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Introduction 

Dear Reader,

With over 16,000 attendees from more than 110 countries, the ACR Annual Meeting remains 
the number one congress for rheumatology worldwide. Travelers from around the world know 
generally to expect mild weather if the meeting is in California and colder weather if further north. 
The 2019 ACR congress took place in the Deep South at Atlanta, Georgia where the delegates were 
taken by surprise by a few days of icy artic weather. However, this in no way detracted from an 
excellent meeting. If you want to look back on the conference or find out what you missed, this 
peer-reviewed report contains several highlights presented at the meeting.

The expanding data on JAK inhibitors in rheumatoid arthritis keeps showing promise, with the 
concept of monotherapy gaining more and more traction. Therapeutic advances have also been 
made in vasculitis and SLE, disorders not usually taking centre stage. As clinicians recognise 
the importance of listening to the patient’s voice, this meeting showed an increased focus on 
patient-reported outcomes including pain and fatigue.

Hopefully, many of the things we have highlighted including therapy developments and how we 
will evaluate patients in the coming years will be foreshadowed in this publication. We hope you 
enjoy the report!

Medicom Medical Publishers

Prof. Dennis McGonagle
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Lowest risk of infection after therapy with an 
IL-12/IL-23 blocker
In a cohort study using data from 2 large US claims 
databases, researchers assessed the comparative 
risk of serious infection during the use of biologics in 
patients with psoriasis and psoriatic arthritis (PsA) [1].

Although the risk of serious infections during the use of 
small molecules and biologic drugs is a major concern when 
treating patients with psoriasis or PsA, little is known on the 
comparative risk of infection among newer medications. To 
shed light on this important question, Dr Yinzhu Jin (Brigham 
and Women´s Hospital and Harvard Medical School, Boston, 
USA) and co-workers conducted a cohort study using 
the 2 large US databases MarketScan and Optum. They 
identified patients treated with ustekinumab, secukinumab, 
ixekizumab, or TNF inhibitors, and the immune modulator 
apremilast. Patients were required to have psoriasis or 
PsA diagnosis reported on consecutative occasions over 
6 months or variant thereof. Those with a known recent 
serious infection, rheumatoid arthritis, inflammatory bowel 
disease, malignancy, HIV, or organ transplant at baseline 
were excluded. The primary study outcome was a composite 
endpoint of hospitalised serious infection including bacterial, 
viral, or opportunistic infection.

A total of 123,383 patients with psoriasis/PsA who initiated 
one of the study drugs was identified. Most of them had 
psoriasis (66%), 22% had PsA, and 17% had both diagnoses. 
The crude incidence rate of serious infection per 100 person-
years was highest after use of infliximab (2.47 in MarketScan 
and 3.17 in Optum) and lowest with ixekizumab (0.69 in 
MarketScan) and ustekinumab treatment (1.03 in Optum). 
After propensity score-matching, a statistical matching 
technique used in observational studies to reduce the 
treatment assignment bias and mimic randomisation, the 
use of the IL-12/IL-23 blocker ustekinumab was associated 
with a lower risk of hospitalised serious infection compared 
with all other biologics and apremilast.   

1 Jin Y et al. Abstract L01. ACR 2019, 9-13 November, Atlanta (GA/USA).

Late-Breaking Abstracts
Calcium pyrophosphate deposition disease: 
an independent risk factor for cardiovascular 
complications
A retrospective study showed that patients with calcium 
pyrophosphate deposition disease (CPPD) have a 
significantly elevated risk for all-cause mortality and 
major adverse cardiovascular events, independent from 
other cardiovascular risk factors [1].

Previous studies have already shown that patients with 
CPPD not only have precipitation of calcium pyrophosphate 
crystals in joints but also in the vasculature. While 
vascular calcification is implicated in the development of 
cardiovascular disease, studies of cardiovascular risks in 
CPPD are lacking. With their retrospective cohort study, Dr 
Maaman Bashir (Medical College of Wisconsin, USA) et al. 
aimed to assess the risk of cardiovascular events and all-
cause mortality in patients with CPPD, compared with those 
without the disease. In detail, they investigated the risk of 
major adverse cardiovascular event (MACE) in US veterans 
with CPPD versus veterans without CPPD using data from 
the national Veterans Affairs database (2010-2014). CPPD 
patients (diagnosed by ICD-9 code) were age and sex-
matched 1:4 with patients without the disease that served 
as controls. The primary outcome was any MACE, defined 
by ICD-9 and/or procedure codes for myocardial infarction, 
acute coronary syndrome, re-vascularisation, or ischaemic 
stroke. Secondary outcomes included individual types of 
MACE and all-cause mortality. As MACE was extremely 
uncommon in females, only male patients were included in 
this analysis.

In total, 24,413 male patients with CPPD were identified and 
were compared with 97,591 controls. MACE occurred in 2.88% 
of patients with CPPD and 1.10% of controls (see Figure). 
The incidence rate per 1,000 person-years of any MACE was 
nearly 3 times higher in patients with CPPD compared with 
controls (11.5 vs 4.3). In addition, patients with CPPD had 
higher all-cause mortality. The elevated cardiovascular risk 
remained after adjustment for traditional cardiovascular risk 
factors (hypertension, hyperlipidaemia, diabetes, smoking, 
obesity, gout, chronic kidney disease, and peripheral vascular 
disease). It is noteworthy that both CPPD and atherosclerotic 
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disease may respond to IL-1 cytokine pathway antagonism 
suggesting hitherto unappreciated shared inflammatory 
pathway mechanisms [2,3].   

1 Bashir MZ et al. Abstract L04. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 McGonagle D, et al. Arthritis Rheum. 2008 Feb;58(2):631-3.
3 Ridker PM, et al. N Engl J Med. 2017 Sep 21;377(12):1119-1131. 

Proteome abnormalities improve prediction of 
RA development
Results from a late-breaking study showed that 
abnormalities in the proteome are a valuable biomarker 
to predict the development of rheumatoid arthritis 
(RA), in addition to elevated anti-citrullinated protein 
antibodies (ACPA).

Although individuals with elevated ACPA have a higher risk 
to develop RA, most will not do so. Therefore, an additional 
biomarker for the prediction of RA is urgently needed. Dr Liam 
O´Neil (University of Manitoba, Canada) evaluated whether 
abnormalities in the serum proteome may allow for a better 
prediction of future disease onset [1]. Using SOMAscan 
array, quantitative levels of 1,307 proteins were determined 
in serum samples from 17 first-degree relatives of RA 
patients who developed inflammatory arthritis synovitis after 
having been followed prospectively for a mean of 3.2 years. 
All 17 subjects were ACPA+ at time of inflammatory arthritis 
diagnosis. In each individual, 2 samples were assessed: 1 at 
the time of inflammatory arthritis onset and 1 at an earlier 
timepoint. Protein expression was also compared with that 
in samples obtained from ACPA+ and ACPA- first-degree 
relatives who did not develop inflammatory arthritis.

Differential expression of 669 proteins was identified between 
those who developed inflammatory arthritis and those who 
did not. Of these, a 23-marker panel could be selected that 
classified patients at risk to develop inflammatory arthritis. 

The proteins identified included ITGA2B and HIST1H3A 
(upregulated in preclinical samples) and protease inhibitors 
SERPINA5 and ITIH4 (downregulated in preclinical samples). 
In a validation cohort (n=34), this model correctly classified 
31/34 samples (91.2% accuracy) with a sensitivity of 
95.6% and specificity of 85.7%. The authors conclude that 
reproducible differences in the serum proteome can be 
shown in the serum sample of individuals who ultimately 
developed inflammatory arthritis – even several years before 
the onset of clinically evident disease.  
 
1 O´Neil L et al. Abstract L07. ACR 2019, 9-13 November, Atlanta (GA/USA).

RA patients in remission benefit from 
continued therapy with conventional DMARDs
The ARCTIC REWIND trial showed that tapering 
methotrexate in rheumatoid arthritis (RA) patients in 
sustained remission leads to significantly more flares 
than continuing methotrexate treatment [1]. 

In the current EULAR guidelines, tapering of a biologic or 
small molecule is recommended in patients with RA in 
sustained remission while retaining the conventional (cs) 
disease-modifying drugs (DMARDs), usually methotrexate 
[2]. However, the knowledge about whether csDMARDs can 
be tapered in RA remission is limited. The primary objective 
of the non-inferiority ARCTIC REWIND trial was to assess the 
effect of tapering of csDMARDs on the risk of flares in RA 
patients in sustained clinical remission.

A total of 160 RA patients in clinical remission for at least 12 
months on stable csDMARD therapy were randomly assigned 
to continued stable csDMARD or half dose csDMARD, with 
visits every 4 months. All patients were in Disease Activity 
Score (DAS) remission with no swollen joints (of 44 joints 
assessed). The primary endpoint was the proportion of 
patients with a disease flare during the 12-month study 
period (a combination of DAS >1.6, a change in DAS >0.6, 
and at least 2 swollen joints, or when both the physician and 
patient agreed that a clinically significant flare had occurred). 
Radiographic joint damage at 0 and 12 months was scored 
by van der Heijde modified Sharp score (progression: ≥1 unit 
change/year).

In the stable csDMARD arm, 6.4% of patients experienced a 
flare, compared with 24.7% in the half-dose arm. Superiority 
of the stable csDMARD therapy was also noticed in the 
methotrexate monotherapy users (78.2% of patients in 

Figure. Percentage of patients without any MACE over time in CPPD and 
control groups [1]
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the stable csDMARD arm and 84.4% in the half-dose 
csDMARD arm). In addition, the continued therapy with 
the full csDMARD dose showed advantages with regard to 
progression of radiographic joint damage: 79.5% of patients 
on stable dose showed no progression compared with 
62.7% in the half-dose arm. After 1 year, 91.8% of patients 
in the stable arm and 85.1% in the half-dose arm were in 
DAS remission. Tolerability was comparable in 2 arms. The 
authors concluded that RA patients in remission benefit from 
a stable dose with csDMARDs, since it leads to significantly 
fewer disease activity flares and less frequent radiographic 
joint damage progression than tapered csDMARD treatment. 

The results of ARCTIC REWIND are in line with the recently 
published TARA study where tapering a TNF inhibitor in RA 
patients in remission resulted in similar flare rates compared 
with tapering methotrexate. Thus, these authors also 
concluded that it is more sensible to taper the TNF inhibitor 
first due to possible cost reductions and less long-term side 
effects [3]. Therefore, the suggestion to taper biologics and 
small molecules in the 2016 guidelines of the ACR will get a 
level A recommendation in the updated guidelines.
 
1 Lillegraven S et al. Abstract L08. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 Smolen JS et al. Ann Rheum Dis 2017;76:960-77.
3 van Mulligen E et al. Ann Rheum Dis 2019:78:764-53

Selective IL-23 blocker shows remarkable 
efficacy in patients with psoriatic arthritis
In a phase 3, double-blind, placebo-controlled trial in 
adult patients with active psoriatic arthritis (PsA) who 
are biologic-naïve, guselkumab improved all primary 
and secondary outcomes [1].

“We already knew that guselkumab works nicely on the 
skin,” said Prof. Atul Deodhar (Oregon Health & Science 
University, Portland, USA). The agent was now assessed 
in 381 patients with active moderate-to-severe PsA. 
DISCOVER-2 included 739 biologic-naïve patients with 
moderate-to-severe disease (mean swollen/tender joints: 
12/21, median C-reactive protein (CRP): 1.2 mg/dL, mean 
body surface area (BSA) with psoriasis: 17.4%) despite non-
biologic disease-modifying antirheumatic drugs (DMARDs) 
and/or nonsteroidal anti-inflammatory drugs (NSAIDs). 
Patients were treated with guselkumab 100 mg every 4 
weeks (n=245), guselkumab 100 mg every 8 weeks (n=248), 
or placebo (n=246). In this trial, concomitant therapy with 
non-biologic DMARDs, oral corticosteroids, and NSAIDs was 
allowed. At week 16, patients with less than 5% improvement 

in tender and swollen joints were allowed to increase the dose 
of the concomitant therapy mentioned above. The primary 
endpoint of the DISCOVER-2 trial was American College of 
Rheumatology 20% response rate (ACR20) at week 24. In 
addition, a couple of major secondary endpoints at week 24 
were assessed, such as psoriasis response according to the 
Investigator´s Global Assessment (IGA=0/1 and ≥2-grade 
reduction) in patients with 3% or greater BSA psoriasis and 
IGA≥2 at baseline; changes in joint function (assessed by the 
Health Assessment Questionnaire without Disability Index 
(HAQ-DI)), psoriatic arthritis-modified van der Heijde-Sharp 
(vdH-S), and quality of life (assessed by the SF-36 physical 
component score (PCS)).

In total, 63.7% of patients assigned to guselkumab every 4 
weeks and 64.1% of patients assigned to the drug every 8 
weeks achieved ACR20 response at week 24 versus 32.9% 
of the placebo group (P<0.001 for both comparisons; see 
Figure). Curves for both guselkumab doses separated from 
placebo as early as week 4.

Better joint function, skin symptoms, and quality of life
Guselkumab also improved skin symptoms of psoriasis 
at week 24: significantly more patients assigned to 
either guselkumab dose achieved IGA response versus 
placebo (both comparisons P<0.001). Significantly greater 
improvement from baseline was also seen in HAQ-DI 
(adjusted P<0.001) and in quality of life (adjusted P≤0.011) in 
both guselkumab dose regimes. Guselkumab every 4 weeks 
significantly reduced radiographic damage progression 
versus placebo. Among pooled DISCOVER-1&2 patients, 
a significantly higher proportion of patients treated with 
guselkumab every 4 and every 8 weeks compared with 

Figure. ACR20 response over time in the DISCOVER-2 trial [1]
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placebo had resolution of enthesitis or dactylitis at week 24 
(all comparisons P<0.05). 

Serious adverse events and serious infections occurred in 
2.4% of patients assigned to guselkumab every 4 weeks 
and 0.7% of patients assigned to the drug every 8 weeks. All 
observed adverse events were consistent with the known 
guselkumab safety profile in psoriasis studies.

1 Mease P et al. Abstract L13. ACR 2019, 9-13 November, Atlanta (GA/USA).

Corticosteroid therapy in GCA: higher platelets 
– lower relapse rate
An increased platelet count and an L16 GLCCI1 gene 
polymorphism were shown to be associated with a lower 
relapse rate in patients with giant cell arteritis (GCA) 
treated with corticosteroids [1].

Corticosteroids are the cornerstone in the management of 
GCA, the most common cause of primary vasculitis in adults. 
However, approximately half of the patients will relapse, and 
up to 86% develop steroid-induced adverse events. In this 
study, risk factors for relapse in GCA patients treated with 
prednisolone were assessed. 

All included patients were steroid-naïve with a diagnosis 
of GCA. Patients received steroids, with a 10 to 16 months 
predefined tapering schedule and a planned follow-up of 
18 months after inclusion. Genotyping of glucocorticoid-
induced transcript 1 (GLCCI1) promoter polymorphism 
(rs37972), which regulates steroid-induced apoptosis, and 
prednisolone clearance were performed between 14 and 28 
days of treatment.

Among the 119 patients included, 37 (31%) had polymyalgia 
rheumatica and 59 (49.6%) patients had at least one relapse. 
The mean prednisolone clearance was 7.2 ± 6.7 L/h. For each 
increase of 1 unit of prednisolone clearance, the relapse risk 
increased by 2.6%, although not significantly, in univariate 
analysis. On multivariate analysis, only platelets were 
associated with a decreased risk of relapse (decrease by 
2% for each increase of 10,000 platelets/mm3). Additionally, 
among the 121 patients who had a determination of the 
GLCCI1 promoter polymorphism, it was shown that patients 
with a CC genotype had a lower risk of relapse. The authors 
concluded that both a higher platelet count and a CC 
promoter polymorphism are associated with a decreased risk 
of relapse. Further studies should determine whether these 
patients should be treated with a steroid-sparing regime.

1 Deshayes S et al. Abstract L16. ACR 2019, 9-13 November, Atlanta (GA/USA).

Spotlight on Rheumatoid Arthritis
Filgotinib promising in RA patients naïve to 
methotrexate
The selective Janus kinase (JAK)1 inhibitor filgotinib 
induced clinically meaningful responses with high 
patient rates achieving the study endpoint [1].

Filgotinib, the orally administered, selective inhibitor of 
JAK1 has shown good efficacy and was well tolerated for 
the treatment of rheumatoid arthritis (RA) in phase 2 and 3 
studies evaluating patients with prior inadequate response 
to biologics or as add-on to methotrexate [2,3].

The phase 3 FINCH3 trial, conducted by Prof. Rene 
Westhovens (University of Leuven, Belgium) and his 
colleagues, now investigated efficacy and safety of filgotinib 

as monotherapy or in combination with methotrexate in 
methotrexate-naïve RA patients. At screening, patients 
had an ACR functional class 1-3, swollen joint count in 66 
joints (SJC66) ≥6, and 68-joint tender joint count (TJC68) 
≥6. A total of 1,249 randomised patients received one of 
the study drug regimens: group A, filgotinib 200 mg plus 
methotrexate; group B, filgotinib 100 mg plus methotrexate; 
group C, monotherapy with filgotinib 200 mg; and group D, 
monotherapy with methotrexate. Primary outcome was 
the proportion of patients reaching an ACR20 response at 
week 24. In addition, secondary outcomes such as ACR70 
response, Disease Activity Score 28/C-reactive protein 
(DAS28-CRP) ≤3.2 and <2.6, and van der Heijde modified 
Total Sharp Score (mTSS) were evaluated. At baseline, most 
patients (76.9%) were female and 35.9% were treated with 
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corticosteroids. At this point, RA was diagnosed 2.2 years 
earlier (mean value) and the mean DAS28-CRP was 5.7.

At week 24, significantly more patients in group A (81%, 
P<0.001) and group B (80.2%, P<0.05) achieved ACR20 
response, compared with those using monotherapy with 
methotrexate (71.4%; see Figure). ACR20 was observed in 
78.1% receiving monotherapy with filgotinib. ACR70 rates for 
arms A-D were 43.8%, 40.1%, 40.0%, and 26.0%. All filgotinib 
arms attained DAS28-CRP <3.2 in 60% of patients or more, 
while with methotrexate monotherapy this was reached only 
by 46.2% of patients. In addition, both filgotinib combination 
arms (groups A and B) slowed radiographic progression 
compared with methotrexate monotherapy (P<0.01 for 
both comparisons). All filgotinib arms were significantly 
superior to methotrexate with regard to physical function. A 
clinically meaningful response to filgotinib occurred as early 
as 2 weeks after treatment initiation. A higher proportion of 
patients receiving filgotinib either alone or in combination 
with methotrexate achieved clinical remission.

Filgotinib alone or in combination with methotrexate was 
well tolerated. Any kind of treatment-emergent adverse event 
was seen in 65.9% (group A), 69.6% (group B), 53.8% (group 
C), and 62.7% (group D) of patients. Among them, serious 
adverse events occurred in 4.1% (group A), 2.4% (group 
B), 4.8% (group C), and 2.9% (group D); rates for serious 
infections were 1.0%, 1.0%, 1.4%, and 1.0% respectively.

1 Westhovens R et al. Abstract 927. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 Genovese M, et al. JAMA 2019;322:315-325.
3 Westhovens R, et al. Ann Rheum Dis 2017;76:998-1008.

Sustained efficacy of monotherapy with 
upadacitinib after 48 weeks
In the extension period of the SELECT-MONOTHERAPY 
trial, clinical and functional outcomes continued to 
improve in rheumatoid arthritis (RA) patients treated 
with the Janus kinase (JAK)1 inhibitor upadacitinib [1]. 

Monotherapy with the oral JAK1-selective inhibitor 
upadacitinib was assessed over 14 weeks in patients with RA 
with an inadequate response to methotrexate in the SELECT-
MONOTHERAPY trial. In this trial, therapy with upadacitinib 
showed statistically significant improvements in clinical 
and functional outcomes versus continuing methotrexate.  
The safety profile was similar to previous upadacitinib 
studies, when the JAK inhibitor was given together with 
methotrexate [2]. 

To further evaluate the efficacy and safety of monotherapy 
with upadacitinib, a long-term extension period of SELECT-
MONOTHERAPY was performed. In the double-blind 
period, patients on stable methotrexate were randomised 
to either continue methotrexate or switch to once-daily 
upadacitinib in 2 doses (15 mg and 30 mg) of monotherapy 
for 14 weeks. From 14 weeks on, patients previously treated 
with methotrexate were treated with the lower or higher 
upadacitinib dose according to a prespecified treatment 
protocol. Starting at week 26, patients that did not reach 
clinical disease activity index (CDAI) ≤10 were allowed to use 
conventional background therapy with disease-modifying 
drugs in addition to upadacitinib.

During the ACR, the results at 48 weeks were presented 
[1]. Of 648 patients starting the double-blind phase of the 
SELECT-MONOTHERAPY trial, 598 (92%) completed 14 
weeks and entered the extension period. At 48 weeks, 16% of 
patients had discontinued treatment. In the extension period, 
for patients treated with upadacitinib, clinical and functional 
outcomes continued to improve or were maintained: 55% and 
68% of patients treated with upadacitinib 15 mg and 30 mg, 
respectively, achieved a Disease Activity Score 28/C-reactive 
protein (DAS28-CRP) <2.6. The corresponding percentages 
for the CDAI ≤2.8 were 28% and 42%, respectively. Patients 
that switched from methotrexate to upadacitinib achieved 
similar responses at week 48 compared to those who 
received the JAK inhibitor from the beginning. 

The safety profile was consistent with earlier experiences 
with upadacitinib. The most frequently reported treat-

Figure. Primary outcome of the FINCH 3 trial: ACR20 response at week 24 
[1]
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ment-emergent adverse events were infections 
(urinary tract infection, upper respiratory tract infection, 
nasopharyngitis bronchitis), worsening of RA, herpes zoster, 
alanine aminotransferase increase, and blood creatine 
phosphokinase increase. The most frequent serious adverse 
event was pneumonia (in 8 patients). The higher dose caused 
more side effects, however this difference failed to reach 
statistical significance. Two patients in the upadacitinib 15 
mg group developed deep vein thrombosis, and another 2 
pulmonary embolisms; all patients affected had at least 1 
risk factor for deep vein thrombosis.

The authors concluded that upadacitinib in both doses 
results in similar improvement in symptoms and physical 
function in RA patients, with an overall favourable benefit-
risk profile.

1 Smolen J et al. Abstract 0513. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 Smolen J et al. Lancet 2019;393;2303-2311. 

Biologics show similar activity in patients with 
elderly-onset RA
A Japanese study showed no difference in efficacy and 
tolerability of biologics in two different age groups [1].

“Patients with elderly-onset rheumatoid arthritis (RA) could 
present with higher disease activity and increased disability 
as compared with those with young-onset RA. Despite this, 
previous studies showed elderly patients receive biologics 
less frequently than younger individuals, suggesting patients 
with elderly-onset RA are potentially undertreated,” said Dr 
Sadao Jinno (Kobe University School of Medicine, Japan), 
the study’s lead author. “On the other hand, in daily practice, 
many elderly-onset RA patients benefit from treatment with 
biologics. With our study we wanted to investigate if there 
are differences in efficacy and safety of biologics between 
the 2 age groups,” said Dr Jinno.

A total of 7,183 patients with RA, aged ≥18, who were enrolled 
in a Japanese multicentre observational registry between 
September 2009 and December 2017 took part in the study. 
The patients had to have a Disease Activity Score 28 (DAS28) 
≥3.2 and erythrocyte sedimentation rate (ESR) measurement 
when they started biologics. Elderly-onset RA was defined as 
disease onset at ≥60 years. Dr Jinno and his team assessed 
the relationship between the age of RA onset and the clinical 
effectiveness of therapy at 48 weeks. The primary outcome 
for the study was a Clinical Disease Activity Index (CDAI) 

score at 48 weeks. Secondary outcomes included biologic 
retention at 48 weeks, achievement of a clinical disease 
activity index (CDAI) remission, and low disease activity or 
remission. 

There were fewer patients on biologics in the elderly-onset 
RA group compared with those in the young-onset RA group 
(18.3% vs 28.0%, P<0.001). Of 989 patients who initiated 
biologics, 364 (37%) had elderly-onset RA. After adjusting 
for differences in baseline characteristics between the 2 age 
groups, researchers found no significant differences in the 
CDAI scores at 48 weeks. There was a slight trend towards 
lower CDAI remission rates in the elderly-onset group, but 
low disease activity/remission rates were similar between 
the 2 groups. “Our findings showed there were no significant 
differences in CDAI scores at 48 weeks between elderly-onset 
and young-onset RA, suggesting biologics can be used for 
those with elderly-onset RA as effectively as for those with 
young-onset RA. We also found there was no difference of 
adverse event discontinuation rates between the 2 groups,” 
concluded Dr Jinno. Further research in patients older than 
75 years is needed to further address this issue of biological 
therapy in older RA patients.  

1 Jinno S et al. Abstract 1345. ACR 2019, 9-13 November, Atlanta (GA/USA).

Tocilizumab outperforms rituximab in RA 
patients with low level of synovial B cell 
infiltration
Tocilizumab is more effective than rituximab in achieving 
low disease activity (LDA) in rheumatoid arthritis (RA) 
patients refractory to conventional disease-modifying 
antirheumatic drugs (DMARDs) or TNF blockers, whose 
synovial tissue shows a low level of B cell infiltration [1].

“Approximately half of RA patients lack treatment responses 
to expensive biologic therapies that also carry the risk of 
side effects. Predictive markers of response could help 
stratify RA,” said Prof. Costantino Pitzalis (Barts and The 
London School of Medicine and Dentistry, United Kingdom).  
“This leaves a major unmet and urgent clinical need to 
identify markers of treatment response to avoid delays in 
disease control, unnecessary exposure to potentially toxic 
drugs, and considerable waste of resources.” B cells are 
pivotal to RA pathogenesis, validated by the efficacy of the 
B cell-depleting agent rituximab, which is approved for use 
in RA patients after inadequate response to conventional 
synthetic DMARDs and TNF inhibitor. However, only 30% 
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of these difficult-to-treat patients achieve an ACR50 response 
in disease activity at 6 months after starting rituximab.

More than half of patients with early RA have low B cell 
infiltration
An earlier study has shown that the presence of specific 
cellular/molecular synovial signatures exists in early RA 
and allows prediction of disease severity/progression and 
therapeutic response to treatment [2]. In this study, more 
than 50% of patients with early RA had low levels or an 
absence of B cell infiltration in their synovial tissue.

The rationale for the study presented at ACR [1], was that 
alternative B cell independent pathways drive inflammation 
in this subgroup of patients, and that alternative biologic 
agents to rituximab should work more effectively in these 
patients. This 48-week, phase 4, open-label, randomised 
controlled trial evaluated whether or not stratifying RA 
patients according to synovial B cell-rich or -poor status 
would help predict response to rituximab. Patients were 
recruited from 19 European medical centres and did not 
respond or were intolerant to conventional synthetic DMARD 
therapy and at least one TNF inhibitor. At the beginning 
of the trial, synovial tissue samples were histologically 
classified as either B cell-rich or B cell-poor to balance the 
randomisation of 164 patients in equal groups to receive 
either rituximab or tocilizumab. At 16 weeks, the researchers 
tested the superiority of tocilizumab over rituximab in the B 
cell-poor patient population. The study’s primary endpoint 
was a clinical disease activity index (CDAI) improvement of 
≥50% from baseline. The co-primary endpoint was the Major 
Treatment Response, defined as a CDAI improvement of ≥50% 
along with a CDAI ≤10.1. The secondary outcomes included 
an assessment of CDAI response in the B cell-rich patient 
cohort, where the non-inferiority of rituximab compared with 
tocilizumab was evaluated. In addition, safety data for the 
therapies up to week 48 of the trial were collected. 

Of the randomised patients, 81 of 83 who received rituximab 
and 73 of 81 who received tocilizumab completed treatment 
till week 16 of the trial. Baseline characteristics among the 
2 treatment groups were similar. In the B cell-poor cohort, 
a numerically higher proportion of patients responded to 
tocilizumab (56.1%) compared with rituximab (44.7%), 
considering the primary outcome. A significantly greater 
proportion of patients achieved a Major Treatment Response 
with tocilizumab (46.3%) compared with rituximab (23.7%). 
Tocilizumab was also superior with regard to several 

additional secondary endpoints, e.g. the number of patients 
reaching moderate or good EULAR response and the 
proportion of patients in remission (36.6% with tocilizumab 
vs 15.8% with rituximab). In contrast, in the B cell-rich cohort 
no significant differences were shown in the majority of 
endpoints. 

Patients treated with tocilizumab had a higher number of 
adverse and serious adverse events, such as infections, 
compared with those treated with rituximab. Overall, 
tocilizumab was clearly more effective than rituximab in 
the B cell-poor population who have failed conventional 
synthetic DMARDs and TNF inhibitor therapy. “These 
findings are important as they indicate that patients with 
low level of B cells in the synovial tissue are less likely to 
respond to rituximab and should be treated with alternative 
medications,” concluded Prof. Pitzalis. Serum autoantibody 
levels are well established predictors of response to rituximab 
so an integrated analysis of synovial B cell histology vis a vis 
serum autoantibody levels in predicting response is awaited.  

1 Pitzalis C et al. Abstract 2911. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 Humby F et al. Ann Rheum Dis 2019:78:761-72.

Treatment decisions should not be guided by 
ultrasound findings
Common treat-to-target approaches are equally ef-
fective compared with additional ultrasound exams for 
treatment guidance in early rheumatoid arthritis (RA) [1].

In the ARCTIC and the TaSER trials, a trend toward reduced 
radiographic progression was observed, when ultrasound 
was added to the assessment, though the ultrasound did not 
significantly increase benefit vs a treat-to-target strategy. 
“Patients who seem to have been successfully treated and 
are free of clinical signs and symptoms of disease may 
continue to develop permanent structural joint damage. 
There is a need to find better ways to identify these patients 
and prevent this development,” Dr Espen Haavardsholm 
(Diakonhjemmet Hospital, Oslo, Norway), explained the 
motivation for the presented study. 

Data of 230 patients from the ARCTIC study was analysed to 
evaluate a possible advantage of incorporating ultrasound 
on the outcome of MRI inflammation or structural damage. 
Information about MRI at baseline and at least 1 follow-up 
was available in 116 patients of the ultrasound arm and 102 
in the conventional management group. MRI scoring was 

SPOTLIGHT ON RHEUMATOID ARTHRITIS
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performed using the OMERACT RA MRI Scoring System. 
Depending on the study arm, treatment targets were Disease 
Activity Score (DAS) <1.6 and no swollen joints with or 
without taking the presence of “no power-Doppler signal 
in any joint” into account. All patients were 18-75 years old 
and disease-modifying antirheumatic drug (DMARD)-naïve. 
Treatment escalation was equal for both groups, starting with 
methotrexate, moving to a combination with methotrexate/
sulfasalazine/hydroxychloroquine, and to a biologic DMARD. 
In the ultrasound arm, sonography findings were the driver 
of stepping-up therapy, overruling DAS and swollen joint 
count. Changes from baseline were determined using a 
linear mixed model adjusted for possible confounders in 
terms of baseline score, age, gender, centre, and anti-cyclic 
citrullinated peptide antibody status. 

No advantage in the ultrasound arm
Statistically significant differences between the 2 study 
groups were not detectable for the combined MRI scores. 
Results for mean combined MRI inflammation score at year 
1 was -64.2 (ultrasound arm) versus -59.4 (treat-to-target 
arm; P=0.34). These levels did continue during the second 
year. Progression of erosive joint damage was seen in 39% of 
the ultrasound and 33% of the conventional group, resulting 
in a relative risk of 1.16 (P=0.40). In Dr Haavardsholm’s 
opinion, “the main message is that people with RA should 
be diagnosed and started on treatment early, monitored 
closely, and treatment should be stepped up aggressively 
until the target of clinical remission is reached. This strategy 
has proven very successful. However, going beyond this 
by aiming to also achieve imaging remission increases 
treatment cost and effort, but does not significantly further 
improve the result.“  The emerging body of evidence in RA 
does not support the use of imaging to guide therapy once 
the diagnosis is established and this has implications for 
clinical practice going forward.  

1 Sundin U et al. Abstract 280. ACR 2019. November 8-13, Atlanta (GA/USA).

Cancer treatment with checkpoint inhibitors in 
RA patients?
Even though about half of the patients experienced a 
flare of their rheumatoid arthritis (RA), cancer therapy 
with immune checkpoint inhibitors (ICI) can be continued 
in most of the cases [1]. Results indicate that rates for 
serious immune-related adverse events are comparable 
to those for patients lacking autoimmune disease.

Having comorbidity of autoimmune disease generally leads 
to the exclusion of oncologic trials with ICI, as there are 
worries about more immune-related adverse events (irAEs) 
[1]. “However, patients with autoimmune diseases have 
the potential to benefit from the use of these therapies,” 
commented Dr Sabina Sandigursky (New York University 
Langone Medical Center, USA).

The reported study investigated 84 patients with known 
autoimmunity who had been treated with anti-CTLA-4 
and PD-1 for their cancer from 2011-2018. There were 22 
patients of this group who suffered from RA. The majority 
was female (73%), median age was 67. When starting ICI, 
73% of the patients were on immunomodulatory treatment, 
including 36% taking corticosteroids and 32% methotrexate. 
With regard to cancer subtypes, 32% each were diagnosed 
with melanoma or non-small cell lung cancer. Primary trial 
endpoints were incidences of irAEs and RA flares.

IrAEs occurred in 32% of the RA patients, but only 9% were of 
severe nature. RA flares were observed in 55% of patients, and 
ICI treatment had to be entirely stopped in 1 patient; short-
term discontinuation was necessary in 23%. Depending on 
the drug that was administered, the rate of serious irAEs in 
patients without autoimmunity ranged from 7-30%. Flare 
treatment was performed with corticosteroids in 75% of the 
cases. In general, toxicity occurred in 32% of patients, the 
most frequent being dermatitis (18%) and colitis (14%). The 
overall survival for RA patients under ICI was 10.5 months 
after ICI initiation.

“Our data suggests that patients with RA may be treated 
with immunotherapy and attain rates of response that are 
similar to the general population with a 50% flare rate,” said 
Dr Sandigursky. “If validated in prospective clinical trials, this 
study’s findings may open new treatment options for patients 
with autoimmune diseases and concurrent malignancy. 
A co-management approach between the oncologist and 
rheumatologist can help recognise and treat immunotherapy-
related toxicities if they do arise.” Rheumatologists and 
oncologists have reached an interesting therapeutic 
crossroad and need to consider the impact of RA-directed 
therapy on overall tumour survival, as steroids and DMARDs 
might impact anti-tumoral immunity [2].

1 Efuni E, et al. Abstract 1339. ACR 2019. 8-13 November, Atlanta (GA/USA).
2 McGonagle D, et al. Autoimmun Rev. 2019 Dec 12:102456.
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What is Hot in Systemic Lupus 
Erythematosus
Anifrolumab succeeds in second phase 3 trial 
in SLE
The randomised, double-blind, placebo-controlled 
TULIP 2 trial, belongs to the rare phase 3 trials in which 
a biologic, in this case the type 1 interferon blocker 
anifrolumab, succeeds in meeting its primary endpoint, 
a composite lupus assessment response [1].

Anifrolumab is a human monoclonal antibody that binds the 
type 1 interferon receptor subunit 1. Type 1 interferons play a 
key role in the pathogenesis of systemic lupus erythematosus 
(SLE), as these cytokines are involved in the inflammatory 
pathways [2]. Between 60% and 80% of adults with SLE have 
an increased type 1 interferon gene signature, which has been 
shown to correlate with disease activity [3,4]. Therefore, type 
1 interferons are an interesting target for the therapy of SLE. 
In the TULIP 2 study, 180 patients with moderate-to-severe 
SLE were randomly assigned to receive anifrolumab (300 mg 
intravenously) or placebo every 4 weeks for 48 weeks. The 
primary endpoint of the trial was a difference in the BILAG-
Based Composite Lupus Assessment (BICLA).

At week 52, 47.8% of 180 patients had achieved BICLA 
response, compared with 31.5% of 182 patients assigned 
to placebo (P=0.0013). Even more pronounced was the 
comparison between anifrolumab and placebo in the group 
of patients who scored high on tests for the type 1 interferon 
gene signature (45.9% vs 27.5% in the placebo group). 
“Separation between the treatment arms occurred early and 
was maintained across the duration of the trial,” said Prof. 
Eric Morand (Monash University, Melbourne, Australia) during 
the presentation of the study. Anifrolumab also showed 
superiority in a couple of secondary endpoints: 51.5% of 
anifrolumab patients receiving oral corticosteroids (OCS) 
≥10 mg achieved a sustained reduction in OCS use compared 
with 30.2% of patients on placebo. Additionally, 49% of 
patients receiving anifrolumab with moderate-to-severe skin 
disease experienced improved skin manifestations at week 
12, compared with 25% of patients receiving placebo. Skin 
manifestations were measured by the Cutaneous Lupus 

Erythematosus Disease Area and Severity Index (CLASI). 
The improvement of skin symptoms was sustained for the 
remaining duration of the trial.

TULIP 1 trial fails to achieve primary endpoint
In contrast to the results of the TULIP 2 trial, anifrolumab 
failed to be superior to placebo with regard to an SLE 
responder index (SRI)-4 response at 1 year which emerged 
from the TULIP 1 trial that was also presented during the 
meeting [5]. This endpoint was achieved by 36% of 180 
patients treated with anifrolumab compared with 40% of 
placebo patients, a nonsignificant difference. Similar to the 
TULIP 2 study, there were hints to activity with regard to 
BICLA response, sustained OCS dose reduction, and organ-
specific measures of skin and joint responses, although the 
statistical significance of these differences was not formally 
assessed.

According to Prof. Richard Furie (Northwell Health, New 
York, USA), the difference in the outcome of the TULIP 
1 and TULIP 2 trials might be due to differences in the 
primary endpoint: the SRI-4 is based on the Systemic Lupus 
Erythematosus Disease Activity Index 2000 (SLEDAI-2K), 
which requires complete resolution of a manifestation before 
that item’s score will change. By contrast, BICLA is based on 
improvements in BILAG-2004, which registers both graded 
and complete improvements within an organ domain and, 
therefore, is more sensitive. 

The safety and tolerability findings in TULIP 1 and TULIP 2 
were consistent with the known profile of anifrolumab [1-3]. 
There were more commonly reported cases of herpes zoster 
in patients on anifrolumab compared with placebo (TULIP 
1: 5.6% vs 1.6%; TULIP 2: 7.2% vs 1.1%). However, most 
cases were mild to moderate in severity, all cases responded 
to antiviral therapy and none required discontinuation of 
treatment. The therapy of SLE including the historical use of 
rituximab has fallen fowl of outcome measures and hopefully 
the TULIP programme will accelerate outcome measure 
optimisation towards novel therapy development.  

WHAT IS HOT IN SYSTEMIC LUPUS ERYTHEMATOSUS
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1 Morand E et al. Abstract L17. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 Furie R et al. Arthritis Rheumatol 2017;69;376-386.
3 Lauwerys BR et al. Rheumatology (Oxford) 2014;53;1369-1376.
4 Crow MK. J Immunol 2014;192;5459-68.
5 Furie R et al. Abstract 1763. ACR 2019, 9-13 November, Atlanta (GA/USA).

Depression closely related to fatigue in SLE 
patients
Amongst others, improving the wellbeing of systemic 
lupus erythematosus (SLE) patients and optimising 
obesity, hypothyroidism, anaemia, and low vitamin D 
levels might be useful to improve fatigue, a symptom 
with a severe impact on quality of life [1].

Fatigue impacts up to 90% of patients with SLE [2]. The cause 
of fatigue is most likely multifactorial. Disease activity indices 
and laboratory markers inconsistently correlate with fatigue 
severity in SLE populations. An incomplete understanding of 
fatigue mechanisms limits effective treatment.

Therefore, the aim of the study by Christina Düsing 
(Universitätsklinikum Düsseldorf, Germany) was to identify 
additional potentially reversible associations with fatigue 
to generate a target for future interventions. Data came 
from 234 consecutively recruited SLE (according to the 
1997 ACR criteria) outpatients from the university hospital-
based lupus reference centre. Clinical and demographic data 
from routine visits, laboratory variables, as well as sleeping 
disorders, disease perception, coping, and social activities 
were analysed with validated questionnaires. The symptom 
fatigue was assessed using the Fatigue Severity Scale 
(FSS); 50% of the patients had pathological results (score 
of ≥4 points). The cohort was almost exclusively Caucasian 
(99.1%); 87.6% were female with a mean age of 45.3 years 
and a mean disease duration of 16.2 years.

Factors significantly associated with fatigue were depression 
(assessed by the German CES-D depression scale): 37.5% of 
patients with fatigue also showed depression versus 18.2% 
of patients without fatigue (P<0.001). In addition, patients 
with sleep disorders, pain, disease activity and damage 
showed significantly more fatigue (P<0.01). According to a 
regression analysis, reduced social activities exhibited the 
highest correlation with fatigue. Of note, in 71.4% of the cohort 
at least 1 potentially reversible association for fatigue could 
be identified (see Table). The authors concluded that due to 
the significant association with depression, psychological 
wellbeing of SLE patients should be assessed in everyday 
clinical practice. Additionally, optimising factors like obesity, 
anaemia, hypothyroidism, and vitamin D deficiency could 
represent possible targets in order to improve fatigue in SLE 
patients.

1 Duesing Ch et al. Abstract 649. ACR 2019, 9-13 November, Atlanta (GA/USA).
2 Mahieu MA, Ramsey-Goldman R. Curr Rheumatol Rev 2017;13; 103-12.

Table. Potentially reversible associations with fatigue in a cohort of 234 
SLE patients, absolute numbers and percentages [1]

Variable n (%) FSS ≥4 points FSS <4 points

Obesity  
(BMI >30kg/m²) 26/234 (11.1) 15/119 (12.6) 11/115 (9.6)

Signs for depression  
(ADS-L ≥23 points) 59/209 (28.2) 41/110 (37.3) 18/99 (18.2)

Vitamin D deficiency 
(25-hydroxyvitamin  
D <30 ng/mL)

73/213 (34.3) 34/107 (31.8) 39/106 (34.0)

Anaemia  
(HB<11.9 g/dL) 41/234 (17.5) 24/119 (20.2) 17/115 (14.8)

Hypothryroidism  
(TSH >4.2 µUI/mL) 6/225 (2.6) 4/113 (3.5) 2/112 (1.7)

Psoriasis onset determines sequence of 
symptoms
Data from the PsART-International cohort showed that 
the age of psoriasis onset determines whether arthritis 
or psoriasis starts first in people with psoriatic arthritis 
(PsA) [1].

PsART-International is a web-based registry of PsA patients 
under routine care in Turkey, Italy, and Canada. It includes 
detailed disease history about the type and onset of skin and 
joint disease. “PsA is a heterogeneous disease regarding 
clinical presentation and treatment response. If patients 
presenting with arthritis first are really a different subgroup, 

Spondyloarthritis – the Beat Goes On 
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then treatment response and prognosis could also be 
different. Indeed, in our cohort, achieving minimal disease 
activity (MDA) was statistically less frequent in patients 
with arthritis first.” said Prof. Umut Kalyoncu (Hacettepe 
University, Turkey). 

In the study, data on demographic characteristics, family 
history of psoriatic disease, types of skin psoriasis, site of 
skin psoriasis onset, and components of PsA ever observed 
were extracted. Patient characteristics were divided in 3 
groups: arthritis-first, psoriasis-first, and synchronous, the 
latter indicating the onset of skin and joint disease within 
12 months. The study’s primary outcome was the absolute 
time elapsed in months after skin disease to arthritis, with 
negative values indicating arthritis onset before psoriasis. A 
total of 1,631 patients were included in the study: 71 who 
had arthritis first, 309 with synchronous onset, and 1,251 
who had psoriasis first. 

Data showed that the age of psoriasis onset, not that of 
arthritis, determined if arthritis or psoriasis would appear 
first. Pustular psoriasis was associated with a 2-year 
shorter time interval after psoriasis to arthritis, whereas nail 
involvement, plaque psoriasis, or family history of psoriasis 
were associated with an increased delay from psoriasis to 
arthritis, by approximately 2 years for each factor. “Starting 
age of psoriasis is particularly important, because it depends 
on the genetic background,” said Prof. Kalyoncu. “Early-
onset psoriasis is strongly associated with HLA-Cw06. 
However, late-onset psoriasis is not associated with it. In 
our study, arthritis first was highly related with late-onset 
psoriasis. This means arthritis-first patients may be a 
different subgroup of PsA, and treatment response could be 
worse in these patients as well. If these results are confirmed 
in other well-defined PsA cohorts, we may have determined a 
subgroup of this highly heterogeneous disease.”

1 Kalyoncu U et al. Abstract 2854. ACR 2019, 9-13 November, Atlanta (GA/USA).

Higher psychiatric comorbidity in women with 
PsA
Women with psoriatic arthritis (PsA) not only have a 
higher disease activity and lower rates of remission, but 
they also suffer more often from anxiety and depression 
compared with men [1]. 

In the multicentre Turkish League Against Rheumatism 
(TLAR) network study, 1,134 patients (726 females, 408 

males) diagnosed with PsA according to the CASPAR criteria 
were included. Disease activity was evaluated using different 
scores (e.g. disease activity score 28 [DAS28], disease activity 
index for psoriatic arthritis [DAPSA], minimal disease activity 
[MDA]). In addition, psychiatric comorbidity and quality of 
life were assessed by the health assessment questionnaire 
(HAQ), the Hospital Anxiety and Depression Scale (HAD), 
the fatigue visual analogue score (VAS from 0-10), and the 
fibromyalgia rapid screening tool. Disease activity as well 
as remission were compared between men and women, 
and the association with psychiatric symptoms, fatigue, and 
fibromyalgia was assessed in both sexes.

Women with PsA showed higher disease activity and 
lower rates of remission compared with men (P<0.05). In 
addition, women had significantly higher anxiety, depression, 
and fibromyalgia scores than men (P<0.05). On the other 
hand, significantly more men achieved MDA compared 
to women (P<0.05). Men and women who achieved MDA 
all had significant improvements in the scores of fatigue, 
fibromyalgia, anxiety, and depression, as well as in their quality 
of life. The frequencies of dactylitis, enthesitis, inflammatory 
bowel disease, and arthritis were similar in men and women, 
while men had a higher incidence of spondylitis (P<0.05). 

1. Duruoz MT et al. Abstract 2443. ACR 2019. November 8-13, Atlanta (GA/USA).  

JAK1 inhibition shows remarkable efficacy in AS
More than half of patients with active ankylosing 
spondylitis (AS) gained an ASAS40 response at week 
14 with the selective Janus kinase (JAK)1 inhibitor 
upadacitinib [1].

There is a high medical need for patients with AS who have 
an inadequate response/contraindication to non-steroidal 
anti-inflammatory drugs (NSAIDs). Although TNF inhibitors 
are approved in AS and have demonstrated efficacy across 
key disease domains, a significant proportion of patients still 
have inadequate or poor response or may not tolerate these 
therapies. Therefore, novel treatment options are urgently 
needed. AS involves a range of immune cell types and 
cytokines, many of which utilise JAK pathways for signalling.

This was the rationale to assess the efficacy and safety of 
the selective JAK1 inhibitor upadacitinib in patients with 
AS that showed an inadequate response to NSAIDs. In the 
double-blind, placebo-controlled, phase 2/3 study SELECT-
AXIS 1, patients with AS were treated with 15 mg upadacitinib 

SPONDYLOARTHRITIS – THE BEAT GOES ON
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or placebo. All included patients (n=187) met modified New 
York Criteria for AS based on central reading of radiographs, 
had a Bath Ankylosing Spondylitis Disease Activity Index 
(BASDAI) ≥4 and a total back pain ≥4 in a numeric rating scale 
from 0–10. They were biologic-naïve and had an inadequate 
response to ≥2 NSAIDs or intolerance/contraindication for 
NSAID. The primary study endpoint was an Assessment of 
SpondyloArthritis international Society (ASAS)40 response 
at week 14.

“Twice as many patients in the upadacitinib group met the 
primary endpoint compared to placebo”, said Prof. Désirée 
van der Heijde (Leiden University Medical Center, the 
Netherlands) during the presentation of the study (51.6% vs 
25.5%; P=0.0003; see Figure). In addition, there was also a 
significant superiority in a couple of secondary endpoints, 
e.g. the BASDAI50 at week 14, the difference in the Ankylosing 
Spondylitis Disease Activity Scores, and the ASAS partial 
response.

Upadacitinib showed also good tolerability with similar 
numbers of serious adverse events, infections, and adverse 
events that led to treatment discontinuation in the placebo 
and the upadacitinib group. No serious infections, herpes 
zoster, malignancy, venous thromboembolic events, or 
deaths were reported. “There was also a rapid effect already 
after only 2 weeks”, said Prof. van der Heijde. Therefore, the 
JAK inhibitor could be a valuable addition to the present 
treatment armamentarium. 

1 van der Heijde D et al. Abstract 2728. ACR 2019. November 8-13, Atlanta (GA/
USA).

CARDAS study shows increased prevalence of 
cardiac valvular disorders in AS patients
According to a Dutch cross-sectional study, ankylosing 
spondylitis (AS) patients suffer significantly more 
frequent of hypertension, diastolic dysfunction, and 
valvular disorders compared with the age-matched 
general population [1].

The cardiovascular morbidity and mortality in AS and 
psoriatic arthritis (PsA) are significantly higher compared 
with the general population [2]. This higher mortality rate 
is predominately caused by cardiovascular disease (CVD). 
However, there is some discrepancy in the literature, and lack 
of contemporary studies.

Therefore, the current prevalence of cardiac disorders in a 
well characterised cohort of Dutch patients with AS was 
investigated. In this cross-sectional study, AS patients 
between 50-75 yearswere recruited from a large rheumatology 
outpatient clinic in Amsterdam, the Netherlands. All patients 
underwent echocardiography with 2D, spectral, and Colour 
Doppler imaging. Diastolic dysfunction was evaluated by 
an experienced cardiologist. Both AS activity and blood 
pressure, ECG, and physical examination were performed. 
In total, 191 consecutive AS patients were included with 
a median age of 58 years and a mean disease duration of 
34.9 years. They had moderate disease activity, according 
to BASDAI (3.1 ±2.3), ASDAS-CRP (2.1± 1.0), and BASFI (3.5 
[1.6-5.7]), respectively. As cardiac manifestations increase 
with age, they were assessed in 3 age groups (50-59, 60-69, 
and 70-75 years).

Compared to the age-matched general population, AS 
patients had an increased prevalence of hypertension (45.3%, 
64.1%, and 85.7% in the 3 age groups) and of mild diastolic 
dysfunction (40.4%, 61.9%, and 89.5% in the 3 age groups). 
In addition, moderate to severe aortic valve regurgitation (in 
10.4%, 12.5%, and 33.4% of patients) and moderate to severe 
mitral valve regurgitation (in 33%, 31.3%, and 42.9%) were 
significantly elevated in AS patients. The authors concluded 
that these results suggest that an echocardiography 
screening should be performed in AS patients. However, the 
results of their trial should first be established in prospective 
follow-up studies.

1 Baniaamam M et al. Abstract 587. ACR 2019. November 8-13, Atlanta (GA/USA). 
2 Liew JW et al. Best Pract Res Clin Rheumatol 2018;32:369-89.

Figure. Significantly more patients treated with upadacitinib achieved the 
primary endpoint of ASAS40 response at week 14 [1]
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Hand OA: Low-dose corticosteroids improve 
symptoms
In the HOPE trial, a low-dose therapy with corticosteroids 
substantially reduced pain and decreased signs of 
inflammation in patients with painful hand osteoarthritis 
(OA) [1].

Hand OA is one of the most common OA phenotypes, 
and it has a high clinical burden. It leads to joint pain, 
disability, decreased hand strength, and reduced quality of 
life. The rationale of the HOPE trial has been that synovial 
inflammation is often present in people with hand OA and is 
a main determinant of both pain and disease progression, as 
previous data has shown. Therefore, corticosteroids might 
be a benefit due to their potent anti-inflammatory effect.

The HOPE trial enrolled patients with signs of synovial 
inflammation who met the ACR criteria for painful hand OA. 
Patients with ≥4 osteoarthritic nodes involving interphalangeal 
joints, ≥1 interphalangeal joint with soft tissue swelling or 
erythema, and ≥1 positive power Doppler signal or synovitis 
of grade 2 or higher were eligible. Moreover, eligible patients 
had to have finger pain (VAS ≥30 mm) and flaring ≥20mm 
upon non-steroidal anti-inflammatory drug washout. They 
were randomised to receive either prednisolone 10 mg daily 
for 6 weeks or a placebo. This was followed by a 2-week 
prednisolone tapering scheme, then 6 weeks without study 
medications. Outcomes were assessed at 2, 4, 6, 8, and 14 
weeks. 

A total of 92 people were enrolled in the trial and 42 in each arm 
completed the study. The average age was 63 years and 79% 
of the participants were women. The primary study endpoint 
of the HOPE trial, a mean change from baseline to week 6 in 
finger pain, assessed on VAS, was -21.5 in the prednisolone 
and -5.2 in the placebo group, with a mean between-group 
difference of -16.5 (95% CI -26.1 to -6.9; see Figure). At week 
6, 33 patients in the prednisolone group and 15 in the placebo 
group fulfilled the Osteoarthritis Research Society International 
responder criteria. Prednisolone was superior to placebo in 
most secondary clinical endpoints. Additionally, ultrasound 
synovitis significantly improved at week 6 in the prednisolone 
group and there was no difference in the power Doppler signal. 

After drug tapering, between-group differences disappeared. 
The tolerability of the treatment was good.

“Substantial improvements in pain and function, exceeding 
effects of currently available therapies, were seen in the trial. 
Therefore, a short course of 10 mg of prednisolone could 
be considered a new treatment option for people suffering 
with hand OA, especially those who experience a flare,” 
said Dr Féline Kroon (Leiden University Medical Center, the 
Netherlands). As patients included in this study had pain 
and signs of inflammation and experienced a flare after 
withdrawal of pain medication, these results only pertain to 
this group of patients.

Methotrexate slows radiographic progression
A second study presented during the ACR meeting tried to 
assess the efficacy of methotrexate in hand OA [2]. In addition, 
radiographic progression was assessed at baseline. A total 
of 64 patients were treated prospectively with methotrexate 
or placebo.

The study did not meet its primary endpoint, a reduction 
of pain at 3 months, compared with placebo. The same 
was true at the end of the study after a year. Radiographic 
progression was assessed as a secondary endpoint. Erosive 
joints progressed significantly more often to a remodelling 
phase in the methotrexate group than in the placebo group 
(27% vs 15%; P=0.03). Similarly, joints with joint space loss 
appeared to be less eroding in the methotrexate group 
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than in the placebo group (8% vs 29%; P=0.2). “Our results 
show a structural effect of the treatment that seems to 
slow the erosive structural progression of digital OA with 
a seemingly more pronounced effect in patients with early 
lesions. Our study’s results should encourage new studies 
to be conducted,” concluded leading author Prof. Christian 
Roux (Cote d’Azur University, Nice, France). These studies 
build on prior work showing that TNF inhibitors may slow 
down erosion progression in hand OA in a setting where the 
primary outcome around symptoms were likewise not met.  

1 Kroon F, et al. Abstract 1760. ACR 2019. November 8-13, Atlanta (GO/USA). 
2 Roux Ch, et al. Abstract 1759. ACR 2019. November 8-13, Atlanta (GO/USA). 

Opioids: No quality of life benefits for OA 
patients 
A meta-analysis showed that particularly strong opioids 
should be avoided in osteoarthritis (OA) patients due to 
their unfavourable benefit-risk ratio [1].

The United States is in the throes of an opioid epidemic, a 
development that might spill over to Europe. However, opioids 
have major safety concerns. The lack of information about 
opioids’ efficacy for OA pain relief, and no clear delineation 
between overall efficacy and safety between strong and weak 
opioids, prompted the meta-analysis. “Given the current 
controversy regarding the use of opioids in chronic pain, we 
wanted to delve deeper into the efficacy and safety profiles 
of oral opioid drugs in OA patients. Temporal assessments 
can reveal peak periods of efficacy and can provide clinicians 
with a blueprint for optimal durations of treatment regimens,” 
said Dr Raveendhara Bannuru (Tufts Medical Center, Boston, 
USA), the study’s lead author.

The meta-analysis assessed the role of weak versus strong 
opioids for the management of pain and function in patients 
with knee and/or hip OA at 2, 4, 8, and 12 weeks. As much 
as 23 randomised controlled trials were included, there were 
11,402 participants, 64% of them female. Overall, the results 
showed that opioids demonstrated small, but statistically 
significant benefits on pain at each time point. Similarly, the 
researchers observed small, statistically significant effects 
on function at 2, 4, 8, and 12 weeks. Interestingly, opioids had 
no impact on quality of life or depression. 

Strong opioids should be avoided
Strong opioids consistently had smaller benefits on pain than 
weak opioids. In addition, they contributed no measurable 
benefit to quality of life or depression versus placebo. “Strong 

opioids’ underperformance was the study’s most interesting 
finding, and likely due to the relationship between pain relief 
and tolerability of opioids based on dose,” said Dr Bannuru. 
“We observed a relevant relationship between morphine 
dose equivalency and the magnitude of pain relief at the 
final follow-up. However, the relative risk of discontinuation 
due to adverse events among participants receiving strong 
opioids was nearly twice that of participants receiving 
weak opioids. These results suggest that many people who 
receive strong opioids may be unable to achieve the optimal 
therapeutic dose due to a lack of tolerability.” Strong opioids 
overall showed a consistently worse safety profile than weak 
opioids, particularly drug withdrawal symptoms. 

1 Bannuru R, et al. Abstract 910. ACR 2019. November 8-13, Atlanta (GA/USA).

Walking speed is a predictor of mortality in 
patients with knee OA
Slow walking speed at one timepoint seems sufficient 
to extrapolate on later mortality in patients with knee 
osteoarthritis (OA) [1].

Earlier studies have shown that faster walking speed 
is consistently associated with a lower incidence of 
radiographic and symptomatic knee OA [2]. In addition, it is 
known that speeds slower than 1.22 m/s are a risk factor for 
poor health outcomes in OA. The presented study evaluated 
if walking speed at 1 timepoint, degree of decline in walking 
speed over 1 year, or both could predict mortality risk over 9 
years in knee OA. Data from 4,229 participants included in 
the Osteoarthritis Initiative were analysed (58% female, age 
62.3±9.2 years, BMI 28.5±4.8).

Patients with a walking speed <1.22 m/s with and without 
decline had a 108% and 96% greater risk of mortality 
compared with those walking faster without a meaningful 
decline over the previous year. So, walking slower than 1.22 
m/s is associated with increased mortality risk, irrespective 
of the degree of decline in walking speed during the prior 
year. In contrast, those walking ≥1.22 m/s who did have a 
meaningful decline in walking speed over the previous year, 
did not have an increased risk of mortality. Therefore, the 
authors conclude that with regard to walking speed, a speed 
of 1.22 m/s seems to be a threshold. Assessing walking 
speed at 1 timepoint may therefore be sufficient to gauge 
mortality risk in patients with knee OA.

1 Master H, et al. Abstract 2924. ACR 2019. November 8-13, Atlanta (GA/USA).
2 Purser J, et al. Arthritis Care Res (Hoboken) 2012;641028-35.
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Few serious infections in offspring with 
exposure to non-TNFi biologics or tofacitinib 
In utero contact with the small molecule tofacitinib or new 
non-TNF inhibitor (TNFi) biologics through treatment of 
their mothers was associated with low rates of serious 
infection in babies [1]. 

Drug-induced immunosuppression due to (supra-)
therapeutic levels of biologics and small molecules in 
offspring of mothers treated for chronic inflammatory 
diseases is a major concern. It is known that TNFi and 
other biologics can pass the placenta. Whether or not small 
molecules have the same potential has been suggested but 
is not yet clear.

Dr Evelyne Vinet (McGill University, Montreal, Canada), 
lead author of this cohort study, compared the risk of 
serious infections in children whose mothers had chronic 
inflammatory diseases and were treated with tofacitinib, 
TNFi, and non-TNFi biologics (e.g. abatacept, rituximab, 
tocilizumab, ustekinumab, vedolizumab) during pregnancy. 
“Our overarching goal is to provide pregnancy safety data on 
new biologic and small molecule drugs used to treat women 
with inflammatory arthritis. These conditions predominantly 
affect women, particularly during their childbearing years. 
In pregnant women with inflammatory arthritis, flares are 
common and associated with adverse pregnancy outcomes. 
Disease control with effective drugs is often warranted,” Dr 
Vinet pointed out. Study subjects were identified using the 
MarketScan database information from 2011-2016. Serious 
infections were defined by ≥1 hospitalisation with infection 
as a primary diagnosis, during the first year from birth.

Data of 16,490 children of mothers with chronic inflammatory 
disease was included. Distribution of maternal diagnoses 
was: 4,142 rheumatoid arthritis, 381 ankylosing spondylitis, 
5,743 psoriasis/psoriatic arthritis, and 6,731 inflammatory 
bowel diseases. Controls consisted of matched mothers 
and their 164,553 babies. “In total, 1,611 children had in utero 
exposure to TNFi and 105 to non-TNFi biologics or tofacitinib.

Within the latter group, 2 cases of serious infections were 
observed (1.9%): 1 case with exposure to tofacitinib and 1 
with exposure to abatacept.Offspring of mothers treated 
with TNFi during pregnancy had a rate of 2.3% for serious 
infections, while the percentage for children of mothers with 
inflammatory disease but without TNFi therapy was 2.1%. 
Serious infections happened to babies of unaffected mothers 
at a rate of 1.6%. So, infections were rare in the offspring 
exposed. “We provide the first data on infectious risk in this 
population,” commented Dr Vinet.” This is a first step, as 
we need more data to confirm safety, particularly regarding 
other pregnancy outcomes. It is imperative that we further 
study this issue to provide firm evidence to guide treatment 
decisions prior to conception and throughout pregnancy,” 
she concluded.

1 Vinet E, et al. Abstract 1901. ACR 2019. 8-13 November, Atlanta (GA/USA).

Prevention of congenital heart block may be 
possible with hydroxychloroquine
Treatment with hydroxychloroquine significantly reduced 
the recurrence rate of congenital heart block (CHB) for 
children of mothers with a previous child affected [1]. 

CHB is one of the clinical manifestations of a neonatal lupus 
syndrome [2]. It is associated with a 17.5% mortality and 70% 
requirement of permanent pacing [3]. The disease is induced 
by a placental transport of maternal anti-SSA/Ro antibodies 
[2]. Women carrying these antibodies may have systemic 
lupus erythematosus, Sjögren syndrome, or other connective 
tissue disease, or may be completely healthy at the time of 
giving birth [2].
“CHB affects an estimated 2% of pregnancies among 
women who have anti-SSA/Ro antibodies who have never 
been pregnant or have never had an affected child. It 
appears maternal health accompanying the production of 
the candidate autoantibodies is not a risk factor for foetal 
disease, since many mothers whose foetuses develop 
cardiac injury are asymptomatic and often learn of anti-
SSA/Ro antibodies solely based on disease in their children,” 

Reproductive Issues in Rheumatic 
Disease 

REPRODUCTIVE ISSUES IN RHEUMATIC DISEASE
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explained Prof. Peter Izmirly (New York University School 
of Medicine, USA). Once an affected child is born, the risk 
for the next child rises dramatically and has been found to 
climb up to 18% for subsequent babies to be born suffering 
from CHB [3]. Given the high mortality of CHB, the optimal 
approach is prevention. 

The PATCH study was performed to find out if 
hydroxychloroquine could lower recurrence rates of CHB 
below the historical mark of 18%. The single-arm phase 2 
trial was designed in 2 stages to take an early study stop into 
consideration in case of inefficacy of hydroxychloroquine. 
Stage 1 included 19 and stage 2 an additional 35 currently 
pregnant women who were all anti-SSA/Ro positive and had 
given birth to a child with CHB before. Treatment was initiated 
with 400 mg of hydroxychloroquine daily by 10 weeks of 
gestation. Surveillance during pregnancy was performed 
by sequential echocardiograms for PR intervals, advanced 
block, and cardiomyopathy. Furthermore, compliance was 
checked by measurement of hydroxychloroquine levels every 
trimester and within the cord blood. Treatment adherence 
was confirmed in 98% of the mothers. Primary outcome was 
second/third degree block in utero or at birth.

In the first stage only 2 children were diagnosed with CHB,  
and so the trial proceeded to stage 2 in which 2/35 enrolled 
mothers gave birth to a child with CHB. Per intention-to-
treat analysis of both stages, in 7.4% (4/54) an outcome 
with CHB was found, leading to a significant result in 
favour of hydroxychloroquine (P=0.02). “Our group has 
previously reported in a historical cohort that the use of 
hydroxychloroquine may be associated with a reduced 
recurrence rate of CHB, but this is the first prospective study 
to confirm those findings,” Prof. Izmirly pointed out. “Given the 
morbidity and mortality associated with the disease and the 
relative safety of hydroxychloroquine use during pregnancy, a 
treating physician should consider using hydroxychloroquine 
to reduce the risk of CHB in a mother who has had a previously 
affected child,” he concluded.

1. Izmirly P, et al. Abstract 1761. ACR 2019. 8-13 November, Atlanta (GA/USA).
2. Zuppa AA, et al. Autoimmun Rev. 2017;16:427-432.
3. Izmirly P, et al. Circulation. 2011;124:1927-35.

TNFi for RA during pregnancy-to stop or not to 
stop?
Discontinuing TNF inhibitors (TNFi) when conceiving 
bares the risk of flares and higher need for steroids 
during pregnancy. If the mothers choose to maintain 

TNFi therapy, it may be safe to expand injection intervals 
when in remission [1]. 

Although there is a chance of amelioration of rheumatoid 
arthritis (RA) during pregnancy, many women face disease 
activation and flares when childbearing [2]. Disease 
management decisions during this time not only have to take 
potential harm of therapy into account, but also potential 
risks of flares and disease activation [1]. Already prior to 
conception, a growing rate of future mothers are treated with 
TNFi.

Dr Isabell Haase (Heinrich-Heine University Düsseldorf, 
Germany) and her fellow researchers conducted a prospective 
observational study to investigate the effects of continuing, 
stopping, or reducing TNFi therapy during pregnancy. Data 
was collected for clinical findings, Disease Activity Score 
28/C-reactive protein (DAS28-CRP) as measure of disease 
activity, and pregnancy outcome. First assessment was done 
prior to conception when the women were also counselled 
on the currently known pros and cons of treatment cessation 
at conception. Further evaluations were performed at each 
trimester and after birth. Participating women were free to 
choose if they wanted to continue TNFi after conception or 
not. When in remission, those who opted to continue TNFi 
also received guidance on the possibilities to reduce dosage 
by expanding treatment intervals. Data from 70 completed 
pregnancies was entered into a multivariate logistic 
regression model adjusted for possible confounders like age, 
disease duration, and previous treatment with methotrexate. 
In the final analysis, 2 cases of miscarriage were excluded.

The partaking women were assigned to 2 groups: group 1 had 
chosen to stop and group 2 to continue TNFi (adalimumab/
certolizumab/etanercept). Group 2 consisted of 2 subgroups 

Table. Flares during pregnancy and pregnancy outcomes with and 
without TNFi exposure until birth [1]

TNFi exposure until 
conception (n=41)

Pregnancies with ongoing 
TNFi exposure (n=28)

Successful 
reduction 
(n=17)

No reduction 
possible 
(n=12)

Flare during 
pregnancy, 
n (%)

26 (63.4%) 3 (18.8%) 3 (27.3%)

Flare postpartum,
n (%) 13 (32.5%) 2 (12.5%) 1 (9.1%)

Preterm birth, 
n (%) 11 (26.8%) 1 (5.9%) 1 (8.3%)

Low birth weight, 
n (%) 7 (17%) - 1 (8%)
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depending on those who were in a position to stretch the 
dosing intervals (around 59%; group 2a) and those who 
were not (2b). Continuance of TNFi led to a significantly 
lower rate of flares during pregnancy with an odds ratio for 
exacerbation of 0.06 (2a) and 0.12 (2b) (see Table). For the 
postpartum phase, both groups with continued TNFi also 
showed a lower flare rate, but statistical significance was 

found only in those who were able to reduce the dosage 
(OR 0.27). Participants not taking TNFi while pregnant 
needed more oral prednisolone. This data could help give 
recommendations and guide women planning their TNFi 
therapy during pregnancy.

1. Haase I, et al. Abstract 2279. ACR 2019. 8-13 November, Atlanta (GA/USA).
2. Gerosa M et al. Expert Opin Pharmacother. 2016;17:1539-47.

Vasculitis – Novel Treatment Modalities 
Rituximab maintenance superior to 
azathioprine in ANCA-associated vasculitis
Comparing rituximab head-to-head to the current 
standard treatment with azathioprine for relapsing 
ANCA-associated vasculitis resulted in improved results 
for patients with rituximab [1].

Without maintenance therapy, relapses are common in ANCA 
(anti-neutrophilic cytoplasmic autoantibody)-associated 
vasculitis (AAV). “We started using maintenance rituximab 
for AAV around 2006,” said Dr Rona Smith (University of 
Cambridge, United Kingdom). The drug is already known 
as effective treatment for AAV. “We used 2 grams initially, 
then 1 gram every 6 months for 2 years. Relapse rates were 
considerably reduced with the repeat dosing. But historically, 
azathioprine has been a standard for relapsing disease.

The RITAZAREM trial compared these approaches head-
to-head,” Dr Smith explained. A total of 170 AAV patients 
in remission were randomised 1:1 to receive either 1,000 
mg rituximab every 4 months for 5 doses or 2 mg/kg of 
azathioprine per day. Primary endpoint was time to relapse. 
Follow-up was done over at least 36 months. Baseline 
characteristics included a median age of 59 years, past 
disease duration 5.3 years, 28% patients who were positive 
for myeloperoxidase ANCA, and 72% positive for anti-
proteinase 3 ANCA.

Results showed that at 20 months from randomisation 13% 
of patients in the rituximab arm had suffered from a relapse, 
in contrast to 38% in the azathioprine group. These relapses 
were categorised as ‘major’ in 18% (rituximab) versus 38% 

(azathioprine) of cases. Severe adverse events ≥1 appeared 
in 22% of rituximab-treated patients and 36% under 
azathioprine. The rate for serious infections was also lower 
with rituximab. “We would like to see these findings reflected 
in clinical practice. However, we recognise that rituximab is 
more expensive than azathioprine, which may affect how it 
is actually used in relapsing disease across the globe,” Dr 
Smith expressed.

1 Smith R et al. Abstract 0806. ACR 2019. 8-13 November, Atlanta (GA/USA).

Prolonged remission afterstop of tocilizumab 
for patients with giant cell arteritis
Treatment with tocilizumab not only led to a reduction in 
cumulative steroid intake in giant cell arteritis, but many 
patients profited from ongoing remission after drug 
discontinuation [1].

In terms of sustained glucocorticoid-free remission in 
patients with giant cell arteritis, therapy with weekly or 
biweekly tocilizumab 162 mg plus 26-week prednisone 
tapering  demonstrated to be superior to placebo plus 26-
week or 52-week prednisone tapering, in the first part of the 
GiACTA trial [2].

Of included patients from part 1 of GiACTA, 215 entered 
an open-label second part of the phase 3 trial in order to 
investigate continued 2-year safety as well as maintenance 
of efficacy after the stop of treatment with tocilizumab [1]. 
Data on the amount of steroid use was also analysed. Status 
of clinical remission was defined by the absence of flare, 
without requirement of normalisation of C-reactive protein  

VASCULITIS – NOVEL TREATMENT MODALITIES
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<1 mg/dL. Blinded injections were terminated at week 
52 of part 1. Depending on the status of the disease, the 
investigators were able to choose to treat or terminate 
treatment with tocilizumab and/or glucocorticoid in part 2 in 
case of a flare.

“Of the patients who received tocilizumab weekly during 
the original trial, 42% showed complete remission over the 
following 24 months,” said Prof. John H. Stone (Harvard 
Medical School, Boston, USA). A median period of 575 or 
428 days elapsed for the tocilizumab patients of weekly 
or biweekly dosing scheme before the first flare occurred. 
Respective time spans for the placebo arms were 162 or 295 
days, depending on steroid tapering over 26 or 52 weeks. In 
case of a flare, treatment with tocilizumab with or without 
combination of steroid was able to restore remission in 8.5 
or 15.0 days. Therapy with glucocorticoid only took a median 
of 37.5 days to reach the same goal. The median cumulative 
dose of glucocorticoid over the entire 3 years was lowest 

in the group receiving tocilizumab every week (2,647 mg), 
followed by the arm of tocilizumab every other week (3,782 
mg). Both placebo groups had much higher need for steroids 
(5,248 mg and 5,323 mg).

New safety issues were not observed: over the 3 years of part 
1 plus part 2, rates for serious infections per 100 patient-years 
were 4.6 for patients who never received tocilizumab and 3.5 
for those who took ≥1 dose of tocilizumab. “Patients should 
start on tocilizumab as soon as they are diagnosed. The goal 
should be to get them off steroids as quickly as possible and 
maintain their response with tocilizumab,” concluded Prof. 
Stone. Obviously, steroids are inexpensive and work rapidly 
for the majority of giant cell arteritis patients and the field is a 
long way from such a global strategy. Tocilizumab therapy for 
the disease and its use for the foreseeable future in the real 
world will be reserved for steroid-resistant severe disease.   

1 Stone J, et al. Abstract 808. ACR 2019. 8-13 November, Atlanta (GA/USA).
2 Stone J, et al. N Engl J Med. 2017;377:317-28.

Best of the Posters
Antifibrotic therapy slows disease progression 
independent of corticosteroid use
A subgroup analysis of the SENSCIS trial showed that 
nintedanib slows decline of lung function in patients with 
systemic sclerosis–associated interstitial lung disease 
(SSc-ILD) independent of intake of corticosteroids [1].

ILD is a frequent manifestation of SSc and the leading cause 
of death in these patients. Nintedanib is an antifibrotic agent 
that is approved for therapy of idiopathic lung fibrosis. In the 
SENSCIS trial, the largest trial ever performed in patients 
with SSc-ILD, nintedanib slowed the decline in forced 
vital capacity (FVC) by 44% [2]. During the ACR meeting, 
a subgroup analysis assessed the benefit of antifibrotic 
therapy according to corticosteroid use [1]. 

Patients with SSc-ILD with ≥10% fibrosis of the lungs on 
high-resolution computer tomography were randomised to 
receive nintedanib 150 mg twice daily or placebo. Patients 
taking prednisone ≤10 mg/day or equivalent were allowed 

to participate. Lung function outcomes and adverse events 
(irrespective of causality) were analysed in subgroups of 
patients who did and did not use corticosteroids.

A total of 71.5% of patients in the nintedanib group and 66.3% 
in the placebo group also used corticosteroids. Mean FVC at 

Figure. Annual rate of decline in FVC (mL/year) over 52 weeks in the 
SENSCIS trial in subgroups by use of corticosteroids [1]
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baseline was 2,499 mL in patients who used corticosteroids 
and 2,501 mL in patients who did not. Nintedanib reduced 
the annual rate of decline in FVC (mL/year) versus placebo 
both in patients who did and did not use corticosteroids, with 
no difference in the treatment effect between subgroups 
detected (treatment-by-time-by-subgroup interaction 
P=0.82; see Figure).

The adverse event profile of nintedanib was similar between 
the subgroups by corticosteroid use, but the proportions of 
patients with nausea or vomiting adverse events were lower, 
and the proportion with upper respiratory tract infection 
was higher, in those who used corticosteroids. The authors 
concluded that antifibrotic therapy shows similar efficacy 
and tolerability independent of therapy with corticosteroids.

1 Vonk M et al. Abstract 1643. ACR 2019. 8-13 November, Atlanta (GA/USA).
2 Distler O, et al. N Engl J Med 2019;380:2518-28.

Fibromyalgia patients often experienced abuse 
in childhood 
According to a study including 593 patients, physical 
and/or sexual abuse in childhood often leads to a 
diagnosis of fibromyalgia later in life [1].

Many factors have been associated with fibromyalgia 
syndrome (FMS), among them genetic factors, lack of physical 
exercise, mood disorders, maladaptive pain responses, and 
both current and past stressors, including a history of abuse. 
However, this has not been looked at in detail.

Therefore, Dr Carmen Gota (Cleveland Clinic, Ohio, USA) 
examined the predictive role of a history of abuse on FMS 

severity measures, and the association between self-reported 
abuse and socioeconomic status, symptoms, psychiatric 
comorbidities, and disability. All consecutive patients 
clinically diagnosed with FMS (n=593) who answered the 
question ‘Do you have a history of abuse?’ were enrolled. A 
history of abuse was reported by 223 patients: sexual abuse 
by 125 (56.5%), physical abuse by 155 (69.5%), and both by 
78 (34.9%).

Out of 30 analysed symptom measures, 22 were significantly 
more severe in patients reporting abuse compared with the 
others. Fibromyalgia severity scores and pain disability 
scores were higher in patients that reported abuse: the latter 
averaged 6.0 for those with previous abuse versus 5.1 for 
patients without. Tender points were present in 56.5% of 
patients who experienced abuse compared with 44.3% in 
the controls. Their number of doctor visits in the previous 6 
months was 11.6 versus 8.0 in the control group). Patients 
with former abuse were seen significantly more often by 
a psychiatrist (41.3% vs 26.8%). In addition, a significantly 
higher percentage of these patients reported past or present 
alcohol abuse. Fibromyalgia patients with a history of abuse 
also had worse socioeconomical status, as measured by 
higher percentages of single and divorced patients, lower 
education level, lack of private insurance, lower employment 
rates, and higher disability compared with those without 
abuse. Naturally, patients with a history of abuse said they 
had an unhappy childhood. Only 46% of patients with abuse 
histories felt loved by both parents compared with 76% of 
patients without abuse. Dr Gota recommended that abuse 
should be inquired about in all patients evaluated for FMS, 
and if necessary, patients should be referred for counselling. 

1  Gota C, et al. Abstract 213. ACR 2019. November 8-13, Atlanta (GA/USA).
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