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Background – Introduction  

Inflammatory arthritis (IA) 

• Rheumatoid arthritis (RA) 

• Psoriatic arthritis (PsA) 

• Axial Spondyloarthritis (AxSpA) 

 

• Accumulating data support that specific malignancies have increased frequency in individuals 

with IA compared with the general population. 

 

• Whether this prevalence is affected by the pharmacological treatment used in IA remains unclear. 



Background – Malignancies entity 

● Hematologic malignancies  

[e.g., Hodgkin’s lymphoma (HL), non- Hodgkin’s lymphoma (non-HL), Diffuse 

large B-cell lymphoma (DLBCL), etc.] 

● Solid organ malignancies  

(e.g., Lung, Liver, Thyroid, Uterine, Breast, Prostate, etc.) 

● Skin cancer  

[melanoma and non-melanoma skin cancer (NMSC), etc.) 

 



Background – What about the evidence? 

Step 1: Establish the evidence about the elevated risk (either relative or 

absolute) – Which malignancies in which inflammatory arthritis 

Step 2: Recognize potential risk factors 

Step 3: Recognize “high risk” individuals and apply “screening” procedures 



Step 1: Establish 
the evidence 

about the elevated 
risk 



Rheumatoid arthritis 

Meta-meta-analysis of 7 other meta-analyses 
assessing malignancy risk in Rheumatoid 
arthritis 
 
RA overall malignancy risk: EE: 1.28, 95% CI: 
1.08-1.52, sig. (I2 = 97.3 %, p < 0.000)  
 
Subgroup analysis: increased risk of 
developing 
• Lung cancer  
• Multiple myeloma 
• Leukemia 
• Lymphoma, including Hodgkin's lymphoma 

and non-Hodgkin's lymphoma 
 
 
 

Yang P, Autoimmun Rev. 2025 Apr 30;24(5):103779. doi: 
10.1016/j.autrev.2025.103779. 



Yang P, Autoimmun Rev. 2025 Apr 30;24(5):103779.  
doi: 10.1016/j.autrev.2025.103779. 



Rheumatoid arthritis 

X. Wu et al. / Seminars in Arthritis and Rheumatism 51 (2021) 565 575 
Luo X et al. Clinical Rheum 2021 

Meta-analysis evaluating the relative risk of lung cancer in RA 
(11 studies) Meta-analysis assessing risk of leukemia in RA compared to 

general population (15 studies) 



Axial Spondyloarthritis 

 
Meta-meta-analysis of 2 other meta-
analyses assessing malignancy risk in 
Axial Spondyloarthritis 
 
AxSpA overall malignancy incidence 
risk: 1.26, 95% CI: 1.08-1.46, sig. (I2 = 
62.6 %, p = 0.004) 
 
Subgroup analysis: increased risk of 
developing hematological 
malignancies 
 

Yang P, Autoimmun Rev. 2025 Apr 30;24(5):103779. 
 doi: 10.1016/j.autrev.2025.103779. 



Axial Spondyloarthritis 

Author/ year Population Comparator Type of malignancy Outcome (95% CI) 

Yu L, 2025 20 studies  
n >330,000 

 

Non-AxSpA controls Multiple myeloma RR: 1.74 (1.42–2.15)  

Leukemia RR: 1.52 (1.27–1.82) 

Non-Hodgkin’s lymphoma  RR: 1.42 (1.17–1.73) 



Psoriatic arthritis 

• Data from 5 Nordic 
registries (~60.000py) 
• TNF-treated patients 

• No increased risk for 
solid malignancies 

• Of any type 

• No increased risk for 
Hematological 
malignancies 

• PsA patients 
• Higher risk for 

Hematological 
malignancies Vs General 
population 

Haematological malignancies 
In PsA > Gen population 

Hellgren, et al. Rheumatology. 2022 Jun 20;keac358 



Psoriatic arthritis - MGUS 

Toronto PsA cohort (2008-2011) 

361pts: 9.7% had Monoclonal gammopathy of undetermined significance  

(MGUS) vs 1.5-3% in the general population 

• Older (mean Age 61 years old) 

• Higher disease duration of PsA  

Eder, et al. J Rheum 2012 





Skin cancer risk in Inflammatory arthritides 

• Figure: Inherent and treatment-associated risk for skin cancer in 
inflammatory arthritides 

• Red: caution—positive association. Green: no signal recognized. Light blue: 
limited or conflicting data to draw reliable conclusions. Grey: not an approved 
treatment for the disease evaluated. DMARDs=disease-modifying antirheumatic 
drugs. IL=interleukin. JAK=Janus kinase. NMSC=non-melanoma skin cancer. 
TNF=tumor necrosis factor.  

• *Inherent risk of skin cancer based on studies assessing this specific type of 
skin cancer in rheumatoid arthritis (irrespective of treatment) compared with the 
general population. 

•  †Inherent risk of skin cancer based on studies assessing this specific type of 
skin cancer in psoriatic arthritis (irrespective of treatment) compared with the 

• general population. 

•  ‡Inherent risk of skin cancer based on studies assessing this specific type of 
skin cancer in axial spondyloarthritis (irrespective of treatment) compared with 
the general population. §Based on studies assessing for skin cancer risk in 
biologic-naïve individuals with inflammatory arthritides (treated with 
conventional synthetic 

• DMARDs) compared with the general population.  

• ¶Based on studies assessing for skin cancer risk in individuals with 
inflammatory arthritides treated with this drug compared with biologic-naïve 
individuals with the same type of inflammatory arthritides or individuals with 
inflammatory arthritides treated with other biological DMARDs or the general 
population. 

 

Vassilakis et al. 2025, The Lancet Rheumatol 



Wrapping up 

Rheumatoid arthritis - elevated risk for  

• Lung cancer 

• Hematologic malignancies  

• Skin cancer 

 

Axial Spondyloarthritis – elevated risk for hematological malignancies  

 

Psoriatic arthritis – elevated risk for NMSC and a positive signal for hematological malignancies 



Step 2: Recognize 

potential risk 

factors 
 



RA and risk factors for lung cancer development 

Population-based cohort study 

RA (n=44 101 ) and individually matched general population reference individuals (n=216 495 ) identified in Swedish registers and 

from the Epidemiological Investigation of RA early RA study 

➢ Compared with general population subjects who were never smokers, patients with RA who were ever smokers had 

almost 7-fold risk of lung cancer 

➢ Seropositivity was a significant lung cancer risk factor, even when adjusted for smoking, increasing the incidence 2 

to 6 times 

 

Chatzidionysiou K/ 2022, DOI: 
10.1136/rmdopen-2022-002465 



RA and risk factors for hematological malignancies 
development 

• Meta-analysis of 79 studies 

 

• Statistically significant association between 

EBV presence and lymphoproliferative 

malignancies susceptibility in RA individuals in 

comparison with all controls (OR: 1.88, 95% CI: 

1.29–2.73) 

Banko A et al. Viruses 2022 



Step 3: Recognize 

“high risk” individuals 

and apply “screening” 

procedures 
 



Malignancy screening in Rheumatoid arthritis 

Prospective cohort study: 

❖ Objective: To clarify the usefulness of screening for malignancies using CT before b/tsDMARDs 

❖ Methods:  

➢ RA individuals (n=2192) prior b/tsDMARDs initiation 

➢ Sensitivity for detecting malignancy plain CT scans vs regular screening (physical examination and X-ray) 

 

 
 

33 (1.5%) were 

diagnosed with 

malignancy after CT 

screening 

Miyata H, et al. Rheumatology (Oxford). 2023 



❖ Results:  

 
➢ Patients with early-stage malignancies received treatments after curative resection 

➢ 80% achieved low disease activity after 1 year comparable to patients without malignancy (70%) 

 
5-year incidence of malignancy after CT screening was lower than without CT screening (SIR: 0.35) 

 

❖ Conclusion:  

 

➢ Screening using CT before the initiation of b/tsDMARDs allows for the early detection and treatment 

of malignancy, resulting in safer and more stable b/tsDMARD treatment 

 

Malignancy screening in Rheumatoid arthritis 

Miyata H, et al. Rheumatology (Oxford). 2023 



However limited studies exist evaluating the efficacy of 
screening procedures for detecting malignancies in 

individuals with inflammatory arthritides 



What should I do 
as a 

rheumatologist? 



Should we consider screening? 

• Rheumatologist has a central role in the care of people with autoimmune 
rheumatic diseases 

 

• The rheumatology community should be aware of the elevated risk of some 
types of cancer in specific IA 

 

BUT 

 

NO RELEVANT SCREENING is not recommended by the main 
rheumatology organizations (e.g., EULAR, the ACR, and the 

APLAR) 
 

 



Recommendations at national level 





 

•Discuss with the patient the increased risk of specific malignancies 

•Ensure the patient is aware of recommended cancer screening programs for the general population 

•Identify high-risk individuals (e.g., male, seropositive, smoker with rheumatoid arthritis should raise concern) 

•Ask about red-flag symptoms suggestive of malignancy, including cough, dyspnea, unexplained weight loss, fevers, 

night sweats 

•Perform a focused clinical examination, including assessment for lymphadenopathy and other suspicious findings 

Further assess following an individualized approach with “minimally invasive” risk-free procedures e.g., Serum 

protein electrophoresis 

Some points to consider?* 

*Speaker’s opinion 



Is skin cancer different?* 

*Speaker’s opinion 

Skin cancer screening is 

• non-invasive 

• not time-consuming 

• Inexpensive 
 

We think that this should be a point for discussion with patients in the context of 
shared decision making. 

 



Considerations 

Avoid over-screening 

 

Risk-benefit ratio (e.g., ionized radiation weighted modalities) 

 

Treatment-attributed risk (e.g., abatacept and skin cancer) 

 

Rheumatologist has an advisory role! 



Elena Nikiphorou and George Fragoulis 



Σας ευχαριστώ! 


