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WS (Drug-Induced Liver Injury):
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Toxicol. Sci. 2009, 110: 40-46.
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http://onlinelibrary.wiley.com/doi/10.1111/j.1365-2036.2011.04674.x/full#f1
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1. #%:DRAQ5®

2. GSH:monochlorobimane (mBCI)

3. EharvrUTIEESLL(MMP) :tetramethylrhodamine methyl ester (TMRM)
4. ROS:CM-H,DCFDA

5. High Content Screening: ImageXpress MICRO (Molecular Devices).
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TGC (2013) Cryo. human YNNI - 14 B
hepatocytes + mouse Imaging: #%#1EE (ATJ«—4~ —ifiid) <0.4; MMPE &
3T3 Swiss albino <0.4; GSH mE#& <0.4
SRTHIEE BEIEFITE - 1-30xCmaxDRE TAOLGKEL1EE B
Cell-able® plate
Xu, et al. Cryo. human ERYANIE - 245 ]
(Toxicological hepatocytes Imaging: #m#& <0.4; MMP#1EE <0.4;, GSHE &
Sciences 105: o TH IR A yF <0.65; GSH 22 <0.4; ROS #A#EE >2.5
97-105, 2008) [ 145+ %E : 100xCmaxDEE THEKELIEB G
Khetani, et al. Cryo. human AR - 16 B fiE
(Toxicological hepatocytes + fEZF )t ATP IC,,; GSH IC,,
Sciences 132:  stromal fibroblasts 2 KIE: urea IC., (Bt B RLE)
107-117,2013)  oypp sttt ELISA: albumin ICqgq
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Clinical LTKB* TGC, 14-d, co-culture Xu, 2008, 1-d, Matrigel, | Khetani, 2013
DILI Lebel/DILI | Cell-able®, 1-30x Cmax 100x Cmax 16-d, 1-100x
Score Cmax
Aspirin 5.52 Negative Negative Negative Negative
Lidocaine 36.27 Negative Negative Negative Positive
Prednisone 0.07 Negative Negative Negative Negative
Propranolol HCI 0.20 Negative WP/3 Negative Negative Negative
Bupropion HCI 0.51 Negative AR/5 Negative Negative Negative
Nifedipine 0.27 Positive WP/3 Negative Negative Negative
Imipramine HCI 0.08 Positive AR/3 Negative Negative Positive
Estrone 0.02 Positive Negative Negative Negative
Cyclophosphamide 264.28 Positive AR/5 Positive GSH, MMP Negative Positive
Acetaminophen 138.93 Positive Positive GSH, MMP, N Positive MMP Positive
Benzbromarone 4.34 Positive WD Positive GSH, MMP, N Positive MMP, ROS  Positive
Ciprofloxacin HCI 11.47 Positive WP/7 Positive GSH, MMP Negative Positive
Clomiplamine HCI 0.19 Positive Positive GSH, MMP Negative Positive
Diclofenac Na 7.99 Positive WP/7 Positive GSH, MMP, N Positive ROS Positive
Isoniazid 76.56 Positive BW/8 Positive GSH, MMP Negative Positive
Phenacetin 13.39 Positive Positive GSH, MMP, N Positive MMP, N Positive
Troglitazone 6.39 Positive WD Positive GSH, MMP, N Positive GSH, MMP  Positive
Ketoconazol 6.96 Positive BW/8 Positive GSH, MMP, N NA Positive

« DILIin Liver Toxicity Knowledge Base (Chen, 2011), NA not available
* The line represents a border between no or less and most DILI concern.
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Clinical DILIF 8 : b D & ED LLER

_ TGC, 2013 Xu, 2008 Khetani, 2013

Clinical DILI
Sensitivity 77% (10/13) 42% (5/12) 85% (11/13)
Specificity 100% (5/5) 100% (5/5) 80% (4/5)

Clinical DILI + LTKB
Sensitivity 100% (9/9) 63% (5/8) 100% (9/9)
Specificity 89% (8/9) 100% (9/9) 67% (6/9)

Sensitivity: predicted positive/positive in clinical DILI, specificity: predicted negative/negative in clinical DILI
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DLD-1 CCK-81 HARA-B A549
Colon adenocarcinoma Colon adenocarcinoma Lung squamouse cell Lung carcinoma

Cell-able®

2D plate
DU145 G361 ACHN MCF7
Prostate carcinoma Melanoma Renal cell carcinoma Breast adenocarcinoma
Cell-able®
2D plate
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Human HLA ¢+ Murine MHC

a Inject NCR nu/nu Mice
s.c. or i.p. with Human
Tumor Cells

:‘A

30-150 d

\ 4

Squamous cell carcinoma
J Invest Dermatol. 2012 132:284-90

DLD-1/3T3#fifa% Cell-able_ L TiiEE

FACS of Nuclei from
Xenograft Tumor

C 01/27/06-B0T0029
] |
] Mouse | Human
& Stroma , Tumor
: ]
o

5?0l i & |“?0

Rl

50 100 150 200 250
DAPI-A (x1,000)

Proc Natl Acad Sci U S A. 2006 103:19848-53
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&% DU145 Drug treatment

1 or 2 days
Groups; Evaluation;
1. m;FiE#h & Cell-able 1, 755
2. & it Ecollagen-coated plate (2D) (HCS imaging, ATP luciferase)
3. &M B 1 Hh &Cell-able 2. REHIE (FACS)
4. $& I ;& 3% #h & collagen-coated plate (2D) 3. IBIGFHH (RT-qPCR)
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ALDH inhibitor + ALDH inhibitor -

. S FL
BAAA (Bodipy - > inv™™_ami — FL
aminoacetaldehyde) BAA (Bodipy ™-aminoacetate)

N
)I(—-— ALDH inhibitor FL
Aldehyde dehydrogenase -

(ALDH)
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RN ARRER Cancer Cell Line Encyclopedia (CCLE)
l Nature 2012, 483:603 241t &%) vs 479 K
In vitro: molecular targets T
l
Cell assays: cancer cell lines — /NAAI—h—iEE
! l
In vivo xenografts Genomics of Drug Sensitivity in Cancer (GDSC)
o % e Nature 2012, 483:570
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1. Cell-able®FL—k ETH75%DHAAMBIEIRA 7O/ RER B LT,
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3. Cell-able®TL—r EDRT7TOA/RIZECMENLTOZILDIEIZEEFLT
WA= REFEBTIIENBZRTIA—IUJITHELTLNS,

4. InvivoD WA TRO oSl SFHREDHIFE(CHEL TS,
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ENoOHRRIIIEREEREICH L TEREZRL,

6. BIZEICHE LT, Cell-able®[F N AFMAEZIZMICLIZIAAED /N F
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