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Editorial

How Can We Improve the Use of 
Established Therapies in PsA? 

Just because nobody complains it doesn’t mean all parachutes
are perfect. — Benny Hill 

While there has been an expansion in therapeutic targets and
a renaissance of novel therapies in psoriatic arthritis (PsA)1,
the efficacy and safety of tumor necrosis factor inhibitors
(TNFi) in PsA have long been established2,3. With an 
influx of “cheaper” biosimilars attractive to regulators and
reimbursers, it behooves rheumatologists spoiled with choice
to maximize efficient use of readily accessible agents.
    Immunogenicity due to anti-drug antibodies (ADAb) in
TNFi therapy has been shown to affect drug levels and sub-
sequently to affect clinical response in rheumatoid arthritis
(RA)4 and inflammatory bowel disease5. In turn it affects
safety, inducing infusion and injection site reactions (ISR),
but the issue has been less well studied in patients with PsA. 
    Evidence from RA studies has shown that the combination
of methotrexate (MTX) with TNFi reduces immunogenicity,
significantly prolonging drug survival6. PsA data comparing
monotherapy and combination therapy from Swedish and
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registries examining drug survival as a surrogate for
persisting efficacy without major adverse effects that would
lead to discontinuation have shown that in contrast to RA and
with the exception of infliximab (IFX; a chimeric monoclonal
antibody), the addition of MTX to either adalimumab (ADA)
or etanercept (ETN) failed to improve drug survival7,8.
    To complicate matters, measuring ADAb with precise
sensitivity is not straightforward. Bridging ELISA can detect
“free” ADAb but not antibodies bound in immune complexes
with the treatment drug. Pretreating samples by acid dissoci-
ation significantly improves ADAb detection in the presence
of the drug.
    Menter, et al9 had previously demonstrated, in patients
with plaque psoriasis, low–dose as–needed IFX therapy was
associated with a higher immunogenicity (46.2%) than the
high-dose continuous treatment (35.8%). Similar observa-
tions were also made in patients with Crohn disease.

    What do we know specifically in PsA? Analyses from the
study of golimumab (GOL) in PsA (GO-REVEAL)10 have
shown that patients with higher ADAb levels had lower serum
GOL concentrations, and that serum GOL concentrations
appeared to decrease as peak ADAb titers increased across
studies at Week 24 and Week 52. In addition, ADAb affected
serum GOL concentrations when titers exceeded 1:100, and
an effect on clinical response was observed only with the
highest titers (> 1:1000). The small number of ISR limited
the ability to evaluate the effect of ADA titers on safety;
however, ADAb+ patients had neither severe nor serious ISR,
and these did not lead to discontinuation8. Previous work has
demonstrated that the majority of ADAb+ patients had
neutralizing antibodies. Many factors can influence immuno-
genicity findings, including sample handling, timing of
collection, concomitant medications, and underlying disease.
    Balsa, et al11 performed a systematic literature review of
the comparative immunogenicity of biologic therapy and its
clinical relevance in PsA and showed that ADAb rates varied
widely among studies with biologic therapeutic agents in
PsA, with the highest frequency in patients treated with ADA
and IFX, intermediate frequency in patients treated with
GOL and ustekinumab, and the lowest in patients treated
with ETN and secukinumab. Concomitant use of MTX was
associated with lower rates of ADAb. Patients with ADAb
against ADA, IFX, and ustekinumab had significantly lower,
sometimes undetectable, serum drug levels compared to
those without ADAb8.
    In this issue of The Journal, Jani, et al examined the effect
of pharmacological “biomarkers,” in this instance ADAb, 
in patients with PsA who were commencing biologic
disease-modifying antirheumatic drugs (bDMARD)12. In
particular their objectives were to identify: 
    • whether the presence of ADAb/drug levels predicted
treatment response and disability in TNFi-treated patients
with PsA; 
    • a drug level threshold for optimal therapeutic response; 
    • the factors associated with drug levels. 

See Biomarkers, treatment response, and disability in PsA, page 1204
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    Biomarkers generally refer to objectively measurable
characteristics that are indicators of biological processes
rather than factors that affect efficacy and safety. The authors
used 28-joint count Disease Activity Score (DAS28) with
C-reactive protein (CRP) as a measure of disease activity;
this is less appropriate in PsA because it leaves out commonly
affected joints such as distal interphalangeal joints, and joints
in the feet and ankles. The Health Assessment Questionnaire
(HAQ) was used as an indicator of disability and effect on
quality of life but would have a considerable irreversible
element in this cohort, with disease duration of 5 to 6 years
and severity sufficient to require a bDMARD. ADAb was
measured by radioimmunoassay and drug levels by ELISA. 
    Among the findings:
    • Twenty percent of patients taking ADA had ADAb, while
no patients using ETN had them. Given that ETN is a fusion
protein, additional assays would have been needed to
measure hinge/binding antibodies that affect drug clearance. 
    • Drug levels were associated with DAS28-CRP and
inversely related with HAQ over 12 months. 
    • Change in DAS28-CRP was not independently
associated with ADAb level.
    • ADA concentrations of 4–8 μg/ml were associated with
optimal treatment response at 6 months, and concentration
was inversely associated with ADAb and body mass index.
    The study concluded that drug level testing in
ADA-initiated patients with PsA may be useful in deter-
mining treatment response and disability at least over 12
months. Identification of a drug level threshold for optimal
response may help tailor ADA therapy for patients with PsA
in the future, with opportunities for serum concentration–
guided dose tapering and more informed dosage adjustments
in non- or partial responders. 
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