26

H24- - -010
O. Mekenyan
P. Petkov
S. Canipa
A. Cayley
L. Fisk
(Q)SAR
2
2 12,962 500
8
QSAR
in vitro QSAR in vitro
in vivo in vivo
in vivo CGX DB 756
183 in vivo MN  in vivo TG
in vivo MN 379 invivo TG 78
in vivo MN 41.0% 60.5% invivo TG 72.9%
In vivo MN 41.0% invitro Ames 58.8% MLA73.1%

-15 -



MN 78.7% CA65.6% 60.5% Ames
Ames 73.9% MLA39.0% MN 30.8% CA44.9% Invivo
TG 72.9% Ames 58.8% in vitro
65.6% 78.7% In vivo — in vitro in vivo
MN  in vitro CA 53.2%
37.3% 49.2%
in vivo TG~ Ames 78.4%
in vivo MN  in vitro CA in vitro CA
in vivo MN
QSAR
IATA
IATA
IATA
80 85% 15 20%
TG
NIHS TGR
50%
4 4
60% NIHS TGR
in vitro
3
32 16 1
NIHS TGR
TG
Q SAR
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Ames

I-1
OECD EU
EPA
(Q)SAR
(Q)SAR
ICH M7
2014 7 web
(Q)SAR
Ames
GLP
QSAR
I-2
(1) Ames

Ames
20,000

27 4
831 169

http://anzeninfo.mhlw.go.jp/user/anzen/

kag/ankgc02.htm

Ames

JChem

Ames
CAS

CAS
CAS
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Ames

1
AFLET—4
Rl T, 17 [ Chents
; T—3%&AN
Fii
------------- [WELARE
L BL AnEEc || SERVOR
L hBbOHE | L L2AAN
1 20,761
A B 14% 3
I-3 1 1 A
(1) Ames 1 C
1 86%
2 JChem
20,761
Serial_Id 7,058
7,257 result Ames
12,692 CAS# 7,972
CAS# 4,990 ANEI_No.
CAS# SMILES Simplified molecular input line
467 entry specification syntax
CAS# Structure ASCII
75
1 SMILES
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QSAR 2
Chemical_Name QSAR
I-4.
Ames
20,761 (
7,257 A: 652
12,962 B: 1161 467 75
C. 11149
1,811 A 396
CAS# 7,972 B:. 721 263 63
C. 6855
5,446 A: 256
CAS# 4,990 B: 440 204 12
C. 4294
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2-(6)-1075 |4220-30-8

N#CCCN{(CCC#N)CC(0)CO

e =y T T — =
W S oty (87071 W g s TR :
D15 3
= 5 :
Serial_ld result |ANEI_No. |[CAS# SMILES Structure Chemical_Name
I al
73 7
I
I
@ 2-[(2-Cy thyl){4-[(E)-(4-
4-(7)-1305 (58301424 [[0-IIN+}(=O)cZece(/N=N/c1 cce(N(CO P e-Cyanockyi4-{E){
nitropher enyfami
)
O
;
Al ;
75
8-(7)-601 |34052-90-9 [C1COC(=N1)C2=CC(=CC=C2)C3=NQ {I J 1,3-Bis(4,5-dihydro-2-oxazolyl)benzene
wl B /
76 =

’ (2,3-dihydroxypropyl)bis(2-cyansthyljamine
W
N

77

7-(4)-691 |90327-04-1

(CC(CC(C1=CC(C)=CC(C)=C10)C1=0

0
:

1-(2-Hydroxy-3, 1-(2-benzoyloxy-3,5-
3,5,5-rimethylhexane

W Yo
< (50 i

2

JChem

Ames

(2015 4 17

)

Ames_DB903

labor

Kasinhou
food

JECFA

Hansen

1538-1546 (2012)

(2009)

903

20,761

379
104

Food and Chemical Toxicology, 50,

367

J. Chem. Inf. Model., 49, 2077-2081

6512

903

12,962**

379
104

283

5978

29,015

20,609

*AmesDB903 Kasinhou food

JECFA Hansen

*%

JECFA Hansen
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II. In vivo

II-1.
( ) QSAR
in vitro
CA
1n vitro
in vivo
QSAR
in vivo
In vitro In vivo
in vivo
in vivo MN
1n vivo TG
Ames
QSAR
II-2.

2.1.

CGX DB wver.2 2007
4
http://www.lhasalimited.org/cgx.htm
CGXDB 756
183 4
Ames, MLA, in

in
vitro
vitro MN, in vitro CA
2.2. In vivo

In vivo MN

EU
OECD SIDS
US NTP
PubMed
1 in vivo TG OECD
Detailed review paper on
rodent mutation

transgenic assays,

Series testing and assessment,
Number 103, OECD, Paris, July 23, 2009.
ENV/JM/MONO(2009)7,

http://www.oecd.org/officialdocuments/pu

on

blicdisplaydocumentpdf/?cote=env/jm/mo

no(2009)7&doclanguage=en

2008 2012
2.3.
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In vivo MN CGX DB 2005

3
+
E equivocal
in
vivo TG 4
+ 1
TG
na (+) TG
na () TG
in
vitro
TC technically
compromised
CGX DB +
at>10 mM 10 mM in
vitro CA
) +at>10mM 10 mM
2) CGX DB 2005
in vitro CA 19
10 9
10 mM
I1-3.
3.1. in vivo
CGX DB 939 756
183 in
vivo in vivo MN
379 293
86

_22-

120 22 163 52

10 12 2
in vivo TG 78
74 4

74
na(+) 54 na(-)
20 3

In vivo MN

C179, Chlorpromazine hydrochloride

C197, C.I. Sovent yellow 3

(0-aminoazotoluene)

C246, 1,2-dibromoethane

E equivacal

C285, 3,3'-dimethoxybenzidine 2HCI

119-90-4

C378, Haloperidol

C466, 4,4"-methylenedianiline 2HC1

101-77-9
C478, 4-(methylnitrosamino)-1-
(3-pyrridyl)-1-(butanone) (NNK)

1



® (509, Nitrite, sodium

OECD SIDS

® (631, Phenylhydrazine HC1
100-63-0

® (691, 1,1,2,2-tetrachloroethane

® (711, o-Toluidine

® NC8, dl-Amphetamine sulfate
300-62-9

® NC52, 2,6-Diaminotoluene.2HCI
3)
E 823-40-5

® NC73, EDTA, trisodium salt
trihydrate
disodium salt 6381-92-6

® NC91, Fluoride, sodium
3)

E
® NC138, Phenol

® NC151, Propyl gallate
3)

_23-

in vivo TG na (+) TG

na () TG

na (+) TG

® (16, Acrylamide

C244, 1,2-dibromo-3-chloropropane

C340, Ethyl methanesulphonate

C457, 3-methylcholanthrene

C492, Mitomycin C

C702, Thio-tepa

na () TG

C17, Acrylonitrile

C257, 1,2-dichloroethane

C489, Metronidazole

C683, SX Purple



3.2.
In vivo MN

Equivocal
41.0% 120/293
60.5% 52/86
45.4% 172/379
in vivo TG
na(+) na(-)
72.9% 54/74

4 in vivo TG

Ames in vivo MN

6 Ames

in vivo MN

1
68.7%
1)
CA
81.0%

2005
MLA, MN,
75.3%

Ames in vitro

Ames In vivo MN

45.3%
MLA, MN, CA
12.0% 34.6%

Ames in vitro

3.3. In vitro— in vivo

CGX DB in vitro MN

89 in vitro CA 352

in vivo

MN

in

vitro in vitro CA
In vivoMN in vitro CA
7
8
9 In vivo MN

in vitro CA

53.2% 118/222
37.3% 28/75

49.2%
146/287 CGX DB
in vitro
MLA
MLA
Ames
in vivo TG in vitro
InvivoTG Ames
10
in vivo MN
78.4% 58/74
I1-3.
CGX DB 756
183 in vivo
MN invivo TG
in vivo MN 379 in vivo
TG 78 in vivo MN
41.0% 60.5% In
vivo TG 72.9%
in vivo
TG in
vivo TG
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Ames in vivo MN
68.7%
vivo MN
Ames 58.8%

CA65.6%

45.3% In
41.0%

MLA 73.1%

in vitro

MN 78.7%

60.5%
Ames 73.9% MLA 39.0%
CA44.9% ICH

Ames

MN 30.8%

2 Ames 2 1n vivo 1

in vivo MN

Ames 1n vivo MN

68.7%

Ames+MLA 81.0% Ames+MN

85.9% Ames+CA 75.3% MLA+MN 87.0%
MLA+CA 81.3%

in vitro

45.3% Ames+MLA
32.4%  AmestMN 12.0%  Ames+CA
34.6%  MLA+MN 10.0%  MLA+CA
27.1% 2 in vivo
in vivo
2
In vivo TG
72.9%  Ames 58.8%
in vitro
65.6% 78.7%
In vivo — in vitro in vivo
MN in vitro CA
53.2%
37.3%
49.2%
in vivo TG Ames
78.4% in vivo
MN in vitro CA

1)

2)

3)
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in vitro CA

in vivo MN

QSAR

D. Kirkland, M. Aardema, L.
Henderson, L. Miuller, Evaluation of
the ability of abattery of three in
vitro genotoxicity tests to
discriminate rodent carcinogensand
non-carcinogens 1L Sensitivity,
specificity and relative predictivity,
Mutat.Res. 584 (2005) 1-256.

T. Morita, A. Miyajima, A. Hatano, M.
Honma, Effects of the proposed top
concentration limit on an in vitro
chromosomal aberration test to assay
sensitivity or to reduce the number of
false positives, Mutation Research
769 (2014) 34-49.

Kirkland D, Reeve L, Gatehouse D,

Vanparys P. A core 1in vitro
genotoxicity battery comprising the
Ames test plus the 1in vitro

micronucleus test is sufficient to
detect rodent carcinogens and in vivo
genotoxins. Mutat Res, 721 (2011),
27-73.



1 In vivo

| e b

#  Mavournin et al (19907 The in vive micronucleus assay in mammalian bone marrow and
peripheral blood A report of the US. Environmental Protection Agency Gene-Tox Program.
Mutat Res. 239, 20-80.+

» Kirkland et al (2008) Recommended lists of genotoxic and non-genotoxic chemicals for
assessment of the performance of new or mmproved genotoxicity tests: a follow-up to an
ECVAM workshop. Mutat Fes. 633, 99-108 .+

* Kirkland et al (2008) Evaluation of the ability of a battery of three in vitro genotoxicity tests to
discriminate rodent carcinogens and non-carcinogens 111 Appropriate follow-up testing in vivo.
Mutat Res. 634, 114-132.+

¥ Kirkland et al (2011) A core in vitro genotoxicity battery comprising the Ames test plus the in

vitro micronucleus test is sufficient to detect rodent carcinogens and in vive genotoxins. Mutat

Res. 721,27-73.¢

#  Shelby et al (1993) Evaluation of a three-exposure mouse bone marrow micronucleus protocol:
results with 49 chemicals. Environ Mol Mutagen, 21, 160-179. +

# Morita et al (1997) Evaluation of the rodent micronucleus assay in the screening of IARC
carcinogens (Groups 1, 2A and 2B). The summary report of the sixth collaborative study by
CSGMT/TEMS-MMS. Mutat Res, 389, 3-122.«

¥  Wakata et al (1998) Evaluation of the rat micronucleus test with bone marrow and peripheral
blood: summary of the 9th collaborative study by CSGMT/JEMS. Environ Mol Mutagen. 32,
84-100.+

»  Witt et al (20000 Micromacleated Erythrocyte Frequency in Peripheral Blood of B6C3F1 Mice
from Short-Term. Prechronic, and Chronic Studies of the NTP Carcinogenesis Bioassay
Program. Environ. Mol. Mutagen. 36, 163-194 .+

¥ Hamada et al (2001) Evaluation of the rodent micronucleus assay by a 28-day treatment
protocol: Summary of the 13th collaborative study group for the micronucleus test

(CSGMT)/Environmental Mutagen Society of Japan (JEMS)-Mammalian Mutagenicity Study
Group (MMS)). Environ Mol Mutagen 37, 93-110.+

PE i PR R STl 5

# EURAR: EU RAR Search, htip://esis.irc.ec.europa.en/'index. php "PGM=0ra+

#  SIDS: 5IDS Search, http://www.chem unep.ch/irpte/sids/ QOECDSIDS sidspub. htm] OF. +
OECD Existing Chemicals Database Search, http://'webnet. oecd. org'hpv/ Ul'Search aspx+

# EHC, CICAD, IARC: IPCS INCHEM Search, http:/www.inchem.org'+

NIP F - & W -—Fe

¥ NTP Database Search Home Page, http:/'tools.niehs nih. gov/ntp tox/+

PubMed ¥FEEH—F o

®  PubMed: http://www ncbinlm. nih. gov/pubmed/'+

(MRS | CAS FEH 23 {bFHESE. micronucle®, rodent) »
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2 CGXDB in vivo MN (n=379)
L9 E MEH
P51 fEtE HNEN .
(+) &) () el E
EHhAME 120 163 10 463 756
ERAAME 22 52 12 a7 183
it 142 215 22 559 039
3 CGXDB in vivo TG (n=78)
s MEH
B B (£33 EtE  F—Aa4L
(+) {na(+)) (=) (na(-))
EhADE 48 6 16 4 682 756
ERHFAME 0 0 4 0 179 183
Bt 48 6 20 4 861 939
Bt 54 24 861 939
4 in vivo a
FEMRAM in vive MN in vive TG
i+ E - g 4+ -c i
+ 120 10 163 293 54(6) 20(4) 74
- 22 12 52 86 0 4 4
ERS g 41.0% (120/293) 72.9% (54/74)
HEN 60.5% (52/86) HEET
— % 45.4% (172/379) HEET

a: E(Equivocal, HIVELY) (X, BHIZITSTAH. [BE. BT HICHE#L TULLL

b: na(+)&& & (n=6)
c: nal-)&EE (n=4)
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5 Ames invivo MN

in vive MN
Ames -
+ E - 5
+ 79 5 74 158
E 2 0 2 4
- 33 4 82 119
&t 114 9 158 281
Ames + in vivo MN
MERER THELI-RAAMBEL (A) - 281
AABTORBMEMER(B): 79(28.1%)
MAEEBOIDDOHTOBMEHMER(C): 114(40.6%)
B2 (AHBEEELTLLELIDOHETEM) ([B+Cl/A) : 68.7%
6 Ames invivo MN
in vivo MN
Ames -
+ E - E
+ 6 2 11 19
E 1 1 2 4
- 15 9 39 63
at 22 12 52 86

Ames + in vivo MN

B CTHREL-IEFEHIAMBE(A) - 86
mEREE TOEMESMERH(B) . 39
R (B/A): 4539

BMADHEBTHNVEWNE) . HSEWVIIDOEBTHLENTHDOEI1DOEAR

EBTIEHEOIERERILFAMEBEE(C): 12
ExEHILI-ESOEEME LR ([B+C]l/A) 0 59.3%
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7 invivo MN in vitro CA a

in wvivo MN
in vitro CA -
+ E - a
B 70 5 70 145
E 1 0 7 8
= 19 2 48 69
at 90 7 125 222

— Bt 53.2% (118/222)

a: E(Equivocal, ®ULVELW) (X, BHIZITSTHEE. BELTRIZHET#HLTLENL

8 invivo MN in vitro CA a
in vivo MN
in vitro CA
+ E - A
+ B 6 20 35
E 2 0 6 8
- 10 3 20 32
it 20 9 46 75

— % 37.3% (28/75)
a: E(Equivocal, @LVELY) (X, B#IZIZTSTHESE. EELVTRIZEF#ELTLVEL
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9 in vivo MN in vitro CA a

in vivo MN
in vitro CA -
+ E - &t
+ 78 12 90 180
E 3 0 13 16
- 29 4 68 101
) 110 16 1M 297

— B 49.2% (146/297)
a: E(Equivocal, HILVELY) [, 8#8#IZITSTHIEE. BEOTRIZHE#EL TN

10 Ames in vivo TG a
in vivo TG
Ames
+ b _ =t E
+ 46 (5) 10 (3) 56
E 1(1) 0 1
- 5 12 17
.13 52 22 74

— ¥t 78.4% (58/74)
a: E(Equivocal, WLVEW X, BEICIZTSTHEE. BELWTHIZHEEL TGN
b: na(+) ¢ (n=6)
c:nal=)ZEE (n=3)
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III.

I11-1.

vitro In vivo

STT

in vitro

SAR/QSAR

DNA

DNA

0. Mekenyan
P. Petkov
In vivo
in vitro
1
in
3
DNA I in
vitro II
1n vivo
in vitro in
VIVO
IIT  invivo
in vivo
DNA
UsS
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EPA 3

I
Ames
II 1n vitro
111
in vivo
1n vivo
NIHS
In vitro
1n vivo
1n vitro
1n vivo

integrated test

strategy; ITS ITS
REACH
REACH Technical Guidance
ECHA 2013
ITS
MIE
KE
AO 3
Adverse

outcome pathway; AOP

ITS

integrated approaches

to testing and assessment; IATA

TATA
in vitro 1In
VIVO
TIMES
1n vivo 1n vivo
2 (QSAR
1n vitro 1n vivo
3 1
in vitro
2 in
VIVO
3
n vivo
Mekenyan 2012
5 3
3
1
5
AOP AOP
TATA
1n vitro
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1n vivo

TATA TATA
STT TATA
GHS
genotoxic
carcinogens
I11-
162
Mekenyan 2012
Ames OECD TG 471
OECD TG
473
OECD
TG 476
DNA UDS
OECD TG 486
OECD TG

Olive and Banath 2006

OECD TG 488
in vivo
OECD TG
Cliet 1989
OECD TG 474
IATA
GHS GHS 2013
214
OECD QSAR Toolbox
v3.2 ISSCAN v4a
OECD QSAR
Toolbox v3.2

ISSCAN

Instituto Superiore di Sanita

ISSCAN

Carcinogenic Potency DataBase

http://potency. berkeley.edu/c pdb.html

TD50
TD50
1
mg/kg /
TD50
TD50
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2 A B C 3

A
DNA UDS
in vivo
GHS
GHS 20 30 DNA
2013
http://www.unece.org/trans/danger/publi/ DNA UDS DNA
ghs/ghs_rev05/05files_e.html Ames
GHS DNA
2 B
1 GHS 2013 in vivo
GHS TRM
TRM Ames
III- . DNA
3.1 in vitro in vivo Ames
C
CA in vivo
1 in vivo CA
in vitro 1B ivt CA
1A S9 3 in vivo
Ames 1
2 MNT 1
3 DNA
1B
in vitro ivt CA 2A
DNA 2B
in vivo TRM 2C  invivo
MLA CA in vivo MNT
Mekenyan
2012 in vitro
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in vivo 3.2. Ames

in vivo MNT
in vivo 162
1A
Ames
3
9
in vitro Ames
ivt CA
1 70/78 Ivt CA
1
in vivo
2 UDS
1 14/17 2A
Ames-S9 CA 1A Ames
MLA
In vitro Ames CA
2 3 in in vivo
vivo UDS 2
1 1A
Ames 1B 37
CA 2A
2
2 CA 2B 2C
in vivo MNT
3
in vitro in vivo 2A 17
1
2B in vivo
in TRM
vitro In vivo Ames
Ames 16
2A
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2A

2B 2C DNA
MNT
3 2B
In vivo CA in vitro 3
CA in vivo
in
vitro Ames
4 Ames
1A 74
1B 28 UDS
28 CA
2A 6
22 21 2A
3 1A
74 1B
41
CA DNA
Ames
DNA GHS
1A
1B 41 in
vivo GHS 2
2 1A
1B 21 1B 2
2A 1A
CA 1A
1B
1A
1B 2A
15
Ames
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1
GHS
apical
2 1n vivo
US EPA UsS
FDA EU
in vitro 2 3
2 1
US FDA US EPA
EFSA
GHS
3
GHS EFSA
2011
1n vivo
in vitro
2 NIHS
in vitro
1n vivo
in vivo
UDS
3
In vitro 1n vivo
TATA
TATA 2
5 5 In vitro Ames
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in vivo TRM

DNA

1n vitro 1n vivo

2
in vitro Ames in
vivo TRM ivt CA in
vivo CA in vivo MNT
2

ivt CA

in vitro Ames
in vivo CA in vitro Ames
in vivo MNT 1vt CA  in vivo TRM
ivt CA in vivo TRM

ECHA ITS
ECHA

in vitro

vt CA in

2013
Ames
vivo MNT
in vitro
in vivo MNT
2

Ames

NIHS

In vitro Ames in

vivo TRM

3
1n vitro 1n vivo
in
vitro Ames in vivo
UDS
DNA
3
ivt CA In
VIVO UDS
DNA
3
3.3.
in
vitro 1n vivo
1
Ames
MNT
RDL
1n vitro Ames
vt CA
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15 2

3
ECVAM
3
EFSA 2011
3 13%
1n vitro Ames
2 in vivo TRG 2
11
2
2
91%
9%
DNA
3
in vitro Ames 1n vivo
ivt CA 1n vivo
CA MNT
2
15
3 2
3
In vitro CA in vivo MNT
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In vitro CA  in vivo MNT 10 12%
39 85 90%
3 8%
1 in vivo n vivo
DLT
2 1
45
1 45 214
37 82% in vivo DLT
45
8 18% I11-4.
vitro In vivo
TIMES
2 3 GHS
2
1n vitro Ames in vivo MNT
3 ivt CA in

VIVO
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in vitro

in

162



TATA

TIMES
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Level 1A Level 1B Level 2A Level 2B Level 2C Level 3
in vitro in vitro in vivo in vivo in vivo in vivo
Mutagenicity Mutagenicity Genotoxicity Mutagenicity Mutagenicity Mutagenicity

Bacterial Mammalian Liver Liver Liver Bone Marrow
{Ames-S9} {CA, MLA} {Comet, UDS) {TRM) (CA, MNT} {MNT)
Ames-S9 CA MLA
Comet UDS DNA TRM
MNT
1. in vitro in vivo
Level | Level Il Level IlI
in vitro in vivo liver in vivo bone marrow
Mutagenicity Genotoxicity Mutagenicity
(Ames-S9, CA, MLA) (Comet, UDS, TRM) (MNT)
2. Mekenyan 2012

_42_




Level 1A Level | B Level Il A Level [1 B Level 11 C Level (11
in vitro in vitro in vivo liver in vivo liver in vivo liver in vivo BM
Mutagenicity Mutagenicity Genotoxicity Mutagenicity Mutagenicity Mutagenicity
Ames CA, MLA Comet, UDS TEM CA, MNT MMNT
1pazitive 1 pasitive
L g
1nagative o lragasive o
< positive
P
3N7a ENA Iregative
LS 15 1 positive 1regavive negacive
_________________ » g g
Zrezatied
ingzative "
3 poative 1negative hl
57 pazitive - HI T 37 gesuma 1= poaitne
J— . - 3D NS4 4 12 negative
> » DR ez s
2 oositive
Znezative
2 regative N 2 positive -
1rezative 1nazative -
> »
16 nagative 16 K/ 15 H;» 12 nezative
lgaziive
3 poaitive N I oesitve N
> *
1regative 1pozitive
: : - >
R N iNe 1 positive
- . 2 positive - 2 positive -
Irezative 2 pasitive
Inazative
B positive
3 nezative
g nazative G pazinve 5_‘1_,.- _______ I ponitive
» 2zative 1M73 1ragative
1_N: _______ 1lregativa
3. Ames
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Level 1A Level I B Level Il A Level II B Level lIC Level Il
in vitro in vitro in vivoliver in vivoliver in vivoliver in vivoBM
Mutagenicity Mutagenicity Genotoxicity Mutagenicity Mutagenicity Mutagenicity
Ames CA, MLA Comet, UDS TRM CA, MNT MNT
5N/A 5 positive 5 N/A 5N/A 5 negative
_________ — > PR ol e
2N/A 2 negative
3 positive r 1 positive 2 negative
> >
_fﬁ”i _____ 3 negative 1 negative 1 negative -
>
2N/A 2 negative
74 negative 28 negative 1 positive > 1 negative >
» — 1 negative 1 negative
> >
20 N/A 18 N/A 18 negative
21 negative 1 negative 1 positive N 1 negative
— »
1 positive 1N/A 1N/A 1 positive
e el
5N/A 1N/A 1 positive o 1 negative o
1 positive 1N/A 1 positive
41 positive 3 negative 1 negative s 1 negative "
> L 1N/A " 1 positive o
1 negative
21 negative Vegatve 1N/A 1 negative
> 0 Ty e
20 N/A 17 N/A 15 negative
________ 2 positive
2 negative N 2 positive o
1 positive : 1 positive )
1 negative 1 negative
» — >
3 positive il 3 positive =
i 3 negative g
15 positive 9 N/A | 6 positive :
h—— [ —— [ S ac
2 positive
P A
4. Ames
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In vitro (No 59)
models

In vitro (with S9)
models

In vivo (liver)
somatic cells

In vivo remote tissues

In vivo remote tissues

somatic cells germ cells
Ames - Ames-S9 -> TRM in liver J 5 TRM in BM J ______________ DNA mutagencity
mutagenicity mutagenicity mutagencity mutagencity
Mutagenicity in prokaryotes
uDs, € t o
genotogir:iiy ---------------------------- DNA genotoxicity
CA C CA, MNT MNT in BM Dominant )
mutagenicity - mutag:nicity - mutagenicity ] g mutagI:ncity - |e(t):;||ntaer;t ----- DNA/ prc:t?ln
mutagenicity
Mutagenicity in eukaryotes
5. IATAA
In vitro In vivo liver In In
Vivo Vivo
BM Germ
cells
Ames | Ames | CA | CA | MLA | UDS, TRM | MNT, | MNT | RDL
-S9 +S9 -S9 | +S9 Comet CA
Carcinogenici
& 478 | 344 | 217 |63 |89 |126 |54 |65 290 | 111
Sensitivity, % 81 75 68 59 77 90 94 90 75 82
False 55 49 46 59 78 67 74 70 71 74
Positives, %
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Combination of in | Defined Sensitivity to | Rate of false | Total

vitro and In vivo | Category positive positive #

tests mutagens carcinogenicity, carcinogens, (%) chemicals
(%)

Ames and Comet Category 3 87 (13/15) 13 (2/15) 15

Ames and TRM Category 2 91 (10/11) 9 (1/11) 11

ivt CA and CA Category 2 100 (13/13) 13

ivt CA and MNT Category 2 92 (36/39) 8 (3/39) 39

DLT Category 1 82 (37/45) 18 (8/45) 45
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IV. in vivo

- Derek Nexus in vivo
S. Canipa
A. Cayley
L. Fisk
IV-1.
1n vivo
1n vitro 1n vivo
1n vivo
1n vivo
TGR
TGR

SAR

1n vivo
TGR
Derek
in vivo
TGR
016
TGR
OECD
et al
TGR
Derek
10%
In vivo
TGR
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Derek

Lambert
NIHS

Derek



in vivo 113

75
NIHS
Derek
in vitro
in vivo
1.2
NIHS 4 7
in vivo
na(+)
na(-)

5%
32%

1.NIHS TGR Derek 2014 Derek

KB2014 KB Derek Nexus 4.0 in vitro
Pred +ve Pred —ve

Exp +ve 11 102 KB in

Exp —ve 0 75 vitro 118
Sensitivity = 11/113 = 10%; Specificity = 39
75/75 = 100%; Accuracy = (11+75)/188 = TGR
46%

1

IV-2.

NIHS 188

TGR 3
OECD in vitro
Lambert et al
TGR 2

NIHS Lhasa 2

TGR

1n vivo
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1n vitro

1n vivo

70%

2 Entry2 8

Entry 1 016

1n vivo

ChemIDPlus Vitic Nexus

1 eChemPortal2 ECHA
Lhasa
TGR
TGR in
vitro in vitro
in vivo
TGR
1n vivo
1n vitro
1n vivo
in vivo
! Vitic Nexus Database 25.0

2

http://www.echemportal.org/echemportal/index?pag

elD=0&request locale=en
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2. NIHS TGR 2 in vitro
Entry Pos
Alert Pred No of
no Alert name Active | Inactive (%) compounds
1a 016 Quinoline 11 0 100 11
2b Aromatic azo
330 compound 3 0 100 3
3b Aromatic amine or
351 amide 3 0 100 3
4b N-Nitro or N-nitroso
007 compound 13 1 92.86 14
5b Polycyclic aromatic
hydrocarbon or
339 hetero-analogue 8 1 88.89 9
6P Aromatic amine or
352 amide 7 1 87.5 8
7P Aromatic amine or
354 amide 5 1 83.33 6
8b 019 Epoxide 4 1 80 5
9 Aromatic nitro
329 compound 10 5 66.67 15
10 027 Alkylating agent 9 6 60 15
11 023 vic-Dihalide 2 2 50 4
12 331 Halogenated alkene 2 2 50 4
14 328 Halogenated methane 0 3 0 3
IV-3. in vivo
3 7
6 in vivo
in vivo 6 5
in
vIivo
in vitro toxicophore
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(1)

toxicophore
352
toxicophore
352
@
3
Entry | Alert Alert name Outcome Reasoning Likelihood
number rule
1 330 Aromatic azo Comments N/A N/A
compound updated

2 351 Aromatic amine or Alert New Plausible
amide extended to reasoning
in vivo rule added

3 007 N-Nitro or N-nitroso Alert New Plausible
compound extended to reasoning
in vivo rule added

4 339 Polycyclic aromatic Alert New Plausible
hydrocarbon or extended to reasoning
hetero-analogue in vivo rule added

5 352 Aromatic amine or Alert New Equivocal
amide extended to reasoning
in vivo rule added

6 354 Aromatic amine or Alert New Plausible
amide extended to reasoning
in vivo rule added

7 019 Epoxide Alert New Plausible
extended to reasoning
in vivo rule added

330 3 Entry 1
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TGR

Lambert et al

Derek KB 2014 8 NIHS
NIHS TGR
4 2014
Derek KB 2014
1
10% 41%
46% 62%
100% 93%
1.NIHS TGR Derek
KB2014 NIHS Yr8 Knowledgebase
Pred +ve Pred —ve
Exp +ve 46 67
Exp —ve 5 70

Sensitivity = 46/113 = 41%; Specificity
70/75 = 93%; Accuracy = (46+70)/188

62%

IV-4.

In vitro
n vivo
in vivo in vivo
TGR
TGR
DX
NIHS Lhasa
TGR
DX 1n vivo
1
016
10% balanced accuracy 55%
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1n vivo

7 in vitro
in vivo 6
in vivo
1
6 1
in vivo in
in vitro vitro
DX in vivo
in vitro
DX  in vitro 1. 007 N- N-
2. 019
73% 3. 339
57%
in vivo 4, 351
in vitro
5. 352
in vivo
6. 354
7. 330
in vitro
DX
50%
3 41%
in vitro 93%
3
50%
11 in vitro
7 4
3
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1 1n vivo in vivo
1 016
In vitro 1n vivo
in vitro
in vitro
1n vivo
1n vivo
1n vitro
1n vivo
ADME 75%
1n vivo
in vitro IV-5.
1n vivo In vivo
1n vitro 1n vivo
NIHS
in vivo
1n vitro NIHS TGR
in vivo
1n vitro
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TGR

1n vitro



70% 1n vitro

2
50%
4
in vivo
NIHS TGR
4
60%
NIHS TGR
2
in vitro
3 32
16 1

NIHS
TGR
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