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Immunomodulating drugs used in 
inflammatory disorders 

• Methotrexate 
 

• Mycophenolate mofetil 
 

• Calcineurin inhibitors (cyclosporin) 
 

• Thiopurines (azathioprine, 6-mercaptopurine) 
 

• Biologicals 
• TNF blockers (psoriasis, inflammatory rheumatisms, IBD) 
• Anti-IL12/IL23/ustekinumab (psoriasis, psoriatic arthritis, CD) 
• Anti-CD20/rituximab (RA, Wegener’s disease, NHL, CLL) 
• Anti-IL1R/anakinra (RA, CAPS) 
• Anti-IL6R/tocilizumab (RA) 
• CTLA4 agonist/abatacept (RA) 



  

  

 

Skin cancer risk and biologicals:  

 

(1) TNF blockers 
 

 

 

 



Initially: alarming signals regarding the risk of developing malignancy  
in RA patients receiving infliximab or adalimumab 



Different methodology from meta analysis of RCT: 
 

• Published data from registries and prospective observational studies. 
 

• RA and other rheumatic diseases patients. 
 

• « Real life », « Usual clinical care ». 
 

• Long term safety, higher number of patients. 

Ann Rheum Dis 2011: 70:1895-1904 



All site malignancies 
 

7 publications with control arm 
(patients receiving DMARDs) 

 
No increased risk of malignancy 

in patients exposed to TNF blockers 
RR<1 (0.95) 

Mariette X et al. Ann Rheum Dis 2011 

Results for all site malignancies 



Lymphoma 
 

3 registries 
 
 

 Slight, non significant, increased RR (1.11) 
 

No evidence of an increased risk of 
lymphoma  

in patients treated with TNF blockers 
 

Mariette X et al. Ann Rheum Dis 2011 

Results for lymphoma 



Mariette X et al. Ann Rheum Dis 2011 

NMSC 
 

(= BCC + SCC) 
 

4 sources 
 

Significant increased risk of 
developping NMSC (RR: 1.45) 

Results for Non Melanoma Skin Cancers (NMSC) 
 



NMSC and anti TNF: BCC or SCC? 

Clear predominance of BCC! 



Mariette X et al. Ann Rheum Dis 2011 

Melanoma 
 

Only 2 studies 
 

Both reporting a trend toward 
increased risk of developing 

MM 
 

Pooled analysis: RR 1.79 (wide 
CI) 

Results for Melanoma 



Raaschou P, et al. Rheumatoid arthritis, anti-tumour necrosis factor therapy and risk of malignant  
melanoma : nationwide population based prospective cohort study from Sweden. BMJ 2013. 

A third recent study, not included in previous Mariette’s meta analysis 





 
Odds Ratio 1.88 (IC95% : 1.08-3.29) 

 

 

Increased risk of melanoma also identified in IBD patients  
receiving TNF blockers 









Follow-up during 2 years of 27 RA patients with past history of melanoma 



Relapse of melanoma only observed in the TNF cohort 



Incidence rate ratio anti TNF vs DMARDs: 1,4 (95% CI: 0,5 to 5,5), p: 0,63 



  

  

 

Skin cancer risk and biologicals:  

 

(2) Anti-IL12/IL23 (ustekinumab) 
 

 

 

 



Pooled data from 4 phase II and III studies 
 

3.117 patients having received at least 1 dose 
1.482 patients treated> 4 y. 

838 patients> 5 y. 
 

Rates of cancers compared to those 
observed in the US population  

 (except for NMSC) 
 



NMSCs 

47 NMSC: BCC/SCC ratio 4/1 
 

Same rate of NMSC at 45 or 90 mg. No increase other time. 
 

Proportion of  patients more important if previous treatment with PUVA  
(2.9% vs 1%, p<0.001) 



54 other cancers 
 

No significative difference between 45 and 90 mg 
 

Pooled rate comparable to the one expected in US population  
 

Melanoma SIR 1.42 (95%CI: 0.52-3.09) 
 

« Spectrum of malignancies observed  
consistent to the one expected in the general population » 

« More frequent and early detection of melanoma  
because of greater access to routine dermatological care? » 

Other cancers than NMSCs 



  

  

 

Skin cancer risk and biologicals:  

 

(3) Anti-CD20 (rituximab) 
 

 

 

 



Rituximab (anti CD20) 

Peuvrel L, et al. Dermatology 2013; 226: 274-278. 
Velter C, et al. Melanoma Res 2014; 24: 401-3. 

RTX treatment duration: 12,5 mo. 
In 3 cases: < 3 mo. 





  

  

 

Skin cancer risk and biologicals:  

 

(4) CTLA-4 agonist (abatacept) 
 

 

 

 



Abatacept (CTLA-4 agonist) 

• No safety signal regarding skin cancers (melanoma and NMSC) at this 
time. 

 

• 1 case of multiple eruptive KAs and SCCs, exclusively during abatacept 
treatment, in a 45 y.-old RA patient. 

– 3 years of treatment with abatacept. 

– 7 SCC (2 SCC/y.) and > 100 KA (33KA/y.)! 

– No additional SCC and KA during the year following abatacept 
discontinuation. 

Corcorran et al. J Am Acad Dermatol 2013; 69: e178-e179. 



  

  

 

Skin cancer risk and biologicals:  

 

(5) Anti-IL6R (tocilizumab) and anti-IL1R (anakinra) 
 

 

 

 



Wendling D, et al.  Metastatic malignant melanoma in a patient taking interleukin-1 receptor antagonist. Joint Bone Spine 2006 



Cancer risk with biologicals: 
Summary 

• No increased risk for solid tumor and for lymphoma with TNF blockers. 
 

• But: several studies suggest an increased risk for NMSC and for melanoma 
with TNF blockers 
– In RA and IBD. 
– Nevertheless: 

• Risk slightly increased (<2) 
• Limited studies +++ 
• Most of the NMSC are BCC 

 

• This modestly elevated risk does not outweigh the benefit of TNF blockers. 
 
• Limited studies for psoriasis patients (past history of PUVA) and for 

ustekinumab and other biologicals. 
 

• Photoprotection and regular dermatology check-up. 
 
 

 



Teach your colleagues! 



• BCC: no drug restriction, secondary prevention. 

 

• SCC: secondary prevention; be aware of the prognostic markers; no 
absolute contra indication for treatment unless unfavourable prognostic 
markers. 

 

• Melanoma: the black box…                                      

     Personal opinion: contra-indication for cyclosporin A,  azathioprine, 
mycophenolate mofetil, anti-TNFα. 

 

• Cutaneous lymphoma:                                   

      Personal opinion: contra indication for cyclosporin A, azathioprine,  anti-
TNF. MTX sometimes used as a treatment. 

What to do in patients requiring immunomodulating 
drugs with previous history of skin cancer? 


