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Abstract
Objective
The purpose of this study was to have an overview of the current approach to psoriatic arthritis (PsA) by a group of
Italian rheumatologists.

Methods
Rheumatologists from all around Italy were asked to participate in a survey to give their opinion on a number of statements
made by a panel of rheumatologists who are experts in PsA. The survey was conducted through two rounds using a
Delphi-like method. The two rounds yielded a consensus on the management of PsA.

Results
Fifty rheumatologist from 50 rheumatology centres participated in the survey. Of the 117 proposed statements, only 10
did not reach the 66% concordance threshold. The main results of the survey were that diagnosis of PsA should be made
using both the CASPAR criteria and clinical judgment, that all of the features of the psoriatic disease are relevant in the
assessment and therapy of PsA, that treatment recommendations are taken into account, that all of the available biological
agents may be used in bio-naive patients, that anti-drug antibody testing is still not used in daily practice, that both
switching or swapping are useful options in the case of bio-failure because of lack or loss of efficacy, and that swapping
is considered the best choice in the case of bio-failure due to adverse events.

Conclusion
The results of this survey showed that a comprehensive evaluation of the patient and a therapy choice based on both
patient clinical features and evidence of drug efficacy and safety are considered the current best of care for PsA patients.
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Introduction

Psoriatic arthritis (PsA) is a chronic
systemic inflammatory disorder which
is extremely heterogeneous in terms of
extent of tissues involvement, patterns
of joint inflammation and severity of
disease course. The high variability in
clinical presentation may cause a sub-
stantial inhomogeneity in the approach
of the rheumatologists to the disease,
concerning both diagnosis and thera-
peutic management of the patient (1). A
valuable effort has been made over the
recent years by scientific societies and
groups of experts to help standardising
the approach to the patient through the
dissemination of guidelines and treat-
ment recommendations (2-7). Never-
theless, the rheumatologists’ approach
to the management of PsA is still rather
variable (1), and often based mainly
on their personal experience. The new
acquisitions on the pathogenesis of the
disease and the resulting development
of new drugs targeting specific mecha-
nisms (8-14) have made the manage-
ment of PsA even more complicated.
As the availability of these new thera-
pies will allow more individualised
treatments, rheumatologists need to
continuously update their approach to
this disease.

The aim of this survey was to give an
overview of the current approach to
PsA, with emphasis on therapy with bi-
ologics, according to a group of Italian
rheumatologists working in dedicated
services, and to provide a consensus
by this group of experts on some criti-
cal aspects of the management of this
disease.

Methods

A panel of experts in the management
of PsA (AM, EL, IO, CS, RR) identi-
fied some relevant topics concerning di-
agnosis and treatment of this disorder,
based on current knowledge and recent
advances in the management of the dis-
ease. This board identified 27 scenarios
which represented some key aspects in
the management of PsA in rheumatol-
ogy practice, and for every scenario
they formulated a variable number of
statements which described possible
approaches to the situation. Only the
drugs for PsA commercially available
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in Italy as to March 2015 were consid-
ered as therapeutic options.

A survey was then conducted in two
rounds to assess the opinion on the pro-
posed statements of a group of Italian
rheumatologists involved in the man-
agement of patients with PsA. For the
survey, the Delphi technique was used
because it is a well-known reliable
method to collect opinions and to reach
a consensus on critical points. Howev-
er, as the purpose of the survey was to
draw a picture of the approach to PsA
and not to formulate guidelines or rec-
ommendations, the procedure used for
this study should not be considered a
classical Delphi exercise.
Rheumatologists from all around Ita-
ly with an expertise in PsA treatment
(that is, working in tertiary care cen-
tres authorised to prescribe biological
products for this disease) were invited
to participate in the survey. It has been
estimated that in Italy there should
be about 130 Rheumatology Centres
prescribing biological drugs. The in-
vitation list was created by contacting
these Centres, explaining the project,
and asking for rheumatologists poten-
tially interested in participating. An in-
formation letter giving the details of the
survey procedure was then sent to all of
the rheumatologists who had agreed to
receive it. Those willing to participate
were invited to anonymously fill an on-
line questionnaire to complete the first
round of the survey. The questionnaire
included the statements formulated by
the panel of experts, and for each of
these statements every participant had
to provide a grade of agreement, using
a 1-5 rating scale as follows: 1 = maxi-
mum disagreement, 2 = disagreement,
3 = agreement, 4 = good agreement, 5
= maximum agreement.

When the first on-line round was com-
pleted, the results of the survey were
analysed and summarised. For each
statement, agreement (positive con-
sensus) was defined when =66% of the
participants gave a score of 3 or 4 or
5, disagreement (negative consensus)
when =66% of the participants gave a
score of 1 or 2, and lack of consensus
when positive (3 + 4 + 5) or negative (1
+ 2) scores were <66%.

The results of the first round were pre-
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DIAGNOSIS

CASPAR criteria + clinical evaluation

—

Articular
Peripheral synovitis Enthesitis Dactylitis Spondylitis
Clinical evaluation Clinical eval Clinical eval. Clinical evaluation
Standard x-ray Standard x-ray
Us Us Us
MRI MRI MRI

ASSESSMENT —‘

Extra-articular
Psoriasis (skin and nails)
Presence of uveitis
Presence of TBD

Cardiovascular risk

B

PROGNOSTIC RISK

Risk factors of severe articular disease

FIRST LINE THERAPY
Based on EULAR or GRAPPA or SIR recommendations and knowledge of pathogenesis

No response to first line therapy

Available drugs
[NF-q antibodies
. NF-a receptor
«  anti-IL-12/23 antibody
«  infliximab biosimilar

THERAPY with bDMARDs in bio-naive patients

Eligibility according to SIR recommendations and regional regulation

Choice of the molecule based on the following features:

*  Articular features (pattern of involvement, presence of radiographic damage)

«  Extra-articular manifestations (psoriasis, IBD, uveitis, cardiovascular risk)

+  Drug features: controindications, infectious risk, neoplastic risk, dose, dosing schedule, way of
administrations, possibility of dose intensifications, possibility or need of combination with tstDMARDs

« Other factors: knowledge of the literature, confidence with safety data, personal experience, costs

—

Discontinuation

}—

ack or loss of response

Primary bio-failure

Therapy options:

¢ add-on with a sSDMARDs
«  swap to another MOA

«  switch to a anti-TNF-o with different structure

«  switch to another TNF-i independent of its structure
«  dose intensification (when feasible)

Choice between switching and swapping based upon

«  articular and extra-articular manifestations

< other factors: safety, data from registries, direct
costs, availability of biosimilar

Secondary bio-failure

‘Therapy options:

«  swap to another MOA
¢ add-on with a sSDMARDs

*  switch to a TNF-o with different structure
¢ switch to a biosimilar

dose intensification (when feasible)

Choice between switching and swapping based upon:

* articular and extra-articular manifestations

*  other factors: safety, data from registries, direct
costs, availability of biosimilar

Adverse events

Strategies in case of the following events:

«  Infections: swap to anti-IL-12/13 antibody

*  Cutaneous allergic reaction: swap to anti-IL-12/13
antibody, switching to another anti-TNF-c.

* Infusion reactions: swap to anti-IL-12/13 antibody,
switch to another anti-TNF-a.

*  Paradoxical psoriasis-like lesions: swap to anti-IL-
12/13 antibody

In case of switch to another anti TNF-c: from antibody to
receptor or vice versa

Other relevant facf afety, articular manifestations,
extra-articular manifestations, direct costs

Fig. 1.

sented during two meetings, with each
participant of the on-line consultation
attending only one them. Statements
for which a positive or negative con-
sensus was not reached at the first
round were discussed and voted again.
The final results of the two distinct re-
evaluations were pooled and then ana-
lysed and summarised.

Results

After invitation, 50 rheumatologists,
representing 50 Italian rheumatology
centres, agreed to participate in the
survey and all of them completed both
rounds of consultations. Among them
28 (56%) were females and the median
age was 52 years (interquartilic range:
30-59). As for the geographic distri-
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bution, 23 rheumatologists came from
northern Italy, 11 from central Italy,
and 16 from southern Italy.

After the first round of the survey, 104
of the 117 statements achieved a posi-
tive or negative consensus, while 13
statements did not reach consensus and
were discussed at the second round.
After this re-evaluation, 10 statements
remained below the 66% concordance
threshold.

The final results of the survey are com-
prehensively reported in Tables I-V
and showed as summary flow-chart in
Figure 1. The most relevant findings
are also described hereinafter.

Diagnosis and clinical

evaluation

All of the participants agreed that the
diagnosis of PsA should rely on both
clinical evaluation and CASPAR cri-
teria (15). To evaluate the various
features of PsA, in addition to clinical
evaluation, they recognised the utility
of radiography, magnetic resonance
imaging (MRI), and ultrasound (US)
for the assessment of peripheral syno-
vitis; they did not recommend the use
of US for spondylitis; they considered
US helpful and radiography useless for
both dactylitis and enthesitis; and they
deemed MRI as useful for enthesitis
but not for dactylitis.

A positive consensus was also achieved
about the importance of assessing the
typical extra-articular manifestations
of PsA and the prognostic factors of
severity of articular disease and cardio-
vascular events (Table I).

Treatment in general

When starting a treatment, the partici-
pants judged important taking into ac-
count both the pathogenic mechanisms
of the disease (16, 17) and main treat-
ment recommendations (2,4, 5). It was
agreed that a patient should be eligible
for a therapy with a biological disease
-modifying anti-rheumatic drug (bD-
MARD) if not responsive to the non-
biological treatments usually indicated
for that manifestation and satisfying
the criteria of disease activity accord-
ing to the recommendations of the Ital-
ian Society of Rheumatology (SIR) (4)
(Table 1I).
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Table I. Diagnosis and clinical evaluation.

Statement Consensus %
When I make a diagnosis of psoriatic arthritis, I stand to:
Clinical evaluation only Negative 67.5
CASPAR criteria only Non consensus 52.5
Both CASPAR criteria and clinical evaluation Positive 100
To evaluate peripheral arthritis, I rely on:
Clinical features Positive 98
Traditional x-ray Positive 84
Magnetic resonance Positive 68
Ultrasound Positive 82
To evaluate spondylitis, I rely on:
Clinical features Positive 98
Traditional x-ray Positive 88
Magnetic resonance Positive 100
Ultrasound Negative 88
To evaluate dactylitis, I rely on:
Clinical features Positive 100
Traditional x-ray Negative 75.5
Magnetic resonance Non consensus 65.3
Ultrasound Positive 95.9
To evaluate enthesitis, I rely on:
Clinical features Positive 97.9
Traditional x-ray Non consensus 60.5
Magnetic resonance Positive 77.1
Ultrasound Positive 100
To evaluate extra-articular manifestations, it is important to assess:
Cutaneous psoriasis Positive 100
Nail psoriasis Positive 95.8
Uveitis Positive 100
Inflammatory bowel disease Positive 97.9
As prognostic factors of severe disease I consider:
Number of swollen joints Positive 97.9
Number of tender joints Positive 91.7
Joint lesions on x-ray Positive 100
Elevation of acute phase reactants Positive 93.7
Moderate/severe skin involvement Positive 83.3
Cardiovascular risk factors (diabetes, hypertension, Positive 85.4
waist circumference, dyslipidaemia, obesity)
Table II. Therapy in general.
Statement Consensus %
When I decide a treatment with SDMARDs and bDMARDs,
I consider important:
Pathogenic mechanisms knowledge Positive 95.8
EULAR recommendations Positive 97.9
GRAPPA recommendations Positive 100
SIR recommendations Positive 91.7
A bio-naive patients is defined as:
A subject never exposed to a treatment with bDMARDs
in her/his lifespan Positive 95.8
A patient is eligible to a treatment with a biologic if
He is affected by PsA not responsive to first line treatments
(NSAIDs, sDMARD:s, glucocorticoid injections) according
to regional protocols Positive 100
To define a patient eligible to a treatment with a biologic
I stand to criteria of disease severity as defined by SIR Positive 95.8

recommendations

sDMARD:s: synthetic disease-modifying anti-rheumatic drugs; bDMARDs: biological disease-modi-

fying anti-rheumatic drugs; SIR: Societa Italiana di Reumatologia.
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Treatment with bDMARD:s in
bio-naive patients

The survey participants agreed that
only the subjects never exposed to a
bDMARD throughout their lifespan
should be defined bio-naive.

To start a therapy with a bDMARD in a
bio-naive patient, the potential efficacy
of the treatment on just peripheral ar-
thritis was considered inadequate, and
it was agreed that the efficacy on all
of the musculo-skeletal manifestations
of PsA, along with the extra-articu-
lar manifestations, are relevant. The
choice of the bDMARD should also be
based on considerations about its ef-
ficacy on the long-term consequences
of the disease (radiographic progres-
sion and cardiovascular risk), as well
as on more general information like
data from literature, personal experi-
ence and costs. Among the considered
treatment strategies, the agreement
was reached for anti-TNF-o antibod-
ies, anti-TNF-a receptor, biosimilar
anti-TNF-o., and anti-IL-12/23. A posi-
tive consensus was reached also on the
importance of all of the main safety
concerns reported in the summary of
product characteristics (SmPC) (with
the exception of the ANA positivity) as
well as of the technical characteristics
of the product (Table III).

Treatment with bDMARDs in
bio-failure patients

When starting a treatment with a bD-
MARD in a patient bio-failure for ei-
ther primary (failure to achieve remis-
sion or minimal disease activity) or
secondary (loss of efficacy during the
treatment) inefficacy, different treat-
ment strategies can be considered. A
positive consensus was reached for
increasing the dosage of anti-TNF-o
(when feasible), adding a synthetic
DMARD (sDMARD), switching to
another anti-TNF-o¢ with a different
structure (antibody versus receptor),
and swapping to the anti-IL-12/23. A
consensus was not reached for the hy-
pothesis of switching to an anti-TNF-o
biosimilar in both primary and second-
ary bio-failure patients. The option of
switching to another anti-TNF-o. in-
dependent of its structure was agreed
upon (but with a relatively low percent-
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Table III. Treatment with bDMARDS in bio-naive patients.

Statement Consensus %

When I decide a treatment with a bDMARD (anti-TNF-a originator, or anti-

TNF-a. biosimilar, or anti-IL-12/23) in a bio-naive patient not responsive to first

line treatments (NSAIDs, sDMARD:s, glucocorticoid injections), I consider:
Efficacy of the bDMARD on clinical manifestations of peripheral Negative 67.8
arthritis only
Efficacy of the bDMARD on all the clinical articular manifestations Positive 97.9
of PsA
Efficacy of the bDMARD on the clinical articular manifestations of Positive 85.1
the patient only

When I decide a treatment with a bDMARD (anti-TNF-o. originator, or anti-TNF

biosimilar, or anti-IL-12/23) in a bio-naive patient not responsive to first line treat-

ments (NSAIDs, sDMARDs, glucocorticoid injections), besides clinical manifes-

tations of the patient, I consider:
Efficacy of the b(DMARD on cutaneous psoriasis Positive 94.6
Efficacy of the bDMARD on nail psoriasis Positive 83.8
Efficacy of the b(DMARD on uveitis Positive 86.5
Efficacy of the b(DMARD on IBD Positive 83.8

When I decide a treatment with a bDMARD (anti-TNF-a originator, or anti-TNF

biosimilar, or anti-IL-12/23) in a bio-naive patient not responsive to first line

treatments (NSAIDs, SDMARDs, glucocorticoid injections), I consider:
Efficacy of the bDMARD on radiographic progression of peripheral Positive 95.7
joint damage
Efficacy of the b(DMARD on radiographic progression of axial damage Positive 915
Efficacy of the bDMARD on cardiovascular risk Positive 93.6

When I decide a treatment with a bDMARD (anti-TNF-a originator, or anti-

TNF biosimilar, or anti-IL-12/23) in a bio-naive patient not responsive to first

line treatments (NSAIDs, sSDMARD:s, glucocorticoid injections), I consider:
Personal experience/ confidence with the molecule Positive 91.3
Knowledge of supporting literature Positive 100
Confidence with safety profile of the drug: trials, registries, personal Positive 95.6
experience
Direct costs of the drug Positive 75.7

When I decide a treatment with a bDMARD (anti-TNF-a originator, or anti-

TNF biosimilar, or anti-IL-12/23) in a bio-naive patient not responsive to first

line treatments (NSAIDs, sSDMARD:s, glucocorticoid injections), I consider the

following options:
Anti-TNF-o antibody Positive 97.8
Anti-TNF receptor Positive 95.6
Anti-TNF biosimilar Positive 78.3
Anti-1L-12/23 Positive 93.5

When I decide a treatment with a bDMARD (anti-TNF-o originator, or anti-TNF

biosimilar, or anti-IL.12/23) in a bio-naive patient not responsive to first line treat-

ments (NSAIDs, sDMARDs, glucocorticoid injections), among contraindica-

tions for anti-TNF-a (originator and biosimilar) reported in the SmPC I consider

important:
Congestive heart failure Positive 100
Alteration of liver enzymes Positive 82.6
ANA positivity Non consensus 60.7
Risk of infections (from trials, registries) Positive 91.3
Risk of demyelinating diseases Positive 89.1
Potential weight change due to the drug Positive 75.7
Risk of neoplasms (from trials, registries) Positive 78.3

When I decide a treatment with a bDMARD (anti-TNF-a originator, or anti-

TNF-a biosimilar, or anti-IL-12/23) in a bio-naive patient not responsive to first

line treatments (NSAIDs, SDMARDs, glucocorticoid injections), among the char-

acteristics reported in the SmPC I consider important:
Fixed dosage versus weight-related dosage Positive 86.7
Dosing schedule and frequency of administration Positive 97.8
Way of administration Positive 100
Age Positive 844
Possibility/need of a background therapy Positive 95.6
Possibility/need of an add-on therapy Positive 91.1
Possibility of a dose-intensification Positive 88.9

sDMARD:s: synthetic disease-modifying anti-rheumatic drugs; bDMARDs: biological disease-modi-

fying anti-rheumatic drugs; SmPC: summary of product characteristics.
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age of consensus) for primary bio-fail-
ure patients only, but a consensus was
not reached for secondary bio-failure
patients. The dosage of anti-drug anti-
bodies (ADA) was not deemed as rel-
evant both for primary and secondary
bio-failure patients (Table IV-V).

For bio-failure patients, because of ad-
verse events, the choice of swapping
to an anti-IL-12/23 gained a positive
consensus for all types of adverse reac-
tions, while a positive consensus (but
with lower percentages) for switching
to another anti-TNF-o. was achieved
only in case of allergic reactions and
infusion reactions, but not in the case of
serious or recurrent infections or para-
doxical psoriasis-like lesions. When
assessing the preference of the partici-
pants about the choice of another anti-
TNF- in a patient bio-failure for adverse
events, a positive consensus was found
for changing from antibody to receptor
or vice versa, but a negative consensus
was given for changing from antibody
to antibody and for switching to an anti-
TNF-a biosimilar (Table VI).

Discussion

The results of this survey showed, in
a group of 50 Italian rheumatologists
(representing 50 different rheumato-
logic centres) with expertise in the
management of PsA, a good concord-
ance on diagnosis, global assessment
and therapeutic approach of this dis-
ease. A consensus was not achieved
only for a low number of statements.
Diagnosis and classification of PsA are
the first challenging issues in the ap-
proach to a patient with this disease, as
suggested by the high number of classi-
fication criteria that were formulated in
the past years (18). Recently, CASPAR
criteria were shown to have a high sen-
sibility and sensitivity in identifying
patients with early PsA in clinical prac-
tice (19). However, as they are classi-
fication criteria, they are not supposed
to be used for diagnostic purposes but
only to better define patients included
in clinical and investigative studies,
with the aim to create more homoge-
neous populations in experimental set-
tings. Accordingly, the participants of
the survey unanimously agreed that the
integration of CASPAR criteria with
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Table IV. Treatment with bDMARDS in primary bio-failure patients.

Statement Consensus %

When I decide a treatment with a bDMARD (anti-TNF-a originator, or

anti-TNF-a biosimilar, or anti-IL-12/23) in a primary bio-failure patient

(who failed to achieve remission or minimal disease activity), I consider:
Assessment of anti-drug antibodies Negative 75
Increasing dosage of anti-TNF-a (when feasible) Positive 82.2
Switching to another anti-TNF (independent of its structure) Positive 77.8
Switching to another anti-TNF with a different structure Positive 95.6
(antibody versus receptor)
Switching to a biosimilar bDMARD Non consensus  56.8
Swapping to anti-IL-12/23 Positive 95.6
Add-on a sDMARD (if not assumed yet) Positive 97.8

When I decide a treatment with a bDMARD (anti-TNF-a originator, or

anti-TNF-a biosimilar, or anti-IL-12/23) in a primary bio-failure patient

(who failed to achieve remission target or minimal disease activity), to

decide whether switching or swapping I consider:
Clinical musculoskeletal manifestations Positive 93.3
Cutaneous manifestations Positive 97.8
Uveitis Positive 97.8
IBD Positive 97.8
Cardiovascular risk Positive 91.1

When I decide a treatment with a bDMARD (anti-TNF-a originator, or

anti-TNF-a biosimilar, or anti-IL-12/23) in a primary bio-failure patient

(who failed to achieve remission or minimal disease activity), to decide

whether switching or swapping I consider:
Data from registries on the retention rate of anti-TNF-a when switching Positive 933
Data from registries on the retention rate of anti-IL-12/23 in psoriatic Positive 933
patients
Availability of the first biosimilar DMARD Positive 82.2
Safety Positive 100
Direct costs Positive 86.7

sDMARDs: synthetic disease-modifying anti-rheumatic drugs; bDMARDs: disease-modifying anti-

rheumatic drugs.

clinical judgment should be the most
reliable method to make a diagnosis of
PsA. Classification criteria alone and
clinical evaluation alone were consid-
ered insufficient.

Another interesting observation that
arose from the results of this survey
was the great attention paid to extra-
articular manifestations and comor-
bidities (such as inflammatory bowel
disease or uveitis) both in the assess-
ment phase and in the therapeutic set-
ting. This comprehensive approach to
the patient is in line with the recent
concept of “Psoriatic Disease”, which
recognises PsA as part of a broader
clinical entity in which several differ-
ent tissues can be involved, with an
extremely variable clinical expression
of cutaneous, articular, and other extra-
articular manifestations probably shar-
ing many pathogenic mechanisms (20).
The recently reported increase in risk
of cardiovascular events in patients
with psoriasis and PsA (21) has also

been recognised by the participants to
the survey, who agreed on taking into
account this aspect in both assessment
and treatment of PsA.

In the evaluation of PsA, imaging
techniques such as MRI and US have
gained a relevant role. If the impor-
tance of MRI in the assessment of axial
involvement is well established, its role
in the evaluation of peripheral arthritis
is less clear (22, 23). The participants to
the survey unanimously confirmed the
importance of MRI to assess axial in-
flammation and agreed that this imag-
ing technique may be used to evaluate
peripheral synovitis and enthesitis but
not dactylitis. A significant role for US
in the evaluation of peripheral arthri-
tis, dactylitis and enthesitis, but not of
spondylitis, was also recognised by the
participants to the survey. As dactylitis
can be easily evaluated clinically, one
may wonder why this group of rheu-
matologists largely agreed on using US
for this feature. Possible explanations

1056

might be a certain lack of confidence
in diagnosing, assessing, and, maybe,
treating dactylitis on a clinical ground
alone, and the growing use of US in
clinical practice.

This survey was mostly focused on
the therapy of PsA. It is worth noting
that, in addition to guidelines derived
from recommendations by experts, the
participant rheumatologists judged im-
portant a personal knowledge of the
pathogenic mechanisms of the disease
and of the results of clinical trials. On
this basis, the low consensus achieved
on some issues as, for example, the use
of biosimilar anti-TNF-o., might be re-
lated to the lack of published data on
this drug in patients with PsA. In fact,
in Italy, the authorisation to use this
therapeutic product in PsA is based
only on the extrapolation of data about
its efficacy from studies performed in
patients with rheumatoid arthritis and
ankylosing spondylitis (24, 25).

The choice of the first drug in patients
eligible to a biological therapy is un-
doubtedly a very important issue. The
results of this survey showed that the
participant rheumatologists valued the
efficacy of the drug on all the articular
and extra-articular manifestations of
the disease, including a possible effect
on the cardiovascular risk. They also
considered relevant the impact of the
drug on the progression of the anatomic
damage. This attitude of the survey par-
ticipants might be interpreted as a will-
ingness to make the therapy as much
tailored on the patient as possible.
Personal experience, confidence with
the molecule, costs, and contraindica-
tions reported in the SmPC were, as ex-
pected, also considered relevant in the
therapy choice. As for the substance it-
self, there was a consensus for all of the
drugs commercially available in Italy
for the therapy of PsA. This consensus
was similar for originator TNF-o. in-
hibitors and anti-IL-12/23 antibody but
lower for infliximab biosimilar.

When considering patients who failed
a first treatment with an anti-TNF-o
because of lack of efficacy, the pres-
ence of some data in literature on this
topic in patients with rheumatoid ar-
thritis might explain the preference
of the participant rheumatologists for
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Table V. Treatment with bDMARD:s in secondary bio-failure patients.

Statement Consensus %

When I decide a treatment with a bDMARD (anti-TNF-o originator,

or anti-TNF-a biosimilar, or anti-IL-12/23) in a secondary bio-failure

patient (loss of efficacy), I consider:
Assessment of anti-drug antibodies (ADA) Non consensus  52.8
Increasing dosage of anti-TNF-a (when feasible) Positive 73.3
Switching to another anti-TNF-a (independent of its structure) Non consensus  52.8
Switching to another anti-TNF-a with a different structure Positive 93.3
(antibody versus receptor)
Switching to a biosimilar bDMARD Positive 83.3
Swapping to an anti-1L-12/23 Positive 97.8
Adding-on a SDMARD (if not assumed yet) Positive 95.6

When I decide a treatment with a bDMARD (anti-TNF-a originator, or

anti-TNF-a biosimilar, or anti-IL-12/23) in a secondary bio-failure patient

(loss of efficacy), to decide whether switching or swapping I consider:
Clinical musculoskeletal manifestations Positive 95.6
Cutaneous manifestations Positive 100
Uveitis Positive 97.8
IBD Positive 97.8
Cardiovascular risk Positive 91.1

When I decide a treatment with a bDMARD (anti-TNF-a originator, or

anti-TNF-a biosimilar, or anti-IL-12/23) in a secondary bio-failure patient

(loss of efficacy), to decide whether switching or swapping I consider:
Data from registries on the retention rate of anti-TNFs when switching ~ Positive 93.3
Data from registries on the retention rate of anti-IL-12/23 in psoriatic Positive 95.6
patients
Availability of the first biosimilar DMARD Positive 733
Safety Positive 95.6
Direct costs Positive 86.7

sDMARD:s: synthetic disease-modifying anti-rheumatic drugs; bDMARDs: disease-modifying anti-

rheumatic drugs IBD: inflammatory bowel disease.

Table VI. Treatment with bDMARD:s in bio-failure patients for adverse events.

Statement Consensus %
When I decide a treatment with a bDMARD (anti-TNF-a originator,
or anti-TNF-a biosimilar, or anti-IL-12/23) in a patient bio-failure for
adverse events, I consider:
Serious infection or recurrent non serious infections:
Switching to another anti-TNF-o Non consensus  55.6
Swapping to an anti-1L12/23 Positive 844
Cutaneous allergic reactions:
Switching to another anti-TNF-a Positive 73.3
Swapping to an anti-IL-12/23 Positive 95.6
Infusional reactions:
Switching to another anti-TNF-o Positive 733
Swapping to an anti-1L-12/23 Positive 91.1
Paradoxical psoriasis-like lesions (drug induced):
Switching to another anti-TNF-a Non consensus  54.3
Swapping to an anti-IL-12/23 Positive 933
When I decide a treatment with another anti-TNF-a in a patient
bio-failure for adverse events, I prefer:
Changing from antibody to receptor or vice versa Positive 88.9
Changing from antibody to antibody Negative 92
Changing to a biosimilar anti-TNF-o Negative 80
When I decide a treatment with a bDMARD (anti-TNF-a originator,
or anti-TNF-a biosimilar, or anti-IL-12/23) in a patient bio-failure for
adverse events, I consider:
Clinical musculoskeletal manifestations Positive 933
Skin and nail manifestations Positive 95.6
Data on safety Positive 100
Direct costs Positive 82.2

bDMARD:Ss: biological disease-modifying anti-rheumatic drugs.
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swapping to a product with a different
target or switching to a product with
the same target but a different struc-
ture, rather than using a drug with a
similar structure (26, 27). It is of in-
terest that in the setting of failure to a
first bDMARD because of lack o loss
of efficacy, switching to an anti-TNF-o
with different structure and swap-
ping to another bDMARD were both
considered feasible but with a high-
est degree of agreement for swapping.
In terms of daily practice, this might
imply a preference to use the anti-
IL-12/23 antibody in patients who are
primary or secondary failure to an anti-
TNF-o agent. This choice was even
more agreed upon in case of failure to
a TNF-o inhibitor because of adverse
events, a setting where data on safety
were considered of pivotal importance.
The opinion of the participants to the
survey, however, was not only driven
by the available evidence. This is
clearly indicated by the positive agree-
ment on adding a SDMARD in patients
with a primary or secondary failure to
a bDMARD, a strategy not supported
by any evidence whatsoever. Similarly,
the choice of using the anti-IL-12/23
antibody in case of palmo-plantar pus-
tolosis due to anti-TNF-o therapy was
not dictated by evidence.

Another issue which is attracting grow-
ing interest is the impact of ADAs
on the clinical response to biological
drugs. This survey, however, showed
that the participant rheumatologist
were not convinced of the usefulness of
dosing ADAs in clinical practice. The
uncertainty raised by conflicting results
in experimental studies, partly due to
the different methodologies of meas-
urement (28), and the current limited
feasibility of these assays in clinical
practice.

The results of this survey should be in-
terpreted keeping in mind its character-
istics. As only 50 of an estimated 130
Italian rheumatology centres author-
ised to biological prescription in PsA
were involved, the emerging picture
can only be considered an approxima-
tion of the rheumatologists’ approach
to this disease. The statements regard-
ing the therapeutic approach were fo-
cused mainly on biological products
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because the use of these drugs repre-
sents the most debated and challenging
issue in the pharmacological manage-
ment of patients with PsA. Moreover,
data on SDMARDs in PsA are scarce,
mainly related to peripheral arthritis,
and show a low efficacy of these drugs
in patients with PsA (29-31). The es-
sentially practical nature of this sur-
vey conditioned the inclusion only of
drugs commercially available in Italy
at that time, while other therapeutic
products, whose efficacy in PsA was
demonstrated by clinical trials, were
not included. This survey did not cover
all of the aspects of the management of
PsA but only some of those more com-
monly encountered in daily practice.
Finally, the results of the survey were
not meant to create guidelines or rec-
ommendations for the management of
PsA but only to have a picture of the
approach to this condition by a group
of rheumatologists working in cen-
tres authorised to prescribe biological
agents for this disease.

In conclusion, the results of this Delphi
survey provide an insight in the man-
agement of PsA by a group of Italian
rheumatologists with an expertise in
this condition. Overall, a comprehen-
sive evaluation of the patient, a therapy
choice based on both patient clinical
features and solid evidence of drug ef-
ficacy and safety, and a distinction be-
tween bio-naive and bio-failure patients
have emerged as the more relevant as-
pects of the management of PsA.
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