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Systemic Sclerosis

• Systemic sclerosis (SSc) is an autoimmune disease 
involving a triad of autoantibody production, 
fibroblast dysfunction, and endothelial cell 
dysfunction

• Classification into limited and diffuse systemic 
sclerosis forms with limited disease more often 
associated with pulmonary artery hypertension and 
diffuse form more associated with interstitial lung 
disease

• The disease process can involve protean 
manifestations with hallmarks including Raynaud’s, 
positive ANA serology, calcinosis, skin tightening 
(scleroderma), sclerodactyly, esophageal 
dysfunction, difficulty swallowing, tendon friction 
rubs, lung disease, cardiac disease, small intestinal 
bacterial overgrowth, telangiectasias, and more!



2013 Classification Criteria for Research Studies

Ann Rheum Dis. 2013 Nov;72(11):1747-55. doi: 10.1136/annrheumdis-2013-204424.



• Anti-ribonucleic acid (RNA) polymerase III 
antibodies are found in many patients with 
systemic sclerosis, but it was previously unclear 
what specific clinical features these antibodies 
were associated with

• A meta-analysis of 93 studies with 23,038 patients 
found that RNA polymerase III antibodies were 
found in 9% of patients

• These patients were more likely to have diffuse 
cutaneous disease, scleroderma renal crisis, 
gastric antral vascular ectasia (GAVE), cardiac 
involvement, interstitial lung disease, and cancer

Key point: patients who are positive for RNA 
polymerase III warrant more aggressive monitoring for 
severe organ-system complications



• While esophageal dysmotility is common in systemic sclerosis, 
whether manometric patterns identify distinct clinical phenotypes is 
unclear

• 201 patients with SSc were followed for 400+ person-years

• High-resolution manometry showed absent contractility in 43%, 
ineffective motility in 28%, and normal motility in remaining patients

• Patients with absent contractility on manometry were at higher risk of 
diffuse SSc, more severe digital ulcers, gastric vascular ectasia, higher 
risk of lung transplant, and higher risk of death even with adjusting for 
ILD presence

• Patients with ineffective motility were more likely to have limited SSc

• Key Point: Manometry might help clinicians identify higher risk SSc 
patients
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• Cardiac disease is a leading cause of death in SSc with most 
patients having clinical or subclinical disease

• Clinical predictors of left ventricular systolic dysfunction were 
identified in a registry of >2300 patients with >13,000 
echocardiograms

• LV systolic dysfunction <50% was predicted by male sex, black 
race, presence of pulmonary hypertension, kidney disease, higher 
skin score, atrial fibrillation, and diffuse skin disease

• Severe LV systolic dysfunction < 35% was predicted by male sex, 
black race, presence of pulmonary hypertension, kidney disease, 
higher skin score plus anti-Ku antibodies and skeletal myopathy

Key Point: We are getting better at identifying risk factors for heart 
failure and cardiac disease in systemic sclerosis



Spondyloarthropathy

• Spectrum of diseases including 
psoriatic arthritis, ankylosing 
spondylitis, IBD with IBD-associated 
spondyloarthropathies, hidradenitis 
suppurativa, anterior uveitis, 
enthesitis with or without positive 
HLA-B27

• Patients tend to have formation of 
new bone along with destruction of 
bone over time noted on imaging





• April 2026 – Deucravicitinib (an oral tyrosine kinase 2 
inhibitor) is the newest DMARD approved for adults with 
psoriatic arthritis per the US FDA

• The drug already had approval for plaque psoriasis with four-
year safety data published in 2025

• Two trials of >1000 patients with peripheral psoriatic 
arthritis showed that, at week 16, patients treated with 6 mg 
deucravicitinib daily had statistically significant improvement 
in disease activity compared to placebo (54% vs 34%), as well 
as improvements in patient-reported outcomes for physical 
function, pain, and general health

• More research needed on efficacy for axial psoriatic arthritis







• In a 52-week trial of 271 patients with active PsA 
who were obese or overweight with >1 weight-
related comorbidity, treatment with ixekizumab 
(IL-17 inhibitor) plus tirzepatide (a glucose-
dependent insulinotropic polypeptide and 
glucagon-like peptide-1 dual agonist) led to higher 
remission rate than ixekizumab alone (34% vs 20%)

• Combination therapy also improved weight 
reduction, skin psoriasis, and patient-reported 
outcomes of fatigue and physical function

Key Point: Weight loss plus immunosuppressive 
DMARD therapy might improve clinical outcomes in 
PsA



• MRI is often used to detect evidence of active sacroiliitis in 
patients with axial spondyloarthropathy, but it is unclear what 
role NSAIDs have in masking inflammatory findings

• In a multicenter study of adults with axial spondyloarthropathy, 
146 out of 286 patients had MRI evidence of active sacroiliitis 
after a 1-2 week NSAID washout

• In the 124 patients with active sacroiliitis who repeated an MRI 
once back on daily NSAIDs, 20% no longer had evidence of active 
sacroiliitis on MRI

Key Point: NSAID use can suppress MRI-detectable sacroiliac 
inflammation in some patients; do a brief NSAID washout before 
MRI imaging



• Despite access to insurance and modern DMARD therapies, many patients 
with PsA fail to achieve sustained remission

• In Sweden – a nation with a single-pay nationalized healthcare system – over 
4669 patients with PsA who began biologic or targeted synthetic DMARD 
therapies were followed. Only 54% achieved sustained remission at some 
point

Key finding: Male sex and having fewer swollen joints were positive predictors 
of remission



• Children can develop juvenile idiopathic arthritis

• In September 2025, the US FDA approved 
guselkumab (a human monoclonal antibody 
targeting IL-23) for children with psJIA > 6 years of 
age

• The DMARD was approved based upon extrapolation 
from efficacy data in adult psoriatic arthritis as well 
as pharmacokinetic data in pediatric plaque psoriasis

• Guselkumab can be used as an alternative to TNF 
inhibitors in children with persistent peripheral 
arthritis despite treatment with methotrexate or 
sulfasalazine

• It can also be used as a third-line therapy for 
refractory axial arthritis





Polymyalgia Rheumatica and 
Giant Cell Arteritis

• PMR is an inflammatory rheumatological disease second only to 
rheumatoid arthritis in incidence in the United States.

• The disease affects the neck, bilateral shoulders, and hip girdles/thighs.

• PMR almost never occurs in adults under age 50 and is most common 
between ages 70-80.

• Women are 2-3 times more likely than men to be diagnosed with PMR

• There is a genetic association in some families.

• Northern Europeans/Scandinavians tend to be most often affected 
(incidence of >100/100,000 in Norway versus <20/100,000 in Italy.

• PMR is 2-3 times more common than giant cell arteritis (aka, temporal 
arteritis)

• Giant cell arteritis is a large vessel vasculitis involving branches of the 
aorta or the aorta itself. Most patients with PMR will never develop giant 
cell arteritis, but 50% of patients with giant cell arteritis will have 
polymyalgia rheumatica

• Recurrence of PMR symptoms in a patient with known history of giant cell 
arteritis might be a sign of giant cell arteritis flare. PMR is not technically a 
“myositis.” Rather, is involves inflammatory in the proximal joints, bursae 
and tendons. Ultrasound, MRI, and PET imaging showed subacromial 
bursitis, subdeltoid bursitis, trochanteric bursitis, iliopsoas bursitis, and 
synovitis of the hips. 
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Role of Tocilizumab (IL-6 blockade)

• Based on 52-week trial in a double-blind 
placebo-controlled study with 251 patients with 
biopsy-proven giant cell arteritis, tocilizumab 162 
mg subcutaneous injection weekly was approved 
by the FDA for the treatment of giant cell arteritis.

• Smaller studies have shown efficacy of IV 
tocilizumab monthly therapy as well for giant cell 
arteritis, and infusion treatment might be a 
consideration in patients unable to obtain 
insurance coverage for subcutaneous tocilizumab 
or who cannot tolerate subcutaneous formulation.

• While tocilizumab has been shown to reduce 
overall prednisone intake, patients should still 
begin prednisone 1 mg/kg and proceed for 
temporal artery biopsy if there is clinical suspicion 
for giant cell arteritis.
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• Anti-IL therapy with 
sarilumab has been FDA-
approved for giant cell 
arteritis

• In 2025, upadacitinib (JAK-
1 inhibitor) was FDA 
approved after a phase 3 
trial found that a dose of 
15 mg daily (but not 7.5 mg 
daily) was likely to lead to 
sustained remission when 
given with a 26-week 
glucocorticoid taper



• Three European nation consortium of 
rheumatological societies updated 
recommendations for management of PMR

• Key Points: use prednisone 15-25 mg daily as 
initial therapy for PMR, followed by 12-month 
taper

• For patients at risk of relapsing PMR or high risk of 
glucocorticoid-related side effects, begin 
concurrent IL-6 inhibitor therapy with goal of 
tapering prednisone in four months if possible

• Recommendations in line with American College 
of Rheumatology



• In a trial of 58 patients with newly-diagnosed PMR, 
substantially more patients achieved steroid-free remission 
at 52 weeks when treated with methotrexate 25 mg 
weekly dose plus a 24-week steroid taper compared to 
steroids alone (80% vs 46%)

• The cumulative dose of glucocorticoids used by both 
groups was similar

• Low dose methotrexate (7.5-10 mg weekly) produced 
equivocal results

• Key Point: This is a small study, but early initiation of high 
dose methotrexate might lead to glucocorticoid-free 
remission in PMR patients



Takayasu arteritis

• Rare chronic large vessel vasculitis 
commonly affecting women of 
East Asian ancestry but seen in all 
sexes and ethnicities

• Often referred to as “pulseless 
disease,” systemic inflammation 
can lead to constitutional 
symptoms, chest pain, fainting, 
dizziness, weight loss, fatigue, 
claudication and aneurysm 
formation

• No FDA-approved DMARD 
therapies to date



• In a retrospective review of 135 patients treated with TNF 

inhibitors, subcutaneous adalimumab and IV infliximab 

achieved similar complete response rates at 6 months (68% 

vs 73%) with similar rates of relapse at 12 months, treatment 

failure, and revascularization

• While cyclophosphamide has historically been used for 

aggressive or fulminant Takayasu arteritis, a randomized trial 

of 111 patients compared mycophenolate mofetil (MMF) plus 

methotrexate (MTX)compared to cyclophosphamide 

induction followed by azathioprine. Complete and partial 

response rates were greater with MMF + MTX at both 28 and 

52 weeks. Serious adverse events were rare in both groups.

• In 10 young women with Takayasu arteritis who had failed 

TNF inhibitor therapy, 80% of patients had clinical response 

to baricitinib (a JAK inhibitor) at 24 weeks (including 6 

complete response and 2 partial response)

Key point – we have more evidence 

behind DMARD therapies for Takayasu 

arteritis than ever before
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Rheumatoid Arthritis Updates
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2010 ACR/EULAR Classification criteria for RA1. ACR: American College of Rheumatology; EULAR: European League Against Rheumatism; RF: rheumatoid factor; ACPA: anticitrullinated protein antibodies; CRP: C-

reactive protein; ESR: erythrocyte sedimentation rate; RA: rheumatoid arthritis. From Aletaha, et al. Ann Rheum Dis 2010;69:1580–8; with permission.
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Updates to ORAL surveillance trial (2022)

○ Patients with rheumatoid arthritis are at increased risk of 

cardiovascular disease but often do not receive ample CVD 

prevention measures such as treatment with statins

○ ORAL Surveillance indicated that patients with RA aged ≥50 

years and ≥1 additional cardiovascular (CV) risk factor have an 

increased occurrence of major adverse CV events (MACE) with 

tofacitinib compared with tumour necrosis factor inhibitors 

(TNFi).

○ In all treatment arms, participants with a history of 

atherosclerotic CVD (ASCVD) had higher rates of MACE 

compared with those with no history of ASCVD. The 

difference in risk of MACE with tofacitinib vs TNFi was 

mainly apparent in participants who had a history of 

ASCVD.
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Use of statins and its association with major adverse cardiovascular events with tofacitinib vs 

TNF inhibitors in patients with rheumatoid arthritis with and without atherosclerotic 

cardiovascular disease 
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2026 Updates to ORAL surveillance trial

○ A new analysis of the ORAL surveillance trial suggests the

increased risk of major adverse cardiac events (MACE) among 

patients ≥50 years old and with ≥1 cardiac risk factor in the tofacitinib 

group reported in the original study is impacted by statin therapy

○ Among patients with prior atherosclerotic cardiovascular disease who 

never used statins, the risk of MACE was higher with tofacitinib than 

with TNF inhibitors (hazard ratio [HR] 4.1); however, the risk was 

nonsignificant among those using statins at baseline or during 

follow-up (HR 1.2, 95% CI -.5-3.0).

○ These findings suggest that using statins may mitigate the risk of 

MACE associated with the use of tofacitinib. However, the higher risk 

of cancer and serious infection in selected patients receiving 

tofacitinib remains an important consideration.
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Carpal Tunnel Syndrome as an Early Underrecognized

Feature of Rheumatoid Arthritis
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1,335 patients with RA diagnosed between 1980 to 2019 

matched 1:1 with individuals without RA.

Found more than two-fold increase in risk of CTS in the years 

preceding RA and a 1.8-fold increased risk of incident CTS 

following RA onset. 

Most previous incidences of CTS occurred ≥2 years before the 

index date.

Following RA dx 80%-higher risk of CTS (hazard ratio [HR] 

1.78; 95% CI 1.38–2.30). The risk estimates of CTS in patients 

with seronegative (vs seropositive) RA were OR 1.33 (95% CI 

0.96–1.84)

George RJ. Carpal Tunnel Syndrome as an Early Underrecognized Feature of Rheumatoid Arthritis: A 
Population-Based Study of Carpal Tunnel Syndrome Occurrence Before and After Rheumatoid Arthritis 
Incidence. Arthritis Care Res (Hoboken). 2025 Nov;77(11):1332-1339. doi: 10.1002/acr.25566. Epub 2025 
Jun 16. PMID: 40322852; PMCID: PMC12353601.
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SLE Updates
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Aringer M, Costenbader K, Daikh D, et al. Ann Rheum Dis 

2019;78:1151–1159. 

Fanouriakis A, Kostopoulou M, Andersen J, et alEULAR recommendations for the 

management of systemic lupus erythematosus: 2023 updateAnnals of the Rheumatic 

Diseases 2024;83:15-29.



© 2014 Virginia Mason Medical Center 32

Anti-CD20 monoclonal antibody

The FDA approved obinutuzumab (brand name Gazyva) on October 

20, 2025, for the treatment of adult patients with active lupus 

nephritis

303 patients with active SLE without proliferative or membranous LN 

were randomly assigned to receive placebo or obinutuzumab (two 

dose of 1000 mg given two weeks apart, and repeated after 24 

weeks).

Compared with the placebo group, the obinutuzumab group had 

greater improvements in multiple measures after 52 weeks, including 

ones in global disease activity (as measured by BICLA response, 40 

versus 62 percent, respectively), glucocorticoid-sparing effects, and 

time to SLE flare.

No new safety signals related to obinutuzumab were observed.

This study suggests that obinutuzumab is effective for treating 

non-renal manifestations of SLE.

SLE Updates
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SLE Updates
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Approval Date Medication (Brand Name) Generic Name Approved Indications Method of Administration

1948 Aspirin Aspirin Systemic Lupus Erythematosus (Arthritic symptoms) Oral tablet

1955 Plaquenil Hydroxychloroquine Systemic Lupus Erythematosus Oral tablet

1955 Corticosteroids Prednisone / Methylprednisolone Systemic Lupus Erythematosus & Lupus Nephritis Oral, IV, or IM

March 2011 Benlysta Belimumab Systemic Lupus Erythematosus IV Infusion

December 2020 Benlysta Belimumab Lupus Nephritis IV Infusion or Subcutaneous injection

January 2021 Lupkynis Voclosporin Active Lupus Nephritis Oral capsule

August 2021 Saphnelo Anifrolumab-fnia Moderate to Severe Systemic Lupus Erythematosus IV Infusion

Late 2025 / Early 2026 Saphnelo Anifrolumab-fnia Moderate to Severe Systemic Lupus Erythematosus Subcutaneous injection

https://www.benlysta.com/
https://www.lupus.org/news/fda-approves-saphnelo-selfadministration-for-treatment-of-systemic-lupus-erythematosus
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Sjogrens Updates
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1. The term Sjögren’s Disease should replace Sjögren’s 

Syndrome.

2. Sjögren’s without disease is an acceptable way to refer to the 

disease, especially once it’s been cited as Sjögren’s Disease.

3. The acronym SjD should be used as an abbreviation for 

Sjögren’s Disease.

4. The descriptor associated should be used in lieu of 

secondary for Sjögren’s Disease occurring in association with 

a second systemic autoimmune disease for which 

classification criteria are fulfilled.

5. Sjögren Disease is the preferred terminology in clinical 

practice, without differentiation as to primary and associated 

forms. An appreciation of the common association of 

Sjögren’s with other systemic autoimmune diseases may 

have value in clinical evaluation of affected patients and in 

clinical decision-making.

6. The differentiation between primary and associated Sjögren’s 

is recommended for scientific studies to define a 

homogeneous population.

7. The choice of using the possessive or non-possessive form 

of Sjögren’s and spelling variants (o, oe, ö), should be left to 

the individual or journal preference.
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First, a patient must either be suspected of having Sjögren’s based on the 

EULAR Sjögren’s Syndrome Disease Activity Index (ESSDAI) with at least 1 

domain being positive OR respond positively to at least one of the following 

questions about symptoms:

1. Have you had daily, persistent, troublesome dry eyes for more 

than 3 months?

2. Do you have a recurrent sensation of sand or gravel in the eyes?

3. Do you use tear substitutes more than 3 times a day?

4. Have you had a daily feeling of dry mouth for more than 3 

months?

5. Do you frequently drink liquids to aid in swallowing dry food?

Second, a patient is excluded for any of the following:

1. History of head and neck radiation treatment

2. Active hepatitis C infection (with confirmation by polymerase 

chain reaction), HIV

3. Sarcoidosis

4. Amyloidosis

5. Graft-versus-host disease

6. IgG4-related disease

Finally, a diagnosis of Sjögren’s is based on the weighted sum of 5 items. A 

patient must have a total score of ≥4 to meet Classification Criteria for a 

Sjögren’s diagnosis for a clinical trial.

Sjogrens Updates



ABSTRACT NUMBER: 0513
Real-world Clinical and Diagnostic Features of Patients with Isolated 
Anti-SSB Antibodies Compared to Those with Combination Anti-SSA 
and Anti-SSB Antibodies
Massiel Jimenez Artiles1

Results: A total of 315 patients were included: 109 
with isolated anti-SSB and 206 with both anti-SSA/SSB 
positivity. The groups were similar in age and sex 
distribution (83% vs. 85% female). Compared to the 
dual-positive anti-SSA/anti-SSB, patients with isolated 
anti-SSB antibody were significantly less likely to 
exhibit anemia, leukopenia, proteinuria, or positive 
ANA. Other autoantibodies (anti-Smith, anti-RNP, RF, 
anti-CCP) were also less frequent in the isolated anti-
SSB group. Additionally, this group had lower rates 
of xerophthalmia and diagnoses of Sjögren’s 
disease, systemic lupus erythematosus, and 
rheumatoid arthritis, and were more often left 
without a rheumatologic diagnosis.

Conclusion: Isolated anti-SSB positivity is associated 
with a significantly lower likelihood of Sjögren’s 
disease, SLE, and RA.



Bryant England, MD, PhD

University of Nebraska Medical Center

Year in Review: Clinical Science

Sunday, October 26, 2025

https://acr25.eventscribe.net/ajaxcalls/presenterInfo.asp?PresenterId=2087730


ABSTRACT NUMBER: LB24
Ianalumab demonstrates significant reduction in disease activity in patients with Sjögren’s 
disease: Efficacy and safety results from two global Phase 3, randomized, placebo-controlled 
double-blind studies (NEPTUNUS-1 and NEPTUNUS-2). 

Thomas Grader-Beck
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