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Resources \ Outcomes \

- Identify opportunities to

N\ -y ; develop new methods
o Integ rated Method Developers High-Quality Data

_ — = Compare method performance
Chemical Chemical Producers 0 Reference Chemicals - Identify data gaps
go Environment Risk Assessors 3 Computational Tools + Obtain and examine toxicity

and chemical data
- Develop testing strategies
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News & Events ICE version 4.0.1 Released August
2023
ICE v4.0.1 Release
. Visit News page for more information. | C E U pd a teS
IEEdNCSHEERc: ICE 4.0.1 Release Notes

New resources and site improvements: Release Notes ICE version 4.0.1 (August 2023) includes updates on data and tools:

Major updates in the data visualizations
for Search tool query summary results
(beta version)

Availability of population-level exposure predictions across multiple pathways through the ICE Search tool in addition to the ICE REST API
and IVIVE tool.

Major updates in the data visualizations for Search tool query summary results (beta version).

Addition of new quicklists:

o Mixtures and Formulationsin ICE

Availability of population-level exposure
predictions across multiple pathways
through the ICE Search tool in addition
to the ICE REST APl and IVIVE tool

o ToxCast Phasel, Phase I, and elk
Functional use categories added to ICE Chemical Characterization tool..
“Consumer Use Explorer” in ICE Chemical Characterization tool improved and rebranded as "Curated Product Use Explorer”.

Functional use categories added to ICE

Chemical Characterization tool Improved support for chemical name searching in all ICE tools.

Harmonization of structure and data fields in the dermal irritation/corrosion data set to make data computationally accessible and
Learn about ICE updates facilitate interoperability on the ICE user interface.
Multiple bug fixes to optimize functioning of the ICE website.

UPDATES

ICE 4.0 Release Notes a
ICE version 4.0 (March 2023) includes new data and updated tools:

New interactive data visualizations for Search results summary.

New Exposure Predictions data set providing population-level exposure predictions frem EPA's SEEM3 model.
Updates to the PBPK and IVIVE tools:

o Tools use models from httk R package version 2.2.2 (released February 2023).

o Ahuman gestational model from httk v2.2.2 has been added to both tools.

o Anew chemical concentration unit, ppmv, has been added when modeling chemical exposure as gas.

ES N L
[orarah EJ « ICE Database Access via REST API
N , ‘ » https://ice.ntp.niehs.nih.gov/api/v1/search

s o | « For one or more chemical ids, return a list of
Assay/Endpoint objects
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ICE Data (In Vivo and In Vitro)

.. ; # of

Data

Chemical Parameters Experimental physicochemical properties ~20000

ADME Parameters Fu, intrinsic clearance, Caco2 permeability ~3000 Harmonized
and updated

Acute Toxicity In vivo acute oral, dermal, and inhalation toxicity ~10000 datasets!

Cancer In vivo and in vitro cancer, and Weight of Evidence 3038

DART In vivo and in vitro DART 628

Skin Sensitization In vivo and in vitro skin sensitization 1771

Skin Irritation In vivo and in vitro skin irritation/corrosion 9595

Eye Irritation In vivo and in vitro eye irritation/corrosion 455

Endocrine In Vivo and low throu.ghput_lr_] vitro data on AR and ER 384

agonist and antagonist activity
CHTS Curated US EPA's ToxCast and Federal Tox21 assays (In ~10000

vitro)
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ICE Data (In Silico Models/Integrated Approaches)
" Endpoint | Modl | #ofchemicals

OPEN (q)saR App (OPERA)

Physicochemical Properties Mansouri et al. J Cheminform 2018 M+
: OPEN (q)saR App (OPERA)
S ELIE] [Fiegeiies Mansouri et al. J Cheminform 2018 M+
: : OPEN (q)saR App (OPERA)
FElEEelALINIS [Fepeiics Mansouri et al. J Cheminform 2018 M+
: OPEN (q)saR App (OPERA)
Environmental Fate Mansouri et al. J Cheminform 2018 M+
- Collaborative Acute Toxicity Modeling Suite (CATMoS) - Rat acute
e Q] ey oral toxicity. Mansouri et al. EHP 2021 M+
Estrogen Receptor pathway Model. 1812
Browne et al. ES&T 2015
Androgen Receptor Pathway Model. 1855
_ Kleinstreuer et al. Chem Res Tox 2017
Endocrine : . - :
Collaborative Estrogen Receptor Activity Prediction Project 1M+
CERAPP). M ietal. EHP 2016
(C llab t)' I\aﬂnZOl:_” ePa ject for And R tor Activit New exposure
ollaborative Modeling Project for Androgen Receptor Activity T '
(COMPARA). Mansouri et al. EHP 2020 M+ predictions!
Exposure Predictions Systematic Empirical Evaluation of Models (US EPA'S SEEM3). 475,000+

Ring et al. Environ Sci Technol 2019
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ICE Chemical Quick Lists

AR In Vivo Agonists

Reference Chemical List AR In Vivo Antagonists

AR In Vitro Agonist EPA Pesticide Active Ingredients

EPA Pesticide Inert Ingredients, Food and

AR In Vitro Antagonist Nonfood Use

ER In Vivo Agonist EPA IRIS Cancer Assessment
ER In Vitro Agonist EPA IRIS Non-Cancer Assessment
Eye Irritation-Corrosion IARC Classifications
. Mixtures and Formulations in ICE
Genotoxicity \

NTP Cancer Bioassay Chemicals
OECD Defined Approach to Skin
Sensitization: Human

RoC Classifications

Steroidogenesis - Androgen New quick
OECD Defined Approach to Skin Steroidogenesis - Estrogen lists!
Sensitization: LLNA Thyroid

Skin Corrosion Tox21 /
ToxCast Phase |, Phase Il, and e1k
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ICE Tools Workflow

> Integrated

Chemical
ey Environment

>

Expand Predict
. . . Generate .
inventory: Characterize Review : equivalent
! . . chemical .
Identify chemical in vitro : administered
e : . concentration .
similar inventory data details dose from in

. redictions .
chemicals P vitro data

Perform a
search

”~ N

=C _ Dose
i = CL,+CL,,®

S

Chemical
characterization

Curve Surfer

Chemical Quest
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Search

Generate Predict
chemical equivalent
concentration administered

predictions dose

Identify Characterize Review
similar chemical in vitro
chemicals inventory data details

Chemical input

Click “Select Data Sets” to now accepts
select assays organized by chemical

toxicity endpoint names and

s selection of data sets organized by

Results The Search tool allows you to query ICE data using chemical quick list selections (chemi
toxicity endpoints of regulatory interest.

Scope of Search

Run Reset Union w o

Chemical Input Data Selection

synonyms!

Access new
Help Video .Selec:l Chemicals | @ Select Data Sets | @ an d | m p roved

User Chemical Identifiers
=t Description Data Type
i & datasets!
63-25-2
DTXSID9020160 Select Data Sets o x

BPA Acute Lethality Sensitization Ititation/Corrosion Endocrine Cancer Cardiotoxicity DART | Chemical Properties Exposure ‘

17alpha-Ethinylestradiol

Click this button to view and

©® ~ cHTS
Select ICE Chemical Qu ick o Abnormal Growth and Differentiation in vitro
. (1] Angiogenic Process in vitro
L I Sts [i] > Cellular Processes

o > Cellular Stress Response
[i] » Endocrine-Related Processes in vitro
o Energy Metabolism Process in vitro
. . .. 1) > Epigenetic Process in vitro
Enter one chemical identifier o oo tmen
per row. ldentifiers can now 0 > Immun and Inflammatory Response oo

include names and T i -

[} Xenobiotic Metabolism in vitro
synonyms! ° —

Finished
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Search

Generate Predict
chemical equivalent
concentration administered

predictions dose

Identify Characterize Review
similar chemical in vitro
chemicals inventory data details

Input

s A
m Data Summary Query Summary (Beta)

Send filtered
Q Search Results results to other
> Selected Chemical Quick Lists (1)

Explore new

datasets!

CASRN links to NIEHS
CEBS and DTXSID links

to U.S. EPA’s Comptox https://cebs.niehs.nih.gov/cebs/
Dashboard https://comptox.epa.gov/dashboard/

ICE tools

Help

Help Video Selected Assays (0)

fizpart an s Chemical Identifiers Not Returned By Query (0}

Send filtered results to:

Download Select tool., ~ Clear Filter

Long View | [i]

Number of chemicals=96 | & |

i

Abnormal Cell
Growth Angiogenic Cell Death Cell N Extra:
Subst; QSAR and Process Process Cell Cycle Proliferat. Vizbility Matri
. ubstance . . X o . al i i E i E i (s N . N P 4
View Details @ Substance Name + . *  CASRN (CEBSLink) @ * DTXSID (Dashboard Link) @ * " ¥ Differenti. T 1 ¢ e ¢ Callis N s ¢ Process &
= FPr YV N et Type  WRREREDR AN . LA asnnoard L Ready D Differenti... Call {# Call (= Assavs=6a) Call (# Call (= (#
CI|Ck icons tO Call (# Assays=28) Assays=12) e Assays=6) . . Assay
N As5ays=l..
VieW Assays=6) 'y
substance = £Y = = £Y =l = =l =l ! LY
details _
e GCKMFJE... ) o . ctive(N=1 o i
wf = . . - . Active,Not Inactive(M... Inactive[fms Active[N=1... Activ
P B 17-Methyltestosterone Chemical 58-18-4 DTXSID1033664 UHFFFADY... o o , \ , ;
I Tested(N=5) Tested(N=6) Tested(N=7) fed(N=... Omit
a N ) ) ) . .
Click icons to
N filter results _
N VOXZDWN... Active.Not Active(N=3... Inactiva( ve(MN=3...
e, 17alpha-Estradiol Chemical 57-91-0 DTXSID8022377 UHFFFAOY... 0 Omit(N=2)... T Omit(N=1)... Inactive(N.. Omit(N=8).. Activ
[ ] Tested(N=5) . Tested(N=T) , ' ,
) @ N * Tested(N=6) © Tested(N=... Tested(N=...
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Hag

This tool uses fingerprints generated using Saagar features. Only 50 input chemical ids/struct

Run

Max hits perinput: 10 [i ] Tanimoto Coefficient: 0.7 Selected Item(s]: 0/10 ﬂ
View Results
Chemical ID input (one per line). o smiles Structures for simif Ay search o .

63-25-2
80-05-7
133-06-2

s N SE
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Characterize
chemical
inventory

Perform a
search

The Chemical Quest tool uses fingerprints to calculate structuy Chemical Name: Captan
CASRN: 133-08-2

DTXSID: DTXSIDS9020243
Tanimoto: top 10 hits and =0.7
Hit Count: 10

Passed Filter(s): 10,10

Draw 2D structures or
input chemical
SMILES

Search Custom Chemical List [

Reset

Chemical Structure

[E] C(C)1=Ce=clcalc=ct

57-63-6 =
B82657-04-3 =,
(-
| BeRmaxpE™ ? =
A & v o b N o ¥ 0
H Results show number of a
Cl o n 0 0o

; similar structures identified
o for each input chemical or
s structure

= =

v e 0

*R1

Review
in vitro

data details

Similar Structures to: Captan

Send filtered results to:

RG]

Select Filter to add to chain:

100% i.__|_____________________.............

CASRN

Chemical Name

Select this item

DTXSID

SMARTS

CASRN: 86199-2
DTXSID: DTXSID
Name: (1,3-Diox

Has Bieactivity: false

Has Bioactivity

Tanimoto
Tanimoto Value. virawms

Generate
chemical

concentration
predictions

- Chemical Quest

Predict
equivalent
administered
dose

There are several filter options

o/ including filtering by specific
N substructures (SMARTS)

~ r & of1 Showing 1-10 of 10 hits.

=Elect All Filtered

Clear Selected

Sort Results By [i]

CASRN hd

Only show selected items Selected Item(s): 2/10

Select this item

{ASRN: 8003-20-1
ITXSID: DTXSID301339910

lame: 3a3,4,7,7a-Tetrahydro-2-[(t...

«animoto Value: 1.0

Has Bioactivity: false

Select this item

CASRN: 75045-72-6

DTXSID: DTXSID009956550

Name: Copper(2+) zinc hydroxid...
Tanimoto Value: 0.888889

Has Bioactivity: falze

N_/

o When specifying SMART strings,
. the substructure will be highlighted

CH3 for easy identification

O000AOO cose |

SMARTs Filter
Enter SMARTs “
car Add SMARTS Query

Chemicals that match the entered SMARTS Query

o
. Br
| n—'
= )
Y
1 results in 1 items listed

Select SMART Query [i]
Search

2 et Count

M c=c 10010 10.. *

W cr

(1) 10.. *

10 results selected of 10 (100.0%)
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Perform a ..
similar

xj/:/I_ Chemical Characterization: Updated in Release 4.0.1

Chemical

Characterization

chemicals

Values displayed are Open Structure-Activity/Property Relationship App (OPERA) predictions:

Generate
chemical equivalent
concentration administered
predictions dose

. Predict
Review

in vitro
data details

Lists

Both Chemical Lists v
Send filtered results to:
@ Select too ~ Chemical List (OPERA) Predictions by Input List, CASRN 0
OPERA,
CASRN [EBS gy DD LR Molecular OPERA, ﬁ:‘:‘W :
List Substance Name ) o (Dashboard Weight, Boiling -
Link) . Constant,
Link] g/mol Point, € atm-
m3/mel
Custom
Chemical Carbaryl 63-25-2 DTXSID2020247 201.221 314.943 -7.86
List 1
Custom
Chemical Captan 133-06-2 DTXSID2020243 300.589 302.104 43
List 1
Custom
Chemical (+)-cis-Permethrin 54774-45-T DTXSID5052208 391.288 401.44% -T.62
list 1
@@ Chemical List Statistical Summary of (OPERA) Predictiens 0
Endpoint Min 25th Median Mean 75th Max

OPERA, Water
Solubility, -10.4 -4.35 -2.33 -2.81 -0.869
log10, moles/L

Molecular
30.026 120.17 197.448 214,852 268.352

Weight, g/mol
OPERA, Octanol-

Air Partition
. 0.969 3.854 T.843 6.883 9.383
Coefficient, KOA

loglo

1.355

1202.611

11.757

@P E RA OPERA V2.8 (Mansouiri et al., 2018)
0

PEn (g)saR App

Users can input one or two lists
of chemicals and toggle results
to show one or both lists

Summary details show product
use details by category and by
chemical

umed by Query (44) @

Lists  Both Chemical Lists

Nested bubble
graphs show
curated product
use categories
derived from
EPA’s Chemicals

and Products
\Database (CPDat

> All Chemicals Popup

Chemical Curated Product Use: i
(172 Use Cases - 41 unique chemicals) Sub Category Count

! Chemical Curated Product Use Details (172 Use Cases - 41 unique chemicals)
Curated Product Use
e Cases - 41 unigue cl

(172 Us: hemicals)

i I construction and Maintenance 104
i I corsumerGoods 36
i I reomotive Vehicle Componentsa.. 12
i I occupstional supplies 12
Bl i 8
Send fltered results to: L]
@@ s « Curated Produc se Categores by DTASI, CASRH
DTXSID(Dashboa = Substance Name CASRM (CEBSLinl = 5ub Categories Count
als DTSIDE021482  Acetone 67-64-1 [T -]

ali  DTXsID3020205 Benzyl butyl phthalate 85687

EEE

ali  DTxsiDeo22292 Permethrin 52645531

Y

‘III DTXSID2021781 Dibutyl 1,2-benzenedic... 84-74-2
[Occupational Supplies]
Rssay Call Rasuls (DT45105)
(40 Chemicals)

8000+

W Active
Construction and Maintenance
B Inactive
6000
B QCOmit
Flag omit

[Automotive - Vehicle Components and Care|

call Count
5
8
g
8

2000+

Consumer use
categories are
now called
curated product

CPDat v3 (Williams, 2017) use categories!
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OECD Functional Use By Substance
49 substances
2,4-Dinitrophe... - T - - | T

3-(3,5-Dich

I

The number of
substances with the
given type of
functional (Derived
from EPA’s CPDat)

Atra
Benflur {
Benomyl-{

Benzyl butyl p...{
Bicalutamide -
Bisphenol A

|__l

1 | TR

-

Substances

Procy:

Proparg
Propiconazole -
Propyzamide —{

one—|

=1

Resveratrol—

Chemical Characterization: New in Release 4.0.1

Predict
equivalent
administered
dose

Generate
chemical
concentration
predictions

Review
in vitro
data details

Predicted Functional Use By Substance
32 substances
— { [ AR In Vitro Agenist (R)...

B AR In Vivo Agonist...
Both Chemical Lists

Color of the cell
corresponds
with chemical

list in chemical

query

HFlame retardant
K Pentachloronitrobenzene
AR In Vivo Agonist, AR In Viv‘g Antagonist

Category and L — —— : : Hover over colored cells
Z-Tetrachlorvi.. T . - - - .
e — —— : : to see chemical name
heatmap e e e e e ———— .
: i _ T - RS and functional use
visualization! T e v e T ——

OECD Functional Use Category

Predicted Functional Use Category

CPDat v3 (Williams, 2017; Philips et al. 2018)
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Generate Predict
chemical equivalent
concentration administered
predictions dose

Identify Characterize
similar chemical
chemicals inventory

Perform a
search

R . to filter based on
iSsay, assay target,
dd to chain (1] @ Py = c
< (e W5 ] 0 . View data breakdown
18.5% Clear Filters -

Results By Direction 1
st _ by filter terms and
Select All Fiitered | Clear Selected Chemical Name v A v Overlay Selected |  Overlay Filtered
.
Seected e 75 © see selection

. .
highlighted
E] ACEA_AR_agonist_AUC_viability E] ACEA_AR_antagonist_80hr
82657-04-3 82657-04-3
s0
t I
40 !
[ =, : Mean: 30.00
= - H S S=csocopooocooloocoootoooocoooaroooE - — ) Std. Dev.: 27.05
£ a0- p of Curw - ;i = C ) M
E f‘ =SS £ s Enter Values @@ : 22 Inverse Mode @@ ptrnirai Lt
o 204 ol |
5 t 30 /
g 10 ' 6
] /: 2 — @ @
L = I
. I
— I
10 L]
10 10 10 1 10 10? 10 10 10 1 10 10
Congen tration {uM) Concentration (uM)
Assay: ACEA_AR_agonist_AUC_viability Mechanistic Target: Cell Viability Process M Target: Androgen Metzbolic Prg
CASRN: 22657-04-3 DTXS: ITXSID2020160 R rmone Nuclear Recept)
Chemical Name: Eifenthrin Winning Curve-Fit Model: Hill D
ACS0 (uM): 27.14 ACC (uM): 27.85 Winning Curve-Fit Model: Hill
Top of Curve: 43,66 Call: Active ACC (uM): 18.43
Call: Active

Plots have key features
highlighted and details
for assay and chemical
information are ‘

provided below plots e

Kernel Density Estimate (KDE)
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. . . Predict
Identify Characterize Review .
Perform a e : .. equivalent

similar chemical in vitro

search . . . administered
chemicals inventory data details dose

Results lIIIiII ] PBPK tool allows you to generate predictions of tissue-specific chemical concentration profiles following a dosing event

Species: human, ADME Source: Default, Model: Solve_fetal_pbtk, Exposure Route: iv, Exposure Interval: 24 Hours, Exposure Length:

U pd ated AT s LiJ 0.25, Simulation Length: 2 Days, Body Weight: 70.0, Gestation Days: 91.0
. Li} Exposure Route o
version of httk! §
New fetal pbtk Choose human or Y
' rat (fetal model only o »
model! allows human) . . Customize model
Inhalation - N parameters such as
Exposure Route, Exposure
m Od e I n OW Exposure Dose o Simulation Length, Days 0 p .’ p g
{ i, . Length, and Simulation
a Cce p S. Sestational Day when Exposurs Starts o Output Canc. Units 0 Le ngth
concentration . -
units of ppmv! - ° °
/ Solve_fetal_pbtk ~ .
Choose from 3 Solve_pbtk :r‘:rl]eall:::f::liimpartments o
Solve_gas_pbtk shared by mother and fetus.

PBPK models
sourced from US
EPA’s httk package

-

[\/ Solve_fetal_pbtk

Chemical Input

Select Chemicals o

Quick List CASRNs User Chemical Identifiers
133-06-2

httk v2.2.2 (Pearce et al., 2017)

54774-45-7
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. . . Predict
Identify Characterize Review .
Perform a e : .. equivalent
similar chemical in vitro

search . . . administered
chemicals inventory data details dose

Select Compartment(s) [i]

2 values X v

Cadipose DTXSID: DTXSID5020576

For each input chemical, the
results show the
concentration of the chemical
over time in plasma and each
tissue compartment

v Cart

v (Cfart

[output Unit: uM Exposure Route: iv
Species: human Exposure Interval: 24
[Model: Solve_fetal_pbtk  Exposure Length: nul
Simulatior

Ethinylestradiol 3
Jaion Length: 3

Cfbrain

Cfgut

— cart
Ctkidney T St
Cfliver '¥

Cflung
Cfplasma
Cfrest
Cfthyroid
Cfven

T T T T v T
Cqut 2200 2210 2220 2230 2240 2250

hours

Ckidney

Cliver Box and Whisker -- Cmax

<99 B cadipose
D Cart
30+ I cfart
Boxplots show the B oo
Cmax distribution 1 cricne
: : across all returned £ 2 : B cung
S Cfplasma
Visualize fe,_[al and chemicals for each 15— ] 1 ] I —
maternal tissue compartment 1o, B B E ) B civen
- - . Cgut
concentrations! . Emm — B = -] BE m G
. I Clung
0 T T i i i T T i i T T i i i T T i i i T st
S, S Oy Oy %, TRy, m, O, T, O, T, vy S Sy g, b, G, o e
”o“rp e Uy G ’d,,@}, o g eg% S J,,O’_d N & C’/)E}, (N g GC@o,s 6‘9’776 'S ,,
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Y
- = e
Resulzs Ia --J.f

S

Fun Rssat ° ~ Endpolnt: AC50, Specles: human, ADME Source: Default, Model: Solve_fetal_pbtk, Exposure Route: v, Expasure Interval: 24.0 Hours, Exposure Length: null, Simulatlon Length: 3.0 Days, Gestatlonal Days: 91.0, Body Welght: 70.0

In‘Waro Endpaine

-~ N\

Te. - Dose &
i & CL,&('L,,T

IVIVE

Review
in vitro
data details

Characterize
chemical
inventory

Supesure Anuts

IVIVE: Updated in Release v4.0

Generate
chemical
concentration
predictions

The IVIVE tool uses pharmacokinetic models to predict the equivalent administered dose (EAD) from the activity concentration of selected assays.

New fetal pbtk

Type of activity concentration 0 e N modgl!
(AC50 or ACC) Inhalation
Bodyweight 0. L. A
Customize model model now
I o e o parameters such as accepts
o e Exposure Route, ,
s is 0 . Exposure Length, co_ncentratlon
: and Simulation units of ppmv!
Choose from in house _ .
o Length
ICE models and e L
mOdels Sourced from s bl‘i - -:::Ie.lf.rt:rr the LS?F‘A 'tl:k pick:age '.h.:'. includes Ii:m.h-materljalanfj :Et-‘:l
US EPA'S httk Package ;: Ia]ulntcrgansh:n&d by mother and fetuz. For detzils see Uzer Guids [A.
. | e ] o RGu I Epmm———_0 Upload custom in vivo or exposure
Sethemesk | 0 T —— N data to overlay on charts or upload
Quick List CASAN= User Chemical ldentifiers L o L ploa X, Dropfile here i .
- o custom in vitro data to run through
Uploaded Files IVIVE

httk v2.2.2 (Pearce
et al., 2017)
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Generate
chemical
concentration
predictions

Identify Characterize Review
similar chemical in vitro
chemicals inventory data details

Perform a
search

IVIVE Results Visualizations

Select EAD to vizualize: Select in vive data or exposure data to display. 0

Box and whisker plots show Equivalent Overlay new exposure
Administered Dose (EAD) based on in predictions!
vitro inputs

EAD 50th v Exposure Predictions v Log Axis

Estrogen Modulation (Uterotrophic LEL)
Zelect Page

Acute Lethality (Acute Oral Toxicity Assay

1 ~ o oft LD50)

Hover over graphic for interacti Androgen Modulation (Hershberger, rat
agonist LEL)
Endpoint: ACS0 Exposure Routs: oral th H
Androgen Modulation (Hershberger, ra EAD 50th Box and Whisker [T, ST 957 percentile
antagonist LEL) =
v Exposure Predictions
— [ Eap
. e B Exposure Predictions
14 - § = — ==
8T A .
" r
S £a) +— Median
Users can now overlay = -
T & . .
Exposure Predictions =y Y
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O\ New in Releases v4.0 and v4.0.1

Search

Ongoing Additions — Search Query Summary Results (In Beta)
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NationalInsiuts of Future Additions — Genetic Enzyme Variability in

Workflow Overview: [ \ [ \
1. Exposure (dose) : @PERA ' I I
2. PBPK parameters I eSS : l :
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4. Metabolite data =TT === —TTTTTT T Kl ADMET Predictor ® I
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Summary

« ICE is an open-access computational tool with highly-curated data and interoperable computational
tools intended to support the development, application, and evaluation of New Approach
Methodologies

« ICE is continuously updated to address evolving stakeholder needs. This includes, but is not limited to,
the following updates released in 2023:

* The ability to search using chemical names and synonyms

Population-level exposure predictions from EPA’'s SEEM3 model

Gestational models from EPA’s httk package (v2.2.2) in PBPK and IVIVE tools
* Functional use categories derived from EPA’s Chemical and Products Database

* New quick lists for mixtures and ToxCast chemicals

» Future updates will include the incorporation of additional endpoint specific visualizations and the
integration of enzyme variability into PBPK models
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