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ORIGINAL ARTICLE

Spondyloarthritis

Switching biological disease-modifying
antirheumatic drugs in patients with
axial spondyloarthritis: results from a
systematic literature review

Victoria Navarro-Compan,"' Chamaida Plasencia-Rodriguez,’ Eugenio de Miguel,’
Petra Diaz del Campo,? Alejandro Balsa,' Jordi Gratacés®

ABSTRACT

Objectives First, to investigate if switching biological
disease-modifying antirheumatic drugs (0DMARDs) after
the failure to prior bDMARD is efficacious in patients with
axial spondyloarthritis (axSpA). Second, to evaluate the
influence on this efficacy of (1) the reason to discontinue
prior tumour necrosis factor inhibitor (TNFi), (2) changing
the type of TNFi and (3) changing the target.

Methods A systematic literature review until January
2017 was performed using Medline, EMBASE and
Cochrane databases. Longitudinal studies assessing
clinical response after switching bDMARDs in patients with
axSpA were analysed.

Results In total, 9 studies out of 1862 retrieved citations
were included. Overall, the level of evidence was poor. In
these studies, all patients received a TNFi as first bDMARD,
1956 patients switched to a second bDMARD (97% TNFi
and 3% interleukin-17 inhibitors (IL-17i)) and 170 to a
third bDMARD (all TNFi). Clinical response (Bath Ankylosing
Spondylitis Disease Activity Index 50) after a second

TNFi was achieved by 25%-56% of patients compared
with 50%—-72% after the first TNFi. Also, 47% of patients
switching to IL-17i after a TNFi responded (Assessment

of SpondyloArthritis international Society 40) compared
with 66% in those who received IL-17i as first line. The
response after switching was not influenced by the reason
to discontinue, type of prior TNFi or changing the target.
Conclusions In patients with axSpA, switching to a
second bDMARD (a TNFi or IL-17i) after prior TNFi is
efficacious. Nevertheless, the clinical response is lower
than the observed in patients naive to bDMARD. So far,
the reason to discontinue prior bDMARD or the type of
bDMARD has not been identified as predictor of response.
Published evidence for switching to a third bDMARD is
lacking.

INTRODUCTION

Biological disease-modifying antirheumatic
drugs (bDMARDs) have shown to be effica-
cious for improving clinical symptoms and
signs in patients with axial spondyloarthritis
(axSpA)." Regarding this therapy, only
tumour necrosis factor inhibitors (TNFi)
were indicated in the past, but recently

Key messages

What is already known about this subject?

» In patients with axial spondyloarthritis, the evidence
to support switching to a second or consecutive
biological disease-modifying antirheumatic
drug (bDMARD) is unclear.

What does this study add?

» The results of this systematic literature review
support that switching to a second bDMARD
(a tumour necrosis factor inhibitor (TNFi) or
interleukin-17 inhibitor) after the failure to prior
TNFi is efficacious.

» Nevertheless, the clinical response after the second
bDMARD is lower than that observed in patients
naive to bDMARD.

How might this impact on clinical practice?
» Switching to a second bDMARD after the failure to
prior TNFi is a reasonable practice supported by

scientific evidence.

interleukin-17 inhibitors (IL-17i) have also
been approved—so far, in patients with anky-
losing spondylitis (AS). Unfortunately, clin-
ical response after a bDMARD is not achieved
by all patients with axSpA and a significant
proportion of them had failure to this therapy.
Data from clinical trials show that 50%-65%
of patients with axSpA do not achieve clinical
response (defined as Assessment of Spondy-
loArthritis international Society (ASAS) 40)
after receiving a TNFi during 24 weeks as first-
line bDMARD therapy,”® and similar results
have also been observed with IL-17i, with
58%-64% of patients not reaching ASAS40
response after 16 weeks of treatment.' In clin-
ical practice, data are available only for TNFi,
which indicate that after 2years of treatment
up to 456% of patients already interrupt this
thelrapy.7 8
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If a first bDMARD is not efficacious, a common clin-
ical practice is switching to another bDMARD.*™! In fact,
this attitude is so extended and accepted that it has been
included in the recent update of the ASAS/European
League Against Rheumatism management recommenda-
tions for patients with axSpA.'* However, the evidence to
support switching to a second or consecutive bDMARD
in these patients is unclear. In this regard, several limita-
tions in the field of axSpA make it difficult to summarise
the published literature on this topic.'” First, the defini-
tion of failure in axSpA is not well established. Usually,
this is defined as either intolerance or adverse events
related to the drug or inefficacy to this, which can
be distinguished between primary (non-response) or
secondary (loss of response) failure."* Nevertheless,
other scenarios such as radiographical progression
or persistence of inflammatory lesions on MRI could
also be used to define a failure in patients with axSpA.
Second, the definition of clinical response employed in
the studies including patients with axSpA is very hetero-
geneous and depends on the context. In clinical trials,
response is commonly defined as achieving the ASAS
response criteria (ASAS20 or ASAS40), while observa-
tional studies usually employ a more simple but less strict
definition such as the response based on the Bath Anky-
losing Spondylitis Disease Activity Index (BASDAI50 or a
decrease of at least 2 units in a scale of 0-10) or the Anky-
losing Spondylitis Disease Activity Score (ASDAS) with a
decrease of at least 1.1 units (for clinical improvement)
or 2 units (for major improvement).15 ' Furthermore,
there is no valid definition to establish what is a flare in
patients with axSpA. Recently, 12 possible scenarios have
been proposed, but a final definition has not been vali-
dated yet."” Finally, when analysing and interpreting data
from scientific literature to support the common current
practice of switching bDMARDs in patients with axSpA,
it also needed to be considered that several factors may
influence the response to bDMARDs in these patients,
including characteristics of the patients (gender, age,
smoking habit, human leukocyte antigen-B27 (HLA-
B27) carriage and body mass index) or characteristics of
the disease (duration and activity degree) at the begin-
ning of the treatment.'®

Additionally, it also remains unanswered whether or
not the reason to discontinue a bDMARD influences the
response to the next administered bDMARD in patients
with axSpA. Also, the influence of changing the type
of TNFi (from monoclonal antibody to receptor fusion
protein or vice versa) or the target mechanism (TNF
to IL-17 or vice versa) on the response to consecutive
bDMARDs is unclear. Until last year, switching from a
TNFi to another TNFi was the only option, but now other
possibilities are available, which makes it even more
necessary to answer all these pending questions in order
to provide some guidance to all clinicians for selecting
the most appropriate approach in patients with axSpA
interrupting a first bDMARD.

Based on this, the main objective of this study was to
determine if switching to another bDMARD after the
failure to a bDMARD is efficacious in patients with axSpA.
The second objective is to evaluate the influence of (1)
the reason to discontinue the bDMARD, and to analyse
(2) the change of type of TNFi and (3) the change of
target mechanism.

METHODS

Research clinical question and search strategy

A systematic literature review was performed using

Medline, EMBASE and Cochrane databases in collab-

oration with an epidemiologist with expertise on SLR

methodology (PDdC). The research clinical question
was formulated according to the PICOS (Population,

Intervention, Comparison, Outcome and Study design)

method. The definition for each of these items was

defined as follows:

» population: patients with axSpA including AS and
non-radiographical axSpA (nr-axSpA) who experi-
enced failure to at least one bDMARD; for this pur-
pose, there was no pre-established definition of fail-
ure, but the reason to interrupt treatment was collect-
ed and reported for each study

» intervention: second or consecutive bDMARD

» outcome: clinical response, indicated by at least one
of the following response criteria: ASAS (ASAS20 or
ASAS40), BASDAI (BASDAI50 or A BASDAI 22 units)
and ASDAS (clinically important improvement de-
fined as ASDASA >1.1 units or major improvement
defined as ASDASA >2.0 units)'®'°

> setting: longitudinal studies with at least 12 weeks of
follow-up, including at least 50 patients with the char-
acteristics defined in the population.

The search did not have any limit for starting date and
included published studies up to 1 January 2017. Studies
published in English, Spanish or French were included.
The search terms are provided in online supplementary
file table SI.

Selection of studies

First, titles and abstracts of the citations were screened.
Later, after reading the full text of the preselected arti-
cles, it was decided whether or not to include a study for
data extraction. Inclusion criteria were observational or
interventional studies evaluating the efficacy of a second
or consecutive bDMARD in patients with axSpA who
have experienced a failure to a first bDMARD. Exclusion
criteria were not in compliance with the definitions estab-
lished for the items on the PICOs or insufficient data to
evaluate the objective of the study.

Data extraction and data summary

Data were extracted using a specific form developed
for this purpose. Two readers (VN-C and CP-R) inde-
pendently extracted data for each study, including char-
acteristics of the studies (year of publication, journal,
design, sample size, follow-up period), characteristics
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I Medline (n=422) | | EMBASE (n=1181) | | Cochrane [n=206) I

1862 citations

Duplicates

(n=295)

1567 citations

Excluded based on title
{n=1428)

139 abstracts

Excluded based on abstract

(n=05)

44 full-text review

References (n=2)

Excluded after full-text review

(n=36)

Inclidos

9 articles

Figure 1 Algorithm for the research strategy and selection
of the studies included in the systematic literature review.

of patients included in each study (demographic and
disease characteristics), treatment received as first or
consecutive bDMARD and reason to interrupt the treat-
ment and outcome (measure employed to define clinical
response and percentage of patients who achieved this).
Further, the quality and potential biases of the studies
assigning an overall quality score per study between 0 and
5 points according Oxford 2009 level of evidence were
also evaluated.

RESULTS

Characteristics of the studies

A detailed flow chart with the results of the literature
search is depicted in figure 1.

The search retrieved 1862 citations. A total of 44 arti-
cles were selected for full-text review, out of which nine
studies were finally included for data extraction,”! 11923
The reasons to exclude the remaining studies after
reading the full text are provided in online supplemen-
tary file table S2). Details for each of the nine studies
included are shown in table 1.

Most of them were observational studies reporting data
from national registries and only two studies used data
from clinical trials. In total the selected studies included
data from 1956 patients (90.9% AS and 9.1% nr-axSpA)
who switched to a second bDMARD and 170 patients
(all of them with AS) who switched to a third bDMARD.
Importantly, the first bLDMARD was a TNFi in all patients,
while the second bDMARD was a TNFi in 1905 (97.4%)
patients and an IL-17i in 51 (2.6%) patients. Baseline
characteristics (median, range) of patients who switched
bDMARD were as follows: age 43 (38-46) years old, 67%
(54-80) male, 77% (62-84) HLA-B27+ and BASDAI
before switching drugs 6.2 (5.2-7.1). As a control group,
data from 4191 patients after receiving the first bDMARD

were analysed. Median (range) follow-up period after
switching bDMARD was 6 (3-12) months. The level
of evidence according to Oxford 2009 was 4 for seven
studies and 2b for the remaining two studies.

Reasons to discontinue the first bDMARD

Figure 2 shows the reasons to discontinue the first
bDMARD for the six studies reporting data on
this.” "' 1192022 The most common reason was inefficacy,
followed by intolerance or adverse events related to the
administered drug. With regard to the type of ineffi-
cacy, only three studies differentiated between primary
and secondary failure.'"* ' * In these studies, primary
failure was the reason to interrupt bDMARD in a smaller
subgroup of patients (19%, 22% and 23%, respectively),
while secondary failure was the responsible cause in
a higher proportion of patients (35%, 39% and 43%,
respectively).

Efficacy of switching to a second bDMARD

In total, nine studies evaluated the efficacy of switching
to a second bDMARD. All patients participating in these
received a TNFi as the first bDMARD. Additionally,
the second bDMARD was a TNFi in eight out of nine
studies including 1905 patients, while this was an IL-17i
in only one study reporting pooled data from a total of
51 patients participating in Efficacy, Safety and Tolera-
bility of Secukinumab in Active Ankylosing Spondylitis
Patients (MEASURE) 1 and MEASURE 2 trials. The type
of TNFi administered as first or second bDMARD is spec-
ified in table 1.

Figure 3 shows the percentage of patients achieving
clinical response for each study. Importantly, the sample
size and the definition of clinical response employed
were very heterogeneous across the studies. The number
of patients switching to a second TNFi ranged between
77 and 632. The percentage of patients achieving clinical
response after a second TNFi ranged between 25% and
56% in six studies using BASDAI50, 78% in one study
using BASDAI<4% and 17% in one study using ASASpr
criteria, which is a more strict definition. In these same
studies, clinical response after the first TNFi occurred
in 50%-72% and 83% of patients, respectively (no data
reported for the study using ASASpr criteria). Further-
more, 47% of 51 patients receiving IL-17i after a prior
TNFi achieved clinical response (ASAS40 criteria)
compared with 66% of patients who received IL-17i as
the first bDMARD.

Efficacy of switching to a third bDMARD
Only three studies including a total of 170 patients
evaluated the efficacy of a third bDMARD, all of them
after receiving two TNFis, which are also specified in
table 1. Clinical response was defined as BASDAI50 in the
three studies, and the percentage of patients achieving
this outcome was 29%.," 30%° and 52%.%°

No study provided data on the efficacy of a fourth or
consecutive bDMARD in patients with axSpA.

Navarro-Compan V, et al. RMD Open 2017;3:000524. doi:10.1136/rmdopen-2017-000524 3


https://dx.doi.org/10.1136/rmdopen-2017-000524
https://dx.doi.org/10.1136/rmdopen-2017-000524

"JOHQIYul JOJOB} SISOI08UINOWN} ‘I4N L ‘S8seasiq oljewnayy ul Juswabeuely AlfenDd [BIUlD SSIMS (NDDS Juswiesl] [edlbojolg jo Jaysibay ysiuul4 ‘Ni4
-90Y ‘SHIAQUOAS BuISo|ANUY SAIOY UHM Sjusiied Ul qeWUNWI[EPY HIM SSSUSAISYT PUE A19JES JO MBINSY ‘AdOSdYHY HeisiBey Bniqg onewnayiiuy ueibomioN ‘QdVING-HON * siualied siilApuods Buisoliiuy eaoy
ul qeWNUNOaS Jo Ajiqels|ol pue ‘Alejes “Aoealyd ‘JHNSVIAIN ‘[elH} PajjoJuod pasiwopuel ‘| DY ‘qewnwijob <100 ‘qewixijul ‘4| ‘deolsuele ‘N13 ‘AlsiBal epimuolieu ysiueq ‘OlgNvd ‘lobad gqewnzijousd 4z) ‘uieyoid
BaAI}oBBI D ‘dYD ‘BUIDIPB|\ paseg-aouspiAg 10} aliua) ‘INgID ‘sBnip olrewnayliiue BuiAjipow-asessip [eolbojolq ‘auVvINag Xepu| AHAIOY aseasiq siijApuodg BuisojAyuy uieg ‘\vasygd ‘siiyueojApuods eixe ‘ydsxe
‘Apnipe Juplojewnss aidess} O-4N1 IJUE ‘WY | |V 1008 ANAIROY aseasiq siijApuods BuisolAyuy ‘SYasy ‘A19100S [euolieulaiul SiHIYMYOIApUOdS JO JUBWSSaSSY ‘SYSY ‘siiljApuods Buisojfyue ‘Sy ‘qewnwiepe ‘vYay

qz 14 12 14 12 12 14 14 qec pIOJXO ING3D
9OUBPINS JO |[aAaT]
0'23Svasvv
Ivasvav ‘1" 1RSYASYV
Ivasvav 0°23SVasvv ‘uoluido padxe ‘0slvasvd lvasvav
‘0rSYSY 1dsyasy ‘L' 1ZSYASYV lvasvav ddOvV ‘lvasvav ‘ZRIvasvav ‘0vSYSY ‘0sivasvd
‘02SYSY ‘e’ 1>Svasy ‘osivasvd ‘0sivasvd ‘wwozvosivasvd ¥>Ivasve ‘0sIvasvd ‘0ZSYSY ‘0ySYSY  einsesw ssuodsey
14 4! 9 € 9 9 € gk €  (syuow) dn-mojjo4
awooINQ
(%2) dz0
(%2) 109
(%81) N13 (%22) X4
(%.e) vav (%62) N13
(%9S) 109 (% L) vav IANL advinaa payL
(%€) 10D (%€) 10D
(%8) X4 (%01) N13 (%01) X4l (%81) vav (%¥e) XdI
(%€e) NI (%2 XdI (%22) (%0%) N1 (%€€) N13  (%22) XdI ‘(%2¢) (%9¢) vav
gewnuiynoag 14NL (%69) vav 109 ‘(%99) vav (%9r)vav (%.L7) X4l N13 (%99) vav (9%0%) N.L3 (%001) vav QadvINQg puodsg
(%9) 10D (%1) 10D (%€) 10D
(%€2) XdI ‘(%€2) vav (%91) N1 (% Le) vav (%8) vav (%v1) vavy (%t2) N3 pue X4
‘(%62) vav ‘(%€¢e) NL3 (%2€) X4 ‘(%¢2¢) X4 (%8€) X4l (%G€) X4l (%92) N1L3
IANL 14NL ‘(%8%) N13 (%6€) X4l (%SY) vav (%ve) N1 ‘(%%9) N3 (%19) N1 (%09) X4l advingg sii4
prnug
L LE1L 44 advinag payL
1S 2e9 forq ! 11 zey €9l GL 11 9ze adviNQg puooes
(dnoib
.81 = £vs 86 €L zLoL 192 18¥ 726 [043U0d) QHVINAY ¥sii4
SvY ydgxe Sy Sv SvY SY Sy SvY SvY vdsxe jo adAL
sjusliied
aJjuso1nnw aJjusonnw aJua0-9|buls aJjusonnw a1ua0-9|buls aJjuso1Nw aJjusomnw
S|OYH ‘leuoljeniasqo ‘leuoljenlasqo ‘leuolyentssqo ‘leuoljenlasqo ‘leuoljenlasqo ‘leuoljeniasqo ‘leuolyensssqo aJjuso1Nw
2 WoJ} 00Y-1sod ‘anijoadsoliay ‘anjoadsoliay ‘anijoadsosay ‘anjoadsoid ‘anjoadsoid ‘anijoadsosiay ‘anijoadsoid ‘leuy [ogel-uadQ ubiseq
sesesasiq
Jay ] Adesay pue saseas|g onewnayy onewnayy Adeiay pue
Joig uido pedx3y YyoJessay SHUYMY |ojewNaYY f UODF YieaH N3 4O sjeuuy eibojojewnay ABojojewnayy JO sjeuuy Yyoueasay SHUYUy feuinop
9lL0z 9102 5102 7102 €102 zLoe L1102 L1102 0Loz Jes
Apms
m gpue| WDOS NId-god (f1eBuny) OlgNva VL1V e)iered (eouesy)  @QHVING-HON AQOSdVHY
o 34NSYIN eainin uauouldH sefny Bioquuin noooed an Hajempny
(@] uneug
W MB3IABI BINjeIal| dl1eWSISAS 8yl Ul papn|oul SaIpNis 8yl JO solisualoesey) | d|geL
(0

Navarro-Compan V, et al. RMD Open 2017;3:000524. doi:10.1136/rmdopen-2017-000524



8 Spondyloarthritis

# Inefficacy B Intolerance/AE = Other

“ Not specified

Figure 2 Reasons to discontinue the first biological
disease-modifying antirheumatic drug (antitumour necrosis
factor in all studies). AE, adverse event.

Predictors of clinical response after switching bDMARDs
Reason to discontinue the first (DMARD

In total, five studies evaluated the influence of the reason
to interrupt the first bBDMARD (a TNFi in all studies) on
the efficacy of the second or third bDMARD (also a TNFi
in all studies).

Two of these studies differentiated between inefficacy
and adverse events, but they did not provide data about
the type of failure (primary or secondary). In the Norwe-
gian Antirheumatic Drug Register (NOR-DMARD study
(n=77), the percentage of patients achieving BASDAI50
response was similar in patients who discontinued
drug due to inefficacy compared with that observed in
patients interrupting it because of adverse events (21%
vs 33%, respectively; p=0.36)."" In the Danish nation-
wide registry (DANBIO) registry (n=432), the reason to
discontinue the first TNFi was not significantly predic-
tive of response to the second TNFi, and drug survivals
were similar among groups regardless of the reason for
switching.”

# 12 bDMARD (TNFi)* M 22 bDMARD (TNFi/IL17i)* 32 bDMARD (TNFi)

BASDAI<4 _ASASpr _ASAS40

0 BASDAISO

Percentage

Figure 3 Efficacy as first, second and third bDMARD in
patients with axial spondyloarthritis. ASAS, Assessment

of Spondylo Arthritis international Society; BASDAI, Bath
Ankylosing Spondylitis Disease Activity Index; bDMARD,
biological disease-modifying antirheumatic drugs; IL-17i,
interleukin-17 inhibitor; TNFi, tumour necrosis factor inhibitor.

Additionally, three studies also differentiated between
primary or secondary failure within patients who discon-
tinued because of inefficacy. The RHAPSODY study
(n=326) demonstrated in a logistic regression analysis
that the reason to discontinue the prior TNFi had no
statistically important impact on the likelihood to achieve
clinical response. Nevertheless, the observed ASAS40 and
BASDAI50 response rates were greater in the group of
patients discontinuing prior TNFi therapy because of loss
of response or intolerance than in the group interrupting
the first TNFi due to lack of response (ASAS40 response:
43% and 39% vs 26%, respectively; BASDAI50 response:
42% and 46% vs 26%, respectively).'"* In the study from
Paccou et al (n=75), the response to the second or third
TNFi was not influenced by the reason to interrupt the
first TNFi either. In this, the percentage of responders
to a second TNFi was 79% for side effect, 82% for loss
of efficacy and 81% for primary non-responders.'? Oppo-
site this, Ciurea et al (n=632) recently reported in a Swiss
cohort that the efficacy of a second TNFi is significantly
impaired in patients with primary failure compared with
those with secondary failure. The median drug survival
was lower for primary versus secondary failure (1.1 vs
3.8 years, respectively; p<0.01), and the percentage of
patients achieving at least a moderate disease activity
according to the ASDAS was also lower in the first group
(11% vs 39%, respectively; p<0.01). Nevertheless, the
proportion of HLA-B27 carriers within the subgroup of
patients experiencing primary failure was significantly
lower than among patients with secondary failure (43% vs
69%, respectively; p<0.001), which could also explain the
differences observed in clinical response after switching
to a second TNFi, because HLA-B27 has been associated
with clinical response to TNFi and because this could
represent misdiagnosis of axSpA among the primary
failure subgroup.”*

Changing the type of TNFi

Only the RHAPSODY study analysed if the probability to
achieve clinical response after switching depended on
the type of prior TNFi received. In this open-label study,
patients who experienced a failure to etanercept (n=85),
infliximab (n=150) or both TNFis (n=74) received adali-
mumab. Surprisingly, results showed that the likelihood
of achieving ASAS40 response after 12 weeks of adal-
imumab was significantly greater for patients with only
prior infliximab therapy compared with patients with
only prior etanercept therapy and those with prior treat-
ment with both infliximab and etanercept (44% vs 31%
and 32%, respectively).'*

Changing the target mechanism

Data from switching to a different target only come
from a pooled analysis using data of the MEASURE 1
and MEASURE 2 trials. In these studies, a total of 51
patients switched from TNFi to IL-17i, but the reason
to discontinue TNFi was not reported in detail. Out of
these patients, 47% achieved clinical response (ASAS40
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criteria) after 16 weeks of treatment.” Finally, so far there
are no data available to assess the efficacy of receiving a
TNFi after being treated previously with IL-17i.

DISCUSSION

This study summarises the scientific evidence to switch
bDMARDs in patients with axSpA. In addition, it also
analyses the influence of three relevant factors (reason to
discontinue prior bDMARD, changing the type of TNFi
received and changing the target mechanism) on the
probability to achieve clinical response after switching to
a second or consecutive bDMARD in these patients.

Published data indicate that switching to a second
bDMARD (either a TNFi or IL-17i) in patients with
axSpA interrupting a prior TNFi is efficacious. However,
clinical response after this is lower than the one expe-
rienced by patients naive to bDMARD. Between 25%
and 56% of patients switching to a second TNFi achieve
clinical response (BASDAI50), which is similar to the
ASAS40 response observed data in patients who switch
to an IL-17i (30%-50%). Moreover, published data to
assess the efficacy of switching to a third bDMARD (only
TNFi data are available) are very limited and do not allow
making strong conclusions. However, it seems that the
likelihood to response after a second switch is lower than
after the first switch.

In addition, this review also analyses the influence of
three important factors as possible predictors of clin-
ical response when switching bDMARD in patients with
axSpA: (1) the reason to discontinue prior TNFi, (2)
changing the type of TNFi received and (3) changing the
target mechanism. Opposite to the results observed in
patients with rheumatoid arthritis,” no predictors have
been clearly identified, but it is also true that published
data to answer this question in patients with axSpA are very
limited, especially to evaluate the influence of changing
the type of TNFi received or the target mechanism.

To our knowledge, this is the first study systematically
reviewing the efficacy of switching bDMARD in patients
with axSpA. Nevertheless, a few relevant limitations
should be taken into consideration. Overall, it is difficult
to compare results among studies because the sample
size, design, context and clinical measures employed
to assess clinical response are very heterogeneous. For
switching to a second TNFi, extensive data from almost
2000 patients are available, but most of these come
from observational studies using BASDAI50 response
criteria as the outcome. Moreover, in these studies,
not all patients discontinuing a first TNFi switched to a
second TNFi, which may overestimate the response rate
among these patients.” By contrary, available data for
switching to an IL-17i are just limited to 51 patients, but
all of them participating in two randomised controlled
trials using ASAS40 criteria to define clinical response.
Therefore, the comparison between drugs should be
done with caution. In addition, this systematic literature
review assessed efficacy of bDMARDs based on clinical

response measures, but it did not analyse drug survival in
the different studies, which may affect the results. In this
regard, it was preferred to use a more objective outcome.
Furthermore, most of the studies included patients with
AS, so the evidence in patients with nr-axSpA is almost
non-existent.

In conclusion, in patients with axSpA, published data
indicate that switching to a second bDMARD (either a
TNFi or IL-17i) after interrupting a prior TNFi is effi-
cacious. However, clinical response after this second
bDMARD is lower than the one achieved by patients naive
to bDMARD. So far, considering the reason to discon-
tinue the first bDMARD, the type of prior TNFi or the
change of target mechanism does not seem to influence
on the response to the second bDMARD. Nevertheless,
with regard to changing target data are very limited and
restricted to one direction (from TNFi to IL-17i). Finally,
data to assess the efficacy of switching to a third bDMARD
in patients with axSpA are lacking and not conclusive,
so further data are necessary to answer this question.
On top of this, future studies should include patients
covering the entire spectrum of the disease and a head-
to-head comparison between the different alternatives to
switch bDMARDs.
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