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Abstract 

Despite intensive efforts in recent years, a curative therapy for cutaneous T-cell lymphoma (CTCL) 

has not yet been developed. Therefore, the establishment of new therapeutic approaches with 

higher efficacy rates and milder side effects is urgently needed. A characteristic feature of the 

malignant T-cell population in CTCL is resistance to cell death resulting from constitutive NF-κB 

activation. Constitutively active NFκB promotes tumor survival by inducing anti-apoptotic proteins 

such as apoptosis inhibitors (IAPs) and FLICE-like inhibitory proteins (cFLIPs). The small molecule 

DMF inhibits thioredoxin-1 (Trx1), an important regulator of NFκB transcriptional activity. DMF-

mediated inhibition of NFκB enables ripoptosome formation by down-regulating IAPs and cFLIPs. 

DMF thus induced cell death by means of the ripoptosome in primary patient-derived CD4(+) cells 

but hardly in T cells from healthy donors. To investigate the effects of DMF in vivo, we developed 

two CTCL xenograft mouse models with different localization of the T-cell infiltrate in the skin. 

Treatment with DMF delayed the growth of CTCL tumors and prevented the formation of distant 

metastases. In addition, DMF resulted in increased cell death in primary CTCL tumors and in liver 

metastases. In conclusion, DMF treatment is an interesting therapeutic option in CTCL because it 

restores apoptosis of CTCL in vitro and in preclinical in vivo models. 


