nite

VRS &

RBEE=DHME

20144

() A E

IEEZYEEE

NITE QSAREE S &HHFM

IHESS

<0

= BH
718 ()
{52 T B R H A

72—




nite




HESS[ZDOUL\T
FXABIEEYEOREERESEHZEHUYE DHER
T—ANGHTET S E(HTI)—T770—F)%XiE
ITBEVART L

NEDO/METIZ A4k (H19-H23E ) * TR % , EfE

BAMEZEHL. OECD QSAR ToolboxEEHMLED H S
AT LELTRF,

FIFREEAZRARL T, AEENHUFEE LY AFLE
RZEiRLT-,
http //www.safe.nite.go.jp/kasinn/qsar/hess.html

n|te Hth and Sakuratani, Y. 2011. Dev Ipmtf valuation support system for estimating repeated dose toxicity of chemicals
based on chemical structure. In: New Hor n Tox tyPedcto Wilson, A. G. E. ed., Royal Society of Chemistry: Chap. 3 3




WO WumI

nite

i

- HESSO#EmRE&El

@ AEMFMIIE AT LA HEf»js L
A — S E
&8T5y 74 —L(HESS) P e
e e o e e e o g |EFELTZL b E
D) EHMBIER | d— e D (EF . PEE
: " CASEEIIE
— TG I N =diipse Lol
S fFRFEDR Sk [\J FOERNED | .
N | RiEnsHpEE |l =
|
VB Y LS emm st &
@ R BIFHIER I |5 > N hrdy—tEm. | =
_ R i EEnsBNS
Syl 0B < [ % |
G RHIal —5) : i %3 TH RSk
ADME DB | o P AN
(b hPA5O T 58 r|—> ;
|
WEE RABENED
OECD (QSAR Toolbox REXLEEM

HESSAA—HIZIRRTADIE. hT73)—DIEFEZFTDIETUR,
A—Hd,. FNoZFALT. EQLSIZhTI)—ZFEELI=L KLV ?




—

——

 ERUEED T

E

A—HEDRIRZE

S (AL T=E|

1% =0t

HPZFERL . A—F o DL EHEITE R X I
BREFEDFEZOEN (3[E)
RIEHZEDOEEDEE
SATLOEH (T—EM. NTEILE
BRIl 1—HLDERRBEE DX

A

nite




HESSD R 3%

FR4FEEBEESTr— LY (E3IEIZE 46 N)

1. BBEABRZITIREOSEFHR(AEZENDSELGL) 12 A
2. B RMEOLTEHIFEHR (RAUHBROBE) DR | 21 A
3. HUME DT =M IEHR (FAKERDEE) DIERE 27 A
4. RBEHRF-ITEREFFRORR 13 A
5. Read-across|Z &5 1EEYE D/ \H —FFE{ 24 N\
(ZDMDOFAE)

ERBRER (BT EFRARER DR
- BEERV—ADRZVITTHAY
- SDSEEMRIFEROFAES (GHSEEMEIERDEMEEYES)

nite




—

o A—YhLOEREE
1. WEHT—2DHF

- —fRIEEMLUSNNLEERLEEDIEEYM T —2EIMYRAATALLY,
BA-bDFMELIZIMEEMDELUEEMMN VLGN ENSEEICERLZ, §&D
T—EADREEHFIT S,
- B FELYAHME TETS AT BN LEFMERTELGNIEASZLY,

- BHUEBETF IEELGEFTANLEGES., (REAEATI)—IZHTIEELLGLV:
. ZINO-EEMDHESSZRH WV - FRIZITHELED T XA NEERLT-,

— BIARDHESSOWE T —2 XL FZBRFLFHDENPLTHY ., thDT—FEHF
FTHIENWE,

2. BRI EHE S 6 DR
- BFEREGLHL G EMFAMBEROBFNGL, (DIKELTEN I TREESNTL
SEHMNEEENE, —RAICEZETHS, EVADRIGEHDBATHARLL, )
» ATIA—DBVSE . BEIARERLE . EAITOREBETRBZIEOLEANRLY,
- SR, —FICIEREE., BE R, IRETHNIEEFBNFERELTOEEEL,
— INFETH MXOERIZEVT, KOO DFFEEHEZIRTILTELL HERILX
DE=HICE, BEEFICEWTHIEROTBEF EZIRTT A EHDE,

nite




FERSEEDELAG

EERICEFLTWAIEEERBR T —2I2MA. 2 —FNFE
ITH5T—R2IZDOWNWTHREFTD L DNV AT LIZEYAL (7—
BERRIZDWTIHE AL EFEONBEE) .

EE ) OBHEEHETHTI)—DILFTEER (R FFEHE) .
F1-. XEBIERER (US EPA) DEEZNESHREBRT—4
(ToxRef7—A)% . EU COSMOSZ O TH MDD EMRINMED
T—RET — AL D> THESSNERY A, D= RS

(R DIBHEBTCEERZOEEREBRT —3D A HEEN,
SREFEEAREL-EHDOEETSDRE,
A—YMoDEEFHFEZ THREREZR LS EL-H AT L
DB ZE i (HESS : Undo#¥EE. HESS DB : 64bit®in7i&) o 1
DRATLIE, ERDIEFTET—2D—EEEYAHA . FRE26E3 R

[Z)1)—X,
nite




— B AFTY—DEMm

« 1005XEROSSYED RERSEHAEBT —2(F

HE . BEANERLE-EBEFIEEYMEOSHE
SER TH24- 252 R EEN D FHSNT-2 D)

ZHESSEHESS DBIZ3E 7N

- EMHEREFIBEEROEM (5 "f'JGOOfF%ﬁ?fJ\bEE
ELTEMEREL-YEZHME. XHHE. 1F

A FIEiRa 2RI, 170>Ao>'|ﬁ$|§’&u]u>

T—R2DOA)T4BFvI AEIE

s BEEXEFR)DIBAHZICKYHFEEHTI)—%28
FEZRIE N

nite




thdDE

ToxRef DB

e HESS RDT DBEMDT—H3L

e

- RERESEMHFER (4931

B)

- LFME. RELGE

(2}
EPA
\’ United States Environmental Protection Agency

LEARN THE ISSUES | SCIENCE & TECHNOLOGY | LAWS & REGULATIONS | ABOUT EPA

Computational Toxicology Research Program

You are here: EPA Home » Research & Development » CompTox » ToxRefDB

ToxRefDB
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Integrated In Silico Models for the Prediction of Human
Repeated Dose Toxicity of COSMetics to Optimise Safety
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HESS Overview

This purpose of the HESS is to facilitate application of hazard assessment technigues using Structure-
Activity Relationship Methods. This HESS is an integrated platform for a hazard assessment support
system focused on repeated dose toxicity. It comprises of:

1} A toxicity knowledge information database with search functions linking to chemical structures 1=
with data from high-quality repeated daose toxicity study reports and information on mechanisms of
toxic action.

2) A metabolism knowledge information database to compiling existing information on metabolism
reaction in rat livers. It includes models for extrapolating metabolites and metabolic pathways in rat
livers for any chemical structure.

3) An integrated platform (Windows application) for a hazard assessment support system that
facilitates the efficient acquisition of varying information required for expert decision making on
hazard assessment. The platform is linked, through categories of toxicology pathway, to the
aforementioned toxicity and metabolism information databases.

Structure of the manual

The manual will start with a description of the general workflow of the HESS. This will entail the
description of the graphical user interface, application workflow —a general overview.

It will then move to a:more detailed explanation on the various features of the HESS application. This
section will focus on how features work as opposed on how they should be used.

Finally it will provide some information on the different particularities of the HESS usage. Provided
will be some usage scenarios with used features and expected outcomes.
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Skt ik Test Result | Flag Summary | Test Method | Measured Data |
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Male | Female Clinical sign FOB |
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weight N _
e o VU T L CROTVREICEE)
weight Kidngy ¥30 /'/ b . l' AL =2 =l =
Necropsy N/A _ Food consumption Water consumption |
_lll ﬁuwwal} Male-N/ A =l mate:- =]
BCropsy Female:- F le:-
4 b = emale: . || Female: =
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DOSE |mq.-’kq 0 120 300 750
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meaan sD F1 F3 |mean 5D 5 F1 F3 |mean 5D FI F3 |mean 5D F1 F3
REC =10%/... | 848.3 40.2 806.9 54.5 800.5 48.0 806.5 37.8
HCT(PCV) % 47.62 2.09 45.68 2.3 45.81 2.60 46.15 1.895
HGEB g/dL 16.19 D.55 15:65 0.69 15.56 0.81 15.64 0.61
MCY um? 56.2 1.5 56.7 1.7 57.2 1.3 57.2 1.7
MCH pa 19.11 0.67 19.42 0.65 19.43 0.48 19.39 0.40
MCHC % 34.02 0.82 34.27 0.43 33.98 0.39 33.89 0.43
Met-Hghb
Heinz
_I;I WEBC %10%/..,[133.0__ 29.3 117.7.  29.5 L
Kl / LEUCO% NEUT (= T
LEUCO% STAB % ‘[0.7 3 01 .
LEUCO% SEG % 9.2 5.0 9.2 3.7
LEUCO% LYMPH |% Bo.1 7.6 86.3 4.0
LEUCO% MONO  |% 3.6 2.5 3.0 2.1
LEUCO% ECSN % 1.0 0.8 0.3 0.3
LEUCO% BASO % 0.0 0.0 0.0 0.0
LEUCO% LUC
LEUCO% OTHERS
E-Blast
RET
Plt =10%/...|115.25 9.49 107.35 9.79 107.76 9.25 109.85 11.10
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AFTT
FIB
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DOSE TO
mg/kg 0 Ad...
ro# (MF M5 DOSE 0 60
PRI #®HEIBE rnean [§D Ex... mean SD_S...|F1 [F3 |Ex.. mean SD_S... |F1 |F3
RBC X10% wL [820 49 REC x10%... |5 |820 49 s f[eoz" 12
Male HCT % 455 1.7 46 7 HCT(PCY) % 5 455 1.7 5 flaas |7
HGB g/dL 148 07 46 06 HGE gfdL 5 14.8 0.7 5 14.6 0.6
MCV wm 56 2 6 (8] MCV fL 5 56 2 5 56 0
MCH pg 181 06 82 04 MCH pg 5 18.1 0.6 5 jhs2 |04
MCHC % 326 08 328 18 MCHC % 5 1326 (0.8 s Jlz2s 1.8
Met-Hgh 0 0 0 0 Met-Hgb g 5 |0 0 s flo 0
Heinz body 0 0 0 0 Heinz 9 5 0 o 5 o 0
WBC X104/l |53 9 56 7 5 ) s |lss 7
LEUCO NEUT % 8] 0 0 0] LEUCO% 5 8] 5 0 s}
LEUCO Stah 0 0 0 0 5 0 0
LEUCO Seg 174 55 P11 18 5 211 1.8
LEUCO LYMPH % 791 641 758 2 § 75.8 2
LEUCO  MONO % 24 06 P 06 5 2 0.6
LEUCO EOSN % 1.1 06 i 04 5 5 115 0.4
LEUCO BASO % 0 0 0 0 5 5 0 1o
LEUCO LUC % 0 0 0 0 LELICO% Luc 5 |0 o s Jlo 0
LEUCO  Others 0 0 0 0 LEUCO% OTHERS s o 0 s Jlo o
Erythroblast 0 0 0 0 E-Blast 5 o 0 s flo 0
Reticulocyte %o 287 93 P12 32 RET %o 5 287 93 5 212 32
PLT X10% L 128 1.84 34 148 Plt x10%... |5 128 18.4 N D) 14.8
CT 0 0 0 cT 5 |0 o s Jo 0
PT sec. 136 05 36 086 FT sec. 5 [13.6  |os s fhzs o6
APTT Sec. 212 14 1.6 122 APTT sec. 5 21.2 1.4 5 |121.6 [2.2
Fikrinogen mg/dl |0 0 o} FIE mgfdL |5 |0 o s Lo 0
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