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BHRNPAVEFTRAIATL YATLBRRBOERTF(Y

4-week 1-year 2-year
- Carcinogenicity test (Dosing period)

13 7 23-day .,
~ T _..' v Control L .y j

- v Low dose

F344 rats v High dose I‘u'lic:rc:arri-.w'*1

= Lwer :
5 c(: :ﬂ;g:g )old total RNA et

Non-genotoxic ‘ N\ .
Non-carcinogen . i _
11 Genotoxic P / ; l
Carcinogen r
20

11 ' 68 Prediction system
Genotoxic chemicals i gt §
Non-carcinogen ’_/ I I I I I I l I I I
26 Non-genotoxic — ;i :
\/‘ Carciﬂogen Data An alysls

Fig. The number of compounds for o ,
.. M RAIOF7LA ZHDELFORBREL—EICAETESLY—IL(XAER
training data R TIE497,000/8 1) CERI
3
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BRAFEDAVETFTRIATL FHIUATLOEE

FRAVATLIEEOE Y
- L—ZUPF—-8: 68t &(F3445y i), FFig. 4T /&, — &%)
-t &9 1E: BEEBHS2ARUVY = 320ie &I -7

- T AEEFDRERE: Welch's t-test
- TR DFESE: SVM (Support Vector Machine)
-FRAIKXOREL: SUALEEE

(Matsumoto, et al., 2009)
(Matsumoto, et al., 2011)
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CARCINOscreen® =sji#g(6sE: 5280 H)
v CARCINOscreen®TCIZIEZEE RN AV EME EE B EICT AIATEE

PVC
Prediction Value of CARCINOscreen®

o
LN

-10 00 10 20 3.0 40

-2.0

Genotoxic Non-genotoxic
Non-carcinogen ~ Non-carcinogen

Genotoxic” Non-genotoxic

Carcinogen Carcinogen

*Genotoxic = AmesiRER - (514

SB

Phthalamide

LA

a-Tocopherol
Aspirin
Indomethacin

TAA

INNM

DES

TCE
D,L-Ethionine
HCB

PCE

DCB

BHA

toin

ane

TCE

1-NA
4-NOP
4-PD

8-HQ
2C-p-PD
2-CE
p-Toluidine
L-AA

ENU
Chloroform

Quinoline

DEHP

Clofibrate
P

DMN
MelQx
DMBA

3-MC

PhIP
Acetamide

4-NQO
Uret
4-NAA
2,5-TDA
lodoform
2 6-DAT
2-CMP
olactam
Lindane
D-Mannitol

1,4-Dioxane
Phen

d-Limonene

Capr

Total accuracy: 949% (64/68 chemicals)

Sensitivity (true positive rate): 100% (46/46 chemicals)
Specificity (true negative rate): 82% (18/22 chemicals) |
False positive rate: 18% ( 4/22 chemicals) CERi

False negative rate: 0% ( 0/46 chemicals)
(©2014 CERI.Japan



PVC

(@] Prediction Value of CARCINOscreen®

CARCINOscreen® mamito®aEEE5288 B)

Genotoxicity
A
- - ( - \ -
2,4-Diaminotoluene 2,6-Diaminotoluene
CHs NHz
HoN NH, NH,

o)
T

-0.5

1

]
!_\
193}

Carcinogen

Non-carcinogen

2.0 ~

1.5 +

10 -~

05 <

0.0 -

2,4-DAT

l B

Genotoxicity
A
( \
Quinoline 8-Hydroxyquinoline
) p
N7 N7
. OH
Carcinogen Non-carcinogen

Quinoline

CARCINOscreen® can detect accurately carcinogen or non-carcinogen of

structural isomer.

CERI
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k51 U DIEIETF(FCARCINOSCreen® | Srseeiir space
0)%5&“%1&% I LG MI-EGJI!-IIT ’
W Eh.

Drug metabolism

= N A N | Transport

Apopiosie N NN 271V AL
L L St oA N T X
T‘ fl\ 1’ ,.J-_:' 'ﬂ-., e , 1
DNA Repair
Cell cycle (arrest) L e Cell cyc_.le
e e (progression)

Key genes used in the Group-A of CARCINOscreeh® showed a gene network
(e.g. toxicity pathway) contained tumor suppressor gene, p53 concerned with cell
cycle, DNA repair, and apoptosis. (Key gene looks like a “Hub” gene of each C i

-athways)
(©2014 CERIl.Japan
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3'-Me-DAB Thioacetamide
i s | T it .\_‘ Non-genotoxic carcinogen

*

u; ,-‘-
o Al Carcinogen group-A

Expression pattern is

different !!
Clofibrate Phenobarbital

Carcinogen group-B or -C
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CARCINOscreen® aiv25 L0

#REEQD: R R/ ) T—2aY
-BHAITR—TOra—LERL. A—NEEDNERN ST LA ERETERNR

AL EM(EMEHTI ) 1WET OEE). F3445 v (i), 28BRIREROKRE

HRALQ : BRI R DIRE (R ZE); SDSVE
F—ZU T FRITAENB L AY(16ILEMET AL TREZE LR

-SDZvh (i), 28HRIREEREOES

REEQ B AR K D& (R#E) ; Wistar-HanZT vk
co—= T T—RIZEENDILEMAILEY)EF AL TRMELLLE

-Wistar-Hannover>w (i), 28 Bl R EZFE O X E

REED: S8R/ ) T—2avA
F—ZU I F—RITEFAEMEEY(18IL S ET R

-F3445 v (). 28 HREIR B AR S

REE®): 44 5B/ T —32B *14BR#25(GeneChip)F B £ FL -
- B35 A TGP (Toxicogenomics Project) CEGFEN =T —R2(EL A MEIFIRA AL M E361L &) E T A

-SDZEf). 14 BRI EE O’ S, GeneChipT—4
REE®: TDHDENAERD)—=0 T R DT RBED LR

1) HEIEA ATERER -
2) BEMAERAV=RENAMRY)—Z2 i BR(Bhas42ififa fis H EniiidER - Bhas425HER) CERI
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CARCINOscreen® #gs®: g/ U5—vay

# Chemicals ct crz Muta CARCIN®O Concor-
screen dance
1 2-Acetylaminofluorene C+ Cr+ + + True
i 2 Safrole C+ Cr+ - + True
Site-A — o
3 p-Phenylenediamine 2HCI - - + - True
- 4 Aspirin - - - - True
1 2-Acetylaminofluorene C+ Cr+ + + True
. 2 Safrole C+ Cr+ - + True
Site-B — o
3 p-Phenylenediamine 2HCI - - + - True
- 4 Aspirin - - - - True
[ 2-Acetylaminofluorene C+ Cr+ + + True
Site-C 2 Safrole C+ Cr+ - + True
l - —
€ 3 p-Phenylenediamine 2HCI - - + - True
4 Aspirin - - - - True
*1) C: Carcinogenicity in rodents, *2) Cr: Carcinogenicity in rat liver, *3) Muta: Mutagenicity (Ames test)
All experimental laboratories accurately detected each  _
compound by CARCINOscreen® I
11 P y CERI

(©2014 CERI.Japan



CARCINOscreen® i@ :#mtih A0 (R#kE); SD5YF

Bl Applicability of CARCINOscreen® (SD rats)

# Chemicals C' Cr2z Muta® P:fgrilc' Ccfa"nccf -

1 2,4-Diaminotoluene C+ Cr+ M+ + True

2 N-Nitrosodimethylamine C+ Cr+ M+ + True

3 Benzo[a]pyrene C+ Cr- M+ — False K

4 Clofibrate C+ Cr+ M- True :

5 Di(2-ethylhexyl)phthalate C+ Cr+ M- = True o)

6 Methyl carbamate C+ Cr+ M- — False Sprague Dawley

7 Thioacetamide C+ Cr+ M- + True

8 Urethane C+ Cr+ M- + True

9 D,L-Ethionine C+ Cr+ M- + True Concordance: 87.5%
10 Chlorendic acid C+ Cr+ M- + True
11  3-(4-Chlorophenyl)-1,1-dimethylurea C+ Cr+ M- + True (1 4/16 ChemicaIS)
12 2,6-Diaminotoluene C- Cr- M+ — True * Sensitivity : 81.8%

o -Specificity : 100.0%

13 2-Chloromethylpyridine HCI C- Cr- M+ — True -False positive rate:  18.2%
14 lodoform C- Cr- M+ — True *False negative rate: 0.0%
15 Caprolactam C- Cr- M- — True
16 Sodium benzoate C- Cr- M- — True

*1) C: Carcinogenicity in rodents, *2) Cr: Carcinogenicity in rat liver, *3) Muta: Mutagenicity (Ames test)

12

CERI
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CARCINOscreen® Rir®: @tk k0t (R#E); Wistar-Han

Bl Applicability of CARCINOscreen® (Wistar-Han rats)

. *q *o .3 | Predic- Concor-
# Chemicals C Cr Muta3 tion dance
1 2,4-Diaminotoluene C+ Cr+ M+ + True
2 Thioacetamide C+ Cr+ M- + True
3 2,6-Diaminotoluene C- Cr- M+ — True
4 Sodium benzoate C- Cr- M- — True

*1) C: Carcinogenicity in rodents, *2) Cr: Carcinogenicity in rat liver, *3) Muta: Mutagenicity (Ames test)

Concordance: 100.0%

(4/4 chemicals)
-Sensitivity : 100.0%
Crl:WI (Han) ., -Specificity : 100.0%
Wistar-Han -False positive rate: 0.0%
-False negative rate: 0.0%

F344S5YrDBIEFHRBET 82— 0 T—8LLTRBELEAD AT LIZ,
AR THASDTYF R U Wistar-HanTvr DB FHRIRET—4 (X% AR EE

13 CERI
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CARCINOscreen® #:@: 51 8505—avA

Table Prediction of carcinogenicity by CARCINOscreen® : External validation (F344 rats)

#  chemicals ¢ cr? muta® F;?OdI:C' Cdoanncco; )

1 o-Nitrotoluene C+ Cr+ M- + True

2 Dieldrin C+ Cr- M- + True

3 Carbon tetrachloride C+ Cr+ M- + True

4 DDT C+ Cr+ M- + True

5 Hexachloroethane C+ Cr- M- + True

6 1-Amino-2-methylanthraguinone C+ Cr+ M+ + True | Concordance: 83.3%

7  Methyleugenol + + - + .

8 3-{4[Tghlo?ophenylj-1 ,1-dimethylurea §+ EL m + Ezz (1 /18 chem Icals)

9 1-Nitropyrene C+ Cr- M+ + True -Sensitivity : 92.3%
10 4-AAB C+ Cr+ M+ * True - Specificity : 60.0%
11 1,2,3-Trichloropropane C+ Cr- W+ N True -False positive rate: 40.0%
12 2-Nitro-p-phenylenediamine C+ Cr- W+ N True .False negative rate: 7.7%
13  Tris(2-chloroethyl)phosphate C+ Cr- M- — False
14 1,2-Dichlorobenzene C- Cr- M- + False
15 4-AAF cC- Cr- M+ + False
16 Quercetin C- Cr- M+ - True
17  Tetracycline hydrochloride C- Cr- M- - True
18 Glutaraldehyde C- Cr- M+ - True

*1) C: Carcinogenicity in rodents, *2) Cr: Carcinogenicity in rat liver, *3) Muta: Mutagenicity (Ames test)

r—=2 5 F—RIZEFENEMEE DT —2(5 8T —2) =R LT, 7
80% LI L DFFE TFRIFIEE CERI

(©2014 CERIl.Japan
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CARCINOscreen® #:®: 51885057 — 3B

B TGPF—A2DFAl#EER (SDS5 vk, 14BR%E. FFiE. GeneChipT—%)
* ENAEICDOWTEHELZFERAELONT-A0EEY (ELAE 151 EY, ERILAM,; 251 EY)

CARCINOscreen®(Z kA F Hlf5 R

ER=E PH=E = HE

c 4 85.0% 95.0% 92.5%
oncordance (34/40) (38/40) (37/40)
Sensitivit 60.0% 86.7% 93.3%
ensitivity (9/15) (13/15) (14/15)
Specificit 100% 100% 92.0%
pectiicity (25/25) (25/25) (23/25)

False Positi 0% 0% 8.0%
alse Positive (0/25) (0/25) (2/25)

False Negat 40.0% 13.3% 6.7%
alse Negative (6/15) (2/15) (1/15)

FRAEL ETI0%LL EDBEETRNAEETTRATEICENTES-

15
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CARCINOscreen® &i®:s1#)W5—vavB (AEMEER)

B #SAMEFRARR(PPVC)EAELDBERFRE

C+.,
~-CCL4
-4~ CFB
-#=-TAA
——MP
——GFZ
- MCT
ETN
DEN

B

w

-B-PB
—ET
-8-HCB
—— WY
=-TMX
—A—FFB
2AAF

________________

Prediction value of CANCINOscreen®
N

0.151

C-.

”’TI 1 ’$ rf .I,f
0522 / !

% 5 8 (mg/kg/day)

DV, *

B DV, *&TDs,(BE#H) & DB

log, (TD5)

C @

Y=05951 143001085

& KREBRGEWE)
4 <j§ O O HEEE(8YE)
r=10.80
E;
log, (DVy)

- ENAETRE(PVC)IXIAEKRFNGIENZRIER(ERETEEEZRIVELHD)
- TD5fEE DAL EL., PVCIZ KD EEMFIA TS SHRIREEN RSN

16 4+ DV,; Doses at which the predictive Value curves crossed zero.

CERI
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CARCINOscreen® #if®: A EOLE (RN ALERER)

BHHELSAERRED LR (11+91L EY/MERAER TIHHA HoT-L D)

# Chemicals c™ Cr2 Muta*3 ﬁ&*lﬁi AR i
hEiFMRA4 CARCINO™
1 Quinoline C+ Cr+ M+ + +
2 Safrole C+ Cr+ M+ + +
3 MelQx C+ Cr+ M+ + +
4 Phenobarbital C+ Cr+ M- + +
5 Hexachlorobenzene C+ Cr+ M- + +
6 a-Hexachlorocyclohexane C+ Cr+ M- + +
7 Thioacetamide C+ Cr+ M- + +
8 Urethane C+ Cr+ M- + +
9 Chlorendic acid C+ Cr+ M- + +
10 DDT C+ Cr+ M- + +
11 Caprolactam C- Cr- M- — —
-1 PhIP C+ Cr- M+ — +
2 7,12-Dimethylbenz [a]Janthracene C+ Cr- M+ — +
3 Benzo[a]pyrene C+ Cr- M+ + +
2 | 4 Aldrin C+ Cr- M- - -
§< 5 Di(2-ethylhexyl)adipate C+ Cr- M- — 2
I 6 d-Limonene C+ Cr- M- + +
% | 7 Trichloroacetic acid C+ Cr- M- — +
8 Diethylstilbestrol C+ Cr- M- + +

\

©

Dieldrin

C+

Cr-

o+

=+
1 C: [ToWEITHTHRMNAMTC+MN G L, C-A 2. *2 CrovhFRICE T HREA AL TCr+A G, Cr-AEME. *3 Muta: TER C ml

17 T (Ames test) TM+ASE, M-AE1E. *4: FRIBERETLTHEY ., ENAMHY EHIESNI=LDE+], EAAMGLEHESAI-LDIF
I-]. PEARMN A M ERIXHasegawa R. et al.,1992& US| . CARCINOscreen®EToxlll, % 528H B D#ERERT .

(©2014 CERIl.Japan



CARCINOscreen® #:®: Al ED 5 (Bhas42ER)

B Bhas425E&(in vitro)L D LB (221t &%/ TR TIHFERMN H o= D)

3 3
# Chemicals c1 Cr?2 Muta™ FEOAET BT
Bhas42™ CARCINO *
1 2,4-Diaminotoluene C+ Cr+ M+ + +
2 2-Acetylaminofluorene C+ Cr+ M+ + +
3 1,4-Dioxane C+ Cr+ M- — +
4 Methyl carbamate C+ Cr+ M- — +
5 Urethane C+ Cr+ M- — +
6 Benz[a]anthracene C+ Cr- M+ + +
7 3-Methylcholanthrene C+ Cr- M+ + +
8 Benzo[a]pyrene C+ Cr- M+ + +
9 Quercetin C+ Cr- M+ + —
10 MNNG C+ Cr- M+ + —
11 d-Limonene C+ Cr- M- + +
12 Diethylstilbestrol C+ Cr- M- — +
13 2,6-Diaminotoluene C- Cr- M+ — —
14 8-Hydroxyquinoline C- Cr- M+ + —
15 2-Chloroetahnol C- Cr- M+ — —
16 p-Phenylenediamine 2HCI C- Cr- M+ — —
17 4-Acetylaminofluorene C- Cr- M+ — +
18 D-Mannitol C- Cr- M- — —
19 Caprolactam C- Cr- M- — —
20 Tetracycline hydrochloride C- Cr- M- + —
21 Benzoin C- Cr- M- + —
22 Tetracycline hydrochloride C- Cr- M- +

*1 C: [T oW EBICH TR HEMNAETC+M G, C-HFEHE, *2 CrSYMFEICHE FEENAM TCr+A G, Cr-AIEME, *3 Muta: ZERME(Ames test) T

M+D\ e M-DYEE S, *4 - FRRERERLTEY . BROAESHY LHIESNI-LOF N+, FNAMLGLEHESNIZLDIET-).
18 Bhas42 assay (Sakai A. et al., 2010)®Initiation assay# L<[&Promotion assayD a1 TPositive THLIZFEA A Y . Biassay TNegative THALIE
FEMNAMLL. CARCINOscreen®lEToxlll, %5288 HDERETRT.

(©2014 CERIl.Japan



CARCINOscreen® #:if®: FAEEO LS

NAER
— ?;\%Eﬂﬁéb‘%éw 5% . Bhas42 assay —
hEARMNAMSEE* CARCINOscreen® Bhas42 assay * CARCINOscreen ®
c g 100% 100% 68.2% 86.4%
oncordance  (11/11) (11/11) (15/22) (19/22)
Sensitivity 100% (10/10) 100% (10/10) 66.7% (8/12) 83.3% (10/12)
Specificity 100% (1/1) 100% (1/1) 70.0% (7/10) 90.0% (9/10)
False Positive 0% (0/1) 0% (0/1) 30.0% (3/10) 10.0% (1/10)
False Negative 0% (0/10) 0% (0/10) 33.3% (4/12) 16.7% (2/12)

* thEi &M AR ER (Hasegawa R. et al.,1992), CARCINOscreen® ToxIII, #5288 B
F Bhas42 assay (Sakai A. et al., 2010)®Initiation assay# L<[ZPromotion assay®D falfu h CPositive THNIXRENAEHY . MiassayTNegative THNIXFEMNAELEL,

(/SRR TRMNAMETTYE. BICETREHAMEME DR A LB R

VIERNAMEYMEDRE AL LEERBEL

V—AT. ATFTRRATLTIIAEDEM; TOR)CHERF(FRSEF) TRAARZTIVEOREE AN
\_ {0 )

,—-

>S5 HENMBT—2EEHL. BERI—=0F EOLBERHELTTS

19 CERI
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ARCINOscreen® =925 LoRIE#EEEDEED)

Training Data Inter-lab. Vali. Applicability External Vali.
» » »
i o~ - i TS - #-A -
F344/DuCriCrij =& 'h F344/DuCriCrij »& "‘ F344/DuCriCrlj ~= "‘
Fischer 344 Fischer 344 Fischer 344
68 chemicals 4 chemicals, 3 sites 18 chemicals
Accuracy: 94% Accuracy: 100% Accuracy: 85%
RAELT —4EEETF
:'!gls
ﬂ L s
S ’ w— , ! =
% Gk » Crl:CD (SD) ». Crl:CD (SD)
~ # O Sprague Dawley Sprague Dawley
N i ”}iﬁﬁeﬁggﬁﬁﬁ 16 chemicals* 36 _chemicals
i\ Accuracy: 88% Accuracy: ~95%
Y Accuracy: 100% :
,*,H
2
R > .
8 _
S| Bhas42:i£E&(in vitro) Wl (o)
»| Accuracy: 86.4% 4 chemicals

v
20 Accuracy: 100% CER'
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CARCINOscreen® 2&ofen

2ERIBR SHBERRDAERRE, FRORETRRET—SDoRE14AMT
PR TEE VAT L

14E|or28E|FaEl}>‘z1E$£5§it§ﬁZ BATAE(MID)CRERE
In vivoEh =gk

/ iy
EHEAMVETRIVAT L
CA?ClNOsc reen B FREERNT

L

SE0IE
f GeneChip®  Whole Rat Genome Array
' Rat 230 2.0 Toxplus (Agilent)
§ Array
) 4
21 CERI
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CARCINOscreen® Tox-omicsFAJth MH23~274EE)

AHRTI. EEFRAERTFORTBRMEFAL. EFNEORFEE
lizEEEL, dEN OB LTHEBRORIEICRIMI 2 E2BMETSH

OXERBI=HITH—REH

D QR AM
| —\/ﬁ&--\ ‘\ v O
B @R EE

[BifFshdA)vk]
v B AIR/ERRR; —DOBMEBRTEROSHEZRE/FRAITES
v S AHh=Z L(i.e. Mode of Action)IZE D\ =-F 45
v EEMORL/EFEL; BEFRREICKSFEHH DEERLGFTE

2 CERI
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CARCINOscreen® s£7—5H23-24%EHE Tox-omicsTOYTIH)

B CARCINOscreen®[C kB ENAETRI(14+29H . 28 B 1% 5 . I i)

C+ 4, - - - - - - - - + * * + (4) () + +
5 | oS AtemENT) N
§ [ ]5vrBF- SEAA BB (NTP)
o 2t B
2
SO 1
5SS
- B
v e R o o R - B B O O | ===
5 N
; 1U | o
g 2
o < <« o -~ O o O < I o - g
5 3P 3g9esv<331885%%
C- P (o] 5 M 0 N (o] g 8 o (]
() m <

Na3-NTA-H20

} Marginaly)'—»

"ENAENEIIZMELLEEL. ERXNAEYPE X —FELIAIEEHESIT
-BDCMOEBRAHTHSo/00A3  [FEMEENAZFERT HELFHE(BDCMIES v -FFT

ENAKER)
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CARCINOscreen® s#7—5H23-245ERE Tox-omicsFOYTI )

BERAENADTAER14+2E. 288 E. BiF)

C+4 |
st B ERDAMNYDE -
O sut g ®#ratths

@ 3

g _

1 B

=

(@)

= O

o

g 0 | T T T DDD T T T T N e ey

] [l ||

=

o

o |

AQ
PP
TBA
TCP

< O o o -_ .
z<<a“‘222 < gE

C_ONO%"EQq E ggu
(=] - ~ < g

p-d

)
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p-d

149 E (16T —3)2 T, BREENADFRREZELLTFRATE:
>5HLERFRRET—SEEML. BEVBRNAMNEERHTELVRTLILTS
>BROBLAT—4EEFAL. AN LIRSV RBEFEMETS
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RCINOscreen® sz57—5(#1 £54£A070t2) #l;0ECD

Lo s

o EmE
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CARCINOscreen® sz7—534 r51vitA00— E2v)

| 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019 | 202045 |
| Py3ER | | | | | | | |
—j=E . , WSRO RTLDEE
® ﬂﬁﬂﬁ [H:F] WERET —2ORG f1) 1-14E|—>278-EFE|1?§*§- .
A ) 1-28 A > E RS AARSARE BN T—23>
| 5§ .

=>70O,a—LFEIL

@H A AMEETF) WS ST — S ES = A St AP
>JOra—/LEET &
A
[%] .EE‘* - PA=] = .8
T —FDERF WS T —2EF WA gy,
WFR AT LDOEE =JOba—)LFEIL SERAN)T—ay

2015F THEDHAFSA U RED BEIZRIFTTEREITH
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BEAREDNAVEFTRIDOATL =8gs

[- EbY)] : Fischer344 or Crl:CD (SD)>v k. & \
X(g=¢” : 68ME (M —ZVT7—4, F3445v})
- E AR . FFAg
-1 5 2 : 28 AR RER G (RFZEORE)
- 58  WAXIER, ERAE. SRE (4L/3)
\- AERE  REHBEE. hRE(CEHRE. REHBEFZNERE j
31578701 : -NEDO ToxArrayIII(6,709:5{cF. — &%)
-GeneChip Rat Genome 230 2.0 (Affymetrix)
-Whole Rat Genome Toxplus (Agilent)
- T—RERAT . -GeneSpring GX (Agilent)
-Ingenuity Pathways Analysis (IPA)
- TR EE : - SVM (Support Vector Machine)
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CARCINOscreen® mmmsszsuv56sitam)

w5 AEEPOBEICIOTHRRLGEDLPAMANZZXLNFET S

BIZFRIEET —INREEHISRAA) T ZE1TL, 68IL &M%
JIL—T 4548 = Group-I, II, III*

Matsumoto et al., Cancer Inform. 2009, 253-69.
Matsumoto et al., Cancer Inform. 2011, 259-71.

@ Rat liver cancer, Rodent cancer, ®Non-cancer

I

e il e

Other Compounds

are Group-lll

Compound Group-ll

BT W —TIEEREDO B EICBEBRLEHEESN (AN TOIAILIZEE
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Optimization of SVM formulas

O C- *: SVMTH/BNEHRBROBKIOVT, FU—ZUITF—8ESVILICANE
Z. 3,000EO#NE Ui HEFTEEL L
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Dose dependency of the CARCINOscreen® value

Evaluate the association between the score of CARCINOscreen® and
dosage level of animal experiment.

Group-l | DEN Group-ll [Clofibrate Group-lll | BA
® 6 3 3
c
o
54 -
N 1 1
@)
< 2|
&)

I 1 100 1000

Z 1 _1071
<
&)
= o1 1 10 100
(<)
= 2 - -3 3
g Dose (mg/kg/day) Dose (mg/kg/day) Dose (mg/kg/day)

- CARCINOscreen® value of each compounds exhibited minus level in lower dose,
and increase in a dose dependent manner.

- CARCINOscreen® value will be compared with TD50 from a 2-year
carcinogenicity teat.
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Dose dependency of the CARCINOscreen® value

2
&
c
o 1 |
o
S
Non-carcinogen Z 0 -
(L-Ascorbic acid) S
<
o -1/
()
3
S -2
1 10 100 1000

Dose (mg/kg/day)

-CARCINOscreen® values of non-carcinogen are minus level (i.e negative value)
in all three formulas.

In the future, we tried to calculate a cancer NOEL or NOAEL of CARCINOscreen®
values in order to apply to regulatory sciences.
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TS30_28L_CV4
TS30_28L_CV4

100 10,01

R’ =0.989 / R?=0.979

0 TS30_28L_CV2 ~ Ts30_28L_CV3

N RERH(R2): 0.978~0.990
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