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(B AY(Purpose))
In the present study, we investigated the effects of IL-6 and its downsiream signaling components on stem
cell biology, particularly the chemoresistance of CSCs, to explore potential molecular targets for cancer
therapy.

(571 5 TR R dff(Methods/Results)]
The colon cancer cell line WiDr was cultured in serum-free, non-adherent, and three-dimensional
spheroid-forming conditions to enrich the stem cell-like population. Spheroid-forming cells slowly
proliferated and expressed high levels of Oct-4, K1f4, Bmi-1, Lgrb, IL-6, and Notch 3 compared with adherent
cells. Treatment with an antihuman IL-6 receptor monoclonal antibody reduced spheroid formation, stem
cell-related gene expression, and 5-{luorouracil (5-FU) resistance. In addition, IL-6 treatment enhanced the
levels of p-STAT3 (Tyr705), the expression of Oct-4, K1{4, Lgr5, and Notch 3, and chemoresistance to 5-FU
SIRNA targeling Nolch 3 suppressed spheroid formation, Oct—4 and Lgr5 expression, and 5-FU chemoresistance
whereas STATS inhibition enhanced Oct-4, KIi4, Lgrh, and Notch 3 expression and 5-FU chemoresistance along
with reduced spheroid growth

(# #5(Conclusion))
These resulis indicate that IL-6 functions in dichotomous pathways involving Notch 3 induction and STAT3
activation. The former pathway is involved in cancer stem-like cell biology and enhanced chemoresistance
and the latter pathway leads to accelerated proliferation and reduced chemoresistance. Thus, an anti-human
IL-6 receptor monoclonal antibody or Notch 3 inhibition may be superier to STAT3 inhibition for CSC-targeting
therapies concomilani with anticancer drugs.
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HerpIoBRd> Bley nolecule 2R TIAMNT. BHIRMOBWAIOAZMNBET LA 7 201 FEGETFTTRBEERIE
WilrzBELLT 5, BHIAT—AI—EEDITIL-60RBRMMBBH SN, TITCAT7 01 REAVIDITIL-6
EERAIEELZA, BHRT—H—RETORBENEE TS EEBICHBFSFICHT3MHENTEL O,
HIL-6ZEHRAETIERA 7201 FRAME. BHURY—I—0ORRIIROL. EAWRELRBLE. [L-6ZEETH
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