28

H27- - -005
QSAR 2014
QSAR
12,451 28 3,829
Phase 11
7 12 QSAR 17 QSAR
QSAR
75-87 Phase | 68-84%
QSAR
QSAR Phase 11
QSAR QSAR
Phase 111
QSAR
A
EU EPA
QSAR 2
QSAR ICH-M7 OECD
2015 1 GLP
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QSAR
QSAR
GLP
100kg
2
QSAR
12,199
3
QSAR QSAR
QSAR
QSAR
QSAR
QSAR
H27 3,950 1
(Phase 1) H28
Phase |
QSAR 3,840

(Phase 11

) Phase 1l Phase
I
B
B-1
Ames
20,000 12,451
CAS 8,009
QSAR
SMILES
EXCEL QSAR
SD
Phase Il 8,009
Phase | 4,018
3,991
QSAR
1
QSAR
162
162
1)
QSAR Out
of domain
QSAR
2)
QSAR
QSAR
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e ANEldata

1 2
3 Phase 11
4
Phase 111
o 1 .
QSAR
. 2 HClI HBr B-2.
QSAR 3,991 162
Phase 11 3,829 Phaae 11
(1
3
. 3 QSAR ® ClassA
QSAR 1,000 rev/mg
253
® ClassB
1,000 rev/mg
i 309
® ClassC
” ” 3,267
ii. B-3.
SMILES Phase 11 7 12
QSAR QASR
17 QSAR
Phase 11
iii. ANEldata 2
CAS#
C.
. 4 2 C-1.
QSAR QSAR
In Domain Out of Domain
3) (Phase 11 QSAR

)
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TMES
QSAR
Out of

ChemTunes
In Domain
Domain
Domain
ChemTunes

Out of Domain = no

”

(positive)” (negative)”

(unapplicable)”

applocability ”

Sensisivity Specificity

A-Sensisivity

C-2. Phase 11 3,829 QSAR

3 12 QSAR
QSAR
TIMES

QSAR
Sarah
3

ChemoTunes 2

3 QSAR

VEGA
4 Phase | Phase Il 15 QSAR
15
Phase |
8 DEREK
Toxtree QSAR
A-sennsitivity MCASE

CASEUIltra 89.5
Specificity85.6  Concordance83.5

CASEUltra

Classs A+C Class A+B+C RCO
A-sennsitivity
Symmetry
81.7 MCASE
GT-Expert 84.1 TIMES
(80.0%) Specificity
Swetox AZAMES 92.8%
DEREK (90.1%) TIMES
93.5 LSMA
(90.6%) Phase |

A-Sensitivity 51-81% AB-Sensitivity
39-70% Specificity 65-92% Comcordance

68-84% Phase I 59-90%
45-72% 78-93  75-87%
C-3. QSAR
3,829 253
A
4
QSAR 5 1
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QSAR

2
“False Negative( )’
C-4. QSAR
3,829 3,267
C
7
QSAR 7 1
QSAR
3 “False
Positive( )’
D.
QSAR
QSAR
QSAR
Specificity
Sensitivity
QSAR Sensitivity
Negative Prediction Value;
NPV
QSAR QSAR
QSAR

QSAR
QSAR
QSAR
QSAR
QSAR
QSAR 7
3,829
ICH-M7
QSAR 3
3 QSAR Sensitivity
Specificity 81 86
Correspondennce
A-Sensitivity
MCASE CASEUltra 89.5
RCO
CASEUItra Aplicability 65.3
QSAR 80-100
Domain

Out of Domain

Out of Domain
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TIMES 1

Sensitivity D-QSAR
18 TIMES
TIMES QSAR
S9
E.
A-Sensitivity QSAR
AZMES
Symmetry AMBIT
ADMEWORKS QSAR
AZMES Symmetry Phase 11 12,451
20 A-Sensitivity H28 3,829
Phase | Phase 11 7
12 QSAR
21 QSAR
QSAR
QSAR Phase |
Class A 9
3.6
Phase | 10
Phase 111
F.
G.
1. Manganelli S, Benfenati E,
Manganaro A, Kulkarni S,
3,829 26

25 Barton-Maclaren TS, Honma M; New
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quantitative structure-activity
relationship models improve
predictability of Ames mutagenicity
for aromatic azo compounds. Toxicol
Sci. 153, 316-326 (2016)

. Petkov PI, Schultz TW, Donner EM,
Honma M, Morita T, Hamada S,
Wakata A, Mishima M, Maniwa J,
Todorov M, Kaloyanova E, Kotov S,
Mekenyan OG; Integrated approach
to testing and assessment for

predicting rodent genotoxic 6.

carcinogenicity. Journal of Applied
Toxicology, 36, 1536-1550 (2016)

. Benfenati E, Belli M, Borges T,
Casimiro E, Cester J, Fernandez A,
Gini G, Honma M, Kinzl M, Knauf R,
Manganaro A, Mombelli E,
Petoumenou MI, Paparella M, Paris P,
Raitano G; Results of a round-robin
exercise on read-across. SAR and
QSAR in Environmental Research, 27,
371-384 (2016)

. Morita T, Hamada S, Masumura K,
Wakata A, Maniwa J, Takasawa H,
Yasunaga K, Hashizume T, Honma M;
Evaluation of the sensitivity and
specificity of in Vivo
erythrocytemicronucleus and
transgenic rodent gene mutation tests
to detect rodent carcinogens. Mutat.
Res., 802, 1-29 (2016)

. Ahlberg E, Amberg A, Beilke LD,
Bower D, Cross KP, Custer L, Ford KA,
Van Gompel J, Harvey J, Honma M,
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Honma M, Jolly R, Kemper R,
Kenyon M, Kruhlak N, Leavitt P,
Miller S, Muster W, Nicolette J, Plaper
A, Powley M, Quigley DP, Reddy MV,
Spirkl HP, Stavitskaya L, Teasdale A,
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procedures for implementation of ICH
M7 recommended (Q)SAR analyses.
Regul Toxicol Pharmacol. 77, 13-24
(2016)

Honma M; AMES/QSAR
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17th International Conference on
QSAR in Environmental and Health
Sciences (2016.6 )
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Genotoxic Toxicology. Symposium on
Genetic Toxicology and
Developmental Toxicology in Chinese
Society of Toxicology (2016.8
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45
(2016.11 )
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Phase Il

y5 % IR Atk BETPIES
) A7 AR
SRS
A 260 (6.5%) 253 (6.6%)
(>1,000 rev/mg)
Bt
B 328 (8.2%) 309 (8.1%)
(< 1,000 rev/mg)
C (E3i3 3,403 (85.3%) 3,267 (85.3%)
&t 3,991 3,829
2 Phase 11

QSAR Builders QSAR Model
1. Lhasa Limited (UK) DEREK Nexus, SARAH
2. MultiCASE Inc (USA) CASE Ultra rule-, statistical-based
3. Leadscope Inc (USA) Leadscope rule-, statistical-based
4. Prous Institute (Spain) Symmetry
5. Bourgas University (Bulgaria) OASIS TIMES
6. Istituto Superiore di Sanita (Italy) Toxtree
7. Istituto di Ricerche Farmacologiche Mario Negiri (Italy) SARpy, VEGA, CAESAR
8. Swedish Toxicology Sciences Research Center (Sweden) SwetoxAZAMES
9. FUJITSU KYUSHU SYSTEMS (Japan) ADMEWORKS
10. IdeaConsult Ltd. (Bulgaria) AMBIT
11. Molecular Networks GmbH and Altamira LLC (USA) ChemTunes
12. Simulations Plus (USA) MUT_Risk
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Seridl [d [Resit |ANEL No. Ccasz Stnrnre Chemical name
12503 A 8-(1)-2876 130104-96-6 M, (18,38,4R)-2- [(1R)-1-phermletint]-2 -
: azahicyclo[2.2.1Thepta- 3-ene-3-carboxylic acid
methyd ester
22336 | 2-(7)-361 373-91-1 - trifaorometir Iypofhicrite
F———F
(0]
=
22628 [ 2-(13)-275 661-54-1 | 3.3,3-trifioropropyne
F—oa—F
CH
23476 A 8-(T)-1816 88324.57-6 N 1-(4-cHlorophetsi)-2-metii-2-morpholin 4-
vipropan-1-one
Serial_IqResult |ANEI_No (GASE Structure Chemical_name
s fE L
1= USARE 7 1
570 A 2-(6)-1115 24309-97-5 N- (2-hydroxyethy |) acetoacetamide
a a
H S t
HJC/IJ\—)'L:/\/ ymmetry
15583 A 1-(2)-209 791611-93-3 methacrylic acid 2—
adamanty | oxymethy| ester
Iy ‘./x‘:‘ Derek NX
HaC -
CH,
18616 A 8-(1)-3476 4926-28-7 2-bromo—4-methy | pyridine
CHs
| ~ VEGA SARpy
e
N Br
19081 A 8-(2)-2304 34905-80-6 N 4—chloro-5H-pyrrolol[3, 2-
/ = \” dlpyrimidine
FIN S Symmetry
Cl
22823 A (H-118 1173478-74-4 4-
. (e thoxyme thoxycarbany |) cye | ohexan
e-1-carboxylic acid
e
Derek NX
QSAR Clasee 1
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Beral Ta [ANEL No. Z [Structur [Chermical name
12 13280-60-9 N 5-amirp-2-nitrob enzoic 2cid
342 Cla-()y2473  [602-36-2 9-phemizrdine
I cw, |dimetind 5 -ritroisoptthaiate
P
20m4 204847-79-3 0-(3-mettipterdacridine
11831 Cler2o1  [31643-40.0 |4-rritro phtatoniteile
PPN
12533 C|8-(1)-2881 39275-18-8 l-mefind-T-nitro-1234-
CHy
v
14751 C|8-(7)-1485 59908-70-2 [4-(1.2 4-oradmml-3-y{lankne
Serial 1d [Resck  |ANEI Mo, [cas= Stroctore [Cremical_rame
5308(c |¢- nitrophes rhonochiordas
PN
g
-
-
£393|C |2-(8)-622 4151-26-8 1-chioo -3-2thoxgpropan-2-ol ADME
6394|C |2-chioro sthomybenz ne VEGA KI
g
L
R
Ta6s{C a7y 1803 5000-06-0 [N-(5-chioro- 2- hydrony—<-
Initrophe mt)berzamit e
v
68818-86-0 VEGA KI

&1 260

[4360-63-8.

[2-bromemetyt 13- dionolans

2167

0g-74-2

%,
/s

P
¥

-

AMBIT

QSAR
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