakness in most studies is the absence of
confirmatory right heart catheterisation. In addition, other causes
of pulmonary hypertension are not uncommon in SLE patients,
highlighting the importance of properly investigating these
patients. For example, chronic thromboembolism due to the
presence of antiphospholipid antibodies, and diffuse interstitial

lung disease may occur in patients with SLE, both of which may
be complicated by severe pulmonary hypertension [8].

It is widely accepted that inflammatory and/or immune mechan-
isms contribute to PAH development and progression [9],
especially in patients with CTD, as well as in those with PAH-
associated HIV infection or schistosomiasis. Macrophage and
lymphocyte infiltrates have been found in plexiform lesions from
patients with PAH associated with CTD [10]. The presence of
antinuclear antibodies, rheumatoid factor, immunoglobulin G,
complement fractions, cytokines and growth factors in pulmon-
ary arteries suggest a role for an immunological mechanism,
especially in SLE-associated PAH [11]. These findings strongly
support the use of immunosuppressive therapy in patients
with CTD-associated PAH. Case reports and small series of pa-
tients with PAH associated with SLE or MCTD have highlighted
beneficial effects with immunosuppressive therapy, underscor-
ing a possible link between systemic immune dysfunction and
pulmonary vasculopathy [12, 13]. However, no randomised
clinical trial has validated use of such agents in this setting.
Interestingly, patients with PAH associated with SSc do not
respond to immunosuppressive therapy, suggesting that pa-
thologic changes of pulmonary vessels have already become
irreversible in these patients [13]. In contrast, PAH associated
with SLE may respond to a combination of i.v. bolus of
cyclophosphamide and systemic glucocorticoids [12, 13]. In the
series reported by JAÏS et al. [12], 50% of patients with SLE- or
MCTD-associated PAH responded to first-line immunosuppres-
sive therapy alone. Patients with less severe PAH at the time
of diagnosis (New York Heart Association functional class II
and preserved cardiac output) are those who may benefit from
immunosuppressive therapy; for patients with more severe
functional and haemodynamic impairment, PAH-specific agents
(i.e. prostanoids and/or endothelin receptor antagonist and/or
phosphodiesterase type 5 inhibitor), in combination with
immunosuppressive treatment(s) should be considered [12].
Some data suggest that immunosuppressive therapy may be
more efficacious in patients with active SLE. However, this
strategy may also prove successful in SLE patients with
relatively minimal disease activity that have severe PAH. In
other words, the presence of none or minimal SLE activity
should not preclude the use of immunosuppressive therapy in
patients with SLE-associated PAH.

Of considerable interest is the normalisation of haemodynamic
parameters in some patients with SLE-associated PAH who
received immunosuppressive therapy either alone or in combi-
nation with PAH-specific treatment [12, 14, 15]. Indeed, complete
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normalisation of haemodynamic parameters following introduc-
tion of PAH-specific therapy in patients with either idiopathic
PAH or PAH associated with concomitant disease is rare [1].
However, some patients with PAH associated with HIV infec-
tion may achieve normalised haemodynamics when a combina-
tion of highly active anti-retroviral therapy and PAH-specific
therapy is used. Recently, DEGANO et al. [16] reported normal-
isation of pulmonary haemodynamics in 10 out of 59 patients
treated with long-term bosentan in association with anti-retro-
viral therapy. This also suggests a pivotal role for inflammation
in the pathophysiology of certain forms of PAH.

Finally, recent findings suggest that, if appropriately diagnosed
and treated, patients with SLE-associated PAH may have a better
prognosis than previously suspected, especially in the era of
modern PAH-specific therapy [2, 15]. Prospective randomised
trials of both immunosuppressive and PAH-specific therapies
specifically for patients with SLE-associated PAH are warranted.
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