
In: Psoriasis  ISBN: 978-1-62618-584-5 

Editors: Phillip B. Smith and Nathan C. Johnson  © 2013 Nova Science Publishers, Inc. 

 

 

 

 

 

 

 

Chapter 3 
 

 

A New Strategy for  
the Treatment of Psoriasis: 

Keratin 17 (K17) - Targeting Therapy 
 

 

JiXin Gao and Gang Wang

 

Department of Dermatology, Xijing Hospital, 

Fourth Military Medical University, Xi’an, China 

 

 

Abstract 
 

Keratin 17 (K17) is an intermediate filament protein present in epithelial cells, which 

is mainly expressed in the basal cells of complex epithelia such as nail beds, hair 

follicles, sebaceous glands, and eccrine sweat glands, in normal skin. In contrast, in 

psoriatic lesions, K17 is aberrantly expressed in the suprabasal keratinocytes. 

Furthermore, Keratin 17 is also closely associated with the immune system and plays an 

important role in the pathogenesis of psoriasis. Th17 and Th22 cells derived IL-17A, IL-

22 and IFN-γ, could up-regulate K17 mRNA and protein levels in keratinocytes in a 

dose-dependent manner. Moreover, these effects are partially blocked with STAT1- and 

STAT3-specific inhibitors, as well as small interfering RNA (siRNA) targeting STAT1 

and STAT3. On the other hand, the HLA DRB1*04 and/or *07 positive patients show 

significant T cell responses to two peptides from the K17 protein selected on the basis of 

predicted HLA DRB1*04 and/or *07 bindings. These indicate a K17/T cells/cytokine 

autoimmune loop, in which ectopically expressed K17 impacts on the maintenance of 

psoriasis by activating autoreactive T cells. Furthermore, it has been found that altered 

peptide ligands, which are produced through single alanine residue substitutions at a 

critical TCR contact position, abolish the T cell proliferation and IFN-γ production 

induced by K17 pathogenic peptides. K17-specific antisense ODNs and RNAi suppress 

K17 mRNA and protein expression in psoriatic skin in vivo, which coincides with 

marked clinical and histological improvement. In summary, blocking this K17/T 
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