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Tumor necrosis factorealfa levels are linked to disease severity in patients with inflammatory conditions,
such as psoriasis. Inhibitors of this cytokine are commonly used with significant success in the treatment of
such inflammatory disorders. Their use, however, can be plagued by infectious complications. An
awareness of potential infections associated with these therapies is critical in order to maximize preventive
efforts both before and during therapy. This review provides a guide for dermatologists caring for
patients in need of this type of biologic therapy to preemptively address the infectious risks. Part II of
this continuing medical education article reviews recommended screening methods for patients
undergoing evaluations for tumor necrosis factor inhibitor therapy for psoriasis or other dermatologic
diseases, and discusses possible prophylactic strategies to use, including the appropriate use of
immunizations. ( J Am Acad Dermatol 2014;71:11.e1-7.)

Key words: biologic therapy; immunizations; opportunistic infection; psoriasis; tumor necrosis factor.

SCREENING AND PROPHYLAXIS: ‘‘WHAT
TO DO’’
Key points
d Tuberculosis reactivation is a well-
recognized potential complication of tumor
necrosis factor inhibitor therapy, and
screening for latent tuberculosis should
occur at baseline and yearly

d Certain patient populations may benefit
from the use of an interferon gamma release
assay instead of a purified protein derivative
for tuberculosis screening

d Screening for endemic mycoses is contro-
versial and should only be considered in
patients with an appropriate epidemiologic
exposure history

d A review of vaccination history before the
initiation of tumor necrosis factor inhibitor
therapy is a critical part of the baseline
evaluation in order to determine need for
additional vaccination

Recommended screening strategies for patients
receiving tumor necrosis factor inhibitor therapy are
shown in Table I.

Tuberculosis
Perhaps the best-described infectious complica-

tion associated with tumor necrosis factor inhibitors
(TNFIs) is tuberculosis (TB). Beginning in 2002,
recommendations for screening and potential
treatment of latent TB infection were implemented.
Adherence to these guidelines later caused a signifi-
cant decrease in the rates of TB in a population of
infliximab-treated patients.1 The Centers for Disease

Control and Prevention (CDC) recommend TB
testing before starting treatment with TNFIs.2 Most
of the initial recommendations involve using a tuber-
culin skin test (TST) for the diagnosis of latent TB
infection (LTBI). Using a boosted TST (2-stage TST)
has led to increased LTBI detection in these patients.1

Over the last few years, interferon gamma release
assays (IGRAs) have been increasingly used to
diagnose LTBI, and available data suggest that their
performance is not inferior to TSTs. The benefits to
using this test as a screening tool include ease of
testing (ie, no follow-up visit required, less subjec-
tivity in interpreting results) and increased specificity
in patients previously given Bacillus-Calmette-
Gu�erin (BCG) vaccine.3 There are limited data in
patients receiving TNFIs, and the test’s ability to
detect LTBI compared to TSTs has yet to be compre-
hensively evaluated in this population. One small
retrospective study in the psoriasis population, how-
ever, advocates for using IGRA over TST given its
stronger association with LTBI diagnosis, but it is
important to note that 90% of the patients in the study
had a previous BCG vaccination4—a population in
which IGRAs are known to be more specific. Certain
patients undergoing evaluation for TNFI therapymay
warrant the use of an IGRA over a TST, such as those
who have a history of BCG vaccination or those who
are less likely to return for repeat examination.

Histoplasmosis
In terms of the existing data regarding endemic

mycoses, histoplasmosis is the best studied in the
setting of TNFI therapy. Initially, there was some
speculation regarding potential screening for this
infection before the initiation of biologic therapy
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