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Psoriatic arthritis: is it time to treat-to-target or target to treat?
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Abstract Treat-to-target recommendations provide physi-
cians a useful strategy to reduce the probability of disease
progression and in general to manage PsA patients.
However, it could be difficult to apply in real life, since PsA
is a very heterogeneous disease with different manifestations
to be treated. In fact, depending on the patient’s expectation,
some aspects of the disease could be prominent or not, beyond
the mere achievement of the target of remission or low-disease
activity. In this context, the concept of a “target to treat” strat-
egy should be taken in to account.
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Introduction

Psoriatic arthritis (PsA) is a chronic and systemic disease char-
acterized by association of psoriasis and arthritis belonging to
the group of spondyloarthritis (SpA) [1]. Clinical involvement
of PsA is multifaceted, with the presence of enthesitis,
dactylitis, and peripheral and axial joint manifestations as well
as extra-articular involvement (psoriasis, uveitis, inflammato-
ry bowel diseases, and cardiovascular) [1, 2]. Biologic and
targeted synthetic drugs radically changed the treatment of
SpAs and, in particular in PsA, the new active agents (anti-
TNF, anti-IL-12/23, anti-IL-17, PDE4 inhibitors)
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demonstrated their efficacy and effectiveness in all manifesta-
tions of the disease with the possibility to induce a state of
low-disease activity and to achieve the clinical remission
[3-9]. The latter could be defined as a lack of disease activity
in all disease domains. Thus, in 2014, Smolen and colleagues
first developed the concept of treat-to-target (T2T) strategy to
be applied in SpA [10]. This concept, originally developed for
chronic diseases such as diabetes, has already been success-
fully implemented for rheumatoid arthritis (RA) and requires a
strategic approach with regular assessment of disease activity
that drives therapeutic adaptations or changes of drugs to
achieve a specific target (low-disease activity or remission)
[6]. In RA, the concept of remission is strictly linked to the
number of tender and swollen joints, but, in SpA and PsA, this
concept is different. In fact, in these conditions, remission or
low-disease activity was identified as the potential “target” in
a T2T strategy; however, due to the complexity of the disease,
several composite indices were proposed to identify disease
activity status and to assess a condition of low-disease activity
and remission that encompass all spectrums of the disease [10,
11]. The Disease Activity Score for Psoriatic Arthritis
(DAPSA) and the Minimal Disease Activity (MDA) indices
were, therefore, proposed in the recent T2T recommendation
[12,13].

Treat-to-target or which target?

MDA is a composite measure created specifically for patients
with PsA that encompasses many clinically important aspects:
arthritis, psoriasis, enthesitis, pain, patient-assessed global dis-
ease activity, and physical function [12]. Patients achieving
MDA are more likely to have a better radiologic outcome,
because the achievement of sustained MDA (defined as
MDA for over 12 months at consecutive clinic visits) was
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found to reduce progression of radiographic joint damage over
a 3-year period [14]. The MDA criteria were used in the
TICOPA (Tight Control of PsA) study, the only randomized
study to date addressing whether treating to target using a pre-
specified target can improve outcome in PsA [15]. However,
MDA is achieved if a patient fulfills 5/7 criteria, and thus,
MDA might therefore not be able to “weigh” some disease
components and not being able to capture some targets of the
disease. In fact, recently Marin et al. demonstrated that pa-
tients with PsA fulfilling the MDA criteria do not have swol-
len and tender joints, but have active skin involvement [16].
Furthermore, in our previous report, we demonstrated that up
to one fourth of patients in remission or low-disease activity,
using the various indices (DAPSA and MDA), had residual
disease activity, mainly on the skin, as well as in other do-
mains [17]. Given these data, the concept of residual disease
activity and its implication on which “target to treat” should
be considered, in a potential target to treat approach. In fact,
the concept of residual disease activity in some domains could
be important in patients’ management. For instance, the man-
agement of axial disease is another aspect to be taken into
account, since the composite scores are often borrowed from
ankylosing spondylitis and it requires specific treatments [ 18].
DAPSA do not evaluate axial involvement and the same could
be for MDA, even if we showed that MDA 5/7 is achievable
in axial PsA [7]. The MDA 7/7 are more stringent criteria to be
used in a T2T strategy and therefore could be more specific to
identify a very low-disease activity [19]. However, in our
experience, only about one fourth of PsA patients treated with
biologics achieved MDA 7/7, leaving open the question if this
instrument is not sensitive enough in real clinical practice [20].
Finally, although the T2T provides physicians a useful strate-
gy to reduce the probability of disease progression and in
general to manage PsA patients, it could be a difficult strategy
in real life, since the heterogeneity of the disease at clinical
assessment and, in turn, the identification of the most promi-
nent manifestation to be treated. In other words, in real life we
have, most of the time, the necessity to identify a target to be
treated, namely, joint or skin or axial, more than a simple
process aimed to achieve remission. In fact, depending on
the patient’s expectation, some aspects of the disease (such
as skin involvement in area of the body not exposed in patients
with prominent joint complaints) could be not important in the
treatment strategy. With regard to this latter aspect, the man-
agement of PSA patients in different clinical settings, namely,
dermatology or rheumatology outpatient clinics, has to take
into account: physicians could have different perspectives on
which target is the priority, with the possible bias to underes-
timate or overestimate some features of the disease. Moreover,
a recent study demonstrated that, generally in a dermatology
setting, patients with suspected PsA had a more delayed diag-
nosis, and the mean time from diagnosis to both csDMARDs
and bDMARDs treatment was longer in respect to a
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rheumatology setting [21]. In this context, a target to treat
strategy might be useful to apply: physician have to select
the target, (enthesis, joints, skin, nail, axial) and choose the
treatment strategy according to patient’s perspective and com-
plaints. If residual disease activity persists in some domains, a
different treatment strategy could be applied. Some evidences
suggest that the addition of csDMARD:s to anti-TNF seems to
be a safe and effective treatment for patients with PsA with
uncontrolled cutaneous disease. In these patients, this thera-
peutic approach might be an alternative option to switching to
other agents [22]. Obviously, further studies are needed in this
field.

In conclusion, T2T recommendations deal with a general
approach to treating PsA and are very useful to guide physi-
cians in the management of PsA patients. However, the com-
plexity of the disease may require a different approach taking
into account the prominent manifestations, patients perspec-
tive, long-term health-related quality of life and social partic-
ipation, control of articular and skin signs and symptoms,
prevention of structural damage, and normalization or preser-
vation of function. In this way, it might be important to iden-
tify a “target” to treat rather than the mere induction of remis-
sion or low-disease activity status.
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