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Psoriasis is a chronic skin disease of 

unknown pathogenesis characterized 

by keratinocyte hyperproliferation, 

neoangiogenesis, and inflammation. 

The disease is considered to be mul-

tifactorial requiring environmental 

trigger factors and genetic suscepti-

bility to become manifested. The most 

important psoriasis susceptibility lo-

cus in human genome contains eight 

genes, of these the alpha-helix coiled 

coil rod homologue (HCR) has proven 

to be a good candidate gene based on 

its location, polymorphism, and a dis-

ease-associated allele, HCR* WWCC. 

Here we demonstrate HCR* WWCC to 

be strongly associated with psoriasis 

in different populations. Change in 

the secondary structure of the HCR 

possibly affects the antigenic pro

perties of the protein. The HCR pro-

tein localized differently in psoriatic 

lesions than in normal skin or other 

hyperproliferative skin disorders. Its 

expression was opposite to the Ki67 

and β-catenin, suggesting that HCR 

may have antiproliferative functions 

and that the adhesive properties of 

cells expressing HCR were abnormal. 

In regulation studies, interferon 

gamma (IFN-γ) downregulated HCR 

mRNA expression in primary kera

tinocytes.

The role of matrix metalloproteinas

es (MMPs) in wound healing is well 

established, but little is known about 

MMPs in psoriasis although these 

conditions share many common 

features. We demon-

strated MMP-12 to be 

upregulated in pso

riatic lesions in mac-

rophages, possibly 

aiding macrophage 

migration through 

the basement mem-

brane. The keratino

cytes of hyperpro-

liferative areas of 

psoriatic lesions 

expressed MMP-19. 

The upregulation 

was verified with 

quantitative TaqMan 

PCR. Neutrophils ex-

pressed MMP-9 and 

MMP-8, while MMP-9 

was also expressed in 

macrophages. MMP-

3 was expressed in 

basal psoriatic ke-

ratinocytes in a few 

samples, associating with areas of 

basement membrane disruption. Ex-

pression of TIMP-1 (tissue inhibitor 

of matrix metalloproteinase-1) mRNA 

and TIMP-3 mRNA was upregulated 

in psoriatic lesions, possibly reflect-

ing the anti-angiogenic properties 

of TIMPs. 

IFN-γ and IFI27, an interferon induc

ible gene, are upregulated in pso

riasis. IFI27 mRNA was expressed 

in the psoriatic epidermis, other 

hyperproliferative skin disorders, 

healing wounds, and squamous cell 

carcinomas in a spatially and tempo-

rally regulated manner. IFN-γ, TNF-α, 

and TGF-β1 upregulated IFI27 mRNA 

expression in primary cultured ke-

ratinocytes, possibly affecting their 

proliferation. Thus, IFI27 may be a 

novel marker of epithelial prolifera-

tion and cancer.
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