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 TRM CA, MNT MNT
SN/A S positive SN/A SN/A S negative
~~~~~~~~~ ---———--—-———-—-—' —— . . e . ——— . — . .
2N/A 2 negative
3 positive l 1 positive 2 negative
>
EN/A . .
_________ 3 negative N 1negative 1 negative
l 2N/A 2 negative
74 negative 28 negative 1 positive 1negative R
o > 1 negative g 1negative g
20N/A 18 NA - 18 negative
21negative 1 negative 1 positive 1 negative
B > > >
1positive 1N/A 1NA 1 positive
il e e e e e
SN/A 1N/A 1 positive . 1 negative N
1 positive 1N/A 1 positive
41 positive 3 negative 1negative - 1negative
—_— 1N/A " 1 positive
1negative
21 negative 1 negative 1IN/A 1negative
_________
20N/A 17N/A 15 negative
oo T
il L S—
2 negative N 2 positive R
1 positive : 1 positive :
1negative _ 1negative N
3 positive - 3 positive g
v 3 negative g
15 positive 13NfA IN/A 6 positive
________ e e —
tﬂs&-_ﬁ_"_._.. 2N/A 2 positive

X 4.

Ames REBRHLEHEDOU — 27 7 u—2KIc BT 5EDONER
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P D in vivo D G A8 5 D F EiF % 5%
BE¥Z, ZZTOT77a—F I Ex 0
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BO7avxZ bO—EHB L Derek
2011 e vz FCREI ST I—F
DK

G5 FMAET | Vivo |Vivo |Hr H
F—h|~ O~ ®|Vivo
4 bR | R T T

aJ ftim | —Fh

Derek | 10 3 7 0

2011

NIHS 7 5 1 1

Year 4

NIHS |7 4 0 3

Year 5
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Total: | 29 17 8 4
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(MN) BT —4 D55, LLFD 320
T—FEy NEARETER L,
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674 | Allylbenzene 3 |67
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0
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Year
K1 Derek iCL WV BLNEHET —F & v MNIAT 5 FHIMERE
# 8. Derek XV ELNTHET —F & v MK 2 FHIMERE
HF HFRAR— A BE (%) | BFEME ) | —FEK (%)
2010 | DfW version 13 (before NIHS | 4 99 68
Y4)
2011 | DfW version 14 (after NIHS | 16 94 68
Y4)
2012 | Derek KB 2012 (after NIHS | 26 92 70
Y5)
2013 | Derek KB 2012 & NIHS Yr | 29 92 71
6_1.0 (after NIHS Y6)
2014 | Derek KB 2014 & NIHS Yr | 32 91 T2
7 1.0 (after NIHS Y7)
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ik 1.

Positive predictivity values for all chromosome damage alerts in DfW 14 calculated using
combined in vivo data set

Alert

Num Alert name Status | Outcome Likelih | Proje | -v | +v | Tot | P
ber ood ct e | e al | P
7 N-Nitro or Investiga Alert Plausib | Dere | 6 | 12 | 18 | 67
N-nitroso ted extended le k
compound to in vivo 2011
19 Epoxide Investiga Alert Plausib | NIH | 1 | 10 | 20 | 50
ted extended le SY5| 0
to in vivo
23 vic-Dihalide No 6| 3 9 |33
27 Alkylating agent | Investiga | Comment N/A NIH | 3 | 27| 61 | 44
ted s SY5 | 4
updated.
New alert
implemen
ted (755)
28 Mono- or Investiga Alert Equivo | NIH | 2 | 3 5 | 60
di-alkylhydrazine ted extended cal SY4
to 1n vivo
33 Hydrazine or No 111 2 |50
monoacyl- or
monosulphonyl-hy
drazine
39 Arylhydrazine No 0|0 0 0
51 | Azirine or aziridine | Investiga Alert Plausib | NIH | 0 | 5 5 |10
ted extended le SY4 0
to In vivo
61 alpha-Halo In vivo 3|1 4 |25
carbonyl compound —ve
mentione
din
comment
S
69 Nitrogen or Investiga Alert Plausib | NIH | 1 | 9 | 10 | 90
sulphur mustard ted extended le SY4
to in vivo
304 Isocyanate or No 21 2 4 | 50
isothiocyanate
306 Alkyl aldehyde or | Investiga | Comment N/A Dere | 1 | 13| 28 | 46
precursor ted s updated k 5
2011
308 Alkyl carbamate In vivo NA | 51| 4 9 |44
alert
309 | alpha,beta-Unsatu | In vivo 1| 5|20 |25
rated ketone —ve 5
mentione
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din

comment
S
310 | alpha,beta-Unsatu | Deactiva n/ | n/ | n/a | n/
rated ester or ted a| a a
thioester - class 1
311 | alpha,beta-Unsatu No 21 2 4 |50
rated amide or
thioamide
313 | alpha,beta-Unsatu No 2 2 0
rated nitrile
314 Thiuram No 4 |1 5 | 20
disulphide or
dithiocarbamate
323 | Aryldialkyltriazen | Investiga Alert Plausib | NIH | 0 | 1 1 |10
e ted extended le SY5 0
to in vivo
325 Aromatic azoxy No 0|1 1 110
compound 0
328 Halogenated Investiga Alert Equivo | NIH | 3 | 5 8 |63
methane ted extended cal SY7
to In vivo
329 Aromatic nitro Investiga Alert Equivo | Dere | 3 | 17 | 52 | 33
compound ted extended cal k 5
to in vivo 2011
332 Aromatic No 0|0 0 0
hydroxylamine or
ester derivative
333 Chromium Investiga Alert Plausib | Dere | 56 | 8 | 13 | 62
compound ted extended le k
to in vivo 2011
334 Alkyl nitrite, Investiga | Comment N/A Dere | 1 | 2 3 | 67
nitrous acid or ted s updated k
nitrite salt 2011
339 | Polycyclic aromatic | Investiga | Comment N/A NIH | 1| 5 6 |83
hydrocarbon or ted s SY4
hetero-analogue updated.
New alert
implemen
ted (747)
341 Pyrroline ester, No 1|1 2 |50
pyrroline N-oxide
ester or pyrrole
ester
345 | alpha,beta-Unsatu | In vivo 210 2 0
rated sulphone —ve
mentione
din
comment
S
349 Glycidyl ether, In vivo 715 | 12 | 42
amine, ester or —ve
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amide mentione
din
comment
S
350 Carbodiimide In vivo N/A | O 2 110
alert 0
358 Hydroperoxide Investiga | Comment N/A Dere | 2 3 |33
ted s updated k
2011
361 | alpha,beta-Unsatu | In vivo 1 26 | 27
rated ester or —ve 9
thioester mentione
din
comment
S
362 Vinyl carbamate In vivo N/A | O 1 |10
alert 0
365 Acridine or Investiga | Comment N/A Dere | 1 2 |50
analogue ted s updated k
2011
470 Phenol Investiga Alert Equivo | NIH | 0 3 | 10
ted extended cal SY4 0
to in vivo
471 | Quinolone-3-carbo | Investiga | Comment N/A Dere | 3 3 0
xylic acid or ted s updated k
naphthyridine 2011
analogue
493 | Polynitrophenol or No 0 0 0
precursor
494 Halophenol No 2 2 0
513 Imidazole In vivo N/A | O 1 |10
nucleoside alert 0
analogue
515 Flavonoid No 2 2 0
516 Triarylmethane No 4 6 |33
salt
517 | 2,4-Diaminopyrimi | Investiga | Comment N/A NIH | 1 5 | 80
dine or analogue ted s updated SY4
518 Halogen oxyacid No 4 7 143
salt
519 Aminocarbazole | Investiga Alert Plausib | NIH | O 3 |10
analogue ted extended le SY5 0
to in vivo
521 | N-Polyhaloalkylthi | Investiga | Comment N/A Dere | O 1 110
o compound ted s updated k 0
2011
522 Psoralen No 0 2 110
0
523 Alkylphenol No 1 17 | 18
4
529 Xanthine Investiga Alert Equivo | NIH | 0 3 |10
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ted extended cal SYé6 0
to in vivo
530 Inorganic arsenic | Investiga Alert Plausib | NIH | 2 | 6 8 |75
compound ted extended le SY5
to in vivo
531 Hydroxylated No Alert Equivo | NIH | 2 | 7 9 |78
anthraquinone extended cal SY7
to in vivo
532 O-Allyl compound No 11 3 | 14 | 21
533 Di- or Investiga Alert Equivo | NIH | 1 | 3 4 |75
tri-phenylethylene ted extended cal SY6
to in vivo
575 Isothiazolinone No 4 | 0 4 0
576 Thymine, cytosine | Investiga | Comment | Plausib | NIH | 2 | 7 9 |78
or derivative ted S le SY5
updated.
New alert
implemen
ted (759)
577 Purine base Investiga | Comment | Plausib | NIH | 5 | 10 | 15 | 67
ted s le SY5
updated.
New alert
implemen
ted (758)
578 5-Fluoropyrimidin No 2| 2 4 1|50
e
579 Bipyridinium No 171 2 |50
compound
580 Aryl No 2| 2 4 |50
N-alkylcarbamate
581 Vinca alkaloid Investiga Alert Plausib | NIH | 0 | 5 5 |10
ted extended le SYé6 0
to in vivo
582 4-Hydroxystilbene No 110 1 0
584 Halovinyl Investiga | Comment | N/A | Dere | 1 | 0 110
phosphate ester ted s updated k
2011
585 Indole or No 00 0 0
benzotriazole
623 | Mercury compound No 110 1 0
624 | para-Phenylenedia No 310 3 0
mine
625 Catechol No 112 1] 20 |10
8
626 Aromatic No 2] 2 4 | 50
hydrocarbon
627 | Inorganic cadmium | Investiga Alert Equivo | NIH | 2 | 1 3 |33
compound ted extended cal SY4
to In vivo
628 | Tetrahydroisoquin No 01 1 |10
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oline 0
638 Hydroxy-urea, No 10
-guanidine or 0
-carbamate
639 Spirocyclopropane No 10
0
640 Platinum No 10
compound 0
641 | Podophyllotoxin or | In vivo 10
analogue +ve 0
mentione
d in
comment
S
642 | Bisdioxopiperazine | [In vivo N/A 10
alert 0
643 | Inorganic selenium | Investiga Alert Equivo | NIH 10
compound ted extended cal SY6 0
to in vivo
644 Camptothecin or In vivo N/A 10
analogue alert 0
657 Taxane derivative In vivo N/A 10
alert 0
671 Aromatic No 0
thioamide
674 Allylbenzene No Comment N/A NIH 67
s updated SY7
699 Colchicinoid In vivo N/A 10
alert 0
700 Diarylalkylamine In vivo 0
—ve
mentione
din
comment
S
701 Benzimidazole In vivo N/A 75
derivative alert
702 Thiazole No 0
nucleoside
analogue
703 Furan In vivo 20
—ve
mentione
din
comment
S
704 5-Azacytidine or In vivo N/A 10
analogue alert 0
705 Azaphenanthrene In vivo 0
—-ve
mentione
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din

comment
S
706 Dimethyl Investiga Alert Equivo | NIH 67
phosphorothiolate ted extended cal SY6
ester to in vivo
717 | alpha,beta-Unsatu No 0
rated pyridine,
pyrimidine or
1,3,5-triazine
718 | 2-Thio-benzimidaz | [In vivo 0
ole or —ve
-benzothiazole mentione
din
comment
s
747 | Polyeyclic aromatic New Impleme | Plausib | NIH 10
hydrocarbon or alert nted to le SY4 0
hetero-analogue extend
339
755 Alkyl sulphate or New Impleme | Plausib | NIH
sulphonate alert nted to le SY5
extend
027
758 Purine base New Impleme | Plausib | NIH
alert nted to le SY5
extend
577
759 Thymine or New Impleme | Plausib | NIH
cytosine derivative alert nted to le SY5
extend
576
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