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The mammalian HtrA family consists of serine proteases with distinct domains homologous to the bacterial high
temperature requirement factor (HtrA). Three human HtrA members have been reported: HtrAl (PRSSI11 or
L56), HtrA2 (OMI) and HtrA3 (PRSP). The function of HtrAl is not well characterised, but it has been shown
to be downregulated in malignant tissues (1-3) indicating that the downregulation of HtrA1 is associated with
cancer progression. HtrA2 regulates apoptosis by interacting with X-linked inhibitors of apoptosis (XIAP) thus
preventing the caspase-inhibitory function of XIAP (4). The function of newly identified HtrA3 is not known,
however it shares a high degree of sequence and domain homologies with HtrAl and may therefore share a
functional similarity with HtrA1 (5). Endometrial cancer (EC) is a prevalent gynaecological cancer, commonly
affecting women after menopause. In this study we examined the expression of HtrA1, 2 and 3 in EC. Reverse
transcriptase-PCR (semi-quantitative) analysis showed decreased mRNA expression of both HtrA1 and HtrA3,
but no significant change for HtrA2, in EC tissue samples compared to normal endometrium. We then
determined the protein level of expression and the cellular localisation of all three HtrA members in EC
progression using immunohistochemistry. HtrA1 and HtrA3 showed a similar pattern of expression and both
decreased dramatically with the progression of cancer from grade 1 through to 3. Surprisingly, HtrA2 protein
expression was also decreased with cancer progression, but the decline was not as dramatic as that for HtrA1l
and HtrA3. Interestingly, considerably less staining was observed for all three HtrA proteins in grade 3 cancer
tissues. These data suggest that decreased expression of HtrA proteins, particularly HtrAl and HtrA3, is
associated with the progression of endometrial cancer.
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