Korean J. Plant Res. 31(2):95-101(2018) Print ISSN 1226-3591
https://doi.org/10.7732/kjpr.2018,31.2.095 Online ISSN 2287-8203

‘ ‘ Original Research Article ‘ ‘

R0 22 Iridin®] SARHIA S HK—2 ME Zjol chat
o3t U MO ChSt X

EHT, 07187, M5, 0|27, HXIE, MOIS, HXR, M2, ZHL*

Role of Iridin Isolated from Iris koreana Nakai on Doxorubicin-induced
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Abstract - Doxorubicin is a anti-cancer drugs that interferes with the growth and spread of cancer cells in human body.
Doxorubicin is used to treat different types of cancers that affect the ovary, thyoid and lungs, but induced side effect such as
nephrotoxicity and cardiotoxicity. Thus, we investigated that the effect of iridin on doxorubicin-induced necrosis in HK-2
cells, a human proximal tubule cell. To confirm effect of iridin on doxorubicin-induced necrosis, HK-2 cells are treated with
10 uM doxorubicin and 80 uM iridin. 80 uM iridin reduced 10 uM doxorubicin-induced necrosis, the mitochondrial over
activation and caspase-3 activation. However, iridin reduces anti-cancer effect of doxorubicin such as PARP1 and caspase-3
activation, checkpoint proteins (CDK4 and CDK®6) in NCI-H1129 cells (Human non-small cell lung cancer cell). In
HCT-116 cells (Human colorectan cancer cell), iridin do not increased protein expression of CDK4 and CDK6 decreased by
doxorubicin. Results indicate that treatment of iridin was diminished doxorubicin-induced necrosis in HK-2 cells. However,
iridin was decreased anti-cancer effect of doxorubicin on NCI-H1229, but not HCT-116. Thus, further experiment are
required to iridin treatment on various cancer cells and animal models because effect of iridin different cell type.
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Fig. 1. Iridin reduces doxorubicin-induced cell death in HK-2
cells. (A) HK-2 cells were treated with iridin for various
concentration. (B) After pretreatment with iridin for various
concentration, HK-2 cells were treated with 10 uM doxo-
rubicin for 24 h. Cell viability was measured by MTS assay.
Means values + SD from triplicate separated experiments are
shown. *Means with difference letters are significantly different
at p<0.05 by Duncan's Multiple Range Test.
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Fig. 2. Iridin reduces doxorubicin-induced caspase-3/MST-1 signaling pathway in HK-2 cells. After pretreatment with 80 uM iridin
for 1 h, HK-2 cells were treated with 10 LM doxorubicin for 24 h. Cell extracts were subjected to protein analysis using western blot
and caspase-3 activity assay. (A-B) Data represent the meant+ SEM of three independent experiments. **p<0.05 vs. control, *p<0.05

vs. 20 uM cisplatin.
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Fig. 3. Iridin ameliorates doxorubicin-induced necrosis and the mitochondrial over activation in HK-2 cells. After pretreatment with
80 uM iridin for 1 h, HK-2 cells were treated with 10 uM doxorubicin for 24 h. (A) HK-2 cell visualized by tunel assay. (B) Annexin
V and propidium iodide staining and (C) JC-1 staining were analyzed by flow cytometry. Representative images were taken from at

least three independent experiments.
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Fig. 4. Role of iridin on doxorubicin treatment in NCI-H1229 and HCT-116 cells. After pretreatment with 80 uM iridin for 1 h, HK-2
cells were treated with 10 uM doxorubicin for 24 h. (A) NCI-H1229 cells. (B) HCT-116 cells. (C) Relative optical density. Data
represent the meant SEM of three independent experiments. **p<0.05 vs. control, *p<0.05 vs. 10 uM doxorubicin.
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