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R. Lunzer

Stopping Tumor Necrosis Factor In-
hibitor Treatment in Patients with
Established Rheumatoid Arthritis in
Remission or with Stable Low Disease
Activity: A Pragmatic Multicenter,
Open-Label Randomized Controlled
Trial

Ghiti Moghadam M, et al. Arthritis Rheumatol 2016; 68:
1810-7.

Abstract

Objective: Tumor necrosis factor inhibitor (TNFi) biologic
agents are an effective treatment for rheumatoid arthritis (RA).
It is unclear whether patients whose disease is in remission or
who have stable low disease activity need to continue use of
TNFi or can stop this treatment. This study was undertaken to
assess whether patients with established RA who are in remis-
sion or have stable low disease activity can effectively and safe-
ly stop their TNFi therapy. Methods: The study was designed as
a pragmatic multicenter, open-label randomized controlled tri-
al. Inclusion criteria were a diagnosis of RA according to the
American College of Rheumatology 1987 classification crite-
ria, as well as use of a TNFi for at least 1 year along with a stable
dose of disease-modifying antirheumatic drugs and a Disease
Activity Score in 28 joints (DAS28) of < 3.2 over the 6 months
preceding trial inclusion. Patients were randomized in a 2:1 ra-
tio to either stop or continue treatment with their current TNFi.
Flare was defined as a DAS28 of > 3.2 during the 12-month fol-
low-up period and an increase in score of > 0.6 compared to the
baseline DAS28. Results: In total, 531 patients were allocated to
the stop group and 286 to the TNFi continuation group. At 12
months, more patients had experienced a flare in the stop group
(272 [51.2%] of 531) than in the continuation group (52 [18.2%]
of 286; P<0.001). The hazard ratio for occurrence of a flare af-
ter stopping TNFi was 3.50 (95% confidence interval [95% CI]
2.60-4.72). The mean DAS28 in the stop group was significantly
higher during the follow-up period compared to that in the con-
tinuation group (P <0.001). Of the 195 patients who restarted
TNFi treatment after experiencing a flare and within 26 weeks
after stopping, 165 (84.6%) had regained a DAS28 of < 3.2 by 6
months later, and the median time to a regained DAS28 of < 3.2
was 12 weeks (95% Cl 10.7-13.3). There were more hospitali-
zations in the stop group than in the continuation group (6.4%
versus 2.4%). Conclusion: Stopping TNFi treatment results in
substantially more flares than does continuation of TNFi in pa-
tients with established RA in remission or with stable low dis-
ease activity.

Kommentar

Nach wie vor besteht neben dem finanziellen Aspekt die Frage,
ob ein Absetzen einer erfolgreichen TNFa-Therapie bei rheu-
matoider Arthritis in Remission oder bei niedriger Krank-
heitsaktivitat moglich ist.
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Bei 531 Patienten mit RA in Remission wurde die TNFa-
Therapie gestoppt. Als Vergleich wurden 286 RA-Patien-
ten weiter behandelt. Innerhalb von 12 Monaten kam es bei
52 % der RA-Patienten ohne TNF-Inhibitor zu einem Relaps
der entziindlichen Aktivitit — im Vergleich nur bei 18 % in je-
ner Gruppe, in der die TNF-Therapie weiter verabreicht wur-
de. Bei 195 RA-Patienten wurde die TNF-Therapie wieder ein-
geleitet — und nach 26 Wochen erreichten 85 % der Patienten
wieder die Remission.

Derzeit kann also weiter das Verlidngern eines Intervalls, wie
es in der klinischen Routine auch praktiziert wird, empfohlen
werden. Eine Beendigung der TNF-Therapie birgt das Risiko
eines Relaps wie bei einem Minzwurf - 50:50.

Physical Trauma Recorded in Prima-
ry Care Is Associated with the Onset
of Psoriatic Arthritis Among Patients
with Psoriasis

Thorarensen SM, et al. Ann Rheum Dis 2016 [Epub ahead of
print].

Abstract

Objectives: To evaluate the risk of psoriatic arthritis (PsA)
among patients with psoriasis exposed to physical trauma.
Methods: A matched cohort study was performed using data
from The Health Improvement Network (THIN). Patients with
psoriasis exposed to trauma were randomly matched to up to
five unexposed psoriasis controls based on gender, age, dura-
tion of psoriasis and the date of entry into THIN. Trauma ex-
posure was stratified into subgroups of joint, bone, nerve and
skin trauma. Cox proportional hazard models were used to es-
timate the HRs for developing PsA. For comparison, an identi-
cal analysis was performed in the entire THIN population eval-
uating rheumatoid arthritis (RA) risk following physical trauma.
Results: Patients with psoriasis exposed to trauma (N = 15 416)
and matched unexposed patients (N = 55 230) were followed
for a total of 425 120 person-years during which 1010 incident
PsA cases were recorded. Adjusting for potential confound-

ers, patients with psoriasis exposed to trauma had an increased
risk of PsA compared with controls, with a multivariate HR of
1.32 (95% CI 1.13 to 1.54). In our subset analysis, bone and joint
trauma were associated with multivariate HRs of 1.46 (95% CI
1.04 to 2.04) and 1.50 (95% CI 1.19 to 1.90), respectively; while
nerve and skin trauma were not associated with a statistically
significant increase in risk compared with controls. Patients ex-
posed to trauma in the entire THIN population did not have an
increased risk of developing RA: HR 1.04 (95% CI 0.99 to 1.10).
Conclusions: Patients with psoriasis exposed to physical trauma
are at an increased risk of developing PsA.
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Kommentar

Von Patientenseite horen wir immer wieder, ,,die Ursache fiir
ihre entziindliche Aktivitit oder Manifestation zu kennen. In
dieser Arbeit aus Island wurden Traumata an Knochen, Gelen-
ken, Nerven und Haut zur Beurteilung analysiert, ob Trauma-
ta bei Patienten mit Psoriasis eine Psoriasis-Arthritis triggern.

Kurz gesagt: Das Risiko fiir die Triggerung einer Psoriasis zu
Psoriasis-Arthritis liegt bei 30 %, bei Traumata an Knochen
oder Gelenken bei 50 %.

Nur: Wie sollen wir dies an Patienten mit Psoriasis anwen-
den - ,Tipp: sich nicht zu verletzen ...“?

2016 Updated EULAR Evidence-Based
Recommendations for the Management
of Gout

Richette B, et al. Ann Rheum Dis 2016 [Epub ahead of print].

Abstract

Background: New drugs and new evidence concerning the

use of established treatments have become available since the
publication of the first European League Against Rheumatism
(EULAR) recommendations for the management of gout, in
2006. This situation has prompted a systematic review and up-
date of the 2006 recommendations. Methods: The EULAR task
force consisted of 15 rheumatologists, 1 radiologist, 2 general
practitioners, 1 research fellow, 2 patients and 3 experts in
epidemiology/methodology from 12 European countries. A sys-
tematic review of the literature concerning all aspects of gout
treatments was performed. Subsequently, recommendations
were formulated by use of a Delphi consensus approach.
Results: Three overarching principles and 11 key recommenda-
tions were generated. For the treatment of flare, colchicine, non-
steroidal anti-inflammatory drugs (NSAIDs), oral or intra-artic-
ular steroids or a combination are recommended. In patients
with frequent flare and contraindications to colchicine, NSAIDs
and corticosteroids, an interleukin-1 blocker should be consid-
ered. In addition to education and a non-pharmacological man-
agement approach, urate-lowering therapy (ULT) should be
considered from the first presentation of the disease, and se-
rum uric acid (SUA) levels should be maintained at < 6 mg/dL
(360 umol/L) and < 5 mg/dL (300 umol/L) in those with severe
gout. Allopurinol is recommended as first-line ULT and its dos-
age should be adjusted according to renal function. If the SUA
target cannot be achieved with allopurinol, then febuxostat, a
uricosuric or combining a xanthine oxidase inhibitor with a uri-
cosuric should be considered. For patients with refractory gout,
pegloticase is reccommended. Conclusions: These recommenda-
tions aim to inform physicians and patients about the non-phar-
macological and pharmacological treatments for gout and to
provide the best strategies to achieve the predefined urate target
to cure the disease.

Kommentar
Die neuen Gicht-Empfehlungen 2016 - ,, Kurz-Zusammenfas-
sung“:

Im Anfall Colchicin (1 mg, nach 1 Std. 0,5 mg) und/oder Glu-
kokortikoide (30-35 mg iiber 3-5 Tage) und/oder NSAR (je-
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weils unter Beriicksichtigung der Nierenfunktion); Lokal-
therapie des betroffenen Gelenks, Injektion von Glukokorti-
koiden. Die Therapieoptionen fiir Interleukin-1-Inhibitoren
(zum Beispiel Anakinra) und fiir Pegloticase sind angefiihrt
— aber teuer.

Harnsédure im Serum - Therapieziel bei Gicht: < 6 mg/dl bzw.
< 5 mg/dl bei schwerer tophoser Gicht; als Anfallsprophylaxe
Colchicin und NSAR. Eine harnsduresenkende Therapie soll
bei Gicht eingeleitet und gesteigert werden — zuerst Allopuri-
nol; wenn unzureichend oder Nebenwirkungen auftreten: Fe-
buxostat.

Anmerkung: Interessant, dass in den Empfehlungen ausdriick-
lich Vorschldge fiir weitere Studien und Analysen erwahnt
werden: Vergleichsstudien von Anakinra und konventionel-
ler Akuttherapie; optimaler Zeitraum fiir die Anfallsprophyla-
xe (dzt. grob 6 Monate); Benefit beziiglich des kardiovaskul-
ren Risikos, wofiir es derzeit klar positive Hinweise gibt; Aus-
wirkung einer harnsduresenkenden Langzeit-Therapie auf das
ZNS; Beeinflussung der Nierenfunktion durch Allopurinol,
Febuxostat bzw. die neuen Therapieoptionen.

Is There a Dose-Response Relationship
Between Weight Loss and Symptom
Improvement in Persons with Knee
Osteoarthritis?

Atukorala I, et al. Arthritis Care Res (Hoboken) 2016; 68:
1106-14.

Abstract

Objective: We examined the dose-response relationship between
weight reduction and pain/functional improvement in persons
with symptomatic knee osteoarthritis (KOA) participating in a
community-based weight loss program. Methods: Consecutive
participants with KOA and enrolled in the 18-week Osteoarthri-
tis Healthy Weight for Life weight-loss program were selected. In
this completer-type analysis, participants were assessed at base-
line, 6 weeks, and 18 weeks for body weight and Knee Injury and
Osteoarthritis Outcome Score (KOOS) subscales. The dose-re-
sponse relationship between weight-change categories (> 10%,
7.6-10%, 5.1-7.5%, 2.6-5.0%, and < 2.5% of body weight loss)
and change in KOOS scores was assessed by repeated-measures
analysis of variance, controlling for sex and age, body mass in-
dex (BMI), and KOOS. The Western Ontario McMaster Uni-
versities Osteoarthritis Index function score derived from the
KOOS was used to assess a meaningful clinical functional im-
provement. Results: A total of 1,383 persons (71% females) were
enrolled. Mean + SD age, height, and weight were 64 +8.7 years,
1.66 £0.09 meters, and 95.1 +17.2 kg, respectively. Mean + SD
BMI was 34.4+ 5.2 kg/m?* with 82% of participants obese at base-
line. A total of 1,304 persons (94%) achieved a > 2.5% reduc-
tion in body weight. There was a significant dose-response rela-
tionship between all KOOS subscales and percentage of weight
change across all weight-change categories. Participants required
2 7.7% (95% confidence interval 5.2, 13.3) body weight loss to
achieve a minimal clinically important improvement in func-
tion. Conclusion: There is a significant dose-response relation-
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ship between percentage of weight loss and symptomatic im-
provement. This study confirms the feasibility of weight loss as a
therapeutic intervention in KOA in a community-based setting.

Kommentar

Es gibt einen klaren Zusammenhang zwischen Gewichtsre-
duktion und Symptomverbesserung bei Kniearthrosen. 1400
Patienten (71 % weibl., mittlerer BMI 34) erhielten ein 18-wo-
chiges ,,Healthy Weight for Life weight-loss program® Darun-
ter reduzierte sich bei 94 % das Gewicht. Um eine klinische
Verbesserung zu erreichen, muss das Gewicht um ca. 7,7 % re-
duziert werden. Die Autoren betonen die Sinnhaftigkeit der
Gewichtsreduktion als therapeutische Intervention.

Utility of 18F-Fluoro-Deoxyglucose
Positron Emission Tomography for the
Diagnosis of Polymyalgia Rheumatica:
A Controlled Study

Sondag M, et al. Rheumatology (Oxford) 2016; 55: 1452-7.

Abstract

Objectives: To compare 18F-fluoro-deoxyglucose PET/CT
(FDG-PET/CT) findings in patients with polymyalgia rheumati-
ca (PMR) and controls without rheumatologic disease. Methods:
We retrospectively included 50 patients with a diagnosis of PMR
as well as 53 patients with a neoplasm as a control group. All pa-
tients underwent FDG-PET/CT. Seventeen hotspots were ana-
lysed. We performed a semi-quantitative analysis of FDG uptake
(4-point score from 0 to 3). The cut-offs for the number of sites
with high activity and for FDG uptake score were assessed using
receiver operating characteristics curves and odds ratios (ORs).
Results: The two groups were comparable for the median patient
age (69.3 years for PMR vs 68.1 for controls). Significant differ-
ences between the two groups were found for FDG uptake score
(1.12 vs 0.34, P < 0.00001) and for the number of sites with sig-
nificant uptake (score > 2): 6.36 sites vs 1.49 sites (P < 0.00001).
The presence of three or more sites with significant uptake was
correlated with the diagnosis of PMR with 74% sensitivity and
79% specificity (OR = 10.8). For the FDG uptake score, the cut-
off was 0.53 (sensitivity 80%, specificity 77%, OR = 13.6). We
found significant differences in all sites for FDG uptake score
and the number of sites with significant uptake, particularly
marked for shoulders, ischial tuberosities and interspinous bur-
sitis (P < 0.00001 for FDG uptake score). Conclusion: Our re-
sults suggest that the number of sites with significant FDG up-
take and the uptake score could be relevant criteria for the diag-
nosis of PMR.

Kommentar

Schoner Beitrag unter aktuellen Gesichtspunkten zur Spezi-
fitat und Sensitivitit der PET-CT-Untersuchung bei Polymy-
algie. Es gibt doch immer wieder Anlass, diese teure Unter-
suchungsoption vor allem wegen differenzialdiagnostischer
Uberlegungen zu wihlen. Es wurden klassifizierte PMR-
Patienten gegeniiber Karzinompatienten bzgl. 17 ,Hotspots®,
wie es die Autoren anfiihren, analysiert. Somit konnte eine
Sensitivitdt von 80 % und eine Spezifitit von 77 % erhoben
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werden. Angefiihrt werden auch die Aktivititsbelegung an der
Schulter, Hiift-Tuberositas und interspinaler Bursitiden.

Effectiveness of Methotrexate with
Step-Down Glucocorticoid Remission
Induction (COBRA Slim) Versus Other
Intensive Treatment Strategies for
Early Rheumatoid Arthritis in a Treat-
to-Target Approach: 1-Year Results

of CareRA, a Randomised Pragmatic
Open-Label Superiority Trial

Verschueren B, et al. Ann Rheum Dis 2016 [Epub ahead of
print].

Abstract

Objectives: Combining disease-modifying antirheumatic drugs
(DMARD:s) with glucocorticoids (GCs) is an effective treat-
ment strategy for early rheumatoid arthritis (ERA), yet the ideal
schedule and feasibility in daily practice are debated. We evalu-
ated different DMARD combinations and GC remission in-
duction schemes in poor prognosis patients; and methotrex-

ate (MTX) with or without GC remission induction in good
prognosis patients, during the first treatment year. Methods:
The Care in ERA (CareRA) trial is a 2-year investigator-ini-
tiated randomised pragmatic open-label superiority trial com-
paring remission induction regimens in a treat-to-target ap-
proach. DMARD-inexperienced patients with ERA were strat-
ified into a high-risk or low-risk group based upon presence of
erosions, disease activity, rheumatoid factor and anticitrullinat-
ed protein antibodies. High-risk patients were randomised to a
COBRA Classic (MTX + sulfasalazine + prednisone step-down
from 60 mg), COBRA Slim (MTX + prednisone step-down from
30 mg) or COBRA Avant Garde (MTX + leflunomide + pred-
nisone step-down from 30 mg) scheme. Low-risk patients were
randomised to MTX tight step-up (MTX-TSU) or COBRA Slim.
Primary outcome was the proportion of patients in 28 joint dis-
ease activity score calculated with C-reactive protein remis-

sion at week 52 in an intention-to-treat analysis. Secondary out-
comes were safety and effectiveness. Results: 98 COBRA Classic,
98 COBRA Slim (high risk), 93 COBRA Avant Garde, 47 MTX-
TSU and 43 COBRA Slim (low risk) patients were evaluated. Re-
mission was achieved in 64.3% (63/98) COBRA Classic, 60.2%
(59/98) COBRA Slim (high risk) and 62.4% (58/93) COBRA
Avant Garde patients at W52 (p = 0.840); and in 57.4% (27/47)
MTX-TSU and 67.4% (29/43) COBRA Slim (low risk) patients
(p = 0.329). Less adverse events occurred per patient with CO-
BRA Slim (high risk) compared with COBRA Classic or COBRA
Avant Garde (p = 0.038). Adverse events were similar in MTX-
TSU and COBRA Slim (low risk) patients (p = 0.871). At W52,
76.0% patients were on DMARD monotherapy, 5.2% used GCs
and 7.5% biologicals. Conclusions: MTX with a moderate-dose
GC remission induction scheme (COBRA Slim) seems an effec-
tive, safe, low-cost and feasible initial treatment strategy for pa-
tients with ERA regardless of their prognostic profile, provided a
treat-to-target approach is followed.

Kommentar
Zu Beginn einer rheumatoiden Arthritis ist die Kombination
von Glukokortikoiden zu einer Basistherapie (DMARD - vor-

109



News-Screen Rheumatologie

zugsweise MTX) unbestritten wirksam. Es finden sich durch-
wegs auch positive Kommentare, ,,Kortison“ als DMARD zu
werten.

Diese Arbeit stellt auch eine Option dar, mit einer geringeren
Kortisondosis zu starten (30 mg). Vor Jahren schon wurde das
DMARD-Kombinationsschema ,,COBRA* (MTX + Sulfasa-
lazin + 60 mg Prednisolon) wegen der sehr hohen Kortison-
Dosis (dann auch Kumulativdosis) kritisiert. Wie oben darge-
stellt, zeigen sich auch in der COBRA-,,slim“-Gruppe (also nur
30 mg Prednisolon) durchwegs Remissionsraten um die 60 %
(in 52 Wochen!).

Effect of Continuous Versus On-
Demand Treatment of Ankylosing
Spondylitis with Diclofenac over

2 Years on Radiographic Progression
of the Spine: Results from a Ran-
domised Multicentre Trial (ENRADAS)

Sieper ], et al. Ann Rheum Dis 2016; 75: 1438-43.

Abstract

Background: To date, only a single controlled trial provided
evidence that non-steroidal anti-inflammatory drugs (NSAIDs)
given continuously reduce radiographic progression compared
with an on-demand therapy over 2 years in patients with anky-
losing spondylitis (AS). In the current study, we tested wheth-
er such an effect of NSAIDs could be confirmed in another ran-
domised trial. Methods: Patients with AS were randomised for
treatment with either continuous (150 mg/day) or on-demand

diclofenac for 2 years. Tumour necrosis factor-blocker treatment
was not allowed during the entire study period. The primary
outcome was the difference in radiographic progression in the
spine as measured by the modified Stoke Ankylosing Spondyli-
tis Spine Score (mSASSS) scored by two readers blinded to treat-
ment arm and time point. Results: 62 of 85 patients enrolled in
the continuous arm and 60 of 82 enrolled in the on-demand arm
completed the study. The mSASSS progression was numerical-
ly higher in the continuous group (1.28 (0.7 to 1.9) vs 0.79 (0.2
to 1.4)) (p = 0.39). If only patients were analysed who were ei-
ther C reactive protein positive or had syndesmophytes at base-
line, there was again a higher radiographic progression in the
continuous versus the on-demand group: 1.68 (0.7 to 2.6) vs 0.96
(0.0 to 1.9) and 2.11 (1.1 to 3.1) vs 0.95 (0.0 to 1.9), respective-
ly. There was no difference between the two treatment groups
regarding adverse events. Conclusions: In our study, continu-
ous treatment with diclofenac over 2 years did not reduce radio-
graphic progression compared with on-demand treatment in AS.

Kommentar

Erstaunlich, dass man es schafft, 62 Patienten mit Spondyl-
arthropathie volle zwei Jahre kontinuierlich (!) mit NSAR
(»Voltaren®) in der Volldosis mit 150 mg zu behandeln. Aber
es zeigt sich gegeniiber der ,,On-demand*“-Gruppe kein Vorteil
— auch nicht in der radiologischen Progression, die in beiden
Gruppen fortschreitet!

Korrespondenzadresse:

OA Dr. Raimund Lunzer

Interne Abteilung

Krankenhaus der Barmherzigen Briider Graz-Eggenberg
A-8020 Graz, Bergstrafse 27

E-Mail: raimund.lunzer@bbegg.at
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