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Ma et al., 2008 Lsi1 Lsi2 	 Lsi1

	 Lsi2 Ma et al., 2006; 2007

pH9 	 	 
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( ) 	 Lsi1 Lsi2

	 	 

	 (Li et al., 2009b) Lsi1

	 MMA DMA Li et al., 

2009a MMA DMA  
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ヒ素-ファイトケラチン

液胞

篩部伴細胞

篩管
節 I

節 II OsABCC1

液胞

篩部伴細胞

篩管
ヒ素-ファイトケラチンヒ素の篩管輸送経路

ヒ素の導管輸送経路
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Lsi1 	 20 (Zhao et al., 

2009)  

Lsi1 NIP 	 

	 selectivity filter 	 2 H2

	 Mitani et al., 2011 	 

H5 	 	 
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Lsi2 ABC OsABCC1

Chen et al., 2015; Song et al., 2014

OsABCC1 	 

( ) 	 	 

OsABCC1

	 

	 

	 OsABCC1 13 18 1

 

 
(1) Chen, Y., Moore, K. L., Miller, A. J., McGrath, S. P., Ma, J. F. and Zhao, F. J. 2015. The role of 

nodes in arsenic storage and distribution in rice. J. Exp. Bot.   66 : 3717-3724. 
(2) Li, R.Y., Ago, Y., Liu, W. J., Mitani, N., Feldmann, J., McGrath, S. P., Ma, J. F. and Zhao, F. J. 

2009a. The rice aquaporin Lsi1 mediates uptake of methylated arsenic species.  Plant 
Physiol.150: 2071-2080. 

(3) Li, R. Y., Stroud, J. L., Ma, J. F., McGrath, S. P. and Zhao, F. J. 2009b. Mitigation of arsenic 
accumulation in rice with water management and silicon fertilization.  Environ. Sci. Technol. 
43: 3778-3783. 

(4) Ma, J. F., Tamai, K., Yamaji, N., Mitani, N., Konishi, S., Katsuhara, M., Ishiguro, M., Murata, Y. 
and Yano, M. 2006. A silicon transporter in rice.  Nature 440: 688-691. 

(5) Ma, J. F., Yamaji, N., Mitani, N.,Tamai, K., Konishi, S., Fujiwara, T., Katsuhara, M. and Yano, M. 
2007. An efflux transporter of silicon in rice.  Nature 448: 209-211 

(6) Ma, J. F., Yamaji, N., Mitani, N., Xu, X. Y., Su, Y. H., McGrath, S. and Zhao, F. J. 2008. 
Transporters of arsenite in rice and their role in arsenic accumulation in rice grain. Proc Natl 
Acad Sci USA 105: 9931-9935. 

(7) Mitani-Ueno, N., Yamaji, N., Zhao, F. J. and Ma, J. F. 2011. Aromatic/arginine selectivity filter of 
NIP aquaporins plays a critical role in substrate selectivity for silicon, boron and arsenic. J. Exp. 
Bot. 62: 4391-4398. 

(8) Song, W. Y., Yamaki, T., Yamaji, N., Ko, D., Jung, K. H., Fujii-Kashino, M., An, G., Martinoia, E., 
Lee, Y. and Ma, J. F. 2014.  A rice ABC transporter, OsABCC1, reduces arsenic accumulation in 
the grain. Proc Natl Acad Sci USA 111: 15699-15704. 

(9) Zhao, F. J., Ago, Y., Mitani, N., Li, R. Y., Su, Y. H., Yamaji, N., McGrath, S. P. and Ma, J. F. 2010. 
The role of the rice aquaporin Lsi1 in arsenite efflux from roots. New Phytol. 186: 392–399 
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NIES CRM No. 18 Human Urine 	 CRM

	 5 LC1: 
LC-ICPMS 	 LC2: LC-ICPMS 	 LC3 : 

LC-ICPMS 3 LC1, 2
Narukawa et al., 2006 	 LC3

LC-ICPMS Nakazato and Tao, 2006  
 

 
	 iAs As(V), As(III), MMA 	 DMA, AB, 

TMAsO 1 ng As/g 
2.0 - 2.7 % S/N = 3

	 LC1 0.26-0.46	 LC2 1.2-2.6	 LC3 0.12-0.82 ng As/mL
CRM n=3 0.6 – 6.0% CRM DMA, 

AB LC1-3 	  36±9, 69±12 ng As/mL

	 , Lab2 Nakazato et al., 2000; Sloth 



 

 

et al., 2004; Yoshinaga et al., 2000 	  

As(V), As(III) LC1, 2 	 LC3
MMA

3 	 CRM
3 	 

CRM
95% 	 As(V) 0.79 (0.14), As(III) 2.1 (0.1), MMA 2.4 (0.1) ng As/mL

 
 

 
 

Concentrations of arsenic species in a human urine certified reference material. . 
 

Tomoko Oguri1, Jun Yoshinaga2, Hiroaki Tao3, Tetsuya Nakazato3 

1The University of Tokyo (currently Nagoya City University), 2 The University of 
Tokyo, 3National Institute of Advanced Industrial Science and Technology 

  
Inorganic arsenic [iAs: As(III) and As(V)] concentrations in a certified reference 

material of human urine (NIES CRM No.18 Human urine) were determinate by 
liquid chromatography-ICP mass spectrometry with three different LC conditions 
and with or without a hydride generation system. Concentrations of DMA and AB 
detected by LC-1, 2, and 3 were in good agreement with the certified values of the 
CRM. The analytical results of iAs and MMA in the CRM by the three LC-ICP-MS 
conditions were consistent each other and the mean and 95% CI of the 
concentrations were 0.79 (0.14), 2.1(0.1) and 2.4 (0.1) ng As/mL for As(V), As(III) 
and MMA, respectively. The values may be useful as a target value in the quality 
control of urinary As speciation analysis,  

 NIES CRM No.18 C (ng As/mL)
Lab ID 4 As(V) As(III) MMA DMA AB TMAsO

LC1 0.720±0.035 2.08±0.12 2.41±0.06 34.8±1.4 - -
LC2 0.716±0.043 2.12±0.06 2.44±0.14 32.3±1.4 68.2±2.8 -
LC3 0.929±0.027 2.21±0.10 2.30±0.03 31.3±0.8 64.1±0.3 3.75±0.09

2 LC4 1.1±0.0 2.0±0.0 3.0±0.4 40.0±2.1 67.7±2.6 4.1±0.5 Lab.2
LC5 9 9 2.0±0.4 35.0±0.3 74±1 -
LC6 0.62±0.03 2.32±0.09 2.95±0.06 38±1 - -
LC7 0.66±0.03 2.50±0.05 2.8±0.1 - - -
LC8 0.91±0.02 2.2±0.1 2.6±0.1 39±2 - -
LC9 - - - 35±1 68±4 0.27±0.02

4 0.6-11.4 2.3-7.1 2.2-5.4 36±9 69±12 - Yoshinaga et al.
(2000)

-

Nakazato et al.
(2000)

Sloth et al.
(2004)

This study

3
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iAs MMA DMA
iAs iAs

MMA DMA iAs+MMA+DMA iAs
DMA

DMA iAs MMA iAs+MMA

iAs+MMA  
 

 
iAs 165

(Hata et al., 2012) iAs 172
(Suzuki et al., 2009)

HPLC-ICP-MS  
 

 
3 AsIII 5 AsV MMA DMA

AsBe
x = iAs+MMA+DMA y = iAs+MMA
r = 0.962, p < 0.0001 log 

y = 1.038 log x  0.658 iAs AsIII AsV
MMA DMA AsBe 1 iAs+MMA

95%tile 4.4 12.6 µg As/L
95%tile 12.6 µg As/L

10m3/8 60%
60% 1.2L

3 µg As/m3 8 iAs+MMA+DMA



 

 

9.0 µg As/L iAs+MMA 2.15 
µg As/L iAs+MMA 14.8 µg 
As/L  

1. 172 (Suzuki et al., 2009  
 AsIII AsV MMA DMA AsBe others T-As iAs+MMA  

Median 1.5 ND 2.3 41.1 74.5 4.1 132.2 4.4   

95%tile 5.4 1.7 6.2 109.2 243.7 23.7 368.4 12.6   

( µg As/L others T-As ) 
 

 
3 µg As/m3 iAs iAs+MMA 14.8 µg As/L

 
 

Biological indicator of inorganic arsenic exposure excluding dimethylarsinic acid 
 

Akihisa Hata1, Hidetoshi Kurosawa2,3, Mohamed Ahsan Habib4, 
 Yoko Endo5, Kenzo Yamanaka2, Noboru Fujitani1, and Ginji Endo4 

1Graduate School of Risk and Crisis Management, Chiba Institute of Science, 2School 
of Pharmacy, Nihon University, 3Criminal Investigation Laboratory, Metropolitan 

Police Department, 4The Institute for Science of Labour, 5Research Center for 
Occupational Poisoning, Kansai Rosai Hospital 

  
 The sum of urinary inorganic arsenic (iAs), monomethylarsonic acid (MMA) and 
dimethylarsinic acid (DMA) has been used for the biological monitoring of 
occupational exposure to iAs. DMA is not an adequate index because high DMA 
levels are present in the urine following seafood intake. Therefore we estimated the 
urinary iAs+MMA concentration corresponding to iAs exposure. We used our 
previous urinary arsenic data obtained from Bangladeshis with oral iAs exposure 
and Japanese without occupational iAs exposure. IAs, MMA, and DMA but not 
arsenobetaine was detected in the urine of Bangladeshis. The correlation between x 
= iAs+MMA+DMA and y= iAs+MMA was obtained as log (y) = 1.038 log (x)  0.658 
(r = 0.962, p < 0.0001). Using the regression formula, the iAs+MMA value was 
calculated as 2.15 µg As/L corresponding to 3 µg As/m3 of exposure. In the urine of 
Japanese, the 95th percentile of the iAs+MMA is 12.6 µg As/L, and we think this 
value a background value. The sum of the calculated value and the background 
value can be used as a biological indicator of iAs exposure. We propose 14.8 µg As/L 
of urinary iAs+MMA as biological indicators of 3 µg As/m3 of iAs exposure in Japan. 
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Involvement of pentose phosphate pathway in arsenite toxicity 
 

Tsutomu Takahashi1, 2, Shohei Satake2, Gi-Wook Hwang2, 
 Yasuyuki Fujiwara1, Akira Naganuma2 

1Department of Environmental Health, School of Pharmacy, Tokyo University of Pharmacy 
and Life Sciences, 2Laboratory of Molecular and Biochemical Toxicology, Graduate School of 

Pharmaceutical Sciences, Tohoku University  
 

To identify the genes involved in arsenite toxicity, we performed a screen for determinants of 
sensitivity of cells to arsenite using DAmP yeast library (Open Biosystems) which has 
decreased expression of each essential gene through mRNA perturbation. As a result, we found 
that knockdown of RKI1, an enzyme in pentose phosphate pathway (PPP), increased sensitivity 
of yeast cells to arsenite. We also found that disruption of genes involved in non-oxidative 
branch of PPP enhanced arsenite toxicity. Arsenite repressed expression of genes involved in 
non-oxidative branch of PPP, which is important for generating ribose-5-phosphate. Addition of 
D-ribose, a precursor of ribose-5-phosphate, to culture medium decreased the toxicity of 
arsenite in yeast cells. Furthermore, arsenite repressed synthesis of RNA from 
ribose-5-phosphate. These results suggest that arsenite might inhibit synthesis of nucleic acids 
through repression of non-oxidative branch of PPP.   
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Developmental subchronic exposure to diphenylarsinic acid induced increased exploratory behavior, 
impaired learning behavior, and decreased cerebellar glutathione concentration in rats. Negishi 
T, Matsunaga Y, Kobayashi Y, Hirano S, Tashiro T. Toxicol Sci.  2013 Dec;136(2):478-86 

Diphenylarsinic acid increased the synthesis and release of neuroactive and vasoactive peptides in rat 
cerebellar astrocytes. Negishi T, Takahashi M, Matsunaga Y, Hirano S, Tashiro T. J 

Neuropathol Exp Neurol.  2012 Jun;71(6):468-79. 
 
Diphenylarsinic acid and reactive astrocytes; activation of MAP kinases, release of 

neuroactive and vasoactive cytokines, upregulation of transcription factors 
 

Takayuki Negishi1, Ryota Asai1, Tomoko Kanehira1, Mikiya Kojima1, 
 Fumika Sakaguchi1, Kazuaki Takahata1, Yohei Aoyama1, Rina Arakaki1, 
 Mami Matsumoto1, Hikari Yoshida1, Kenji Yoshida1, Kazunori Yukawa1, 

 Tomoko Tashiro2, Seishiro Hirano3 
1 Department of Physiology, Faculty of Pharmacy, Meijo University, 

2 Department of Chemistry and Biological Science, Aoyama Gakuin University, 
3 Research Center for Environmental Risk, NIES 

  
  Diphenylarsinic acid (DPAA) was a compound detected in the arsenic poisoning 
occurred in Kamisu, Ibaraki, Japan, where people developed neurological, mostly 
cerebellar, symptoms and dysregulation of regional cerebral blood flow. In the 
present study, we evaluated adverse effect of DPAA in vitro on astrocytes, major 
brain glial cell supporting neuron. In cultured rat cerebellar astrocytes, DPAA at 10 
µM for 96 h could promote cell proliferation, increase protein expression of 
anti-oxidative stress protein, and induce release of cytokines. Furthermore, DPAA 
could fairly increase phosphorylation of ERK1/2, p38MAPK, and SAPK/JNK, and 
subsequent induction and/or phosphorylation of transcription factors Nrf2, CREB, 
c-Jun, and c-Fos in cultured rat cerebellar astrocytes. These results suggest that, in 
cerebellum exposed to DPAA, irregular secretion of these brain- and/or vaso-active 
cytokines and disrupted transcriptional regulation by reckless activation of MAP 
kinase-transcription factor pathway in astrocytes would become the direct/indirect 
cause of functional abnormality in surrounding brain cells including neurons. 
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Metabolic behavior of intravenously injected S-dimethylarsino-glutathione in mice 

 
Ayaka Kato1, Yayoi Kobayashi 1,2, Osamu Udagawa2 , Seishiro Hirano1,2 

1 Grad. School of Med & Pharm. Sci. Chiba University,  
2 National Institute for Environmental Studies 

 
 
  Methylated metabolites of arsenic are implicated both in toxicological effects and 
medical treatment of arsenicals. S-dimethylarsino-glutathione (DMAG), which is 
considered to be an unstable intermediate of inorganic arsenic1), was intravenously 
injected in mice and distributions of arsenic to blood and tissues were investigated. 
We also investigated chemical species of arsenic in blood plasma using HPLC-
ICPMS. We found differences in tissue distribution of arsenic between sodium 
arsenite- and DMAG-treated groups and a larger amount of arsenic was 
accumulated in the lung and brain in the latter group. A large peak was observed 
at an early retention time (about 10 min) in the HPLC-ICPMS speciation analysis 
of arsenic in blood plasma obtained from DMAG-injected but not sodium arsenite-
injected mice. 
 

1) Hayakawa, T., Y. Kobayashi, et al. (2004). "A new metabolic pathway of arsenite: arsenic-glutathione 
complexes are substrates for human arsenic methyltransferase Cyt19." Archives of Toxicology 79(4): 183-191. 
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Arsenic toxicity on female reproduction in mice; molecular examination on how oocyte 

quality contributes. 

 

Osamu Udagawa1, Ayaka Kato2, Yayoi Kobayashi1,2, and Seishiro Hirano1,2 
1National Institute for Environmental Studies, 2Graduate School of Chiba University 

 

  Whereas many literatures have pointed the carcinogenicity of arsenite, recent epidemiological 

progresses have revealed its non-carcinogenic effect on female reproduction: increasing odds 

for abortion and stillbirth. Thus, at first we have isolated oocytes and measured the amount of 

arsenic and found that oocytes are indeed challenged with arsenite. Next we have focused our 

attention on PML in the oocyte/embryo as a promising target of arsenite to operate within the 

oocyte/embryo. We found that PML uniquely localizes along the chromatin and condenses in a 

manner similar to that of chromatin. Further we found the maternal inheritance of PML in the 

fertilizing embryo. Finally, we found that arsenite exposure affects quality of oocyte such as the 

meiotic capacity in vitro, but no apparent effect on fertility except for the quality/viability of 

embryos at maternally NOAEL dose level previously reported. 
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Investigation of the relationship between chronic arsenic exposure and DNA 
methylation levels of LINE-1 in genomic DNA derived from human blood through a 

cross sectional study in Bangladesh 
 

Takehiro Suzuki1, Khaled Hossain2, Seiichiro Himeno3, Keiko Nohara1 
1Center for Environmental Health Sciences, National Institute for Environmental 

Studies, 
2 Department of Biochemistry and Molecular Biology, Rajshahi University, 

Bangladesh 

3Faculty of Pharmaceutical Sciences, Tokushima Bunri University 
 
 

We explored the relationship between chronic arsenic exposure and DNA 
methylation levels of at long interspersed nuclear element 1 (LINE-1) in blood 
genomic DNA through a cross-sectional study.  A total of 239 human subjects, 176 
from arsenic-endemic and 63 from non-endemic areas in rural Bangladesh, were 
recruited for this study.  Arsenic concentrations in the drinking water and nails of 

the study subjects were measured by ICP-MS, and LINE-1 methylation levels were 
determined by bisulfite pyrosequencing.  

We found that LINE-1 methylation levels were significantly lower in 
arsenic-endemic population than those in non-endemic population.  There were 
also significant negative correlations of drinking water and nail arsenic 
concentrations with LINE-1 methylation levels.  Inverse relationships of arsenic 
exposure with methylation levels were also significant even after adjusting for 
relevant covariates including age, sex, BMI and smoking.  Furthermore in linear 
regression analysis, it was observed that sex is a significant confounder in the 
arsenic-induced LINE-1 methylation, and subsequent analysis indicated that 
drinking water and nail arsenic concentrations were significantly correlated with 
LINE-1 methylation in females but not in males.  Taken together, the results of 
this study indicated that chronic arsenic exposure was inversely associated with 
LINE-1 methylation, and females were more susceptible to arsenic-induced LINE-1 
methylation than males.  
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Development of the technique for reducing simultaneously arsenic and cadmium in 

rice grains by using a low-cadmium cultivar Koshihikari Kan No.1    
 

S. Ishikawa1, T. Arao1, T. Makino1, T. Abe1, M. Itoh2, K. Harada3, H. Nakada4, I. 
Nishida5, M. Nishimura6, T. Tokunaga7, K. Shirao8, C. Yoshizawa9, M. Matsuyama10 

 
1 National Institute for Agro-Environmental Sciences, 2Akita Prefectural Agricultural 

Experiment Station, 3Chiba Prefectural Agriculture and Forestry Research Center, 
4Toyama Prefectural Agriculture, Forestry and Fisheries Research Center, 5Nara 

Prefecture Agricultural Research and Development Center, 6Shiga Prefecture 
Agricultural Technology Promotion Center, 7Yamaguchi Prefectural Technology 

Center for Agricultural and Forestry, 8Kumamoto Prefectural Agricultural Research 
Center, 9Tochigi Prefectural Agricultural Experiment Station, 10Hyogo Prefectural 

Technology Center for Agriculture, Forestry and Fisheries 
  

In general, flooding conditions increases grain As concentrations in rice, whereas 
drainage increases Cd concentrations. Thus, there is a tradeoff between As and Cd 
uptake by rice depending on the type of water management. On the other hand, we 
previously produced the rice cultivar “Koshihikari Kan1 (KK1)” that do not 
accumulate Cd in the grains. Using this cultivar, we tested the effects of water 
managements to reduce simultaneously Cd and As in the grains.   

Two cultivars, Koshihikari (KSH)and Koshihikari Kan1 (KK1) were cultivated in 
9 experimental sites in Japan. These cultivars were exposed to 3 types of water 
regimes: 1) flooded (FLD), 2) alternate wet and dry conditions (AWD), and 3) 
water-saving conditions (WAS).  

The grain As levels were highest in FLD, followed by AWD and WAS in all sites, 
whereas the grain Cd levels of KSH were opposite results. The grain Cd levels of 
KK1 were below a detection limit irrespective of water regimes in all sites. Although 
AWD or WAS somewhat decreased grain yields, the use of KK1 under such 
conditions is thought to be the best way to reduce simultaneously Cd and As in rice 
grains. 
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Arsenic trioxide augments all-trans retinoic acid-induced differentiation of HL-60 
cells 

 
Daigo Sumi1, Kazumi Suzukawa2, Seiichiro Himeno1 

1Faculty of Pharmaceutical Sciences, Tokushima Bunri University, 
2Faculty of Medicine, University of Tsukuba 

  
   All-trans retinoic acid (ATRA) is used to treat patients with acute promyelocytic 
leukemia (APL) due to its ability to resume the differentiation of APL cells. 
Recently, clinical trials have been started to evaluate ATRA plus arsenic trioxide 
(ATO) as a combination treatment for APL patients. However, although this 
combination has shown promising results in experimental studies, little is known 
about the detailed mechanisms underlying its efficacy. We therefore investigated 
the effects of this combination on the differentiation and differentiation-related 
gene expression in HL-60 cells. ATRA-induced differentiation of HL-60 cells was 
augmented by co-treatment with ATO, while no effect was observed by ATO 
treatment alone. A microarray analysis showed that ATRA plus ATO treatment 
markedly down-regulated the expression of proteinase 3 (PRTN3), which is involved 
in the differentiation arrest of APL cells, compared with treatment with ATRA 
alone. The PRTN3 mRNA level was suppressed by treatment with ATRA alone, and 
then further suppressed by co-treatment with ATO, accompanied by a concomitant 
increase in Sp1 protein, which is known to facilitate differentiation. The expression 
levels of azurocidin, telomerase reverse transcriptase, ferritin, and interleukin-1b 
were also altered by co-treatment with ATO. These results suggest that 
co-treatment with ATO synergistically enhances ATRA-induced differentiation of 
HL-60 cells by altering the expression of genes involved in cell differentiation. 
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Health assessment of residents from arsenic-contaminated groundwater areas in Vietnam 
by using metabolome analysis 

 
Tetsuro Agusa 1, Akifumi Eguchi 2, Takashi Kunito3, Nguyen Minh Tue 4, 

Vi Thi Mai Lan 5, Tu Binh Minh 6, Pham Thi Kim Trang 5, Shin Takahashi 7, 
Pham Hung Viet 5, Shinsuke Tanabe 4, Hisato Iwata 4 

 
1 Graduate School of Environmental and Symbiotic Sciences, Prefectural University of Kumamoto, 

Japan, 2 Center for Preventive Medical Sciences, Chiba University, Japan, 3 Faculty of Science, 
Shinshu University, Japan, 4 Center for Marine Environmental Studies (CMES), Ehime University, 
Japan, 5 Research Center for Environmental Technology and Sustainable Development (CETASD), 

Hanoi University of Science, Vietnam National University, Vietnam, 6 Faculty of Chemistry, 
Hanoi University of Science, Vietnam National University, Vietnam, 7 Faculty of Agriculture, 

Ehime University 
 

To assess the health effects by arsenic exposure, this study performed metabolome analysis in 
residents from arsenic-contaminated groundwater areas in Vietnam.  Total arsenic concentration 
in groundwater was in the range of <0.1 – 67 µg/L.  Concentrations of total arsenic, 
dimethylarsinic acid (DMA), monomethylarsonic acid (MMA), arsenite (As[III]), and arsenate 
(As[V]) in human urine were positively correlated with total arsenic levels in the groundwater, 
indicating that groundwater is the significant source of arsenic exposure for local residents.  
Metabolome analysis revealed that urinary choline concentration increased with urinary DMA 
and MMA concentrations.  2-ketohaxanoic acid and anthranilate in urine showed positive 
correlation with As[III], while the opposite trend was observed for As[V]. 
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Evaluation of weekly intakes of each form of arsenicals from freshwater fish among the 

residents living along the Mekong River 

 

Seiichiro Himeno1, Chizuru Tomori1, Hideki Miyataka1, 

 Suthipong Sthiannopkao2 

1Faculty of Pharmaceutical Sciences, Tokushima Bunri University, 2Department of 

Environmental Engineering, Dong-A University (Korea)  

 

To evaluate arsenic intake from freshwater fish among the residents living along the Mekong 

River, we collected 40 species of freshwater fish in the Mekong River. We also performed a 

questionnaire study to obtain weekly intake of each species of freshwater fish among the 

residents. An average concentration of total arsenic in freshwater fish was 0.087 ppm, 1/50 of 

that of marine fish. We calculated the average levels of weekly intake per person for total 

arsenic, and found that the total arsenic intake from freshwater fish was higher than that from 

marine fish. We also calculated the average levels of weekly intake per person for inorganic 

arsenic, and found that the inorganic arsenic intake among the residents was 14 µg/week/person. 
This level was about one tenth of expected inorganic arsenic intake from tube-well water which 

contains 10 ppb inorganic arsenic (WHO guideline). 
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Trivalent inorganic arsenite [iAs(III)] induced histone H3 modification and its effects on gene 
expression  

 
Toshihide Suzuki, Kayoko Kita, Takafumi Ochi 
Faculty of Pharma-Science, Teikyo University 

 
   Previously, we revealed that the possible participation of histone H3 
phosphorylation in mRNA expression of FOS EGR1 and IL8 by iAs(III).  In this 
study, we further investigated in detail whether histone H3 modification is 
concerned with gene expression by iAs(III).  The results indicated that iAs(III) 
modified histone H3 (H3S10p and H3K9me3S10p) where the specific promoter 
region of FOS and EGR1 were wound around.  Furthermore, these promoter region 
were the almost corresponded to the transcription factor binding site which is 
concerned in induction of FOS and EGR1 by iAs(III).  As intracellular localization 
of H3S10p and H3K9me3S10p was limited in a specific site, iAs(III) modified 
specific histone H3 which wind around promoter region of FOS and EGR1, and then 
might be induced mRNA expression of these genes. These transcription factors 
further induce downstream effector proteins, which may play an important role in 
the iAs(III) cytotoxicity and one of the possible cause of iAs(III) carcinogenicity. 
H3S10p: phospho(Ser10)-histone H3,   
H3K9me3S10p: trimethyl(Lys9)+ phospho(Ser10)-histone H3  
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BubR1 plays an essential role for thio-DMA-induced mitotic cell accumulation and 
apoptotic cell death 

 
Kayoko Kita, Nanami Asaka, Toshihide Suzuki, Takafumi Ochi   

Faculty of Pharma-Science, Teikyo University 
 

In the present study, we showed that thio-dimethylarsinic acid 
(thio-DMA)-induced mitotic cell accumulation were accompanied with apoptotic cell 
death, and BubR1, which is one of the components of spindle assembly checkpoint 
(SAC) proteins, plays an important role for these process. In the BubR1 
knock-down cells, whereas mitotic accumulation and apoptotic cell death were 
suppressed, the increase of the living cell which have abnormal DNA, were 
observed after treatment with thio-DMA. More interestingly, BubR1 knock-down 
cells could survive in the medium containing higher thio-DMA that a normal cell 
could not survive. These results suggested that thio-DMA induced-apoptotic cell 
death by activating of SAC, is one of the protective mechanisms for preventing the 
abnormal cell accumulation. 
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Interaction of arsenic and selenium and the uptake of those elements in red blood cells 
 

Yayoi Kobayashi1, Noriyuki Suzuki2, Yasumitsu Ogra2, Seishiro Hirano3 
1Center for Environmental Health Sciences, National Institute for Environmental 
Studies (NIES), 2 Graduate School of Pharmaceutical Sciences, Chiba University, 

3Center for Environmental Risk Research, NIES 
 

  The uptake of arsenic and selenium in red blood cells (RBCs) was investigated after 
co-exposure of rat RBCs to selenite and either arsenite, or arsenate. Only the 
combination of arsenite and selenite increased uptake of those elements compared to 
exposure to arsenite or selenite alone. Selenide, a reduction product of selenite, may 
be involved in the enhanced uptake by forming As-Se complex. 
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1) Shimoda Y, Kurosawa H, Kato K, Endo Y, Yamanaka K, Endo G. Proposal for novel metabolic 

pathway of highly toxic dimethylated arsenics accompanied by enzymatic sulfuration, 

desulfuration and oxidation. J Trace Elem Med Biol. (2015) 129-136. 

 

Effect of cytochrome P450 on the toxicity of dimethylarsenicals  
 

Shimoda Y, Kato K, Kurosawa H, Hata A, Endo Y, Endo G, Yamanaka K. 

 
Recently, DMAIII and DMMTAV, metabolites of DMAV, are paid to attention because 
of their higher toxicity. The purpose of the present study was to clarify influence of 
cytochrome P450 (CYPs) on the cytotoxicity induced by these arsenicals. In vitro 
experiments suggest that the cytotoxicity of DMAIII and DMMTAV is reduced via the 
conversion into DMAV by hepatic metabolic enzymes including CYPs. 
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Diversity of the Factors Determining the Sensitivity to Arsenic Trioxide  
 

Yoshitaka Nobukuni, Junko Masumoto, Michitaka Numoto 
Department of Human Genetics, RIRBM, Hiroshima University 

 
 
BACKGROUND 
Biological effects of arsenic have been well studied.  However, the target molecules of the 
arsenic and the molecular mechanisms determining the susceptibility to arsenic are not fully 
understood yet. We have been developing a genetic screening system to elucidate the 
obligate genes using the large-scale gene-trap mammalian mutant cell library (Nobukuni et 
al , JBC, 2005, Nobukuni et al, Jpn J Hyg, 2005). To investigate the molecular mechanisms 
underlying the arsenic toxicity, we conducted the functional genetic screening of the genes 
involved in the susceptibility to As2O3. 
 
METHODS 
JThe mutant cells which can survive after the As2O3 treatment (40 µM, 3 hours) were 
isolated from a large-scale gene-trap insertional mutants library.  The trapped (disrupted) 
genes in the mutant cells were identified by 5'-RACE-sequencing analyses and BLAST 
search.  
 
 
RESULTS and DISCUSSION 
To date, a number of factors related to arsenic trioxide susceptibility and cytotoxicity have 
been reported. Apart from those factors, involvements of the other novel factors were 
suggested from the functional genomic screening. 
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SUMOylation of PML and changes in PML nuclear body proteins in arsenite-exposed cells.  

 

Seishiro Hirano1,2, Mihoko Tadano1, Yayoi Kobayashi1,2, Osamu Udagawa1, and Ayaka Kato2 
1National Institute for Environmental Studies, 2Graduate School of Chiba University 

 

  Promyelocytic leukemia (PML) and its RING-deleted mutant protein (RING∆PML) were 

purified and served for in vitro SUMOylation reaction. Both forms were SUMOylated either in 

the presence or absence of arsenite in vitro, suggesting that arsenite may first modify PML, 

re-arrange PML nuclear body microenvironment, and initiate PML SUMOylation in the cells. 

MDM2, a repressor of p53, was colocalized with PML in arsenite-exposed HEK-PML cells.  

PML, but not RING∆PML, was converted from RIPA-soluble form to RIPA-insoluble form and 

also SUMOylated by arsenite. MDM2 responded to arsenite similarly as PML, suggesting that 

PML and MDM2 are associated in PML nuclear body. 
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