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psoriatic arthritis (PsA). However, these findings are mainly based on materials
from an era of less active treatment of the IJD’s and thus progress in this theory
may have happened. Further, many cases fail to fulfil any classification criteria.
We found no published data on CV risk in unspecified arthritis (UA).
Objectives: To investigate the association between the five most common IJDs
and CHD based on a nationwide large register data in Finland during 2000–14.
Methods: From the register maintained by the Social Insurance Institution (SII),
we collected data on all Finnish patients granted a new special reimbursement
(SR) on medications for the following IJDs during 2000–14: seropositive RA
(ICD10 code M05), seronegative RA (M06), UA (M13), spondyloarthritis (SpA)
(M45–46), and PsA (L40). For these patients, Population Register Centre matched
three controls, standardized for age, sex, and place of residence. The index date
was determined to be the date when the SR for IJD came effective. From the
case and control groups we analysed the frequency of individuals that had SR
also for CHD (ICD10 codes I20–25) at the index date, or to whom it was granted
by SII during the observation period.
Results: Altogether 201 776 individuals (50 444 cases and 151 332 controls)
were identified. The frequencies of the individuals having CHD by the index date
and the incidences of CHD during follow-up are presented in table 1.
Conclusions: Compared to general population, CHD was overrepresented at RA
diagnosis, especially in seropositive men and seronegative women, while other
patients had comparable rates of CHD with the population. After the index day,
the incidence of CHD was increased in all patient groups except for men with
seronegative RA and women with seropositive RA or SpA. Thus, the CV risk
associated to IJDs remains in this millennium, and also pertains to UA.
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Background: Several studies showed a close relationship between Rheumatoid
Arthritis (RA) and accelerated atherosclerosis [1,2]. At the best of our knowledge,
no such study has been carried out in a large Italian series.
Objectives: To investigate the prevalence of presence of subclinical atheroscle-
rosis and history of cardio-cerebrovascular events (CVEs), in 1266 patients
consecutively admitted to Rheumatology Units throughout the whole Italy.
Methods: From 01/01/2015 to 31/12/2015, 1266 consecutive patients admitted
to GIRRCS centres, satisfying ACR/EULAR criteria for RA were investigated for:
i. traditional cardiovascular risk factors: gender, age, smoking habit, cholesterol,
triglycerides, glycemia, systemic arterial hypertension (SAH), metabolic syndrome
(MS), type 2 diabetes (T2D); ii. RA aspects: disease duration as assessed from
the first symptom, disease activity as evaluated by DAS28, radiographic damage
by joint X-ray, and joint surgery; iii. subclinical atherosclerosis, as assessed by
ultrasound technique and/or atherosclerotic peripheral lesions; iv. history of CVEs.
Results: We evaluated 1176 patients out of 1266, that were investigated for both
CVEs and subclinical atherosclerosis. They were mostly females (80.52%), with
a median age of 60 years (range 18–91 years), a median disease duration of
12 years (range 0.8–25 years), seropositive in 69.21%. Nineteen percent were
in remission; 17.51% presented low disease activity; 39.45% moderate disease
activity, 22.61% high disease activity.
Out of 1176 patients, 217 (18%) showed evidence of subclinical atherosclerosis:
a figure lower than that reported worldwide (32.7%) [2]. Eighty-two patients
(6.9%) had a history for CVEs (58 myocardial infarction, 38 heart failure, 10
ischemic transitory attack, 7 Stroke), too this figure is lower than that re-
ported worldwide (8.5%) [3,4]. In multivariate analysis, older age (p=0.0001,
OR:1.069, CI95%:1.05–1.09), MS (p=0.0001, OR:3.417, CI95%:2.16–5.40) and
SAH (p=0.0001, OR:3.714, CI95%:2.23–6.17) and high disease activity (p=0.001,
OR:2.117, CI95%:1.35–3.32) were significantly associated with the presence
of subclinical atherosclerosis. Male gender (p=0.0001, OR:3.465, CI95%:1.94–
6.185), MS (p=0.005, OR:2.542, CI95%:1.29–4.52), T2D (p=0.007, OR:2.324,
CI95%:1.29–4.29) and SAH (p=0.001, OR:4.921, CI95%:2.14–11.45) and higher
disease activity (p=0.003, OR:1.316, CI95%:1.15–1.68) were significantly associ-
ated with a history of CVEs.
Conclusions: This is the first Italian multicenter study on subclinical and clinical

atherosclerosis in patients with RA. We pointed out a low prevalence of both
subclinical atherosclerosis and history of CV events. Nonetheless, a high disease
activity and presence of cardiovascular risk factors were found to play a role,
similarly to other countries.
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Background: A high incidence of herpes zoster (HZ) in patients with rheumatoid
arthritis (RA) has been reported (1). According to our previous report on the
incidence of HZ in Japanese patients with RA enrolled in the IORRA (Institute of
Rheumatology, Rheumatoid Arthritis) cohort from 2005 to 2010, the standardized
incidence rate (SIR) of HZ per 1,000 patient-years was 9.1 (95% confidence
intervals [95% CIs]: 6.2–12.9) (2). In that study, 3.0% of patients used biologics
at baseline. Subsequently, the use of biologics has increased, and many new
potent disease-modifying antirheumatic drugs (DMARDs) have been introduced.
The treatment strategy for RA has progressed in recent years; thus, it is important
to investigate whether there is a change in the HZ incidence rate and the risk
factors for HZ with the expanded use of biologics.
Objectives: To elucidate the incidence of HZ and risk factors for HZ in RA
patients in the IORRA cohort.
Methods: The IORRA cohort is a large, single institute-based, observational
cohort of RA patients established at the Institute of Rheumatology, Tokyo
Women’s Medical University, in 2000. Among patients with RA enrolled in the
IORRA surveys from 2010 to 2015, the incidence of HZ was extracted based on
patients’ self-report and confirmed by the medical records. The SIR with 95%
CIs was calculated and risk factors for HZ were analyzed using a Cox regression
analysis.
Results: For 7,815 patients with RA (female, 84.7%) who were analyzed, the
median [interquartile range (IQR)] age was 61.0 [49.7–68.9] years, and disease
duration was 10 [4–18] years. Baseline drugs (median dose [IQR]) included
prednisolone (PSL, 4 [2–5] mg/day) in 36.8%, methotrexate (MTX, 8 [6–10]
mg/week) in 70.4%, and biologics in 14.7% of patients. Among 7,815 patients
with 25,863 patient-years of observation (male, 3,828; female, 22,035), 340 HZ
events were confirmed in 309 patients (21 patients had multiple events). The SIR
per 1,000 patient-years was 8.5 (95% CI: 6.9–10.5) in total, 6.0 (95% CI: 3.7–9.2)
in males, and 11.0 (95% CI: 8.7–13.7) in females. The following hazard ratios
(HR) were found: unit increase of age, 1.14 (95% CI: 1.03–1.26, p<0.05); J-HAQ
score 0.5–1.5 (reference J-HAQ score =0), 1.51 (95% CI: 1.09–2.10, p<0.05);
MTX use, 1.58 (95% CI: 1.06–2.36, p<0.05); and biologics use, 1.88 (95% CI:
1.44–2.47, p<0.01). PSL use was not a risk factor (PSL dose <5 mg/day: HR
1.17 [95% CI: 0.91–1.51, p=0.22]; PSL dose � 5 mg/day: HR 1.17 [95% CI:
0.72–1.91, p=0.52]; the reference PSL dose =0 mg/day).
Conclusions: The drugs that were a risk factor for HZ were PSL and MTX in
our previous study when the use of biologics was not prevalent. In this study, the
drugs that were a risk factor for HZ were MTX and biologics, but not PSL in the
era when the use of biologics became frequent.
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Background: Patients with rheumatoid arthritis (RA) have a higher risk of
comorbidities such as infections1, cardiovascular diseases2, and fractures3 than
general population. To understand the risk of these comorbidities in RA more
precisely, it is needed to compare the risk between RA and other chronic
diseases. A Dutch study4 showed that patients with RA had comparable risk of
cardiovascular diseases to diabetes mellitus (DM). Because of possible racial or
ethnic difference of risks of comorbidities, it is warranted to compare the risk
between RA and DM in Asian countries.
Objectives: To compare risk of hospitalized infections (HIs), cardiovascular
diseases and stroke (CVDs), and fractures between RA and DM cases using
Japanese health insurance database.
Methods: This retrospective longitudinal population-based study was conducted
using claims data provided by the Japan Medical Data Center Co., Ltd. We
defined individuals as RA cases if they met all of the following: 1) had at least
6 months of continuous enrollment in the health insurance database; 2) had at
least one RA diagnostic code and at least one prescription of disease-modifying
antirheumatic drugs between January 2005 and December 2013; and 3) were
≥50 years old (RA group, n=3,607). Among individuals who met above criteria
1) and had at least DM diagnostic code and at least one prescription of drugs
for DM, but did not meet 2), we selected age- (±5 years), gender-, calendar
year of the observation start, and observation length-matched DM cases at 1:3
ratio (RA: DM) (DM group, n=10,821). Each comorbidity was defined as follows:
HIs, at least one ICD10 code and one prescription of drugs for infections with
hospitalization; CVDs, at least one ICD10 code and one prescription of drugs or
medical procedures for CVDs with hospitalization; fractures, at least one ICD10
code for fractures. We calculated incidence rates (IR) with 95% confidence interval
(CI) of each comorbidity in the two groups up to 10 years and adjusted odds ratio
(OR) of RA compared with DM for each comorbidity using generalized estimating
equation.
Results: The median age was 58, and 75.1% were female in the both groups. The
IR [95% CI] of HIs, CVDs, and fractures was 2.8 [2.5–3.2]/100 patient years (PY),
9.2 [7.4–11.4]/1,000 PY, 16.7 [14.2–19.6]/1,000 PY in the RA group, 2.8 [2.6–
3.0]/100PY, 26.3 [24.4–28.3]/1,000PY, 10.3 [9.1–11.6]/1,000PY in the DM group
respectively. The OR [95% CI] of RA (vs. DM) for HIs, CVDs, fractures was 0.9
[0.8–1.1], 0.4 [0.3–0.6], 1.3 [1.0–1.7] after adjusting for baseline characteristics.
Conclusions: This study revealed that patients with RA had significantly lower
risk of CVDs than and similar risk of HIs and fractures to those with DM using
health insurance database for the first time in Asia.
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Background: While rheumatoid arthritis (RA) has been associated with the
increased risk of developing type 2 diabetes mellitus (T2DM), few basic science
studies have indicated the possible beneficial role of some biologic disease-
modifying antirheumatic drugs (bDMARDs), including the interleukin-6 (IL-6)
based DMARDs, on insulin resistance in patients with RA.
Objectives: To evaluate the impact of treatment with bDMARDs, including the
IL-6 inhibitors, on the probability of developing T2DM in a real world setting.
Methods: From the Centricity Electronic Medical Records of GE Healthcare, a
longitudinal cohort of 192,509 US adults (age≥18 years) with diagnosis of RA
from January 2000 to April 2016 was selected. Patients were excluded if they
had a prior history of diabetes, cancer and micro- or macro-vascular diseases
at diagnosis of RA. Four mutually exclusive antirheumatic treatment groups
(TGs) were identified by diagnosis date (Dx) and treatment initiation date (ID):
tocilizumab (TCZ, n=843), TCZ+Other bDMARDs (TCZ+obDMARD, n=2489),
non-TCZ other bDMARDs (obDMARD, n=45,262) and no bDMARD (n=143,915).
Within the treatment groups, 142,225 patients had a minimum 6 months of
exposure before development of T2DM or end of follow-up. Treatment-effects
regression models were used to estimate the probabilities (95% CI) of developing
T2DM during follow-up in the 4 TGs after adjusting and balancing with inverse-
probability-weighted regression for various factors including age, sex, smoking
status, body mass index, use of non-biologic DMARDs, use of statins, anaemia
status and follow-up time post ID.
Results: At diagnosis, the 142,225 patients were on average 55 years old,
22% male, 71% white Caucasian, 13% with anaemia, and 32% obese with
mean BMI of 29 kg/m2. About 28%/42% were using statins/MTX at diag-
nosis or during follow-up before development of T2DM. During mean 4.6
years of follow-up from Dx, 2.6%/2.6%/5.3%/5.8% developed T2DM in the
TCZ/TCZ+obDMARD/obDMARD/no bDMARD TGs. The adjusted probability of
developing T2DM was 0.05 (95% CI: 0.04, 0.05) in no bDMARD group; with
significantly lower probability of developing T2DM in TCZ [0.02 (95% CI: 0.01,
0.04)], TCZ+obDMARD [0.03 (95% CI: 0.02, 0.04)] and obDMARD [0.01 (95%
CI: 0.01, 0.02)] groups (Table). Hypertension, higher BMI and Statin use were
associated with significantly higher probability of developing T2DM by 0.25
(95% CI: 0.16, 0.35), 0.08 (95% CI: 0.07, 0.08) and 0.36 (95% CI: 0.27, 0.47)
respectively. Patients with anaemia had 8% higher likelihood of developing T2DM
(p=0.13). Among those who received any bDMARD, those who ever received
TCZ had significantly lower probability of developing T2DM (0.024, 95% CI: 0.02,
0.03), compared to those who were never exposed to TCZ therapy.

Conclusions: This study indicates the possible beneficial role of IL-6 inhibitors
(TCZ) in reducing the likelihood of developing T2DM among adults without major
co-morbidities at diagnosis of RA.
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