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PATIENT MANAGEMENT FOR SARCOIDOSIS
Patient referred for possible sarcoidosis
Biopsy showing
granuloma:
no alternative
diagnosis

Features suggesting sarcoidosis:
Consistent chest roentgenogram (adenopathy)
Consistent skin lesions: lupus pernio, erythema nodosum,
maculopapular lesions
Uveitis, optic neuritis, hypercalcemia, hypercalciuria,
seventh nerve paralysis

Clinically
consistent with
sarcoidosis

Biopsy affected organ if possible
Bronchoscopy: biopsy with granuloma
Needle aspirate: granulomas

Yes

No

Negative but no evidence
of alternative diagnosis

Yes and no alternative
diagnosis
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Sarcoidosis

nodosum. The presence of one or more of these
features in a patient suspected of having sarcoidosis increases the probability of sarcoidosis.
The Kviem-Siltzbach procedure is a specific
diagnostic test for sarcoidosis. An intradermal
injection of specially prepared tissue derived from
the spleen of a known sarcoidosis patient is biopsied 4–6 weeks after injection. If noncaseating
granulomas are seen, this is highly specific for the
diagnosis of sarcoidosis. Unfortunately, there is no
commercially available Kviem-Siltzbach reagent,
and some locally prepared batches have lower
specificity. Thus, this test is of historic interest and
is rarely used in current clinical practice.
Because the diagnosis of sarcoidosis can never
be certain, over time other features may arise that
lead to an alternative diagnosis. Conversely, evidence for new organ involvement may eventually
confirm the diagnosis of sarcoidosis.

PROGNOSIS

Immune-Mediated, Inflammatory, and Rheumatologic Disorders

The risk of death or loss of organ function remains
low in sarcoidosis. Poor outcomes usually occur
in patients who present with advanced disease
in whom treatment seems to have little impact.
In these cases, irreversible fibrotic changes have
No
Yes
frequently occurred. Over the past 20 years, the
reported mortality from sarcoidosis has increased
Sarcoidosis
Possible sarcoidosis; seek other diagnosis
in the United States and England. Whether this is
due to heightened awareness of the chronic nature
of this disease or to other factors such as more
Figure 390-8 Proposed approach to management of patient with possible sarcoidwidespread immunosuppressive therapy usage
osis. Presence of one or more of these features supports the diagnosis of sarcoidosis: uveremains unclear.
itis, optic neuritis, hypercalcemia, hypercalciuria, seventh cranial nerve paralysis, diabetes
For the majority of patients, initial presentation
insipidus. ACE, angiotensin-converting enzyme; BAL, bronchoalveolar lavage.
occurs during the granulomatous phase of the
disease as depicted in Fig. 390-1. It is clear that
with only parenchymal lung disease (stage 3). These tests are comple- many patients resolve their disease within 2–5 years. These patients
are felt to have acute, self-limiting sarcoidosis. However, there is a
mentary and may be performed together.
If the biopsy reveals granulomas, an alternative diagnosis such as form of the disease that does not resolve within the first 2–5 years.
infection or malignancy must be excluded. Bronchoscopic washings These chronic patients can be identified at presentation by certain risk
can be sent for cultures for fungi and tuberculosis. For the pathologist, factors at presentation such as fibrosis on chest roentgenogram, presthe more tissue that is provided, the more comfortable is the diagnosis ence of lupus pernio, bone cysts, cardiac or neurologic disease (except
of sarcoidosis. A needle aspirate may be adequate in an otherwise clas- isolated seventh nerve paralysis), and presence of renal calculi due to
sic case of sarcoidosis, but may be insufficient in a patient in whom hypercalciuria. Recent studies also indicate that patients who require
lymphoma or fungal infection is a likely alternative diagnosis. Because glucocorticoids for any manifestation of their disease in the first 6
granulomas can be seen on the edge of a lymphoma, the presence months of presentation have a >50% chance of having chronic disease.
of a few granulomas from a needle aspirate may not be sufficient to In contrast, <10% of patients who require no systemic therapy in the
clarify the diagnosis. Mediastinoscopy provides a larger sample to first 6 months will require chronic therapy.
confirm the presence or absence of lymphoma in the mediastinum.
Alternatively, for most patients, evidence of extrathoracic disease (e.g.,
TREATMENT	 Sarcoidosis
eye involvement) may further support the diagnosis of sarcoidosis.
For patients with negative pathology, positive supportive tests may Indications for therapy should be based on symptoms or presence
increase the likelihood of the diagnosis of sarcoidosis. These tests of organ- or life-threatening disease, including disease involving
include an elevated ACE level, which can also be elevated in other the eye, heart, or nervous system. The patient with asymptomatic
granulomatous diseases but not in malignancy. A positive PET scan elevated liver function tests or an abnormal chest roentgenogram
can support the diagnosis if multiple organs are affected. A BAL is probably does not benefit from treatment. However, these patients
often performed during the bronchoscopy. An increase in the per- should be monitored for evidence of progressive, symptomatic
centage of lymphocytes supports the diagnosis of sarcoidosis. The use disease.
One approach to therapy is summarized in Figs. 390-9 and
of the lymphocyte markers CD4 and CD8 can be used to determine
the CD4/CD8 ratio of these increased lymphocytes in the BAL fluid. 390-10. We have divided the approach into treating acute versus
A ratio of >3.5 is strongly supportive of sarcoidosis but is less sensi- chronic disease. For acute disease, no therapy remains a viable
tive than an increase in lymphocytes alone. Although in general, an option for patients with no or mild symptoms. For symptoms conincrease in BAL lymphocytes is supportive of the diagnosis, other fined to only one organ, topical therapy is preferable. For multi
organ disease or disease too extensive for topical therapy, an
conditions must be considered.
Supportive findings, when combined with commonly associated but approach to systemic therapy is outlined. Glucocorticoids remain
nondiagnostic clinical features of the disease, improve the diagnostic the drugs of choice for this disease. However, the decision to conprobability of sarcoidosis. These clinical features include uveitis, renal tinue to treat with glucocorticoids or to add steroid-sparing agents
stones, hypercalcemia, seventh cranial nerve paralysis, or erythema depends on the tolerability, duration, and dosage of glucocorticoids.
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Features highly consistent with sarcoidosis:
Serum ACE level >2 times upper limit normal
BAL lymphocytosis >2 times upper limit normal
Panda/lambda sign on gallium scan
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