#z1 ER

1) SHADT -4V -2,
2) F— ZAFBO Ames HBEHERERE 7T . BIE B SFBE 204 SHOBTTRUE,
3) BHE, RIF - FERV- Ames B U TR RERT . B, I8 8BE. v0 M, SHOBITRLE,
4) AmesHEIC BV T BHEL HEI N HE, labor® X AYEEBHFEIC M5,
AHITE: AmesEBRIC BT 2 HiEMEN 1,000 revimgll_FT. B BHEEHTFIh2 K,
BH|TE: AmesE BIZ BT 2 HIEHEN 1,000 revimg R 50 BB S EITEIHE.
5) AmesHBIC BV T ERTEHRENMBEEMEDO2EICEL V00, FEEAFHNSLLEEIN - WE,
6) AmesHBRIC BV TRBRHL HIFIh - E.
7) AmesHET — 2N B R, BRIR,
8) &DBD T — 4 &3 #.
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# 2 ZLFEWZE Phase I BBR{LFEWE

(1) 4,018 Chemicals

Class Mutagenicity No. of chemicals
A Strongly Positive (1,000 rev/mg) 186
B Positive (< 1,000 rev/mg) 389
& Negative 3,442

total 4,018

(2) 3,950 Chemicals

Class Mutagenicity No. of chemicals
A Strongly Positive (>1,000 rev/mg) 183
B Positive (< 1,000 rev/mg) 387
C Negative 3380

total 3,950
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® 3 HFEHIESINEER

Builders

OSAR models

1. Lhasa Limited (UK)

2. MultiCASE Inc (USA)

3. Leadscopeinc (USA)

4. Prous Institute (Spain)

5. Bourgus University {Bulgaria}

6. Istituto Superiore di Sanita (Italy)

7. lstituto di Ricerche Farmacologiche Mario Negir (italy)
8. Swedish Toxicology Science Research Center (Sweden}
9. FUJITSU KYUSHU SYSTEMS (Japan)

10. tdeaConsult Ltd. (Bulgaria)

11. Molecular Networks GmbH and Altamira LLC {USA}

DEREK Nexus ver. 4.0.5, SARAH ver. 1.1.2

CASE Ultra ver.1.5.2.0 rule-based, statistical-based
Leadscope rule-based, statistical-based

Symmetry ver.19

OASIS TIMES

Toxtree 2.6.6

SARpy, VEGA, CAESER

SwetoxAZAMES

ADMEWORKS

AMBIT

ChemTunes Studio
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#* 4 Phasel IR

Builders Contact Person QSAR Models
VEGA;
Consensus (CASAR,
Toxiree, SARpy)
Istituto di Ricerche
F i Emilio B bl 81.3 67.3 64.6 65.0 99.6
Mario Negi (italy) ea
CRS4
in ToxRead 68.5 57.1 77.8 74.8 96.8
Swedish Toxicology
Science Research Uif Nofinder Swetox AZAMES 56.2 38.7 91.6 84.1 97.1
Center (Sweden) ;
Derek_NX ver.4.0.5 721 58.6 86.3 82.3 100.0
Sarah ver.1.1.2 64.7 51.3 82.1 77.7 80.0
' "‘“";‘;};}‘5’;&3 9 | Bossa Cesiia 1 ToxTree26s 74.9 65.2 68.2 67.8 99.9
: 7 Symmetry
Prous Institute (Spain) | Christine DeMeo Sgg.‘;h:\r;m(ﬁx?_ 51.4 43.9 80.4 751 99.9
microbial
OASIS TIMES
> 79.4 49.5 88.5 82.0
Bourgas University (In domain) 99.9
(Bulgaria) Ovanes (domain
applicability: 14.5
OASIS TIMES (All) 59.3 50.4 T7Aa 73.3 RR ty )
Rule-based (Alerts) 741 60.1 79.1 76.4 94.3
l.eadscope Inc (USA) Glenn Myatt
Statistical-based (QSAR)! 76.2 58.6 83.3 79.9 86.0
BM_PHARMA v1 5.2.0
(Statistical approach;
¢ SALMECOLI 65.5 53.0 84.7 80.1 90.3
MultiCASE Inc (USA) 25 consensus)
GT_EXPERT v1.5.2.0
(Rule based) 81.3 69.8 75.0 74.2 90.7
Ambit consensus model 59.1 43.5 86.3 80.2 93.6
ADMEWORKS/Predictor|
AmesVT1 58.5 46.5 80.1 76.0 57.1
ChemTunes
V1. 0AMES2015-02 77.7 65.7 76.1 74.6 90.3
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M1  2ToQSAR Y— N TRIELHE SN —ARBBEEY (i)

1-(3)-288 7783-54-2  |nitrogen triflioride

: CassAstatiE
|
— bt Lo -

cassasRiE

2-(1)31 917-92-0  |3,3-Dimethyl- 1-Butyne

-21.



X 2

2 TO QSAR YV — Ttk LB Shicz— A XA Y (RGHE)

! 1
g g \ p-(2,3-Epoxypropan-1-yloxy)-N.N-bis(2,3-
o © 841931 026744 [ i
S 0
o ;.
E sy g i <c : T 74  2 o Hamsen CAS#ZET
| o
5 . 5-(4- Aminoberzylidene)- SH- 5
713539 | 119344-09-1 it %
S | (153 dibenzofa,djcyclobeptene CAiRpLE
. ()
P & O g 5. (4-Niroberzykdene) SH-
i I 71y | 27980456 et
5, R 2-[2- Methyk4-[N-methy-N-(3-
Wi:f‘:ﬁ 4471513 | 96293-52:6 |phenylpropylamino]phenyhizo]-5-
I 0 niroisophthabritrie
- i
- % .
9575 s - [2-IN-(2-Cyanoethyl)-4-(2,6-dichboro-4-
i . IN--Cya -
e Q DL 37??”‘*“. irophenyzo ol berznate.
o 4
e i
: > )
4 b Y©/ 4(7p1572 | 5428513 [N-(2-methoxy-4-ni 4o
7 \/©/
275 A !
i & i : o
| st ~ : ‘ Q/ 4141191 | 13118-94-0  [1,3-bis(4-nirophenoxy)bervens
L oo -
e e
o By
o L 2
| - © 4-(14)209 20638-32-8  |4.4'-(1,4-Phenylenedioxy)bis(1-nirobenzene) CASHIMEFR AR
| i |
Qm
= " ‘ ; 3-Hydroxy-4-(2-hydroy-3,5-dinirophenyhzo }-N- \
51162 Bas TS e CASHIHRFR IR
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Wk 27 FERELEFER MR M E ((LEWEY 27 HREER)
SEmEE

DHoEiREL - (LFPE O MERY X 7FHEICRT 5 (EERY) HEEEMRRR LT
AT Y —7 Fa—FORMAICET DB

S HEIEEERES « In vivo BIEMERER QSAR DORF
In vivo BEEMERBRD T — & X— ZHELE L B AR ORI

MFEsEE HE & ExEERLELEEMEFTZEE TS F=2=2K
el 1E BN - EvERLELFEEMELREREN Fo2ER

i

K7 in vivo BFERE (FRILEK/MEZRBRGn vivo MN)B XD FF v AV =z =
v 7 BB TR AERRABRGn vivo TGR)) T — & _X—ZAZHBE L, FRABREMZR
BN DRI L AR BEORBAWEREME., BIOEBEEERELZR LT
% in vitro FBR & in vivo SBR[ D —BeiE & 5l L7z, CGX DB 12 L % 756 OEWIEFE
DIAE L 183 DIEFEBAMEIZDOVWT, in vivo MN TiX 379 W& (293 DRB AW
B, 86 DIEFBAME)., in vivo TGR TIX 80 ME (76 DFEIPAME. 4 DIERN A
WE) ORANELN, BRI UREMIT, in vivo MN T 41.0%:35 X T 60.5%.
in vivo TGR T 72.4% B L O “GHEET (nc. HEVICHDRWVIERBAMET —F O
7e®)” Thole, £lo, BEOBLEHEERR L OBEEEITIIT 2B M/AFRMEIT,
Ames + in vivo MN T 68.7%/45.3%. Ames + in vivo TGR T 83.8%/nc, Ames + in vitro
Yo (R B % 3Bk (CA)+ in vivo MN T 80.8%/21.3%, Ames + in vitro CA + in vivo TGR
T 89.1%/nc, Ames + in vivo MN + in vivo TGR T 87.5%/nc, Ames + in vitro CA +in
vivo MN + in vivo TGR T 89.3%/nc T#H > 72, Ames + in vitro CA (21, Ames +in
vivo MN 1%, HBRRINT 0 A D & Tz B /e Btk (74.3%/37.5%) %L, £z,
in vivo MN & in vitro CA ®—E1X 50.3%. in vivo TGR & Ames O—E4:1X 79.5%
ThHoTr, ZIHD in vivo H R A\ in vitro/in vivo SRERE OFMZEICEET 2 M R.%
(BEMEEEMHME (QSAR) 1AL Z L BEM LIV ELZE X b,

A. WHFEHRY

BEEED 1 SOEETH I LEKET
FHFRMEIZOWTIL, in vitro FRER TIX5H:%
AT HOD in vivo RERTIXEMEL 257
—AREZL HBENTWD, FDH, XV
BEORWIREERE TFHELZRT QSAR

BT IVOEEITIL, in vivo REROFE R AW
BRZMEEFME L, in vitro & in vivo B
MOX ¥y 7OBEREZRIET 52 & BUNE
EEZOND, TORH, 156 DEHER
DAMER LN 183 DIERM AM'E (31939
WE) =@ LT —27 T RO CGX T —

.23-



HR—ZZ, 2D in vivo BIi=EMERER,
4725 MN & TGR T —F &, #k
E CCGX F— 2 _R—ZA%HEL, Thb in
vivo BB RER O BB 5 W IdhORER
EDOMERICLABEPAVMEREORES
P - RERMEFMET 5, (FHEAYIZ, Ames
AR X W in vitro LAKEERER (CA)
DTF—FHNEL, TRNETICHELE
CGX F—F_XR—RDEH &K D, b
BIEMERELZRFE U< 9% in vitro/in vivo
R OT —F lEh s, X0 EEEOR
VY in vitro B LW in vivo EfEEIERER
QSAR DRRFEZ BT,

B. B 51E
B.l. 7 —Z~X—2R

H—0 TV R KRB - BisE
M5 — g _X—2 (CGX DB, ver. 2, 2007
F4H,
httpsi//eurl-ecvam.jrc.ec.europa.eu/datab
ases/genotoxicity-carcinogenicity-db) % f
Wiz, CGX DB L, 756 OEWEFEREN AW
B L 183 DIEFENAMEITOWVWT, CAS &
5. s, bFEWE 27 7 A, DEREK 7
F— hB L4 FED in vitro BExE AR
R (Ames, MLA, in vitro MN, in vitro
CA) AEk =T 5,

B.2. Invivo BEEBEERRT —F OBRE
In vivo MN IZB89 5 L Va2 —5mXH D
WIT KBRS EE. EU U 273 EE
X OECD SIDS (&% & o ERALFHE
Sl SCE, US NTP OF —F N— AP —F
72 5N PubMed SCEKY—F 2 Wz (R
1), E£7=. in vivo TGR {22\ TiE, OECD
DL E 2 —XE (Detailed review paper on
rodent mutation

transgenic assays,

Series on testing and assessment,
Number 103, OECD, Paris, July 23, 2009.

ENV/JM/MONO(2009)7,

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

blicdisplaydocumentpdf/?cote=env/im/mo
no(2009)7&doclanguage=en) & V&
Wi oBEEERBRREE (BEETEE.
2008~2012 4F, FEAFK) . 72 5 ONT PubMed
Xk —F 2 AW, 7238, invivo BIEE
HERBRICET 57 — X INEDBRET, it
12 Ames k JZ Win vitro CA DT — & RFRD
LT HEAICE. CGXDBIZEM, FEH L
TR S 'Iﬂf?lo

B.3. F—ZOFh
FRBERIY CGX DB (2005 AR
LEEICESEUTDO 4228 L, T

bbb, +: B, - B, E (equivocal,

TEARE) : RS b DOORERME & 5 V)X

AR E COBHMEIBD b2 R Y

DHNWEWRFER, BLOTC (technically

compromised, IS 0)  FHERD

WEIEIZ IV T, ARE R 7 B HERYHR 612 5

AELTWRWZ & LI XLy R RICER

BIR®H 5, 728, in vivo RERIZEBWT TC

WWEYTAERO 1 212, EHEIEEORE

BETONHD, SEFALEREDOT

NCPEANRIRE ICBE T oA R 2 INE L

TWBHDTIXRW 2D, in vivo RABRIZ %}

U CIETC @A Liadyo 7z, 72 in vivo

TGR I2BIT 2B (+) OFEKIZ, 2742<

&b 1 DOFD AAZRIERNL TR ﬁ\ Rt (-)

DEKRIL, TGR TFHl L7 X TDOHEBA

BRI TRk, Thb, 2B, BiERB X

VL, ZORFIC X > Tk Lz,

Thrbb, +° : TGR THAEE B RH AAER

BRALTIE72WY, - TGR BRI 7E 8RN AANE

HOERAL TIE72VY, 7233, in vitro CA 1280

T, 10 mM BB LV 2 mg/mL BORE T

DEFEDFIRIE, BATONA T4 VHRE

iz A mEREARCBIT SBEEMRD

7o, BEEEW L, 325, CGXDB
(2005 4Efi)Y) T in vitro CA BB & 5l &

2
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N 12 B (T SORNAMES L5 5
DIEF I AME) 15, ARENT IR b 5
i L7z,

C. HEHER
C.l. WE SN invivoBEEERBRT —
&

CGX ¥—% &y hOWTRERD LI in
vivo BEERERT — # 14, in vivo MN i
BWTIL 379 WE (BBPAWME 293, I3
BAYE 86) THY, 26, BBAWER
L OFERNAMEIZHONT, FNFNEME
23120 B XU 24 WE, BES 162 BI T
52 W'E. AN 11 B IO 10 MWETH -
7= (£2), £72. invivo TGR B\ TiZ 80
WE (RBAME 76, IERBAWE 4) 2
RO OIEN, HERBAYWE DT — & 1T
DTARLENGITTATIRETH ST,
76 DREBAMBEIZDOVWTIL, BN 55 9
B, BUER 21 WEThoT (R 2), 2B,
INEE - B L7=T — & % CGX DB OFEMNA
MBIz oW Appendix 112, FERMBA
WIEIZ oW T Appendix 2 I2E £ DTz,

In vivo MN 28T 5 R0 ~ Z ERY
BOFHMIUTO LR
ERAWE
@ ID C17, Acrylonitrile (f&{%)

Z v MR (iv) #5112 L 55
ABBDONIEN, v VR ivRELLE
DO TR ThoT2Z E b,
R L Fm L 7=,
ID C179,
hydrochloride ((51%E)
BABIC I ABHEMRE S TRY,
REDH 5 _ k72 BnEEERARKK
(MOA) &EBZ2BNLBMB, NF—FRE&
U CrxBetE & 554 L 7=,
ID C197, C.L
(o-aminoazotoluene) (k)

BEPRO BN, v TATEE, T v

Chlorpromazine

® Sovent yellow 3

FTRETH T, vV RADBMER R Z
PF—FELTERLE,

® 1D C246, 1,2-dibromoethane (REAHE,
E)

BERBRENEDLNL, BOEERBX
OVREREN (Gp) G THERETH- T
B, WMARETIEEETH T, ERY
R IRE R e & OB S HFH M AN E
HThHHZENLAPTEEL L,

ID (285, 3,3"dimethoxybenzidine
2HCL (f245)

BB DT — ZIIFRD LI o T3,
TEEEE R (119-90-4) OfEMHmRICE
DN,

ID C378, Haloperidol (F5%)

<7 A TIHREBIC L DB HaR L &
T3, 7y hTIEHEBEMRRD S,
NP R & UTRE & 3 L 7=,

ID C439, Mercuric chloride (F54:)
EENRBObIL, v VATHME, 7
FCEETH ST, vV RO A
EAT—FELTERLE,

ID (466,
2HCL (BBtt)
BT DWW T DGR RACEEDW T
2, EEEEE (101-77-9) oW Tk
el T3,

ID €478,
4-(methylnitrosamino)-1-(3-pyrridyl)
-1-(butanone) (NNK) (“RHifE)
Rtk LB DM RN TN 1 2T
b5, BRI, ~ U RTBT 5 52
HEORETRSICLEDZBEDOTHY, F
LHRHMESREECTH B Z LD AR
&L,

ID C509, Sodium nitrite (RBARE)
Btt L BiEomRRZENLEN 1 2T
Ho, ZUMEFMAEETHD Z &h
LA L LT, 723, OECD o SIDS
TIIBE & B LT 5,

4,4-methylenedianiline
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ID C631, Phenylhydrazine HC1 (5
)

AKWEOT —ZITRD LR T,
BEEEE L (100-63-0) OBk iz
SNz,

ID C657, Pyrimethamine ([&44)

TEFPBO LI, v UVRATEME, Fv
FCHMETH Tz, 7y FOBEMEMER
EAYP—FELTERLE,

ID C660, Reserpine (B5iE)

< U ATIHEREIC L BB MHEmAE L &
NTW5a, 7y NTIEREMRRES 5,
ANYP— R E LT & F-E L 7=,

ID C672, Sodium dichromate (f544)

BRI ENRD b, ip BE5 T

HEThHoTen, BOoRETIIRETH
o7, BEHESRESCRB R E0RY

HFEMmIIRETHL b DD, ~NF—F
& LT & 3 m L7z,

ID C676, Styrene ([5iHk)
BENPHEOLN, Y TARATEE, T7v
FTCRIETH T, = U ADBMEmMR
EAYP—FELTERLE,

ID C711, o-Toluidine (¥4)

FENBO DI, v UATERME, 7
FNCHETH o7z, 7 v MO R
EAY—RELTEMRLE,

EFRBRAYME

ID NC8, dl-Amphetamine sulfate (5
)

KWE DT — Z 137D LAVIR Do T2,

PEREE R (300-62-9) DM RICE
SNz,

ID NC73, EDTA, trisodium salt
trihydrate (F&14%)

FME DT — ZITFD BRI T3,
disodium salt (6381-92-6) D&%
RAITHED W=, 728, disodium salt iZ
BWTBEMERLRBRD b,
EURAR TIHEEMEDERWEIR & L,

etk &R i TV 5,

® ID NC91, Sodium fluoride (REAHE)
H—7 5 RO 9 TOFRIZE
— DGR RICEDSE B L I LT
WD, IS 3 DD RATRD &
nietz, ~AMEE LTz,

@ ID NC138, Phenol (F51%E)
BRI LB L ST 5,
ANP— R & LT & FE- L 72,

%72, invivo TGR iZBW T+ (TGR T
W72 358 DS AERUEBAL TId RV & &
72 6 W2 BN (TGR FRHEENENR A
BEEEAL TRV & Eh- 48 (B 10
WE., WTHOREIAME) OFH*EE
I TDEEBY -
+2 (TGR CREETE 23 08 AAERIE AL Tl Ar
V)

e ID C244,
1,2-dibromo-3-chloropropane
TGR IZ, KR THIETEH, Il Crati,
ERAEBERIL. T v b TIRER,
oke, B, BIEBIUHMR, vURT
W, BEBXUE,

® 1D C246, 1,2-Dibromoethane
TGR %, SRR X UNEE CRBAEE D,
ik KL ORFig CRatt, 2 AERlESs
k. BRE, MERE. TEM, B, A M
B L O,

® 1D C340, Ethyl methanesulphonate
TGR 1%, B, B EERETB IO
il CEEMETE S, B K OVING TR,
T AERIEERIE, B id K OVRAR,

® D C457, 3-methylcholanthrene
TGR 1%, W TEE, 325 AERINESS
W B, B X OWARR,

@ D C492, Mitomycin C
TGR X, BHER L OB CRBIETZ M3,
WGE X ORER TR, F0 AERINE
L. e, FRE X ONERE,
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® ID C702, Thio-tepa
TGR 1. IR Y >R T,
MBS L, B/ OV, R,

&, LR L OB,

-~ (TGR BEME 72 2338 53 AARRTEAL TIEARYY)

@ 1D C17, Acrylonitrile
TGR %, B, B, Ml XMy
SRS K ORERA MG TR, 8

MERINEERIT, B/ VIR, PR

R, Ak, DB HRB ZURRE,

@ 1D C257, 1,2-Dichloroethane
TGR 1%, Mgl L ONSE M, 28
AABEIIESNE, B, T, LER,
AR, BB ILOTFE,

@ 1D C489, Metronidazole
TGR %, B Ttk 208 AEMIREEIE
TEE, BE, . LR, ik log
3%,

® ID C683, SX Purple

TGR 1Z. HFiEgB L V'E T,
Carcinogenic Potency Database Tid,
BT 7238 S ARRIIEER IR S h Tz
AN

C.2. RSk - R BB

Ames B X W in vitro CA DR, KR
‘Tﬁﬁi(ﬁ“ﬁ('@%i‘% 3z~ T, E (RHHwE)
ZEHEICBREICOHE Lo T2 BE,
Ames OREZMENT 59.0% (321/544) ., FE
PEIX 73.9% (130/176), —EEIT 62.6%

(451/720) TH o7z, In vitro CA TiZ,
ZhEh 62.8% (225/658) | 48.5% (66/136)
B ELUV58.9% (291/494) ThHoT-, TR
EWNZBLDTE bk, T OEE
H—27 7 Rt L5590 CGX DB Iz
SLFELFRABETH-= (Ames TiEZFhH
L 58.8%, 73.9%3 LT 62.5%, in vitro
CA TiEZENEh 65.6%, 449.%B LW
59.8%), In vivo MN B X Win vivo TGR

DR, ‘Fﬁ’ﬁ‘l‘i%i@*ﬁ‘ﬁ%i@ 2 125
7. E (R #BEICbREICHEH L
o T2%E . in vivo MN @4.:;2*;2'@@1
41.0% (120/293) | Fr 24413 60.5% (52/86) |
—HMEIX 45.4% (172/379) Thotz, —
J.in vivo TGR DR 41E., 72.4% (55/76)
EHEBEHEWNS D ThHoT, 728, in vivo
TGR IZBWTIL, FERPAWEICKTT 57
—ZREF 4 B EBD TR ToT0d),
BEMER LI —BEICOWTIEEE LA
Mol
F 72, Ames & in vitro CA ZHE&E 725

EOBZMERB LOREEZEN TR 4L B
FOR 5 IR LTz, BBAMEIZONT
Ames & in vitro CA OEaER% FhE LT,
L7 b H 1 ORI & 72 D REHE
X 74.3% CThoTe, —FH., IERDPAMEI
2T Ames & in vitro CA OTE R % EhE
LT, MAFORBRCREL RDHEREMEIT
37.5% TH 7=, Ames & invivo MN %l
EREHEDORSEB I UORREEL ZNE
NEEBIVETITRLE, BRAWEIZ
D\ T Ames & in vivo MN O iRER % i
L7emaOB=E (DL d 1 >8BRT
Bfk) 1£68.7% T, 1—72 7 K6 2005
FEZHE L7z Ames EfiD in vitro HEBR

(MLA, in vitro MN, in vitro CA) & O
BRI L BREZMED 75.3%~81.0%IZ th~
LRIz, —J, FERPAMEIZON
T Ames & in vivo MN OB % FhE L 7=
BA DR BN (7 ORBR TREME) 1% 45.3%
T, Ames & i in vitro Bk & DA FIZ
K AREERMED 12.0%~34.6%I12H5 L E
Moz, Ames & in vivo TGR ZH &7
BEDOREZMEEZER 8IZ/R LT, Ames + in
vivo TGR DEEZ14135 < . 83.8% Th o7z,
BRI, IERBAMEDOT —FBHED T
S, BEHLEN-T-, Zhb®d
£1Z, Ames, in vitro CA, in vivo MN &
HE in vivo TGR @ 9 5., Ames 25 ¢e 3
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HHNIT 4 RBROMETIC LR EE
ML (&9, 3 BROMEARIZ LD
PEiX, Ames + in vitro CA + in vivo MN T
80.8%, Ames + in vitro CA + in vivo TGR
T 89.1%., Ames + in vivo MN + in vivo
TGR T87.5% THotz, £l 47 BT T
D#EEH (Ames + in vitro CA + in vivo
MN + in vivo TGR) TiX 89.3% Ch o 7=,
3HHNITAREBROMEATICT L A REMEIL,
Ames + in vitro CA + in vivo MN CThOAHE
H SR, 21.3% EIEVWE D TH 72 (R
10).

C.3. Invitro—in vivo SABRE D Lk
CGX DB TiZ in vitro MN D5 — & AT
HINTWDD, BPAWEIZRH 58
T —Z X 894 TH Y . in vitro CA D 352
I HAREREZ A 720, £ 2T, in vivo
MN Izt 2 REAEELHEEL T2 in
vitro FER & D HERIZ BV Tid in vitro CA
ZBIRLU72, Invivo MN & in vitro CA @
—EME &R 1118 Ui, MaRBR o —EiEix
50.3% (151/300) Th o7z, %< DI'E (70
DREBAWE E 21 OIERBAME) 7 in
vitro CA THHE, in vivo MN CTRMEZ/R$
—J, 27T W& (17T ORBAMERB LT 10
DIEFENAWE., F 12) M in vitro CA T
2, in vivo MN TR R LTE, 72,
CGX DB TIIBETFRAEBELZERE LTS
in vitro B & LT Ames AR & MLA ©OF
—Z BINE SN TWD, MLA 13812594
EEITM2 A EETHFREL bR E6E
RREBRRLEINTNAZ END, Ames &
BR% in vivo TGR OxIHR in vitro #BR & L
TEIR L7z, In vivo TGR & Ames O—2%
HE2R 13 1R LT, FHli S ERIL in
vivo MN & lb~bZandb oo, Env—=iE
(79.5%, 62/78) % L7z, Ames [ZE!1T
LA (E) O 1YWEEZRS 16 WERTR
—ELRY, ZEDSH, b DOBPAME

2 Ames TRMETZHMN TGR THE, 8 DD ¥
DAMED Ames THIETEH TGR TR,
2 DOEFEBAWED Ames TREMEEZH
TGR TlaEZR L (R 14),

D. B&

CGX DB bW E & v MZ2WT, in
vivo MN & in vivo TGR ®F — & &IV -
FENT LTe R ERIBB IO 1IZERH LT,
In vivo MN DOREMEIL 41.0%, FrEMX
60.5%. in vivo TGR DR MEIX 72.9% TH
ol (FEMEIZ. ERDPAUMEICHT S
TGR OF — & B Tl 7oT=, &5
fli 723> 72), In vivo MN DRI,
11— 5 FHIZk 3 in vitro REROHE

(Ames 58.8%, MLA 73.1%. MN 78.7%.
CA65.6%) &I L TIRWH D TH o 7228,
—75., BRI Ames IZRWNTEWL DT
&Ho7- (Ames 73.9%, MLA 39.0%., MN
30.8%., CA44.9%), £7-, Ames & invivo
MN ZHEERTHE OBRZEIX 68.7%, FF
EMEIL 45.3% 2R L, —RAY7 in vitro 3
BROMAE TH D Ames + in vitro CA D%
S 74.3%., FREME 37.5% L FREThHo
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# 2 Invivo MN B X in vivo TGR DREZMER L UM R4

in vivo MN TGR
Carcinogenicity N E _ Total " £ i Total
+ 120 11 162 293 55 0 21 76
- 24 10 52 86 0 0 - =
Total 144 21 214 379 55 0 25 80
Sensitivity 41.0% {120/293) 72.4% (55/76)
Specificity * 60.5% (52/86) small n?jz:!f;i:sc‘gffc?nc-t’;é%ogens
Concordance ? 45 4% (172/379) Not calculated

+. Positive; -, Negative; E. Equivocal
a: Equivocal (E) results were not counted sither as positive or negative, but they were included in the total number.
If E results are considered positive, the performance is as follows:
in vivo MIN: sensitivity, 44.7% (131/293); specificity, 60.5% (52/86), concordance, 48.3% (183/379)
If E results are considered negative, the performance is as follows:
in vivo MN: sensitivity, 41.0% (120/293); specificity, 72.1% (62/86), concordance, 48.0% {182/379}

# 38 Ames B X Win vitro CA DRSS X OV R

Ames in vitro CA
Carcinoganicity . = _ Total . e i Total
+ 321 & 215 544 225 15 118 358
- 40 8 130 176 56 14 66 136
Total 361 14 345 720 231 29 184 494
Sensitivity ® 59.0% (321/544) 62.8% (225/358)
Specificity * 73.9% (130/176) 48.5% (66/136}
Cancordance * 62.6% (451/720) 58.9% (291/494)

+, Positive; -, Negative; E, Equivocal
a: Equivecal (E) results wers not counted either as positive or negative, but they were included in the total number.
If E resulls are considered positive, the performanceis as follows:
Ames: sensitivity, 60.5% (329/544); specificity, 73.9% (130/176), concordance, 63.8% (459/720)
in vitro CA: sensitivity, 87.0% (240/358); specificity, 48.5% (66/136), concordance, 61.9% (306/494)
If € results are considered negative, the performance is as follows:
Ames: sensitivity, 59.0% {321/544); specificity, 77.3% (136/176), concordance, 63.5% {457/720)
in vitro CA: sensitivity, 62.8% (225/358); specificity, 58.8% (80/136), concordance, 61.7% (305/494)
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% 4 Ames & in vitro CA O EFICBIT A2

in vitra CA

Armos * E - Total
+ 149 8 35 192
E 5 0 2 7
- 63 7 81 151
Total 217 15 118 350

No. of carcinogens tested in both tests (A): 350
No. (%) of clear positive results in both tests (B): 149 (42.6%)
No. (%) of clear positive results in only 1 of the two tests (C): 111 (31.7%)

Sensitivity (i.e., clearly positive in at least 1 test when both conducted ([B+CVA) ®: 74.3%

+, Positive; -, Negative; E, Equivocal
a: If E resuits are considered positive, the sensitivity is 76.9% (269/350).

#5 Ames & in vitro CA O}EXIBIT RN

inn vitro CA

Ames + E - Total
+ 19 2 15 34
E 2 0 2 5
- 34 12 51 97

Total 56 14 66 136

No. of hon-carcinogens tested in both tests (A): 136
No. of clear negative results in both tests (B): 51

Specificity (B/A)%: 37.5%

+, Positive; -, Negative; E, Equivocal
a: If E results are considered negative, the specificity is 47.8% (65/136).
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#6  Ames & in vivo MN O#ERIZBIT 5=

in vivo MN

- . E - Total
, 70 7 73 159
E 2 0 2 4
- 34 4 83 121
Total 115 11 158 284

No. of carcinogens tested in bath tests (&) 284
No. (%) of clear positive results in both tests (B): 72 {27 .8%)
No. (%} of clear positive results in only 1 of the two tests (C): 116 {40.8%)

Sensitivity {i.e., clearly positive in at least 1 test when both conducted ([B+CJA) *: 68.7%

+, Positive; -, Negative; E. Equivocal
a. If E results are considered positive, the sensitivity is 70.8% (201/284).

# 7 Ames & in vivo MN O#ERIZEIT 2Rk

in vivo KN

+ E - Total
* 6 2 11 19
E 2 0 2 4
- 16 8 39 63
Total 24 10 52 836

No. of non-carcinogens tested in both tests {A) 86
No. of clear negative results in both tests (B): 39

Specificity (BfA)® . 45.3%

+, Positive; -, Negative; E, Equivocal
a: If E results are considerad negative, the specificity is 60.0% (49/86).
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