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REVIEW

Corticosteroid treatment in sarcoidosis
J.C. Grutters and J.M.M. van den Bosch

ABSTRACT: At present there is no curative treatment for sarcoidosis. Immunosuppressive and/or
immunomodulatory drugs can, however, be used for controlling the disease.
Corticosteroids remain the mainstay of therapy. They function by suppressing the proinflammatory cytokines and chemokines that are involved in cell-mediated immune responses
and granuloma formation. Only in a select group of patients is it justifiable to use these drugs,
after careful evaluation of the pros and cons. Importantly, disease severity, e.g. threatened organ
functions, and not disease activity itself should be the deciding factor in this process.
In the case of parenchymal involvement, there is substantial evidence that corticosteroids can
improve respiratory symptoms and chest radiography and lung function parameters over 6–
24 months. Other generally acknowledged (empirical) criteria for systemic treatment include
neurological, cardiac and sight-threatening ocular involvement and hypercalcaemia. Remarkably,
despite .50 yrs of use, there is no proof of long-term (survival) benefit from corticosteroid
treatment. In addition, there are still no data regarding the optimal dose and duration of
corticosteroid or other immunosuppressive therapy.
One of the weightiest questions remaining is whether or not these drugs can prevent scarring in
patients with a fibrogenic phenotype. As new agents, including infliximab and thalidomide, enter
the stage and new diagnostic tools are now available, there is clearly a momentum to design
multicentric randomised controlled trials with long enough follow-up (.5 yrs) to answer this
pivotal question.
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arcoidosis remains an enigmatic disease
with extreme variability in organ involvement, extent and severity of granulomatous inflammation and fibrosis, and long-term
outcome. Diagnosis is based on a compatible
clinical presentation, supportive histological evidence of noncaseating granulomas and reasonable exclusion of other granulomatous diseases
[1]. Since the beginning of the 1950s, corticosteroids have been widely used in the treatment of
this disorder.

S

treatment in sarcoidosis, summarises the currently
accepted criteria from the literature and provides
the authors’ perspective on the subject.

Although steroids and other immunosuppressive/immunomodulatory drugs are clearly an
effective therapy in many cases, these are not
curative treatment regimens, since relapses frequently occur after tapering of drugs [2]. This
therapy is further complicated by the many
potential side-effects that only justify its initiation
when the potential benefits outweigh the risks.
Herein lays a major problem, since only limited
data exist for evidence-based decision-making. The
present article gives an update on the available randomised controlled trials on corticosteroid

BASIC CONSIDERATIONS
A number of considerations are currently fundamental to the understanding of sarcoidosis: 1) the
disease is defined by the presence of granulomas,
rarely with caseation but often with fibrinoid
necrosis [3]; 2) sites of granulomatous inflammation contain variable numbers of activated T-cells
and cells from the monocyte/macrophage lineage [4, 5]; 3) these T-cells, macrophages and other
local tissue cells express many pro-inflammatory
cytokines and chemokines that have been shown
experimentally to be critical in cell-mediated
immune responses and granuloma formation,
with a role for transforming growth factor-b in
spontaneous resolution of granulomas [6–8]; 4)
sarcoidosis is associated with a T-helper cell type
1 immune response, at least in the initial years of
disease [9]; 5) T-cell expansion is oligoclonal,
consistent with an antigen-driven immune
response [10, 11]; 6) multiple aetiological agents
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have been suggested to initiate this response, e.g. exposure to
specific microorganisms such as Propionibacterium acnes, but no
causation has been established to date [12]; 7) recently,
evidence has been found for a loss of immunoregulation by
CD1d-restricted natural killer T-cells and a genetically determined dysfunction of a putative co-stimulatory molecule
(butyrophilin-like protein 2) [13, 14]; and 8) Löfgren’s
syndrome, the subset of sarcoidosis with the best prognosis,
is associated with the formation of circulating immune
complexes and specific human leukocyte antigen and
nonhuman leukocyte antigen genotypes essentially 100% of
the time [15–17]. These scientific findings are central to current
concepts of the nature of sarcoidosis, and provide a framework
in treatment discussions.
CLINICAL CONSIDERATIONS
There are some general principles of sarcoidosis, originating
from decades of clinical observation, that should also be
considered in the context of disease treatment [18, 19]. First,
granuloma formation dictates the clinical course and therapeutic response, and, therefore, suppression of granuloma
formation results in preservation of organ function. Secondly,
fibrosis in sarcoidosis is probably not an independent process
but progresses as a result of ongoing inflammation and tissue
injury in combination with wound healing properties [19, 20].
Thus suppression of granuloma formation is also thought to
minimise long-term fibrotic changes. Thirdly, in most patients,
steroids are effective in suppressing granuloma formation in
the short as well as the long term; other immunosuppressive
therapy is variously effective, and selection of specific drugs
has been largely empirical. Fourthly, there is usually a
threshold level of drug effect for most patients, below which
there is progression of granuloma formation and above which
there is suppression, with improvement or stabilisation of
organ function. Fifthly, the kinetics of granuloma formation are
variable for an individual patient, with some patients
progressing very slowly and others showing rapid progression
of inflammation and organ dysfunction. Finally, different
tissues involved in sarcoidosis inflammation appear to
respond differently to different immunosuppressive or immunomodulatory drugs. For example, antimalarial drugs (e.g.
hydroxychloroquine) appear more effective in treating skin
and mucosal disease than pulmonary disease [19]. Although
there is clearly a lack of understanding of the basic mechanisms involved in these clinical observations, they remain
pertinent to treatment decisions in sarcoidosis.
MECHANISM OF ACTION OF CORTICOSTEROIDS
Glucocorticoids are very potent and effective drugs in
preventing and suppressing inflammation caused by mechanical, chemical, infectious and immunological stimuli. They
act mainly by repression of inflammatory genes, e.g. interleukin (IL)-1 and tumour necrosis factor (TNF)-a, adhesion
molecules and receptors, and partly by induction of antiinflammatory genes, such as IL-1 receptor antagonist. In
sarcoidosis, corticosteroids have been shown to restore the
balance between locally produced type-1 and type-2 T-helper
cell cytokines [21].
Corticosteroid resistance, however, has also been described
in sarcoidosis patients, and is characterised by exaggerated
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TNF-a release by alveolar macrophages compared to that
found in patients showing favourable responses to steroids
[22]. This finding suggests that steroid-refractory disease might
benefit from treatment with anti-TNF-a antibody, i.e. infliximab [22].
Molecularly, corticosteroids act by binding to a cytosolic
glucocorticoid receptor, which upon binding is activated and
rapidly translocates to the nucleus. Within the nucleus, the
glucocorticoid receptor either induces gene transcription by
binding to specific DNA elements within the promoter/
enhancer regions of responsive genes or reduces gene
transcription by interaction with pro-inflammatory transcription factors, such as activation protein-1 and nuclear factor-kB
(NF-kB). Increased expression of NF-kB has recently been
linked to the pathogenesis of sarcoidosis [23, 24]. Furthermore,
NF-kB-dependent signalling has been shown to be essential for
TNF-a and IL-6 production by alveolar macrophages and
interferon gamma production by alveolar T-cells in patients
with sarcoidosis [25]. Together, 10–100 genes are thought to be
directly or indirectly regulated by glucocorticoids [26].
STEROID TREATMENT IN SARCOIDOSIS
As indicated, the clinical expression, natural history and
prognosis of sarcoidosis are highly variable, with a tendency
to wax and wane, either spontaneously or in response to
therapy. Spontaneous remissions occur in nearly two-thirds of
patients, but the course is chronic or progressive in the
remainder [1]. Serious extrapulmonary involvement, e.g.
cardiac, central nervous system and hepatic, occurs in 4–7%
of patients on presentation, but this incidence increases as the
disease progresses and depends strongly upon ethnicity [1].
Fatalities occur in 1–5% of patients, typically owing to
progressive respiratory insufficiency or myocardial or central
nervous system involvement [1]. Owing to the highly variable
course of the disease, the fact that the majority of patients
undergo spontaneous remission, and that severe complications
and fatalities are relatively rare in white Europeans (but more
common in other ethnic groups), there is no single criterion for
systemic therapy in sarcoidosis. The pulmonary and extrapulmonary symptoms and/or findings that are currently
regarded an indication for corticosteroid therapy are discussed
below, with emphasis on the available scientific evidence.
Pulmonary disease
Mediastinal and hilar lymph nodes are almost invariably
involved in sarcoidosis, but rarely cause specific symptomatology or functional impairment. Parenchymal lung disease is
the second-most-frequent manifestation of pulmonary sarcoidosis and is strongly associated with respiratory symptoms
and/or clinically significant impairment of lung function. In
some cases, however, there is a remarkable discrepancy
between the extent of parenchymal changes on chest radiography or high-resolution computed tomography and the
degree of respiratory symptoms and/or lung function impairment. Importantly, prognosis is closely associated with
pulmonary status [1].
Many uncontrolled studies have investigated oral corticosteroid therapy in pulmonary sarcoidosis, and have shown quite
conclusively that these drugs can suppress granulomatous
inflammation and are clinically effective [27–29]. However, a
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recent systematic Cochrane review (updated on February 17,
2005) identified only six randomised controlled trials on oral
corticosteroid therapy for pulmonary sarcoidosis in PubMed,
EMBASE and the Cochrane Central Register of Controlled
Trials (CENTRAL); a summary of each is given in table 1 [27,
30–36]. From these trials, it can be concluded that oral
corticosteroids significantly improve symptoms, biochemical
markers, lung function and chest radiography results over 3–
24 months of treatment. These benefits are particularly the case
for patients with evidence of parenchymal disease on chest
radiography (odds ratio 2.54) [37]. In this group, meta-analysis
of randomised controlled lung function data showed a
weighted mean difference for vital capacity of 4.2% of the
predicted value (95% confidence interval (CI) 0.4–7.9% pred),
and a weighted mean difference for diffusing capacity of the
lung for carbon monoxide of 5.7% pred (95% CI 1.0–10.5%
pred) [37]. Unfortunately, the studies provide almost no
conclusive data on the long-term effects of corticosteroid
treatment in sarcoidosis. Therefore, the key question yet to be
answered remains whether or not steroids can slow down or
prevent long-term development of irreversible pulmonary
damage, i.e. development of lung fibrosis, and thus might
have a beneficial effect on survival.
A number of studies have purported to answer this question
but lacked sufficient methodological quality. One of these
studies was initiated by the British Thoracic Society and
included 149 sarcoidosis patients presenting with parenchymal
abnormalities on chest radiography [38]. During an initial
period of 6 months of observation, 33 patients received
prednisone therapy for troublesome symptoms and 58 showed
spontaneous radiographic improvement [38]. The remaining
58 patients were then allocated to either 18 months of
corticosteroids (1 month at 30 mg?day-1, 1 month at
20 mg?day-1, 1 month at 15 mg?day-1 and 9 months at
TABLE 1

10 mg?day-1, followed by 6 months of tapering) or observation.
The patients routinely given corticosteroids showed significantly improved lung function compared with the observation
group (adjusted difference of ,10% for both forced expiratory
volume in one second and vital capacity) 5 yrs after the start of
the treatment period. For the observation group, ,20% of the
patients progressed and still needed corticosteroid treatment.
Importantly, the observation group also tended to exhibit a
higher fibrotic score at final assessment, but this did not reach
significance, which might have been related to coincidental
imbalance of this score on allocation [38].
A further study that handled the long-term effects of
corticosteroids is a large meta-analysis by REICH [39] that
investigated the mortality of intrathoracic sarcoidosis patients
in referral (2,838 cases) versus population-based settings (e.g.
health maintenance organisations and government clinics in
Scandinavian countries; 812 cases). It showed that sarcoidosis
mortality was 4.8% in referral settings compared with 0.5% in
population-based settings, and that this disparity was unlikely
to be caused by adverse selection (such as stage or ethnicity)
alone. Patients from referral centres received corticosteroids at
seven times the frequency of those from population-based
settings. It is of note that this provision was shown to be highly
correlated with stage-normalised mortality, suggesting that
excessive employment of corticosteroids might have an
unfavourable influence on long-term outcome in some
individuals. However, the study was hampered by major
limitations, i.e. the absence of information on stage-independent disease severity variables and no specific data on
mortality among corticosteroid recipients in the two settings,
making definite conclusions impossible.
However, taking for granted the limitations of this and other
studies, it is patently obvious that randomised controlled trials

Randomised controlled trials of oral corticosteroid treatment in pulmonary sarcoidosis

First author [Ref.]

JAMES [30]

Treatment/control

Treatment, follow-up

n

months

Outcomes

Comments

27 prednisolone (20 mg?day-1)/

6, 0

Improvement on CXR at 6 months

No follow-up

3, 12-132 (mean 60)

No difference

24% of treatment and 38% of placebo group

24 placebo
ISRAEL [31]

41 prednisolone (15 mg?day-1)/
42 placebo

showed relapse or progression of disease
during follow-up

ROTH [32]

54 prednisolone (40 mg?day-1)/

6/12, 60-168 (mean 96)

Improvement on CXR at 2 yrs; no

7, 48

Improvement of CXR, VC and DL,CO at

38 no treatment
SELROOS [27]

19 methylprednisolone

,50% of patients were lost to follow-up

difference at later follow-up

(32–4 mg?day-1)/18 no treatment

,30% of patients were lost to follow-up

7 months; no difference at later
follow-up

ZAKI [33]

77 prednisone (40–20 mg?day-1)/

24, o36

No difference

Many patients lost to follow-up; no data

3#, 60

Improvement of SACE; improvement

Improvement in lung function found in

on CXR at 3 and 6 months, but not at

patients with parenchymal infiltates on

later follow-up; improvement of VC

CXR alone

57 placebo
PIETINALHO [34, 35]

91 prednisone (20–10 mg?day-1)/
94 placebo

reported

and DL,CO at 18 and 60 months
Decreasing dose ranges represent dose tapering. CXR: chest radiography; VC: vital capacity; DL,CO: diffusing capacity of the lung for carbon monoxide; SACE: serum
angiotensin-converting enzyme. #: followed by inhaled budesonide (800 mg?day-1) for 15 months.
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are needed, with a high degree of disease phenotyping and
many years of follow-up, to answer one of the most weighty
questions in sarcoidosis research, namely whether or not
corticosteroids and/or other anti-inflammatory drugs really
can prevent lung fibrosis in patients with a fibrogenic
phenotype and improve survival.
Inhaled corticosteroids
As pulmonary sarcoidosis is a disease in which the pathological processes are distributed along lymphatic pathways,
particularly those around the bronchovascular bundles, delivery of corticosteroids by the inhaled route is an attractive
option. Moreover, inhaled corticosteroids have a low frequency of side-effects.
Uncontrolled clinical trials have indicated that inhaled steroids
may favourably influence the course of acute pulmonary
sarcoidosis in selected patients [40, 41], an impression that has
been confirmed in placebo-controlled pilot studies [42, 43].
Subsequently there have been six randomised controlled trials
on inhaled corticosteroid therapy for pulmonary sarcoidosis
(table 2) [36]. Four of these studies did not show an objective
benefit of inhaled corticosteroids [44–47]. In the largest
randomised controlled trial, however, ALBERTS et al. [48] found
a significant improvement in symptom scores and inspiratory
vital capacity, but not in serum angiotensin-converting enzyme
levels, diffusion capacity of the lung for carbon monoxide or
chest radiographic appearance, after 6 months of treatment. It
is of note that this study was the only one that included only
newly diagnosed steroid-naive patients.
Given the wide phenotypic variation in sarcoidosis, neither of
the randomised controlled trials on inhaled steroids has been
large enough to detect differences between subgroups of
patients, e.g. those with an obstructive versus restrictive pattern
of disease, nor have they specifically focussed on subjects with
bronchial hyperreactivity. Bronchial hyperresponsiveness is a
frequent finding in pulmonary sarcoidosis (up to 20% of cases)

TABLE 2

Extrapulmonary disease
In addition to the lungs, granulomas can occur in virtually any
part of the body. Given that frequencies of extrapulmonary
localisation of sarcoidosis vary considerably, especially
depending on the ethnic background of the study population,
many sites of extrapulmonary granuloma formation are
probably underdiagnosed because they are often silent and
without any functional consequences. Also, current diagnostic
tools may not always detect small lesions and/or sites of
diffuse mononuclear cell infiltration.
In addition, some extrapulmonary manifestations of sarcoidosis cannot be or can only indirectly be attributed to localised
granuloma formation. A well-known example is hypercalcaemia, which is due to dysregulated production of 1,25-(OH)2D3
(calcitriol) by activated macrophages and granulomas [53].
Another not yet mechanistically clarified manifestation is
small-fibre neuropathy. This neurological complication of
sarcoidosis has been associated with a loss of intra-epidermal
nerve fibres without co-localisation of mononuclear cell
infiltration or granulomas [54]. Autoimmune diseases, e.g.
thyroid disease and vitiligo, are another intriguing and
commonly (,20%) seen complication in sarcoidosis patients
[55]. Besides hypercalcaemia, disease manifestations such as
small-fibre neuropathy, which are not directly related to
granulomatous inflammation, are difficult to improve with
steroids or other immunosuppressive drugs.
However, a few extrapulmonary localisations of sarcoidosis
that are potentially life-threatening or cause severe functional
deterioration of the affected organ are known to respond to
systemic corticosteroid treatment.

Randomised controlled trials of inhaled corticosteroid treatment in pulmonary sarcoidosis

First author [Ref.]

ERKKILA [42]

and is associated with the presence of microscopic nonnecrotising granulomas in the endobronchial mucosa [49–51].
Therefore, at present, the possibility cannot be excluded that a
subgroup of patients, especially those with cough as a major
symptom, may benefit from this therapy [52].

Treatment/control

Treatment, follow-up

n

months

9 budesonide (800 mg daily)/10

2-2.5, 0

Outcomes

Comments

Improvement in serum

Newly diagnosed steroid-naive patients

b2-microglobulin, BALF hyaluronan

placebo

and lymphocytosis
MILMAN [44]

9 budesonide (1200 mg daily)/12

12, 6

No difference

,40% of the study population received oral

6, 7–8

No difference

,75% of the study population received oral

6, 0

No difference

No data on oral corticosteroid use reported

12, 0

No difference

All patients received prednisone 20 mg?day-1 in

6, 6

Improvement in symptom score and

Newly diagnosed steroid-naive patients

placebo
DU

BOIS [45]

21 fluticasone (2000 mg daily)/22

corticosteroids

placebo
MCGRATH [46]

15 beclometasone (1600 mg

BAUGHMAN [47]

10 fluticasone (1600 mg daily)/11

corticosteroids

daily)/12 placebo
placebo
ALBERTS [48]

22 budesonide (1200 mg daily)/

the 4 weeks before study entry
VCI (,8%)

25 placebo
BALF: bronchoalveolar lavage fluid; VCI: inspiratory vital capacity.
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Cardiac sarcoidosis
Cardiac localisation of granulomas is probably more common
than is presently thought. As it is one of the leading causes of
death in sarcoidosis, every new patient should be carefully
asked about cardiac symptoms and electrocardiography
performed. Upon suspicion, further investigations should
include adequate monitoring of arrhythmias and heart blocks
and myocardial imaging [1]. At present, the guidelines of the
Japanese Ministry of Health and Welfare are the only available
guidelines for establishing the diagnosis [56].
Cardiac sarcoidosis is regarded an absolute indication for
corticosteroid therapy. There is some evidence that steroids
can suppress inflammation and progression of fibrosis leading
to significant improvement in survival [57]. In addition, three
recent retrospective studies with larger groups of patients have
demonstrated a good prognosis in corticosteroid-treated
patients [58–60]. Interestingly, it has been proposed that
myocardial granulomas might respond better to corticosteroids than in other organs [61]. In addition, a discrepancy between cardiac and noncardiac manifestations of
sarcoidosis can occur, i.e. pulmonary remission of granulomatous inflammation does not necessarily mean cardiac remission
[62].
Neurosarcoidosis
Neurosarcoidosis shows a predilection for the base of the
brain, but any part of the central or peripheral nervous system
may be affected, including conditions such as cranial nerve
palsies, granulomatous meningitis, hypothalamic and pituitary
lesions, space-occupying masses, spinal cord involvement,
progressive multifocal leukoencephalopathy and peripheral
neuropathy [63]. Most of these conditions are regarded as
absolute criteria for systemic corticosteroids [1]. However,
hardly any good data exist concerning the efficacy of this
treatment. In a nonrandomised study on neurosarcoidosis,
ALLEN et al. [64] reported effectiveness of corticosteroids in 16
(84%) cases of a series of 19, but, in another series of 47 cases,
more than half of the patients progressed despite corticosteroid
and/or other immunosuppressive therapy [65]. It is of note
that, in this last series of patients, a dose of prednisolone of
,20–25 mg?day-1 was associated with recurrence of neurological symptoms [65].
Ocular sarcoidosis
Any part of the eye or orbit may be affected in sarcoidosis [66].
Uveitis is the most common of all sarcoid eye lesions [67, 68].
Acute anterior uveitis, although it may resolve without
complications, should be treated with topical steroids and
mydriatic eye drops in order to prevent adhesions between iris
and lens (posterior synechia), glaucoma and cataract [18, 66].
Posterior uveitis (with or without anterior uveitis, i.e. panuveitis) has a more chronic and severe course. It can lead to
severe visual impairment caused by cystoid macular oedema,
vitritis, choroidal granulomas, retinal vasculitis, and retinal
and intravitreal haemorrhages [18, 69]. This condition requires
peri/intraocular injections with corticosteroids and/or systemic therapy to control the inflammation and prevent
(irreversible) loss of vision [18, 66]. Other eye lesions include
keratoconjunctivitis sicca, conjunctival folliculitis, lacrimal
gland involvement, dacryocystitis, oculomotor nerve palsy
EUROPEAN RESPIRATORY JOURNAL
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(especially of the sixth cranial nerve, i.e. abducens nerve) and,
rarely, optic nerve involvement [66]. Severe uveitis posterior
and optic nerve involvement, especially, which are associated
in a quarter of cases, are sight-threatening conditions and
count as absolute criteria for high-dose steroids or other
immunosuppressives [66].
Various extrapulmonary complications
Rarely, other extrapulmonary complications justify systemic
treatment in sarcoidosis, e.g. cosmetically marring cutaneous
disease and laryngeal or endobronchial disease with significant obstruction not responding to topical corticosteroids,
severe joint manifestations, organ-threatening liver and kidney
disease, symptomatic muscle involvement and symptomatic
bone (marrow) localisation. In some of these instances,
corticosteroids appear inferior to other immunosuppressive
or immunomodulatory drugs [19]. However, no randomised
controlled data are presently available for a well-founded
statement.
NONSTEROIDAL TREATMENT
Various other immunosuppressive or immunomodulatory
drugs can be used as a treatment in sarcoidosis. To date, these
drugs have mainly been used as an alternative in refractory
cases. On the basis of the available data on safety and efficacy,
methotrexate, hydroxychloroquine and azathioprine are currently regarded as the preferred agents in pulmonary
sarcoidosis [1, 70]. However, most of the published data is
anecdotal, with observations made on small numbers of
patients. A systematic Cochrane review on immunosuppressive and cytotoxic therapy for pulmonary sarcoidosis could
identify only four randomised controlled trials comparing
chloroquine [71, 72], cyclosporin A [73] and methotrexate [74,
75]. Data on symptoms, lung function and chest radiographic
scores were largely inconclusive, and side-effects associated
with some of the therapies were severe [75]. Recently,
leflunomide, an analogue of methotrexate, has been shown to
be effective in sarcoidosis, and might be an attractive
alternative as it appears to show less pulmonary toxicity than
methotrexate [76, 77].
Besides their use in alternative therapy in corticosteroidrefractory cases, methotrexate and azathioprine can also be
used as a means of maintaining a low dose of steroids, i.e. as
corticosteroid-sparing agents [74, 78]. This approach is of value
in patients that respond well on prednisone but experience
adverse effects when the drug needs to be given in a relatively
high dose for a longer period.
As previously indicated, it should be taken into account that
some extrapulmonary manifestations of sarcoidosis might
respond better to specific nonsteroidal drugs. However,
recommendations are largely based on experience rather than
evidence. For example, methotrexate has been reported as
especially useful in uveitis, and has recently been proposed as
first-choice immunosuppressant in corticosteroid-resistant
neurosarcoidosis [79, 80]. The antimalarial drugs chloroquine
and hydroxychloroquine (lower ocular toxicity than chloroquine) appear more effective in skin and mucosal than
pulmonary disease [19]. Also, thalidomide might be especially
effective in lupus pernio [81].
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Finally, treatment with infliximab, a chimeric monoclonal
antibody directed against soluble and membrane-bound TNFa, a central cytokine in the pathogenesis of sarcoidosis, has
recently proved effective in the treatment of refractory
sarcoidosis [82, 83]. In a series of seven cases of chronic ocular
sarcoidosis, all responded to infliximab [84]. It is hoped that a
large multicentric randomised controlled trial that is currently
underway (sponsored by Centocor, Leiden, the Netherlands)
will better determine the role of this drug in sarcoidosis
treatment. However, it is of note that not all TNF-a blockers
appear beneficial. Etanercept, a soluble TNF-a receptor
construct, was found ineffective against pulmonary and
chronic ocular sarcoidosis [85, 86]. Etanercept binds soluble
TNF-a alone, whereas infliximab also binds to the membranebound form. Interestingly, VAN DEN BRANDE et al. [87] showed
that infliximab but not etanercept induces apoptosis in lamina
propria T-lymphocytes from patients with Crohn’s disease.
ATS/ERS/WASOG CRITERIA FOR TREATMENT
The members of the committee of the joint statement on
sarcoidosis of the American Thoracic Society (ATS), European
Respiratory Society (ERS) and World Association of
Sarcoidosis and Other Granulomatous Disorders (WASOG),
as well as other sarcoidologists, found clear indications for the
initiation of systemic corticosteroids in sarcoidosis in cases of
life- or sight-threatening organ localisation, i.e. cardiac or
central nervous disease, or ocular disease not responding to
topical therapy [1, 18, 88–90]. These and other consensus
indications for therapy are summarised in table 3.
One of the most conflicting situations generally encountered is
that in which symptoms lag behind the radiographic progression of infiltrative lung disease, seen most frequently in white
patients and rarely in African-American patients [18].
Although some sarcoidologists maintain that there is a risk
in waiting until symptoms develop because irreversible
fibrosis may develop, there is currently no consensus available
in the literature [18, 91].
THE AUTHORS’ APPROACH
The Heart Lung Center Utrecht is a national referral centre for
sarcoidosis, which diagnoses sarcoidosis according to ATS/
ERS criteria [1]. Extrapulmonary disease is establised and
managed in close collaboration with related specialists, e.g.
there is a Cardiac Sarcoidosis Multidisciplinary Team that
includes cardiologists, pulmonary physicians and nuclear
medicine specialists and meets regularly.
TABLE 3
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Decision to undertake corticosteroid therapy
After diagnosis, all sarcoidosis patients are systematically
evaluated for pulmonary and extrapulmonary organ involvement and functional consequences. The following questions
are then central to the decision as to whether the initiation of
corticosteroid and/or other immunosuppressive/immunomodulatory therapy is justified. 1) Are the symptoms related to
sarcoidosis and is there a significant level of disability? 2)
Which organs are involved and what is the functional
consequence for each organ? 3) Is there evidence of active
disease? 4) Are there signs of a fibrogenic phenotype? 5) Is the
potential benefit likely to outweigh the risks of treatment? The
criteria for treatment used at the St Antonius Hospital
(Nieuwegein, the Netherlands) are given in table 4.
The relative criteria in this table refer to a substantial subset of
patients in whom there is no major organ involvement but an
unacceptable reduction in quality of life due to disease activity,
with symptoms such as cough, fatigue, heavy sweats, weight
loss, arthralgia and disfiguring skin leasions. Although without present danger from the disease, systemic treatment might
also be worth considering in these cases. However, decisionmaking should be dominated by the patient. The doctor’s
primary task is to inform the patient on the risks and benefits
of corticosteroid treatment. A great deal of negotiation is
required, and lower-dose treatment, at a level acceptable to the
patient, may then sometimes be life-transforming. However,
caution is needed when reduction in quality of life cannot be
attributed to disease activity.
Local protocol
The local protocol involves 30–40 mg prednisone daily in a
single dose, and is gradually reduced to a maintenance level of
7.5–10 mg over a period of 6 months (table 5). Higher doses of
1 mg?kg body weight-1 are given to control severe ocular,
neurological and myocardial localisations. If a relapse occurs,
as evidenced by reappearance of clinical signs, chest radiographic abnormalities or lung function impairment, prednisone levels are then increased to a dosage sufficient to control
the disease and subsequently tapered to a maintenance dose
that is likely to be higher than the dose at which the relapse
occurred. It has been shown that almost all of these relapses
occur within 1–2 months of steroid therapy withdrawal, and
three-quarters of patients who require corticosteroids for
o5 yrs relapse when corticosteroids are withdrawn [92]. Of
these patients, .90% can be maintained on a regimen of
f15 mg prednisone daily, and 65% on f10 mg [92]. Although

American Thoracic Society/European Respiratory Society/World Association of Sarcoidosis and Other Granulomatous
Disorders criteria for considering corticosteroid treatment in sarcoidosis

Progressive symptomatic pulmonary disease
Asymptomatic pulmonary disease with persistent infiltrates or progressive loss of lung function
Cardiac disease
Neurological disease
Eye disease not responding to topical therapy
Symptomatic hypercalcaemia
Other symptomatic/progressive extrapulmonary disease
From [1, 88].
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Criteria for corticosteroid treatment of sarcoidosis at St Antonius Hospital#

TABLE 4

Absolute criteria
Parenchymal disease with severe functional impairment on presentation (i.e. VC and/or DL,CO ,50% pred)
Severe airway obstruction on presentation (i.e. FEV1 ,50% pred)
Progressive pulmonary disease with functional deterioration in the last 6-12 months (e.g. VC o10% and/or DL,CO o15% decrease from baseline)
Evidence for significant and/or progressive lung fibrosis in the context of active disease
Cardiac localisation
Central nervous system localisation
Sight-threatening ocular disease that cannot be controlled by local treatment
Severe hypercalcaemia (usually .3.0 mM?L-1)
Hypercalcinuria with nephrocalcinosis and renal dysfunction
Granulomatous interstitial nephritis
Liver involvement with intrahepatic cholestasis, portal hypertension and/or hepatic failure
Bone marrow involvement with pancytopenia
Relative criteria
Symptomatic pulmonary disease with only mild/moderate lung function impairment
Disfiguring skin involvement
Symptomatology causing unacceptable reduction in quality of life (e.g. fever, fatigue and weight loss)
VC: vital capacity; DL,CO: diffusing capacity of the lung for carbon monoxide; FEV1: forced expiratory volume in one second; % pred: percentage of predicted value. #:
Nieuwegein, the Netherlands.

an alternate-day regimen is effective, with considerable
reduction in side-effects, daily treatment is recommended
because of the increased compliance [93].
Alternative immunosuppressive treatment is considered in
patients who fail to respond to corticosteroids or in whom a
daily prednisone dose of o20 mg is required for an effect. In
these cases, methotrexate is given as the first-choice add-on
therapy to control inflammation. In the present authors’
experience, methotrexate is fairly effective and well tolerated
in the majority of cases at a dosage of up to 15 mg?week-1,
although close monitoring of liver function is required. In
those patients who cannot tolerate corticosteroid side-effects,
methotrexate is given as a steroid-sparing agent, tapering
prednisone to the lowest possible dose. If this approach fails,
Dosing schedule for corticosteroid treatment of
sarcoidosis# at St Antonius Hospital"

TABLE 5

Initial dosage

+

Dose

Duration

mg?day-1

weeks

40

4

30

4

20

4

15

13

10

13

3-month evaluation of
response1

7.5

13

Taper to 0

13–26

the present authors currently consider infliximab as the next
therapy, i.e. in patients with severe corticosteroid/methotrexate-refractory sarcoidosis and ongoing disease activity. In
these cases, it is the authors’ experience that a switch to drugs
such as azathioprine or hydroxychloroquine provides hardly
any benefit for the patient.
Osteoporosis prophylaxis is routinely used in sarcoidosis
patients who need corticosteroid treatment for prolonged
periods. Initiation of this prophylaxis as soon as possible after
corticosteroid therapy commences might be of particular
importance in this disease as it has been associated with
increased bone turnover [94, 95]. Special care must be taken if
vitamin D or calcium is supplemented in patients with
sarcoidosis because this disease may cause hypercalcinuria or
hypercalcaemia by increased endogenous production of
vitamin D, with subsequent increases in calcium absorption
in the intestine, resorption in the bones and excretion in the
kidney [1, 96].
Finally, the present authors do not routinely use inhaled
corticosteroids for pulmonary sarcoidosis. However, in the
current authors’ experience, some patients, especially those
with marked bronchial hyperresponsiveness and symptoms of
dry cough, experience great relief with this therapy. Also, in
patients with macroscopic endobronchial abnormalities (e.g.
bronchial stenosis and/or ‘‘cobblestones’’) or radiographic
evidence of extensive bronchovascular distribution with an
obstructive lung function pattern, inhalational therapy is
given.

#

: patients go through all of the different doses shown; ": Nieuwegein, the

Netherlands. +: often 30–40 mg?day-1 prednisone, i.e. 0.5 mg?kg body weight-1,
higher doses of up to 1 mg?kg body weight-1 are used for cardiac sarcoidosis
or neurosarcoidosis; 1: if no response, consider irreversible, fibrotic disease,
noncompliance, inadequate dosage and intrinsic corticosteroid resistance; if
response, continue slow tapering.
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CONCLUSIONS
Systemic corticosteroids remain the first-choice therapy in
organ- and/or life-threatening sarcoidosis. Although most
criteria for treatment are empirical, there is reasonable
evidence from randomised controlled trails that these drugs
have a short-term effect in patients with (progressive)
VOLUME 28 NUMBER 3
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parenchymal disease on chest radiography and impaired lung
function. In addition, it is generally accepted that severe
nonpulmonary sarcoidosis, including sight-threatening ocular,
cardiac and neurological involvement, should be treated
systemically. However, no long-term benefits as regards
outcome, i.e. prevention of lung fibrosis and improved
survival, have yet been proven. Thus there is clearly a need
for further well-designed studies, which will almost certainly
need to be multicentric (international), addressing the continuing uncertainties regarding sarcoidosis treatment.
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