Supplementary Text S1: Functional interpretation of the identified chemokine subset

Cytokine receptors act as dimers or even higher order oligomers 
 ADDIN EN.CITE 
(1, 2)
. In recent years, several studies have found evidence for common action of the gene products from the subset of CCRs put forward in this study. Seidl and coworkers investigated gene expression profiles of chemokines using real-time PCR for melanocytes, melanoma cell lines and primary and metastatic melanoma. They found that the pair of CXCR4 and CCR1 is consistently expressed in these melanoma cells, and that CXCR6 was expressed de novo in primary melanomas and melanoma metastases 3


( ADDIN EN.CITE )
. The receptors CXCR4 and CXCR6 were reported in several studies to play a predominant role in the development and progression of solid tumors. CXCR4 and CXCR6 interact with tumor cells by activating the AKT/mTor signaling pathway 4


( ADDIN EN.CITE )
. Further, CXCR4 is known to activate cancer progression by the JAK/STAT pathway 5()
 and CXCR4 is associated with poor prognosis in cervical cancer patients 6()
. CXCR4 is highly expressed in gynecological tumors and CXCR6 in inflammation associated tumors, and both play an important role in growth, proliferation, invasion, and metastasis of epithelial ovarian carcinoma 7()
. CXCR6 was found to be highly involved in metastasis and progression of several types of cancer 8()
. Prostate cancer uses the CXCL16/CXCR6 axis for development and cancer aggressiveness 9()
. Our results demonstrate the common phenotypes of CXCR4 and CXCR6. This is in accordance to a study by Hu and coworkers who showed that CXCR6 and CXCR4 were expressed in similar proportions in malignant prostate tumors and benign prostate hyperplasia tissue, and both of them were highly expressed in the malignant tissue 10


( ADDIN EN.CITE )
. CCR1, CCR4 and CXCR4 were reported to function on human platelets activated in patients infected with the human immunodeficiency virus (HIV) and may be commonly involved in inflammatory or allergic responses 
 ADDIN EN.CITE 
(11)
. Interestingly, in HeLa cells, it was shown that CXCR4 was cross-desensitized by a ligand for CCR4. For chemotaxis, CKLF1 is an activator of CCR4, and SDF1 an activator of CXCR4. CKLF1 could inhibit the effect of SDF1, and this was mediated by CCR4 as SDF1 could be rescued acting as an activator of chemotaxis after blocking CCR4 12


( ADDIN EN.CITE )
. Together with our findings that these receptors have similar knockdown phenotypes, we hypothesize that both receptors may signal through very similar downstream cascades. This may be potentiated when the other receptor is absent leading to the same phenotypic shape regardless of the expressed receptor. In summary, these evidences suggest similar functions for CCR1, CCR4 CXCR4 and CXCR6 of our subgroup of chemokine receptors. 
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