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Ενδιαφέροντα Άρθρα βιβλιογραφίας

Do tumor necrosis factor inhibitors cause 
uveitis? A Registry-based study.

Lim LL, Fraunfelder FW, Rosenbaum JT. 
Arthritis Rheum 2007;56:3248-52

Σε ασθενείς υπό αντι-���������������������TNF������������������α θεραπεία μεγαλύ-
τερη συχνότητα ραγοειδίτιδας καταγράφηκε σε 
εκείνους που παίρνουν ������������������������etanercept�������������� παρά σε εκεί-
νους που παίρνουν adalimumab ή infliximab.

Objective: Population-based studies of pa-
tients with ankylosing spondylitis indicate that 
tumor necrosis factor (TNF) inhibitors prevent 
uveitis. Anecdotal reports implicate etanercept as 
a cause of uveitis. Using 2 drug events databases, 
this study assessed cases of uveitis associated 
with TNF inhibitors

Methods: Uveitis cases occurring in the US 
associated with etanercept, infliximab, or adali-
mumab that were reported to 2 databases were 
reviewed

Results: Overall, there were 43 cases of uveitis 
associated with etanercept, 14 associated with 
infliximab, and 2 associated with adalimumab. 
After normalizing for the estimated number of 
patients treated with each medication, etanercept 
was associated with a greater number of uveitis 
cases than infliximab (P < 0.001) and adalimu-
mab (P < 0.01), while no such association was 
found between adalimumab and infliximab (P 
> 0.5). Using a priori criteria to avoid including 
patients whose underlying disease was associated 
with uveitis, 20 cases associated with etanercept, 
4 cases associated with infliximab, and 2 cases 
associated with adalimumab were identified. A 

repeat analysis again revealed a greater number 
of uveitis cases associated with etanercept (P < 
0.001 versus infliximab).

Conclusion: Etanercept therapy is associated 
with a significantly greater number of reported 
uveitis cases in comparison with infliximab and 
adalimumab in 2 medication side effect registries. 
These results are consistent with previous studies 
and suggest that this relationship is drug specific 
and not related to TNF inhibitors as a whole. 
However, our findings do not support the use 
of infliximab over etanercept; rather, if a patient 
develops uveitis during etanercept therapy, then 
a change to infliximab may be warranted.

Cutaneous changes of nephrogenic systemic 
fibrosis: Predictor of early mortality and 
association with gadolinium exposure. 

Todd DJ, Kagan A, Chibnik LB, Kay J. 
Arthritis Rheum 2007;50: 3433-41

Ασθενείς σε τελικό στάδιο νεφρικής ανεπάρ-
κειας που εκτίθενται σε γαδολίνιο (που χρησι-
μοποιείται στη μαγνητική τομογραφία) έχουν 
αυξημένο κίνδυνο για νεφρογενή συστηματική 
σκλήρυνση και θάνατο.

Objective: Nephrogenic systemic fibrosis (NSF) 
is a rapidly progressive, debilitating condition 
that causes cutaneous and visceral fibrosis in 
patients with renal failure. Little is known about its 
prevalence or etiology. The aim of this study was 
to establish the prevalence of NSF and associated 
risk factors 
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Methods: Two cohorts of patients were 
recruited from 6 outpatient hemodialysis centers 
and examined for cutaneous changes of NSF, 
which were defined using a scoring system based 
on hyperpigmentation, hardening, and tethering 
of skin on the extremities. Demographic data were 
gathered, mortality was followed up prospectively 
for 24 months, and gadolinium exposure was 
ascertained for a subgroup of patients in the 
second cohort. 

Results: Examination reproducibility was 
97% in cohort 1. In cohort 2, 25 (13%) of 186 
patients demonstrated cutaneous changes of 
NSF. Twenty-four-month mortality following 
examination was 48% and 20% in patients with 
and those without cutaneous changes of NSF, 
respectively (adjusted hazard ratio 2.9, 95% 
confidence interval [95% CI] 1.4-5.9). Cutaneous 
changes of NSF were observed in 16 (30%) of 54 
patients with prior exposure to gadopentetate 
dimeglumine contrast during imaging studies. 
Exposure to gadolinium-containing contrast was 
associated with an increased risk of developing 
cutaneous changes of NSF (odds ratio 14.7, 
95% CI 1.9-117.0) compared with nonexposed 
patients. 

Conclusion: In pat ients receiving 
hemodialysis, NSF is an underrecognized disorder 
that is associated with increased mortality. 
Exposure to gadolinium-containing contrast 
material appears to be a significant risk factor 
for the development of NSF.

B cell recovery in peripheral blood and 
lymphoid tissue in systemic lupus erythematosus 
after B cell depletion therapy. 

Anolik JH, Barnard J, Owen T, Zheng B, Kenshetti 
S, Looney J et al.
Arthritis Rheum 2007;56:3044-56

Σε ασθενείς με ΣΕΛ και αντι-Β κυτταρική θεραπεία 
(rituximab), μπορεί να υπάρχει εξάλειψη κυττά-
ρων Β μνήμης στο αίμα, αλλά σε λεμφικά όργανα 

υπάρχουν αντιδράσεις βλαστικών κέντρων.

Objective: Recent data suggest that the 
reconstituting peripheral B cell compartment 
after B cell depletion therapy may be functionally 
immature, with a preponderance of transitional B 
cells and a paucity of memory B cells. This study 
was undertaken to determine the magnitude, 
duration, and cause of these defects in rituximab-
treated systemic lupus erythematosus (SLE) 
patients.

Methods: Fifteen patients with SLE previously 
treated with rituximab as part of a phase I/II 
dose-escalation study were evaluated during 
a long-term followup (mean followup period 
41 months). B cells from peripheral blood and 
tonsils were assessed using multicolor flow 
cytometry, and their developmental pathway 
was classified based on the expression of defined 
surface markers.

Results: Reconstitution of peripheral blood 
CD27+ memory B cells was delayed for several 
years after B cell depletion therapy in a subset of 
patients with prolonged clinical responses and 
autoantibody normalization. This delay corre-
lated with the degree of expansion of B cells of 
a transitional phenotype during the B cell recon-
stitution phase (P = 0.005) and the absence of 
baseline autoantibodies directed against extract-
able nuclear antigens (RNP, Sm, Ro antigen, La 
antigen). Despite the paucity of peripheral blood 
memory cells and the prolonged expansion of 
functionally immature transitional B cells, tonsil 
biopsy tissues revealed active germinal center 
(GC) reactions, but with decreased Fc receptor 
homolog 4-positive memory B cells.

Conclusion: These results suggest hetero-
geneity in the B cell depletion and reconstitution 
process that impacts clinical and immunologic 
outcomes in SLE. The presence of GC reactions, 
but with altered memory B cell subpopulations 
in tonsils, suggests that peripheral blood memory 
cell reconstitution lags behind a slow second-
ary lymphoid tissue recovery, with important 
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implications for immunologic competence and 
tolerance.

Aspirin for primary thrombosis prevention in 
the antiphospholipid syndrome: a randomized, 
double-blind, placebo-cotrolled trial in asymp-
tomatic antiphospolipid antibody-positive 
individuals.  

Erkan D, Harrison MJ, Levy R, Peterson M, Petri 
M, Sammaritano L et al. 
Arthritis Rheum 2007;56:2382-91

Ασυμπτωματικοί ασθενείς με αντι-φωσφολιπιδικά 
αντισώματα έχουν χαμηλό κίνδυνο θρόμβωσης 
και δεν ωφελούνται από χαμηλή δόση ασπιρίνης 
(80 mg/ημέρα).

Objective: To determine the efficacy of a daily 
dose of 81 mg aspirin in primary thrombosis 
prevention in asymptomatic, persistently 
antiphospholipid antibody (aPL)-positive 
individuals (those with positive aPL but no 
vascular and/or pregnancy events).

Methods: The Antiphospholipid Antibody 
Acetylsalicylic Acid (APLASA) study was a 
multicenter, randomized, double-blind, placebo-
controlled clinical trial in which asymptomatic, 
persistently aPL-positive individuals were 
randomized to receive a daily dose of 81 mg of 
aspirin or placebo. In a separate observational 
and parallel study, asymptomatic, persistently 

aPL-positive individuals who were taking aspirin 
or declined randomization were followed up 
prospectively.

Results: In the APLASA study, 98 individuals 
were randomized to receive aspirin or placebo 
(mean ± SD followup period 2.30 ± 0.95 
years), of whom 48 received aspirin and 50 
received placebo. In the observational study, 74 
nonrandomized individuals were followed up 
prospectively (mean ± SD followup period 2.46 
± 0.76 years); 61 received aspirin and 13 did 
not. In the APLASA study, the acute thrombosis 
incidence rates were 2.75 per 100 patient-years 
for aspirin-treated subjects and 0 per 100 patient-
years for the placebo-treated subjects (hazard 
ratio 1.04, 95% confidence interval 0.69-1.56) 
(P = 0.83). Similarly, in the observational study, 
the acute thrombosis incidence rates were 2.70 
per 100 patient-years for aspirin-treated subjects 
and 0 per 100 patient-years for those not treated 
with aspirin. All but 1 patient with thrombosis 
in either study had concomitant thrombosis risk 
factors and/or systemic autoimmune disease at 
the time of thrombosis.

Conclusion: Our results suggest that 
asymptomatic, persistently aPL-positive individuals 
do not benefit from low-dose aspirin for primary 
thrombosis prophylaxis, have a low overall annual 
incidence rate of acute thrombosis, and develop 
vascular events when additional thrombosis risk 
factors are present.
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