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• RHEUMATOID ARTHRITS

• SYSTEMIC LUPUS ERYTHEMATOSIS

• SYSTEMIC SCLEROSIS 

• MYOSITIS 

• VEXAS



RHEUMATOID ARTHRITS

*Not indicated for treatment of rheumatoid arthritis.
DMARD, disease modifying antirheumatic drug; IL, interleukin; JAK, Janus kinase; TNF, tumour necrosis factor.

1. Smolen JS, Steiner G. Nat Rev Drug Discov 2003;2:473–488; 2. Scott DL, et al. The Lancet 2010; 25;376:1094–1108. 
3. Weinblatt ME. Trans Am Clin Climatol Assoc. 2013;124: 6–25. 
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Antimalarials

Glucocorticoids

Sulfasalazine
• Second most 

common DMARD 
in Europe in 
1990s

Methotrexate
• Became 

standard of care 
therapyD-penicillamine
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mycophenolic 

acid*

Cyclosporine A Leflunomide

Biologics
TNF inhibitors

• Human monoclonal 
antibodies

• Chimeric monoclonal 
antibody

• Human fusion protein

Biologics
non-TNF inhibitors

• T cell co-stimulation 
• IL-6 inhibitor
• IL-1 inhibitor
• Protein CD20 inhibitor

New agents
• Small molecule 

drugs:
- JAK inhibitors

Therapies for RA have come a long way in the past century



**p<0.01, ***p<0.001 UPA + MTX versus PBO + MTX; ##p<0.01, ###p<0.001, UPA + MTX versus ADA + MTX. Primary 
endpoint compared UPA + MTX with placebo + MTX only. §DAS28 (CRP)<2.6 for upadacitinib + MTX vs adalimumab + 
MTX at week 12 was a prespecified nonranked, nonmultiplicity controlled endpoint; nominal P-value is provided. Treatment 
groups are by initial randomization. 

Full analysis set. 

1. Fleischmann R, et al. Arthritis Rheumatol. 2019;71:1788-1800; 
2. Fleischmann R et al. EULAR Congress, Madrid, 12-15 June 2019. Abstract FRI0147]
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Significantly higher proportion of 

patients in DAS28-CRP remission§ at 

Week 48 vs adalimumab + MTX2



In comparison to 
biological disease-
modifying antirheumatic
drugs, JAK inhibitors 
show statistical 
superiority in 13 of the 
19 efficacy outcomes.



n engl j med 386;4 nejm.org January 27, 2022



• MACE and cancers (coprimary end points) occurred more often with 
tofacitinib than with a TNF inhibitor in this trial that included patients 
with rheumatoid arthritis who were 50 years of age or older and had 
at least one additional cardiovascular risk factor.

• Adjudicated opportunistic infections (including herpes zoster), all 
herpes zoster (nonserious and serious), occurred more often with 
both tofacitinib doses than with a TNF inhibitor. 

• The incidences of death from any cause and of pulmonary embolism 
were higher with tofacitinib at a dose of 10 mg twice daily than with a 
TNF inhibitor, which led to the switch in the tofacitinib dose from 10 
twice daily to 5 mg twice daily during the trial.



Upadacitinib

Burmester GR et al. 
ACR 2021. Poster 1691.

E/100 PY (95% CI)*

Exposure

Total, PY

Median (min, max), weeks

Any AE

Any serious AE

MACE

Malignancy

Deaths‡

8

RA

UPA
15 mg QD
N=3209

ADA
40 mg EOW

N=579

MTX 
N=314

7023.8 1051.8 637.4

136 (0, 232) 118 (2, 231) 144 (1, 221)

230.7
(227.2, 234.3)

216.6
(207.8, 225.7)

227.8
(216.2, 239.8)

13.0
(12.2, 13.9)

13.3
(11.2, 15.7)

10.4
(8.0, 13.2)

0.4 (0.3, 0.6) 0.3 (0.1, 0.8)
0.3 (0.0, 1.1)

0.8 (0.6, 1.1) 0.8 (0.3, 1.5) 0.9 (0.3, 2.0)

0.4 (0.3, 0.6) 0.9 (0.4, 1.6) 0.5 (0.1, 1,4)

Maximum exposurea 9.3 years4,6

All-BARI RA

N=3770; PYE=14,744.4

Death, IR/100 PY 0.6

Malignancy, IR/100 PY

Malignancy excluding NMSC 0.9

Lymphoma 0.1

NMSC 0.3

Infection, IR/100 PY

Serious infection 2.6

Herpes zoster 3.0

Tuberculosis 0.1

OI including MD HZ -

OI not including MD HZ -

MACE, IR/100 PY 0.5

Age ≥50 years with ≥1 CV risk factor 0.77

DVT/PE, IR/100 PY 0.5

DVT 0.4

PE 0.3

GI perforation, IR/100 PY 0.06

Permanent DC due to AE, EAIR 4.7

Baricitinib



SLE nephritis









• Participants:
Adults with scleroderma
for 5 years or less 

• Pulmonary involvement required 
active interstitial lung disease plus 
either a (FVC) or a (DLco) of less than 
70% of the predicted value. 

• Renal involvement required previous 
scleroderma-related renal disease. 

• Key exclusion criteria were:
• active gastric antral vascular ectasia, 
• DLco of less than 40% of the predicted 

value
• FVC of less than 45% of the predicted 

value 
• ejection fraction of less than 50%, 
• creatinine clearance of less than 40 ml



 ©2018 American Society for Blood and Marrow
Transplantation.



Results

• AHSCT reduced all-cause mortality (risk ratio [RR], .5 [95% confidence interval, .33 to .75]) 

• improved:
• skin thickness (modified Rodnan skin score mean difference [MD], 10.62 [95% CI, −14.21 to 7.03])
• forced vital capacity (MD, 9.58 [95% CI, 3.89 to 15.18]), 
• total lung capacity (MD, 6.36 [95% CI, 1.23 to 11.49]), 
• quality of life (physical 36-Item Short Form Health Survey [MD,6.99 (95% CI, 2.79 to 11.18)]). 

• Treatment-related mortality considerably varied between trials but was overall higher with AHSCT (RR, 9.00 
[95% CI, 1.57 to 51.69]). 

• The risk of bias for studies included in the analysis was low. 

• Overall, AHSCT reduces the risk of all-cause mortality and has properties of a disease-modifying anti-

• rheumatic treatment in SSc.



myositis





VEXAS Syndrome:



• The VEXAS syndrome is an adult-onset autoinflammatory disease 
affecting men over 50, caused by a mutation in the UBA1 gene.

• Vacuoles, E1 enzyme, X-linked, Autoinflammatory, Somatic.

• The syndrome was first reported in a paper in The New England 
Journal of Medicine in October 2020.

• A clinical syndrome of adult-onset autoinflammatory disorders 
associated with somatic mutations affecting methionine-41 (p.Met41) 
in UBA1, the major E1 enzyme that initiates ubiquitylation. 












