e PhoenixBio

Opening the Way to a New Age of Advanced Life Science

PXB-Mouse® Study Services in DMPK and Safety Studies

Comparison of mMRNA expression levels between PXB-Mouse® and
human liver by microarray analysis

The gene expression of hepatocytes derived from PXB-mice and human hepatocytes derived from liver tissue was
compared using Affymetrix® U133 Plus 2.0 human 47000 transcripts

Only Human tissue derived hepatocytes highly expressed : 9.2%
Signal strength < 0.5

(PXB-Mouse hepatocytes < Human hepatocytes derived from
liver tissue)

Only PXB-Mouse hepatocytes highly expressed : 6.3%
Signal strength > 2

(PXB-Mouse hepatocytes > Human hepatocytes derived from
liver tissue)

Both hepatocytes
PXB-Mouse and human tissue derived) :
highly expressed
0.5< Signal Strength < 2

Tateno, et al., SOT Meeting, 2007

Enzymatic activities of major human cytochrome P450s in PXB-Mouse®
A PhoenixBio

PXB-mice were produced from several donor hepatocyte lots and the enzymatic
activities for major CYPs were confirmed
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Oshita, et al., JSSX Meeting, 2010

Profiling of human specific metabolites
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used to qualitatively profile human metabolites in PXB-mice
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Detection of reactive metabolites and histopathological analysis of

effects of troglitazone on PXB-Mouse®

Troglitazone caused reactive metabolite formation and consequent histopathological liver
damage which had not been detectable in other animal models was confirmed in PXB-mice

Metabolic Profile : SCID v:

s PXB-mice

H&E Staining : PXB-mice

PXB-mice
RT:8.00-40.00

100
90

Phase | [oxidation]
[ sulfate conjugation

B Glucuronide conjugation

W Troglitazone (TGZ)

80
M9

78 |
misa7 ||

T6Z

Vehicle treated
Macrovesicular vacuolation

i
¢
0 25

Relative abundance

SCID
(wild type)
M15-17
M9

40 |
M18 |

M18
M1
M2-4 ‘
M33
wazi| | w0 i
'l‘ N IJ_‘ AN
ot w&ﬂ\...,.;\ VRN L)
T T
10 15 2

T
30 35

T6Z

(
(w1
], b n e At Serat) WA s
T

]

40

10 15 20 25

Time (min)

30

Troglitazone treated (600mgrkg)
Microvesicular vacuolation

Study Service Performed for
AstraZeneca UK Ltd.

MRP2 LHC : PXB-mice

Vehicle treated

hMRP2

Troglitazone
treated
(600mg/kg)

hMRP2

Foster, et al., ISSX Meeting, 2010

Enzyme induction study in PXB-Mouse®

Evaluation of the enzyme induction caused by 4 day repeat dosing of rifampicin

Rifampicin induced the enzymatic activities dose dependently and the induction effects were
in line with reported clinical results

Collaboration Study with
Kyowa Hakko Kirin Co., Ltd.
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Toxicogenomics analysis in PXB-Mouse®

PXB-mice enable an accurate prediction of human toxicity

Acute hepatotoxicant

Collaboration Study with
Sekisui Medical Co., Ltd.

Chronic hepatotoxicant

Acetaminophen

Amiodarone

Diclofenac d-Penicillamine Comparison of Simulated Toxicity Score and Actual Toxicity
Flutamide Erythromycin Acetylsalicylic acid
yaproale - Methotrexate AT PUIe _ _Result | Match | Borderline | No match
ndomethacin Demeclocycline Animal Species
Methyldopa Tamoxifen
Sulindac Perhexilene
Rat 17 2 4
Non-hepatotoxicant
Physostigmine Theophylline Ceftazidime PXB-Mouse 21 2 0
Clonidine Streptomycin 3 -Naphthoflavone
Omeprazole
Contact Information
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Headquarters, PXB-Mouse Facilities and Laboratories

3-4-1, Kagamiyama, Higashi-Hiroshima,
Hiroshima, 739-0046, Japan

Tel : +81-82-431-0016

Fax : +81-82-431-0017

Email : sales@phoenixbio.co.jp

URL : http://www.phoenixbio.co.jp

PhoenixBio USA Corporation

845 3rd Avenue Suite 625

New York, NY, 10022 USA

Tel : +1-646-290-5012

Fax : +1-646-290-5001

Email : marketing@phoenixbio.co.jp
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