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Drug Repeated Dose Toxicity 50 EPHT ERNERERT—5
HESS RDT DB (HPV) 130 1EEYE
HESS RDT DB (Inhalation) 33 == =1 IRUNEHER S — &
HESS Repeated Dose Toxicity 765 {EZME B EBFRIRST—4. NTPiEHA. NTPEHASE

HESS Repeated Dose Toxicity
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—| FOB 28 Findings
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— Hematological exam. 38 Findings
— Blood chemical exam. 47 Findings
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| Histopathological exam. 28 Organs 195 Findings
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Case study 1:

Anemia for 4-ethylaniline
(CAS RN: 589-16-2)
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MNH
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RDT Data %t
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Target Chemical 7R 7PA)>Y

[& Hazard Evaluation Support System — O *

Hazard Evaluation Support System

Repeated dose (HESS) Z#&RUTHIU WD
; _‘“ﬂ"’_'] Q —About: 707 71 S —DEZFRR
Profiling & —Show Boundaries: 707745 —DHFTIYU—%F xR (RXS51 R)

RDT Data

Bs i - Scheme
Categories ofilers |Filter endpoint tree. .. |1 (Target) |
Profiing methods -
S .. Empiric ~ \
Gap F'“'“g -[[]chemical elements O
Structure
-.[[]Groups of elements
Report -[[]Lipinski Rule Oasis
™ ....Dorganic functional groups .
O -.[[] Organic functional groups (nested E Substance |dentity
Metabolism -[Jorganic functional groups (US EP/
-.[Jorganic functional aroups, Norber
-[#]Study No. (Link to SSRDT) 3
-.[#]chemical No. (Link to HESS DB) =55
RDT Report Mo. About — ﬁ About — O x
2 -[cs CL Ciass _ Name Donator(s)
Rat Liver Metabolism Database L Ptl ons Repeated dose (HESS) Mational Institute of Technology and Evaluation (NITE)
.. Toxicological .
..[¥]Repeated dose (HESS) Show boundaries S_I::ort i?c"pmm_ L S — S Author(s)
) e DI'.O ; er con_ ins .CE gory c_)un aries 2 expe: e ~ Thi fil | d ] d by Nati | Institute of Technol
CEUStom . induce similar mmcologlca_l effects in repeated dose oral toxidty. = grn% EE\-I'—aT:JaasﬁonEEEIPI%? in Leac:nr?a;feseard[: preojencz ogy A
----- HESS Chemical Class Select all These category boundaries were developed based on repeated e ot . Harerd hosecamant Technimies b ieine
N dose toxicity test data in the database of Hazard Evaluation Website
B s L lect all Support System (HESS). Justification for each category
Nselect a (mechanistic or empirical information) is described. v
Metabolism Disclaimer
-~ Documented _ _ Delete Scheme Details
‘ Dobserved Rat Liver metabolism Version 3.0 ~
Slmulalfed S . HNumber of categories 260
|:| Dissociation simulation Number of help files 260
[[JLiver Metabolism Simulator v
[CINEDO 1n Vitro Rat Cellular Metabolis
DNEDD In Vitro Rat Microsomal Meta
“.[[JNEDO In Vivo Rat Metabolism Simu

1 Single chemical w3 Developed by LMC, Bulgaria STOP
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]
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]
j D j 7= ) a1 / I\
epeated dose (HESS) (Toxicological) - Profiline Scheme Browser ol x|
Advanced
rRepeated dose (HESS) - Category definitions | Profile Description
- 4, 4 Diethylaminoethoxyhexestrol (Hepabotox;l -
- 4,4 -Methylenedianiines/benzidines (Hepatobi Anilines (Hemolytic anemia with methemoglobinemia) Rank A

- 4-Aminopyrazolopyrimidine (Hepatotoxidty) A
- Acetaminophen {Hepatotoxicity) Alert

- Acrylamides {Meurotoxicity) Rank C 1. Toxicity Information
- Aflatoxin B1 (Hepatotoxicity) Alert . . o . . . . i
- Ajmaline {(Hepatotoxicity) Alert The toxicant of methemoglobinemia induced by anilines is considered to be N-hydroxyl anilines that are metabolites of

- Aliphatic amines (Mucous membrane irritation)

N - anilines in the liverZ The hemolytic anemia induced by anilines i= considered to be related to the oxidation of
- Aliphatic nitriles (Hepatotoxicity) Rank B - -

- Mliphatic/Alicydic hydrocarbons {(Alpha 2u-glot erythroeytes by N-hydroxyl aniline 53-' 4
-+ Allopurinol (Hepatotoxicity) Alert 1) Anilines are metabolized in hepatocytes by oxidases such as P450 to N-hydroxyl anilines.
- Allyl esters (Hepatotoxicity) Rank A . . . ) . . )
. Alpha olefin (Less susceptible) No Rank 2) N-hydroxyl anilines react with hemoglobin (Hghb) in ervthrocytes to produce nitrosoaniline and methemoglobin
+ Alpha-Amanitin (Amatoxin) (Hepatotoxidity) A (Met-Hgh). The resulting increase in the concentration of Met-Hgb is observed in hematological examination.
- Alpha-NaphthylHsothiocyanate (Hepatotoxicit . . o . . )
.. Amine oxides {Less susceptible) Na Rank 3) Erythrocytes are degenerated (peroxidation of lipid membrane etc) by reactive oxygen species (ROS) produced in
e - Amineptine (Hepatotoxidty) Alert
%’J 2 6 O*E*E - Amiodarone (Hepatotoxicty) Alert the above reaction™.

- Anilines (Hemalytic anemia with methemoglobi 4) Phagocytosic of degenerate ervthroeyvtes, mainly in the spleen, results in hemolysis'i'_

ﬂ: E' 1l - Anilines (Hepatotoxicity) Rank C 5) The result is’ decrease in red blood cell: (RBC), decrease in Hgh, decreased hematocrit (Het) and increase in

ﬁ - Aromatic hydrocarbons (Liver enzyme inductic . . o . . . o

- Azithromycin (Hepatotoxicity) Alert reticulocytes (Ret) observed upon hematological examination in RDT test. In addition, pigmentation of hemosiderin

- Azobenzenes (Hemolytic anemia with methem:
- Benzene/ Maphthalene sulfonic acids (Less su:
- Benzenesulfonamides (Toxidty to urinary syst 6) As a compensatory response to anemia, extramedullary hematopoiesis (ms.inly in the spleen) is obzerved on
- Betaaphthylisothiocyanate (Hepatotoxidty)
- Bosentan (Hepatotoxicity) Alert

- Bromfenac {Hepatotoxicity) Alert

and congestion are observed in the spleen on histopathological examination®.

histopathological examination®.

- Carbamazepine {Hepatotoxicity) Alert RDT Test
- Carbon Disulfide (Hepatotoxicity) Alert NHOH Mes N=0 ] ]

- Carboxylic acids (Hepatotoxicity) Mo rank l; P?r_‘::'da-"on Red pulp: % Rgg i :

- Chloramphenicol (Hepatotoxicity) Alert Lipi Phagocyiosis 3 3

- Chloroguine {Hepatotoxicity) Alert -* Membrane of » of Di'm:_'ed * % * HTC ),

- Chlorphentermine (Hepatotoxicity) Alert Erythrocyte Erveh £ % Reticulo T
- Chlorpromazine {Hepatotoxicity) Alert Liver by ROS fyrhrocyte Met+Hb T
- Cigplatin {Hepatotoxicity) Alert

- Clindamydn (Hepatotoxicity) Alert

-~ Clofibrate (Hepatotoxicity) Alert The mechanism of this toxicity is common to experimental animals and humans.

- Coumarin (Hepatotoxicity) Alert

- Cuprizone (Hepatotoxicity) Alert

- Cycloheximide {Hepatotoxicity) Alert 2_ Observed Effects in the RDT DB

- Cyclophosphamide (Hepatotoxicity) Alert

- Cydosporin A (Hepatotoxidty) Alert There are 33 RDT studies of monocyclic anilines in the RDT DB as shown in the following table (30 compounds).

~ Cyproterone Acetate (Hepatotoxddity) Alert In studies of anilines without hydroxyl or acid groups (Nos. 1-23), the findings related to hemolvtic anemia are
- Danazol (Hepatotoxicty) Alert

- Dantrolene (Hepatotoxicity) Alert frequently cited as the primary reazon for the setting of a NOEL value.
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EProfile
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—RDT Report Mo.
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= Metabolism
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RDT Data

CH,

Chemical name: 4-ethylaniline; benzenamine, 4-ethyl-; aniline

589-16-2
ci(N)ccc{CC)ocl

CAS Mo
SMILES

to data matrix ->

metabolism [tautomerism
mode...

MITE HESS .

Categories
Gap Filling
Report

AYE

Metabolism

1 Single chemical

Gather

Filter endpeint tree. ..

f Database
Biomarker DB

COS5MOS DB

HESS ROT DB (HPY chemicals)

HESS Repeabed Dose Toxicity
TGP Repeated Dose Toxicty
Tox-Omics ROT DB

ToxRef DB

Drug Repeated Dose Toxicity (registered in Japan)

~

Structure

P o data found.

{CSCL Mew Chd CAS Number

Chemical Name

Structural Formi
L|:_| Profile

v

Invel
METI Japan

Delete Database _NO. (Link

ical Mo. (L
Select all

Unselect all

Invert selection
About

Import...

Substance |dentity

5 —IR—2ADFE =R
HESS Repeated Dose ToxicityZzZiEiIRU T HOUw D
—AboutZi£iR

Source About

Database Name

HESS Repeated Dose Toxicity URL ~

Short Description

contains repeated dose toxicity test data of 765 industrial chemicals (1022 studies)
conducted under the following test condition.

*  GLPtest

*  Test animal’ Rat

¢ Administration period- 28 day - 17 week

«  Administration route: Oral {(gavage, feed. drinking water)
The repeated dose toxicity test data in the database is extracted from the followings
published test reports:

*  MHLW/NIHS safety e‘{mmnauon of existing chemicals under Chemical Substemces

PATSIPENE Y i

e Taeant

Donators

H’he database was developed by National Institute of Technology and Evaluation (NITE)  ~
in the contract research project “Development of Hazard Assessment Techniques by using
Strueture-activity Method (FY2007-FY2011)” by New Energy and Industrial Technology
Development Organization (NEDO) and Ministry of Economy. Trade and Industry (METT)
in Japan (Project Leader: Dr. Makoto Hayashi. Biosafety Research Center, Foods. Drugs

and Pesticides, Director General)” v

Disclaimer to comply with international conventions and rules related to copyrights.
Th

e commercla.l use of the database is prohibited. For example. it is

to nwtmnat aw o pomitho aontents of databoon ainah as dota

The HESS (Hazard Evaluation Support System) Repeated Dose Toxicity database A

Copyrights of the database are to be owned by NITE. Users are requested  ~

v

Available Data
Number of chemicals 75
Number of data 487201
Number of endpaints 2
Name of endpaints NOEL,LOEL
Version
Adopted Undefined
QA Chemical identity

QAData

K7

Developed by LMC, Bulgaria
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2-Acetylaminofluorene (Hepatotoxicity) Alert ~
2-Amino-4, 5-diphenyl thiazole (Renal toxicty) Alert
2-Bromoethylamine (Renal Toxicty) Alert

FMethylcholantrene (Hepatotoxicity) Alert

4,4 Diethylaminoethoxyhexestrol {(Hepatotoxicity) Alert

4,4 -Methylenedianilines benzidines (Hepatobiliary toxicity) Rank B
4-Aminopyrazolopyrimidine (Hepatotoxicity) Alert

S-Azacytidine (Renal Toxicty) Alert

ACE inhibitors and angiotensin II receptor blodkers (Renal toxicity) R
Acetamide (Renal Toxicity) Alert

Acetaminophen {Hepatotoxicity) Alert

Acetaminophen (Renal toxidty) Alert

Acetazolamide (Renal Toxicty) Alert

Acrylamides (Meurotoxicity) Rank C

Acydovir (Renal toxicity) Alert W

All Profiles

Combine profiles logically with

(® and Car

X Cancel

Invert result

[ 5trict

2-Acetylaminofluorene (Hepatotoxicity) Alert A
2-Amino-4, 5-diphenyl thiazole (Renal toxicty) Alert
2-Bromoethylamine (Renal Toxicity) Alert

FMethylcholantrene (Hepatotoxicity) Alert

4,4 Diethylaminoethoxyhexestrol (Hepatotoxicity) Alert

4,4 Methylenedianilines/benzidines (Hepatobiliary toxicity) Rank B
4-aminopyrazolopyrimidine (Hepatotoxicity) Alert

S-Azacytidine (Renal Toxicity) Alert

ACE inhibitors and angiotensin II receptor blockers (Renal toxidity) R
Acetamide (Renal Toxicty) Alert

Acetaminophen (Hepatotoxicity) Alert

Acetaminophen (Renal toxicity) Alert

Acetazolamide (Renal Toxicty) Alert

Acrylamides (Meurotoxicity) Rank C

Acydovir (Renal toxidty) Alert W

Combine profiles logically with

Invert result

Strict
[ st x Cancel
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i WH Chemical name: 4-ethylaniling; benzenaming
I“pl.lt . CAS No 589-16-2
" O SMILES cl(N)cce(CC)ecl
Profiling
to data matrix -> metabolism/tautomerism
CHs mode...
RDT Data 7~
Filter endpeint tree... |1‘rarget} | |2 | |3 | |4 | |5 | |G
Categories L Define o . Nz -
&Subahegorize c
Gap Filling Structure O O O C
Combine Categories O=N
NH3 NHz ‘0
Re rt Grouping methods — -
po . Organic functional groups - ElSubstance Identity
] . Organic functional groups (nested) —CAS Number 589-16-2 95-51-2 108-42-9 106-47-8 99-09-2 121-87-9
Metabolism .. Organic functional groups (US EPA) 4—ethylanili_ne Z{hloroan?l?ne 3—ch|0roanil_ine 4—chloroan?l?ne 3—nit_r0ben_z_enamine 2-chloro-4-
. Organic functional groups, Morbert Hs = ehemical Name be_n_zenamme, 4-@  o-chloroaniline m-chloroaniline p-chloroaniline m—mtroaml!ne _ be_n_zenam
.. Structure similarity aniline, p-ethyl- be_n_zenamm_a 3-nitro- aniline, 2-
. Effect similarity aniline, m-nitro-
. Study No. (Link to SSRDT) L— Structural Formula c1(MNjcce{CClec c1(Cljc(N)cceet c1Cljec(Mjccet cl{Cljccc(N)jcct cl{MNjcc(N(=0)=0)... c1{M)c{Cly
. Chernical No. (Link to HESS DB) ElRepeated Dose Toxicity .
. RDT Report No. HELOEL (26/115T7) M: 10 mg/kg/day, ... M: 10 mg/kg/day, ... M: 5 mg/kg/day, 5 ... M: 15 mg/kg/day, ...
.. CSCL Class LaNOEL (27/17056) M: 10 mg/kg/day, ... M: 10 mg/kg/day, ... M: & mg/kg/day, 5 ... M: 156 mg/kg/day, ... M: 100 mg
- Rat Liver Metabolism Database BProfile
- Toxicological -
Rep::lgted dose (HESS) — Study Mo. (Link to SSRDT)
_Custom —Chemical MNo. (Link to HESS DB)
... HESS Chemical Class . —RDT Report Na.
—Rat Liver Metabolism Database
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DAL ER U RIERSES

X Delete

X Delete All

Category name (28 chemicals) |
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28 Anilines (Hemolytic anemia with methemoglobinemia) Rank A (Repeated «

=2 Developed by LMC, Bulgaria

STOP
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AW EDRDT data

|Filter endpoint tree... |1 (Target) ] [ | [ j [ ] [2 A
NHz HH: 1
NHz ol cl - 2 NH; Ntz
Structure O H;N@ {O ; {O} §O> . @ iOJ\f /_©>
o=N N0 CH;
CHa NH; NHz ‘o a CHy
HSubstance |dentity
—CAS Number 589-16-2 95-51-2 108-42-9 106-47-8 99-09-2 121-67-9 108-44-1 578-54-1
4-ethylaniline 2-chloroaniline 3-chloroaniline 4-chloroaniline 3-nitrobenzenamine  2-chloro-4-nitroaniline  3-methylaniline 2-athylaniline
| Chemical Name benzenamine, 4-et._§ o-chloroaniline m-chloroaniline p-chloroaniline m-nitroaniline benzenamine, 2-ch... m-toluidine 2-athylbenzenamine
aniline, p-ethyl- benzenamine, 3-nitro- aniline, 2-chloro-4-...  3-toluidine benzenamine, 2-get..
aniline, m-nitro- aniline, o-ethyl-
L — Structural Formula "Lc1(CI}c:(N}cccc1 c1(Cllcc(N)cce c1({Cliccec(M)cc c(N)cc(Ni=0)1=0)...  c1(N)c(Clicc(Ni=0... c1(MN)cc(Clcce c1{M)c(CClccccl 4
B Repeated Dose Toxicity .
HALOEL
HABlood Chemical Examination (221143) M: 40 mg/kg/day, ... M: 10 mg/kg/day, ... M: 15 mg/kg/day, ... M: 100 mg/kg/day.... M: 12.5 mg/kg/day.
HHFOB (2/3)
& General Signs (21/108) M: 20 mg/kg/day, ... M: 80 mg/kg/day, ... M: 80 mg/kg/day M: 100 mg/kg/day, ...
FHematological Examination
H= Blood Cell (9/17) M: 80 mg/kg/day, ... M: 20 mg/kg/day, ... M: 10 mg/kg/day, ... M: 15 mo/kg/day, .
HEBlood Cell (Coagulation) (5/6) )—E/ \ Fﬁ a—
o red blood cells (R BC)DiAMNCEI I BDLOELS
(23/40) M: 20 mg/kg/day. ... M: 10 mg/kg/day, I M: & mgfkg/day, 5 ... M: 15 mg/kg/day, .. M: 100 mg/kg/day M: 50 mg/kg/day
1ZZ781] W2l rrlg.rr\g.rugj, - WTUTIOrRGOay ) WD rrlg.rr\g.ruﬂ, LN ) B R 1019 (300 (fu 1= | W TUUTTIIgr Ry W OUTIIg R graay
(15/26) M: & mgfkgfday, 1... M: 50 mg/ko/day, .. M: 580 mg/kg/day
(1M1) o
: _|o] =
MCHT [1 3[;23] M 5 mg_."kg_l" Endpoint Original value E Effect Te
5 . i t
g (# of chemicals / # of data points) o i
20 mg/kg/day 20 mg/kg/day Oral (Gavage) |F344 Hematological RBCL NT
examination P
sh
20 mo/kg/day 20 mo/kg/day Oral (Gavage) F344 Hematological RBCL N'I.'
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|1 (Target)
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I

|[s |[6

|7

|l

BAHEDZ

_ IO Uw D

EIRepeated Dose Toxicity
HILOEL
H=1Blood Chemical Examination
Hematological Examination
Blood Cell (Erythrocyte)

Undefined Tissue

RBC|
HGB|
Reticulocytet
Methemoglobint
HCT|

—HHistopathological Findings

5 Organ Weights

—HNOEL
ElProfile

—Study No. (Link to SSRDT)
— Chemical No. (Link to HESS DB)
— RDT Report No.

A MEDIOE > MIE
= EERDBMEE
(CRAEU PR DHERT

8 b p & P B b D

& T

M: 12.5 mg/kg/day

Min M: 10 mg/kg/day M: 10 mg/kg/day M: 5 mg/kg/day M: 15 mg/kg/day M: 30 mg/kg/day
1213
Edit filters...
(23/40) Remove filter day, ... M:5mg/kg/day, 5... M: 15 mg/kg/day, .. M: 100 mg/kg/day
(22/40) hepato day, ... M:5 mg/kg/day, 5 ... M: 15 mg/kg/day, ... Hide
Hid Thvro day, ... M: 50 mg/kg/day, ...
8 ¥ day, .. M: 5 mg/kg/day, 5 ... Show hidden
Show hidden alphazu day, ... M:5mg/kg/day, 5... M: 15 mg/kg/day, ...
ol | energy day, .. M:5mg/kg/day, 5 ... M: 15 mg/kg/day, ... Collapse all
asEe=3 2 m e ) day, ... M: 10 mg/kg/day, ... M: 15 mg/kg/day, ... Sort (targets priotity)
—_ S SR day, ... M:5 mg/kg/day, 5 ... M: 15 mg/kg/day, ... M: 1
Sort (targets priority) . g
. Hemo anemia methe ort
Sort r S — :
Function...
ontion J| o e RRSNTWDIEPRR
Lipidosis (=] — Filter effect
/J \1‘5 43_% ilter effects
Filter effects ODEﬁ I—% 7N

Set tree hierarchy...
Export CAS list
Export

Copy path

Liver enzyme

Anilines (Hemolyti
Anilines (Hepatoto

ViCtauune 1t inap .-

TVICEGUUIG: 13 "W

Metabolite in map ...
Metabolite in map ...

Anilines (Hemolyti
Anilines (Hepatoto

Anilines (Hemolyti
Anilines (Hepatoto

Metabolite in map ...
Metabolite in map ...
Metabolite in map ...
Metabolite in map ...

Anilir]
Anilir]

Anilines (Hemolyti
Anilines (Hepatoto

@

Set tree hierarchy...
Export CAS list
Export

Copy path

2

]

=

M: 50 mdfkg/day M:
M: 50 mdikg/day M:
M: 50 mdikg/day M:
M:
M: 12.5 rjg/kg/day... M:
M: 50 mdkg/day, ... M:
K3 mg/fo/day, 3. M:
v Al 224
218
Average o
Min N/A
M ax
Anilines (Hemolyti Ani
Anilines (Hepatoto Ani v
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Hazard Evaluation Support System

E NH Chemical name: 4-ethylaniline; benzenamine, 4-ethyl-; aniline
1 Input : CAS Na 589-16-2
m O SMILES c1(N)cec(CC)ecl *E 4uq: j /]/ | J H
Profiling ’: Dj) /: 2 y
to data matrix -> metabolism/tautomerism ( * 11&':% E-:\r:-%m,l\ $E J 4’E N )
CH33 mode... % L |:| IR /\d)l /Q_d) E‘A_,
Show Boundariel Apply New Scheme
Categories Pw |Fi|1er endpaint tree. .. |1 (Target) | |2 | |3 |
Profiing methods N
I D Skin irritation/corrosion Exclusion r \
Gap Filling | . [ skin irritation/ corrosion Inclusion n P )(;\;‘) @ ,-:’
- Empiric - [ Profiling results - O *
Report -[C]chemical elements Dit% go)g’%’g
[C]Groups of elements R v Che:'ctalemﬁ: tabolism Datab
H * -Rat Liver Me olism Da’ ase
L -[[]Lipinski Rule Oasis ':Methem (SS RDT) /\ J /0 M: 10 mg/kg/day, ... M: 10 mgfl-cga’ oot af map No, 248
Metabolism -[]Organic functional groups HCT| \e2rau) M: 80 mg/kg/day, .. M: 10 mgikg/  Metabolite in map No. 410
~[JOrganic functional groups (nested| Histopathalogical Findings (23/158) M: 80 mg/kg/day, ... M: 10 mglkg/
2 | Bommcrocomomnts] || Laogmuans =
- [F]study No. (Link to SSRDT) —HMNOEL (27/660) M: 10 mg/kg/day, ... M: 10 mg/kg/|
-[Z] chemical No. (Link to HESS DB) EIProfile =\ i W j
- [Z]RDT Report No. L Study No. {Link to SSROT) 312 313 A I\'f_b ugj WY
~[C]CsCL Class — Chemical Mo_ (Link to HESS DB) 301 302 1 ]S
Rat I__iver Metabolism Database L RODT Report No. 304 301 D B/\ J /7
- Toxicological N/A Roct of map No. 248 Rauglnagd
""" -[]Repeated dose (HESS) Metabolite in map ... MetabolitaTn
. Cust , oo
ustom —Rat Liver Metabolism Database Metabol!te n
2 Metabolite in L Qose
Metaholism =p H=B =) 22' - =
tcumented H ESS DB (Dﬁ%ﬁ*& /= DB\ 1==3 |§E4/E%*AZ % } B }
i Jobserved Rat Liver metabolism < emolyti...  Anilines (Hemolyti. .
sithulated D B\ AD M E D B) /\ IJ /7 epatoto...  Anilines (Hepatoto. ..
: Dissociation simulation ] enal To.
) boi il Toluene (Renal tox. ..
Liver Meta _D lsm Simu/ator ) Primary anilines Halobenzenes Halobenzenes
NEDO In Vitro Rat Cellufar Mel'mbnllst:'nl HESS Chemical Class Primary anilines Primary anilines
+|NEDO In Vitro Rat Microsormal Metabolisgh !
NEDO In Vivo Rat Metabolism Simulatoj Metabalism
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HESS DB—&Ffll(dRD
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v MU~ w DB

B Metabolism profiling... -
S312.docx - Efe- - REEEH ¥ ol Add as a list Map Info
what to add
(@) sub-tree
E Main [ HessDB_Search ] — ] w® (O whole map(w/o parent)
5 = _ _ N . . . . . . . . B - < cell Width
BAfT JAh | BE | 290, | BE | T 17/ 7F |7 Open View [d Save View Study_View Adme_View Mechanism_View Adme_List Option Help - [¥] - ILELEE A AL ES By @ 2| +=/o @ 5o Pl=Qk il
v g - F-2av 4 A2 Jﬁi‘:gggégggg b Redraw | PrntPreview || | B8]
STHR—F & 254 & = WEE | 1705 | Ir(VEBERTS| PR ~ All Clear Search %m‘ OO 1CC (OO (=0)0EC2—CaNACC Reference: Hong, S., G. Rankin, Xenobiotica, 28(10), (1998). (in vivo), pp. 985 - 994
e 2 & a8 10 12 ® 18 2 24 8 23 w @ i s e = = =
= e -] 241, CC=C1CC{=C)C(O){CO)C(=0)0CC2=CaN3CTE
hd Search Results ISEBr(h Conditions -] 242, 0=Cle2c(Ere(Brc(rc(Br)cac(=0)01
#1-{1] 243. CCCCOC(=0)cleeeec 1C(=0)0CCCC
~ Select All | Cancel All Add to Study_View ‘ Delete from Study_View ‘ #-(1] 244, O=N(=0)C(Br)=Cclcceecl
7 Results : 1 = 245. cc(aehad
i 3 5[ 29. celaenal .
_ S312 R301 G301 Chem... | Chemical Data | Structure Study Lin... | Adme... | Mech, No. | Type Conditions -] 247. ccaiena @
Cas No. 55312 1 |Chem.No. 301 REI:s. NeLeccee (€]
o Study type Repeated dose oral toxicity study HzN 5[0 248, Neleceo(Clet
lszzsc:s- gm(rm-m [Cas_No.] AN 5[0 250. Neleee(Cleet
Ll avage _ _ _ 95-51-2 —\ ) 5[ 251. CeleceeedN I —
- Sotvent 1M hydrechlonic acid, sonlcemng Tor 20 minutes, and diluting to (301 [Name] / \ 312<91%= [301[7] |301[2 - 252, CN(C)CCN(CC1=CC=CS e Lezeand ! ! 1
solume with deicnized 1 ame Cl Y 253, CN(C)CEN(CC1=CC=CS 1) Leceanl @ &) 2
Doselevel 5 doses (10, 20,40, 80 150mgkv day). 10 animals/groupisex o-Chloroaniline -0]253. =CC=C51)clecen
3 Death 30(2: 1/10),40(2- 1/10) 5[] 254, CC(=C)CEN B
NOEL <10 mgkz/day 71-{1] 255. CC(=0)0cC=C - g
- £ 256. €=CCO @ o (__2;
- 5[] 257. C=CCO 3 @ s
Tremors: 5807 — : é
- Clinical observation Wasting: 160% -] 2%8. c-CCo
Biuish f genital and footpad rezions : >802 7-{]258. C=CC=0 .
OB E 5[] 260. C=CC=0
= ody weight 1603 5] 261 Cic(@e(ena i + }
ood E b 0 262, cie(ae(eal @ ) ™
ater - 5[] 263. ON=C1CCCCCL
3 Lo Mat.hmm fobiaT: 1027 1] %64. CCOCN) =0
- o . -7 265, CCOCN)=0
- F-] 266. 0CCCCO
2 FH_] 267. 0CCCCO
Hematols Lymphot:- 5202+ >40¢ ] 268. 0ccCco
2 fematology ympl 3 -
] RAC): 22005800 -1 269, Chic=Ckl
PltT: >203->808« .
A Nllnlealed H}thruc;mT 802+ 1604 e — [ search parents only
- Heiwl. 150 99 [ search as fragment.
Blood Chemistry.
= “Absofute organ weilzht R Ay S O, extended search... £ Flexble search. .
- £ Trans flex search...
& Relative organ weight LnHT >80 160;
Spleent: 4072+
- Liver-Kupffer cell, Hemosiderin: 160 2
o Bone marrow-Ecythroid cell, hyperplasia: >4059>30§a
i} Spleen-Hematopoietic cell, proliferation: >80
Histopathology Spleen Capsule, fibrosis: 8040
Spleen-Pigmentation, hemosiderin: >803- 1607
Iddney-Cortex. pi i iderin 16072
V1R b B B 7A-7Z B ——#——+ 30%
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B Hazard Evaluation Support System - X
Hazard Evaluation Support System
= hemical name: 4-ethylaniline; benzenamine, 4-ethyl-; anilini
Inpllt AS No 589-16-2
c1{N)cce(CC)ecl ”
: - SMEOBIIEEM L O E LH'S
Profiling *= = = = N
to data matrix -> metabolism/tautomerism
- - XHRMEDOBFMMEEML O E L ZFH!
RDT Data -~ /ﬁ P ll\
Data Gap Filing Me Filter endpoint tree... |1 (Target) | ‘2 | 3 -
= i d-across NHz cl <l o NHz NH: NH; NH, orc‘l
O nd analysis 52Ey O
Structure X O Possible data inconsistenc -
O (N5AR models HaN O O | ¥ o x O (
chs NH NHz - Examination tems Wiz
b Target Endpoint — [ 2
< deted B Substance Identity ‘ -Effect
not aenne: -
A ERepeated Dose Toxicity - -Tissue
Metabolism L= LOEL Min - 10 mg/kg/day M: 10 mg/kg/day M: & mgfkgfa5| - Organ (Tissue) mglkg/day  M: 2.4 mg/t
= Blood Chemical Examination ( . Ing/kg/day M: 60 mg/k
Hematological Examination
Blood Cell (Erythrocyte)
Undefined Tissue
RBC) (23/40) M: 20 mg/kg/day, ... M: 10 mg/kg/day, ... M: 5 mg/kg/day, Ing/kg/day M: 60 mg/k
HGB/ (22/40) M: 20 mg/kg/day, ... M: 10 mg/kg/day, ... M: & mg/kg/day. S | j:)\ 15 (1 /L” O) Ing/kg/day M: 60 mg/k
Reticulocytet (17/29) M: 20 mglkg/day, ... M: 10 mg/kg/day, ... Ca e I I Ig Ing/kg/day M: 300 mg/
Methemoglobint (11/20) M: 10 mgikg/day, ... M: 10 mg/kg/day, ... M: 5 ma/kg/day,
HCT| (22/38) M: 80 mg/kg/day, .. M- 10 mg/kg/day, .. M: 5 mg/kg/day, 9: I \\J / j ;5 91\ g M: 60 mg/k:
HEHistopathological Findings (23/158) M: 80 mg/kg/day, ... M: 10 mg/kg/day, .. M: 5 mg/kg/day, mg/kg/day . M: 2.4 mg/k
L= Organ Weights (18/58) M: 40 mg/kg/day. ... M: 20 mg/kg/day. ... M: 10 mg/kg/day| Ing/kg/day. ... M: 300 mg/
LEMNOEL (27/660) M: 10 mg/kg/day. ... M: 10 mg/kg/day. ... M: 5 mg/kg/day. lg'kg/day. 3 ... M: 2.4 mg/k
HProfile
L Study No. (Link to SSRDT) 2 3 950 224
—Chemical No. (Link to HESS DB} 301 302 781 218
—ROT Report No. 301 301 806 222
N/A Root of map Mo. 248 Root of map MNo. 249 Root of map No. N/A
Metabolite in map ... Metabolite in map ... Metabolite in maj
| : Metabolite in map . Metabolite in ma
el N e D Metabalite in map ... Metabolite in maj
Metabolite in ma
Metabolite in ma
Anilines (Hemolyti Anilines (Hemolyti Anilines {Hemolyti Anilines (Hemoly (Hemohyti Anilines (He
Anilines (Hepatoto...  Anilines (Hepatoto...  Anilines (Hepatoto...  Anilines (HpftoflSa|acted [3951{400] pOiﬂtS (Hepatoto...  Anilines (He
|—Repeated dose (HESS) Procainamide (Ren... Styrene (Renal To... Chlorphent@riing (Renal tox...  Mathaxamir
P Toluene (Renal tox... Clofibrate (Hepat
x Cancel
Primary anilines Halobenzenes Halobenzenes Halobenzenes 7 anilines Primary ani «
< >
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Input
o

Profiling
RDT Data
Categories
Gap Filling
Report

M
Metabolism

s s i S E MO LOELFAME
logKowHY T UWVABBWES 5 ’.Db\b target chemicaldDLOELZ FAl

O SMILES c1(N)ece(CC)ecl
to data matrix -> metabolism/tautomerism
CH.
3
Data Gap Filing Method |1(T=get] ||2

€

(® Read-across
() Trend analysis

: 116 mg/kg/day

[ Accept the prediction results] FEIFEFE

i — q e Q Freturn to the data matrix | FZD

O (Q)SAR models
Target Endpoint
e Dose Tows t«zLOEL (26200) min I
Repeated Dose Toxiaty LOEL NOEL (27/660) M: 10 mg/kg/day, ... M: 10 mg/kg/day, .. M: 5 mg/kg/day, 5 .. M- 15 mg/kg/day, .. M: 30 mg/kg/day, .. M- 3 mg/kg/day, 3 ... M: 2.4 mgkg/day, ..
Profile
%Study No. (Link to SSRDT) 312 313 950 5 201 922 224
Chemical No. (Link to HESS DB) 301 302 781 5 196 754 218 v
<
Descriptors | [ Prediction Accept prediction
[ Return to matrix
S S Read al:rnss pr;;l:llnn of LgEL - cighb -
taking the ge from the ur sed on 11 data points from 11 n our chemicds, 1| Select/filter data
Observed target uatue N/A, Predicted target value: 116 mg/kg/ day = e
'+ Gap filling approach
1000 R e s o N D iptors/data
400+ - T h - I '+ Model/(Q)SAR
" '+ Calculation options
e ®:farget chemical N Ciisaloptioes
Information
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hemical name: 4-ethylaniline; benzenamine, 4-ethyl-; anilin¢

SBLWIBEDTOY NS TILTUw T
> — A DEHINE T

Descriptor X: | log Kow

ER-SY

log Kow

2 NH,
Input AS Mo 589-16-2
. O MILES c1{N)coc{CC)ccl
Profiling
to data matrix -> metabolism ftautomerism
chs mode...
RDT Data
Date Gap Fiing Method [1 Torgeny | |k | | Ji |l IE |0
Calegories @ Read-across s o c o Ne NH NHy £ NH,
N hy
() Trend analysis App O O
1 Structure H.C
Gap Filling O (sar models Fal O O @ @) O O —
0=N cH
Target Endpaint o NHa NHz ‘e CHy : Nz CHy
Report aLoeL (2500 win I M 12 mghk
Repeated Dose Toxicity LOEL
e ENOEL (27/660) M: 10 mg/kg/day, ... M: 10 mg/kg/day. ... M: 5 mg/kg/day, 5 ... M: 15 mglkg/day. ... M: 30 mg/kg/day, ... M: 3 mo/kg/day. 3 ... M: 2.4 mg/kg/day, ... M: 12 mglk
Metabolism Profile
Studv No_(Link to SSRDT) 312 313 950 5 20 922 224 48
BB Nite hess - chemical details ac ~ 302 781 5 196 754 218 47
Smiles: CUN(C)Ceceect Study No. (Link to SSRDT)
Chem. name(s): “n n-dimethylaniline™ 396,653 Accept prediction
CAS No.: 121-68-7
Return to matrix
QA& cH ErrmataETEr Ok across prediction of LOEL,
3 lghbours, based on 11 data points from 11 neighbour chemicals, Select/filter data
/ i .
HzC—N N/ A, Predicted target value: 116 mg/kg/day lection navigation
. Gap filling approach
"""""""""""""""""""" (et tete ettt ettt Descriptors/data
O ____________________________________________________________________ Model/(Q)SAR
: e e———
Vo alax S Varax LG
Details. Differences to target... £XY
sEHEIEIRTHILAF H ol HEE
Descriptor Units. value A || Endpoint reference Units. value
log Kow 217 Endpoint obs. data (recalaiated) mafkgjday 1.0 .
Molar refraction I 40.6
Molar refraction 1T 40.5
Molecular weight Da 121
Number of aromatic bonds 22O | . ‘U
< ) > < >
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