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EULAR response criteria for DAS28-CRP at Week 24 (Table 1) vs. 5/10 at Week 
12 (one Week 12 responder was lost to follow-up). Similarly, 6/9 patients in the 
original, active VNS treatment groups met or exceeded the MCID in CDAI at 
Week 24 vs. 5/10 at Week 12. In the long-term extension, 1/4 sham crossover 
patients had both EULAR and CDAI response after 12 weeks of VNS (1/2 QD, 
0/2 QID). Co-therapy with a b/tsDMARD was initiated in 2 subjects (Table 1). 
One crossover subject was treated with oral methylprednisolone at week 19 due 
to worsening RA disease activity. VECTRA composite scores and component 
analysis revealed an 18-point decrease in median multi-analyte disease activity 
index in the QD group over 24 weeks of VNS with a decrease in serum levels 
of several analytes in key component categories (IL-6, serum amyloid A, and 
VCAM-1). Erosion progression by hand MRI was stabilized or decreased in all 
but 1 of the stimulated patients at Week 24.

Table 1. Change in DAS28-CRP at Week 24

Subject Treatment DAS28-CRP (MCID -1.2)
*added b/tsDMARD co-therapy

005-01 QD -2.4
005-03 QD -2.21
006-01 QD -0.07
002-01 QD -4.95 *
005-06 QD -0.72 *
006-03 QID -0.69
008-01 QID 0.49
008-03 QID -3.14
008-04 QID 1.43
005-05 Sham to QD 0.39
006-04 Sham to QD -0.78
006-02 Sham to QID -0.22
008-02 Sham to QID -0.09

Conclusion: Improvements in clinical disease activity and pro-inflammatory 
cytokine suppression were maintained through 24 weeks of VNS treatment. 
Safety outcomes continue to support the risk/benefit profile of VNS as a treat-
ment option for patients with multiple-drug refractory RA.
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Background: ORAL Surveillance was a post-authorisation safety study of tofac-
itinib vs TNF inhibitors (TNFi) in rheumatoid arthritis (RA) patients (pts) aged 
≥50 yrs with ≥1 additional cardiovascular (CV) risk factor and an inadequate 
response to methotrexate (MTX). CV disease has overlapping risk factors with 
malignancies and venous thromboembolism (VTE), including older age, smok-
ing, hypertension and diabetes.1,2

Objectives: To evaluate the impact of pts’ baseline (BL) CV risk on the incidence 
and risk of major adverse CV events (MACE), malignancies and VTE in ORAL 
Surveillance.
Methods: Pts on stable MTX were randomised 1:1:1 to receive tofacitinib 5 or 
10 mg twice daily (BID) or a TNFi (adalimumab 40 mg every 2 weeks or etaner-
cept 50 mg once weekly). Incidence rates (IRs; pts with first events/100 pt-yrs) 
and hazard ratios (HRs; tofacitinib vs TNFi) were evaluated for adjudicated MACE 
(defined as CV death [excluding CV death due to pulmonary embolism (PE)], 
non-fatal MI and non-fatal stroke), malignancies (excluding NMSC) and VTE 
(including fatal/non-fatal deep vein thrombosis and PE). Across safety outcomes, 
IRs/HRs were stratified by BL CV risk score: pts were first categorised by history 
of coronary artery disease (HxCAD); pts without a HxCAD were further stratified 
by BL CV risk score categories (high [≥20%], intermediate [≥7.5–<20%], bor-
derline [≥5–<7.5%] and low [<5%] risk), with a 1.5 multiplier applied per EULAR 
recommendations.3

Results: 4362 pts were included: tofacitinib 5 mg BID, n=1455; tofacitinib 
10 mg BID, n=1456; TNFi, n=1451. In these treatment groups, during a median 
follow-up of 4.0 yrs, MACE was reported in 47 (3.2%), 51 (3.5%) and 37 
(2.6%) pts, malignancies in 62 (4.3%), 60 (4.1%) and 42 (2.9%) pts, and 
VTE in 17 (1.2%), 34 (2.3%) and 10 (0.7%) pts, respectively. Approximately 
two-thirds of pts had intermediate to high CV risk, or HxCAD, and risk was 
well-balanced across treatment groups (Table 1). Across treatments, MACE 
and malignancies IRs were highest in pts with a HxCAD or a high BL CV 
risk score (Figure 1). IRs/HRs for MACE, malignancies and VTE were gener-
ally higher with tofacitinib vs TNFi. Differences between tofacitinib vs TNFi in 
MACE and malignancy IRs/HRs were typically more pronounced in pts with 
a HxCAD or at least intermediate BL CV risk score, and less so in pts with 
lower BL CV risk score (Figure 1). In tofacitinib 10 mg BID-treated pts, VTE 
IRs/HRs (vs TNFi) were clearly highest in pts with a HxCAD or high BL CV 
risk score; no association between VTE and BL CV risk scores was observed 
with tofacitinib 5 mg BID or TNFi (Figure 1).

Table 1. Percentages of pts with a HxCAD and pts without a HxCAD 
categorised by BL CV risk scores, per ASCVD-PCE risk calculator4 with a 
1.5 multiplier applied3

 Tofacitinib 5 mg 
BID (N=1455)

Tofacitinib 10 mg 
BID (N=1456)

TNFi 
(N=1451)

HxCAD, n (%) 161 (11.1) 172 (11.8) 164 (11.3)
No HxCAD: BL CV risk score, per 

ASCVD-PCE risk calculator, n (%)
   

High (≥20%) 274 (18.8) 303 (20.8) 296 (20.4)
Intermediate (≥7.5–<20%) 490 (33.7) 516 (35.4) 505 (34.8)
Borderline (≥5–<7.5%) 200 (13.7) 174 (12.0) 155 (10.7)
Low (<5%) 313 (21.5) 272 (18.7) 315 (21.7)
Missing data 17 (1.2) 19 (1.3) 16 (1.1)

HxCAD is defined as any history of MI, coronary heart disease, stable angina pectoris or 
coronary artery procedures n, number of pts with specified characteristics; N, number of eval-
uable pts
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Conclusion: In this post hoc analysis of data from ORAL Surveillance, IRs for 
MACE and malignancies (excluding NMSC) were highest across treatments, and 
increased with both tofacitinib doses vs TNFi, in pts with a HxCAD or high BL CV 
risk score; a similar finding was observed for VTE IRs in pts treated with tofac-
itinib 10 mg BID. These findings support recommendations to regularly assess 
and address CV risk in RA pts.
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Background: During the pandemic, hydroxychloroquine (HCQ) became a 
household name, yet despite more than 70 years as a csDMARD treatment, 
relatively little is known about its overall side effect (SE) profile.
Objectives: To understand the types, severity, and rates of patient-reported side 
effects of HCQ in adults with RA, SLE, and other RMDs alone and in comparison 
with methotrexate (MTX).
Methods: Adult participants in the Forward Databank observational registry 
reported all medication use and medication side effects through biannual 
questionnaires from 1999 through 2021. Incident use of HCQ and MTX were 
measured at enrollment and longitudinally with additional reporting of severity 
of side effects, certainty of medication as cause of side effect, and affected 
body systems. We analyzed incident rates of side effects overall and by HCQ 
or MTX categorical use, respectively: monotherapy, with concomitant use 
of another csDMARD, or with concomitant use of a bDMARD or tsDMARD. 
Finally, the likelihood of having any side effects was analyzed in Cox regres-
sion models by comparing HCQ initiators to MTX initiation, and within each, 
combination MTX or HCQ with csDMARD or bDMARD to monotherapy; these 
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