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To the Editor

The findings by Cristobal et al. [1] help getting further

insights into signaling pathways influencing Lcn-2

expression. The mechanism of Lcn-2 expression in

cancerogenesis and metastasis is not well understood;

however, activation of the phosphatidylinositol 3-kinase/

Akt pathway as well as nuclear factor-jB activation to

promote Lcn-2-dependent proliferation of tumor cells is

still under debate. Lee et al. [2] showed a correlation

between miR-138 and Lcn-2 in an in vitro model, although

the paper lacks information on how miR-138 effects on the

Lcn-2 gene itself or via other proteins. This is of impor-

tance as miR-138 is described to target various oncogenes

like CCND1, p53, cyclins, MAP kinases, and others [3–5].

This might be an explanation for the interesting finding that

miR-138 is downregulated in the metastatic tissue of liver

but not lung metastases. To exclude bias due to small

cohorts of patients (12 patients with liver metastasis, five

patients with lung metastasis), confirmation of results in a

larger patient series will be necessary, as stated by the

authors in their conclusion. To summarize, miR-138 is

identified as one target for the molecular regulatory

mechanism of Lcn-2 that gives support to our descriptive

data [6].
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