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Potential Role of CD74 in Cancer Metastasis
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CD74 (major histocompatibility complex class Il invariant chain) is a type 1l
transmembrane protein which was thought to function mainly as an MHC class 11
chaperone during antigen presentation. Recently, CD74 was reported to have a role as
a signaling molecule for cell survival. In addition to its expression on
antigen-presenting cells, it is expressed by sarcomas of renal, lung, gastric, and
thymic origin and by certin sarcomas. However, little is known for the relationship in
CD74 and tumor malignancy.

CD74 gene is originally cloned out from a cDNA library by subtracting metastatic
tumors from primary tumors of a patient with lung adenocarcinoma. Our
immunohistochemical study confirmed its overexpression on the tumor parts of
patients with lung cancer as compared to the tumor-adjacent normal counterparts.



Intriguingly, no expression of CD74 was observed in 15 lung cancer or normal-like
cell lines by RT-PCR and Western blotting analysis. We demonstrated that absence of
CD74 mRNA or protein expression is not due to gene deletion or DNA methylation
through PCR and Western blotting analysis of 5-aza-2’-deoxycytidine (inhibitor of
DNA methyltransferase) — treated cells. We constructed two isoforms of CD74, p33
and p35, and use low-/ high-invasive lung cancer cell line, CL1-0 and CL1-5-F4, as
cell model. Overexpression of CD74 p33 in a high-invasive lung cancer cell line,
CL1-5-F4, could further increase its migration and invasion ability, but the
phenomenon was not observed in low-invasive lung cancer cell line, CL1-0. However,
overexpression of CD74 p35 in both CL1-0 and CL1-5-F4 cells did not affect cell
migration, invasion, and cell growth. Therefore, these data suggested that CD74 may
play a co-factor which promote tumor malignancy.



