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Management Decisions for Rheumatoid Arthritis After Tumor
Necrosis Factor Alpha Antagonist-Induced Lupus-Like Syndrome
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Tumor necrosis factor alpha (TNF-o) antagonist-
induced lupus-like syndrome (TAILs)! is
characterized by rashes, arthralgias, fever,
and/or serositis along with positive lupus serologies
temporally associated with initiation of TNF-o
antagonist medications.? The incidence of TAILs
may be increasing as TNF-a antagonists are more
widely utilized. The management of rheumatoid
arthritis (RA) patients who develop TAILs and the
safety of re-challenging these patients with other
biologic therapies remain largely unknown and
understudied.

A 40-year-old female patient presented with
a bilateral, symmetric polyarticular small joint
inflammatory arthritis, morning stiffness, elevated
acute phase reactants, and positive rheumatoid
factor with negative anti-cyclic citrullinated
peptide testing consistent with a diagnosis
of RA. Triple therapy (hydroxychloroquine
400 mg daily, methotrexate 20 mg weekly,
and sulfasalazine 1000 mg twice daily) was
initiated, which improved but did not resolve her
synovitis. Therapy was escalated to infliximab
3 mg/kg every six weeks along with continued
subcutaneous methotrexate (20 mg/week). Two
months after initiating infliximab, she developed
a pruritic photo-distributed rash on her chest and
upper extremities, including diffuse erythema
and discrete papules on her bilateral cheeks. The
rash progressed with development of erythema
and bleeding over the anterior chest, lips, arms

and face after an episode of prolonged sun
exposure, and she sought out dermatologic and
rheumatologic re-evaluation. Repeat serological
analysis demonstrated a high titer positive anti-
nuclear antibody with a low positive double
stranded deoxyribonucleic acid serology
(Table 1). Dermatologic evaluation concluded that
our patient’s rash was consistent with acute lupus
dermatitis; the onset of which was associated
with infliximab initiation and worsened by sun
exposure. A clinical diagnosis of TAILs was made.
TNF-o antagonist therapy was stopped. Therapy
was then switched to abatacept and three months
of 10 mg daily oral prednisone was initiated as
treatment for the rash. The rash resolved, and
abatacept and methotrexate have since controlled
her RA after steroid cessation.

Table 1. Labs at diagnosis of antagonist-induced
lupus-like syndromes

Serological marker Result

1:640 (previously
1:160 @ RA* diagnosis)

Anti-nuclear antibody

Anti-SSA antibody Positive
Anti-dsDNA antibody 14 IU/mL
Anti-Smith antibody Negative

Anti-Histone antibody 19U

Anti-Chromatin antibody Positive
C3 (80-178 mg/dL) 85 mg/dL
C4 (12-42 mg/dL) 13 mg/dL

Anti-SSA  antibody: Anti-Sjdgren’s-syndrome-related antigen A;
Anti-dsDNA: Anti-doublestranded deoxyribonucleic acid; RA: Rheumatoid
arthritis; C3: Complement component 3; C4: Complement component 4.
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Treating RA after TAILS

This is a case of TAILs induced by infliximab
with resolution following medication cessation
and administration of low dose corticosteroids. To
the best of our knowledge, no current method is
available to predict which RA patients are at greater
risk for TAILs. Seroconversion of anti-nuclear
antibody and double stranded deoxyribonucleic
acid has been observed in patients exposed to
TNF-0. antagonists with an incidence of 25%
to 80% and 5% to 15%, respectively.?* The
frequency of antibody seroconversion does not
correlate reliably with the incidence of TAILs.
However, the development of clinical symptoms
of TAILs (i.e. arthritis, serositis, rash) has been
observed in conjunction with seroconversion of
anti-nuclear antibody serologies, typically at high
titers.1:3:5

The majority of the literature on TAILs has
focused on management.?3%7 As in our case,
common current practice involves cessation of
the offending TNF-o. antagonist. In some cases,
the addition of steroids is necessary depending
on the severity of the clinical presentation.*
The challenge presented in this case is the
management of RA following the recognition
and resolution of TAILs. Specific guidelines
are not available to address issues including the
safety of re-challenging patients with another
TNF-o. antagonist or alternative therapy. In
the current literature, we identified key factors
including the extent of involvement of TAILs
that may guide management. If a patient has
organ dysfunction secondary to TAILs, such as
pneumonitis, kidney or liver injury etc., we propose
avoidance of future use of TNF-o antagonists
in the absence of more detailed clinical trials
assessing their re-initiation in this context. Case
reports of mild TAILs manifestations (mild rashes
and/or arthritis) demonstrate no recurrence when
re-challenged with a different TNF-o. antagonist.’
However, the patient may be understandably
hesitant to reinitiate TNF-o. antagonist therapy, as
was the case with our patient. In such scenario,
we recommend both vigilant monitoring for the
re-appearance of TAILs regardless of medication
choice for subsequent RA therapy,® as well as
patient education and shared decision-making
regarding their therapeutic options. Well-defined
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clinical trials are necessary to define the risks of
TAILs as well as the appropriate management
of RA following TAILs. In the absence of these
studies, physicians should use shared decision
making in developing therapeutic plans for RA
as well as remain vigilant for the occurrence of
adverse reactions to TNF-o antagonists.
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