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#2

V/nu= baRUBU T IV —OREERSHBEETFRAORLDDOT—F < ) v I R

No. 1 No. 2 No. 3 No. 4 No. 5 No. 6 No. 7 No. 8
CAS 601-88-7 618-62-2 99-54-7 89-61-2 3209-22-1 611-06-3 121-73-3 88-73-3
Name 1,3-dichloro-2-nitrobenzene 1,3-Dichloro-5-nitrobenzene 1,2-Dichloro-4-nitrobenzene 1,4-Dichloro-2-nitrobenzene 1,2-Dichloro-3-nitrobenzene  |2,4-Dichloro-1-nitrobenzene 1-Chloro-3-nitrobenzene 1-Chloro-2-nitrobenzene
cl [¢] cl Cl cl Cl
Chemical infor Cl
Structure
NO- NO, ¢ NO. NO, NO,
Cl NO
cl 2 NO, ¢l Cl Cl NO, Cl
Molecular weight 192.0 192.0 192.0 192.0 192.0 192.0 157.6 157.6
Physico logP (measured value) 2.2 2.2 3.1 3.1 3.1 3.1 2.5 2.2
chemical
property ACD logP (calculated valu 27 3.3 3.2 3.0 29 3.0 26 23
Route/ Strain NA NA Oral (Gavage)/ SD Rat Feed/ F344 Rat Oral (Gavage)/ SD Rat Oral (Gavage)/ SD Rat | Gavage/ Crl:CD(SD)BR Rat Feed/ F344 Rat
Duration NA NA 42 days 92 days 44 days 45 days 28 days 91 days
Toxicity Hepatic effect No data No data 100 mg/kg/d 93 mg/kg/d > 25 mg/kg/d 8 mg/kg/d 25 mg/kg/d 4 mg/kg/d
information |0 1 atologic effect No data No data > 20 mg/kg/d 106 mg/kg/d > 25 mg/kg/d 8 mg/kg/d 1 mg/kg/d 4 mg/kg/d
Integrated conclusion R.A. from No.6, LOAEL: R.A. from No.7, LOAEL: . . i . . i
or e hemes)) 8mg/kg/d 1mgikg/d NOAEL: 4 mg/kg/d LOAEL:93 mg/kg/d NOAEL: 5 mg/kg/d LOAEL:8 mg/kg/d LOAEL:1 mg/kg/d LOAEL:4 mg/kg/d
D value 0.00133 0.00017 0.00667 0.04650 0.00833 0.00133 0.00017 0.00200
CSCL Hazard Class Class 2 Class 2 Class 3 Class 3 Class 3 Class 2 Class 2 Class 2
[Measured] No data No data GSH Conjugation at p- position No data No data O G Gesiton Nitro to Aniline GSH Conjugation
of Nitro group of Nitro group
Nitro to Aniline
in vivo / in vitro (species) in vivo (rat) in vitro (rat) in vitro (rat) in vitro (rat)
N . . " s GSH Conjugation at p- position | GSH Conjugation at o- position [ GSH Conjugation at o- position | GSH Conjugation at p- position | . - . .
[Predicted] GSH Conjugation (1000) Nitro to Aniline (373) of Nitro group (1000) of Nitro group (1000) of Nitro group (1000) of Nitro group (1000) Nitro to Aniline (373) GSH Conjugation (1000)
S bl Meteoriiexus: S B0 Nitro to Aniline (873) Nitro to Aniline (873) Nitro to Aniline (872) Nitro to Aniline (872) Nitro to Aniline (872) Hydroxylation of Benzene (p- |\, , Aniline (373)
information (score) position of Nitro group: 277, p-

position of Chrolo: 269, o-
position of Nitro group: 139)

GLORYXx (score)

GSH Conjugation (0.464)

GSH Conjugation (0.312)

GSH Conjugation at p- position
of Nitro group (0.484)

GSH Conjugation at o- position
of Nitro group (0.484)

Nitro to Aniline (0.412)

GSH Conjugation at o- position
of Nitro group (0.464)

GSH Conjugation (0.312)

GSH Conjugation (0.484)

Nitro to Aniline (0.436)

Hydroxylafion of Benzene at p-

& o- position of Nitro group
(0 202\

GSH Conjugation at m-
position of Nitro group (0.376)

Hydroxylation of Benzene at p-

& o- position of Nitro group
(0 412)

Hydroxylation of Benzene at p-
& o- position of Nitro group
(0 412)

Nitro to Aniline (0.380)

Hydroxylafion of Benzene at p-
& o- position of Nitro group
(0 25R)

Hydroxylafion of Benzene at p-
& o- position of Nitro group
(0 360\

Hydroxylation of Benzene at p-
position of Nitro group (0.436)

Nitro to Aniline (0.292)

Nitro to Aniline (0.256)

Hydroxylation of Benzene at o-
position of Nitro group (0.380)

Nitro to Aniline (0.256)

Nitro to Aniline (0.360)

Hydroxylation of Benzene at
o- position of Nitro group

(0 25R)
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* 446 Conjugation of Glutathione with Electron Deficient Aromatic Compounds|

NaRA

& i

F1=C1 Br, |, MO, NO,, OPO{OR4),
R2, R3=N0, O, CF, H
R4 = carbon (not altachad to furhar hataroatoms and baaring al kast ona hydrogan alom)

1. Meteor ICBIT A= ruE o X 2H o PUrEoRHTFHIAL—L
= b RIZH LT, NINEAIN MUZH DB a7 2% LT, GSH & OIS E Z D08,
A AN L TIEE Z 57220 (Meteor Nexus D LAR— R 2551 ),
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NI X s LTz,
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8 CYP3A4R#FRETNLOT Y M S v b
SMARTCyp

Alachlor

3A4 2D6 2CH
1
3A4 3A4 Relative
Ranking Atom Score Energy 2DSASA SpanZend Span Similarity
/z-—.__3/ 1 C18 515 622 67.8 0 1.0 07
i 2 C16 556 622 220 2 07 04
16~
3 (0%:] 584 66.4 282 1 09 07
18
4 c3 68.0 759 26.0 1 09 0.4
5 c1 77 86.3 308 0 1.0 1.0
6 C10 784 86.3 26.6 1 09 07
7 co 79.2 896 60.7 0 1.0 1.0
8 N.5 851 896 1.8 3 06 0.4
Span2en [Span2en )
Molecule |Molecule |Atom_N [Atom_ - Span P g [coo,Cor o N_Correc |Relative — 304 206 2C9 304 206 2C9 S
Name | Number [umber |Name | O |2end [0 | 0E0-E0 00 o ion B ftion Span ® lScore  [Score  [Score  |Ranking [Ranking |Ranking | fl
ection rrection
Alachlor 0) 0|0 0.1 1 6.7] 5.9] 0) 0 0] 0| 0.857143] 0) 999 999| 992.1429 1005.7| 1004.9 9) 9) 9 0| 0.666667|
Alachlor 0) 1|C C.2 2] 13.4] 11.8 0) 0 0| 0] 0.714286| 3.975245 999 999| 993.1267| 1012.241( 1010.641 10| 10| 10| 0 0
Alachlor 0) 2|C C.3 1 6.7 5.9] 0) 0 0] 0| 0.857143( 25.98947 75.9| 75.9| 68.00328| 81.56042| 80.76042] 4 4 4 0 0.4
Alachlor 0] 4N N.5 3] 20.1] 17.7] 0) 0 0| 0] 0.571429| -1.83095 89.6| 89.6| 85.10181| 109.7732| 107.3732 8| 8| 8 0 0.4/
Alachlor 0) 5/C C.6 3] 20.1] 17.7] 0) 0 0| 0] 0.571429 1.189 999 999| 994.381| 1019.052( 1016.652) 12| 12| 12] 0 0
Alachlor 0) 6|C C.7 2] 13.4] 11.8 0) 0 0| 0] 0.714286| 1.861274 999 999| 993.2113| 1012.326( 1010.726) 11] 11] 11 0 0
Alachlor 0) 7|1C C.8 1 6.7 5.9] 0) 0 0] 0| 0.857143( 28.16479 66.4] 66.4] 58.41627| 71.97341( 71.17341 3] 2] 2 0| 0.666667|
Alachlor 0) 8|C C.9 0) 0) 0 0) 0 0 0 1| 60.6685 89.6| 89.6| 79.17326| 87.17326| 87.17326 7] ) 6 0 1|
Alachlor 0) 9|C C.10 1 6.7] 5.9] 0) 0 0| 0] 0.857143| 26.63781 86.3 86.3| 78.37734| 91.93449| 91.13449 ) 7] 7 0| 0.666667|
Alachlor 0] 10(C C.11 0] 0) 0 0) 0 0 0 1| 30.75828, 86.3 86.3| 77.06967| 85.06967| 85.06967 5) 5) 5 0 1|
Alachlor 0] 11|C C.12 1 6.7] 5.9] 0) 0 0] 0| 0.857143( 26.63781 86.3 86.3| 78.37734| 91.93449| 91.13449 ) 7] 7 0| 0.666667|
Alachlor 0) 12|C C.13 2] 13.4] 11.8] 0) 0 0| 0] 0.714286| 1.861274 999 999| 993.2113| 1012.326( 1010.726 11] 11] 11 0 0
Alachlor 0) 13(C C.14 1 6.7 5.9] 0) 0 0| 0] 0.857143| 28.16479 66.4] 66.4] 58.41627| 71.97341( 71.17341 3] 2] 2 0| 0.666667|
Alachlor 0] 14|C C.15 0] 0) 0 0) 0 0 0 1| 60.6685 89.6| 89.6| 79.17326| 87.17326| 87.17326 7] ) 6 0 1|
Alachlor 0) 15(C C.16 2] 13.4] 11.8] 0) 0 0| 0] 0.714286| 21.97626 62.2 62.2| 55.60666( 74.72095| 73.12095) 2] 3] 3 0 0.4/
Alachlor 0) 16|0 0.17 1 6.7] 5.9 0) 0 0| 0] 0.857143 0) 999 999| 992.1429 1005.7| 1004.9 9) 9) 9 0 0
Alachlor 0] 17|1C C.18 0] 0) 0 0) 0 0 0 1| 67.76639 62.2 62.2| 51.48934 59.48934| 59.48934 1] 1] 1 0| 0.666667|
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® ADMET Predictor (Map (£ MedChem Designer (Z & %)

Met_Dec
3D AP_FWeigh|Met_CYP |Met_CYP |Met_CYP |Met_CYP2D = |Met_Enzy|Met_ Met_Pety
Igentifier (Cancnical SMILES Pair Count | Geometry Met_CYP3AZ |omp_Fro Met_Mass_List Met_Sum
Quality [t 182 219 [2c9 6 mes Level ield
m
i 1
-~ " CYP2AB;
Alachior - . R
0|20 0 0 0| 187218128| 5.01552194
M1
1
o CYR2AB
Alachlor - Alachlor - |CYP2BS;
B 0|20 225.71882 0 ] 0| 187218128| 5.01552194 8|
M2 u M1
Alachior - 1
0|20 0 0 0 0| 28.63906463 32| 2863906463
M3 CYP3AL
Alachior - 1
0|20 o ] ] 0| 30.33683833 3z| 3033683833
Mz CYP3AL
1
Alachior - _ _
e 0|20 0 ] ] 0| 23.669134385 CYRIEL: 2| 2366919485
- CYP3IAL
cin coc)(=o)ccl
HO, 4———CYP3A4 (23.7) — CYPoDG (1.9)_,
: CYP3A4 (5.0)

Alachlor - M5 (26%)

CYP3A4 (30 3)

H

=0

0
C‘\)’t
N

Alachlor - M4 (34%)

ass

lachlor (89.5 yL/min/mg HLM protein)

CYP3Ad (28.6)

Cl\)J\
N/\O/

OH
Alachlor - M3 {32%)

Alachlor - M1

L

(0]
s
NH

Alachlor - M2 (8%)
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® GLORY (fR#EiZIL FAME 2 IZ X %)

Sites of Metabolism Predicted by FAME 2
Visualization:
To alternate between atoms and atorn numbers, move the mouse cursor over the figure.
Model: circCDK_ATF_6
12
~. . 1~ Molecule mol_1
0 | Atom Probability
| - C.12 0.854
13 Y Cc5 0.12
14~ \9/ C.17 0.092
| C.2  0.092
. X o C.15 0.0745
- '\ﬁ_é*‘&ﬁ./—\v C.6 0.06
18 [e” ™3 C.4 0.06
l: J' C.10 0.048
Busel Lot C.18 0.03
N ci 003
0.11 0.02
Cl.16 0.012
C.8 0.012
C.7 0.012
C.3 0.012
N.9 0.01
0.14 0.008
C.13 0.0
Structure Rank |Priority_score |Reaction_type
(=]
CI\/LN/%“\‘C o
oxidative ether cleavage to one
1 4.27alcohol and ane
aldehyde/ketone
CCC1l=CC=CC(CC)=ClN(C(CCl)=0)C=0
[}
Cl\)J\rJ’/\CAC-I
1 4.27)aliphatic hydroxylation
CCC1=CC=CC(CC)=C1IN(C(CCI)=0)COCQ
(=]
Cl
\)J\N’A“CP o
oxidative ether cleavage to one
1 4.27(alcohol and ane
aldehyde/ketone
CCC1=CC=CCIiCC)=CIN(C(CCl)=0)CO
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