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Human induced pluripotent stem cell (hiPSC) technology creates new possibilities in the field of drug development for the
establishment of new in vitro testing methods using human tissue cells which include chemical screening, toxicology and safety
pharmacology. Aims of our project are to establish new reliable methods using differentiated cells from hiPSC, such as
cardiomyocytes, neurons and hepatocytes; to perform validation studies for their reliability, reproducibility and robustness which are
needed to standardize the methods; to propose the validated methods to be reviewed for the regulatory usage, and to integrate the
methods into internationally accepted guidelines. In regard to hiPSC-derived cardiomyocytes, we have completed the large scale
inter-facility validation study about a new safety pharmacological method using multiple electrode array system (MEA), analyzed
data, and published two papers with a proposed new paradigm for risk assessment of drugs. Further, we have participated in the
international validation study with 28 blinded compounds conducted by FDA. We have determined reliable biomarkers, such as
drebrin for neurons and CYP3A4 for hepatocytes to develop new methods using hiPSC-derived neurons and hepatocytes. The
validation process is in the beginning of a small-scale validation study just after an inter-laboratory validation. For the next step in the
validation study, studies are needed for creating a large scale of standardized cells which show stable pharmacological responses.

Cardiomyocytes derived from hiPSC (hiPSC-CMs) have been increasingly used for the risk assessment of drug-induced QT
prolongation by several pharmaceutical companies. Thus, the development of new cardiac safety pharmacological methods using
hiPSC-CMs is the main target of our project. Using MEA platform, electrophysiological activities of hiPSC-CMs are
recorded easily to assess QT prolongation and the proarrhythmic potential of drug candidates. Here we have
established a standardized protocol in Japan, and shared the protocol with an international consortium,
Comprehensive in vitro Proarrhythmia Assay (CiPA). In the fiscal year of 2016, we have completed a large-scale
validation study for 60 chemicals. Chemicals used in this study were selected and clinical data of the compounds were collected by
the Japanese Safety Pharmacology Society. Experiments were performed by four pharmaceutical companies from the Japan iPS
Cardiac Safety Assessment (JICSA). Commercially available hiPSC-CMs and MEA platform were used in our study. First, we
analyzed basic the electrophysiological elements of hiPSC-CMs that correspond to clinical properties, such as QT-RR relationship,
QT correction models and QT prolongation related to Torsades de pointes (TdP). Electrical activity of hiPSC-CM preparations were
measured extracellularly and analyzed field potential duration (FPD) and inter-spike interval (ISI) quantitatively which correspond to
QT and RR of human ECG. Plots of FPD-ISI were fitted with a positive linear regression line of which has a regression coefficient
similar to that of human QT-RR plots in the Framingham heart study derived from 5000 people ECG recordings. This paper
successfully shows that the hiPSC-CMs share similar electrophysiological properties to human hearts and will be reliable models for
the assessment of arthythmogenic potentials of drug candidates in human. Thus, MEA-based experiments using iPSCs-CMs
would be a standard testing method to evaluate QT prolongation and proarrhythmic potentials.

We organized a multi-disciplinary consortium, JICSA, to evaluate the usage of hiPSC-CMs for predicting the proarthythmic risks
using 60 compounds. Each drug was categorized as high, intermediate, or low risk based on its location within predefined areas of
the two-dimensional map. We categorized 19 drugs as high risk; 18 as intermediate risk; and 17 as low risk. We examined the
concordance between our categorization of high and low risk drugs against the torsadogenic risk categorization in CredibleMeds®.
Our system demonstrated high concordance, as reflected in a sensitivity of 81%, specificity of 87%, and accuracy of 83%. In the US,



CiPA paradigm has been proposed to improve cardiac safety for regulatory approval. It aims to replace the preclinical hERG assay
and the clinical tQT study required in the ICH S7B and E14 guidelines with more translationally relevant assessments of
proarthythmic risk. JICSA is now collaborating with the CiPA myocyte team for an interational validation study, and collecting MEA
data using blinded compounds.

I RO/~ DFEE
(1) it - HEEEIC R ommsc & (EWEE 1 210 EESE 2 749
2016 4

1.

10.

11.

12.

13.
14.

Anggraeini P, Koganezawa N, Ishizuka Y, Kojima N., Tanaka N, Nakano T, Shirao T “X-irradiation
induces acute cognitive decline via transient synaptic dysfunction.” Rad. Res. 2016, 185, 423-430.
Barroso J, Ahn 1Y, Caldeira C, Carmichael PL, Casey W, Coecke S, Curren R, Desprez B, Eskes C,
Griesinger C, Guo J, Hill E, Roi AJ, Kojima H, Li J, Lim CH, Moura W, Nishikawa A, Park H, Peng S,
Presgrave O, Singer T, Sohn SJ, Westmoreland C, Whelan M, Yang X, Yang Y, Zuang V. Validation of
Alternative Methods for Toxicity Testing, Chapter 14: International Harmonization and Cooperation in
the Validation of Alternative Methods. Springer. 2016, Advances in Experimental Medicine and Biology
856, 343-386.

fERHER, BRI Teb iPS e Reiesilasss v e ERRELOBWER TR | iPS Alur 224 mitE
TRV EREA BT 2016, pp. 170-174.

FRHERC, [LIRT RS, SRZRAL, BIEFH - e 1PS Ml FR O TR FEN A A— 7 DIE L E L FE
B ahLOBSE, [ENLEE R BRI 2016, 5 134 75

Kanda Y, Yamazaki D, Kurokawa J, Inutsuka T, Sekino Y. Points to consider for a validation study of
1PS cell-derived cardiomyocytes using a multi-electrode array system. J Pharmacol Toxicol Methods.
2016, 81, 196-200.

PREZARAY, [LRAHS], BEEPt7-. b iPS MlfuA AL 7o Ol R il RS L EREEA b, L a7 R —H
AT ARG, 2016, 6, 36774,

ARZRAKL, BIEPHT-. R PS Mz v oo e Dtz MR Ml EO Bl L EBATRH b JICSA O BW#EA-,
BAERGIEETTE 2016, 5518 -

Kitaguchi T, Moriyama Y, Taniguchi T, Ojima A, Ando H, Uda T, Otabe K, Oguchi M, Shimizu S, Saito
H, Morita M, Toratani A, Asayama M, Yamamoto W, Matsumoto E, Saji D, Ohnaka H, Tanaka K,
Washio I, Miyamoto N. CSAHi study: Evaluation of multi-electrode array in combination with human
iPS cell-derived cardiomyocytes to predict drug-induced QT prolongation and arrhythmia--effects of 7
reference compounds at 10 facilities. Toxicological Methods. 2016, 78, 93-102

BB AW TRV ) R 2016, DOI:10.14931/bsd.7254.

/NG B RS, BEESHON, (LRI DI LN TE AR, HAI1F. 2016, 76(4), 243
246.

N BE BRI BT 20l OFEE, I, B 1T MR A RS AR R S T R AR
2016, 89-108.

/N . AR TARDDFINIWIO MR, A7 7 — 27—, 2016, 166), 1.

/NEs B AR BRSO EEOTEH, 55 14 TERAGTHIO H1E o —= L —HhR. 2016, 147-151.
/AN ZE, T8) IR FAE ISR ORIz 2 — (JaCVAM) VK 27 4RGSR, AATEX-JaCVAM.




15.
16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

2016, 5(1), 45-56.

/N B BURREZ I EHO in vitro ZEMRHBRIZE. S AAT (7 27— 2016-12, 2016, 1-4.
Kojima N, Yasuda H, Hanamura K, Ishizuka Y, Sekino Y, Shirao T. “Drebrin A regulates hippocampal
LTP and hippocampus-dependent fear learning in adult mice” Neuroscience. 2016, 324: 218-226
Marx U, Andersson TB, Bahinski A, Beilmann M, Beken S, Cassee FR, Cirit M, Daneshian M,
Fitzpatrick S, Frey O, Gaertner C, Giese C, Griffith L, Hartung T, Heringa MB, Hoeng J, de Jong WH,
Kojima H, Kuehnl J, Leist M, Luch A, Maschmeyer I, Sakharov D, Sips AdJ, Steger-Hartmann T, Tagle
DA, Tonevitsky A, Tralau T, Tsyb S, van de Stolpe A, Vandebriel R, Vulto P, Wang J, Wiest J, Rodenburg
M, Roth A. Biology-inspired microphysiological system approaches to solve the prediction dilemma of
substance testing. ALTEX. 2016, 33(3), 272-321.

Nishizawa M, Chonabayashi K, Nomura M, Tanaka A, Nakamura M, Inagaki A, Nishikawa M, Takei
I, Oishi A, Tanabe K, Ohnuki M, Yokota H, Koyanagi-Aoi M, Okita K, Watanabe A, Takaori-Kondo A,
Yamanaka S, Yoshida Y (corresponding author). Research for Epigenetic Variation between Human
Induced Pluripotent Stem Cell Lines Is an Indicator of Differentiation Capacity. Cell Stem Cell. 2016,
19(3), 341-354.

Oceguera-Yanez F, Kim SI, Matsumoto T, Tan GW, Xiang L, Hatani T, Kondo T, Ikeya M, Yoshida Y,
Inoue H, Woltjen K. Research for Engineering the AAVS1 locus for consistent and scalable transgene
expression in human iPSCs and their differentiated derivatives. Methods. 2016, 101, 43-55.

Parr CJ, Katayama S, Miki K, Kuang Y, Yoshida Y, Morizane A, Takahashi J, Yamanaka S, Saito H.
Research for MicroRNA-302 switch to identify and eliminate undifferentiated human pluripotent stem
cells. Scientific Reports. 2016, 6, 32532.

Sasaki K, Makiyama T, Yoshida Y (corresponding author), Wuriyanghai Y, Kamakura T, Nishiuchi S,
Hayano M, Harita T, Yamamoto Y, Kohjitani H, Hirose S, Chen J, Itoh H, Kawamura M, Ohno S,
Takeuchi A, Matsuoka S, Miura M, Sumitomo N, Horie M, Yamanaka S, Kimura T. Research for
Patient-specific Human Induced Pluripotent Stem Cell Model Assessed with Electrical Pacing Validates

S107 as a Potential Therapeutic Agent for Catecholaminergic Polymorphic Ventricular Tachycardia.
Plos ONE. 2016, 11(10), 0164795.

Yamamoto N, Kato Y, Sato A, Hiramatsu N, Yamashita H, Ohkuma M, Miyachi E, Horiguchi M, Hirano
K, Kojima H. Establishment of a new immortalized human corneal epithelial cell line GHCE-NY1) for
use in evaluating eye irritancy by in vitro test methods. In Vitro Cell. Dev.Biol.-Animal. 2016, 52(7):742-
8.

Uchino T, Kuroda Y, Ishida S, Yamashita K, Miyazaki H, Oshikata A, Shimizu K, Kojima H, Takezawa
T, Akiyama T, Tkarashi Y. Increase of B2-integrin on adhesion of THP-1 cells to collagen vitrigel
membrane. Biosci Biotechnol Biochem. 2016 Jul 4, 1-6.

Sato K, Takahashi K, Shigemoto-Mogami Y, Chujo K, Sekino Y, (2016) Glypican 6 increases the level of
functional N-Methyl-D-aspartate receptors in human induced pluripotent stem cell derived neurons,
Front Cell Neurosci, 15 November 2016, doi: 10.3389/fncel.2016.00259.

Yamamoto W, Asakura K, Ando H, Taniguchi T, Ojima A, Uda T, Osada T, Hayashi S, Kasai C,
Miyamoto N, Tashibu H, Yoshinaga T, Yamazaki D, Sugiyvama A, Kanda Y, Sawada K, Sekino Y.
Electrophysiological Characteristics of Human iPSC-Derived Cardiomyocytes for the Assessment of




Drug-Induced Proarrhythmic Potential. PLoS One. 2016 Dec 6;11(12):e0167348.

2017 4F

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Ando H, Yoshinaga T, Yamamoto W, Asakura K, Uda T, Taniguchi T, Ojima A, Shinkyo R, Kikuchi K,
Osada T, Hayashi S, Kasai C, Miyamoto N, Tashibu H, Yamazaki D, Sugivama A, Kanda Y, Sawada K,
Sekino. Y. Anew paradigm for drug-induced torsadogenic risk assessment using human iPS cell-derived
cardiomyocytes. Journal of Pharmacological and Toxicological Methods. 2017, 84, 111-127.
Izumi-Nakaseko H, Nakamura Y, Wada T, Ando K, Kanda Y, Sekino Y, Sugivama A. Characterization
of human 1PS cell-derived cardiomyocyte sheets as a model to detect drug-induced conduction
disturbance. The Journal of Toxicological Sciences. 2017, 42(2), 183-192.

Kanda Y, Yamazaki D, Sekino Y. Development of new pharmacological test methods using human 1iPS
cell-derived cardiomyocytes. Nihon Yakurigaku Zasshi. 2017, 149, 110-114.

Kitaguchi T, Moriyama Y, Taniguchi T, Maeda S, Ando H, Uda T, Otabe K, Oguchi M, Shimizu S, Saito
H, Toratani A, Asayama M, Yamamoto W, Matsumoto E, Saji D, Ohnaka H, Miyamoto N. CSAHi study:

Detection of drug-induced ion channel/receptor responses, QT prolongation, and arrhythmia using

multi-electrode arrays in combination with human induced pluripotent stem cell-derived
cardiomyocytes. Journal of Pharmacological and Toxicological Methods. 2017 (in press).

/INGEERC -, AR, AR, Te M PS Hife Fh etz IV vz SR SR RO BLRIZ DU T AT
PRPMERE, 2017, 149: 104-109

Koganezawa N, Hanamura K, Sekino Y, Shirao T. "The role of drebrin in dendritic spines" Mol. Cell.
Neurosci. , 2017, 10.1016/j.mcn.2017.01.004.

Kojima H. Cosmetic Science and Technology: Theoretical Principles and Applications, Chapter 51:
Safety Assessment of Cosmetic Ingredients. Elsevier. 2017, 793-803

Li B, Ding S, Feng N, Mooney N, Ooi YS, Renf L, Diep J, Kelly MR, Yasukawa LL, Patton JT, Yamazaki
H, Shirao T, Jackson PK, Greenberg HB. "Drebrin restricts rotavirus entry by inhibiting dynamin-
mediated endocytosis." Proc Natl Acad Sci USA, 2017, Apr 17. pi: 201619266. doi
10.1073/pnas.1619266114.

Nakanishi H, Miki K, Komatsu KR, Umeda M, Mochizuki M, Inagaki A, Yoshida Y, Saito H. Monitoring
and visualizing microRNA dynamics during live cell differentiation using microRNA-responsive non-
viral reporter vectors. Biomaterials. 2017 128:121-135.

Pamies D, Bal-Price A, Simeonov A, Tagle D, Allen D, Gerhold D, Yin D, Pistollato F, Inutsuka T,
Sullivan K, Stacey G, Salem H, Leist M, Daneshian M, Vemuri MC, McFarland R, Coecke S, Fitzpatrick
SC, Lakshmipathy U, Mack A, Wang WB, Yamazaki D, Sekino Y, Kanda Y, Smirnova L, Hartung T.
Good Cell Culture Practice for stem cells and stem-cell-derived models. ALTEX. 2017, 34, 95-132.
Shirao T, Hanamura K, Koganezawa N, Ishizuka Y, Yamazaki H, Sekino Y. "The role of drebrin in
neurons". J. Neurochem. 2017, 10.1111/jnc.13988

Takasuna K, Asakura K, Araki S, Ando H, Kazusa K, Kitaguchi T, Kunimatsu T, Suzuki S, Miyamoto
N. Comprehensive in vitro cardiac safety assessment using human stem cell technology: Overview of
CSAHi HEART initiative. Journal of Pharmacological and Toxicological Methods. 2017, 83, 42-54.
Ueki J, Nakamori M, Nakamura M, Nishikawa M, Yoshida Y, Tanaka A, Morizane A, Kamon M, Araki
T, Takahashi MP, Watanabe A, Inagaki N, Sakurai M. Research for Myotonic dystrophy type 1 patient-




39.

derived iPSCs for the investigation of CTG repeat instability. Scientific Reports. 2017, 7, 42522.
Yamamoto Y, Makiyama T, Harita T, Sasaki K, Wuriyanghai Y, Hayano M, Nishiuchi S, Kohjitani H,
Hirose S, Chen J, Yokoi F, Ishikawa T, Ohno S, Chonabayashi K, Motomura H, Yoshida Y
(corresponding author), Horie M, Makita, Kimura T. Allele-specific ablation rescues electrophysiological
abnormalities in a human 1PS cell model of long-QT syndrome with a CALM2 mutation. Hum Mol
Genet 2017 26(9):1670-1677

(2) 2 VRV Y LTRSS A - RAX—FEFR

1.

10.

11.

12.

“NMDA receptors are involved in X-irradiation-induced decrease in drebrin clusters within dendritic

spines of cultured hippocampal neurons in vitro.” 7~ A% — _ Shuchuan Miao, Kenji Hanamura,

Anggraeini Puspitasari, Noriko Koganezawa, Tomoaki Shirao The 6th International Society of

Radiation Neurobiology Conference, Nagasaki, Japan, February 12-13, 2016 [E/N

“Primary cultured hippocampal neurons prepared from drebrin knockout mice show the less

mmunoreactivity of MAP2 and NMDA subunits.” 7824 — Noriko Koganezawa, Yuki Kajita, Kenji

Sakimura, Tomoaki Shirao. The 6th International Society of Radiation Neurobiology Conference,

Nagasaki, Japan, February 12-13, 2016 [EN

“HDAC inhibitors prevent synaptic dysfunction elicited by X-irradiation.”~x A% —, Takashi Hiruma,

Noriko Koganezawa, Puspitasari Anggraeini, Tomoaki Shirao. The 6th International Society of

Radiation Neurobiology Conference, Nagasaki, Japan, February 12-13. 2016 [EIN

Stably Expressed APEX2 Identifies the Integration of iPSC-derived Cardiomyocytes in a Mouse Model

of Myocardial Infarction, ANAZ—, R, FHERL, 5 80 [FIH AfEERAR T2 FIES IIGERE 4

—,2016/03/19, [EX.

View and suggestion about how to promote progress and cooperation in Asia, H8H, Kojima H, 2016 £

WHENESRY 7 +—F 4, 2016/04/27-29, [ES)

Utility and adverse effects of iPS cell-derived cardiomyocytes sheets on the heart with infarction.

Current Medication for Cardiovascular Disease, [ ¥H, Sugiyama A, Mongolian-Japanese Joint

Seminar for Medical Doctors in Mongolian National University of Medical Sciences, 2016/05, [E4}.

P 3. eh iPS MRk RS TR RRENERY A SHli~OIGH RTREME, SR w L Rt

HERROD ATREME RS BRFE~DIGHEZ BFELI- BT /L AIROREEEE 20, 2016/05, [EN

Development of high-efficient differentiation protocols from human iPS cells to glutamatergic or GABAergic

neural progenitorcells ANA KX —  Afithize, LS, RNEVES, SRHEHZRE, BT 25 14 RIS

VRV T L, 201645 H 20 H, fLE

[EIFSHEB TGRSV TS in vitro BRBRTE, 1A, /NG BE HAKHRESR A2 55 89 [MIRZ, 2016/05/25-

26, [E/.

b MSEA AR R EE V- =WocAIRE T VORI, D8E, (LAER, PR T, DRSS, Rk

5, TG, AHHE T, EERT, R, HERES AT, TABGE, NG BE RIASERIRER S 55891H]
2, 2016/05/25-26, [EIA.

Toward a proposal of the revised ICH S7B: Update of the activities of Japan iPS cardiac safety

assessment (JiCSA) and CiPA, [19H, Yasunari Kanda and Yuko Sekino, 5th Chinese Safety
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& Training of Alternative Methods, 2016/06/19-22, [E4}.
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Koganezawa, Shuchuan Miao, Yuko Sekino, Tomoaki Shirao, The 10th FENS Forum of Neuroscience,
Copenhagen, Denmark July 2-6, 2016 [E4}

“The acute process of X-irradiation-induced decrease in drebrin clusters within dendritic spines of

cultured hippocampal neurons is associated with NMDA receptor activity. 7~ A% —. Shuchuan Miao,
Anggraeini Puspitasari, Noriko Koganezawa, Natsume Tanaka, Tomoaki Shirao. The 10th FENS
Forum of Neuroscience, Copenhagen, Denmark July 2-6, 2016 £+

“Amyloid beta induced drebrin loss from synapses via histone deacetylase activity.” 7~A%—., Tomoaki
Shirao and Yuta Ishizuka, The 10th FENS Forum of Neuroscience, Copenhagen, Denmark July 2-6,
2016 [E5+

Characterization of 1PS cell-derived cardiomyocytes sheet by pharmacological and electrophysiological
Interventions under motion vector and field potential monitoring, 7~ A % —, Nakamura Y, Izumi-
Nakaseko H, Cao X, Wada T, Ando K, Kaneda Y, Sekino Y, Sugivama A, International and
Interdisciplinary Symposium 2016 "Towards a New Era of Cardiovascular Research", 2016/07/12, [EM.
Electrophysiological and pharmacological characterization of the conduction properties of human iPS
cell-derived cardiomyocyte sheets, 7544 —, Izumi-Nakaseko H, Nakamura Y, Wada T, Ando K, Kanda
Y, Sekino Y, Sugivama A, International and Interdisciplinary Symposium 2016 "Towards a New Era of
Cardiovascular Research", 2016/07/12, [EMA.

[Thrombospondin-1 induces an axon formation in early developmental stage of human iPS cell-derived
neuron | 78 A% —  Hiroyuki Yamazaki, Yuki Arayama, Yuta Ishizuka, Kaoru Sato, Yuko Sekino,
Tomoaki Shirao, £ 39 [A] HAHERIF R 2016/07/20~22, FEN
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Strategy on the OECD TG in Japan, M8H, Kojima H, 13th Annual meeting of Korean Society for
Alternatives to Animal Experiments, 2016/08/19, [E5}.

The current status of non-animal test methods and prospects for Asian cooperation, , 158, Kojima H,
17th Annual Congress of European Society for Alternative to Animal Testing, 2016/08/24-27, [E#}.
Sato K, Takahashi K, Shigemoto-Mogami Y, Chujo K, Sekino Y, Astrocyte-derived factor increases the
level of functional N-methyl-D-aspartate receptors in human induced pluripotent stem cell-derived
neurons, SPS2016, oral communication and poster , 2016/09, [E+

Sato K, Takahashi K, Shigemoto-Mogami Y, Chujo K, Sekino Y, Astrocyte-derived factor enhances
NMDA receptor functions in human induced pluripotent stem cell-derived neurons, % 59 [a] H AL,
R, 2016/09, EHN

iPS #fRD /LA, MEE, & HEER, Molecular Cardiovascular Conference II BN —2AKT /L,
2016/09/02, [EN.

AOP 02 J57, OECD (255 AOP 7'ay=/ 1o Hity, gL Eefkitya=—/L, NEE, /NG % 5 23 [81H
AL, 2016/09/06-07, [ESL.
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Electrophysiological and Pharmacological Characterization of the Conduction Properties and
Automaticity of Human Induced Pluripotent Stem Cell-Derived Cardiomyocyte Sheets, 8 A % —,
Izumi-Nakaseko H, Nakamura Y, Wada T, Ando K, Kanda Y, Sekino Y, Sugivama A, 2016 Joint
Meeting of SPS, 2016/09/18, [E4}.

Drug-Induced Torsadogenic Risk Prediction Using Human iPS Cell-Derived Cardiomyocytes and MEA
System (), ""xA%—, Takashi Yoshinaga, Hiroyuki Ando, Tomohiko Taniguchi, Takaaki Uda, Wataru
Yamamoto, Keiichi Asakura, Atsuko Ojima, Raku Shinkyo, Kiyomi Kikuchi, Tomoharu Osada, Seiji
Hayashi, Chieko Kasai, Hiroyuki Tashibu, Norimasa Miyamoto, Daiju Yamazaki, Yasunari Kanda
Atsushi Sugiyvama, Kohei Sawada, Yuko Sekino, Safety Pharmacology Society 16th annual meeting,
2016/09/18-23, [E¥+

Electrophysiology Studies of iPS-derived Cardiomyocytes as a Surrogate of QT Prolongation, H5H,
Yasunari Kanda, Safety Pharmacology Society 16th annual meeting, 2016/09/18-23, [E4}.
Drug-Induced Proarrhymic Testing Methods Using VSD and Calcium Indicator in FDSS/uCell, 824
—,_DaiiuYamazaki, Yoshinori lde, Yasunari Kanda, Yuko Sekino, Safety Pharmacology Society 16th
annual meeting, 2016/09/18-23, [E4+

Cardiac Safety Assessment Methods for Human iPSC-Derived Cardiomyocytes: A Voltage Sensitive
Dye Imaging with a High-speed CMOS Sensor and a Non-staining Imaging with Polarizers, 7824 —,
Yoshinori Ide, Michinori Ichikawa, Mariko Kobayashi, Kenji Tsubokura, Daiju Yamazaki, Yasunari
Kanda, Yuko Sekino, Safety Pharmacology Society 16t annual meeting, 2016/09/18-23, [Et
Evaluation of Multi-electrode Array in Combination with Cor4U Human iPS Cell-Derived
Cardiomyocytes to Predict Drug-Induced QT Prolongation and Arrhythmia -Collaboration between
CSAHi and JiCSA, F"A%—, Takashi Kitaguchi, Yuta Moriyama, Sanae Maeda, Tomohiko Taniguchi,
Masakazu Ishimura, Hiroyuki Tashibu, Masao Oguchi, Atsuhiro Yamanishi, Etsushi Takahashi, Kaori
Miyamoto, Kaoru Morimura, Daisuke Saji, Hiroki Ohnaka, Daiju Yamazaki, Yasunari Kanda, Yuko
Sekino, Norimasa Miyamoto, Safety Pharmacology Society 16t annual meeting, 2016/09/18-23, [Et
Drug-Induced Torsadogenic Risk Prediction Using Human iPS Cell-Derived Cardiomyocytes and MEA
System (I) , IRA%—%5, Ando H, Yoshinaga T, Yamamoto W, Asakura K, Uda T, Taniguchi T, Ojima
A, Shinkyo R, Kikuchi K, Osada T, Hayashi S, Kasai C, Miyamoto N, Tashibu H, Yamazaki D,
Sugiyama A, Kanda Y, Sawada K, Sekino.Y, SAFETY PHARMACOLOGY SOCIETY, JAPANESE
SAFETY PHARMACOLOGY SOCIETY, CANADIAN SOCIETY OF PHARMACOLOGY AND
THERAPEUTICS JOINT MEETING, 2016/09/19, [/}

Electrophysiological and Pharmacological Characterization of Human iPS Cell-Derived
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Cardiomyocytes As a Model for Predicting the Drug-Induced Arrhythmic Events in Human Hearts, 7~
A5 —3E5%, Yamamoto W, Asakura K, Ando H, Taniguchi T, Ojima A, Uda T, Osada T, Hayashi S, Kasai
C, Miyamoto N, Tashibu H, Yoshinaga T, Yamazaki D, Sugivama A, Kanda Y, Sawada K, Sekino Y,
SAFETY PHARMACOLOGY SOCIETY, JAPANESE SAFETY PHARMACOLOGY SOCIETY,
CANADIAN SOCIETY OF PHARMACOLOGY AND THERAPEUTICS JOINT MEETING ,
2016/09/19, [E4}.
The Effect of State and Rate Dependent IKr Channel Inhibition on the Action Potential in Human
Cardiomyocyte: A Simulation Study by Comparison of the Original and IKr Markov State Model
Incorporated O'Hara-Rudy Models, IRA%—3%5%, Abe Y, Furukawa Y, Ohyabu Y, Ando H, Saito R,
SAFETY PHARMACOLOGY SOCIETY, JAPANESE SAFETY PHARMACOLOGY SOCIETY,
CANADIAN SOCIETY OF PHARMACOLOGY AND THERAPEUTICS JOINT MEETING ,
2016/09/19, [E4}.
“Epigenetic variation between human inducted pluripotent stem cell lines is an indicator of
differentiation capacity, 7~A%—, Masatoshi Nishizawa, Yoshinori Yoshida, Cell Symposia:10Years of
iPSCs (Claremont Hotel & Spa, Berkeley, CA), 2016/09/26, [E5}.
International validation study on Hand1-Luc Embryonic stem cell test (Hand1-Luc EST): A reporter
gene assay using engineered mouse ES cells evaluate embryotoxocity in vitro, F8H, Kojima H, 5th
Annual meeting of American Society for Cellular and Computational Toxicology, 2016/09/29-30, [}
“Quantitative imaging analysis of amyloid beta toxicity using cultured neurons.” 7"A%— Tomoaki
Shirao, Yuta Ishizuka, Kenji Hanamura, Yasunari Kanda and Yuko Sekino, The 5th Annual Meeting
of the ASCCT. Durham, NC, USA, 2016 September 29-30. [E+
Applicability of human iPS cell-derived hepatocyte to the safety test of drug candidate, H5H, Seiichi
Ishida, Shinichiro Horiuchi, Shoko Uchida, Yukie Kuroda, Su-Ryang Kim, Yuko Sekino, HARIENAE
A 31 L, 2016/10/14, [EA.
“X-irradiation induces acute cognitive decline via actin reorganization in dendritic spines.” 7NA%—,
Tomoaki Shirao, Anggraeini Puspitasari, Takashi Nakano and Noriko Koganezawa. The 62rd Annual
International Meeting of Radiation Research Society. Big Island, HI, USA, 2016, October 16-19, [E/$+
“Irradiation effects on drebrin expression in cervical cancer” 7N A% —  Permata TBM, Sato H,
Puspitasari A, Koganezawa N, Noda S, Shirao T, Nakano T. The 62rd Annual International Meeting of
Radiation Research Society. Big Island, HI, USA, 2016 October 16-19, [+
PEBRAR I 3517 % 1PS MDA SN [T 7-A0F5E, AEH, 2SR, 5 10 [B A AR vl
SEHEIBRSAE, 2016/10/30, [EA.
“Developmental regulation of NMDA receptor subunits expression by drebrin” 7~ A4 — | Noriko
Koganezawa and Tomoaki Shirao, Society for Neuroscience 45th Annual Meeting, 2016, San Diego,
USA, November 12-16. [E5+

iPS-cell derived cardiomyocyte disease modeling, 1 88, Yoshinori Yoshida, American Heart
Association Scientific Session 2016 (New Orleans Morial Convention Center), 2016/11/15, [E4+
JaCVAM (3517 53Rs JRHICEW)FERAENE, N, NG B AW SERARE TR 29 FIRE,
2016/11/15-18, [E|N.
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Reducing false negative results in an in vitro skin sensitization test: The human cell line activation test,

RA%—, VO PTH, Narita K, Nakagawa F, Kojima H, Itagaki H, HABEMW)SEER S 29 RIS,

2016/11/15-18, [EA.

Guidance on use of alternative methods for testing in the safety assessment of cosmetics and quasi-drug,

R A% — Kojima H, Asian Congress on Alternatives and Animal Use in the Life Sciences (Asian

Congress) 2016, 2016/11/15-18, [EI/N.
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ay =7 HREVVERYY L BREIFEERS, 2016/12/03, [EA.

iPS Technology Revealed the Genetic and Functional Diversity Present in a Secoundary AML Patient,

RAS—, WL MRFIVA, &5 HE, American Society of Humatology “58th Annual Meeting & Exposition”

(San Diego Convention Center), 2016/12/05, [E4+
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WF9E4, 2017/01/19, [EN.
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Classification of drug-induced torsadogenic risk using human iPS cell-derived cardiomyocytes, F~A%—

7¢3%, Ando H, Yoshinaga T, Yamamoto W, Asakura K, Uda T, Taniguchi T, Ojima A, Shinkyo R,

Kikuchi K, Osada T, Hayashi S, Kasai C, Miyamoto N, Tashibu H, Yamazaki D, Sugivama A, Kanda Y,

Sawada K, Sekino.Y, AAZMERETER, 2017/02/11, [EA.

Electrophysiological and pharmacological characterization of human iPS cell-derived cardiomyocytes

for ssessing drug-induced proarrhythmic potential, INA%—%3, Yamamoto W, Asakura K, Ando H,

Taniguchi T, Ojima A, Uda T, Osada T, Hayashi S, Kasai C, Miyamoto N, Tashibu H, Yoshinaga T,
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Yamazaki D, Sugivama A, Kanda Y, Sawada K, Sekino Y, HARZEMERFIIIZESES, 2017/02/11, [EN.
The effect of state and rate dependent IKr channel inhibition on the action potential in human
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“Toxic Effects of Astemizole on Neurite Growth and Synaptogenesis of CNS neurons’7~ A% — . Tomoaki
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55th Annual Meeting of Society of Toxicology, New Orleans LA, USA, March 13-17, 2017,[E5.
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Arrhythmias in an iPS Cell-Derived Cardiomyocytes Model. The Use of Cardiomyocytes for the Assessment
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