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JAK Inhibitor Filgotinib 
Beneficial in RA
Results from FINCH-1 and FINCH-3 
showed improvement of rheuma-
toid arthritis signs and symptoms 
with filgotinib, in patients who had 
inadequate response or were naïve 
to methotrexate. 

Head-to-Head Comparison 
Ixekizumab and Adalimumab 
In psoriatic arthritis, ixekizumab 
showed superior efficacy to ada-
limumab, based on simulta-
neous achievement of ACR50 and 
PASI100. Noteworthy, the study 
included a non-traditional skin 
outcome.

Pharmacokinetics, Efficacy, 
and Safety of Emapalumab
Macrophage activation syndrome 
(MAS) may develop on a back-
ground of rheumatic diseases 
such as systemic juvenile idio-
pathic arthritis. Neutralisation of 
interferon gamma with emapa-
lumab was shown to control MAS.
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Dear Reader,

The 20th EULAR Congress was held in Northern Madrid 
in Spain between the 12-15 June at the Feria de Madrid 
Congress centre. The Congress venue is very close to 
the Wanda Metropolitano Stadium where less than two 
weeks earlier the eyes of the World were focused on the 
biggest game in club football, played out by a host of 
international stars from around the globe representing 
two English teams. Likewise, the EULAR event was a 
real feast in state of the art Rheumatology that was also 
well attended by delegates from around the world.  Over 
15,000 delegates made the trip for an excellent daytime 
programme against the backdrop of Madrid with its 
excellent restaurants and events that had the delegates 
packing the city centre in the evenings.

At the sports event, football royalty won out with Liverpool 
retaining the trophy for a 6th time.  The translational 
therapeutics that Rheumatology has spearheaded for 
over two decades has likewise placed our specialty 
into royalty status and this shows no signs of waning. 
The specialty should take great satisfaction at being 
at the forefront of the therapeutics of inflammation 
that has transformed disease management beyond 
Rheumatology.        

It gives my editorial team and I great pleasure to 
summarise some of developments reported at the 
meeting. The selected abstracts only cover a small 
fraction of the excellent work presented but we feel 
that these consolidate clinical knowledge and represent 
developments just around the corner from the clinic.

Sincerely,
Prof. Dennis McGonagle

Prof. Dennis McGonagle
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Cohort study shows improvement during 25 
years of RA treatment 
Improvements in treatment strategies during the 
last 25 years have led to lower disease activity, more 
sustained drug-free remission, and better physical 
functioning of rheumatoid arthritis (RA) patients [1]. 
ACPA-positive patients benefited most from these 
improvements.

Broadly speaking, RA consists of two distinct disease 
subtypes that are characterised by the presence or absence 
of RA-related auto-antibodies, of which the presence of anti-
citrullinated protein antibodies (ACPA) is most specific for 
RA. Both subtypes have known differences in the severity 
of the disease course, and ACPA-positive and ACPA-
negative RA may differ in their treatment responses. “What 
we all know, is that RA treatment has improved drastically 
with earlier treatment and better medication,” said Dr 
Xanthe Matthijssen (Leiden University Medical Center, the 
Netherlands). “However, the difference in treatment response 
between these two subtypes is still unclear and treatment 
guidelines do not make a clear distinction in RA treatment. 
Almost all start with methotrexate.”

Dr Matthijssen aimed to investigate the influence of 
advanced treatment strategies on disease activity, sustained 
drug-free remission, and functional disability over the last 25 
years among ACPA-positive and ACPA-negative RA patients 
included in the Leiden Early Arthritis cohort. “We used 
inclusion period as an instrumental variable for treatment 
strategy,” added Dr Matthijssen. Patients were treated in 

routine care, and initial and subsequent treatment changed 
over time (see Table). Baseline age, gender, and antibody 
status were not significantly different between inclusion 
periods. Patient assessments included swollen joint counts, 
the 28-joint count DAS (DAS28-ESR), and health assessment 
questionnaires (HAQ). Sustained drug-free remission was 
defined as the persistent absence of synovitis after cessation 
of DMARD-therapy during all available follow-up (≥1 year). 

With 1993-1996 as a reference, the DAS28-ESR decreased 
in the first year and remained lower in all inclusion periods 
(P<0.05). Drug-free remission was achieved faster in 
inclusion periods 2006-2010 and 2011-2016. Additionally, 
HAQ over time was lower in these last two periods. There 
was no difference in DAS28-ESR between ACPA-positive and 
ACPA-negative patients in subsequent cohorts. The increased 
rate of sustained drug-free remission was more prominent 
in ACPA-positive patients than ACPA-negative patients in 
inclusion periods 2006-2010 and 2011-2016. HAQ over 
time improved specifically in ACPA-positive RA. In general, 
“ACPA-positive RA patients benefited a lot, whereas ACPA-
negative RA patients benefited a little. Further improvements 
are needed for ACPA-negative RA patients,” concluded 
Dr Matthijssen. It is likely that the extreme immunological 
heterogeneity within the ACPA-negative group and overlaps 
with inflammatory hand osteoarthritis and other factors 
account for these differences [2].  

1. Matthijssen X, et al. Abstract OP0023. EULAR 2019.
2. McGonagle D, et al. Autoimmun Rev. 2018 Nov;17(11):1115-1123.

Filgotinib in RA patients with inadequate 
response or naïve to methotrexate
Data from the phase 3 FINCH-1 trial suggests that 
use of the selective Janus kinase (JAK)1 inhibitor 
filgotinib may be beneficial for rheumatoid arthritis 
(RA) patients with a previous inadequate response to 
methotrexate. In FINCH-3, filgotinib in combination 
with methotrexate led to significant improvements 
in RA signs and symptoms, physical function, and 
patient-reported outcomes compared to methotrexate 
alone. Furthermore, filgotinib was well tolerated in 
patients with early active RA naïve to methotrexate.

Rheumatoid Arthritis

Year of inclusion (n) Initial treatment

1993-1996 (168) NSAIDs or DMARDs with delay

1997-2000 (185) early mild DMARDs (e.g. hydroxychloroquine, penicillamine)

2001-2005 (210) early methotrexate

2006-2010 (338) first-line methotrexate, treat-to-target

2011-2016 (390)
first-line methotrexate, treat-to-target, efforts for early 
referral

Table: Treatment strategy in Leiden Early Arthritis cohort

https://www.ncbi.nlm.nih.gov/pubmed/30213700
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Filgotinib, an orally administered and selective inhibitor of 
JAK1 has shown good efficacy and tolerance for RA treatment 
with data from two pivotal phase 3 studies being reported 
[1,2]. The FINCH-1 trial was set up as a double-blind, active-, 
placebo-controlled study with 4 treatment arms. Participants 
(n=1,755) were randomised to receive filgotinib (200 or 100 
mg/day, n=475 and n=480, respectively), the comparator 
adalimumab (40 mg, n=325) every 2 weeks, or placebo 
(n=475). All treatments were given alongside methotrexate 
for ≥12 weeks with a stable dose of methotrexate ≥4 weeks 
before initiation of the study, and the majority of patients in 
all groups (96–98%) were biologic-naïve. At baseline, most 
patients were female (81.8%), the mean duration of RA was 
7.8 years, and the mean DAS28-CRP was 5.7. 

Results showed that, at week 12, patients receiving filgotinib 
200 or 100 mg were significantly more likely to achieve 
an ACR20 response than patients in the placebo group, at 
rates of 76.6% and 69.8% versus 49.9%, respectively (see 
Table). Prof. Bernard Combe (CHU Montpellier, France) et 
al. reported that the ACR20 response rate at week 12 was 
70.8% for patients on adalimumab, which was “close to 
that for 100 mg filgotinib.” Results remained consistent at 
the 24-week follow-up. Additionally, more filgotinib patients 
achieved ACR50, ACR70, DAS28-CRP ≤3.2 and <2.6, and 
had lower radiographic progression compared with placebo. 
Efficacy of filgotinib 200 mg was non-inferior to adalimumab 
based on DAS28-CRP ≤3.2. More filgotinib patients reported 
improvements in function, quality of life, and fatigue 
compared with placebo (see Table).

The filgotinib safety profile was consistent with prior studies 
through week 24. A similar proportion of patients (±4%) in the 
4 treatment arms experienced serious treatment-emergent 
adverse events. There was no signal for herpes zoster, 
major adverse cardiovascular events, venous thrombotic 
events, malignancies, or deaths. However, there was a slight 
increase in rates of neutropenia and lymphopenia among 
patients treated with filgotinib compared with placebo.

Prof. Rene Westhovens (University Hospital Leuven, Belgium) 
et al. compared the efficacy and safety of filgotinib with and 
without methotrexate in patients with RA who were naïve to 
methotrexate therapy [2]. The FINCH-3 trial was a phase 3, 
double-blind, active-controlled study in patients with active 
RA over 52 weeks. Patients (n=1,249) were randomised 
2:1:1:2 to filgotinib 200 mg + methotrexate, filgotinib 100 mg 
+ methotrexate, filgotinib 200 mg + placebo, or methotrexate 
+ placebo. At baseline, most patients (76.9%) were female. 
The mean duration of RA was 2.2 years, and the mean 
DAS28-CRP was 5.7. 
The results showed that significantly more filgotinib + 
methotrexate patients achieved ACR20, ACR50, ACR70, 
DAS28-CRP <2.6 and ≤3.2 compared with methotrexate 
monotherapy. A meaningful response to filgotinib occurred 
as early as 2 weeks after treatment initiation. More patients 
receiving filgotinib with or without methotrexate also 
reported improvements in physical quality of life compared 
with methotrexate monotherapy. In the FINCH-3 trial, the 
proportion of participants with no change in modified total 
Sharp/van der Heijde (mTSS) score from baseline to week 

filgotinib 200 mg filgotinib 100 mg adalimumab 40 mg placebo P-value (vs 
placebo)

P-value (vs 
adalimumab)

ACR20 76.6% 69.8% 70.8% 49.9% <0.001
ACR50 47.2% 36.3% 35.1% 19.8% <0.001 <0.01
ACR70 26.3% 18.5% 14.2% 6.7% <0.001 <0.01

DAS28-CRP ≤3.2 49.7% 38.8% 43.4% 23.4% <0.001

DAS28-CRP <2.6 33.9% 23.8% 23.7% 9.3% <0.001 <0.001
mTSS change from 
baseline 0.08 0.11 0.13 0.25

HAQ-DI change from 
baseline -0.69 -0.56 -0.61 -0.42 <0.001

SF-36 PCS change from 
baseline 9.2 8.5 8.4 5.8 <0.001 <0.01

FACIT-fatigue change 
from baseline 9.2 9.1 8.8 6.8 <0.001 <0.01

Table: Efficacy and patient-reported outcomes at week 12
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24 was 80.8% in the filgotinib 200 mg + methotrexate 
group, 76.5% in the 100 mg + methotrexate group, 82.7% 
in the filgotinib monotherapy arm, and 72.4% for those 
given methotrexate alone. The filgotinib safety profile was 
consistent with that of FINCH-1. These pivotal trials are in 
line with other recent trials in RA where JAK inhibition is very 
effective and where the placebo response rates or “placebo 
creep” is taking place reflecting the changing demographics 
of RA in the era of effective therapies.    

1. Combe B, et al. Abstract LB0001. EULAR 2019
2. Westhovens R, et al., Abstract LB0003. EULAR 2019

Clinical effectiveness of fenebrutinib in RA 
patients with methotrexate or TNFi failure
A phase 2 study demonstrated that fenebrutinib 
had higher efficacy than placebo for ACR50 at 
week 12 in patients with rheumatoid arthritis (RA) 
with inadequate response to methotrexate or TNF 
inhibitors. Furthermore, fenebrutinib was similar to 
adalimumab in methotrexate-refractory patients. The 
safety profile of fenebrutinib was acceptable. 

Fenebrutinib is an orally available highly selective inhibitor of 
Bruton's tyrosine kinase (BTK) with potential anti-rheumatic 
activity. Dr Stanley Cohen (Metroplex Clinical Research Center, 
Dallas, USA) et al. evaluated the efficacy and safety of fenebrutinib 
compared with placebo and adalimumab, in combination with 
low-dose methotrexate, in patients with RA [1].

This multicentre, randomised, double-blind phase 2 trial 
included patients with moderate-to-severe active RA with 
an inadequate response to methotrexate or other DMARDs 
(MTX-IR, cohort 1) or TNF inhibitors (TNF-IR, cohort 2). 
Patients from the first cohort were randomly assigned to 
receive fenebrutinib 50 mg/day (n=40), 150 mg/day (n=109), 
or 200 mg (n=110) twice a day, adalimumab 40 mg every 2 
weeks (n=111), or placebo (n=110). Patients from the second 
cohort were randomly assigned to receive fenebrutinib 200 
mg (n=48) twice a day or placebo (n=50). Demographics and 
disease characteristics were balanced and an estimated 90% 
of patients per arm completed the study. Efficacy endpoints 
evaluated the proportion of patients with ACR50 response 
at week 12, comparing fenebrutinib doses to placebo (both 
cohorts) and to adalimumab (cohort 1).

The results showed that in cohort 1, ACR50 responses, the 
primary outcome, at week 12 increased with increasing 

fenebrutinib dose (18%, 28%, and 35% for fenebrutinib 50 
mg, 150 mg, and 200 mg, respectively). Fenebrutinib 150 mg 
(28%, P=0.0164) and fenebrutinib 200 mg (35%, P=0.0003) 
were superior to placebo (15%), and similar to adalimumab 
(36%). In cohort 2, fenebrutinib again proved superior to 
placebo with ACR50 responses achieved by 25% and 12% 
respectively at week 12. A similar significant benefit with 
fenebrutinib over placebo was seen for the secondary 
endpoints of ACR20 response at fenebrutinib 200 mg (59% vs 
36% for placebo), ACR70 response at all doses, and change 
in DAS28-CRP at all doses.
Finally, most adverse events (AEs) were balanced across 
cohort 1; there were 9 serious AEs in 7 patients and 1 death 
(myocardial infarct) in the fenebrutinib group receiving 200 
mg. In cohort 2, more patients in the placebo arm reported mild 
to moderate AEs and no serious AEs were reported. Dr Cohen 
also mentioned that in contrast to other kinase inhibitors, 
there were no changes in haemoglobin/haematocrit, white 
blood cells, platelets, neutrophils, or monocytes, and there 
were minimal dose-dependent increases in serum creatinine 
levels, with no cases of renal insufficiency.

This trial provides clinical evidence to support the rationale for 
evaluation of BTK inhibition in patients with active RA. Further 
efficacy and safety profiles are needed, especially in patients 
with biologic DMARD refractory RA. Rheumatologists may 
be aware that BTK inhibition for some types of lymphoma 
is well established in the haematological malignancy arena 
with robust efficacy and safety data with new generation 
agents also under development with the intention of reducing 
toxicities [2].   

1. Cohen S, et al. Abstract OP0025. EULAR 2019
2. Mato AR, et al. 58th ASH Annual Meeting; Blood 2016;128:3222.

Peficitinib likely efficacious and safe 
Peficitinib, an orally bioavailable Janus kinase (JAK) 
inhibitor, showed efficacy as once-daily monotherapy 
in patients with moderate-to-severe rheumatoid 
arthritis (RA) in a phase 2b study. It demonstrated 
significant superiority versus placebo in reducing 
RA symptoms and in suppressing joint destruction 
in RA patients who had an inadequate response to 
methotrexate. Peficitinib also showed satisfactory 
safety and tolerability.

Peficitinib inhibits JAK1, JAK2, JAK3, and tyrosine kinase 
2 (Tyk2) enzyme activities. A 52-week Japanese trial 

RHEUMATOID ARTHRITIS
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conducted by Takeuchi et al. (Keio University, Japan) aimed to 
evaluate the efficacy and safety of peficitinib–methotrexate 
combination in patients with RA who had an inadequate 
response to methotrexate [1,2].

The study was set up as a multicentre, randomised, double-
blind, parallel-group, placebo-controlled trial. Eligible 
patients were adults with RA <10 years (2010 ACR/EULAR 
criteria) who had signs of active disease (≥6 tender and 
painful joints and ≥6 swollen joints, using 68 and 66-joint 
assessment respectively; C-reactive protein ≥1.0 mg/dL; 
bone erosion; ACPA antibody or rheumatoid factor positivity); 
and an inadequate response to methotrexate (administered 
for ≥90 days; ≥8 mg/week for ≥28 days prior to baseline). 
Patients (n=519) were randomised to 52-week methotrexate 
+ placebo (n=170), peficitinib 100 mg/day (n=175), or 
peficitinib 150 mg/day (n=174). At week 12, inadequate 
responders in the placebo group (n=75) were switched to 
peficitinib (100 mg, n=37 and 150 mg, n=38) until end of 
treatment (week 52), while remaining patients on placebo 
were switched to peficitinib at week 28. A concomitant stable 
dose of methotrexate (≤16 mg/week) was mandatory. 

The results showed that peficitinib exhibited superior 
efficacy compared with placebo regarding symptoms and 
inflammatory markers at week 12 or early termination (see 
Table). At weeks 28 and 52, peficitinib significantly reduced 
the mean modified total Sharp/van der Heijde (mTSS) score 
change from baseline versus placebo. Safety results over 
week 0 to 12 were similar for placebo and peficitinib. Adverse 
events occurred in 84 patients in the placebo group versus 
89 and 104 patients on peficitinib (100 and 150 mg/day, 
respectively). For the overall study period, the incidence rate 
of serious infections per 100 patient-years was higher in the 
total peficitinib group compared with placebo (3.4 vs 0.0). 

1. Takeuchi T, et al. Ann Rheum Dis. 2016 Jun;75(6):1057-64.
2. Takeuchi T, et al. Abstract OP0026. EULAR 2019

Short methotrexate stop is safe in patients 
with RA
Temporary cessation of methotrexate for 2 weeks is 
safe and has no effect on rheumatoid arthritis (RA) 
disease activity. Discontinuing methotrexate for 4 
weeks is linked to a temporary increase in disease 
activity without affecting long-term health outcomes. 

 “In special circumstances, including infections, vaccinations, 
or major surgeries, the use of methotrexate should be 
minimised to restore the treatment-associated immune 
suppression. However, the effect of short-term methotrexate 
cessation on disease activity remains unknown. 

“We previously reported two randomised control trials  
showing that short-term methotrexate discontinuation can 
significantly improve immunogenicity after seasonal influenza 
vaccination in patients with RA,” said Dr Min Jung Kim (Seoul 
National University Hospital, South Korea). In the presented 
study, post-hoc analysis compared the effects of methotrexate 
discontinuation for 2 or 4 weeks on vaccine response to 
seasonal influenza vaccination in RA patients [1]. In the 
2-week cessation study, 159 patients continued methotrexate 
and 161 patients discontinued it for 2 weeks after a seasonal 
quadrivalent influenza vaccine. In the 4-week cessation 
study, 54 patients continued methotrexate and 44 patients 
discontinued it for 4 weeks before vaccination with a trivalent 
seasonal influenza vaccine. Disease activity, change in DAS28, 
DAS28 flare rate, and flare-free survival were compared 
between patients of both groups. A flare was defined as an 
increase in DAS28 >1.2 (or >0.6 if baseline DAS28 was ≥3.2).

The results showed that a 2-week methotrexate cessation 
was not linked to any significant change in disease activity. In 
the 4-week discontinuation group, the mean DAS28 increased 
at 4 weeks after methotrexate discontinuation by 0.38, and 
improved to baseline level after reintroduction of methotrexate. 
Mean DAS28 remained stable over time in patients who 
continued methotrexate. Temporary discontinuation showed 
no significant effect on flare-free survival throughout the 
duration period of 20 weeks (P=0.142), although, in the 
4-week cessation study, numerically more patients in the 
methotrexate-hold group experienced a flare, compared with 
those in the methotrexate-continue group(20.5% vs 7.4%, 
P=0.058). It is worth pointing out that the adjuvant properties 
of the vaccine may have been a factor in flares in the post 
vaccination setting which was not addressed in this study.

1. Jung Kim Min, et al. Abstract OP0027. EULAR 2019

peficitinib 
100 mg

peficitinib 
150 mg

placebo P
value

ACR20 58.6% 64.4% 21.8% <0.001
ACR50 29.9% 46.0% 7.6% <0.001
ACR70 12.1% 23.6% 2.4% <0.001
DAS28-CRP <2.6 31.4% 35.1% 7.7% <0.001
SDAI ≤3.3 7.0% 14.0% 0.6% <0.01

Table: Efficacy endpoints at week 12 or early termination

https://www.ncbi.nlm.nih.gov/pubmed/26672064
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Tofacitinib is safe according to real-world data 
analysis
Tofacitinib, a Janus kinase (JAK)1/3 inhibitor had a 
safety profile similar to that of biologics. Rheumatoid 
arthritis (RA) patients starting with tofacitinib or 
biological disease-modifying anti-rheumatic drugs 
(bDMARDs) had similar rates of cardiovascular events 
and serious infections. These are the main findings 
obtained after a prospective 5-year cohort study of 
>8,600 RA patients enrolled in a US national registry.

This is the first comparative real-world data study assessing 
long-term safety of tofacitinib which is an important 
consideration given the cardiovascular safety of anti-TNF 
agents. Dr Joel Kremer (Albany Medical College, New York, 
USA) et al. evaluated 5-year adverse event incidence rates in 
patients starting tofacitinib versus bDMARDs using cohorts 
from the US Corrona RA registry, during November 2012, 
the month when tofacitinib received US marketing approval, 
through December 2017 [1]. 

Data were obtained from RA patients in the registry 
who were treated with either tofacitinib (n=1,544) or 
biologics (n=7,083). The safety assessment focused on 
the combined rate of major adverse cardiovascular events 
(MACE), including myocardial infarction, stroke or transient 
ischaemic and fatal events; the incidence of serious infection 
events; herpes zoster (HZ) regardless of severity; and venous 
thromboembolism (VTE). 

The results showed that patients treated with tofacitinib had 
slightly more than double the rate of HZ events (adjusted HR 
2.12; 95% CI 1.22-3.66), compared with patients on biologics, 
a finding consistent with prior reports that found tofacitinib 
treatment to be linked with an almost 3-fold increased rate 
of HZ when compared with placebo-treated patients [2]. 
“None of the HZ activations identified in the registry patients 
on tofacitinib were rated as “serious,” said Dr Kremer. 
Patients treated with tofacitinib had a 42% lower rate of 
MACE, compared with patients who received a bDMARD, 
although the difference was not statistically significant. 
Both subgroups had virtually identical rates of all serious 
infections. VTE analysis showed a rate of 0.19/100 patient-
years with tofacitinib treatment, and 0.33/100 patient-years 
with other biologicals, a difference that was not statistically 
significant. “It is an important finding because of prior 
concerns raised about VTE in patients taking tofacitinib or 
another JAK inhibitor,” said Dr Kremer. Adjusted analysis of 
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VTE is expected within another couple of years. Comparison 
of the rates of pulmonary embolism and deep vein 
thrombosis were each not statistically different between the 
two treatment subgroups. These findings are very reassuring 
for the long-term use of this JAK inhibitor -and possibly the 
JAK class in general- in the real-world setting. Obviously, 
further studies are needed.  

1. Kremer JM et al. Abstract OP0028. EULAR 2019
2. Winthrop KL, et al. Arthritis Rheumatol. 2014 Oct;66(10):2675-84.

Switching upadacitinib and adalimumab is 
beneficial in refractory RA
Rheumatoid arthritis (RA) patients with an initial, 
inadequate response to either the Janus kinase 
(JAK) inhibitor upadacitinib or the TNF inhibitor 
(TNFi) adalimumab can benefit from switching to 
the alternative therapy. The first results showing the 
effectiveness of a TNFi following failure of a JAK 
inhibitor were presented [1].

Currently, conventional synthetic disease-modifying 
antirheumatic drugs (csDMARDs) are well established as 
first-line treatments for RA-patients; however, not all patients 
benefit. If remission or low disease activity with csDMARDs is 
not achieved, therapy with a biological DMARD, TNFi, or JAK 
inhibitor is recommended [2,3]. While data shows that patients 
regularly switch from bDMARD to JAK treatments, there is a 
lack of evidence for patients with inadequate response to a 
JAK inhibitor switching to a bDMARD. Recently, the JAK1-
selective inhibitor upadacitinib demonstrated superior 
efficacy through 26 weeks compared with the standard 
use of adalimumab plus continued low-dose methotrexate 
(MTX) [4]. Genovese et al. aimed to describe outcomes linked 
to treatment shift from upadacitinib to adalimumab and vice 
versa, in RA-patients who did not achieve remission or low 
disease activity [1].

The phase 3 SELECT-COMPARE trial was set up as a double-
blind, placebo-controlled head-to-head study. A total of 
1,629 patients ≥18 years old with moderate-to-severe RA 
and an inadequate response to methotrexate (MTX-IR) were 
randomly assigned to receive 15 mg/day oral upadacitinib 
(n=651), 40 mg adalimumab injections every other week 
(n=327), or placebo (n=651) in addition to background MTX.

Primary results showed that 126 (19%) patients receiving 
upadacitinib and 77 (24%) receiving adalimumab failed to 

https://www.ncbi.nlm.nih.gov/pubmed/24943354
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University and Humboldt University of Berlin, Germany) 
noted in an interview that “physicians largely rely on personal 
experience when tapering glucocorticoids.” There is a lack 
of methodologically, appropriate clinical trials and guidelines 
for when and how to taper glucocorticoids, including 
prednisone.

Prof. Burmester compared glucocorticoid tapering versus 
continuation to maintain disease control in patients with RA 
who were receiving a stable combination of prednisone (5 mg/
day), in addition to tocilizumab with or without csDMARDs 
for ≥4 weeks [1]. A total of 259 patients were included in this 
multicentre, double-blind, randomised controlled trial. Prior 
to randomisation, patients had at least low disease activity 
defined as DAS28-ESR ≤3.2 or less. Patients randomised 
to the tapering group (n=131) received 1 mg/day reduction 
every 4 weeks and stopped taking the prednisone entirely 
between 16 and 24 weeks, whereas patients who continued 
on glucocorticoid therapy (n=128) received 5 mg/day over 
the 24-week period. 

Disease was controlled better in patients who continued 
treatment compared with tapering (DAS28-ESR decrease 
by 0.075 and increase by 0.538 compared to baseline, 
respectively; P<0.001). Overall, 65% of patients in the 
tapering and 77% of patients in the continuation arm 
achieved ‘treatment success’, defined as staying in at 
least low disease activity, lack of flare, and lack of adrenal 
insufficiency. Flares occurred among 26% of patients in the 
tapering arm and in 11% of patients in the continuation arm. 
There were no discontinuations in the tapering arm as a 
result of insufficient flare control, compared with one patient 
in the continuation arm. With regard to safety, 3% of patients 
in the tapering arm and 5% of patients in the continuation 
arm experienced serious adverse events.

1. Burmester GR, et al. Abstract OP0030. EULAR 2019

Efficacy and safety of E6011 in RA patients 
with inadequate response to methotrexate
Data from a phase 2 study suggests that use of E6011, 
a new human anti-fractalkine monoclonal antibody, 
may be beneficial for rheumatoid arthritis (RA) patients 
with an inadequate response to methotrexate. E6011 
led to significant clinical improvements, especially 
in those with higher CD16+ monocytes. In addition 
to its efficacy, E6011 was overall well-tolerated in 
Japanese RA patients naïve to methotrexate. 

achieve ≥20% improvement in either tender or swollen joint 
count by weeks 14, 18, or 22 and were switched without a 
wash-out period to receive the alternative drug treatment. The 
post-hoc analysis showed a potential benefit for switching 
between upadacitinib and adalimumab (see Table). Overall, 
data obtained after the switch to upadacitinib are consistent 
with data observed in a phase 3 study of upadacitinib in RA 
patients with inadequate response to bDMARDs [5].

Patient proportion with infection and serious infection 
through 6 months after switching appeared consistent 
with those observed for adalimumab and upadacitinib 
during comparable months. No additional or unusual safety 
concerns were observed in either treatment group.

1. Genovese M. et al. Abstract OP0029. EULAR 2019
2. Nam JL, et al. Ann Rheum Dis, 2017;76:1113-36.
3. Singh JA, et al. Arthritis Rheumatol. 2016 Jan;68(1):1-26.
4. Fleischmann R, et al. Abstract 890. 2018 ACR/ARHP Annual Meeting.
5. Genovese MC, et al. Lancet, 2018;391:2513-24.

Tapering of prednisone in RA patients who 
achieved low disease activity or remission with 
tocilizumab
Tapering prednisone, while remaining in at least low 
disease activity, may be an option for nearly two-thirds 
of rheumatoid arthritis (RA) patients who achieved 
remission or low disease activity on tocilizumab and 
low-dose prednisone.

According to current guidelines, patients with RA should 
typically receive the lowest necessary dose of glucocorticoid 
treatment, while avoiding doses ≥5 mg/day for longer than 
3 to 6 months. However, many early or established RA 
patients receive ≥5 mg/day or higher doses varying between 
3 up to 24 months. In addition, Prof. Gerd Burmester (Free 

upadacitinib to 
adalimumab (n=126)

adalimumab to 
upadacitinib (n=77)

ACR 20 59% 75%
ACR 50 26% 49%
ACR70 12% 24%
DAS28-CRP ≤3.2 35% 54%
DAS28-CRP ≤2.6 19% 31%
CDAI≤10 36% 47%
HAQ-DI mean change 
from baseline 0.52 0.67

Table: Primary endpoints at 6 months post-switch.
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The protein cadherin-11, found on stromal cells in the joint, has 
been identified as a new target for RA treatment. Cadherin-11 is 
expressed on fibroblasts in joints of RA patients and increases 
local fibroblast-mediated inflammation, pannus formation, and 
tissue invasion. RG6125 is a new human monoclonal antibody 
directed against cadherin-11, and is believed to disrupt 
immune cell adhesion in a non-immunosuppressive manner.

Junker et al. aimed to assess the safety, tolerability, and efficacy 
of RG6125 as adjunctive treatment in patients with moderately 
to severely active RA and unresponsive to TNFi treatment [1]. In 
this phase 2, multicentre, randomised, double-blind placebo-
controlled study, a total of 109 patients were randomised (2:1) 
to receive intravenous RG6125 810 mg or placebo, twice every 
2 weeks and then monthly for a total of 4 dose administrations 
up to week 12. The majority of patients were female (71% in 
the csDMARDs group with a median age of approximately 
55 years and median RA disease duration of 12.4 years). The 
primary endpoint was the proportion of patients with ACR50 
response at week 12.

The results showed that there was little to no difference in 
efficacy between RG6125 and placebo. “It was quickly decided 
not to proceed with this project but hopefully RG6125 can be 
studied in other complex inflammatory diseases,” said Uwe 
Junker (Roche Innovation Center Basel, Switzerland). With 
regard to safety, musculoskeletal/connective tissue (14.3% 
vs. 8.1%) and gastrointestinal (12.9% vs. 8.1%) adverse 
events were noted on RG6125 compared with placebo. The 
pharmacokinetics of endpoints was not different across the 
exposure groups. There is an ongoing interest in synovial 
fibroblasts as key orchestrators of RA -including therapy-
resistant disease- and it will be interesting to see whether 
future fibroblast pathway targeting will find clinical utility. 

1. Junker U. et al. Abstract OP0224. EULAR 2019

Integrated 10-year analysis confirms safety 
profile abatacept
The development of malignancy may be linked to 
the use of immunomodulators. Data suggests that 
the risks of overall, breast, or lung malignancies are 
not significantly increased in patients treated with 
abatacept [1]. These findings are consistent with the 
established safety profile of abatacept.

Patients with rheumatoid arthritis (RA) are at an increased 
risk of malignancies compared with the general population [2]. 

Fractalkine (CX3CL1) is a chemokine that regulates 
chemotaxis and cell adhesion of leukocytes expressing the 
cognate receptor, CX3CR1, during their migration. The serum 
level of fractalkine is elevated in patients with RA and is 
linked to disease activity. Peripheral blood CD16+ monocytes 
and a subset of T cells express CX3CR1, while fractalkine 
is expressed on fibroblast-like synoviocytes and endothelial 
cells in the synovial tissue of patients with RA [1]. 

Dr Yoshiya Tanaka et al. (University of Occupational and 
Environmental Health, Japan) evaluated the efficacy and 
safety of E6011 in RA compared with placebo [2]. This 24-
week phase 2 study was set up as a double-blind, placebo-
controlled study with 4 treatment arms. A total of 190 
patients were randomised to receive E6011 subcutaneously 
(100 mg/day, n=28; 200 mg/day, n=54; 400/200 mg/day, 
n=54), or placebo (n=54). In the E6011 lower-dose and 
placebo groups, subjects received treatment at weeks 0, 1, 
2, and every 2 weeks thereafter. In the E6011 400/200 mg 
group, subjects received 400 mg at weeks 0, 1, 2, 4, 6, 8, 10 
followed by 200 mg every 2 weeks subsequently.

At week 24, the ACR20 response rate was significantly higher 
in patients receiving the two higher doses E6011 compared 
with placebo (53.7% for 200 mg, 57.4% for 400/200 mg vs 
35.2% for placebo). Differences in the ACR20 response rate 
at week 12 were statistically not significant between the 
4 arms (37.0% in the placebo group, 39.3% in the 100 mg 
group, 48.1% in the 200 mg group, and 46.3% in the 400/200 
mg group). A higher ACR20 response became apparent in a 
dose-dependent manner in patients who expressed higher 
CD16+ monocytes at week 24 (30.0% for placebo, 46.7% 
for 100 mg, 57.7% for 200 mg, and 69.6% for 400/200 mg). 
E6011 also demonstrated a favourable safety profile and 
was generally well-tolerated during the study period.

1. Nanki T, et al. Mod Rheumatol. 2017 May;27(3):392-397. 
2. Tanaka Y, et al. Abstract OP0223. EULAR 2019

Preliminary efficacy and safety data of RG6125 
in RA patients with an inadequate response to 
TNF inhibitors
RG6125, an anti-cadherin-11 monoclonal antibody 
was well-tolerated with only mild to moderate adverse 
events. However, RG6125 in combination with TNF 
inhibitor (TNFi) therapy did not show a discernible 
treatment effect in rheumatoid arthritis (RA) patients 
compared with placebo. 

RHEUMATOID ARTHRITIS

https://www.ncbi.nlm.nih.gov/pubmed/27484962
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The incidence rate of overall malignancy in abatacept-treated 
patients was low (see Table). For all drugs, adjusted rate ratios 
showed no increased risk in overall malignancy. Individual 
registries showed a small increase in the breast (Canada), lung 
(Germany), and lymphoma (Sweden) cancers in abatacept-
treated patients, but numbers were too low to assess relative 
risk. Given that blockade of the CTLA-4 pathway is an integral 
component of cancer immune checkpoint inhibition, it is 
reassuring that its suppression is not linked to emergent cancer.

1. Simon T, et al. Abstract OP0226. EULAR 2019
2. Simon TA, et al. Arthritis Res Ther. 2015 Aug 15;17:212

Switching among multiple infliximab 
biosimilars does not cause immunogenicity
Immunogenicity does not constitute a barrier to 
interchangeability between biosimilars infliximab 
in chronic inflammatory diseases. “There are still 
consequences of immunogenicity that are not 
negligible with increased risk of allergic reactions, 
even though they were quite low in our cohort,” 
concluded Dr Jéróme Avouac (Paris Descartes 
University, France) [1].

The use of biosimilars has taken off in the past few years 
and is expected to increase further. The debate on the use 
of biosimilars and the switching from reference biologic 
medicines to biosimilars in rheumatology focuses on the 
clinical outcomes, including enhanced immunogenicity, 
compromised safety, or diminished efficacy for patients.

Dr Avouac et al. aimed to determine whether the successive 
switches from innovator infliximab to a first then second 
biosimilar increased the risk of immunogenicity during a 
3-year observation period. This was done as a prospective, 
single-centre, observational study in France [1,2]. A total 
of 265 patients were included. Of these, 135 had axial 
spondyloarthritis, 64 had inflammatory bowel disease, 31 
rheumatoid arthritis, 21 had psoriatic arthritis, 8 had uveitis, 
and 6 had other inflammatory diseases. These patients were 
all treated with the reference infliximab, then were switched 
to a biosimilar and followed for 3 years. Prior to the switch, 
29 patients had anti-drug antibodies (ADAs). At year 2, 140 
patients were switched to a second biosimilar infliximab, 
while 26 remained on the first biosimilar and 55 patients 
switched back to the reference product.

Among the 236 patients with no ADAs before the first 
switch, 20 developed ADAs during the observation period, 

Abatacept is a biologic immune modulator for RA, selectively 
blocking the specific interaction of CD80/CD86 receptors 
to CD28 and, therefore, inhibiting T cell proliferation and B 
cell immunological response. Abatacept has demonstrated 
efficacy and safety in the treatment of RA. “We have observed 
that, in clinical trial data, malignancy rates are similar for 
abatacept compared with placebo-treated patients and that 
post-marketing observational studies are valuable to assess 
the long-term risk associated with the medication,” said Dr 
Teresa Simon (Bristol-Myers Squibb, USA). The prospective 
cohort study aimed to assess the risk of solid tumour 
malignancies in RA patients treated with abatacept versus 
conventional synthetic disease-modifying drugs (csDMARDs) 
and other biologics or targeted synthetic DMARDs.

Four cohorts of data were analysed: the Swedish Anti-
Rheumatic Therapy Registry (ARTIS), the German Registry 
for Rheumatoid Arthritis Observation of Biological Therapy 
(RABBIT), a disease registry (FORWARD; The National Databank 
for Rheumatic Diseases in the USA) and a healthcare claims 
database (the population-based British Columbia Canadian RA 
Cohort). “This analysis represents the largest safety study of 
abatacept treatment to date,” said Dr Simon. A total of 2,653 
patients treated with abatacept and 1,485 given placebo were 
included. Seven trials used intravenous abatacept and two 
used the subcutaneous form. The outcomes were prespecified 
and agreed upon by the health authorities and they included 
overall malignancy, breast cancer, lung cancer, and lymphoma. 
The baseline data, rates, and summarised statistics were 
provided by the individual registries and databases. Complex 
multivariate analysis was performed by the individual registries 
and estimated adjusted rate ratios were provided.

The majority of patients were female (71% to 86%), with an 
approximate age of 55-63 years old. A history of malignancy 
was found in 4-34% of the patients. A greater number of 
abatacept-treated patients had been treated with ≥2 prior 
biologics (abatacept, 44 to 85%; csDMARDs, 11% [FORWARD] 
and other biological/targeted syntetic DMARDs, 0 to 19%). 

Table: Incidence rates for malignancies per 1,000 patient-years

abatacept csDMARDs b/tsDMARDs
ARTIS 11 (9-14) 13 (13-14) 10 (9-11)
British 
Columbia 11 (6-18) 10 (8-13) 12 (10-13)

FORWARD 8 (5-12) 9 (6-13) 5 (3-7)
RABBIT 9 (7-13) 12 (10-15) 9 (8-10)

https://www.ncbi.nlm.nih.gov/pubmed/26271620
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sarilumab subcutaneously (200 mg twice weekly; n=184) 
or adalimumab (40 mg twice weekly; n=185) for a total of 
24 weeks. The results showed sarilumab monotherapy to 
be superior compared with adalimumab monotherapy in 
DAS28-ESR, ACR20/50/70 response, HAQ-DI, and CDAI. Dr 
Gerd Burmester (Free University and Humboldt University of 
Berlin, Germany) et al. aimed to assess long-term efficacy 
and safety in RA patients continuing sarilumab (n=165) or 
switching from adalimumab to sarilumab monotherapy 
(n=155) in the OLE follow-up study of MONARCH [1].

The results showed that, with regard to the primary DAS28-
ESR and CDAI endpoints, >40% of switched patients achieved 
a minimally important difference (MID) improvement from 
OLE baseline by OLE week 12, increasing to >50% by OLE 
week 48. Furthermore, >40% of switched patients achieved 
a MID in DAS28-CRP and a minimally clinically important 
difference (MCID) in HAQ-DI from OLE baseline to OLE week 
48. A sustained response at OLE weeks 36 and 48 was 
reached by 70.7% (switched group) and 83.5% (continuation 
group) of patients, indicated by achieving CDAI ≤10 from 
baseline OLE. Both groups had similar rates of treatment-
emergent adverse events (switch: 76.1%, continuation: 
70.9%) and infections (switch: 41.9%; continuation: 35.8%). 
In terms of adverse events, 2 deaths occurred in the switch 
group (malignancy; cerebrovascular accident) versus 1 in the 
continuation group (subarachnoid haemorrhage). No gastro-
intestinal-related adverse events (ulcerations/perforations/
diverticulitis) were observed. These findings support the 
existing view that IL-6 pathway antagonism is valuable in 
subjects that are intolerant of methotrexate.

1. Burmester GR, et al. Abstract SAT0137. EULAR 2019

corresponding to a rate of 3 per 100 patient-years. The mean 
time to ADA detection was 21.2 months.

Kaplan Meier Survival analysis showed that the number 
of patients that received biosimilars did not impact the 
development of ADAs. Among the 20 patients who developed 
new ADAs, 4 were taking the reference product at the time of 
detection, while 10 had been exposed to the first biosimilar 
only, and 6 had been exposed to both biosimilars. No predictive 
factors, including age, disease state, sex, body mass index, or 
concomitant drug therapy, were identified for immunogenicity.

The retention rate for biosimilar infliximab was 58% at the end 
of the observation period, including 131 patients treated with 
the second biosimilar and 23 patients treated with the first 
biosimilar. These real-world data may provide reassurance 
that switches to different biosimilars do not pose a risk with 
respect to increased immunogenicity.

1. Avouac J, et al. Abstract OP0227. EULAR 2019
2. Gisondi P, et al. Abstract P049. SPIN 2019. 

Switch to sarilumab from adalimumab is 
efficacious and safe
Switching from adalimumab to sarilumab improves 
signs and symptoms in patients with rheumatoid 
arthritis (RA). The safety profile in the open-label-
extension (OLE) study was consistent with that 
observed in the prior MONARCH study. 

In the MONARCH trial, patients who were intolerant 
or responded inadequately to methotrexate received 

take-home messages presented by Dr Pedro Machado 
(University College London Hospitals, United Kingdom) 
discussing the pros and cons of adopting a T2T strategy 
in the management of axial spondyloarthritis [1]. 

The availability of biologic therapies has improved the 
clinical outcomes of patients with axial spondyloarthritis, 
which has raised the question if there is a role for T2T. Dr 
Machado explained that the concept involves changing 

Treat-to-target approach emerging in axial 
spondyloarthritis
Observational evidence suggests that a treat-to-
target (T2T) approach might be beneficial in axial 
spondyloarthritis. However, data from a prospective 
randomised study showing the efficacy of a T2T 
strategy compared to routine care are currently lacking. 
Additionally, there is no consensus about what should 
be measured and its specific target. These were the 

Axial Spondyloarthritis

AXIAL SPONDYLOARTHRITIS
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inflammatory drugs (NSAIDs) than general population 
controls. However, NSAID consumption is significantly 
reduced following the initiation of a first-line biologic 
drug. Patients with the highest NSAID use have worse 
patient-reported outcome measures but physician 
outcome measures are similar, which may suggest a 
non-inflammatory mechanism of the pain. 

TNFi therapy is effective in controlling several rheumatic 
diseases and more specifically has been shown to reduce 
pain. NSAIDs are commonly used for the management and 
treatment of pain and stiffness in inflammatory arthritides 
and are the first-line treatment for axial spondyloarthritis. Dr 
Olafur Palsson (University Hospital Reykjavik, Iceland) et al. 
aimed to gain a better understanding of the consumption of 
NSAIDs in patients with rheumatoid arthritis (RA), psoriatic 
arthritis (PsA), and ankylosing spondylitis (AS) as compared 
with the general population, as well as to explore their 
relationship with disease activity measures [1]. Additionally, 
the impact of TNFi therapy on NSAID prescription rates was 
evaluated.

To accomplish these goals, the research group initiated 
ICEBIO, an Icelandic nationwide database on patients treated 
with biological disease-modfiying anti-rheumatic drugs 
(DMARDs) due to inflammatory joint diseases; including RA, 
PsA, and AS. Data for all patients with inflammatory arthritis 
was extracted along with all filed prescriptions for NSAIDs 
made 2 years before and 2 years after the initiation of TNFi 
therapy. This is available through the Icelandic Directorate of 
Health, which operates a prescription database that includes 
over 90% of all drug prescriptions in Iceland. For each patient, 
NSAID prescriptions of 5 randomly selected individuals 
matched on age, sex, and calendar time of TNF inhibition 
were extracted as a control. As such, data of 952 patients 
was included (366 RA, 251 PsA, 218 AS) along with 4,760 
controls. The drug database yielded a total of 5,600 and 
8,600 prescriptions for patients and controls, respectively.

The control group was prescribed a mean of 23 defined daily 
doses (DDD) of NSAIDs per year. In total, the ICEBIO patients 
were prescribed 6.7 times more DDDs of NSAIDs than the 
controls at a mean of 149 per year. After initiation of TNFi 
therapy, the use of NSAIDs was reduced to a mean of 85 DDD 
per year, or 3.9 times that of the controls. Consumption was 
reduced by 43% (mean 148 to 85 DDD/year) in RA patients, 
43% in the PsA group (157 to 90 DDD/year), and 47% in the 
AS group (154 to 83 DDD/year).

or escalating therapy according to a predefined target, 
under the assumption that this may lead to better outcome 
compared to routine care. T2T is not only well established 
in non-rheumatic diseases, but has been proven efficient 
in patients with rheumatoid and psoriatic arthritis, with 
evidence from multiple studies such as the Tight Control 
of Rheumatoid Arthritis (TICORA) and the Tight Control in 
Psoriatic Arthritis (TICOPA) trials. Whether the approach 
can work in axial spondyloarthritis is open to debate. One 
of the main counterarguments against using T2T in axial 
spondyloarthritis is lack of agreement on what to target.

Despite lack of consensus, Dr Machado observed that 
achieving clinical remission or inactive disease according to 
the ASDAS are the most likely targets. Clinical remission may 
help improve patients’ functional outcomes and quality of life. 
Achieving inactive disease (ASDAS <2.1 or BASDAI <4) may 
improve structural and functional outcomes and stop the 
development of radiographic spine damage. Furthermore, he 
argued that there is a need for being more ambitious. Patients 
with high disease activity, regardless of sufficient standard 
treatment, should be escalated to treatment with biologic 
disease-modifying antirheumatic drugs (bDMARDs). 

Evidence is currently lacking to support a T2T approach in axial 
spondyloarthritis, but The Tight Control in Spondyloarthritis 
(TICOSPA) trial –of which results are expected next year– 
is in progress. Altogether, observational evidence supports 
a T2T strategy in axial spondyloarthritis despite a missing 
randomised trial. This was also the view of an international 
task force who published their recommendations for a 
T2T approach in axial spondyloarthritis [2]. The cost-
effectiveness of a T2T strategy in clinical practice is another 
issue that needs to be assessed.  Unlike RA, where the 
target invariably is the accessible and visible small joint 
swelling and inflammation, the hidden entheseal and osteitic 
pathology in the spine -that is difficult to differentiate from 
mechanical/degenerative pathology- means that the clinical 
metrologists are still “flying in the dark” and the difficultly in 
visualisation of the target remains an ongoing issue 

1. Machado PM, Deodhar A. Curr Opin Rheumatol. 2019 Jul;31(4):344-348.
2 Smolen JS, et al. Ann Rheum Dis. 2018 Jan;77(1):3-17. 

NSAIDs consumption is linked to patient-
assessed disease activity and decreases with 
use of TNF inhibitors
Patients with inflammatory arthritis requiring TNF 
inhibitor (TNFi) therapy use more non-steroidal anti-

https://www.ncbi.nlm.nih.gov/pubmed/31090589/
https://www.ncbi.nlm.nih.gov/pubmed/28684559
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to physician global VAS assessment (56 vs 57). On the 
other hand, patient-reported outcome measures revealed 
small but significant differences between groups. The high-
consuming patient group reported worse VAS pain scores 
(65 vs 60), VAS global health scores (70 vs 65), and HAQ-DI 
scores (1.19 vs 1.03). 

1. Palsson O, et al. Abstract OP0001. EULAR 2019.

In terms of measuring disease activity, the group was 
divided into the 20% of patients who consumed the highest 
amount of NSAIDs and the remaining 80%. These groups 
were very similar in patient demographics, although the 
high-consuming patient group trended towards longer 
disease. When TNFi therapy was initiated, the 2 groups 
appeared to be similarly related with regard to number of 
swollen (4.5 to 4.2) or tender (5.4 to 5.5) joints in RA, or 

PSORIATIC ARTHRITIS

revealed inadequate response to conventional synthetic 
disease-modifying anti-rheumatic drugs (csDMARDs). A total 
of 566 patients were randomised 1:1 to receive ixekizumab 
or adalimumab for 52 weeks. The on-label dosing was based 
on the severity of PsA. 

The primary objective was superiority of ixekizumab versus 
adalimumab, measured by the proportion of patients 
achieving both ACR50 and PASI100 in week 24. Both non-
inferiority of ixekizumab for ACR50 and superiority of 
ixekizumab for PASI100 were key secondary endpoints at 
week 24. Additionally, outcomes were assessed related to 
PsA, skin, a composite treat-to-target of minimal disease 
activity (MDA) and DAPSA, PASDAS remission, patient-
reported outcomes, and safety. The mean age was 48 years, 
more than half were men, and disease duration was 6 years 
concerning PsA and 15 years in regard to psoriasis. Just over 
two-thirds of the patients were on concurrent treatment with 
a conventional synthetic drug, most often methotrexate.

The results showed that a 24-week regimen with each of 
these agents, both of which have regulatory approval for 
treating PsA, led to achievement of the primary endpoint in 
36% of patients treated with ixekizumab and 28% of patients 
treated with adalimumab (P<0.05). Ixekizumab was superior 
to adalimumab in reaching the primary outcome in active 
PsA, as measured by achievement of combined ACR50 and 
PASI100 (see Table). While improvement from baseline was 
achieved with both treatments, significantly better results 
were observed with ixekizumab versus adalimumab for 
skin and composite treat-to-target outcomes, enthesitis 

Efficacy and safety of ixekizumab versus 
adalimumab in patients with PsA 
In a head-to-head comparison of the 2 drugs, it was 
concluded that ixekizumab showed superior efficacy 
to adalimumab, based on simultaneous achievement 
of ACR50 and PASI100 responses in week 24, in 
biologic-naïve patients with active psoriatic arthritis 
(PsA) and skin disease. Greater improvements with 
ixekizumab versus adalimumab were also attained 
in individual PsA domains and composite treat-to-
target outcomes.

TNF inhibitors (TNFi) like adalimumab are frequently 
prescribed in patients receiving biologic treatment. However, 
a significant number of patients with PsA have insufficient 
response or become intolerant to TNFi therapy [1]. Therefore, 
therapies with an alternative mechanism of action and with 
long-term efficacy and safety are important for patients 
with PsA. IL-17A is a pro-inflammatory cytokine involved in 
the pathophysiology of PsA [2]. Ixekizumab is a high affinity 
monoclonal antibody that selectively targets IL-17A [3].

Dr Philip Mease (Swedish Medical Center and University of 
Washington, Seattle, USA) presented results of a multicentre, 
randomised, open-label, assessor-blinded, parallel-group 
head-to-head comparison of the efficacy and safety of 
ixekizumab versus adalimumab in patients with PsA who 
had never before received treatment with a biological drug 
[4]. Eligible patients had active PsA (≥3 tender joint count 
and ≥3 swollen joint count), and plaque baseline psoriasis 
body surface area (BSA) ≥3%. They were biologic-naïve and 
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population. The safety profile of bimekizumab was 
consistent with previous reports, and bimekizumab is 
currently being evaluated in phase 3 trials” concluded 
Dr Christopher Ritchlin (University of Rochester 
Medical Centre, USA) [1]. 

Therapeutic options for psoriasis include biologic drugs 
such as tumour necrosis factor inhibitors (TNFi) and IL-
12/23 inhibitors. Bimekizumab is a monoclonal antibody 
that selectively neutralises both, IL-17 homo-, and 
heterodimers,” said Dr Ritchlin. “The rationale for blocking 
both IL-17A and IL-17F is the recent discovery that both 
contribute to the development of PsA. IL-17A and IL-17F 
are different isoforms of IL-17 having structural homology 
and overlapping biological functions. Both are expressed 
in sites of inflammation and independently cooperate with 
other cytokines. The study objective was to assess the dose-
response, long-term efficacy, and safety of bimekizumab 
over 48 weeks in patients with active PsA.

The randomised, double- and dose-blind, placebo-controlled, 
BE ACTIVE phase 2B trial included adult PsA patients 
(n=206), who had both ≥3 tender and ≥3 swollen joints and 
a CASPAR score ≥3. Patients were randomised (1:1:1:1:1) 
to receive subcutaneous bimekizumab 16 mg, 160 mg, 160 
mg with 320 mg loading dose, 320 mg, or placebo every 4 
weeks, for a double-blind period of 12 weeks. After week 12, 
patients receiving placebo or bimekizumab 16 mg were re-
randomised (1:1) to receive bimekizumab 160 mg or 320 mg 
for the remaining 36 weeks. All other patients continued on 
their initial dose (dose-blind period). The primary endpoint 
was the occurrence of disease worsening, defined by the 
disease-specific composite measures, including ACR criteria 
or PASI scores, or clinically significant worsening leading to a 
major change in treatment. 

At baseline, the patients had an average tender joint count of 
21.7, an average swollen joint count of 11.5, and 66.5% had 
a psoriasis body surface area of ≥3% or above. The dropout 
rate for the study was 8%. 

The results showed that at week 12, significantly more 
patients receiving bimekizumab had achieved an ACR50 
response, with rates of 26.8% at the 16 mg dose, 41.5% at 
the 160 mg dose, and 46.3% at the 160 mg dose + 320 mg 
loading dose, compared with 7.1% in the placebo group. The 
24.4% ACR50 response rate in patients taking the 320 mg 
dose was not significantly different from placebo. “This may 

resolution, and skin-related quality of life. No unexpected 
safety signals were observed.

The study was criticised by Dr Roy Fleischmann (University 
of Texas Southwestern Medical Center, Dallas, USA), because 
of the use of a non-traditional endpoint. In fact, the inclusion 
of a skin outcome which received equal weight as the joint 
response assessment instrument might have introduced an 
inherent bias in favour of ixekizumab. Dr Mease admitted 
that the study’s design favoured ixekizumab, but he added 
that this decision reflected a desire by the researchers 
to choose a primary endpoint that represented both of 
the prominent pathologies seen in patients with PsA. The 
equivalence of both therapies for the PsA component and 
superiority of ixekizumab for enthesitis in one secondary 
outcome measure puts IL-17A and TNF inhibition on a par 
with respect to PsA therapy, but more studies are needed.    

1. Mease P. Clin Exp Rheumatol. 2015 Sep-Oct;33(5 Suppl 93):S104-8.
2. Chiricozzi A. Actas Dermosifiliogr. 2014 Oct;105 Suppl 1:9-20.
3. Liu L, et al. J Inflamm Res. 2016 Apr 19;9:39-50.
4. Mease PJ, et al. Abstract LB0005. EULAR 2019

Efficacy and safety of bimekizumab in patients 
with active PsA
Dual neutralisation of IL-17A and IL-17F with 
bimekizumab was linked to substantial improvements 
in both musculoskeletal and skin outcomes in patients 
with active psoriatic arthritis (PsA). Response rates 
increased after week 12 and were sustained from 
week 24 to 48. “Patients achieved similar ACR and 
PASI responses as compared with the overall study 

Table: Efficacy and patient-reported outcomes at week 24

ixekizumab adalimumab P-value
ACR50+PASI100 36% 28% <0.05
ACR50 51% 47%
PASI100 60% 47% <0.01
MDA 48% 35% <0.01
DAPSA ≤4 27% 18% <0.05
PASDAS VLDA ≤1.9 29% 19% <0.01
SPARCC enthesitis index =0 57% 45% <0.05
HAQ-DI mean change from 
baseline -0.63 -0.56

SF-36 PCS mean change 
from baseline 9.96 8.82

Dermatology Life Quality 
Index -7.81 -6.48 <0.001

https://www.ncbi.nlm.nih.gov/pubmed/26472182
https://www.ncbi.nlm.nih.gov/pubmed/25398488
https://www.ncbi.nlm.nih.gov/pubmed/27143947
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Demographics and baseline characteristics were similar 
between patients receiving filgotinib versus placebo. The 
primary efficacy point was the proportion of patients 
achieving ACR20 response. Response maintenance was 
assessed by analysing ACR20 response patterns over time 
in both groups. Secondary endpoints included ACR50 and 
ACR70 response rates linked to changes over time. Other 
measures presented at EULAR 2019 included change in 
DAPSA score and HAQ-DI. 

Filgotinib did significantly better than placebo related to its 
efficacy; 80% of the patients achieved an ACR20 response; 
47% ACR50, and 23% ACR70. “Fairly distinguishable from 
placebo,” added Prof. Mease. The onset of response to 
filgotinib was early, with a median time to first ACR20 
response of 4.07 weeks (95% CI 2.29-4.14) in the filgotinib 
group compared with 12.3 weeks in the placebo group. There 
were also more occurrences of the response being lost over 
time and fewer cases of regaining a lost response in the 
placebo group. More patients achieved ACR50/70 responses 
more quickly and in greater numbers in the filgotinib group as 
compared with patients receiving placebo. The mean change 
from baseline in DAPSA score at week 16 was -27.9 for 
filgotinib and -18.1 for placebo (P<0.0001). Filgotinib also had 
a beneficial effect on patient-reported HAQ-DI score. Prof. 
Mease briefly commented on potential beneficial effects of 
filgotinib on pruritus, commonly ignored by rheumatologists. 
With regards to safety, “nothing unexpected was reported.” 
There were a handful of infections, including one herpes 
zoster infection, and no venous thromboembolism events. 
There was one case of death due to anaemia. 

1. Mease P, et al. Lancet. 2018 Dec 1;392(10162):2367-2377.
2. Mease PJ, et al. Abstract OP0109. EULAR 2019

Ixekizumab improves signs and symptoms in 
TNFi-naïve PsA patients
Data from a post-hoc analysis show that use of 
ixekizumab improves signs and symptoms of 
difficult-to-treat psoriatic arthritis (PsA) patients who 
previously failed to respond to 1 or 2 TNF inhibitor 
(TNFi) therapies. 

“PsA is a progressive, chronic inflammatory disease that is 
often treated with TNFi when conventional treatments have 
failed. We have learned from rheumatoid arthritis (RA) and 
PsA that patients with an inadequate response to the first 
TNFi generally have a decreased response to subsequent 

be due in part to this group having more active skin and joint 
disease than the other groups,” said Dr Ritchlin. By week 48, 
ACR50 response rates in the 320 mg dose group, including 
those re-allocated at 12 weeks, had improved in line with 
those of the other groups. PASI100 response rates among 
patients receiving bimekizumab ranged from 17.2% to 50.0% 
at week 12 vs 7.1% in those receiving placebo. These rates 
continued to increase, reaching up to 61% to 73% at week 
48. The safety profile of bimekizumab was consistent with 
previous reports, with no apparent relationship between 
dose and treatment-emergent adverse events.

1. Ritchlin C. T. , et al. Abstract OP0108. EULAR 2019

Filgotinib is efficacious and safe in PsA
Data from the phase 2 study (EQUATOR-trial) shows 
that filgotinib is efficacious and safe in patients with 
psoriatic arthritis (PsA) [1]. “The selected Janus 
kinase (JAK)1 inhibitor improves multiple domains of 
PsA. No new safety data were obtained. This drug will 
be explored further in future PsA trials,” concluded 
Prof. Philip Mease (Swedish Medical Center and 
University of Washington, Seattle, USA) [2]. 

Filgotinib is an oral, selective JAK1 inhibitor in development 
for the treatment of several inflammatory diseases [1]. Prof. 
Mease et al. aimed to evaluate the onset and maintenance 
of response to filgotinib vs placebo in the EQUATOR trial by 
evaluating patient-level response over time. “What we are 
doing with this analysis is looking in a novel way at treatment 
response,” he said. The primary objective was to evaluate 
the time to first response on patient-level and the individual 
duration of response, compared with placebo. The secondary 
objectives were to review the overall data on various clinical 
domains in PsA with filgotinib versus placebo. 

The EQUATOR trial was a 16-week, multicentre, randomised, 
double-blind trial. Eligible patients (aged ≥18 years) had 
active PsA (≥5 tender joint count and ≥5 swollen joint 
count), fulfilled classification for PsA (CASPAR) criteria, and 
had active or a history of plaque psoriasis. They revealed 
an inadequate response or intolerance to at least one 
conventional synthetic disease-modifying anti-rheumatic 
drug (csDMARD). “Patients could have been exposed to 
previous biologic DMARDs,” Prof. Mease said. PsA patients 
(n=131) were randomised 1:1 to receive filgotinib 200 
mg or placebo once daily. Disease activity was assessed 
at screening on day 1 and at weeks 1, 2, 4, 8, 12, and 16. 
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1. Nash P, et al. Lancet. 2017 Jun 10;389(10086):2317-2327. 
2. Gellett A, et al. Abstract OP0110. EULAR 2019

Etanercept and methotrexate as first-line 
treatment in PsA
There is conclusive evidence from the phase 3 SEAM-
PsA trial that both etanercept and combined treatment 
of etanercept and methotrexate are more efficacious 
than methotrexate monotherapy in patients with 
psoriatic arthritis (PsA) naïve to biologic drugs. 
Combining etanercept and methotrexate offers little 
benefit over etanercept monotherapy. Compared with 
the joint-focused DAPSA, PASDAS captured a wider 
range of PsA manifestations and performed better in 
this trial [1].

The benefits of methotrexate alone and in combination with 
tumour necrosis factor inhibitor (TNFi) therapy have been 
demonstrated in RA, but the same cannot be said for PsA. 
Studies of methotrexate monotherapy in PsA have been 
largely mixed [2]. “How do we optimally use methotrexate 
in combination with TNFi therapy in PsA patients naïve 
to biologics,” asked Prof. Philip Mease (University of 
Washington, USA). “There has been very little trial data 
looking at methotrexate in PsA, and we thought of it as a 
relatively ineffective agent in PsA,” he said.

Therefore, Prof. Mease and his team aimed to examine the 
efficacy of methotrexate monotherapy relative to etanercept 
monotherapy, and the value of combining methotrexate 
and etanercept in patients with PsA. In addition, the 
relative performance of PsA-specific composite measures 
was assessed by using trial efficacy data. The 24-week 
randomised, double-blind, placebo-controlled SEAM-
PsA trial included 851 biologic-naïve patients with active 
PsA. In addition, they had not received prior methotrexate 
treatment. Patients were randomised (1:1:1) to weekly 

TNFi,” said Dr Amanda Gellett (Eli Lilly, USA). In addition, in 
a substantial proportion of patients, TNFi therapy might be 
contra-indicated or not tolerated.  “Also, nearly 40% of the 
patients in this population switched TNFis as part of their 
routine care, and that was mainly due to lack of efficacy,” 
added Dr Gellett. Therefore, therapies with an alternative 
mechanism of action in PsA are clinically important.

The anti–interleukin-17 drug ixekizumab selectively binds 
to IL-17A. “There is proof for the treatment of active PsA in 
moderate-to-severe plaque psoriasis. In PsA, ixekizumab 
has shown efficacy in biologic-naïve patients in the 
SPIRIT-P2 study and in patients with an inadequate response 
or intolerance to one or two TNF-inhibitors,” continued Dr 
Gellett [1,2]. The objective of this post-hoc analysis was to 
assess the efficacy of ixekizumab in patients who had an 
inadequate response to one or two TNFis. 

In the double-blind, multicentre, randomised, placebo-
controlled, phase 3 study SPIRIT-P2, patients were recruited 
from 109 centres across ten countries. Eligible patients 
were ≥18 years old, had a confirmed diagnosis of PsA for 
at least 6 months, and had a previous insufficient response 
to TNFi therapy. Patients were randomised to receive a 
subcutaneous injection of 80 mg ixekizumab every 4 weeks 
(n=122) or every 2 weeks (n=123) after a 160 mg starting 
dose, or placebo for up to 24 weeks.

Efficacy was measured by proportion of patients reaching 
ACR50, an improvement in HAQ-DI ≥0.35, minimal disease 
activity (MDA), DAS28-CRP EULAR Good Response criteria, 
and DAPSA ≤14. “It was concluded that both doses improved 
PsA signs and symptoms regardless of prior inadequate 
response to one or two TNF-inhibitors (see Table). In this 
difficult-to-treat population of patients, we saw significant 
improvements in week 24 in the outcomes that we studied, 
and the improvement was consistent.,” said Dr Gellett. 

Table: Efficacy measures at week 24 of ixekizumab in patients with inadequate response to TNFi

1 TNFi failure 2 TNFi failures

Q4W Q2W placebo P-value Q4W Q2W placebo P-value

ACR50 33.8% 29.2% 2.9% <0.001 36.6% 34.8% 7.3% <0.05

HAQ-DI improvement ≥0.35 45.9% 32.8% 14.8% <0.05 44.4% 48.8% 18.4% <0.05

MDA 31.0% 21.5% 4.4% <0.05 19.5% 28.3% 2.4% <0.05

DAPSA ≤14 42.3% 36.9% 16.2% <0.05 34.1% 26.1% 4.9% <0.05

https://www.ncbi.nlm.nih.gov/pubmed/28551073
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2% in the general population [2]. Recently, there is also a 
growing awareness of an uncoupling between pain and 
inflammation. However, studies of remaining pain have so 
far mainly been conducted in rheumatoid arthritis. Therefore, 
we aimed to assess unacceptable pain, despite inflammation 
being controlled during the year after starting a first TNF 
inhibitor (TNFi) therapy in PsA patients” said Dr Olofsson.

PsA patients starting a first TNFi treatment (n=352) 
between 2004 and 2010 were identified in the prospective, 
observational South Swedish Arthritis Group register. About 
half of them were women (48%), the mean age was 47 years 
old, and mean disease duration 10 years. At the onset of 
TNFi therapy, 63% of patients had ongoing methotrexate 
and 68% were on any conventional disease-modifying-anti-
rheumatic drugs (DMARDs). Unacceptable pain was defined 
as >40 mm on a VAS of pain (scale 0-100 mm), based on the 
patient acceptable symptom state (PASS), and concomitant 
inflammation control was captured through C-reactive 
protein (CRP) <10 mg/L in combination with <1 swollen joint 
count. Assessments were performed at baseline, and 1.5, 3, 
6, and 12 months after starting TNFi therapy. Analyses were 
further conducted in relation to EULAR treatment response, 
after 3 months (good, moderate, no response). Differences 
in pain measures between treatment response groups were 
predicted by regression analysis.
At the start of TNFi therapy, 85% of patients reported 
unacceptable pain, which declined to 43% after 3 months 
and then remained stable, reaching 39% at 12 months. The 
proportion of patients who had unacceptable pain despite 
inflammation control was largely unchanged over the study 
period (24% at treatment start, 27% at 3 months, and 26% 
at 12 months). Unacceptable pain at 3 months was strongly 
related to EULAR 3-month response (24% of good responders 
vs 79% of nonresponders; P<0.001). This relationship was 
less pronounced among patients with unacceptable pain 
despite inflammation control (19% of good responders vers.
us 37% of nonresponders; P=0.016). Among EULAR good 
responders, unacceptable pain irrespective of inflammation 
control constituted 81% of all unacceptable pain at 3 months. 
These findings need to be tempered by factors including the 
fact that the CRP and other inflammatory markers may be 
normal in PsA and factors such as polyenthesitis that is 
difficult to recognise and also not associated with elevated 
inflammatory markers.

1. Roseman C, et al. Abstract OP0112. EULAR 2019.
2. Häuser W, Fitzcharles MA. Dialogues Clin Neurosci. 2018 Mar;20(1):53-62. 

treatment comprising oral methotrexate 20 mg plus placebo, 
etanercept 50 mg plus placebo, or etanercept 50 mg plus 
oral methotrexate 20 mg (combination therapy). Baseline 
data were balanced in the 3 arms. The mean age was about 
48 years and mean PsA duration 3.2 years. 

While acceptable results were obtained with methotrexate 
monotherapy, etanercept monotherapy showed superiority 
in terms of ACR20 response and minimal disease activity 
response at week 24, with rates of 60.9 vs 50.7% (P=0.029) 
and 35.9 vs 22.9% (P=0.005), respectively. The corresponding 
rates for combination therapy compared with methotrexate 
monotherapy were 65.0 vs 50.7% (P=0.005) and 35.7 vs 
22.9% (P=0.005). PASDAS also showed differences between 
each etanercept containing arm vs methotrexate alone and 
no difference for etanercept mono- vs combination therapy, 
whereas study arm differences were not seen with DAPSA. 
PASDAS had a greater effect size and standardised response 
than DAPSA. “In terms of safety, the main difference was 
nausea in the methotrexate-treated patients as compared 
with the etanercept-treated patients,” added Prof. Mease. 

1. Mease P, et al. Abstract OP0111. EULAR 2019
2. Merola JF, Ogdie A. Arthritis Rheumatol. 2019 Jul;71(7):1027-1029. 

Unacceptable pain is common in patients with 
psoriatic arthritis
A considerable number of patients with psoriatic 
arthritis (PsA) starting their first biologic treatment 
report unacceptable pain during the first year of 
treatment, even when their inflammation is controlled 
[1]. Among good responders, non-inflammatory pain 
made up more than 80% of pain load at 3 months, 
indicating insufficient effects of biologics in patients 
with inflammation-independent pain. These findings 
strongly indicate a need for alternative treatment 
strategies in affected patients.

This study was conducted by Dr Tor Olofsson (Lund 
University, Sweden) et al. “It is time to shift gears. We will 
focus on observational studies and old medications instead 
of randomised controlled trials and new drugs, and we 
are looking at pain specifically,” said Dr Olofsson. “A swift 
background; when asked to prioritise between different 
domains in which patients are most keen on seeing an 
improvement, in many studies, pain has turned out as the 
number one. Furthermore, the prevalence of concurrent 
fibromyalgia is ≥30% in PsA patients compared with about 
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and pharmacological treatments provide inadequate relief. 
However, around 20% of total knee replacements lead to 
long-term chronic pain and potentially increased opioid 
consumption, which is highly addictive and therefore 
problematic.

Pharmacologically, acetaminophen and non-steroidal anti-
inflammatory drugs (NSAIDs) are considered as first-and 
second-line drug treatment respectively. Tramadol and 
opioids or duloxetine are prescribed in case of refractory 
symptoms, whereas intra-articular steroids are applied for 
knee and hip OA only. However, none of these drugs are free of 
adverse effects. Furthermore, the efficacy of paracetamol on 
knee/hip OA is low [6]. A safety message pointed out by Prof. 
Berenbaum is that diclofenac poses a cardiovascular health 
risk compared with use of other traditional NSAIDs. A series 
of nationwide cohort studies showed the deleterious effects 
on heart and vessels, even if given for a short period of time 
[7]. Tramadol prescription has increased over recent years 
but research showed that among OA patients ≥50 years old 
initial prescription of tramadol was linked to a significantly 
higher rate of mortality over 1 year of follow-up, compared 
with commonly prescribed NSAIDs, but not compared with 
codeine. The only way to move forward is to innovate, but 
this requires a better understanding of the underlying OA 
pathophysiology. Then, targeted structural therapies can 
be developed, aimed to inhibit structural catabolism and to 
increase anabolism and cartilage repair.

One of the targets to inhibit catabolism is lorecivivint, a Wnt 
pathway inhibitor, administered as a single intra-articular 
injection, preventing cartilage degeneration and decreasing 
bone remodeling [8]. A second Wnt pathway inhibitor is 
Cathepsin K inhibitor MIV-711. Eligible patients (n=244) 
received this drug orally in doses of 100 mg or 200 mg, or 
placebo. Results showed reduced loss of cartilage thickness 
on the medial femur versus placebo, for both MIV-711 doses 
at week 26. Cartilage loss on medial tibia was not significant 
[9]. Other targets are being investigated in experimental 
(human) studies; these are the ADAMTS and other Wnt 
pathway inhibitors. “Another way to impact catabolism 
is to impact inflammation. It is well-known that more 
pro-inflammatory cytokines induce cells to release more 

What is new in osteoarthritis
In the WIN session on osteoarthritis (OA), Prof. 
Francis Berenbaum (Sorbonne Université, France) 
presented striking messages about OA, its prevalence, 
disease burden, severity, and (non)pharmacological 
interventions [1].

“The prevalence of OA is dramatically increasing,” said Prof. 
Berenbaum. Lieberman et al. looked at skeletons during 
different time periods [2]. The prevalence of knee OA was 
found to be 16% among the post-industrial sample but 
only 6% and 8% among the early industrial and prehistoric 
samples. Increases in longevity and BMI (obesity) do 
not fully explain the increased prevalence [2]. “Unknown 
environmental factors play a role,” Prof. Berenbaum added. 
Also, a recent paper by Sebbag et al. found that the burden 
of musculoskeletal diseases -including OA- has increased 
significantly between 2000 and 2015, with these being the 
second cause of ‘years lived with disability’ worldwide [3]. 
Prof. Berenbaum referred to steep disability-adjusted life 
years for OA due to poor health, disability, or premature 
mortality. “WHO data analysis from over 183 countries shows 
that rheumatic and musculoskeletal diseases are now in 
second place in terms of years of disability. The burden of 
OA is real. It is a public health concern,” emphasised Prof. 
Berenbaum. Finally, OA is a fatal disease. Numerous studies 
show that walking disability due to hip/knee OA increases 
mortality by nearly 50%. “This is a big increase.” A population-
based cohort in 1,163 patients ≥35 years old showed that 
walking disability was independently linked to cardiovascular 
death in the OA population [4]. “Altogether, due to these 
findings, the FDA has indicated a guidance for industry on OA 
structural endpoints for the development of drugs, devices, 
and biological products for treatment. The FDA recognises 
that OA is a disease, which is an important observation. OA 
is a serious health problem for the years ahead and there 
is a high need for pharmacological treatments,” said Prof. 
Berenbaum. 

There is no established disease-modifying OA therapy, so 
treatment relies on a combination of (non)pharmacological 
therapies that can manage the symptoms of OA [5]. Total 
joint replacement is commonly performed when conservative 
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Targeted therapies should also be linked to phenotype and 
endotype because not all OA patients are the same.
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How to treat osteoporosis
Prof. Serge Ferrari (Geneva University Hospital, 
Switzerland) presented the latest findings and 
insights into treatment of osteoporosis, monitoring 
treatment effects, the benefits of preventing fractures, 
and emerging concepts based on recent publications 
and evaluation of clinical trials [1]. 

Osteoporosis therapy is focused on quickly preventing 
fragility fractures in individuals at risk. Other goals are 
restoring bone mineral density and, on the longer term, 
bone strength. Both antiresorptive agents (e.g. zoledronate, 
denosumab) and anabolics (e.g. teriparatide, romosozumab) 
have been shown to reduce the risk of vertebral fractures 
within one year, whereas the benefits on non-vertebral 
fractures may take about 2 years to appear. “Fracture risk 
algorithms that combine clinical risk factors and bone 
mineral density are now widely used in clinical practice to 
target high-risk individuals for treatment,” said Dr Ferrari. 
“However, this simple approach has been challenged over 
the last few years by evidence showing that treating people 
at intermediate to low-risk would be beneficial as well.” 

Prof. Ferrari recommended that treatment sequences should 
start with anabolics first. The VERO trial compared the 
efficacy of teriparatide with that of risedronate in reducing 
the occurrence of new vertebral fractures, during 24 months 
of therapy in patients with severe osteoporosis. The trial 
showed that the risk of new vertebral and clinical fractures 
was significantly lower in patients receiving teriparatide 
[2]. The FRAME trial demonstrated that romosozumab was 
linked to a lower risk of vertebral fracture than placebo at 
12 months and, after transition to the antiresorptive agent 
denosumab, at 24 months. The lower risk of clinical fracture 
that was seen with romosozumab was evident at 1 year [3]. 

proteinases and catabolic factors. Targeting cytokines has 
not been effective so far. For example lutikizumab, an anti-
IL-1alpha/beta cytokine inhibitor, has not been successful 
[10,11]. “Maybe we did not target the right cytokines. Other 
targets may affect structure.” said Berenbaum. 

Enhancing anabolism and cartilage repair is another approach 
with promising results. Prof. Berenbaum talked about the 
2-year primary data of the 5-year FORWARD phase 2 trial with 
sprifermin, a recombinant version of fibroblast growth factor 
18, injected intra-articular (100 or 30 micrograms sprifermin 
vs placebo 3 times weekly). “Animal studies show anabolic 
effects on cartilage and results so far are encouraging. 
The primary endpoint is a change in total tibiofemoral joint 
cartilage thickness on MRI from baseline up to 2 years,” 
said Prof. Berenbaum. Results showed a dose-dependent 
increase in total tibiofemoral joint cartilage thickness with 
significant differences to sprifermin 100 microgram at 6 and 
12 months, compared with the placebo group (0.03 vs -0.02 
mm; P<0.001, and 0.02 vs -0.02; P<0.001, respectively) [12]. 
The impact on pain, in addition to structural effects, may be 
known after completion of the trial.

Other target strategies in regenerative therapies are 
mesenchymal stem cells (MSCs), which may differentiate into 
chondrocytes. Prof. Berenbaum warned that the interpretation 
of MSCs effects is at a preliminary stage. There may be an 
effect not due to regeneration but because of the release 
of anti-inflammatory chemicals. There is a need for well-
designed trials such as ADIPOA-2; a phase 2b, multicentre, 
prospective, randomised, double-blind study comparing 
culture-expanded autologous adipose tissue derived MSCs 
with placebo. Study results are not yet available.

Finally, Prof. Berenbaum focused on targeted therapies for 
pain, the pathophysiology of pain, and the role of nerve growth 
factor (NGF) as a target (phase 3 trials). More than 1 type of 
pain (nociceptive, neuropathic, sensory hypersensitivity pain) 
may be present in one patient. “Anti-NGF drugs’ mechanism 
of action is developed for nociceptive pain. By targeting NGF, 
released after joint destruction, you can expect to decrease 
the pain. A meta-analysis comparing the efficacy and safety 
of tanezumab compared with other pain-modifying agents 
showed patient improvement of tanezumab in the WOMAC 
pain subscale at 16 weeks. However, there are safety 
concerns like rapid progressive OA in 1-3% of the patients 
[13]. Lowering the dosage by injection every 8 weeks and 
assessing the benefit-risk ratio are now considered [14]. 
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who received placebo. Zoledronate prevented fractures, 
independent of baseline characteristics such as age, history 
of fractures and falls, and calculated fracture risk [6,7].

In conclusion, attention is needed for goal-directed 
osteoporosis treatment. A more aggressive treatment goal 
may be desirable for patients with a very high baseline risk 
of fracture, such as those with a recent vertebral fracture or 
those ≥70 years. It was further mentioned that bone mineral 
density gain is a good surrogate marker of fracture risk 
reduction and that it could be used as a future treat-to-target 
strategy.

1. Ferrari S. et al. Abstract SP0002. EULAR 2019
2. Kendler DL, et al. Lancet. 2018 Jan 20;391(10117):230-240.
3. Cosman F, et al. N Engl J Med. 2016 Oct 20;375(16):1532-1543. 
4. Cummings SR, et al. N Engl J Med. 2009 Aug 20;361(8):756-65. 
5. Saag KG, et al. Lancet Diabetes Endocrinol. 2018 Jun;6(6):445-454. 
6. Reid IR, et al. N Engl J Med. 2018 Dec 20;379(25):2407-2416.
7. Reid IR, et al. J Intern Med. 2019 Mar 18.

However, also antiresorptive agents have provided large gains 
in bone mineral density and rapid fracture risk reduction. The 
FREEDOM trial demonstrated that denosumab is efficacious 
in vertebral, hip, and nonvertebral fracture reduction in 
postmenopausal osteoporosis. While no direct comparisons 
are available, denosumab appeared to provide a greater 
reduction in fragility fractures than oral bisphosphonates 
(e.g. zoledronate) [4]. Also, the GIOP trial assessed the 
efficacy and safety of denosumab compared with risedronate 
in glucocorticoid-induced osteoporosis. Denosumab had a 
positive effect on bone mineral density at the lumbar spine in 
both glucocorticoid-continuing and glucocorticoid-initiating 
subpopulations. Safety, including fracture rates, was similar 
for both treatment groups [5]. Concerning bisphosphonates, 
Reid et al. showed that the risk of nonvertebral or vertebral 
fragility fractures was significantly lower in women with 
osteopenia who received zoledronate compared with women 

Miscellaneous
linked to RA, polymyositis/dermatomyositis, scleroderma, 
and Sjögren’s syndrome, was CTD; although Dr Grutters 
pointed out that CTD and ILD seen in these patients show 
a pattern of interstitial pneumonitis (IP). “This is CTD-IP, 
because RA patients can show all kinds of diffuse ILD due 
to other causes,” he said. Evaluating different CTDs will 
reveal different histological and high-resolution computed 
tomography (HRCT) patterns. RA patients frequently present 
the usual IP pattern which is similar to what is seen in 
idiopathic pulmonary fibrosis (IPF).

The diagnosis of CTD and ILD starts with a suspicious ILD; 
other causes of lung disease and/or abnormalities must 
be excluded. The diagnostic process starts with a basic 
medical and physical examination, taking a medical history, 
routine lab test, X-rays, and lung function screening test. Dr 
Grutters emphasised the importance of taking a complete 
patient history of environmental exposures at home and 
at work, as well as prior drug use (nitrofurantoin). Other 
tests include myositis testing, use of specific antibodies, 
and HRCT, “which is by far the most central because it 
reveals the typical features of fibrosis; the IP pattern can 
be well-differentiated and the extent of disease can be 

Interstitial lung disease in rheumatic diseases 
and systemic sclerosis
Interstitial lung disease (ILD) and connective tissue 
disease (CTD) are complicated diseases that require 
a systematic diagnosis and clinical expertise. Anti-
inflammatory therapy is currently the only strategy 
that can improve lung function in CTD as shown in 
the scleroderma lung (SLS-2) study. Anti-fibrotic 
drugs appear useful as shown by the SENSCIS trial, 
although clinical implementation will be challenging. 
“We are awaiting data on anti-fibrotic drugs in other 
ILD/CTD. ILD requires teamwork and multidisciplinary 
discussion among rheumatologists, clinical 
immunologists, and pulmonologists with interest in 
ILD. This is strongly recommended,” concluded Dr 
Jan Grutters (University Medical Center Utrecht, the 
Netherlands).

“ILD can be considered as a large group of rare to ultra-
rare molecular lung diseases. Over 150 diagnoses can be 
categorised in this group, and the underlying causes are 
mostly unknown,” he explained, before giving an overview of 
the ILD classification scheme. Categorised in a separate box 
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fibrosis, so anti-inflammatory or anti-fibrotic treatment 
first?” To decide treatment approach, multidisciplinary 
discussion is vital: considering individual patient data, 
assessing the features and extent of inflammation, and 
progressiveness of fibrosis. “It is an interesting time because 
of the multiple studies being conducted in ILD/CTD. We have 
to await the data of current and future trials on rituximab, 
cyclophosphamide, pirfenidone, and tocilizumab” concluded 
Dr Grutters. Existing RA literature in ILD supports the idea that 
rituximab therapy is also beneficial at halting progression.  

1. Tashkin DP, et al. N Engl J Med. 2006 Jun 22;354(25):2655-66.
2. Wiertz IA, et al. Eur Respir J. 2018 Apr 19;51(4).
3. Ueda T, et al. Respir Investig. 2018 Jan;56(1):14-20. 
4. Richeldi L, et al. N Engl J Med. 2014 May29;370(22):2071-82.

Emapalumab in patients with macrophage 
activation syndrome
Emapalumab, an interferon gamma (IFNγ)-blocking 
monoclonal antibody, has shown efficacy and safety 
in patients with macrophage activation syndrome 
(MAS) complicating systemic juvenile idiopathic 
arthriti (SJIA).

MAS is a rare, systemic life-threatening disorder characterised 
by uncontrolled hyperinflammation which may develop on a 
background of rheumatic diseases such as SJIA. It is classified 
as a secondary form of hemophagocytic lymphohistiocytosis 
(HLH) and is caused by excessive activation and expansion of 
T cells and macrophages. In recent years, evidence has shown 
uncontrolled overproduction of IFNγ as a major driver of 
hyperinflammation and hypercytokinaemia in diseases such 
as MAS and HLH. Emapalumab is a monoclonal antibody that 
binds to and neutralises interferon gamma (IFNγ).

Dr Fabrizio De Benedetti et al. (Ospedale Pediatrico Bambino 
Gesù, Italy) initiated a pilot study which aimed to assess 
the pharmacokinetics, efficacy, and safety of intravenous 
emapalumab in patients with MAS, and to confirm the 
proposed dose regimen [1]. A total of 6 patients who had 
MAS, confirmed or high presumption of SJIA, and inadequate 
response to high-dose intravenous glucocorticoids were 
included in the study. Five of them were female, the 
median age was 11 years with range 2-25 years. Prior 
to emapalumab, all patients failed methylprednisolone 
pulse therapy. Four patients received concomitantly either 
cyclosporine A (n=2) and/or cyclosporine A and anakinra 
(n=2), a human IL-1-receptor antagonist. All subjects 
received an initial intravenous emapalumab dose of 6 mg/kg. 

assessed. It may also show co-morbidities like pulmonary 
hypertension,” he added. Dr Grutters and his team frequently 
use bronchoalveolar lavage (BAL) which is an important tool 
for supporting diagnoses related to specific findings; it may 
exclude infections, asbestos, and alveolar proteinosis. As 
part of the diagnostic process, Dr Grutters mentioned the 
importance of multidisciplinary discussion in IPF diagnosis; 
it leads to consensus diagnoses, improves the accuracy, and 
it may avoid unnecessary testing. 

Current treatment options are immunosuppressive drugs 
such as cyclophosphamide, azathioprine, mycophenolate, 
methotrexate, or rituximab, with mycophenolate emerging 
as the leading treatment [1-3]. However, there is not much 
evidence for ILD treatment; most comes from randomised 
controlled trials in scleroderma. Steroids are important 
for acute and fulminant manifestations of idiopathic 
inflammatory myositis syndrome. Besides medication, one-
third of all RA-ILD worldwide receive lung transplantation 
with survival benefits in patients with systemic disease and 
end-stage fibrosis versus IPF. 

Novel treatment options are being investigated, as the 
understanding of systemic sclerosis and associated ILD has 
improved in recent years. Targeted therapy against IL-6 is 
an appealing strategy, but trials of tocilizumab, abatacept, 
and riociguat have been unsuccessful. However, tocilizumab 
preserved lung function in patients with early systemic 
sclerosis, so will be investigated further.

New in the field is anti-fibrotic therapy with pirfenidone and 
nintedanib. “Results of the SENSCIS trial have been presented 
recently at the American Thoracic Society (ATS) conference 
in Dallas, USA. Patients with systemic sclerosis-associated 
ILD (n=576) who had more than 10% fibrosis on HRCT were 
studied. Half of them were mycophenolate users. Patients 
were randomised 1:1 to receive 150 mg of nintedanib vs 
placebo. The results showed that nintedanib had a benefit 
in reducing the rate of forced vital capacity (FVC) decline, 
compared with placebo (the annual rate of change in FVC 
was -52 mL per year in the nintedanib group and -93 mL 
per year in the placebo group). There were significant side 
effects, especially diarrhoea, which was also observed in the 
initial INPULSIS-1 and -2 trials [4].

“Anti-fibrotic treatment will become a game-changer. We 
must figure out which patients are best treated with what 
drug. There usually is a combination of inflammation and 
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a further 2 years. This was demonstrated in a follow-
up study from the double-blind, randomised GiACTA 
trial [1]. Additionally, restarting tocilizumab restores 
clinical remission among those patients who do 
experience disease flare. No new safety signals were 
observed. 

In patients with GCA, the use of the interleukin-6 receptor 
inhibitor tocilizumab in combination with 26-week prednisone 
tapering resulted in higher rates of sustained glucocorticoid-
free remission compared with placebo and prednisone 
tapering in week 52 of the GiACTA trial [2]. Dr John Stone 
(Massachusetts General Hospital, Boston, USA) et al. aimed 
to investigate longer-term efficacy and safety of tocilizumab 
in GCA patients in this 2-year long-term extension of the 
GiACTA trial.

Patients in clinical remission (n=127) at the end of the double-
blind period were asked to stop tocilizumab treatment. Of 
these, 51 patients (40%) maintained clinical remission during 
the extension study. The median time to first flare was 
longer for patients who were originally treated compared 
with those originally on placebo. The results further showed 
that disease flares tended to be resolved more quickly in 
those who originally received tocilizumab treatment. Rates 
of serious adverse events per were comparable for patients 
who never received tocilizumab and those who did (23.1 vs 
25.4 per 100 patient-years), and rates of serious infections 
were 4.6 and 3.5 per 100 patient-years, respectively.

1. Stone JH. et al. Abstract OP0140. EULAR 2019
2. Stone JH, et al. N Engl JMed. 2017 Jul 27;377(4):317-328.

Treatment was continued at 3 mg/kg twice weekly, for a total 
of ≤4 weeks, depending on achieved response rate. Serum 
concentrations of emapalumab, as well as IFNγ-induced 
chemokine CXCL9 and sIL2R, were measured. Efficacy 
was defined as a complete response by week 8; absence of 
MAS signs and white blood cells and platelets counts above 
lower limit of normal; lactate dehydrogenase (LDH)/AST/ALT 
below 1.5x upper limit of normal, fibrinogen >100 mg/dL, and 
ferritin decreased by ≥80% or to <2,000 ng/mL, whichever 
was lower). 

The trial showed that treatment with emapalumab led to 
rapid neutralisation of IFNγ and that a complete response 
was reached in all patients by week 8. All patients weaned 
from glucocorticoids. A cytomegalovirus reactivation was 
reported as a serious event possibly related to emapalumab, 
but resolved completely with treatment. It was concluded 
that emapalumab treatment was effective and safe in 
controlling MAS. Thus, translational therapeutics in the MAS 
arena is pointing towards a key role for IFNγ in addition to 
other studies showing roles for IL-18 and possibly IL-1, 
which is helping to elucidate the immunopathogenic basis 
for these diseases.

1. De Benedetti, F. et al. Abstract OP0204. EULAR 2019

Support for tocilizumab use in giant cell 
arteritis
A significant proportion of patients with giant cell 
arteritis (GCA) remission who discontinue tocilizumab 
treatment after 1 year remain in clinical remission for 
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