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SEPA Data Evaluation Record (DER)
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Reviews of guideline toxicity studies
— Used for hazard identification and characterization

STUDY TYPE yfoncogenicity feeding - Rt
CFFTS 70,4300 [553.5)
DF BARCODE: D257223 SUBMISSION CODE. S564270

StUdy deSign LL CODE 111901 R——— TOX CHEM, HO. #7AB

SYHONYMS: ROZI9T8

— Chronic : Cancer : Subchronic : Multigeneration : S st i i marg s rimse s
SPONSOR: Jurgsen Phasmacedtica NV, 2340 Bessse, Belgum
Developmental EXECUTIVE SUMMARY

In & chronde tomcityfoncogendcity study RIDMSW[ lm .“ i  was adlmm.ﬁ edmmﬂuu roups
Wistar derived rats o concentrations of ([l 2 ) 7

— Detailed test material, animal, and dosing s e ey e e o T
necropeied mnd the tissaes and orgns insp grossly = for Loty d effects and the carcinogenic potential of Imazalil

The sbsobute weights of most organs wem decreased while their weights relative to body weight incressed for male and female rats in the 1200 and 2400 ppm resment groups.
These effects are considesed related to insation snd mmpetence s not s diect result of Imazabil trestment. Howsver, effects found i the biver and
darectly related to trestment

information

Derive NOAEL/LOAEL & ‘critical effects’
— Systemic
— Parental : Offspring : Reproductive
— Maternal : Developmental

This cheonuc tomatyloncogenacity study inthe ral s ptahls d fies the guideline req. for bined chrondc ¥ y study in rats [B3-
3). Ho deficiencies were noted for this shady.

Dose response (all treatment-related effects)
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ToxRefDB Data Model
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B2 Toxicological Reference Database - Study Input Form

LHITED STATES CHVIRORMENTAL PROTECTEIN MGEMET

Data Entry Completeness Score
|Par1ia|ly Complete (Effect Data)

COMPUTATIOMNAL
TORICLOG Y

LHITED STATES CHVIROKME NTAL PROTEC TN AGEHCT

ToxRefDB
Input Form

COMPUTATIOMAL
TR LG

Historic Study ldentifiers Study/Data Quality

Test Material Information [ Search Chemical List ] [ Search PC Code ]

Start | 0| [y

Study Duration

w | Adoditional Study Duration Information

Finish| 104/ |week v

MRID# | 44555001 | || Data usability |cceptshle Guideline (post-1298) % | | chemical Imazali v
Primary Study Year | 1993 Stucly-Level Comments Purity (%) LotBatchi# [ZROZ3979GIFEE1 | Source | |
Supplemental MRIDMHistoric ID0=) Mote: Thyroid weights inc in male and dec in female. Test Material {Chemical) Comments
Thyroid neoplasia increase in male snd decrease in - p

| | | | [ e Tt esss b e |ZRO23979GIFER1 /=07 4% al. /i IRO2307ICICEH (=08 B% al. |
Study Type Animal and Dose Information
Study Type |Cnmhined chronic toxicity ficarcinogenicity b | Species |rat hd | Method/Route of Administration

Strain |[O'lher] v | |Feed w |

Animal and Dose Administration Comments (ncluding Mot In List)
Strain: Hannowver substrain (SPF) Wistar-derived

|

*gtudy Effect List*

e txca upioed || Treatment Group List View or Add Edit Uploaded —]
form to add Treatment Group Gender Dose Period 2/ Effect Data Treatment Group -
freatment groups. Category Category Type Dose Duration  Goup by Type — CD
Click "Bulk — - reatme roup
Upll:uaclﬂc':;. CD;.}, and 4 | Acdult (P17 || T} | |In|t|a|—t0—Term|naI| | 2.?||mgfkgfda\,-' | |week || a0 | | v| Category E_
anpdaustpehz::;;;?p& | Adukt (F1) [ F | [tnitislto-Terminal ||| 3.5] mgkarday | |week R v cuit (P1) v| 3
| Adult (P1) [ M | [Initial-to-Terminal ||| 10.8| makgiday | |week E v Gender #igroup ({}]
Excel Treatment |M 3 || =0 | 3
Group Form | 2dultt (P1) [ F | [mnitialto-Terminal ||| 14 8] makgiday | |week IR v o =
0se Fernmn ype
[ Adult (F1) || m | [tnitial-to-Terminal ||| 65.8| [moigrday | [104][week |[ 50 || v friaito Terminal v G)
| Adult (P1) || F | [tnitialto-Terminal ||| 85.2][madkarday | [104][week |[ 50 || v Dose  Units —
| Adult (F1) || m | [tnitial-to-Terminal ||[ 134 8| makarday | [104][week |[ 50 || v | 27|[mokgiday v O
CFFECT DATA | Adult (P1) || F | [tnitial-to-Terminal ||| 16& 8| [madaiday | [104][week |[ 50 ||| v Duration Units _g
Click on "wigw or | 1U4| |W'3'ak hl | N
%d;acgﬁc_ra;;;?zt Save Delete  HNew
input effect data Shor sl
for any trestment Effel;ts
grDupt::gEE.ffed [ Delete Selected Trestment Group ] [ Search Effect Wocabulary ] [ Fisher's Exact Test ] [ Taggle to Critical Effects Farm l 3 mnnm Il_%isl'z?;]

|Stm|y Design Level Controls| [EE[E@
Record: E 1 E][E of 1 (Filkered)

Filenames
Citation

Toggle back to ToxRefDB Switchboard
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Applications

ToxCast

\

/ RetroTox

ToxRefDB

*Predict toxicity
*Prioritize chemicals

*High throughput, in vitro
and in silico, lower cost

*Refine animal use
*Inform targeted and
intelligent test guidelines

- Research (link to HTS and

genomic data)

— Inform modeling and systems

biology

— In Vivo Toxicity-based

Profiling
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-Retrospective Analysis
—2-yr Bioassay: Rat vs. Mouse
—Multigeneration: F1 vs. F2
—Developmental: Rat vs. Rabbit
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Chronic/Cancer
Toxicity Profiling

Chemical

Chemical

MOUSE s —ber e

RAT

Effect
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RAT MOUSE
B - Low Incidence of Toxicity B - Low Incidence of Toxicity
~ -Thyroid & Liver Toxicants - Lung Tumorigens
B - Liver Toxicants B - Liver Tumorigens
B - Kidney Toxicants B - spleen & Anemia Toxicants
. - Spleen & Anemia Toxicants - Liver Toxicants (General)
."; -Tesu.cula.r T'Jmcm_m_ [ - Cholinesterase Inhibitors
- & —Clmimesufrmsc Inhibitors B - Body Weight Decrease
| B - Body Weight Decrease
' - ] :
4 i
Sty e hs I T |
ih i No Effect 2048 0.015625
¥ 2 3y mg/kg/day mg/kg/day
2 _ 5 S Lowest Effect Level (LEL): -Log,(LEL)

Two-way Unsupervised Hierarchical Clustering

http://www.ehponline.org/members/2008/0800074/0800074.pdf
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RAT

MOUSE

Endpoints for Predictive Modeling

[ Liver Tumors
Liver Proliferative Lesions
Liver Apoptosis/Necrosis
[iver Hypertrophy

Kidney Nephropathy

Kidney Proliferative Lesions
Thyroid Proliferative
Thyroid Tumors

Thyroid Hyperplasia
Testicular Tumors
Testicular Atrophy

Splcen Pathology
Cholincstcrase Inhibition
Tumorigen

Multisite Tumongen

\ Multigender Tumorigen

e Liver Tumors
Liver Proliferative Lesions
Liver Apoptosis/Necrosis
Liver Hypertrophy

Kidney Pathology

[.ung Tumors

Tumorigen

Multisite Tumongen

_ Multigender Tumorigen

- Office of Research and Development
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10%

20%

30%

% Chemicals with Observed Endpoint

(Rat: 283 Chemicals | Mouse: 267 Chemicals)

40%
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0.015625 :
| 0.03125 « 260 Chemicals w/ Rat & Mouse
~10.0625 Chronic/Cancer Study
" 8-;55 C - 108 Non-tumorigens
05 5 - 51 Rat Only Tumorigens
o ; m « 48 Mouse Only Tumorigens
* =h
B 1 vl PR 1 - 53 Rat & Mouse Tumorigens
=S ¢ . —
O b4 'S ¢ ¢ ¢ 7Y §6 %
> ! ‘:‘/ + . B4 § " Chlordane — Group B2
. 64 =
3 » ¢ ; . ' .
o . . 128 < "l indane — Suggestive Evidence of
I 256 2 Carcinogenicity, but Not Sufficient to
'41 e - 512 ~ Assess Human Carcinogenic Potential
LN «’/0 * *
e v . 1024
. 2048 - i
s 4 ol e eom NEG Dipropyl isocinchomeronate — Group B2
ZSE5EHRIRGPENEEO2228
HDERMO® N o Qe ® Chlorpyrifos-methyl — Not Likely to be
THR Carcinogenic to Humans
Wit iorom  Lowest Effect Level (mg/kg/day) o
Within 2-Fold Rat "Disulfoton — Group E
NEG - Negative for Tumorigenicity http://www.epa.gov/pesticides/carlist/
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P1 & F1
Adult

F1 & F2
Juvenile
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Reproductive
Performance

Male Repro <

Organs

Female Repro

Organs

Offspring
Survival

Sexual
Maturation

~—

Multigeneration Reproductive

Toxicity Profiling

Mating

Fertility
Implantations
Gestational Intenal
Testes Weight
Testes Pathdogy
Epididymis Weight
Epididymis Pathdogy
Uterus Weight
Uterus Pathdogy
Owary Weight
Owary Pathdogy

Litter size

Live birth index
Viability index
Lactation index

0% 5% 10% 15% 20% 25% 30%

% Chemicals w/ Observed Endpoint  ;
Total: 316 Chemicals



<EPA

United States
Environmental Protection
Agency

Parental

Reproductive

Multigeneration Reproductive
Toxicity Profiling

Offspring

0.015625
0.03125
0.0625

0.125
0.25
0.5,

1
2
4
81
16
32
64$
128%
256
512¢

1024
2048

LEL (mg/kg/day)

2
| —

© 606600066
9000 0 0O

12

NE

L g
N -

3N

S0,
G¢'0
STAN]
G290°'0
GZTe00
GZ9ST10°0

LEL (mg/kg/day)

Within 10-Fold

Within 2-Fold

NE — Not Established
LEL - Lowest Effect Level
Total = 316 Chemicals

&
A 4

*
N -

g0

G¢'0
STAN]
62900
GZTE00
G¢99T00

LEL (mg/kg/day)

I

*
[
RNy - YE=2=22=222

o
=

LEL (mg/kg/day)

- Parental Toxicity
— 19 F1 Specific
— 5 F1 Sensitive
« Reproductive Toxicity
— 61 F1 Specific
— 3 F1 Sensitive

« Offspring Toxicity
— 12 F2 Specific
— 6 F2 Sensitive

12
*10-Fold Cutoff
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 Current Status
— Publication of Chronic/Cancer Endpoints for Predictive Modeling
— ToxCast Phase | In Vivo Toxicity Data Entry Complete
— Ongoing Internal QA/QC
— Ongoing Stakeholder Review
— ToxRefDB Homepage Online

« Next Steps

— Publication of Reproductive & Developmental Endpoints for Predictive
Modeling

— ToxCast Phase Il In Vivo Toxicity Data Entry

— Public Release of Database via Web-based Tools

— Expanding Study Types to Developmental Neurotoxicity, etc.
— Integrate with other Toxicity Databases & Data Models

- Office of Research and Development
National Center for Computational Toxicology
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ToxRefDB Homepage
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Home

Basic Information

Organization
Post Doc Profiles

Framework
Databases and Models

Research Activities
ACToR
DSSTox
ToxCast™
ToxRefDB
Virtual Liver
v-Embryo™
Conferences and
Seminars

Publications
BOSC Information

EPA Community of
Practice

Jobs and Opportunities
Related Infformation

Office of Research and Development
National Center for Computational Toxicology

U.S. ENVIRONMENTAL PROTECTION AGENCY

National Center for Computational Toxicology Bl Bookmark

search: OallEpa @ This area
“ou are here: EPA Horne # Mational Center for Computational Toxicology # Toxicology Reference Database (ToxRefDB)

Contack Us

ToxRefDB Program

. STAY UP TO DATE WITH
Toxicology Reference Database I

3 -|-§-||':-|

ToxRefDB was developed by the National Center for Computational Toxicolagy (NCCT) in partnership with ERPA’s Office

of Pesticide Programs {OPP), to store data from in vivo animal toxicity studies, The initial focus was populating ToxRefDB with pesticide registration
toxicity data that has been historically stored as hard-copy and scanned documents by OPP, & significant portion of these data have now been
processed into ToxRefDB in a standardized and structured format. ToxRefDE currently includes chronic, cancer, sub-chronic, developmental, and
reproductive studies on hundreds of chermicals, many of which are pesticide active ingredients, These data are now accessible and computable within
ToxRefDB, and are serving as reference toxicity data for ORD research and OPP retrospective analyses. The primary research appliction of ToxRefDB
is to provide toxicity endpoints for the development of ToxCast™ predictive signatures.,

Download Publication

Description

Data Set

Data Entry Tool &|The Data Entry Tool provided the user interface for all initial data input into |Download Martin et al. (2008} "Profiling Chemicals Based on
Controlled ToxRefDB. The controlled vocabulary standardized the capturing of (15.5 MB, Chronic Toxicity Results from the 1.5, EFA ToxRef
Vocabulary regulatory animal toxicity studies performed across warious study types, ZIP) Database" Environmental Health Perspectives

doi:10.1289/ehp.0800074

Martin et al, (2008) "Profiling Chemicals Based on
Chronic Toxicity Results from the U.S. EPA ToxRef
Database" Environmental Health Perspectives
doi:10.128%9/ehp.0800074

{More Infarmation)

Chronic & Cancer|Based on incidence, severity and potency, 26 primarily tissue-specific
Endpoints pathology endpoints were selected to uniformly classify 310 chernicals
included in the manuscript's analysis, The 310 chermicals in this analysis
largely averlap with the 320 ToxCast Phase I chemicals. {(More
Inforrnation)

www.epa.gov/ncct/toxrefdb

Download (2.7
ME, XLS)

EPA Horme | Privacy and Security Motice | Contact L=

Last updated on Tuesday, Hovermber 15th, 2008,
http /S www, epa,gow nodytoxrefdby
Erint Az-I=
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ToxRefDB Home

ToxRefDB Summary
ToxRefDB Study Listing
Explore ToxRefDB
Search by Chemical
Search by Endpoint
Enter Study

ToxRefDB

ToxRefDB: Toxicity Reference Database

Recent Additions | Contact Us

search: O all Epa @ This Areal

You are here: EPA Home » ToxRefDE » Search by Endpoint

Search by Endpoint

Returns Lowest Effect Levels (LEL) for Selected Endpoint.

all chemicals with Study Type are returned.

Chemicals with Endpoint/Effect have LEL displayed.
If multiple Effect Descriptions are selected, the Endpoint is agaregated and

the LEL represents the lowest dose any of the selected effects were observed.

Web-based Query Tool

U.5. ENVIRONMENTAL PROTECTION AGENCY

Selection Criteria

Study Type
Chronic b

Species:

rat .

Effect Type:
|Path0|0gy(NeupIastic) v|

Effect Target:
(e 3

Effect Desciption:
Adenocarcinoma,

A

L 1ML

¥iby Gender
COby ceneration

Additional Fields

MRID Mo

M vear

Guideline Mo
Start (Duration)
Finish (Duration)
O pata Usability
| Furity

O strain

O admin Method
[ admin Route

[ Submit Query ” Feset ]

- Office of Research and Development
National Center for Computational Toxicology

g Bookmark
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SEPA ToxRefDB
A AT— Web-based Query Tool

Agency

U.5. ENVIRONMENTAL PROTECTION AGENCY
ToxRefDB: Toxicological Reference Database [ e

Recent Additions | Contact Us search: Call EPa @ This Area |
“You are here: ERPAHome » ToxRefDBE » ToxRefDE Seard Page Resulks

ToxRefDB Home ToxRefDB Search Page Results

Data Entry Status LDT = Low Dose Tested

ki ARt @ HDT = High Dose Tested
EMDPOIMNT = Study Type: Chronic | Species: rat | Effect Type: Pathology (Meoplastic) | Effect Target: Liver | Effect Desc:

Explore ToxRefDB Adenoma; AdenomafCarcinoma Combined; Carcinoma

Search by Chemical : F| M| g
CAS No. Chemical Name et _ LDT HDT MRID_No |Study_Review_Year|Study_Type OPPTS_G

Search by Endpoint LEL{mg/kg/day} [LEL (mg/kg/day)

Enter Study 136-45-8 2obytdnedioathasslic 1, wogan 1000.00 B5.00  |1000.00|42093502 [1991 5704300

acid, dipropyl ester
17-817 %225;?”3" phihalate {enn o B00.00 300.00 |600.00 |00000000 1962 570.4300
141112-259-0 |zoxaflutale 500.00 500.00 0.50 50000 43904806 (1995 &70.4300
1861-3241 Dacthal s00.00 1.00 1000.00 42731001 (1993 a70.4300
G3-25-2 Carbaryl 484 B0 10.00 (48460 (421933071 (1993 3704300
1M-75-5 hlalathion A415.00 4.00 BR300 (43942901 11996 B70.4300
1058-62-3 hetaldehyde 314.00 2.00 31400 (42203601 11992 3704300
1194-65-6 Dichlobenil 183.80 162.40 2.0 183.80 |40823801 11988 870.4300
034128 Ametryn 176.10 2.00 17610 (40343505 1957 A70.4300
131341-86-1 Fludioxonil 141.00 0.37 141.00 (43080037 (1993 A70.4300
113136-77-9 Cyclanilide 58.60 2.00 5360 (438658314 11995 B70.4300
123312-89-0 Pymetrozine A6. 26 0.38 148,30 [440249517 [1995 G370 4300
51338-27-3 Diclofop-methyl 32.00 25.00 0.23 79.00 43927302 (1996 &70.4300
542755 JEEDEhEIaiens 25.00 12.50 280 |25.00 |43753801 1995 §70.4300
{Telane I

F7EE-34-7 hevinphos 0.&0 0.0z 0.yn 43038607 (19294 A70.4300
82697710 Clofencet 982.00 470 1288.00143183411 11924 3704300

- Office of Research and Development 16
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Cell Proliferation
Hyperplasia
Dysplasia
Regeneration

Proliferation

Aggregating Effects

Eosinophilic Focus Adenoma

Basophilic Focus Carcinoma
Foci Adenocarcinoma

Mixed Cell Focus Sarcoma

Clear Cell Focus

Pre-Neoplastic Neoplastic

Proliferation

Proliferative

Pre-Neoplastic Neoplastic

Pathology

- Office of Research and Development
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