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Background: IgG4-related ophthalmic disease (IgG4-ROD) may present as
a cause of orbital myositis leading to proptosis and diplopia. This clinical
scenario can be mistakenly diagnosed as Graves’ orbitopathy (GO), pre-
venting a timely and adequately treatment.
Objectives: To elucidate if there are specific radiological features that
might differentiate between IgG4-ROD and GO by imaging.
Methods: We included 19 patients with diagnosis of IgG4-related disease
(IgG4-RD) according to the Comprehensive Diagnostic Criteria for IgG4-
RD, who regularly attended a tertiary referral center in Mexico City. All
the patients had ophthalmic involvement and available computed tomogra-
phy (CT) and/or magnetic resonance imaging (MRI) of the orbits. We
also included 32 patients with GO with available CT and/or MRI of the
orbits. Imaging studies were evaluated by a blinded head and neck radi-
ologist for the following features: exophthalmos, extraocular muscles
(EOM) size and morphology, lacrimal gland enlargement, orbital fat
involvement, stretching of the optic nerve (ON), ON sheath thickening
and orbital bone changes.
Results: Both groups were similar in age (49.1±15.8 vs. 51.6±14.7,
p=0.58) and gender (men 58.9% vs. 40.6%, p=0.23). In addition to oph-
thalmic involvement, 18 (94.7%) IgG4-RD patients had extra-ophthalmic
involvement with a median number of organs involved of 7 (1-12), mainly
submandibular glands (73.7%), lymph nodes (68.4%), parotid glands
(63.2%) and pancreas (47.4%). Three patients were misdiagnosed as GO
before IgG4-RD diagnosis. Graves’ disease was the underlying thyroid
disorder in 28 (87.5%) GO patients, Hashimoto’s thyroiditis in 2 (6.3%),
papillary thyroid carcinoma in one (3.1%) and one patient was euthyroid
with positive thyroid stimulating immunoglobulin. The prevalence of exo-
phaltmos (78.9% vs. 93.8%), bilateral involvement (78.9% vs. 87.8%) and
overall EOM involvement (47.4% vs. 68.8%) was similar between IgG4-
ROD and GO groups. However, IgG4-ROD patients had a higher fre-
quency of lacrimal gland involvement (73.7% vs. 10.7%, p=0.001) and a
tendency for the lateral rectus to be the most frequently involved EOM
(22.2% vs. 0%, p=0.07); conversely they had a lower prevalence for the
inferior rectus to be the most frequently involved EOM, (33.3% vs.
72.7%, p=0.04), orbital fat involvement (47.4% vs. 81.3%, p=0.01), ON
stretching (57.9% vs. 87.5%, p=0.02) and orbital bone changes (0% vs.
25%, p=0.02). EOM bellies were involved in all the IgG4-ROD and GO
cases, whereas EOM tendon involvement was present in 9% of GO and
in none of the IgG4-ROD group. Patients with IgG4-ROD had more fre-
quently the combination of lacrimal gland and lateral rectus (31.6% vs.
3.1%, p=0.008) and less frequently the combination EOM and orbital fat
involvement (21.2% vs. 59.4%, p=0.008).
At the logistic regression analysis we found an association of lacrimal
gland involvement (OR 64.4.0, 95% CI 6.8-609.5, p=0.001) with IgG4-
ROD. In a second model including combined variables, the combination
of lacrimal gland and lateral rectus involvement was associated with
IgG4-ROD (OR 62.5, 95% CI 3.31-1000), P=0.006), whereas the pres-
ence of EOM and orbital fat involvement was protective (OR 0.05, 95%
CI 0.006-0.48, p=0.009).
Conclusion: Imaging features may reliably differentiate between IgG4-ROD
and GO. The presence of both lacrimal gland and lateral rectus enlarge-
ment must alert clinicians to consider IgG4-ROD diagnosis.
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Background: Inhibition of interleukin-1 (IL-1) represents a promising treat-
ment option in adult-onset Still’s disease (AOSD). Canakinumab (CAN) is
approved for treatment of systemic juvenile idiopathic arthritis (sJIA) since
2013 and recently for AOSD in Europe. In sJIA, CAN has a proven
marked impact on systemic and articular disease activity, but for AOSD
RCT data is limited.
Objectives: Investigation of efficacy and safety of CAN in AOSD patients
with joint involvement by means of a multi-centre, double-blinded, random-
ized, placebo controlled trial.
Methods: AOSD patients with joint involvement (tender and swollen joint
count �4 each) were stratified by pre-treatment status with biologics and
randomized in a ratio of 1:1 to CAN (4 mg/kg up to a maximum of 300
mg) or placebo (PBO) s.c. every 4wks. The primary endpoint was
defined as the proportion of patients with a clinical-relevant reduction
(�1.2) in disease activity as measured by change in disease activity
score (DAS28) at week 12. There were two major protocol violations:
two PBO patients received blinded CAN at week 4. Therefore, a per-pro-
tocol (PP) analysis, which excluded data of these two patients, was
performed.
Results: The study was prematurely stopped with 35 out of 68 planned
patients enrolled due to approval of CAN for AOSD by EMA. At enroll-
ment, mean DAS28 represented high disease activity for both: 5.4 in
CAN (n=18) and 5.3 in PBO (n=17). In the intention-to-treat analysis, 12
(67%) CAN and 7 (41%) PBO patients met the primary endpoint. The
25.5% [95%CI: -10.3%; 55.9%] difference in the response rate did not
achieve statistical significance (p=0.18). Using the PP analysis, the treat-
ment difference for primary endpoint was 33.4% [95%CI: -10.3%; 55.9%,
p=0.08]. We observed higher ACR50 (50% CAN vs. 6.7% PBO, p=
0.009), ACR70 (28% CAN vs. 0% PBO, p=0.049) response rates, (PP
analysis). Higher mean improvements in the CAN vs PBO group for
DAS28(ESR and CRP), ESR, CRP, 66 swollen and 68 tender joint
counts at week 12 were observed (PP analysis). There were 47 and 21
non-serious adverse events (AE) reported in CAN and PBO groups,
respectively. Two CAN patients experienced an SAE (hepatotoxicity and
patellofemoral pain syndrome).
Conclusion: Although the study was terminated prematurely and the pri-
mary endpoint did not achieve statistical significance, treatment of patients
with active AOSD with CAN led to improvement of several outcome
measures. In addition, safety profile was similar to that reported in sJIA
and no unexpected safety issues were observed. This data support the
treatment of AOSD patients with CAN.
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