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Psoriasis is a systemic skin disease orchestrated by different immune cells such as T 

lymphocytes, dendritic cells and inflammatory cytokines. Despite the availability of several 

new systemic agents, methotrexate remains the gold standard for the treatment of moderate 

to severe psoriasis. The HLA-C*06:02 is a major susceptibility allele, which affects disease 

onset, clinical phenotype and severity of psoriasis. The frequency of this allele in patients 

varies from 10 to 77%, as reported in different populations. Despite the known role of 

C*06:02, little is known on its effect on methotrexate treatment. To our knowledge, two 

clinical studies so far reported a better response in patients carrying C*06. We examined 

the association between C*06:02 and response to methotrexate in a case-control study 

including 131 patients with plaque psoriasis and 164 healthy controls typed for HLA-B and 

C alleles. While 56% out of all patients responded to the treatment with methotrexate 

(RMTX), 44% were non-responders (NRMTX). Our own computer program based on two 

tailed Fisher exact test was used for statistical analysis. As expected, C*06:02 was 

significantly more frequent (f=49%) in patients with psoriasis compared to controls 

(p=7.00×10-9). Surprisingly, the same allele C*06:02 was overrepresented in both groups 

of patients NRMTX (p=2,19×10-8) and RMTX (p=2.01×10-4) compared to controls, 

respectively. However, no significant difference in HLA-C*06:02 frequencies was observed 

between RMTX and NRMTX. On the other hand, the B*08 was significantly less frequent 

in the RMTX than in NRMTX (p=2.11×10-3). Although C*06 and B*08 are not in linkage 

disequilibrium, we performed stratification by C*06:02, resulting in lower number of 

patients included in the analysis and the lower significance for B*08 (p=0.09). We conclude 

that further investigation is required to confirm the effects of HLA on the response to 

methotrexate and to establish the predictive value of this finding.  

 


