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Section 1

Introduction

The U.S. EPA, as part of its mission to protect human health, develops tools (methods,
measures and models) to improve the risk assessments that are used by the Agency to
predict adverse effects from exposure to environmental agents. As with any predictive
approach, there is often considerable uncertainty associated with these assessments. To
reduce this uncertainty and to increase confidence in our policy decisions, the Agency
must use the best and most-up-to-date science. Current approaches include the use of
state-of-the-science predictive models to describe the physical, chemical, and biological
processes that may be impacted by an exposure to a chemical of concern. Scientists often
need to predict the dose of chemicals within the body that results from an environmental
exposure. This requires the knowledge of many biological processes and chemical
factors both inside and outside of the body. Predictive mathematical models, which can
accurately describe the biology and chemistry within the human body, are used to
estimate and predict the dose. With improved dose models, risk assessors can better
predict possible health impacts and insure that the Agency’s risk management decisions
are founded on high quality science.

Over recent years, physiologically based pharmacokinetic (PBPK) models have been used
to better describe internal doses resulting from exposures to chemicals in the
environment. PBPK models are mathematical descriptions of how chemicals are absorbed
into, transported through, eliminated from, and stored in the body. More recently,
physiologically based pharmacokinetic and pharmacodynamic (PBPK/PD) models are
being used to mathematically describe not only the disposition of a chemical in the body,
but also how some normal biologic processes are altered as a result of the chemical in the
body. PBPK/PD models should provide the ability to evaluate, estimate, and predict
measures of toxicologically relevant doses.

The Exposure Related Dose Estimating Model (ERDEM) is a PBPK/PD modeling system
that was developed by EPA’s National Exposure Research Laboratory (NERL). The
ERDEM framework provides the flexibility either to use existing models and to build
new PBPK and PBPK/PD models to address specific science questions. Over the past
several years, ERDEM has been enhanced to improve ease of operation and to provide
additional modeling capabilities. With these enhancements, ERDEM has been applied to
a variety of chemicals as part of the regulatory risk assessment process. Applications for
malathion and N- methyl carbamate were presented to and peer-reviewed by the FIFRA
Scientific Advisory Panel.



This report provides information on the use of ERDEM and related software. ERDEM
can be found on the web at: www.epa.gov/heasd/erdem/erdem.htm. For the user,
ERDEM requires no special software other than the basic Windows environment
commonly used on PCs. The ERDEM system includes three components

the ERDEM Front End,

the ERDEM Model(s) built in Advanced Continuous Simulations Language

(ACSL),

the ACLS Viewer.
The ERDEM Front End is a Windows-based application that allows the user to enter
exposure, pharmacokinetic, and pharmacodynamic parameters and data and to store them
in a database for later use and export to a command file for input to the ERDEM Model.
The ERDEM modeling engine contains differential equations that use the physiological,
biological, and pharmacodynamic modeling data that are entered via the ERDEM Front
End. The various features (compartments, metabolism, exposure, and enzyme inhibition)
of the modeling engine are accessed by flags that are set by the user. The ACSL viewer is
part of the ACSLTOX modeling engine environment that allows the user to start and view
model run results.

This introduction is dedicated to explaining and exploring the ERDEM system. Section 2
takes the user through the installation process. Section 3 introduces the computer screens
of the ERDEM Front End, where toxicologists and risk assessors may enter exposure,
pharmacokinetic (PK) and pharmacodynamic (PD) parameters and data.. Section 4
presents the export of the entered data into a command file for input to the ERDEM
model engine(s). Section 5 discusses the use of the ACSL Viewer used to run the model.
This is followed by a mathematical description of the exposure pathways (Section 6), the
absorption and of the exposure chemicals through the lung, gastro-intestinal (GI) tract,
and the skin (Section 7), the disposition and metabolism throughout the various
compartments (Section 8), and the pharmacodynamics of enzyme kinetics provided in
Section 9.

ERDEM consists of the following compartments: Arterial Blood, Brain, Carcass, Closed
Chamber, Derma, Fat, Intestine, Kidney, Liver, Rapidly Perfused Tissue, Slowly Perfused
Tissue, Spleen, Static Lung, Stomach, and Venous Blood. The mathematical equations for
these compartments are presented in Section 7. Each of the compartments (Brain,
Carcass, Fat, Kidney, Liver, Lung Tissue, Rapidly and Slowly Perfused Tissues, Spleen,
and the Static Lung) have two forms of elimination, an equilibrium binding process, and
multiple metabolites. System diagrams for the Static Lung (Figure 1) and Breathing Lung
(Figure 2) are presented. The model diagram of the Breathing Lung shows the movement
of chemical across the three boundaries. The Breathing Lung utilizes the compartments:
Alveoli, Lower Dead Space, Lung Tissue, Pulmonary Capillaries, and Upper Dead Space.
Lastly, there are two diagrams showing the Gastro-Intestinal (GI) Model (Figure 3) and
further details (Figure 4) of the GI. ERDEM allows for multiple circulating compounds
with multiple metabolites entering and leaving each compartment. The Gastro-Intestinal
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model consists of the Wall and Lumen for the Stomach, Duodenum, Lower Small
Intestine, and Colon with Lymph Pool and Portal Blood compartments included. Bile
flow is treated as an output from the Liver to the Duodenum Lumen. All chemicals
including their metabolites are treated as circulating. Nonspecific ligand binding, e.g.,
plasma protein binding, is represented in Arterial Blood, Pulmonary Capillaries, Portal
Blood, and Venous Blood.

REFERENCES
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Assessment of Carbaryl Exposure Following Turf Application Using a Physiologically
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DC., 2005.
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Panel (SAP) Open Meeting, August 23-26, 2005, Docket Number: OPP-2004-0172,
Washington DC.
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Section 2

ERDEM Front End User Guide
Beta Version 4.1.1

2.1 Installation
1. Insert the ERDEM Beta, Version 4.1.1 CD-ROM into your CD-ROM drive.

If Auto Run is active on your system, the “ERDEM Installer” window will
automatically appear.

2a.Follow the “ERDEM Installer” instructions that are displayed.
-OR -
2b.If AutoRun is not active on your system, do the following:

b1. Select “Run” from the Windows Start menu.

b2. Type the drive letter for your CD-ROM and the following path:
D:\ERDEM INSTALLER.HLP (In this instance, “D:” is the CD-ROM drive
path; it may be different on your computer.)

Note: You can also use Windows Explorer to navigate to your CD-ROM drive and
double-click on the “ERDEM-INSTALLER.HLP” file.

b3. Press the “Enter” key.
The “ERDEM Installer” window will appear.

b4. Follow the “ERDEM Installer” instructions that are displayed.

Important:
If you have a previous version of ERDEM installed, the system will inform you that
the previous version must first be uninstalled. This installation then will guide you
through the uninstall of your previous version, back up the user’s database, if it exists,



and return you to the ERDEM Install program. As directed, click the “ERDEM
Install” icon again to complete the installation.

It is recommended that you do a standard installation, accepting all default settings.
That is, click “Yes,” “OK,” “Next,” or “Finished,” as appropriate on the various

windows. The Install program will install ERDEM and all related components.

For your convenience, this user guide is also available from ERDEM Online Help.



Section 3

Using the ERDEM Front End

3.1 Introduction

As a comprehensive modeling system, ERDEM contains a PBPK model engine
component that can create scenario-based simulations and target dose estimates for
exposure of a species to multiple chemicals, metabolites, compartments, enzymes, and
exposures. The input management component uses a Windows-based graphical user
interface and relational database that enables the user to enter, edit, report, and export
data sets of user-assigned physiological information. ERDEM takes away the tedious and
error-prone activities associated with entering, maintaining, and exporting physiological
inputs and assessing outputs for PBPK models.

The ERDEM Graphical User Interface (GUI), also known as the ERDEM Front End,
provides an efficient method for entering pharmacokinetic modeling and exposure
parameters and storing them in a database for later use and export to the ERDEM Model.
This section introduces you to the ERDEM Front End interface. Details on data entry and
window dependencies are provided in the ERDEM Online Help and the Tutorial, using
icons that can be found on your desktop after installation.

3.1.1 Recommended Screen Settings

It is recommended that your screen resolution be set to 1024 x 768 pixels and that your
screen colors be set to Windows Standard or Windows Classic. This will ensure that you
can see complete windows and that marks in selection boxes are visible.

3.1.2 Model Data Sets

The ERDEM Front End uses the concept of the Model Data Set (MDS) to organize, store,
and retrieve entered data. All data entered via the ERDEM Front End must belong to a
model data set. An MDS consists of a full set of simulation data records. That is, it
contains all the data that was entered via the ERDEM windows and that eventually will
be exported to the ERDEM Model for estimating exposure-related dose. The MDS you
have open at a given time is called the current MDS.



3.1.3 Data Entry Pipeline

Data is entered in a specified sequence, or pipeline, that validates for data integrity as data
entry proceeds. The steps of this sequence are accessed as individual windows that allow
for adding, saving, editing, or deleting data. The menu selections can be thought of as
joints, or segments, in the pipeline. The sequence proceeds from left to right across the
“Main” menu, and from top to bottom on each submenu.

The ERDEM Front End has built-in safeguards that prevent you from missing steps in the
pipeline. For example:

e Required data entry fields have blue field names. If you attempt to save a window
before completing all the required fields, you will be prompted to fill in the required
fields and you will be directed to the appropriate fields.

» If you attempt to enter data at some stage of the pipeline before opening an MDS, you
will be given an opportunity at that stage to open an MDS. The MDS you open then
becomes the current MDS.

» If you attempt to enter data at a later stage of the pipeline (i.e., a later menu) before
completing required data entry at an earlier stage (i.e., on an earlier menu), you will be
prompted to fill in the missing data and you will be directed to the appropriate
menu/window.

ERDEM Front End features include window shortcuts to help you be more productive.

Everything in the system has been designed to relieve your burden in terms of accessing

and organizing data, maintaining data integrity, and editing data.

These and other ERDEM Front End features will be discussed in the following sections.

3.2 Accessing the Data: Overview of the ERDEM Menu System

3.2.1 Main Menu

1. Double-click the ERDEM software icon, located on your desktop.

The “ERDEM?” software will open; the “Main” menu will appear as shown below.

=] ERDEM: (SAMPLE DB Open)

File Maodel Activity  Chemical Chemical Compartments  Ermzvmes Exposure  Special Processes  Feporting  System  Export Help

ERG FO OF 00 Fiimig b W
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t=] ERDEM: (SAMPLE DB Open)
File Model Activity Chemical  Chemical Compartme

EZa XL &F 2050

The menu items are icons that provide shortcuts to
frequently used functions. Screen tips describing
each icon’s function appear when you place the
mouse pointer over the icon. For example, the
heart icon is a shortcut to the “Compartment Blood
Flow” entry window, as shown at right.

Cormpatrtment Blood Flow

3.2.2 Additional Menu Features

When a data entry window is open, another row of icons providing additional functions
appear below the “Main” menu, as shown below.

(-] ERDEM: (SAMPLE DB Open) (-] ERDEM: (SAMPLE DB Open)

File Edit mMaodel Activiky Chemical Chemical Compartments  Enzymes |
BEGQ FOLOY &1 =030 |F 2 B 88
i B O

Again, screen
tips describing
each icon’s
function appear
when you place the mouse pointer over the icon. For example,
as shown at right, the diskette icon is a shortcut to the “Save”
function.

File Edit Model Activity  Chemical
EETAEINEIEY
w o

Note: This manual provides an overview of the ERDEM Front End menu and window
system. Details on menu items, data entry, and window dependencies are provided
in the ERDEM Online Help and the Tutorial.

3.3 Organizing the Data: The Model Data Set Concept

The first step in the data entry pipeline is to define a Model Data Set (MDS). Complete
the following steps to create a new MDS:

From the “Main” Menu

113 3 2
1. Select “File”. =7 ERDEM: (SAMPLE DB Ope
FHEN Model  Activity  Chemical

The File menu will appear, as shown at right. Hew ModelDataise!
Open Model Data Set

Open User Database

The File menu options allow you to (1) create a New Model Open SAMPLE Database
Data Set, (2) open an existing Model Data Set, (3) open a User Exit

Database, (4) open a SAMPLE Database that is provided by
default as part of the ERDEM Install program or (5) Exit the
ERDEM Front End.

3.3.1 Define a New Model Data Set

11



(2] ERDEM: (SAMPLE DB Ope
RIS Model  Activity  Chemical

2. Select “New Model Data Set,” as shown at right.

Mew Model Data Set

The “Definition of Model Data Set” window will appear, with e —

the “Definition” tab active, as shown below. This window
enables you to enter the initial simulation data. (This is the first
window in the data entry pipeline. The initial data entered on this Exit
window provides the starting data record framework for
subsequent windows that are used to build the MDS.)

Open User Database
Open SAMPLE Database

{Z) Definition of Model Data Set

Definition i 8% Settings i (=) Units ]
Mame: 1
Description:
SpeCies: Sub Species: ]
Ay Age:1 Sex 1nia '] [ Prirt Final Results
Versior: | x| T Active
Log Path:i Yariable History Path:i

Remember that on all windows in this program, fields with blue field names require
information entered in them. Data may be entered in the other fields as appropriate for
your Model Data Set. For fields with down arrows, you can enter data by selecting
from a drop down, or pick list, as shown below.

{21 Definition of Model Data Set

B4 Definition

Mame: ]

Dezcrigtion:

Species: 1

Ay Age |

Sub Species: 1
Sew: |nfa_w| [ Print Final Resutts

“'ersion:

Log Path: [=-
2

3. Click on the “Settings” tab. This selection provides for entry of other parameters.

12
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' Defintion 8 settings ] (S Urits ]

{21 Definition of Model Data Set

Yolum

[ Biody Y olume:

Cardiac

<--Wh hecked, Activity Cardiac Output
o e e en checked, vity Cardiac Outp

required on Model Data Set Activity window.

Integration
Communication Interyals: Irtegration Intervals: ﬁ
Relative Error Limit: i O0E-04 Integration Settings Help |
Duiration

Start Time: Stop Time:

4. Select the “Units” tab. This selection provides for the setting of measurement
units, as shown below.

BEE

[ Definition of Model Data Set

P Definition I 93 ettings () units

Present Lnits Convert To Units
Mazs Linits: htazs Linits: m
olume Units: m olume Units: m
Time: Units: m Time: Linit=s: m

3.3.2 Save the Entered Data

5. Click on the “Save” icon (the diskette icon) below the “Main” menu, or select

“File,” “Save” from the “Main” menu, or use key strokes “Ctrl+S.”
Required Field

When you save data, if any of the required fields do
not contain data, you will be prompted to enter data in
those fields. For example, if you did not enter a Model
Data Set name, you would see a message like the one
shown at right.

.
\I!) Please enter a model daks set name,

13



When you have saved your (2] ERDEM: TESTING123 (SAMPLE DB/ Open)

MDS definition, its name File Edit Model Activity Chemical Chemical Compartments  Enzymes  Exposure  Sp
appears at the top of the screen. 2G| FOD| o =S0(Fump BB
For example, if you named your W BEHD O

MDS “TESTING123”, the
name “TESTING123” would
appear at the top of the screen. E'Definition \ﬁSeﬁings } D nits
In the example at right, note that
the “Print Final Results” and
“Active” fields are checked.

[ Definition of Model Data Set M=

WG ITE S TIMG 23
Dezcription; rhis iz & test

Species: | Sub Species: J

6. Perform one of the fOllOWiIlg Ay Age: | Sex:|nia v| W Print Finel Resutts
three functions to close the ersion: [2.02% Sl A
“Definition of Model Data Log Patr: [ ERDMZ0ZKIER:  Variable History Path: [ ERDM20ZHXER
Set” window: (1) click the red
and white “x” in the top right
corner of the window, or (2)
Select “File,” “Close” from
the “Main” menu, or (3) if you prefer to use keystrokes, you can close the window
by pressing “Ctrl+F4”.

7. If you have not saved the MDS definition, a box Definition of Model Data Set %]
will pop-up (as shown at right) giving you three
options to choose from: (1) Yes: To save changes, A PR e
(2) No: To not save changes, or (3) Cancel: Return

to the “Definition of Model Data Set” window. e ke I Chs \

3.3.3 Open an Existing Model Data Set

If the desired MDS already exists in the system, you do not (-1 ERDEM: (SAMPLE DB Ope

need to re-create it; you need only to open it. liall Model Activity Chemical
Mew Model Data Set

Open Model Daka Set
13 . ”
From the F|Ie Menu Open User Database
Cpen SAMPLE Database

1. Select “Open Model Data Set”, as shown at right. Exit

The “Open Model Data Set” window will appear, as shown
below. Existing MDSs are listed in the upper part of the window. A description of the
highlighted MDS appears in the lower part of the window.

2. Choose an MDS and click on the “Select” button.

14



[ ]Open Model Data Set
Madel Data Set:

CHILD_PAR_INHERIGESKA A

HUMAN_BDCM_INHERIGESHYY_NCES,
HUMAN_DCA_RIGESKM_NCEA,
HUMAN_MAL_EZ_SKS
HUMAN_MTEE_INH_CORLEY

Description:

Fizher version of the TCE model for a human female - one metabolite TCA, one activity
and Inhalstion exposure.

Include Inactive Data Sets: [ Select | Close Help

The Selected MDS becomes the current MDS, [ :ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)
and ltS data WIH appear in Subsequent WindOWS’ File Model Activity  Chemical  Chemical Compartments
as shown at right. =0 FU @ &P =050 3

Note that the name of the current MDS appears
at the top of the screen. This MDS name will remain at the top of the screen until you
open a different MDS. It will be there as you open and work in the various ERDEM
windows, so that you will always know which MDS you are working in.

3.3.4 Copy/Delete Model Data Set

3.3.4.1 To Copy the Current MDS:

From the “Special Processes” Menu

1. Select “Copy/Delete Model Data Set,” as shown below.

15



(-] ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)

File Model Activity Chemical Chemical Compartrents Enzymes Exposure BEi=skNaE Reporting  System  Export

Hﬁ%%‘@ﬂ]"&ﬁ‘;;ggﬂg ::pﬂg|’ Diata Set Process

Swstem Yariable Processing
Special Yariable Setting

Flot Groups (Chem/Metab)
Flat Groups (Enzymes)

Experimental Data

el Data Set

Delete Chemical/Metabolism Reaction/Enzvme

COPY CURRENT DATABASE
CONVERT DATABASE
RESTCRE SAMPLE DATABASE

Run &CSL Yiewer
Radio Label Groups

The “Copy/Delete Model Data Set” window appears, as shown below.
Note that the name of the current MDS appears in the upper part of the window.

[ ]Cnpyf[)elete Model Data Set
COPYING/DELETING: FEMALE_TCE_INH

~ COPY PROCESS
Hew Model Data Set Hame: | TESTINGSSY

Copying Process

Loading Selected Model Data Set Records
Copying Basic Model Data Set

Copying Model Data Set Activities

Copying Model Data Set Subsystems
Copying Model Data =et Subsystem Activities
Copying Scaling Yariables

Copying System Yariables

~DELETE PROCESS

Delete Model Data Set: |[FEMALE_TCE_INH

Delete Start |

2. In the “New Model Data Set Name” field, enter a new MDS name. In the example
below, the new MDS name is “TESTING987”.

16



= Copy/Delete Model Data Set B|
COPYING/DELETING: FEMALE_TCE_INH

COPY PROCESS
lNew Model Data Set Hame: | TESTINGSE7|

Copying Process Complete |~
Copying Model Data Set Plat Group v
Copying Special Yarighles MO RECORDS |
Copying Model Data Set Individual Plot v
Copying Model Data Set Plot Yariable List v
Copying Fadio Label Group MO RECORDS |
Copying Radio Label Chemical Group MO RECORDS [
Copy Finalization v

w

DELETE PROCESS
Delete Model Data Set:|FEMALE_TCE_INH =]

Celete Start

3. Click on the “Copy Start” button.

As each copy process is running, the word “Processing” appears to the right of the
process name. When a process is complete, a check mark appears in its “Complete”
box. When all the processes are complete, a message box, like the one shown below,
appears on top of the window informing you that the MDS was copied successfully.

COPYING/DELETING: FEMALE_TCE_INH

COPY PROCESS
Hew Model Data Set Hame: hESTINGQS?

Copy Model Data S5et Notice

Copyind i The current Model Data Sek (MD3) was copied Successiully!
The new MD3 is called: "TESTINGIST

Coprying
Copying
Copy F
W
DELETE PROCESS
Delete Model Data Set: |FEMALE_TCE_INH ]

Delete Start

4. Click on the “OK?” button.



The message box will disappear, revealing the “Copy/Delete Model Data Set” window,

as shown below. Boxes will be checked, indicating that copying processes are
complete.

[ ]Cnpyﬂ)elete Model Data Set

COPYING/DELETING: FEMALE_TCE_IMH

~COPY PROCESS
Hew Model Data Set Hame: TESTING98?|

Copying Process Complete A

Copying Model Data Set Plat Group |7 i

Copying Special Yarighles MO RECORDS |_

Copying Model Data Set Individual Plot |7

Copying Model Data Set Plot Yariable List |7

Copying Fadio Label Group MO RECORDS |_

Copying Radio Label Chemical Group MO RECORDS |_ 2

Copy Finalization v =
W |

~DELETE PROCESS _|

Delete Model Data Set: |[FEMALE_TCE_IMH

Celete Start |

3.3.4.2 To Delete an MDS:

From the “Special Processes” Menu

1. Select “Copy/Delete Model Data Set,” as shown below.

[ : ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)
File Model Activity Chemical Chemical Compartments Enzymes Exposure
Hﬁ%%‘gm"&ﬁ‘55§§a|g::gﬂ|’ [raka Sek Process
- Swstem Yariable Processing
Special Yariable Setting

Reporting  System  Export  Help

Flot Groups (Chem/Metab)
Flat Groups (Enzymes)

Experimental Data

Delete Chemical/Metabolism Reaction/Enzvme

COPY CURRENT DATABASE
CONVERT DATABASE
RESTCRE SAMPLE DATABASE

Run &CSL Yiewer
Radio Label Groups

The “Copy/Delete Model Data Set” window will appear, as shown below.

18



2. Enter the name of the MDS to be deleted in the “Delete Model Data Set” field. (In

the example below, the MDS to be deleted is “TESTING987”.)

3. Click on the “Delete Start” button.

[ ] Copy/Delete Model Data Set

COPY PROCESS

COPYIMG/DELETING: FEMALE_TCE_INH

R

Hew Maodel Data Set Hame: 'ENTER MEW MODEL DATA SET MAKME HERE!

Copying Process

Loading Selected Model Data Set Records
Copying Basic Model Data Set

Copying Model Data Set Activities

Copving Model Data Set Subsystems
Copying Model Data Set Subsystem Activities
Copwving Scaling Wariables

Copwing System Yariables

DELETE PROCESS

Delete Model Data Set: ==l

Delete Start

A message will appear, asking “Do You Really Want to Delete Model Data Set

(MDS): ‘TESTING987°?” (as shown below).

[ (e

Complete

e

COPY PROCESS

COPYING/DELETING: FEMALE_TCE_INH

Hew Maodel Data Set Hame: FNTER MEWY MODEL DATA SET MAME HERE!

Co
1 Delete Model Data Set?
Co
Coy
Co
Coj
Co

Cop

DELETE PROCESS

Delete Model Data Set:| TESTINGIST

4. Click on the “Yes” button.

Delete Start

19



When the deletion is complete, a message will appear, as shown below, informing you
that the deletion was successful.

COPYING/DELETING: FEMALE_TCE_INH

COPY PROCESS
Hew Madel Data Set Hame: 'ENTER MEWY MODEL DATA SET NAME HERE!

Copying Pr

R ee-a Delete Model Data Set Notice |'>_<| o
Copying Bas . [
Copying Mad 1 The deletion of the Model Data Set 'TESTINGIST
S was Successhul!

Copying Mog
Copying Sca
Copying Sysk

DELETE PROCESS
Delete Model Data Set: |

il
|

5. Click on the “OK?” button.

6. Close the “Copy/Delete Model Data Set” window.

3.3.5 Open User Database

When you start the “ERDEM” Front End, the application automatically connects to the

“SAMPLE DB” (Database), which is shown in the active title bar in the following
illustration.

(=] ERDEM: (SAMPLE DB Open)

File Model Activity  Chemical Chemical Compartments  Enmzymes Exposure  Special Processes  Feporting  System  Export Help

EH=0 LY oM =00 Fuuma B B

The SAMPLE Database contains carefully prepared and quality assured MDSs that can
be exported to produce consistent ERDEM Model run results. These MDSs may be used
as examples or templates for developing your own model -

simulation. They may also be copied, edited, and renamed for your "F“‘E E“ (LE!

own modeling purposes. New Model Data Set
Open Model Data Set

Open User Database
Open SAMPLE Database

From the “File” menu

Exit

20



1. Select “Open User Database,” as shown at right.The “Select A User Database”
window appears, as shown below.

Select A User Database [ri |B |
Loak, i | i ERDEM Test Databases j L
[@ecgeniastvabodelde B e [

|| %] Eugenia Sitva Model_ORIGINALY36.db | %] Human PEPK Model.db
. ‘}] Eugenia Silva Model_CRIGIMALw40,db

E Hurnan PEPE Copy ILdb

'\:] Hurnan PEPK, Copy II_ORIGINALY3E.db

E\}] Human PEPK Copy TT_ORIGINALY40.db

< | ]
Fiename:  [Human PEPY. Copy Il db
Files of type: | Database Files [*.db) =l Cancel

This window allows you to browse to the folder containing the desired user database.
2. Choose a database and click on the “Open” button.
The “Open Database Status” window will appear, as shown below.

[ ]ﬂpen Database Status

Selected Database
Human PBPK Copy Il

PLEASE WAIT... Establishing Your Selected Database
Connection!

When the connection is made, the selected database name appears in the active title bar
at the top of the screen, as shown below.

(2] ERDEM: (Human PBPK Copy II, DB V.4.1 Open)

File  Model  Activity Chemical Chemical Compartments  Enzymes Exposure  Special Processes  Reporting  Swskem  Export Help

EE2% XU &0 =00 FiibEe s B

3.3.6 Open SAMPLE Database

From the “File” Menu

1. Select “Open SAMPLE Database”.

Note: When an MDS is selected and an ERDEM window is open, the “Open User
Database” and the “Open SAMPLE Database” menu options are not available.
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In the following example, the MDS is “FEMALE TCE INH,” and the “Definition of
Model Data Set” window is open. Note that on the “File” menu, the “Open User
Database” and “Open SAMPLE Database” options are not available. Note also that
“Exit” is not available.

:: ERDEM: FEMALE TCE_INH (SAMPLE DB Open)
H°W Edit Model Activiey Chemical Chemical Compartments  Enzymes Exposure  Special Processes  Reporting  System

Mew Model Diata Set !@i|gggﬂﬂ§-@|§ e }Ei, | [+

Open Model Data Set
Clase

Delete Model Data Set Chrl+D

Save Ctrl+5

{22 Definition of Model Data Set

! Definition I 88 setiings

(TS EIALE TCE (NH

Description: Fisher version of the TCE model for & human female - one
etabolte TCA, one activity and Inhalation expozure.

Species: FUMAN Sub Species: ?EMALE
Avg Age: | 30 Sex IF _ﬂ [¥ Prirt Firal Resutts
Wersion: | 2,025 b active

Log Path: E:ERDMEQS\ER “arighle Histary Path:E:lERDMQMS'IER

Note:To guard against accidental deletion of a model data set, the “Delete Model Data
Set” option is not available when a window other than the Definition of Model
Data Set window is open, as shown below.

{Z] ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)
=S Edit Model  Activity  Chemical Chemical Compartments  Enzymes Exposure  Special Processes  Reporting  System  Expol
| |
Mew Model Daka Set ﬁl%ggaﬁ|g == E’E|> | m“l
COpen Model Data Set :
Clase
Save Chrl+5

[-] ModelData Set Metabolites

Parent Chemical: Total Metabolites: 0

Metabolite Metabolism Metabolism Inhibitor
Short Hame | Ref. Ho. Description Type

2 | =l




3.3.7 Special Processes — Copy Current Database

From the “Special Processes” Menu

1. Select “COPY CURRENT DATABASE,” as shown below.

O] ERDEM: FEMALE_TCE_INH (SAMPLE DB/Open)

File Model Activiy Chemical Chemical Compartments  Enzymes  Exposure BSjsleE Rali M Reporting  System  Export  Help

=

[E&a XM 671 2P0 F:@0g|n Doedtboes

Swstem Wariable Processing
Sperial Yariable Setting

Flat Groups {ChernMetab)
Flot Groups (Enzymes)

Experirmental Data

Copy/Delete Model Data Set
Delete ChemicaliMetabolism Reaction/Enzyrme

LENT CATABASE
COMVERT DATABASE
RESTCRE SAMPLE DATABASE

Run ACSL Wiewer
Radio Label Groups

Note:The choices “CONVERT DATABASE” and “RESTORE SAMPLE
DATABASE” are not available if a database other than the “SAMPLE DB” is

open.
The “Select File Name for Copy of Select File Mame for Copy of Current Database
Current Database” Window opens, as Savein: IF-_:)EHDEM Test Databazes _v_l g e
ShOWl'l at rlght '_@Eugenia Silva Madel.db @Human PEPK Model,db
L@Eugenia Silva Model_ORIGINALW3G.db
@Eugenia Silva Model_ORIGIMNALw40.db
2. Browse to the desired folder for the %] Human PBPK Copy [I_ORIGINAL¥36.db
“ e 99 g0 @Human PBPK Copy [I_ORIGINALW40.db
Save in” field. %] Hurnan PEPK Copy IILdb
3 | >
3' Enter the deSIred Flle name. File name:; Humarn FEFE. Copy |, dby Save I
Save as lwpe: | Database Files [7.db) - Cancel
4. To save a copy of the current ! SR

database, click on the “Save” button.

The following message will appear, informing you that the copy process has been
completed.
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el Copy Database Status

COPIED: Human PBPK Copy Il -->
Selected Database Was SUCCESSFULLY COPIED!

Human PBPK Copy IV CLOSE WINDOW TO CONTINUE.

Note:As with the “Open Database” menu options, when an ERDEM window is open
the “Copy Current Database” menu option is not available.

3.3.8 Special Processes — Convert Database

Starting with Beta Version 4.0, ERDEM includes enzymes and a new dermal
functionality. Because of these new functionalities, databases created with earlier versions
of ERDEM must be converted to the new format. This can be done in either of two ways:
from the “File” menu or from the “Special Processes” menu. In either method, ERDEM
provides prompts to guide you easily through the process.

3.3.8.1 Method One

From the “File” Menu

(-] ERDEM: (SAMPLE DB O
FEW Model  Activiey  Chemicd

1. Select “Open User Database,” as shown at right. New Model Data Set
Cpen Model Data Set

When you select a database, a message will appear informing Open User Database

you that ERDEM is connecting to the database. Open SAMPLE Database
Exit
= |

If you have selected a database created with an earlier version

of ERDEM, a pop-up box will then inform you of that fact, and

a second pop-up box will appear asking if you want to go to the “ERDEM Database
Conversion Utility,” as shown below.
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EM: (Human PBPK Copy Il_ORIGINALv36, DB Open)

e Model Activity Chemical Ch al Compartmerts  Enzymes Exposure

Special Processes. . Reporting Swskem Export  Help

SR XN o0 =00 Fumu b B

Status

Selected Datab
!thman PBPK Copy

‘¥ou are attempting to open a User Database that does not match the current ERDEM system version. If you choose

not ko canvert at this time your User Database request will be cancelled and the connection ta the SAMPLE Database
will be restored

Do you wank ko go now to the ERDEM Database Conversion Lkility?

Yes Mo

2. If you click on the “Yes” button, the “ERDEM Database CONVERSION V 4.1
Utility” window will appear, as shown below.

{2 ERDEM Database CONVERSION V.4.1 Utility

—~SELECTED DATABASE RECORD STATUS

~SELECTED DATABASE STATUS
—Rows Read - - Rows Written - - Rows in Error - Db Hame Db Connections -
| jnone [ jnone ’7 none none ’7 none
~CONVERSIOH STATUS

Table Processing Status
ERDEM Database COMYERSION .4.1:
Date Stamp; 09/29/2005 - 12:28:47

User Database > none

Select a Database for Conversion

Click Button Below To 'Select User DB for Conversion'
(top right "X' button will close utility)

[T

I

MDS HOTES | Print | Start Conversion

Select User DB for Conversion I

3. From here, proceed as in Method Two, below, beginning with the “ERDEM
Database CONVERSION V 4.1 Utility” window.
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3.3.8.2 Method Two

The second method for converting a database is in the “Special Processes” menu, which
gives you access to the ERDEM Database Conversion Utility.

From the “Special Processes” Menu

1. Select “CONVERT DATABASE,” as shown below.

{Z4 ERDEM:  (SAMPLE DB Open)

Reporting  System Export  Help

Diata Set Process
Syskem Yariable Processing
Special Yariable Setting

Plok Groups {(Chem/Metab)
Plok Groups (Enzymes)

Experimental Data

Copy)Delete Model Data Set
Delete Chemical{Metabolism Reaction/Enzyme

COPY CURRENT DATABASE
CATABASE
RESTORE SAMPLE DATABASE

R ACSL Yieweer
Radio Label Groups

The “ERDEM Database CONVERSION V .4.1 Utility” window will appear, as shown
below.

(]} ERDEM Database CONVERSION V.4.1 Utility

- SELECTED DATABASE RECORD STATUS ~SELECTED DATABASE STATUS
—~Rows Read - - Rows Written - - Rows in Error — - Db Name Db C tions -
‘ none none ‘ none ‘ none | ‘ none
| | i | |
~CONVERSION STATUS

Table Processing Status

ERDEM Database CONYERSION ¥.4.1; User Database ---> none
Date Stamp: 092972005 - 12:28:47

Select a Database for Conversion

Click Button Below To 'Select User DB for Conversion' 3
(top right "X button will close utility) o
o
MDS HOTES Print | Select User DB for Conversion ! Start Conversion

2. Click on the “Select User DB for Conversion” button.
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The “Select File” window will appear over the “ERDEM Database CONVERSION
V.4.1 Utility” window.

Select File el pse sTatus
: e Dh Connections
Look in; | |__) ERDEM Test Databazes ﬂ £ Ef- }—- —
‘3‘] Eugenia Silva Model.db 3] Human PEPE Copy I1.db

%] Eugenia Silva Model_ORIGINALY3E.db | %] Human FEFK Copy Iv.db
%] Eugenia Silva Model_ORIGINALY40.db | %] Human PEPK Model.db
%] Human PERK Copy IL.db

:.ii] Hurman PEPE Copy 1I_ORIGIMALY36.db

.j] Human PEPK Copy II_ORIGINALw40,db

I 3
File name: |
Files of type: | Database Files % dbl | Cancel A

—‘_!—Eﬂvﬂwn—!—rvpvwmm ersion! .
V

3. Select a file and click on the “Open” button.

ERDEM determines the version of the database to be converted and retains a copy of
the database in that version. The new database will have the same name as the original.
The backup of the original database will be saved with the naming convention
“Userdbname ORIGINALv36.db,” where “ORIGINALv36” denotes the version (3.6)
of the original database. An additional backup with the naming convention
“Userdbname ORIGINALv40.db” will also be saved. The previous illustration shows
such files.

Note:If any errors are encountered during the conversion process, all database
conversion changes are returned to their original state, so that no data is lost.

While ERDEM is performing these and other preparatory actions, a series of messages
will appear in the “ERDEM Database CONVERSION V .4.1 Utility” window
informing you as each is processing. When the “READY, Press START
CONVERSION Button Below!” message appears in the “ERDEM Database
CONVERSION V .4.1 Utility” window, as shown below, the actual conversion can be
started.
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{2 ERDEM Database CONVERSION V.4.1 Utility

SELECTED DATABASE RECORD STATUS SELECTED DATABASE STATUS
Rows Read Rows Written Rows in Error Db Hame: Db Connections -
none none none Human PBPK Copy ESTABLISHED!
CONVERSION STATUS

Table Processing Status
ERDEM Database CONVERSION % 4.1 User Database --—->= Human PERPK Copy Il
Date Starmp: 09/29/2005 - 12:40:07

Database Conversion Hotices

READY, Press START CONVERSION Button Below!
(top right 'X" button will close utility)

‘ ‘ I er [ Ty} ‘ Start Conversion

4. Click on the “Start Conversion” button (located in the lower right corner of the
window).

The processing information will appear in the “Table Processing Status” window, as
shown below.

{2} ERDEM Database CONVERSION V.4.1 Utility

SELECTED DATABASE RECORD STATUS SELECTED DATABASE STATUS
Rows Read Rows Written Rows in Error Db Hame Db Connections -
Moo foo ] Human PEPK Copy ESTABLISHED!
CONVERSION STATUS

Table Processing Status
ERDEM Database CONVERSION V. 4.1 User Database -—> Human PBEFPK Copy Il 4
Date Stamp: 09/29/2005 - 12:43:19

CHEMICAL_DATA_101204--> COMPLETED v
DATA_SET_CHEMICAL _050404--> COMPLETED v
[DATA_SET_METABOLITE_050404--> COMPLETED v
JhnTn_SET_SUBsvSTEM_CHEM|an_nsn404--> COMPLETED W
Database Conversion Hotices
o~
Database CONVERSION STARTED: V.36to V.4.0
W

When the conversion is almost done, a “PART 1: Database CONVERSION
Finalization from V.3.6 to V.4.0” pop-up box will appear (see below). Note that if the
original database was in version 3.6, the finalization is in two parts: from V.3.6 to
V.4.0, and then from V. 4.0 to V.4.1.
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Note:If the original database was in version 4.0, the conversion will be completed in a

single step.

SELECTED DATABASE RECORD STATUS SELECTED DATABASE STATUS
Rows Read - — Rows Written -Rows in Error — | | Db Hame Db Connections
] 0 1] Human PBPK Copy ESTABLISHED!
CONVERSION A
PART 1: Database CONVERSION Finalization from V.3.6 to V.4.0 E|
Date 5 i Please Click '0K' ka:
ACTUA \) 2
ACTUA 1. Finalize the database COMVERSION from ¥.3.6 to ¥.4.0, v
2. Continue ko PART 2, database COMNYERSION from ¥.4.0 to ¥.4.1
COMME v
PLEASE @
£
Performing File Configuration Activities ....
¥

5. Click on the “OK” button.

If you started with a V.3.6 database, the “Database Conversion Notices” portion of the

window (see below) would indicate that the conversion from V.4.0 to V.4.1 has

started.

(-] ERDEM Database CONVERSION V. 4.1 Utility

SELECTED DATABASE RECORD STATUS SELECTED DATABASE STATUS

B ] ] Human PBPK Copy ESTABLISHED!

CONVERSION STATUS

Table Processing Status
ERDEM Database CONYERSION %.4.1: User Database -—-> Hurmnan PBRPK Copy Il #
Date Starnp: 09/25,/2005 - 12:45:03
k:OMPARTMEHT_I]218I]5--> COMPLETED
k:HEMICAL_D.ﬂT.ﬂ_I]MSI]S--) COMPLETED
]pATA_GROUP_021805--> COMPLETED

EURUEVEY

|kuz'rME_CLnss_uz1 805--> COMPLETED v
Database Conversion Hotices
~
DATABASE CONVERSION STARTED: V.4.0to V.4.1

-Rows Read Rows Written Rows in Error -Db Hame Db Connections - |
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A “Part 2: Database CONVERSION V.4.0 to V.4.1 Finalization” pop-up window will
appear, as shown below.

- SELECTED DATABASE RECORD STATUS | - SELECTED DATABASE STATUS
~PRows Read | - Rows Written — - Rows in Error — | | Db Name . Db Connections
n 0 1] Human PBPK Copy ESTABLISHED!

CONVERSION STATUS

PART 2: Database CONVERSION ¥.4.0 to V.4.1 Finalization

-
\y Please Click'OK' ta finalize PART 2 OF 2, database COMYERSION From W.4.0 ko .41

Database Conversion Holices

Performing Final File Configuration Activities ....

6. Click on the “OK” button.

A “Database CONVERSION COMPLETED!” pop-up window will appear.

~SELECTED DATABASE RECORD STATUS ~SELECTED DATABASE STATUS
i The database CONVERSION COMPLETED SUCCESSFULLY Far:
COHVER N)
1. Database CONVERSION W.3.6 ko Y. 4.0
2. Database CONVERSION ¥.4.0 ko Y. 4.1 —
ERO A
Datd Back-up copies of ¥.3.6 and ¥.4.0 of your databases
ECT (ex. Userdbnarme_Convertedy,4.0) have been created in their home lacation.
F_._JEOM After clicking Ok, you will have the option to:
LEA
ART 1, CLICK the MDS MOQTES button For & report of IMPORTAMT conversion effects P
on your Model Data Sets (MDS)!
" 2, CLICK the Print button for a report of the current conversion process, T
-

7. Click on the “OK” button.
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Note that the “MDS NOTES” button and the “Print” button in the lower left corner of
the window are now active, as shown below.

{-] ERDEM Database CONVERSION Y.4.1 Utility

SELECTED DATABASE RECORD STATUS SELECTED DATABASE STATUS
Rows Read Rows Written Rows in Error Db Hame Db Connections -
0 o 0 Human PBPK Copy ESTABLISHED!
CONVERSION STATUS

Table Processing Status
ERDEM Database CONYERSION % 4.1: User Database ---> Human PBPK Copy Il
Date Starnp: 09/29/2005 - 12:54:52
|ACTU.HL_I]ATA_UALUES_I]21805--> COMPLETED
bOMMENT_REFEREHCE_IJH 805--> COMPLETED
PLEASE WAIT... PART 2 OF 2: STARTING FINAL DATABASE UPDATES!
PART 2 OF 2: FINAL COHVERSION UPDATES COMPLETE!

EUR U

Select a Database for Conversion

Click Button Below To 'Select User DB for Conversion’
(top right "X' button will close utility)

MDS NOTES ‘ Print ‘ Select User DB for Conversion

8. To obtain a printout of the items in the “Table Processing Status” list, as shown
above, click on the “Print” button.

The “MDS NOTES” are comments regarding the important conversion effects on your
Model Data Sets.

9. To see the “MDS NOTES,” click on the “MDS NOTES” button. The notes
information will appear in a Notepad window, as shown below.

Be rdem_db_conversion_mds_notes.txt - Notepad

File Edit Format Wew Help

IHNTRODUCTION: ~
The new ERDEM Database version 4.1 Conwersion UtiTity allows users to ¢

a starting ERDEM database v.3.6 or database v.4.0.

The following describes the new conversion process in that order:

Changes made to the database model data sets after conversion from an
ERDEM 3.6 database to an ERDEM 4.0 database.

1] 1In the model pata set pefinition screen, the ERDEM version Tield wa
to reflect the proper new ERDEM wversion number. mModel Data Sets were a
to the new version number which most closely matches the parameters of
varsion. Thus, wversions previously assigned to version 2.0l were conwve
to 2.020 and versions previously assigned to version 2.02 were converte
2.025.

2] For model data sets dnvolwing dermal exposures, the user should revi
the Model Data Set exposure route in the conwverted database. The new E
varsion v.4.0 provides for three types of dermal exposure; Dry surface,
water and wapor. The previous version, ERDEM v.3.6, provided for only
dermal exposure type (Skin surface water). o©on the Data Set Exposure sc
screen, the conwverted v.4.0 database has no default exposure type.

The user will have to revise the screen to indicate the proper exposure

b

< 2
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3.4 Maintaining Data Integrity: The ERDEM Data Entry Pipeline

In the EDREM data entry pipeline, before any data can be added or changed, it must pass
through each pipeline segment’s data validation check. This check proceeds from left to
right across the “Main” menu.

Whenever you open a window, the pipeline will
validate that the window being requested is part of
the next segment in the pipeline and that no data
integrity rules have been violated. For example,
look at the “Chemical” menu (shown at right), with
the “Model Data Set Metabolites” option selected.

(C] ERDEM: TESTING123 (SAMPLE DB Open)

File Model Activiey BEEEGEEE Chemical Compartments

E&a &

Model Data Set Chemicals
Model Data Set Mekabolites

If you attempt to enter metabolite Data Set Chemical Notice
data before entermg chemical data’ ' ¥ou have nat entered any Chemical data,
you will receive a message .

Please enter data via:

reminding you to enter chemical
data before entering metabolite
data. The message also indicates the
menu on which you will find the
appropriate window, as shown at
right.

1. Data Set Chemical (Chemical menu) window

This will not affect Further processing and the requested window will be closed,

3.4.1 The Pipeline Report
You can easily check the status of the data entry pipeline for the current MDS:

From the “Main” Menu

1. Select “Reporting”.

The “Reporting” drop-down menu will appear, as shown below.

] ERDEM: TESTING123 (SAMPLE DB Open)

File Maodel Activity Chemical Chemical Compartments  Enzymes  Exposure  Special Processes

.% Q [ z?,‘ |:{| ¥ o F . == .0 30 g :: B B, ' e+ [ Structure-Report

Walue Report
Citation Repork

2. Select “Structure Report”.

The ERDEM “Structure Report” screen for the current MDS (TESTING123) will
appear.
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Because this MDS is incomplete, the report will not show information in the parts of

the MDS that require data entry, as shown on the next
2 Structure Report

Print | Lloze |

page.

= D)

ERDEM Structure Report

Model Data Set; TESTING123
Run Date: 9/29/05 15:09 ERDEM Version: 2.02X

General Chemical Comments:
Mone

General Exposure Comments:
Mone

No Compartments Have Binding

There Is No Binding In The Blood

There Are No Radio Labels

v

A completed MDS (for example “FEMALE TCE INH,” as shown below), will
contain data in the “ERDEM Structure Report”.

1 Structure Report

Print | Llose

ERDEM Structure Report

Model Data Set: FEMALE_TCE_INH
Run Date: 9129105 15:11 ERDEM Version: 2.028

Chemistry For This Simulation

Chem (Short) Chemical (Long)
TCE trichloroethylene
TCA trichloroacetic acid

General Chemical Comments:
Mone

Metabolites For Each Chemical

Type Of
Parent Chemical Metabolite Metabolism
TCE TCA, Saturable Michaelis-Menten

Metabolite Comments By Parent Chemical

Parent Chemical Comment
TCE Mone
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3.5 Editing the Data: Adding, Deleting, Saving

ERDEM data consists of records stored in ERDEM database tables organized primarily
according to unique model data sets (MDSs). New data is referred to as data lines or data
records. This section covers adding and deleting data lines/records, and saving newly
entered data.

Note:In some ERDEM windows, data lines/records cannot be added, inserted, or deleted.
This is because these data lines/records are being used for reference purposes only.

From the “Main” Menu

= J| -
1. Select “Model”. 3 ERDEM: FEMALE_TCE_INH (S/
File BEEWES Activity  Chemical Che

. . Model Data Set Definition
The “Model” menu will appear, as shown at right. | Model Structure
Model Compartments
Model Data Set Scaling

2. Select “Model Data Set Scaling”.

The “Model Data Set Scaling” window will appear, as shown below. The selected
“Scaling Type” is not applicable for the MDS.

:' ] ERDEM: FEMALE TCE_INH (SAMPLE DB Open)
File Edit Model aActivity Chemical Chemical Compartments  Enzymes Exposure  Special Processes  Reporting - System  Ex
B ®OY | or BP0 Fumo B B

BEE O

[1 Model Data Set Scaling

Reference Body 'I.I'olume:! 13l

Scaling Type Scaling User User
Scaling Flag | Scaling Value

e azimurm Yelocty of Metabolism |

3.5.1 Change An Entry

1. Click on the down arrow under “Scaling type”; a drop-down list will appear, as
shown on the following page.
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[. : Model Data Set Scaling

Reference Body 'I.I'nlume:l 1

Scaling Type

Scaling
Type Flag

User

Scaling Flag

User
Scaling Value

(Maxdmum Velocity of Metabolizm

w v

Mazimum Amourt of Binding
Rate Constant for Elimination
Rate Constant for Metabolizm
Bresthing Frequency

Maximum Yelocity of Eliminstion

Permeation Coefficiert for the Skin Surface Water

3.5.2 Insert, Add, or Delete a Row

To insert, add, or delete a row:

r

1. Right-click anywhere in the gray area of the window.

A “Model Data Set Scaling” window will appear, providing options to Insert, Add, or

Delete, as shown below.

{Z] Model Data Set Scaling

Reference Body 'I.I'olume:! 1L

Scaling Type

Scaling

User

Scaling Flag

User
Scaling Value

Insert

#dd

Delete

Note that other functions on the pop-up menu (Cut, Copy, Paste, Select All) are grayed

out. These functions are not available on the “Model Data Set Scaling” window.
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3.5.2.1 To Insert a Row
1. Select the “Insert” option from the pop-up menu.

The newly inserted row will appear above the previous row, as shown below.

[] Model Data Set Scaling H[E”’)_(
Reference Body Volume: 1L

Scaling Type Scaling User User Default
Type Flag | Scaling Flag | Scaling Value | Value

| T B |

Maximum Welocity of Metabolism H7 ||_ | 0.ro

3.5.2.2 To Add a Row
1. Select the “Add” option from the pop-up menu.

The added row will appear below the previously existing rows, as shown below.

[=] Model Data Set Scaling E“E|@
Reference Body Volume: 1L
Scaling Type Scaling User User Default
Type Flag | Scaling Flag | Scaling Value | Value
Mancimum welocity of Metakbolizm I ) | 070

S R i |

3.5.2.3 To Delete a Row

1. Before deleting the row, confirm that the row to be deleted is active and/or
highlighted.

2. Select “Delete” from the pop-up menu.

The row should now be deleted, as shown below.
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[] Model Data Set Scaling

Reference Body 'l.l'nlume:! 1L

Scaling Type Scaling User User
Type Flag | Scaling Flag | Scaling Value

Welochy of Metabolizm W r 1

3.5.3 Saving Changes
Changes you have made are not permanent until you save them.

You can save your changes in one of three ways: (1) Click on the Save icon (the diskette
below the “Main” menu), or (2) Select “File,” “Save” from the “Main” menu, or (3) Use
keystrokes “Ctrl+S”.

The Save action applies only to the active window (the window with the bright colored
title bar). It does not apply to any windows whose title bars are “ghosted.”

As an example, in the illustration below, “Lung Activity” is the inactive window and
“Compartment Blood Flow” is the active window.

] ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)

File Edit Model Ackivity Chemical Chemical Compartments Enzymes Exposure  Special Processes  Reporting  Systkem  Export A

EELE IR L AT TR

f\_,. Subsystem Model:lMain
Activity Name: |ONE
|- Blood Flow Entry

|| Biood Flow et

|
| Blood Flow Percentage Total = 100.00%

RAPIDLY PERFUSED TISSUE
= oLy PERFUSED TISSLE Blood Flow Pct. (Max = 100%). Totals are Calulated for
B Active Subystems and Compartments.

3.6 Required Fields and Unavailable Fields

3.6.1 Required Fields
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Required fields are fields that must

contain data in order for a record to o Z
be saved. Required data entry fields helnetiten | 88 ot | Gmes l
have blue field names. If you attempt hiame: |AEC
to save a window before completing ekl
all the required fields, you will be Required Field
. . . Species:
p,rompted to fill in the reql.llred sy bge | | \E) Flease enter a model data set description,
field(s), and you will be directed to version: [3035 |
the appropriate field(s). For example, Log Path: . ERDM|
if you are trying to save a “Definition

of Model Data Set” window without
entering a description, you will be
prompted to fill in the model data set “Description” field, as shown at right.

3.6.2 Unavailable Fields

Some data line/record fields are not available, depending on the type of data being
entered on the window. When a field is unavailable, the field background color will be
gray and the field will not be active for data entry.

For example, the “Model Data Set Metabolites” window (available from the “Chemical”
submenu) may, upon opening, show the “Inhibitor” field unavailable, as shown below.

[} Model Data Set Metabolites |'-_||E|B|

Parent Chemical: ]

Total Metabolites: 0

Metabolite Metab. Metabolism Metabolism Inhibitor
Short Hame Ref. Ho. Description Type
|TCA | [ [Linear - Rate Prop. To Parert Chem. | | =

However, if the “Metabolism Type” is changed, the “Inhibitor” field becomes active and
data may be entered in it, as shown below.
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{Z] Model Data Set Metabolites E”E|E|

Parent Chemical: | TCA = Total Metabolites: 0
Metabolite Metab. Metabolism Metabolism Inhibitor
Short Hame | Ref. Ho. Description Type

ITCA =l |

3.7 Maintaining Productivity: ERDEM Window Features and Shortcuts
The ERDEM Front End has features that can increase your productivity. It allows you to:

« Use non-filtering and filtering dropdowns to view and edit complex chemical data
« Use reference data lists to display and sometimes filter data lines/records

« Track and switch between multiple MDSs

« Get context help for data line/record field definitions

This section will discuss non-filtering and filtering dropdowns. It will also discuss

reference data lists. Subsequent sections will discuss switching between MDSs and
getting context help.

3.7.1 Non-Filtering Dropdowns

ERDEM uses dropdowns to provide lists of selectable data or to filter data lines/records
in a window. The following is an idea of how these work:

[Z] Model Data Set Chemi... |Z|@|g|

From the “Main” menu: ——— ——
Short Hame Chemical Flag
2= [
1. Select “Chemical”, then “Model Data Set Chemicals.” rce S

The “Model Data Set Chemicals” window will appear, as
shown at right.

Total Chemicals: 2
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2. Right-click in the gray area of the window to reveal the pop-up editing menu, as
shown below in “Illustration 1.”

3. Click on the “Add” option.
A new row appears, as shown below in “Illustration 2.”
4. Click on the down arrow in the new row (or click anywhere in the new row).

A dropdown list showing available chemicals will appear, as shown below in
“Illustration 3.”

5. Select a chemical to enter into the field.

[-] Model Data Set Chemi... [=][E][X] (-] Model Data Set Chemi... |Z||E|rz| (] Model Data Set Chemi... |Z||E|g|
Chemical Exposure Chemical Exposure Chemical Exposure
phantMam e [Ehenmicaliblan Short Hame | Chemical Flag Short Hame | Chemical Flag
= - [ [TcE | B4 [TcE =
E— X e, = e & K
2 (] [ 2 50w
2P ~
AP2 =
BOiChl
CARB
CB40H
CB4OHG
Total Insert CB40HS
Add Total Chemicals: 2 CESOH ptal Chemicals: 2
i . CBSOHS
Illustration 1 lllustration 2 CHoOHS v
Illustration 3

3.7.2 Filtering Dropdowns

Certain ERDEM dropdowns serve to filter the data lines/records. As more and more data
is entered along the data entry pipeline, it becomes more and more difficult to view the
increasing amounts of data. To alleviate this problem, filtering dropdowns are used to
limit the amount of data on the screen at any one time so that you can edit it more easily.
The following steps show how filtering dropdowns work:

From the “Main” menu:

1. Select “Chemical,” and then“Model Data Set Metabolites.”

The “Model Data Set Metabolites” window will appear, as shown below.

40



=] Model Data Set Metabolites

Parent Chemical: |83

Total Metabolites: 2

Metabolite Metab. Metabolism Metabolism Inhibitor
Short Hame Ref. Ho. Description Type
P2 || 32 Eatursble | Saturable Michaslis-Menten ~I| Ea|
[TcP =l 343 Eatursble | Saturable Michaelis-Menten Ba) |

In the example above, the “Parent Chemical” at the top of the window is set to CPFO.
The data lines/records displayed are for the metabolites “AP2” and “TCP.” These
metabolites were entered previously when the filtering dropdown was set to “CPFO™.

If you reset the filtering dropdown to “PAR,” the related metabolites entered

previously for “PAR” will appear, as shown below.

=] Model Data Set Metabolites

Parent Chemical: |22l

Total Metabolites: 3

EBEX

Metabolite | Metab. Metabolism Metabolism Inhibitor
Short Hame Ref. NHo. Description Type
|Poxon || 333 |satursble | Saturable Michaslis-Merten B3l -l
|PrIP || 334 BSaturable | Zaturable Michasliz-Merten ] Ea|
|2P1 || 33m  Eaturable | Saturable Michaslis-Merten | -l
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If you reset the filtering dropdown to “AP1”, no related metabolites will appear
because none have been entered previously, as shown below.

[ ]Mudel Data Set Metabolites

(HEme e = Total Metabolites: 0
Metabolite Metab. Metabolism Metabolism Inhibitor
Short Hame Ref. No. Description Type
=l i) =]

To view the metabolites that have been entered for any parent chemical:

1. Click on the “Parent Chemical” field down arrow (or click in the field) to display
the dropdown list, as shown below.

2. With the dropdown list displayed, use the up and down arrow keys to highlight a
selection.

The window display will change to show the related metabolite rows.

EEX

[ ]Mudel Data Set Metabolites

Parent Chemical:

Total Metabolites: 0
Metabolite Metab. Metabolism abolism Inhibitor
Short Hame Ref. No. Description Type
K| - =] =]
CPFO

PAR
FRP
PMNPG
PPOHON
TCR
TCPG

3.7.3 Filtering Dropdowns and Reference Data Lists

Filtering dropdowns can be used in conjunction with reference data lists to filter
extremely complex sets of data lines/records.

To see how this feature works, do the following steps -- starting from the “Main” menu:
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1. Select “Chemical Compartments.”

2. Select “Data Set Chemicals in Compartment.”
The “Data Set Chemicals in Compartment” window will appear, as shown below.

[. ] Data Set Chemicals In Compartment

Chemical: {84 Subsystem Model:lMain j Group Hame:m
Active Compartments Compartment Chemical Data Entry
CURRENT CHEMICAL:
:;{;FS'A'- BLOGD cHYLoM_FUa R cor: | 1M PART_COEF_BLD: 66000003
e BILE_DUO_PART CoEF:| PART_COEF &R [
FAT MOM_LIP_FLw R core [ A LPFLwR.con: [ 1M
INIT _AMT: [ INIT_COMNC: [ maL
LIVER CoMP_ACT_CH FLG: [
OYARIES
RAPIDL'Y PERFLISED TISSUE M _BIND_CAP: [ mgn  osEsED_con | moL
SLOWILY PERFIUSED TISSUE BIND_CHEM FLaG [
SPLEEN
YENOUS BLOOD

The portion of the window called “Active Compartments” contain an example of a
Data List. Data lists, which are used only for reference information or for filtering
purposes, cannot be edited. Data lists will be considered in more detail presently.

In the example above, “TCA” is the chemical selected in the “Chemical” field, and
“KIDNEY” is selected in the “Active Compartments” section. For these selections, the
tissue to venous blood kidney partition coefficient (““PART_COEF _BLD”) field value
15 0.66000003.

If a different chemical (e.g., “TCE”) is selected in the “Chemical field” and

“KIDNEY” is selected in the “Active Compartments” section, the value in the
“PART_COEF_BLD?” field will change accordingly, as shown below.
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Chemical: -

[ 1Data Set Chemicals In Compartment

Subsystem Model:{Msin

| Group Hame:|BIND -

Active Compartments Compartment Chemical Data Entry
CLURREMT CHEMICAL:
ARTERIAL BLOCD CHYLOM_FLWi_R_CON: 1M PaRT_COEF_BLD: fi 3z
BRAIN
BILE_DUO_PART_COEF: PART_COEF_AJR:
CARCASS R S
FAT NOM_LIP_FLWY_R_COM: 1H LIP_FLW_R_COR: 1H
IMIT_AMT: gy INIT_CONC: Ml
LIVER COMP_ACT CH_FLG: [
OVARES
RAPIDLY PERFUSED TISSUE MAX_BIND_CAP: gL DIS_EQ_BD_COn: magiL
SLOWLY PERFUSED TISSLE BIND_CHEM_FL&G: [
SPLEEN
WEMNOUS BLOGD

If you select a different “Subsystem Model,” the information in the “Active

Compartments” and “Compartment Chemical Data Entry” portions of the window

changes, as shown below.

Chemical:|TCE -

Active Compartments

[1 Data Set Chemicals In Compartment

Subsystem Model:|Skin Permeation

ﬂ Group Hame: -

Main
Skin Permeation

_

CURRENT CHEMICAL:TCE | Static lung
CHYLOM_FLW_R_cony [ | Stomachintestine

al Data Entry

_COEF_BLD: f 38

BILE_DUO_PART_COEF:
MOM_LIP_FLYWY_R_COM: 1H
INIT_&MT: My

COMP_ACT cH_FLe: B4

PART_COEF_AIR:
LIP_FLY¥_R_CON: 1H
INIT_COMNC: [ mal

3.7.4 Reference Data Lists

Data lists contain static, non-editable reference information used to display, and

sometimes filter, data lines/records.

In the “Data Set Chemicals in Compartment” window (accessed from the “Chemical
Compartments” submenu), click on an item in the “Active Compartments” list. Notice
that the item name appears in reverse video, with an open area extending to the right of
the area of reverse video, as shown below.
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[] Data Set Chemicals In Compartment

Chemical:| TC2 - Subsystem Model:|hain Rd Group Hame: ’m
Active Compartments Compartment Chemical Data Entry
CLRRENT CHEMICAL:
T CHYLOM_FLw R_com: [ 1M P4RT_COEF BLD:[
o BILE_DUO_PART_coer:| PART COEF_aR: [
AT MOM_LP_FLw R_con [ 1H  LPFLwRcow [ 1M
KIDNEY INIT_AMT: [ mg INIT_COMNC: [ moL
LIVER: COMP_ACT_CH_FLG: X
OVARES
RAPIDLY PERFIISED TISSUE W&%_BIND_CAP; [ mglL DISEGBEDCOM | mol
SLOWLY PERFUISED TISSUE BIND_CHEM FLAG [ ]
SPLEEN
WENOLUS BLOGD

Use the up and down arrow keys to view other items in this list. Note that the content and
the availability of fields in the “Compartment Chemical Data Entry” portion of the
window change as you select different active compartments, as shown at the top of the
following page.

{Z} Data Set Chemicals In Compartment

[=BX]

Chemical:| TCA v Subsystem Model:|Main | Group Hame: [BIND -
Active Compartments Compartment Chemical Data Entry
CURRENT CHEMICAL:
PRTERIL ELOED CHYLOM_FLW_R_CON; 1H  PART_COEF_BLD: 052
BRAIN ’7 Ii
caRCASS BILE_DUO_PART_COEF: PART_COEF_AIR:
i NOH_LIP_FLW_R_CON: 1M LIP_FL\W_R_CORE 1H
HIDHE™ IMIT_AT: mg IMIT_CORC: mel
LIVER COMP_acT_cH FLe: [
O ARIES
RAPIDLY PERFUSED TISSLUE MAX_BIND_CAP: mol DI=_EG_BD_CO: moL
oLy PERFUSED TizsUE BIND_CHEM_FLAG: |
SPLEEM
WVEMOUS BLOGD

These examples show how the same window can be used to enter, view, and filter large
amounts of data in manageable pieces.

3.8 Switching Between Model Data Sets
The ERDEM Front End allows you to easily navigate between multiple sets of MDSs

regardless of how many windows you have open or what window you are currently
working with.
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For example, you might have five windows open at one time. The current window is the
one on top — with the brighter colored title bar — as shown below.

(] ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)

File Edit Model Activity Chemical Chemical Compartments Enzymes Exposure  Special Processes  Reporting  System  E
BEGFOY oF =p0 Fumm b | B
W o

r

Model Structure Maintenance
[ :Mndel Data Set Scaling _ : %
i Lung Activity

‘ [ ]Cumpartment Blood Flow

| | [ :Mu:-del Data Set Chemi...

Chemical Exposure El"'“’:IONE
Short Hame Chemical Flag Entry
i - % Fot: [3
Percentage Total = 100.00%

Pct. (Max = 100%). Totals are Calulated for
jve Subystems and Compartments.

Total Chemicals: 2

3.8.1 To Switch to Another MDS

From the “Main” Menu

1. Select “File,” then “Open Model Data Set”.

The “Open Model Data Set” window will appear on top of the other windows, as shown
below.
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L ., ERDEM: FEMALE_TCE_INH [SAMPLE DB Open)

File Edit Model Activiky Chemical Chemical Compartments  Enzymes Exposure  Special Processes  Reporting  Swstem  Export  Refresh

EEQ#0Y o =20 Fromep B

Chemical
Short Hame Chemical Flag
& [ice =
[tca. - =

FEMALE_TCE_INH
HUMAN_BDCM_INHERIGESKW_NCES,
HUMAN_DCA,_RIGESKW_NCES,
HUMAN_MAL_ET_SKS
HURAN_MTEE_IMH_CORLEY

Description:

Knaak version of the PAR model for human children - with Inhalation, Rate Ingestion
and Skin Surface Water exposures.

Total Chemicals: 2

Include Inactive Data Sets: [ Select I Close

“S l t” b tt File Edit Model Activity Chemical Chemical Compart]
elec utton.

E&ZG FO® &P %050
o

The back window closes and the new MDS
information opens in the window that was active, as
shown at right.

Chemical
Short Hame

Total Chemicals: 1
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3.9 Using Context Help
On some windows, because of space limitations, data line/record fields must be
abbreviated. The context-related help feature allows you to quickly see the definition for a

particular field you may not be familiar with.

From the “Main” Menu

1. Select “Help,” and then “Context Help.”

A check mark will appear next to “Context Help” on the “Help” menu, as shown
below.

{23 ERDEM: FEMALE_TCE_INH (SAMPLE DB Open)

File Model Activity ©Chemical Chemical Compartments Enzymes Exposure  Special Processes  Reporking  System  Export BEElE

B LY o =030 Fii@em b I b

When “Context Help” has been selected, a “Context Help” window will appear at the
bottom of the screen, as shown below. The “Context Help” window displays
information for whatever data entry field you place the mouse pointer over. In this
example, the mouse pointer has been placed over the data entry field for
“DIS_EQ_BD_ CON,” and an explanation of that field appears. If no help is available
for a particular field, the message will read “Help is not available for this field or no
field has been selected.”
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: FEMALE_TCE_INH (SAMPLE DB Open)

Fil= Ed Model Chemical Comparkments Enzymes Exposure Special Processes  Reporting  System  Export Refresh  ‘Window

BEa RO &F =00 Fumo b | B
=

[ 1Data Set Chemicals In Compartment

Chemicﬂl:lTCA - I Subsystem Model:IMain LI Group Nﬂme:IEIIND vl

Active Compartments Compartment Chemical Data Entry
CURREMT CHEMICAL: [TCA

: CHYLOM_FLYY_R_CoON: | 1H PART_COEF_BLD: | :
e BILE_DUO_PART_COEF: | PART_COEF_aiR: |

FaT MOR_LIP_FLY_R_CON: | 1H LIP_FLw_R_Con: | 1H
KIDMEY INIT_ T [ mg INIT_COmC: I mgiL

LIVER COMP_acCT_cH_FLe: 52
OVARIES

RAPIDLY PERFUSED TISSUE pLH_BIMD_CAP: I il DIS_EG_BOr ok I il
SLOWWLY PERFIUSED TISSUE BIMND_CHEM_FL&G: |

SPLEERN
WEMOUS BLOOD

he dissocistion equilibrivm constant for equilibrium saturable binding.  corresponds to the Michaeliz-Menten constant in the Michaelis-Merten equation for ssturablg

IFleadiJ

As long as it is selected, the “Context Help” window will appear at the bottom of all
windows.

3.10 To Turn Off “Context Help”
1. Return to the “Main” menu.

2. Select “Help,” then “Context Help.”
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Section 4

Exporting and Running a Model Data Set

The ERDEM Front End converts your data into a command file format that can be
exported to and run by the ACSL/Graphic Modeller (sic) software.

4.1 Preparing the Model Data Set for Export

From the “Main” Menu

1. Select “File,” then “Open Model
Data Set.”

2. Highlight the M DS called
“MALE _TCE METAB&ELIM,”
then press the “Select” button, as
shown at right.

From the “Main” Menu

[1 Open Model Data Set E

tdodel Data Set:

MALE_MTEE_EIND A
MALE_TCE_GIBL

MALE_TCE_METABSELIM
MOLSE_MTBE_BIS&INH
RAT_CARB_EZ_BIG
RAT_MTBE_BIGSINH_BORGHOFF

Description:

Fisher version of the TCE model for & human male - vwith valume and blood flow
amaourts, metabaolism and elimination in kidney and liver.

Include Inactive Data Sets: [ Select | Close Help

3. Select “Model,” then “Model Data Set Definition.”

The “Definition of Model Data Set”
window will appear with

“MALE TCE METAB&ELIM” as
the current MDS, as shown at right.

On the “Definition of Model Data Set”
window, the “Log Path” and “Variable
History Path” should be automatically
filled in to match the path where the
ERDEM Model was installed. No
further action is required.

[] Definition of Model Data Set

EBX
] @Units ]

E&' Definition ‘ 0F Settings

e RAALE_TCE_METABZELIM

olume and biood flovy amourts, metabalism and

Description: Fizher version of the TCE model for & human male - with
limination in kidney and liver.

Species: FUMAN Sub Species: EALE
Ay e | 30 Sen |M ﬂ W Print Final Resutts
wersion: [2.020 x| ¥ adtive

Log Path: E:IERDMQDQDIER Wariable Histary Path: E:'IERDMEDQDIER

Note:In the example shown here and on the following pages, the Log Path and
Variable History Path were C:\ERDM202D\ERDM?202D.log and
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C:\AERDM202D\ERDM202D.rrr, respectively. They may be different for your
particular version of the software.

4.2 Exporting the Model Data Set from the ERDEM Database

From the “Main” Menu

1. Select “Export,” then “Run Model,” as shown below.

(2] ERDEM: MALE_TCE_METABEELIM (SAMPLE DB Open)

File Model Activity Chemical Chemical Compartments Enzvmes Exposure  Special Processes  Feporting  Swstem BSsas Help

Hazn U O &2F =00 |F 2D 88 B | I

The “Export Model” window will appear, as shown below.

Export Model

Exporting MALE_TCE_METABELIM

Proc Filename: | -\ERDM2020ERDM2020 CHD

Variable History Filename: k::‘.ERDM2D2D1ERDM2D2D.rrr
Log Filename: F:ERDMQDQDWERDMQDQD.IDQ

Export Process Complete A
Loading Data

Loading Wipeout Info

Exporting Model Data Set

Exporting Model Compartments
Exporting Exposure Routes

Exporting Model Data et Subsystems
Exporting Model Data Set Activities

[ O [0

W

Pleaze close the ACSL/Graphic Modeller, if it is open, before clicking Start!

Start | Cloze |

Notice the warning above the “Start” and “Close” buttons. If your “ACSL/Graphic
Modeller” is open and “Load ACSL” has been selected, the export will experience a
file generation conflict until you have closed the Modeller. It is therefore
recommended that you close your “ACSL/Graphic Modeller” before proceeding.

From the “Export Model” Window

2. Set the “Proc Filename” to “C:\ERDM202D\ERDM202D.CMD”.
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When the Export is completed, the .cmd file will contain the exported current MDS
that was entered and saved in the ERDEM Front End database, with the MDS
parameters specifically formatted to run in the ERDEM Model.

3. Click on the “Start” button.

As each Export Process is running, the word “processing” appears to the right of the
process name. When a process is complete, a check mark will appear in its “Complete
box. When all processes are complete, an “Export Notice” message box will appear
informing you that the export was successful, as shown below.

Exporting MALE_TCE_METABELIM

Proc Filename: F:WERDM2D2DWERDM2D2D.CMD
SERDM202DNERDM2020 rrr

Variable History Filename:

Export Notice

\I,) The Export of the current Model Data Set (MDS) was SUCCESSFUL!

Exporting =ystem varahbles
Exporting Prepare Variables
Exporting Plots

< <l9q

W

Pleaze cloze the AC5L/Graphic Modeller, if it iz open, before clicking Start!

| Cloze |

4. Click on the “Export Notice” message box “OK?” button.

5. Close the “Export Model” window.

2
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Section 5

Starting the ACSL Viewer and Running the ERDEM Model

5.1 Starting the ACSL Viewer

From the “Main” Menu

1. Select “Special Processes,” then “Run ACSL Viewer,” as shown below.

(] ERDEM: MALE_TCE_METABEELIM (SAMPLE DB Open)

File Model Activity Chemical Chemical Compartments  Enzymes Exposure BS/d=EENE N Reporting  System  Export  Help

|ﬁ§§%|§m.|@ﬁi§§§§§ﬂ|g LERE Q.E|>‘ Data Set Process

Swstem Yariable Processing
Special Variable Setting

Plat Groups (Chern/Metab)
Flot Groups (Enzymes)

Experimental Data

CopyiDelete Model Data Set
Delete Chemical/Metabolism Reaction/Enzyme

COPY CLURRENT DATABASE
CONVERT DATABASE
RESTORE SAMPLE DATABASE

Radio Label Groups

A “Run ACSL Viewer” window will  [@@IF e RIS
appear, as Shown at right- Please enter the PATH to your ACSL Viewer:

Default Pﬂth:l COBCSLYIBEWAGKIGHM axe

2. Set the “Default Path” to match
the path where the ACSL Bestore Def; K cancel
Viewer was installed, as shown
at right.

3. Click on the “OK?” button.

The “ACSL/Graphic Modeller” (sic) vendor window will appear, as shown on the top of
the following page.
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ACSL/Graphic Modeller,

": ACSL araphic Modeller will Function in viewer-only mode, ¥ou can edit and run pre-defined models but vou cannot
save the models, To license the Full Functionality, please contact AEgis Research Corp, at 800-647-AC5L or
256-922-0802,

If wou have purchased the product, please run the ACSL Security Key Ukiliey (From the ACSL program graup) ko

request or install a security key,
i Cancel |

4. Click on the “OK” button for this and any other vendor windows that pop-up
until the “ACSL/Graphic Modeller” window appears, showing an inner window
called “modell.gm [Viewer Mode],” as shown below.

Note:If this is the first time the ACSL/Graphic Modeller has been run, the “Viewer
Mode” window may appear minimized on the task bar. If so, click on it and it
will open up (as shown below).
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From the “ACSL/Graphic Modeller” Window

1. Select “File,” then “Open,” as shown below.

:' ANEW WALE TOF WE TARRELM [SAMPLE DE Tipan)

.h-;.-"-l Sl fleinpfin: Modoller - maSded | gm|s s Mot

. o | cf

Open an wdsting graphic model ( ges) or block rack ( rac) Il

The “Open Graphic Model or block  [EEn TR S A
Rack” window will appear, as Look jn: | £ ERDM202D <] « @ ot m-

shown at right. =)DMEMz0zZD
[ Erdmznz0.gm

File: mamme:; | Open I
Files: of type: IFiIes [*.gm;"1ac) j Cancel |

[ Open as read-only

|
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2. Click on the down arrow in the “Look in” field (or click anywhere in the field).
The directory list will appear, as shown below.

Open Graphic Model or block Rack
Laok jn: | < Local Disk [C:) | =5 -

= Eﬁ' Desktop
!DMG ,:] ty Documents
E Erdm3

| ) My Computer
4 3% Floppy (2]
| ocal Disk [
I3 ERDM202D
is CD Dnive (D]
z PStephan an 'te-ps1 iU zerdpps’ (F:]
=% C_thompsan on Tvfs1' [G:)

;s = HEDSshared on 'hfs1' [H:) T e o
-
Fle mene 22 Userdpps on lv-ps' (K]
: = erdemshared an lvfz1' (M)
Sam T |
el =% progvol on he-fs1' (P M i
z dataanalyziz an Tw-fz1" [0:]
“#® PStephan on Tefs1hwserol U]

3. Select the drive where the software has been installed.

Open Graphic Model or, block Rack

Look jr: | = Local Disk ) j & ek E-
) Acshview [CIDRIYERS S)HwWA
IEacorel [CS)ERDEM Tutorials 1386
[E23db_conversion &1 ERDM2020 ) Multimedia Files
[adeemfe [C3)ERDMz02L ) MyFiles
(oY IC)ERDMZ02S [C)Program Files
;@Documents and Settings  [CJ)ERDMZ02% C5Pss1z
E: 3|

Files of type: |Files [*.gm;" rac) ﬂ Cancel

[~ Open as read-only

From the Directory That Appears

4. Choose the version you selected in the “Definition of Model Data Set” window (see
Section 3.3). (In this case, highlight the file named “ERDM202D”.)

5. Click on the “Open” button.
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Files that are in the “ERDM202D” directory will appear, as shown below.

Open Graphic Model or block Rack

Look jn: | £ ERDM202D -« @k E

|| Erdmz0z0.gm

I Open as read-only

Files of type: |Files[".gm;".rac] ﬂ Cancel

6. Select “Erdm202D.gm,” as shown below, then click on the “Open” button.

Open Graphic Model or block Rack
Lack jr: | £ ERDM202D v & Bk E-

[ Open as read-only

File name: 1Erdm2D2D.gm
Files of type: ]Files [F.am;* 1ac) j Cancel ]

|

The “ACSL/Graphic Modeller - [Erdm202D.gm [Viewer Mode]]” window will appear,

as shown at the top of the following page.
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i ERDEM: MALE_TCE_METABEELIM (SAMPLE DB Open)

Reporting -~ System Export  Help

File ~ Model Activicy - Chemical - Chemical Compartments - Enzymes  Exposure Special Processes
E:N | [

B2 #0e| o =0 FEo

CSL/Graphic Modeller - [Erdm202D.sm[Viewer Mode]]

:-“gr:FiIe Edit Wiew Browse Blocks Simulate Window Help

D[@|d]| &% 2w al~[2] cf

ERDEM 202D MARCH 11,2005

¥ ¥ ¥

Gastrodntestinal
Tract

T eminatior

Urits Canversion Initial
Absolute Erors Segrent

Termninal

Spleen and,

Metabolism

How to Choose
Abszolute Emars

Body Summary
Defiritions

Liver with

Exposure and

Metabolism

Metabolite and
Enzpme

Iriitialization

-

B Kidney and 1
|—| Al |

Left-click bo select, Shift-left-drag to mowve. Right-click Far menu,

|Ready
7. Maximize the “ACSL/Graphic Modeller - [Erdm202D.gm [Viewer Mode]|]”
window (click on the Maximize icon (the middle button at the top right corner of

the window)).

next page.
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This will give you a full-screen view of the ERDEM Model, as shown at the top of the




& ACSL/Graphic Modeller - [Erdm202D.gm[Viewer Mode]]

:-“gr:FiIe Edit Wiew EBrowse Blocks Simulate Window  Help

D6l 4 [=[E] 8% 8]0 cf

ERDEM 2020 MARCH 11,2005

id ]

E
—— Gastrodntestingl
£ Tract
A Pl o
I E
! E
iy Units Corversian Intial
#=(  Spleenand, Abzolute Enors Fegment
™ Metabolism
How to Choose ;
Lpmef
: . Abszolute Emars Iinel
L ] Liver with
=t Exposure and S
b Metabolism -
- I MEtEa:gl:::”d BogyrSL_Jmmar
efinitions
| & Initialization - g
®= Kidney and H - 0
Metabolism
[ E o
Ovaries and v
Metabolism | Enzyme
¥ | Reports
|
ik i
Testes and M
Metabolism [t
Structure &
of Model
—_ 1 h

eft-click ko select, Shift-left-drag to mowve. Right-click Far menu,
— — — m—

UM

5.2 Running the Model

From the “ACSL/Graphic Modeller”

Menu

1. Select “Simulate,” then select “Load

ACSL,” as shown at right.

Two initialization messages will appear
and disappear. Then the minimized
ACSL Run Time icon will appear on the
right end of the task bar (bottom of the

screen), as shown below.

i ACSL/Graphic Modeller - [Erdm202D.gm[Viewer Mod
Window  Help

%8 File Edit View Browse EBlocks
L

D[] 555 Sk

Run Options. ..
Generate Code r

Load ACSL

Start ACSL

=

Gastro- ntestin
Tract

ﬁ
W ¥ 1F|
%

Below is an example of a minimized window from which ERDEM Model runs can be

viewed.
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:r:' start | @ M:itemp\Gretchen [ Inbox - Microsoft Out,., | Corel WordPerfect - [...

[ .. ERDEM [ eroem: mate TcE_... | & AcsjGraphic Madele. .

To See the Results

1.

62

Click on the icon.
The results will appear, as shown below.

This window shows the beginning of the command (.cmd) file, the program that runs
the model simulation.

EN ACSL - Erdm202D
File Edit Setup Simulation  Analysis  Linear Help

Switching CHD unit to 4 to read Erdm262D.cmd ~
* MODEL DATA SET: MALE_TCE_METAB&ELIH

* SPECIES: HUMAH

* SUB-SPECIES: MALE

t AUG AGE: 38

* GEHDER: H

t DESCRIPTIOH:

H Fisher version of the TCE model for a human
H male — with volume and blood flow amounts,
H metabolism and elimination in kidney

H and liver.

t

PROC EXPORT_FOR_DEEHW_282D_893820885_0946

L ]

L]

o START OF 'WIPEOUT' SECTION --------—-

tPROC WIPEOUT *PROC TO INITIALIZE UARIABLES SET IM THE HMODEL TO DIFFEREWT VALUES
*SET UALUES FOR ADDITIONAL UARIABLES HOT IN COMSTANT STATEMENTS.

BSET TIMTEG=8.88881,NSTP=12%1,MINT(1)=1.E-28

SET 1s_big=.F.,1s_biv=.F.,1s_inm=.F.,1s_inp=.F.

SET 1s_inf=.F.,1s_INH=.T.,1s_rig=.F.,1s_skw=_F.

SET MUW=18+119_.37812

SET Ta=8.

SET BIGD_1t_big B=1.E28,BIGD_1t_big E=1.E28

SET BLIV 1t _biv B=1.E28,BLIV_1t_biv E=1.E28

SET BRTHL_1t_brth_st=1_.E298,BRTHL_1t_exh_st=1.E298,BRTHL_1t_inh_st=1.E28

kf_
g "
=
Li—lv:<




You can maximize the window to enhance the view, as shown below.

BN ACSL - Erdm202D

File Edt Setup Simulation Analvsis Linear Help

Switching CHD unit to 4 to read Erdm282D.cnd y
* MODEL DATA SET: MALE_TCE_METAB&ELIM

* SPECIES: HUMAH

* SUB-3PECIES: MALE

* AUG AGE: 38

* GENDER: H

* DESCRIPTION:

*  Fisher version of the TCE model for a human
u nale - with volume and blood flow amounts,
t metabolism and elimination in kidney

t and liver.

*

PROC EXPORT_FOR_DEEWM_282D_093082005_8946

Lttt START OF ‘WIPEOUT' SECTION --——---—-

tPROC WIPEDUT *PROC TO INITIALIZE UARIABLES SET IN THE HODEL TO DIFFERENT UALUES
$SET UALUES FOR ADDITIDHAL UVARIABLES HOT IH CONSTANT STATEMENTS.

|RSET TINTEG=8.88881,HSTP=12%=1,HINT(1)=1.E-28

SET 1s_big=.F.,1s_biv=_F.,1s_inm=.F.,1s_inp=.F.

SET 1s_inf=.F.,1s_IMH=.T.,15 rig=.F.,15_sku=_F.

SET MU=18=119.37812

SET Te=8.

SET BIGD_1t_big_B=1.E20,BIGD 1t _big E=1.E28

SET BLIV 1t_biv B=1.E20,BLIV 1t biv E=1.E28

SET BRTHL_1t_brth_st=1.E208,BRTHL_1t_exh_st=1.E28,BRTHL_1t_inh_st=1.E28

SET INFD_1t_inf_INE=1.E28

SET RIGD_1t_riq INE=1.E28

SET SKSW_1t_skw INE=1.E28

SET TSTOP=8.

SET ACTPD 11s_ap B J=9x.FALSE.

SET LS_BRTHL=.TRUE.,LS_PU=.FALSE.

SET LS_CGC_AC=18=.FALSE.

SET LS_GC=.FALSE.,INHL 11s _cc_b_J=9=.FALSE.

SET LS_TRH_PRT=.T.

SET LS_GI=.TRUE.,LS_STIN=.FALSE.

SET N_EXP_CHMPDS=8,N_BIG_EXP=8,N RI&_EXP=8,N_INP_EXP=8,N_SKW EXP=8

SET N_INF_EXP=8,N BIU_EXP=8,N_INH_EXP=8

SET NCINT=1.,HIINT=1.,H_SBJ_CC=8.

SET LS BPCT INP=.T..LS UPCT INP=.T. 7

' Start ||| -

To Stop the Run

1. Click on the “Start” button.
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To Run the MDS

1. Type in: “RUN_MDS?” in the field next to the “Start” button (bottom of the
window), as shown below.

2. Press the “Enter” key.

EN ACSL - Erdm202D
File Edit Setup Simulation  Analysis  Linear Help
PROC EXPORT_FOR_DEEM 282D 89382005 8946

. START OF "WIPEDUT' SECTION ------—---
tPROC WIPEOUT *PROC TO INITIALIZE UARIABLES SET IH THE HMODEL TO DIFFERENT VALUES
*SET UALUES FOR ADDITIONAL UARIABLES HOT IN COMSTANT STATEMENTS.
BSET TIMTEG=8.88881,NSTP=12%1,MINT(1)=1.E-28
SET 1s_big=.F.,1s_biv=.F.,1s_inm=.F.,1s_inp=.F.
SET 1s_inf=.F.,1s_INH=.T.,1s_rig=.F.,1s_skuw=_F.
SET MUW=18+119_.37812
SET T@=8.
SET BIGD_1t_big_B=1.E28,BIGD_1t_big_E=1.E28
SET BLIV 1t _biv B=1.E28,BLIV_1t_biv E=1.E28
SET BRTHL_1t_brth_st=1.E298,BRTHL_1t_exh_st=1.E298,BRTHL_1t_inh_st=1.E28
SET INFD_1t_inf INE=1.E20
SET RIGD_1t_rig_IME=1.E20
SET SKSW 1t_sku INE=1.E20
SET TSTOP=8.
SET AGTPD_11s_ap B_J=9x_FALSE.
SET LS_BRTHL=.TRUE.,L5_PU=_FALSE.
SET LS_CC_AC=18=_.FALSE.
SET LS GC=.FALSE.,INHL_11s_cc_b_J=9=_FALSE.
SET LS_TRM_PRT=.T.
SET LS_GI=.TRUE.,LS STIN=.FALSE.
SET H_EXP CHMPDS=8,H BIG_EXP=8,N RIG_EXP=0,HM INP_EXP=8,H_SKW EXP=8
SET M_INF_EXP=8,N_BIV EXP=8,N _INH_EXP=8
SET NGINT=1.,NIINT=1.,H 3BJ_CC=8.
<

Start ||RUN_MDS$|
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The following window shows the .log file. The beginning of the file shows the
OUTPUT variables that were previously requested, but not shown in this view. The file
then shows the chemical analyses output results by default. At the end of the file, the
PRINT variables you requested are displayed, as shown below. At the very end of the
file are the words “END OF ‘FINALIZATION’ SECTION.” This indicates that the

simulation run for this MDS

ENACSL - Erdm202D

is complete.

File Edit Setup Simulation  Analysis

988 23
281 23
982 4.
983 94,
984 94,
985 o4
086 o4,
987 o4,
988 o4,
989 94,
998 94,
991 94,
992 95.
9293 95
294 95
995 95
996 95
997 95
9908 95
900 25
1088 95
1861 95
10882 26
! _________
?

H

H

<

.88g0a00g
.9840800

g3000080
1760000
2720000
3680000
46408008
5608008
6568008
7528808
gugaeng
94480808
848004880

.136088008
.2328800
.32800800
4248000
.5200000
.6160808008
.71208888
.BpgBAAA
.9p40888
.apgaass

END OF

33 .43 00080
33 .4351080
33 .4402000
33.4453000
33.4503000
33 .4554000
33 .4605000
33 .465508088
33.470608088
33.47560888
33.48060888
33 .48560888
33.49060080
33 .4956000
33 .5006080
33.5856000
33.5106000
33.5156000
33.5205000
33.5255000
33 .5304008
33.5353008
33.5402088

Lineat

Help
121.721808
121.739008
121.758000
121 _ 777000
121._7956000
121.8148008
121.833808
121.851888
121.8760808
121.889808
121.9687808
121.925808
121.944808
121.9620808
121.9810808
121.999808
122 _9170006
122 _835000
122 68548008
122872808
122 .@898808
122 168888
122 1268008

"FINALIZATION" SECTION

56.61610008
56.6249000
56.6336000
G6.6423000
56 .65100080
566596000
C6.6683000
56.6769000
56.6856 800
56.6942008
56.70280808
56.71148088
56.71990800
567285000
56.7378000
567455000
G6.7540000
G6.7625000
567718000
567795000
56.7879008
56.7963000
56.80480008

3. Minimize this window.

5.3 Specifying the Scenario

To See Plots

From the “ACSL/Graphic Modeller” menu:

1. Select “Simulate,” then “Run Scenario,” as

shown at

right.

Lol

&5 ACSL/Graphic Modeller - [Erdm202D.sm[Viewer Mod
:iﬁ File Edit “iew Browse Blocks

D& &5 Sk

STONEEN Window  Help

Run Options. ..
enerate Code 3

Start ACSL

[ —————  Caonkinue ACSL run. ..
l— Display Yariables
Plat Yariables. ..
AC5L Command.,

G astro-Intestin

Tract
Exit AC5L
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The “Specify Scenario Procedure”
window will appear, as shown at right.

2. Select the desired scenario procedure
from the “Name” list.

3. Click on the “Execute” button.

The plots are available for viewing in
separate windows.

Specify Scenario Procedure

File: |C:\ERDM2020ME rdm202D. om

Ef_LINDER _THE CLIFE

Exit

Execute |

Browsze. ..
Customize

Re-load scenaria |

Help |

X

To view the plots, minimize the active windo WlaR{&IRIIE)]

The plots will be “stacked” on top of each

other, as shown at right.

To View the Plots Separately

1. Move their windows (click on the

colored title bar, hold the mouse button
down, and drag the window to another

position).

Separated plot windows are shown below.
You can also minimize and maximize each
plot window.

File Edit Help

A 8 & OCA AEEA LUWLER THE CURNE

i K RIOMEY. LIWER AlD YEWOUS BLOOD

A A

oo =

| ) ol R =T

A g

s g ' ¥

= o (=) rd &

A 4 =

et | 1 ik

Er | T | B o S

s s ,"." =)
1 o
F I

=] E__ al: o

[] o = 1] m

k1) B0
TINE Howr s

| ACSL Plot(1)
Fil=  Edit Help

TCE AREA LWDER: THE CURYE TCOH_FREA UNDER THE CURYE B a3 3 DA AREA UWDER THE CURYE

5 5 & KIONEY, LIVER AND VENOUS BLOOD LA KIONEY. LIVER AND YEWOUS BLOOD bl KIONET. LIVER AND VENOUS BLOOD
—_— s
ol
—’/ 2 I

R - 8l g 8 =
<= | = |2 | = == P
0 150 10 i
A AEA LA LRI o M P M
N BN g sl o &z |8 g
SRR & R = R &
A 3 213 %] Le=qg=7| % (ﬁ#é‘_eﬁ I’r *
¥ ¥ : L oF B = - wH o o 7 -
EN NN £ s1ETET S @ 2|2 N
gl 2] = g |2 ;- z gl (2] &
R — =88 | el = A - 2
)| aalFa]L — — T = o 7y i =1 g T = i =1
R el o e 2 -

i £ b 8 ; g
o - oo & U n

o I 11 | m o a 1 n m o I 11 B o

TINE Howrs TINE Howrs TINE Howrs

66



The plots are also available as minimized window icons on the task bar. In the illustration
below, they are the last three to the far right in the lower row.

i4 start B

U’@ ACSLfEraphic ...

If you prefer, you can view the plots separately by clicking on the minimized icons.

Note: The plots do not automatically save. To have a record of a plot, you can do one of
two things: print it, or save it as a bitmap.

| ACSL Plot(1)
To Print a Plot il £t
. . Exit g RIDNET L HEE b RS Fy oD
1. Select “File,” then “Print” from the plot )
. R .
window’s menu, as shown at right. LRk e
AR
To Save a Plot AL £
1. Maximize the plot window (to full screen). AENES ':Ig B PO N et
T &
2. Click on “Edit,” then “Copy Bitmap” (as T e 7m0

shown below) and follow the prompts.

67



1 /ACSL Plot(1)

TCE AREA UNDER THE CURVE
g KIDNEY, LIVER AND YENDUS BLODD

File B8 Help
(
o [}
o_ o
ol o] o
oo [aw] w
1 ] 1
T T T
5 [ 9 =
i £ i
| | |
o o (=] A
= E =} Vv
ol o] "o i
ﬁf.D ,—uLD ﬁCD -
— — — :
L L L :
| | | '
] = aa] 1
st ) = 1
=] = = 3
[0 A O i I O s
0 | ] '
— —_ —_ |
I | I i
= a2 — !
P = aa] i
O — = d
Yo | do] o L
NN N =
| e
7
i
o7 oY O
0 20

40
TIME Haur

0
s

80

100

Sep 30 11:55:44 2005

To View Additional Plots

1. Go back to the beginning of subsection 5.3 and select a different scenario

procedure.

5.4 Exit ACSL

From the “ACSL/Graphic Modeller”

Menu

1. Select “Simulate,” then “Exit
ACSL,” as shown at right.

This will close all ACSL windows.
It also saves the “.log” file, a record
of your MDS simulation run, in the
location specified in the “Export
Model” window, as previously
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shown in subsection 5.2. In addition, it saves the “.CMD” and “.rrr” files identified in
the “Export Model” window.

A view of the “Export Model” window, showing the file names, is shown below.

Export Model

Exporting MALE_TCE_METABELIM

Proc Filename: | ='ERDM2020'ERDM2020 .CMD
Variable History Filename: k::WERDMEDZD'IERDMEDED.rrr
Log Filename: |C:1ERDr-.-12I32D1ERDr-.-12I32D.IDg

Export Process Complete »
Loading Data

Loading Wipeout Info

Exporting Model Data Set

Exporting Model Compartments
Exporting Exposure Routes

Exporting Model Data Set Subsystems
Exporting Model Data Set Activities

LN N NNy

W

Please cloze the AC5L/Graphic Modeller, if it iz open, before clicking Startl

Start | Cloze

Note:The version used for this demonstration was “ERDEM202D.” By default,
subsequent model runs using version “ERDM202D” will be saved to the same
directory and use the same three file names shown above. If you wish to keep the
files from the previous model run, it is recommended that you copy the three files
to a different directory and rename them for identification.

5.5 Exit ACSL/Graphic Modeller

1. Select “File,” then “Exit” from the menu, or click on the red and white “x” at the
top right corner of the window.

5.6 Exit ERDEM Front End (] ERDEM: MALE_TCE_ME

Model Activity  Chemic
1. Select “File,” then “Exit,” as shown at right, or click on the New Model Data Set
red and white “x” located at the top right corner of the OpeniodeiDaa et
window. Open User Database
Cpen SAMPLE Database
Exik:
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Section 6

Descriptions of
Exposure Related Dose Estimating Model (ERDEM)

Exposure occurs at the boundary of the body or test system. It is of considerable interest
to EPA to limit, reduce and, in specific instances, eliminate exposure. Humans become
exposed to chemical and biological substances, physical energy and radiation through the
activities they perform routinely in everyday life or occupationally as part of certain
policies, practices or procedures. Exposure can occur accidentally as a random event, or
during an occupationally related task or as a result of a purposeful action such as a
(terrorist) attack.

Humans may become incidentally and unknowingly exposed. Exposure to particles and
gasses in the air we breathe may be unavoidable. Dermal contact with surface residues
may be unforseen and unrecognizable. Ingestion of particles and residues in food may be
unintended and unsuspected. Under certain conditions, exposure can be limited or
reduced through education, managerial oversight, regulatory responsiveness, and use of
proper personal protection devices (Ness, 1994).

Exposure events in time and space under certain recognizable exposure scenarios may be
accomplished more easily for occupationally related exposures where policies, practices
and procedures have been established than for those that occur randomly or incidentally.
However, regardless of the nature of the exposure, exposure follows along recognized
pathways, e.g., inhalation, ingestion, and dermal, and routes, respiratory, oral, and
percutaneous.

ERDEM was designed to examine three pathways of exposure, inhalation, ingestion and
dermal, and eight routes of entry into the in silico test system. Experimental pathways and
routes of entry were included (subsection 6.1), along with what might be perceived as
naturally occurring unscheduled or not experimentally controlled pathways and routes
(subsection 6.2). This approach greatly enhanced the database to include laboratory
animal and clinical studies in addition to environmental field studies. For example, enteral
administration is represented by intraperitoneal injection (IP) of chemical into the GI tract
via the Portal Blood (Liver for the Stomach/Intestine Gastro-Intestinal model).
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6.1 Experimental Pathways and Routes of Entry
6.1.1 Intraperitoneal Injection

Intraperitoneal Injections (IP) into the Portal Blood may be given for multiple chemicals

for up to nine scenarios starting at time 7 . and repeated at the inte? perr - The
amount of chemical to be injected is calculated from the concentration of the chemical

times the Body Volume. The amount injected decreases at an exponential rate. All

injections start before the simulation start time (T,). When the scheduled event occurs to

start the injection, the amount is calculated as:

A =4 z Fos
PRI NECURE, pel Y5 (1)

where Apz e is the amount remaining to be absorbed from the previous interval. The
amount of the ith chemical from the jth exposure remaining to be absorbed is:

— MIN(] Ki;\‘PAR.\'_JUATKI;\'R L)

(2)

A[NR(,'UR,J”. = A[NP,J” e

where, AT =T — TMSTLJJ_, TMSTLJ], is the start time for the last IP Injection for tk
exposure, and MIN is the minimum of the two terms. The amount of the ith chemical
remaining to be absorbed for all exposures is:

NivpEXP

Appcor, = Ape CURJ, (3)
Jj=1

and the rate of change of the amount of chemical injected into the Portal Blood is given
by:

N
dA w, INREXP

Kinpasss Ampcury (4)
dt o ij i

At the start of the next injection interval, the IP amount remaining to be absorbed is
accumulated for each chemical; the elapsed IP simulation time is reset to zero, and the
next injection occurrence is scheduled.

6.1.2 Intramuscular Injection

Parenteral administration is represented by intramuscular injection (IM) in the muscle
(Slowly Perfused Tissue). Intramuscular Injections may be given for multiple chemicals
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and up to nine scenarios starting at time Ty, , and repeat at the inter‘T,WTTj . The amount
of chemical to be injected is calculated from the concentration of the chemical times the

Body Volume. The amount injected decreases at an exponential rate. All injections that

start before the simulation start time (T,) and before the simulation end time are

scheduled. When the scheduled event occurs, to start the injection the amount is

calculated as:

A =4 +C V.
INMJ, ; INM.CUR.J, ; NmJ,; VB (5)

where AINM,CUR,JI.J. is the amount remaining to be absorbed from the previous interval. The
amount of the ith chemical from the jth exposure remaining to be absorbed is:

- MIN(I(TNMIQESJ .AI'KIM\/[,LLM,)
Y| =4 e ' (6)
INM,C UR,JZ.]. ]NA/I,JI.].

where AT =T— Tysn o Trosrs, is the start time for the last IM Injection for the jth exj
and MIN is the minimum of the two terms. The amount of the ith chemical remaining to
be absorbed for all exposures is:

Nivug Exp

Ay, CUR; — Apm CURJ, @)
= ’

and the rate of change of the amount of chemical injected into the Slowly Perfused Tissue
(muscle) is given by:

N
d A u, INM,EXP

- KINM,ABS,J. . AINM, CURJ. . (8)
dt b ij ij

At the start of the next injection interval, the IM amount remaining to be absorbed for
each chemical is reset to zero and scheduled for the next injection occurrence.

6.1.3 Intravascular Administration

There are two forms of intravascular administration into the venous blood, Bolus
Intravenous Injection or Infusion.

6.1.3.1 Infusion into the Venous Blood

Infusion is the direct insertion of chemical into the venous blood at time 7, ~ for a period
of time, T, , which can be repeated at the interZmwer, - There can be many chemicals
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in each infusion, each with its own concentration. The rate of change of the amount of the
ith chemical infused into the venous blood versus time is given by:

N
dA INEVB, lirg
t

5 Z Cuv,, O, (9)

The flow rate, QINFJ. , 1s independent of the chemical. There is one flow rate for each
exposure. However, the concentration of the ith chemical in the jth exposure, C[NFI.J.J can be
different for each chemical. The total amount of the ith chemical passed to the venous

blood by Infusion is:

g dA[NEVB.
Aprys, =fTD 7 “dt (10)
6.1.3.2 Bolus Intravenous Injections
Bolus dose Intravenous (IV) Injections start at a given time, T,  , and may be repeated at
an input interval, TR]G,TTJ- . Bolus dose Intravenous Injections (IVs) injected before

simulation start time are not modeled. Those that occur at simulation start time (70) are
modeled as true bolus doses into the venous blood. The equation for the initial values for
the amount of chemical in the Bolus IV Dose and in the venous blood are given by:

e

ABIVT,),. - ABlVi, (11
T

AVBTOI - AB[VTOi (12)

for the exposures that start at simulation start time. A bolus dose IV that occurs after the
simulation start time is simulated with a rate input normally having a time duration of
one-quarter of a communication interval or one-quarter of a maximum integration step,
whichever is less. The equation for the jth exposure for the ith chemical then takes the
form:

dABIViJ- _ ABIV,-J- (13)
dt TBIVE - TBIVB

and for all exposures to the ith chemical at time t:
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N,
dABIV /4 dAB]V”

ar ZZ dt - (14)

¢ dAgy
ABIVH = f dt dr + ABIVm (15)
To

6.1.4 Inhalation Administration

There are two types of inhalation, Open or Closed Chamber Inhalation. Open Chamber
Inhalation is assumed.

The subjects in each simulation are in a closed chamber or an open chamber. They cannot
be mixed. If the simulation uses an open chamber then:

¢ Ifno exposure is defined then the simulation starts with an open chamber with no
concentration of chemical.

e There is no change in the concentration of chemical in an open chamber due to
exhaled air.

e If one or more open chamber exposures are defined and none are designated the
starting exposure then exposure number one is the exposure starting the simulation.

¢ Any number of chemicals can have a concentration in an Open Chamber exposure.
¢ The simulation cannot switch in the middle from Open to Closed Chamber
Inhalation.

If the simulation uses a closed chamber then:

¢ There must be a Closed Chamber exposure defined to start the simulation.
¢ Only one Closed Chamber exposure can be active at once.

e Any number of chemicals can be assigned a concentration for a Closed Chamber
exposure.

¢ The chemicals in the exhaled air change the concentration of each chemical in the
closed chamber.

e [f Closed Chamber Inhalation is chosen then the whole simulation will be with a
closed chamber.

¢ Open Chamber Inhalation can be approximated with an extremely large closed
chamber.
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The input concentration for an Open Chamber is in units of parts per million. The input
for Closed Chamber Inhalation can be the amount (mass units), or the concentration (units
of parts per million). The Open Chamber concentration for the ith chemical in mass per
unit volume is calculated from:

Ning Exp

CINHi = Z CAIR,JZ.].CAIR,IPPMi (16)
j=1

For Closed Chamber Inhalation the volume of the chamber is required. The volume of the
air in the chamber is calculated by subtracting the volume of the number of subjects:

VCC,GASj = Vccj — N,V (17)
If the input into the Closed Chamber is a concentration then it is given in parts per million
and converted to mass per unit volume units. But, if the input is an amount, then the

amount is converted to concentration by:

! cCJy,

CINH. =

. (18)
! VCC,GASj

There are two types of lung included in ERDEM, static lung and Breathing Lung. These
compartments are described in subsections 7.1 and 7.2. The inhalation pathway involves
entry through the Open or Closed Chamber static lung or the Breathing Lung.

6.2 Exposure for Bolus Ingestion, Rate Ingestion, Inhalation, and Skin
Surface Exposures

Exposure time histories have been implemented in ERDEM for rate ingestion, open
chamber Inhalation, and skin surface exposure, but not for bolus dose, or Closed Chamber
Inhalation. There can be up to nine time histories for each exposure type (except for skin
surface exposure which can have up to five exposures), but only one for each chemical.
The time histories may be repeated periodically. Each time history will have a start time
and duration interval. Any exposure can be expressed as an exposure time history.

Each exposure route has most of these variables:

¢ Concentration of chemical in a volume of food, water, or air (usually the dependent
variable in a time history);
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¢ Volume of the food, water or air;
e Flow rate - volume per unit time;

e Start time of exposure, duration of exposure, and interval between exposures.

If an exposure starts on or before the simulation start time, then the simulation starts with
the exposure in effect. Otherwise, there is an event to start and one to terminate the
exposure. There can be overlapping exposures of the same type in most cases (not for
Closed Chamber Inhalation exposures). If the exposure is an exposure time history, then
only one chemical can be modeled and there can be only one exposure time history of a
particular type in any one simulation.

6.2.1 Ingestion Into the Stomach and the Stomach Lumen

If Rate ingestion input is a time history, then time and the amount per unit time
(concentration times flow rate) of the chemical are provided. Linear interpolation is used
to obtain intermediate values.

6.2.1.1 Bolus Dose Ingestion

Bolus dose ingestion occurs when chemical is taken into the Gastro-Intestinal tract very
rapidly; for instance in one big bite or drink (there is no time history input). Bolus dose
inputs that occur at simulation start time (T,) are modeled as true bolus doses. The initial
value for the integration in the stomach or stomach lumen is the sum of all exposures that
start at simulation start time. The equation is:

N Big

ABIGTOi = ABIGm. + Z CBIGI.J VBIG/. (19)
=1

for all exposures to the ith chemical at time T,,.

Bolus dose inputs with start time Ty~ that are greater than the simulation start time and
before the simulation stop time are simulated by rate inputs that start at the scheduled

bolus dose start time with a duration of % of a communication interval, or % of a

maximum integration interval, whichever is less. The bolus dose for the jth exposure can

be repeated at the input interval, Tpgrr, - The approximation of a bolus dose input via a rate
input of a relatively short duration produces results very similar to those achieved with an
actual bolus dose while allowing a more accurate evaluation of amounts and

concentrations via numerical integration. The equation for the jth exposure for the ith

chemical then takes the form:
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dABIG,.V ;L CBIGI.V ; VB[G]. (20)
dt TBIGL, - TBIGB

and for all exposures to the ith chemical at time t:

N
dABIGi S dABIGi‘ )

dt =Z dr - (21)

j=1

The variable ABIGTO,. is the initial value in the numerical integrations for the total amount of
the ith chemical in the bolus dose ingestion, and the amount in the stomach or stomach
lument:

- dAy
AB]GT:‘ - fTaTdt + ABIGTOi =2

6.2.1.2 Rate Ingestion

The Rate Ingestion (may be a time history input, see 6.2.1 above) for each exposure starts

at a given time, Tmc, , occurs over a duration oftinTR,G,Dj , and may be repeated at an input
interval, Twerr, - The concentration of the chemical in the food or drink and the flow rate

are required inputs. The product results in the rate of change of chemical in the stomach

or stomach lumen versus time. Overlapping exposures are allowed. The rate of change of

the ith chemical in rate ingestion versus time is given by:

N
d ARIGi RIG

dt Z CRIGi,j QRJG,' : (23)
7=1

Thus there is one flow rate for each exposure. But the concentration of each chemical in
the jth exposure may be different. The numerical integration to obtain the total amount of
the ith chemical passed to the stomach by Rate Ingestion is:

! dARJG,.
AR[G,STTI« :J‘ dt dt + ARIGOi (24)

To
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6.2.2 Inhalation Exposure

If Inhalation exposure input is a time history then time and concentration in Parts Per
Million (PPM) of chemical are input (conversion from other units may occur). Linear
interpolation is used to obtain intermediate values. The inhalation pathway involves entry
through the Open or Closed Chamber static lung or the Breathing Lung. These
compartments are described in subsections 7.1 and 7.2.

6.2.3 Dermal Exposure

There are two types of dermal exposure modeled in ERDEM, one for chemicals in an
aqueous vehicle, most often a water based diluent, and chemicals as a dried residue or
adsorbed onto particles as a dry source.

6.2.3.1 Skin Surface Exposure to a Chemical in an Aqueous Vehicle

Skin Surface exposure due to chemical in an aqueous vehicle may be input as a time
history of time, the surface area of the skin (square centimeters) that becomes exposed to
the chemical, and the concentration (mass per unit volume) of the chemical in the vehicle.
This concentration and area of the skin are used to compute the rate of change of the
amount of chemical absorbed. Linear interpolation is used to obtain intermediate values.
The skin surface is exposed to chemical in an aqueous vehicle (water) at time Tsxw,  for a
period of time, s, which can be repeated at the intc7, . Skin surface (water)
exposures progress from a simulation start time and end at a scheduled termination time
point. If a fixed scenario is used then the concentration of the ith chemical at the skin
surface is found from summing the concentrations from each of the up to five exposure
scenarios:

N, SKW.EXP

Coks, = Z CSKW,Ji’ ; (25)
=1

The rate of change of chemical in the epidermis due to the concentration Cs, ~ on the skin
surface is given by:

dASKW,DRi

dt CSKSi KSKS,DR,PRMI.ASK . (26)

6.2.3.2 Skin Surface Exposure to Transfer from a Dry Surface
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A chemical exists on a surface represented as a mass per unit area. It is transferred to the
skin of a subject represented by a transfer coefficient. A short exposure period would
represent a bolus.

The rate of change of chemical on the dermis due to a dry exposure is:

dA sks,ex;
dt = Asurfi Ksks,rti (27)

Integrating this equation gives the total applied dose.
The rate of loss of chemical from the skin surface due to evaporation is given by:

sks,ev;

T = (1 O - 8wof) Asksi(selesks,evli + 8ev21<slcs,e'\12i) (28)

where Swof =1 if a wash-off is in progress, and zero otherwise,
SM =1 if the first evaporation rate constant is active, and zero otherwise,

d,, = 1 if the second evaporation rate constant is active and zero otherwise.

The rate that the ith chemical moves from the skin surface into the dermis is given by:

dA sks,dr,

dt "= K Asszksi (29)

sks,dr, prim;

Co = 77 (30)

where ;

If no wash-off is in progress, then the rate of change of the amount of the i chemical on
the skin is given by the rate of application minus the rate of chemical moving into the
dermis minus the rate of loss due to evaporation:

dA sks. dA sks, ex; dA sks, dri dA sks, ev;

== — — (31)
dt dt dt dt -

If a wash-off is in progress, then:

dAsksi _ dAsks,wofi (32)
de dt
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where the wash-off is scheduled at time twof

on the dermis:

for one time step, At, to remove all chemical

dAsks wof; Asks
wof, _ ks (33)
df (twaf) At (twof)'
6.3 Variable Definitions
Bolus Dose Ingestions
ABIG,- = The amount of the ith chemical in all of the bolus dose Ingestions at time t,
ABme = The total amount of the ith chemical in the bolus dose at simulation start
time,

CB,GI_J = The concentration of the ith chemical in the jth bolus dose,
Ny = The number of bolus dose Ingestion exposures,
TB,GB = The time that the bolus dose Ingestion starts,
TB[GE = The time that the bolus dose Ingestion ends, and
Vaic = The volume of the jth bolus dose.

Rate Ingestions

ARIGOi = The initial value for the ith chemical in the Rate Ingestions,

ARIG,STT,- = The total amount of the ith chemical passing from Rate Ingestions to the

Stomach at time t,

CR]G”_ = The concentration of the ith chemical in the jth Rate Ingestion exposure,
dApe,  _ : i . :

pr : = The rate of change of the ith chemical in the Rate Ingestions at time t,
Ny = The number of Rate Ingestion exposures, and
QR!GJ. = The flow rate for the jth Rate Ingestion.
Infusions
A,NEVBH = The total amount of the ith chemical in Infusions to venous blood at time t,
dAlNEVBi _ . . . . . .
—2 The rate of change of the ith chemical in Infusions versus time at time t,
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CINFij = The concentration of the ith chemical in the jth Infusion,

Q INF]-

The Infusion flow rate for the jth exposure.

Bolus Dose Intravenous Injection (Bolus V)

ABW” = The amount of the ith chemical in the jth bolus dose IV,

Ag,ym = The total amount of the ith chemical in the bolus dose IV at simulation start
time,

Ny = The number of bolus dose IV exposures,

TB,VB = The time that the bolus dose IV starts,

TB,VE = The time that the bolus dose IV ends.

Intraperitoneal Injection

A,NRCUR,JU = The amount of the ith chemical remaining to be absorbed from the previous
interval for the jth IP scenario,

A,NRJij = The amount of the ith chemical currently in the IP Injection for the jth
scenario,

A,NPl_ = The amount of the ith chemical currently in the IP Injection,

C,NRJM = The concentration of the ith chemical in the IP Injection for the jth scenario,

dA

% = The rate of change of the amount of the ith chemical in the IP Injection,

K[NRABS,JI.J. = The first order absorption rate constant for the jth set of IP Injections of the
ith chemical,

KINRLIMi = The factor to limit the minimum amount of the ith chemical from IP
Injections remaining to be absorbed.

Vs = Volume of the Body of each subject.

Intramuscular Injection
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A, CURJ, ;
AINM,J,-, ;

AINMi

Crons, ;

A
dt

K[NM,A BS.J; j

KINM,L[Mi

The amount of the ith chemical remaining to be absorbed from the previous
interval for the jth IM Injection scenario,

The amount of the ith chemical currently in the IM Injection for the jth
scenario,

The amount of the ith chemical currently in the IM Injection,

The concentration of the ith chemical in the IM Injection for the jth
scenario,

The rate of change of the amount of the ith chemical in the IM Injection,

The first order absorption rate constant for the jth set of IM Injections and
the ith chemical,

The factor to limit the minimum amount of the ith chemical from IM
Injections remaining to be absorbed.

Skin Surface Exposure (Water)

Agi

ASK W,.DR

dASKW,DRi
dt

CSKS

s,

Koks, DRPRM; —

Inhalation

A ccJ;,

Area of the skin covered by the solution containing the chemical,

= The amount of the ith chemical that has moved from the skin surface to the

Dermis,

= The rate of change in the amount of the ith chemical moving from the skin

surface to the Dermis,

The concentration of the ith chemical on the skin surface due to all
overlapping exposures,

The concentration of the ith chemical for the jth exposure on the skin
surface,

The permeation coefficient for the ith chemical from Skin Surface to

Dermis,

The amount of the ith chemical in the jth Closed Chamber,
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CAIR, 1 PPM;

C, IRJ; ;

C]NH

84

= The concentration of ith chemical in air for one part per million at one

atmosphere and 25°C. This is used to convert concentration in PPM to mass
per unit volume.

The concentration of the ith chemical in the jth exposure in parts per
million.

The concentration of the ith chemical in inhaled air, units of mass per unit
volume.

The number of subjects in the jth Closed Chamber,
The volume of the Closed Chamber for the jth inhalation exposure,

The volume of the gas in the chamber adjusted for the volume of the
subjects.



Section 7

Descriptions of
Absorption and Circulation in Model Compartments

ERDEM has the capacity to test spatial and temporal exposure scenarios involving
multiple parent compounds, each with multiple metabolites, in a dynamic virtual
biological “in silico” system. Individual or collective exposure may be punctuated over
time with biological contact occurring randomly or episodically as a series of acute events
or multiple chronic events where upon the exposure dose metric enters the “in silico”
biological system through recognized portals of entry (U.S. EPA, 1992). Only the
absorbed dose, as a portion of the exposure dose, is of interest toxicologically.
Consideration of this relationship between exposure dose and absorbed dose begins at the
physiological boundaries of exposure, the laryngeal-tracheal system (static or breathing
lung), the skin, gastro-intestinal (GI) tract. ERDEM considers these physiological
boundaries of exposure separately.

7.1 The Closed Chamber for the Static Lung

The static lung is modeled by finding the rate that the ith chemical in inhaled air is
transferred to arterial blood and the rate that chemical in the static lung/arterial blood is
transferred to Exhaled Air. The rate of change of the amount of the ith chemical in the
Closed Chamber is simply the rate of change of the amount exhaled into the chamber
minus the rate of change of the amount inhaled from the chamber by the subjects as
represented in equation (34):

dAcc
dt l =NQA(

CPU,.

~Con) (34)

RPU,AIRi

where N is the number of subjects in the Closed Chamber. In addition, the ith chemical is
moving from the venous blood to the static lung, from the static lung to arterial blood, and
in the chylomicrons from the Lymph Pool (when the four walled Gastro-Intestinal model
is used). Binding of the ith Chemical is modeled in the static lung and is used to reduce
the amount of free chemical. The bound chemical does not metabolize and does not pass
to the arterial blood. Each of the N circulating compounds can metabolize into up to N,,,
metabolites. Each metabolite could be the ith chemical. Thus the rates of formation of
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each of these metabolites must be added. The equation for the rate of change of the
concentration of the ith chemical in the static lung is represented in equation (35):

dCpy Crur,
Viu dr OsCrpr, + Q4 Cpyy, — O Roois + Kippy, Arp, —
N (35)
Cry, dApys, . dAPU,MZ.J. dApyu,,
O R - dr dt +Z dt

j=1 D=1

where the variable /,, is the circulating compound that is the mth metabolite of the /th
circulating compound. The equations for metabolism are presented in subsection 8.2.
Binding and elimination equations are presented below.

7.1.1 Elimination in the Static Lung

There are two types of elimination currently implemented in ERDEM. A linear form in
which the

rate of elimination is proportional to the rate of change of the amount of the free ith
chemical in the static lung and a saturable Michaelis-Menten form. The linear form is:

dAPU,El.
dt

= KP(],EiAP(],Fi (36)

and the saturable form for elimination is:

dAPU,E,. CPU,Fi
dr Vnrus Brs ¥ ABS(C (37)
! ! ( mM,PU,E; ( PU,FI.))

7.1.2 Binding in the Static Lung

The binding in the static lung is of the Michaelis-Menten form but the amount of the ith
chemical that is bound is calculated rather than the rate. The equilibrium equation is:

K PU, M.VIIC[)(,[ F, v )
Kuon, +ABS(Crr)) 2 o

AI’L’.B, =

7.1.3 Calculation of Free Chemical in the Static Lung

The free chemical in the static lung is calculated by subtracting the amount bound from
the total amount as follows:
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APU,Fi - APUi - APU,Bl- (39)
7.1.4 Metabolism in the Static Lung
The static lung metabolism equations are the same as those for the Liver given in

subsection 8.2.5, except that the equation for the V-Max is given as a function of the
Liver value from the equation

v. -y g Yw o)
Mx,PUivj Mx,LViJ M,PU,LV[.J VLV ’
where RM,PU,LVLj is a scaling factor for V-Max in the static lung relative to the Liver for the

jth metabolite of the ith chemical.

7.1.5 Arterial Blood and the Static Lung

The equation for arterial blood (AB) is slightly different for the static lung (PU) and the
breathing lung. Arterial blood is output from the lung and is input to most of the
compartments. The rate of change of the amount of the ith chemical in the arterial blood
for the static lung is the rate that chemical is moved into the arterial blood from the static
lung minus the rates that the free arterial blood loses chemical to the other compartments
(Brain, Carcass, Derma, Fat, Kidney, Liver, Rapidly Perfused and Slowly Perfused
Tissue, Spleen, and for the new GI - the Walls of the Stomach, Duodenum, Lower Small
Intestine, and the Colon). The equation is:

dAABi CPU,Fi dAAB,XXi
— =0 -2 (41)
dt B Royus, oy Gt 7
where
dAAB,XXi a2
dr Os.xx Cusr s (42)

and [XX] = {BN, CR, DR, FT, KD, LV, RP, SL, SP, SW, DU, SI, and CN}.

7.1.6 Venous Blood Input to the Static Lung

The rate of change of the amount of chemical in the venous blood is given by the rate due
to Bolus Intravenous injections and Infusions plus the rate of gain from each

compartment minus the rate of loss of free chemical to the static lung. The equation is
given by:
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dA VB, dA 2 n dA INF, dA YY.VB,

dt —  dt dt + [E/] dr QB CVB,Fi (43)

where [YY] = {BN, CR, DR, FT, KD, LV, RP, SL}.
7.2 The Breathing Lung

The breathing lung is modeled with five compartments: Upper Dead Space, Lower Dead
Space, Alveoli, Pulmonary Capillaries, and Lung Tissue. In addition, flows for the
bronchial artery and the bronchial vein are modeled. Diffusions are modeled for the
Alveoli - Pulmonary Capillaries, Alveoli - Lung Tissue, and Pulmonary Capillaries -
Lung Tissue interfaces. The system chart for the model using the Breathing Lung is given
in Figure 5. Metabolism is modeled in the Lung Tissue. An anatomy chart for the

breathing lung model is displayed in Figure 6. Terminology is defined in subsection
7.2.16.
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Figure 6. Breathing Lung - Anatomical Description.

7.2.1 Flow of Air in the Breathing Lung

Alveoli volume (V,,) and volumetric flow rate of the air (Q,;;) are calculated from the
breathing frequency, F, as

V.,
Vie = Vire * = [1 - cos(€21)] (44)
and,
Q
Oun = — V,SIN(Q1) (45)
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where
Vire  Functional residual capacity,
V, Fidal volume,

t = Time;

and,

Q=2I1F, (46)

where F, is the Breathing Frequency.

The volume of the Alveoli versus time is plotted in Figure 7a and the volumetric flow rate
of the air versus time is plotted in Figure 7b.

The breathing cycle consists of one inspiration (Q, > 0) followed by one expiration
(QAIR < 0)'

1.70 300
< | ] C | \ )
o 1.64 = 180
: \ N \
L 2
& 5 158 /\ © 5 60
8% 8%
2% 152 — 25 -60 p
[0}
3 3
S 146 ! ¥ S 180 i

1.40 -300

0.0 0.4 0.8 1.2 1.6 2.0 0.0 0.4 0.8 1.2 1.6 2.0
TIME *102 Hours TIME *102 Hours
Figure 7a. Alveolar Volume Versus Time. Figure 7b. Breathing Lung Volumetric Flow

Rate of Air Versus Time.

7.2.2 Factors to Multiply Terms for Inspiration and Expiration
The direction of air motion reverses from inspiration to expiration during a breathing

cycle. The flow rate (Q ) is considered positive during inspiration and negative during
expiration (equation (45)). The inspiration and expiration terms are combined into one
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equation by using multipliers. Each inspiration term in the enclosed equations has the
multiplier:

I=[1+SIGN (Q,0))2, (47)

where

SIGN(X) = 1if X > 0, and
SIGN(X) = -1 if X < 0.

Thus

I=1for Q,,; > 0,and
I=20for Q,; <0.

Every expiration term has the multiplier

E=[1-SIGN (Q»)]/2, (48)

where

E =1 for Q,; <0, and
E=0forQ,;>0.

7.2.3 Equation for the Closed Chamber

The closed chamber compartment is shown in the breathing lung system chart (Figure 5).
If an open chamber is used then the input concentration is fixed and exhaled air is lost.
The rate of change of the amount of the ith chemical in the closed chamber (CC) is:

dCee
Vee —d;q = _N#* QAIR] * CCCi + N * QA[RE * CUDi (49)

where inspiration is from the Closed Chamber to the Upper Dead Space and expiration is
from the Upper Dead Space to the Closed Chamber. The terms I and E are given by
equations (47) and (48) respectively and N is the number of subjects in the Closed
Chamber (only one subject is modeled).

7.2.4 Equations for Upper Dead Space

The equation for the rate of change of the ith chemical in the Upper Dead Space is given
by:
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dCyp,
Voo dr Ourl * CINHi —Qurl * CUD[ t Ok * CUD,. - QurE* CLD,. (50)

where Cni, s the concentration of the ith chemical in inhaled air from either an open or
closed chamber, and Cyp,  is the concentration of the ith chemical in air exhaled into the
closed chamber or lost in an open chamber. The quantities / and E are the inspiration and
expiration coefficients given in equations (47) and (48) respectively. The concentration of
the ith chemical in exhaled breath Cpyys, is given in equation (71) (see subsection 7.2.13)
and is different from Cy,,  above.

During inspiration, chemical moves from the air in the chamber to the Upper Dead Space,
and from the Upper Dead Space to the Lower Dead Space. Exhaled air moves from the
Lower Dead Space to the Upper Dead Space, and from the Upper Dead Space to the
Closed Chamber or is lost to exhaled air.

7.2.5 Equations for the Lower Dead Space

The Lower Dead Space exchanges air with the Upper Dead Space and the Alveoli. The
equation for the rate of change of the ith chemical in the Lower Dead Space is:

dC,p,
Vi dr QAIRil * CUDI- —Qurl * CLDi + OumE * CLDi - QurE* CAL,. (51)

where I and E are the inspiration and expiration coefficients from equations (47) and (48)
respectively.

During inspiration the ith chemical moves from the Upper Dead Space to the Lower Dead
Space, and from the Lower Dead Space to the Alveoli. Exhaled air moves from the
Alveoli to the Lower Dead Space, and from the Lower Dead Space to the Upper Dead
Space.

7.2.6 The Equation for the Alveoli

The Alveoli exchanges the ith chemical in the air with the Lower Dead Space and
exchanges the ith chemical by diffusion with the Pulmonary Capillaries and the Lung
tissue. In addition, the volume of the Alveoli varies with time (equation (44)).

The equation for the Alveoli (AL) compartment is written as rate of change of amount:

dA,,
dt = QAIR ICLDi + QAIRECALi + PLG,ALl- SAL CLG,Fi - PAL,LGi SLG CALi +

P CPAL; Su CCP,F,. -P AL CP, Secp CALi .

(52)
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The concentration of chemical in the Alveoli is found from the amount as

A (1)
Cy (1) = m (53)

The first term is the movement of chemical in the air during the breathing cycle with
coefficients / and E given by equations (47) and (48) respectively. The second and third
terms represent diffusion of chemical across the membrane from Lung Tissue to Alveoli
and vice versa, respectively. The diffusion of chemical from the Pulmonary Capillaries to
the Alveoli and back is given by the fourth and fifth terms respectively.

7.2.7 Lung Tissue Equation

The ith chemical in the Lung Tissue compartment diffuses in exchanges with the Alveoli
and the Pulmonary Capillaries. Elimination is modeled and the rate of elimination of the
ith chemical is subtracted. Chemical may be metabolized and the rate of metabolism
further reduces the rate of increase of the chemical in the Lung Tissue. Other metabolites
may metabolize to the ith chemical and their rate of formation is added. The equation is:

dCLG-
Vi dr P AL LG, Sie CAL,. -P LGAL, S CLG,F,. TP CPLG, Sie CCP,FI. -

N (54)
dALG,Ei "7 dA LGM,;

P LG,CP, Ser CLG,F,. T dt

> dALG,M,,m
A dt I dt

where the first and second terms show the diffusion of chemical from Alveoli to the Lung
Tissue, and vice versa. The third and fourth terms represent the diffusion of chemical
from the Lung tissue to the Pulmonary Capillaries and the variable /;,,  is the circulating
compound that is the mth metabolite of the /th circulating compound. The equations for
metabolism are presented in the attached metabolism report. Binding and elimination
equations are presented below.

7.2.7.1 Elimination in the Lung Tissue

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
free ith chemical in the static lung and a saturable Michaelis-Menten form. The linear
form is:

dALG,Ei
dt

- KLG,EiALG,Fl. > (55)
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and the saturable form for elimination is:

dALG,Ei _ V C'LG,Fi
dr /miGE (KmM,LG.Ei + ABS(CLG,Fi))

(56)

7.2.7.2 Binding in the Lung Tissue

The binding in the Lung Tissue is of the Michaelis-Menten form but is an equilibrium
relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is:

Ky Mx.B; Cie, F;

Aip, = (Ki6.p5, + ABS(Cy55)) Vic

(57)

7.2.7.3 Calculation of Free Chemical in the Lung Tissue

The free chemical in the Lung Tissue is calculated by subtracting the amount bound from
the total amount as follows:

Appr, = Ars, — Aies, (58)
7.2.8 Metabolism in the Lung Tissue
The Lung Tissue metabolism equations are the same as those for the Liver given in

subsection 8.2, except that the equation for the V-Max is given as a function of the Liver
value from equation:

_ Vie
VMX,LGI-J- = VMx,LI/,-JR}\/I,LG,LViJ Vv, (59)
where RM,LG,LV,.]. is a scaling factor for V-Max in the Lung Tissue for the jth metabolite of

the ith chemical.
7.2.9 Equation for the Pulmonary Capillaries
The ith chemical in the Pulmonary Capillary compartment (CP) is moved by diffusions

with the Alveoli and the Lung Tissue and with the two input and two output blood flows.
The equation is:
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d CCPi CCP,F,.
Ver dr = Ors CVB,Fi = Ocers Repvs +P AL.CP, Secp CALi -P CPAL, Su CCP,Fi +

(60)

PLG,CPiSCP CLG,F,. - PCP,LGi SLG CCP,F,. - QB CCP,F[ + QB,CP CAB,F[

The first two terms represent input to the Pulmonary Capillaries from venous blood and
output, via the Bronchial Vein, to the venous blood. The third and fourth terms represent
the diffusion of chemical in the Alveoli to or from the Pulmonary Capillaries. The next
two terms show the diffusion with the Lung tissue. The last two terms are output from the
Pulmonary Capillaries to arterial blood via the Cardiac Output, and the input from arterial
blood to the Pulmonary Capillaries via the Bronchial Artery. Note that the free ith
chemical is used in the venous blood, arterial blood, the Lung Tissue, and the Pulmonary
Capillaries.

7.2.10 Binding in the Pulmonary Capillaries

The binding in the Pulmonary Capillaries is of the Michaelis-Menten form but is an
equilibrium relationship so that the amount of the ith chemical that is bound is calculated
rather than the rate. The equation is:

K(,‘RMx,B[C('RF[

A(‘P'B' - (KCP,DB, + ABS(CCP,F, ) Ver

(61)

7.2.11 Calculation of Free Chemical in the Pulmonary Capillaries

The free chemical in the Pulmonary Capillaries is calculated by subtracting the amount
bound from the total amount as follows:

ACP,Fi = ACP,. - ACP,Bi (62)
7.2.12 Blood Flow for the Breathing Lung
The Cardiac Output Q,, the sum of all the flows through the Liver, Fat, Kidney, Slowly
Perfused Tissue, Rapidly Perfused tissue, Derma, Brain, Pulmonary Capillaries, and

Walls of the Full GI is:

O = QB,SP + QB,LV + QB,CR + QB,KD + QB,FT + QB,SL + QB,RP +

(63)
QB,DR + QB,BN + QB,CP + QPB
where the flow in the Portal Blood of the Full GI is:
QPB = QB,SW + QB,DU + QB,SI + QB,CN' (64)
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The blood flow out of the Pulmonary Capillaries (for the Breathing Lung) is equal to the
input, thus:

QB = QVB + QB,CP - QCP,VB (65)

The venous blood flow into the Pulmonary Capillaries, Q)5 is:
QVB = QB,SP + QB,LV + QB,CR + QB,KD + QB,FT + QB,SL + QB,RP + (66)
QB,DR + QB,BN + QCP,VB + QPB'

7.2.13 Arterial Blood and the Breathing Lung

The ith chemical in the arterial blood (AB) flows from the Pulmonary Capillaries (CP)
and the free chemical flows into the Brain, Carcass, Derma, Fat, Kidney, Liver, Rapidly
and Slowly Perfused Tissue, and Spleen. It also flows into the GI Walls - Stomach,
Duodenum, Lower Small Intestine, and the Colon. arterial blood flows into the
Pulmonary Capillaries via the bronchial artery.

The equation for the arterial blood is expressed in terms of rate of change of amount as
(the rates of change for the blood flow through each compartment is calculated as above
for the static lung)

dA ., A 45,5
dt =QBCCRF1~_[§Q dt -

(67)

7.2.14 Venous Blood Input to the Breathing Lung

The ith chemical in the venous blood flows into the Breathing Lung from each of the
compartments into the Pulmonary Capillaries (except the new GI Walls, see above).
There is also flow of the ith chemical from the Pulmonary Capillaries into the venous
blood via the bronchial vein.

The equation for venous blood (VB) must take into account the gain in chemical from the
Pulmonary Capillaries via the bronchial vein (the first term). The gain in chemical from
the body organs is followed by the term representing the loss of free chemical to the
Pulmonary Capillaries. The equation in terms of rate of change of amount is:

dA VB; CCP,F,- dAB[Vi dA[NFi f
dt = QCP,VB RCEVBi + dt + dt + Z dt - QB CVB,FI- (68)

where [YY] = {BN, CR, DR, FT, KD, LV, RP, SL, SP}.
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7.2.15 Calculation of Uptake and Chemical in Exhaled Breath

The equations for the breathing lung are discontinuous when the breathing switches from
inspiration to expiration. The amount of the ith chemical is recorded at the start and end
of inspiration and the difference is taken to get the amount of chemical inhaled during a
breath (A4, 5)- The amount of the ith chemical exhaled during a (4 gys)

recording the amount at the start and end of exhalation and taking the difference. Then the
uptake is obtained from:

AUPBl. = AINH,BI. _AEXH,B[ (69)
The Percent Uptake is:

Ay

PCT(Aps) = 100 —

(70)

/PB;
INH,

The uptake values for the ith chemical only make sense when breathing contaminated air
is the only exposure. The average concentration of chemical in exhaled breath is found,

using the volume of air flow during exhalation (V,,/2), to be:
AEXH,Bi
CEXH,B’. = Voo (71)

7.2.16 Variable Definitions for Breathing Lung
The variables used in the Breathing Lung equations are defined as:

Area Variables

S, = Areca of the Alveoli;
S, = Area of the Lung Tissue.
Sc» = Area of the Pulmonary Arteries;

Variables for the Amount of Chemical

Ay, = Amount of ith chemical in the Alveoli,

Apws, = Amount of ith chemical exhaled during a breath;
Apnns, = Amount of ith chemical inspired during a breath;
Ayps. = Amount of ith chemical in uptake in one breath.

Variables for the Concentration of Chemical
C,, = Concentration of ith chemical in the Alveoli;

Cec, = Concentration of ith chemical in the Closed Chamber;
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Concentration of ith chemical in the Pulmonary Capillaries;
Concentration of bound ith chemical in the Pulmonary Capillaries;
Concentration of free ith chemical in the Pulmonary Capillaries;
Concentration of ith chemical in exhaled breath;

Concentration of ith chemical in the inhaled air;

Concentration of ith chemical in the Lower Dead Space;
Concentration of ith chemical in the Lung Tissue;

Concentration of bound ith chemical in the Lung Tissue;
Concentration of free ith chemical in the Lung Tissue;
Concentration of ith chemical in the Upper Dead Space;

Variables for the Coefficients for Inspiration and Expiration

1 =
E

Coefficient for inspiration terms, see equation 47;
Coefficient for expiration terms, see equation 48.

Variables for the Binding in the Pulmonary Capillaries

KCRDBi

KCP,Mth. =

= Equilibrium binding constant for the ith chemical in the Pulmonary Capillaries

corresponding to the Michaelis-Menten constant.

Maximum amount of binding for the ith chemical in the Pulmonary Capillaries
corresponding to V-Max in the Michaelis-Menten equation.

Variable for the Number of Subjects

N =

Number of subjects in the closed chamber.

Variables for the Permeation Coefficients

Py cp, T

P ALLG,

Alveoli to Pulmonary Capillaries permeation coefficient for the ith chemical;
Alveoli to Lung Tissue permeation coefficient for the ith chemical;
Pulmonary Capillaries to Alveoli permeation coefficient for the ith chemical,

Pulmonary Capillaries to Lung Tissue permeation coefficient for the ith
chemical;

Lung Tissue to Alveoli permeation coefficient for the ith chemical;

Lung Tissue to Pulmonary Capillaries permeation coefficient for the ith
chemical.

Variables for Volumetric Flow rates

O.ur =
Os =

Volumetric flow rate of air during the breathing process;
Cardiac Output (L/H) from current model;
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Qscr = Volumetric flow rate of chemical from arterial blood to the Pulmonary

Capillaries;

Ocpys = Volumetric flow rate of the chemical from Pulmonary Capillaries to venous
blood.

O, = Venous blood flow rate.

Variable for the Partition Coefficients
Repys, = Pulmonary Capillaries to venous blood partition coefficient for the ith chemical.

7.3 Equations for the Four Compartment Gastro-Intestinal (Gl) Simulation

The basic abridged Gastro-Intestinal (GI) Model has a Stomach and Intestine (Figure 8)
with Rate and Bolus Ingestion into the Stomach, flow from the Stomach to the Intestine
and from the Intestine to Intestinal Elimination. In addition, there is flow from the Spleen,
the Stomach and the Intestine to the Liver via Portal Blood. There is no Bile flow from
the Liver to the Intestine and no Lymph flow or pool. Arterial blood is an input only to
the Liver, not the Stomach or the Intestine.

Inputs
KsTIN KinFE
------ » S Y | C
Ingestions »| ST Stomach IN  Intestine [==-=< > Ir-1te.stm.a|
] Elimination
Ingz::i?)ns """ KSIT‘PB Kine
0.00)‘ SP  Spleen 0.00 ’—-’l‘-' > Spleen Metabolites
QBsp \ 4
Intraperitoneal B2S Portal Blood
Injection +

~—=—->Liver Metabolites

Y

23.97 LV  Liver 3.14**

Arterial Blood QB

Venous Blood

Figure 8. Stomach/Intestine Gastro-Intestinal Model.
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In the Full unabridged GI model (Figure 9), the terminology and the compartments are
changed from the basic abridged Gastro-Intestinal (GI) Model. The variable names used
in ERDEM and the variables used in these equations are given in tables by compartment.
The equations are written for a more general case where there are a number of circulating

compounds.

AB Arterial Blood

>»\VB Venous Blood

Lv Liver [

Y

A PB Portal Blood
i
i \
™ q ST Stomach Wall
B
Kb iy Bile Non-Lipid
Bolus Dose | ) Flow Flow
Ingestion R Lymph .
=1 Flow RIEEED > STL Stomach Lumen
1
Rate Ingestion {----- L
Food Flow .
\ Poftal The Lymph flow consists of
Y Blgod Chylomicrons that are fat balls
Arterial Blood DUL Duodenum Lumen in the blood. To find the amount of
a chemical in the blood, the Lymph
Lipid Non'Lipid | amount must be added.
Flow :
Flow v
< N, Lymph
o : 2l It |¥| Pl | xx Compartments
DU Duodenum Wall : ow
- LN >
The three Walls, DU, Food Flow KLpxx
Sl, and CN pass _/'\ Lymph flow is to the
chemical in the lipids ) H > following compartments:
to the Lymph Pool(LP). | {=€-="77 S| Lower Small Intestine Wall | : Liver, Spleen, Carcass,
A i H Kidney, Fat,
A Slowly Perfused Tissue,
Lipid Non-Lipid : Rapidly Perfused Tissue,
Flow Flowp Derma, Brain, Static Lung
L v and the Pulmonary
Sl Lower Small Intestine Lumen Capillaries.
LA\
B S CN  Colon Wall
Lipid A * Food Flow
Flow Non-Lipid
Flow V

CN Colon Lumen

Lymph QF;eces
Pool v
Intestinal
Elimination

Figure 9. Full Gastro-Intestinal Tract Model.
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There are eight compartments and four sections. Each section consists of a Wall and a
Lumen. The wall of the Stomach is designated SW and the lumen is STL. In a similar
manner the designations for the Duodenum are DU and DUL for the Duodenum Luman,
for the Lower Small Intestine, SI and SIL, and for the Colon, CN and CNL.

Arterial blood flows into the Liver and the wall of each section. Bile flows from the Liver
to the Duodenum. Food flows from the Stomach through the other three sections to the
Feces. Portal Blood (PB) flows from the Stomach, Duodenum, Lower Small Intestine,
and the Colon Walls to the Liver. There is a Non-Lipid (NL) flow from the Lumens to the
Walls of these four compartments.

There is chylomicron flow from the Lymph Pool to the Brain, Carcass, Derma, Kidney,
Liver, Fat, Rapidly Perfused Tissue, Slowly Perfused Tissue (Muscle), and the Spleen. In
addition there is chylomicron flow to the static lung and to the Pulmonary Capillaries of
the Breathing Lung. Lipid absorption occurs from the Lumen to the Wall for each of the
Duodenum, Lower Small Intestine and the Colon as well as from the respective Walls to
the Lymph Pool. And of course there is flow from the Liver to the venous blood.
Metabolism is modeled in the walls of the Stomach, Duodenum, Lower Small Intestine
and the Colon.

7.3.1 Flow Through the Stomach Wall

The mass balance input equation for the ith circulating chemical in the Stomach Wall
(SW) enters from the arterial blood, non-lipid flow from the Stomach Lumen, and
metabolites of other chemicals which represent the ith chemical. The outputs go to the
Portal Blood as parent compound and metabolites. The terminology in ERDEM indicates
flow as subscripts from the left to the right entering a compartment. The equation is:

dCSW,. CSW,- & dASW’Mi,j
Vew “dr QB,SW(CABi_ RSW,PB,-) i KNL’SW’ASTL"_J;I dt
(72)
dASWMl
Il,mZ: i T ’

N,, = the number of metabolites of the ith chemical,

I = the circulating compound that is the mth metabolite of the /th circulating
compound, and
',z = the concentration of the ith chemical in the arterial blood.

The variables for the Stomach Wall are given in Table 1.
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Table 1. Variables for the Stomach Wall

Variable in Variable in ERDEM
Documents (for the Stomach Wall) Description
a4 STME_1DA_SW_M(l,J) The rate of formation of the jth Stomach Wall
SWM metabolite of the ith chemical.
ot
'8 STWL_1C_SW(l) The concentration of the ith chemical in the
S Stomach Wall.
e STWL_1DA_SW(l) The rate of change of the amount of the ith
1 L chemical in the Stomach Wall.
i Cff
QB I QB_SW The volume rate of Arterial Blood flow through the
’ Stomach Wall.
RW PR STWL_1R_SW_PB(l) The partition coefficient for the ith chemical
: moving from the Stomach Wall to Portal blood.
Vﬁiﬁ’ STWL_1V_SW The volume of the Stomach Wall.

7.3.2 Flow Through the Stomach Lumen

The flow of the ith chemical through the Stomach Lumen (with no delay currently
implemented) is due to input from Rate Ingestion or bolus dose, and output food flow into
the Duodenum and Non-Lipid absorption into the Stomach Wall,

dCSTL[ dARlGi dABIGi

Vn dt = ar YT dr Ok CSTLi - KNL,SWI.ASTLI. (73)
where

dA

dI;IG" = the rate of change of the amount of the ith chemical in the bolus dose,

and

dA

=L/ = the rate of change of the amount of the ith chemical in the Rate

Ingestion.

The data for the Stomach Lumen is given in Table 2.
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Table 2. Stomach Lumen Variables

Variable in Variable in ERDEM
Documents (for the Stomach Lumen) | Description
A STLM_1A_STL(l) The amount of the ith chemical in the Stomach Lumen.
STL
ot STLM_1C_STL(l) The concentration of the ith chemical in the Stomach Lumen.
ATL
A STLM_1DA_STL(l) The rate of change of the amount of the ith chemical in the
g STL Stomach Lumen.
ATL
ot
QF ST STLM_1QF_STL_DUL The volume rate of food flowing through the Stomach Lumen to
: the Duodenum.
KNL P STLM_1K_STL_SW_NL(I) | The rate constant for the amount of the ith chemical in Non-
’ Lipid flow from the Stomach Lumen to the Stomach Wall,
I STLM_1V_STL The volume of the Stomach Lumen.
ATL

7.3.3 Flow Through the Duodenum Wall

The rate of change of the ith chemical in the Duodenum Wall is due to input from arterial
blood, Lipids from the Lumen, Non-lipids absorbed from the Lumen, and metabolites
from chemicals which are the ith chemical. The ith chemical is output by flow from the
Duodenum Wall to the Lymph Pool and the Portal Blood, as well as metabolized
chemical. The equation for the Duodenum Wall is given by:

dCyy, Coy,
VDU dt - QB,DU(CABi R ) + KNL,DUiADULi+
DU,PB,
. (74)
zAf‘i dADU,M,-J dADU,MIYm
KDU,LP,. (ADULi _ADUi) _j:1 dt + ‘i dt >

1

,m

where Table 3 presents the variables for the Duodenum Wall.
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Table 3. Variables for the Duodenum Wall

Variable in Variable in ERDEM
Documents (for the Duodenum Wall) Description
A DUWL_1A_DU(l) The amount of the ith chemical in the Duodenum Wall.
LT
a4 DUME_1A_DU_M(1,J) The rate of change of the amount of the jth Duodenum metabolite
Oy of the ith chemical.
ot
CDU DUWL_1C_DuU(l) The concentration of the ith chemical in the Duodenum Wall.
DUWL_1DA_DU(l) The rate of change of the amount of the ith chemical in the
7 dCDU Duodenum Wall.
paliy Ejf
E DUWL_1K_DU_LP(l) The rate constant for the ith chemical in Lipids moving from the
o LR Duodenum Lumen to the Wall, and from the Wall to the Lymph
Pool.
Q QB_DU The volume rate of Arterial Blood flow through the Duodenum
B, DU Wall.
RDU I DUWL_1R_DU_PB(l) The partition coefficient for the ith chemical moving from the
i Duodenum Wall to Portal blood.
VDU DUWL_1V_DU The volume of the Duodenum Wall.

7.3.4 Flow Through the Duodenum Lumen

The rate of change of the ith chemical in the Duodenum Lumen is determined by the rate
that food enters from the Stomach Lumen and exits to the Lower Small Intestine Lumen
as well as output by absorption to the Stomach Wall. In addition the Bile from the Liver
flows in and Lipid flows out to the Wall. The equation for the rate of change of the ith
chemical in the Duodenum Lumen is:

dCDULi CLVi
Vou dr OFst. CSTLi + QBL,DULi R _KDULPiADULi_

BL,DUL,
(75)

KNL,DUiADULi - QEDUL CDULl-

where
C, = the concentration of the ith chemical in the Liver,

QBL,DULi the velumetric flow rate of Bile from the Liver to the Duodenum
Lumen for the ith chemical, and
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RBL,DULi the partition coefficient for the ith chemical Bile flow from the Liver to
the Duodenum Lumen.

The other variables for the Duodenum Lumen are given in Table 4:

Table 4. Duodenum Lumen Variables

Variable in Variable in ERDEM
Documents (for the Duodenum Lumen) Description
DULM_1A_DUL(l) The amount of the ith chemical in the Duodenum Lumen.
A
DL
DULM_1C_DUL(l) The concentration of the ith chemical in the Duodenum
554
LUl Lumen.
DULM_1DA_DUL(l) The rate of change of the amount of the ith chemical in the
e
o DL Duodenum Lumen.
oL
At
Q DULM_1QF_DUL The volume rate of food flowing through the Duodenum
FOUL Lumen to the Small intestine.
1K _DU_ e rate constant for the amount of the ith chemical in Non-
E DULM_1K_DUL_DU_NL(I) | The rat tant for th t of the ith chemical in N
LD Lipids moving from the Duodenum Lumen to the Duodenum
Wall.
_1V_| e volume of the Duodenum Lumen.
I DULM_1V_DUL Th | f the Duod L
0L

7.3.5 Flow Through the Lower Small Intestine Wall

The ith chemical is input to the Lower Small Intestine Wall (SI) from the arterial blood,
in Lipids from the Lumen, and Non-Lipid absorption from the Lumen. The output of the
ith chemical is to Portal blood, and Lipids to the Lymph Pool. The equation for the Lower
Small Intestine Wall is:

d CSIZ- CSII
Vo d = Opy (CABi - )+ KNL,S[iASILi +
t RSI,PBi

y (76)
v dAg, ", dAsu,,

KS[,LPZ- (ASILI-_ASII.) _]é dt -t 112:1. dt >

where Table 5 contains the variables for the Lower Small Intestine Wall.
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Table 5. Variables for the Lower Small Intestine Wall

Variable in Variable in ERDEM2.01
Documents (for the Lower Small Intestine Wall) Description
SIWL_1A_SI(l The amount of the ith chemical in the Lower Small
A
4T Intestine Wall.
SIWL_1C_SKI The concentration of the ith chemical in the Lower
4
b Small Intestine Wall.
SIWL_1DA_SI(l) The rate of change of the amount of the ith chemical in
Al
o AF the Lower Small intestine Wall.
AT
At
SIWL_1K_SI_LP(l The rate constant for the ith chemical in Lipids moving
K
A1,LR from the Lower Small Intestine Lumen to the Wall, and
from the Wall to the Lymph Pool.
Q QB_SI The volume rate of Arterial Blood flow through the
B8 Lower Small Intestine Wall.
SIWL_1R_SI_PB(l) The partition coefficient for the ith chemical moving
Vot
SIFR from the Lower Small Intestine Wall to Portal blood.
_1V_ e volume of the Lower Small Intestine Wall.
I SIWL_1V_SI Th I f the L Small Intestine Wall
AT

7.3.6 Flow Through the Lower Small Intestine Lumen

For the Lower Small Intestine Lumen, the ith chemical is input in the food from the
Duodenum Lumen and output via the food to the Colon. The ith chemical is also output in
the Lipids to the Wall and absorption of Non-Lipids to the Wall. The equation for the
Lower Small Intestine Lumen is given by

dCsu,
VSIL dr QF,DUL CDULZ. - KS[,LPZ.ASILZ. - KNL,SIiASILi - QF,S]L CSIL,. (77)

where the variables for the Lower Small Intestine Lumen are given in Table 6.
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Table 6. Lower Small Intestine Lumen Variables

Variable in Variable in ERDEM
Documents | (for the Lower Small Intestine Lumen) Description
A SILM_1A_SIL(l) The amount of the ith chemical in the Lower Small
AIE Intestine Lumen.
'S SILM_1C_SIL(l) The concentration of the ith chemical in the Lower
SIL Small Intestine Lumen.
AT SILM_1DA_SIL(l) The rate of change of the amount of the ith chemical
o b in the Lower Small Intestine Lumen.
ST
At
Q SILM_1QF_SIL The volume rate of food flowing through the Lower
F,AIL Small Intestine Lumen to the Colon.
E SILM_1K_SIL_SI_NL(l) The rate constant for the amount of the ith chemical
NEAT in Non-Lipids moving from the Lower Small Intestine
Lumen to the Lower Small Intestine Wall.
I SILM_1V_SIL The volume of the Lower Small Intestine Lumen.
AIL

7.3.7 Flow Through the Colon

The input to the Colon Wall (SI) is the ith chemical from the arterial blood, the Lipids
from the Lumen, and the Non-Lipid absorption from the Lumen. The output is to Portal
Blood and Lipids to the Lymph Pool. The equation for the Colon Wall is:

Vew d = Opev (CABi - R )+ KNL,CNiACNLi +
t CN.PB;
N (78)
Mi dACN}Mt} dACMM],m
KCN,LPi (4 oNL, ACNi) —jé dt + IE:Z‘ dr

where the variables for the Colon Wall are presented in Table 7.
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Table 7. Variables for the Colon Wall

Variable in Variable in ERDEM
Documents (for the Colon Wall) Description
ACN CNWL_1A_CN(l) The amount of the ith chemical in the Colon Wall.
( CNWL_1C_CN(l) The concentration of the ith chemical in the Colon Wall.
o)
dc CNWL_1DA_CN(l) The rate of change of the amount of the ith chemical in the Colon Wall.
[t
o —"
gty
et
KGN ir CNWL_1K_CN_LP(l) | The rate constant for the ith chemical in Lipids moving from the Colon
’ Lumen to the Wall, and from the Wall to the Lymph Pool,
Q QB_CN The volume rate of Arterial Blood flow through the Colon Wall.
N
RCN R CNWL_1R_CN_PB(l) | The partition coefficient for the ith chemical moving from the Colon
) Wall to Portal blood.
VCN CNWL_1V_CN The volume of the Colon Wall.

7.3.8 Flow Through the Colon Lumen

For the Colon Lumen, the input is the ith chemical in the food from the Lower Small
Intestine Lumen, and the output is the ith chemical in the lipids to the Wall, the
absorption of chemical in the Non-Lipids to the Wall, and Feces elimination.

The equation for the Colon Lumen is given by:

Vew

dCeu,
dt

- QF,SIL CSIL[ - CN,LP,.ACNL,. - NL,CN,.ACNL,. - QCNL,FEC CCNLi

where Table 8 contains variable definitions for the Colon Lumen.

(79)
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Table 8. Colon Lumen Variables

Variable in Variable in ERDEM
Documents (for the Colon Lumen) Description
14‘.:3.& CNLM_1A_CNL(l) The amount of the ith chemical in the Colon Lumen.
ij CNLM_1C_CNL(l) The concentration of the ith chemical in the Colon Lumen.
d':jm The rate of change of the amount of the ith chemical in the
I CNLM_1DA_CNL(l)
e Colon Lumen.
oAt
The volumetric rate of excretion from the Colon to the feces
QZ’NI,FEC' CNLM_1QF_CNL_FEC for the ith chemical
The rate constant for the amount of the ith chemical in Non-
KM,C'N CNLM_TK_CNL_CN_NL(1) Lipids moving from the Colon Lumen to the Colon Wall.
Vﬂﬂ CNLM_1V_CNL The volume of the Colon Lumen.

7.3.9 Flow Through the Lymph Pool

The ith chemical is input to the Lymph Pool from the Wall of the Duodenum, Lower
Small Intestine and Colon. The ith chemical is output to the Brain, Carcass, Derma,
Kidney, Liver, Fat, Rapidly Perfused Tissue, Slowly Perfused Tissue and the Spleen from
the chylomicrons in the Lymph Pool. The ith chemical in the chylomicrons is also passed
to the static lung and the Pulmonary Capillaries (Breathing Lung). The chemical in the
Lipids is passed from the Lumen to the Wall of these compartments and from the Wall to
the Lymph Pool. The equation is:

dA,p

dt

KLHD(]iADUi + KLP,SI,.ASIi + KLP,CNiALPi - KLPBNIALPI - KLRCRiALPi -

KLP,DR,-ALP _KLP,FTALP -

i i i

KLRSL,.ALP _KLP,SPiALP -

i i

80
KLP,KDiALP KLP,LVIALPI._KLP,RPI.ALPI._ (80)

i - .
K.p CPiALPi - LP,PU,.ALP,.

where the variables for the Lymph Pool are defined in Table 9.
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Table 9. Variables for the Lymph Pool

Variable in Variable in ERDEM
Documents (for the Lymph Pool) Description
ALP LPYL_1A_LP(l) The amount of the ith chemical in the Lymph Pool.
dAm The rate of change of the amount of the ith chemical in the Lymph
S LPYL_1DA_LP(l)
- - Pool.
dt
& LPYL_1K_LP_BN()) The rate constant for flow in the Lipids from the Lymph Pool to the
1P BN - = = Brain.
E LPYL_1K_LP_CR(l) The rate constant for flow in the Lipids from the Lymph Pool to the
IP & — Carcass.
R LPYL_1K_LP_DR()) The rate constant for flow in the Lipids from the Lymph Pool to the
LP, DR, - = - Derma.
KLP,FI' LPYL_1K_LP_FT(l) The rate constant for flow in the Lipids from the Lymph Pool to the Fat.
R The rate constant for flow in the Lipids from the Lymph Pool to the
IR ED LPYL_1K_LP_KD(I) Kidney.
fr LPYL_1K_LP_LV()) The rate constant for flow in the Lipids from the Lymph Pool to the
LRIV - = = Liver.
The rate constant for flow in the Lipids from the Lymph Pool to the
KIP,RP LPYL_TK_LP_RP()) Rapidly Perfused Tissue.
The rate constant for flow in the Lipids from the Lymph Pool to the
KIP,H LPYL_1K_LP_SL()) Slowly Perfused Tissue.
el The rate constant for flow in the Lipids from the Lymph Pool to the
o LPYL_1K_LP_SP(l) Spleen.
The rate constant for flow in the Lipids from the Lymph Pool to the
KIP,C'P LPYL_1K_LP_CP()) Pulmonary Capillaries.
R The rate constant for flow in the Lipids from the Lymph Pool to the
LP FIT LPYL_1K_LP_PU(I) Static Lung.

The amount of the ith chemical in the venous blood is given by:

AVBi - AVBi + ALPl. )

where A,,Bi

= the amount of the ith chemical in the venous blood.

7.3.10 Portal Blood and Bile Flow

(81)

The volumetric flow rate of the Portal Blood is determined by the flows from each of the

compartment Walls (Stomach, Duodenum, Lower Small Intestine, and the Colon) and
from the Spleen. This flow is a constant in this implementation. The value is given by:



QPB,LV - QB,ST + QB,DU + QB,SI + QB,CN T QB,SP (82)
and the rate of change of the amount of the ith chemical in Portal Blood is given by the

contributions from the Walls of the GI, the rate that chemical passes from the Spleen (SP)
and the rate of injection of chemical from Intraperitoneal Injection (INP). The ith
chemical is passed from the Portal Blood to the Liver:

dA P3, CSWi CD U, CS] Cch-
e~ Ossw RSW,PBi * Osou RDU,PB,. * Oss RSLPB,- Oy RCN’PBi "
(83)
Cspi dA/NP,.
QB,SP R + dt QPB,LV CPBI.

SP.PB,

where the Portal Blood variables are presented in Table 10.

Table 10. Variables for the Portal Blood

Variable in Variable in ERDEM
Documents (for the Portal Blood) Description

APB PRBL_1A_PB(l) The amount of the ith chemical in the Portal Blood.

CPB PRBL_1C_PB(l) The concentration of the ith chemical in the Portal Blood.

PR PRBL_1DA_PB(l) The rate of change of the amount of the ith chemical in the Portal
- - Blood.
okt
Qpﬂ,jy Q_PB The volumetric Portal Blood flow rate.

7.3.11 Flow in the Liver Compartment and Bile Flow to the Duodenum Lumen

In the Liver the ith chemical is (1) output from the Liver to venous blood, (2) contained in
the Bile flow to the Duodenum Lumen, (3) eliminated by some process to be defined, and
(4) metabolized to other compounds (metabolites). Input of the ith chemical is from (1)
Intraperitoneal Injection, (2) the arterial blood, (3) the Walls of the Stomach, Duodenum,
Lower Small Intestine and Colon via Portal blood, and (4) metabolites which are the same
chemical (resulting from metabolism of any of the circulating compounds). The rate of
change of the ith chemical in the Bile flowing to the Duodenum from the Liver is given
by:

dABL,. B CLV,. 4
e~ O RBL,DULi (84)
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and the rate of change of the ith chemical in the Liver is:

d Cu, Cur, Cur,
Vi dr Os.1v (CABi - m) + Oraiv (CPB‘. - Riyvs, ) -
N (85)
dALV,E,. CLV,F,. M; dAMLVij dAM,LV,,,,
2 R

dt + KLRLI/iALPi_ Op RBL,DULi A dt

logm=i

where the variables for the Liver and Bile flow are presented in Table 11.

Table 11. Variables for the Liver and Bile

Variable in Variable in ERDEM
Documents (for the Liver and Bile) Description
ABL . . . .
LIVR_1A_BL(l) The amount of the ith chemical in the Bile.
CLV LIVR_1C_LV(l) The concentration of the ith chemical in the Liver.
'f_-fH; F LIVR_1C_LV_F(l) The concentration of Free ith chemical in the Liver.
23
A
T =n LIVR_1DA_BL(l) The rate of change of the amount of the ith chemical in the Bile.
At
dA‘EV E
z LIVR_1DA_LV_E(l) The rate of elimination of the ith chemical from the Liver.
dt
dAM IF
e 2 LIVR_1DA_LV_M(l,J) The rate of formation of the jth Liver metabolite of the ith chemical.
dt
&, DU, LIVR_1R_BL_DUL(l) Bile to Duodenum lumen partition coefficient for the ith chemical.
A,
VI.V LIVR_1DA_LV(I) The rate of change of the amount of the ith chemical in the Liver.
is
IC‘I - |_CMPD(I,M) The index of the chemical that is the mth metabolite of the Ith
T - ’ chemical.
NMi N_M(l) The number of metabolites for the ith chemical.
QB v QB_LV The volumetric flow rate of blood through the Liver.
The partition coefficient for flow of the ith chemical from the Liver to
RI-V,VB LIVR_1R_LV_VB(l) the Venous Blood.
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7.3.12 Chylomicron Flow in the Other Compartments

An additional term representing Chylomicron flow is added to the equations previously
specified for the compartments, Brain, Carcass, Derma, Fat, Kidney, Liver, Pulmonary
Capillaries, Rapidly Perfused Tissue, Spleen, Slowly Perfused Tissue, and the static lung.
Using the Fat compartment as an example, Chylomicrons enter the Fat via the arterial
blood (Lipids from the Lymph Pool). The Chylomicrons are mostly removed from the
blood by the Liver and the Fat. Table 12 contains the description of the variables used in
the equation for the Fat.

Table 12. Variables for the Fat

Variable in
Documents Variable in ERDEM Description
CFJ" FAT_1C_FT(l) The concentration of the ith chemical in the Fat.
5 FAT_1C_FT_F(l The concentration of Free ith chemical in the Fat.
FI.F
dAF TE
. FAT_1DA_FT_E(l) The rate of elimination of the ith chemical from the Fat.
At
AM,FJ“ FTME_1DA_FT_M(l,J) The rate of formation of the jth Fat metabolite of the ith chemical.
A
VFT FAT_1DA_FT(l) The rate of change of the amount of the ith chemical in the Fat.
dt
QB,FI' QB_FT The volumetric flow rate of blood through the Fat.
oy The partition coefficient for flow of the ith chemical from the Fat to
FIVE FAT_1R_FT_VB() the Venous Blood.
dCFTi CFT,Fl.
Vir dt - QB,FT CABi + KLP,FTi ALP,. - QB,FT -
FTVB,
N (86)
dAFIEi f dAM,FT-,- dAM,FTm

i
dt =S dt +fc,§:,» dt

7.4 Dermal Exposure
Dermal exposure involves contact with surfaces that results in transfer of surface

residues. The mass of residue transferred to the skin is dependent on the frequency
(events/unit time), duration (time/event), and magnitude or extent of body surface area
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(cm?) contacted and the transferability of the surface residue. It therefore follows
intuitively, that dermal exposure is not measurable in the absence of surface contact with
resultant surface-to-skin transfer of residues.

Humans come into contact with surfaces through the actions they perform in space
(micro-environments) over a random or stratified period of time. This time-motion
relationship has been termed the “biomechanics” of dermal exposure. The frequency,
duration and magnitude of surface contact can be discerned for occupational exposure
where activities are assigned and followed according to established practices, policies and
procedures. Incidental dermal exposure is more problematic than occupational exposure
given the random and generally unpredictable nature of contact events. Clearly, the
measurement, estimation or prediction of a dermal exposure dose metric based on the
biomechanics of dermal exposure is research intensive and fraught with uncertainty. We
are confronted not only with the uncertainties surrounding the biomechanics of exposure
but with dermal transfer factors that are residue and surface media dependent (U.S. EPA,
1998b).

One solution to this problem is to acknowledge the complexities and uncertainties of
occupational and incidental dermal exposure and deal with dermal absorption at the
boundary of exposure. The dermal dose metric would involve the delivered mass of
chemical in a vehicle as represented by a transfer relationship from a surface medium. We
are therefore interested in the absorption of the delivered dose into the test system as a
means to test metabolism, distribution, elimination and untoward effects of any assigned
dermal dose metric, from the perceivable low dose minimum to the most unlikely dose
maximum. Dermal exposure is modeled in ERDEM according to presumed outdoor or
indoor exposure as chemical residue in a vehicle on the surface of the skin. The default
vehicle is aqueous (water) as used to derive the permeation coefficient (Kp) through in
vitro testing of dermal flux (U.S. EPA, 1992). Dermal absorption from an aqueous
vehicle may be compared with absorption from dry residues transferred to the skin from
contact with foliage, turf, and solid indoor surfaces, e.g. carpet, vinyl flooring, and
painted sheetrock (U.S. EPA, 1998b).

7.4.1 Skin Surface Exposure to Water or Other Vehicle

The skin surface is exposed to chemical in a vehicle (specified as water here) at time T,

for a period of time, T, » which can be repeated at the intsz7, - Skin surface
water exposures in progress at simulation start time are started and their termination is

scheduled.

The concentration of the ith chemical at the skin surface is found from summing the
concentrations from each of up to five exposure scenarios:
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N, SKW,EXP

CSKSi = F=i CSKW,.II-J- (87)
The rate of change of chemical in the dermis due to the concentration Csxs,  on the skin
surface is given by:
dASKWDR-
dt "= CSKSiKSKS,DR,PRMl.ASK' (88)
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Variable Definitions for Skin Surface Water Exposure

Ag = Area of the skin covered by the solution containing the chemical,

Agwor = The amount of the ith chemical that has moved from the skin surface to the
Dermis in a water exposure,

dAZ% = The rate of change in the amount of the ith chemical moving from the skin
surface to the Dermis in a water exposure,

Cexs = The concentration of the ith chemical on the skin surface due to all
overlapping exposures,

Coxma,, = The concentration of the ith chemical for the jth exposure on the skin
surface,

Kosprrry, = The permeation coefficient for the ith chemical from Skin Surface to
Dermis.

7.4.2 Skin Surface Exposure to Transfer from a Dry Surface

A chemical exists on a surface represented as a mass per unit area. It is transferred to the
skin of a subject represented by a transfer coefficient. A short exposure period would
represent a bolus.

The rate of change of chemical on the dermis due to a dry exposure is:

dA sks, ex;

“dr ~AwK (69)

suijfl- sks,rti

Integrating this equation gives the total applied dose.

The rate of loss of chemical from the skin surface due to evaporation is given by:

dAsks,evi 90
dl‘ = (1 0 - 6wof)14'sksi(6ev1 Ksks,evli + 6ev2 Ksks,evzi) ( )
where 0, = 1 if a wash-off is in progress, and zero otherwise,
0., = 1 if the first evaporation rate constant is active and zero otherwise,
evl p
0., = 1if the second evaporation rate constant is active and zero otherwise.
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The rate that the ith chemical moves from the skin surface into the dermis is given by:

dAsks,dr[ 1
dl‘ = Ksks,dr,prmiAsk Csksi (9 )
where
Asks-
Co = T (92)

If no wash-off is in progress, then the rate of change of the amount of the i chemical on
the skin is given by the rate of application minus the rate of chemical moving into the
dermis minus the rate of loss due to evaporation:

dA sks; dA dA sks, drl- dA sks,ev;

_ sks,exi 93
dd — dt — dt — dt - (93)

If a wash-off is in progress, then:

dA dA g o (94)

dt ~ —  dt

where the wash-off is scheduled at time 7, for one time step, At, to remove all chemical
on the dermis:

dA sks, wafl- Asksi
7 G =37 (G- (99)

Variable Definitions for Dry Skin Surface Exposure

The variables used to model the exposure to a chemical on a dry surface are:

Asksi = The amount of the ith chemical on the skin,

Asks’evi = The amount of the ith chemical that is lost from the skin,

Agees = The amount of the dermal exposure to the ith chemical,

Ao = The amount of the ith chemical on the skin at the time of the start of wash-

off,

Ay The amount of the ith chemical per unit area on the surface object,
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SurfL J

Dsk
K

sks, 7t

Koksen ;

KSKS,EVZ,-

At

ev,i

The amount of the ith chemical per unit area on the surface object for the jth
scenario - in mass/cm?;

The depth of the skin (in some cases it is taken as one centimeter)

The residue transfer coefficient for the ith chemical moving from the
surface object to the skin of the subject - in cm®/time;

The rate of loss of chemical from the skin just after application due to
processes such as evaporation for the ith chemical - in 1/time (used only if it
is a bolus dermal exposure);

The rate of loss of the ith chemical from the skin due to processes such as

evaporation, from the end of the initial evaporation until wash-off, the end
of the simulation, or the next exposure, - in 1/time;

Volume of the treated skin,

The time interval between the use of the first and second evaporation rate
constant.
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Section 8

Chemical Disposition in silico

Absorption involves entry of a drug or chemical into the body. We have observed that a
chemical may enter directly into the GI tract from intraperitoneal injection (subsection
6.1.1) or more naturally from ingestion of food or from purposeful or accidental “non-
dietary” ingestion of filth and extraneous matter (pica or geophagia). Mathematical
expressions used to describe absorption into the GI tract were presented in subsection 7.3
for the enteral route of exposure.

The parenteral route involving inhalation exposure was explored in subsection 7.1 for the
static lung and subsection 7.2 for the breathing lung. The parenteral route bypasses the GI
tract as an organ system of entry. Subsection 7.4 examined the dermal route of parenteral
exposure.

Intravascular parenteral administration directly into the blood stream, intravenously or
intra-arterially, was considered as an exposure route although this route of administration
is important for laboratory or clinical testing (subsection 6.1.3). This approach was also
developed for intramuscular injection (subsection 6.1.2) as an avenue of comparison with
other parenteral routes of exposure, especially dermal.

Once the drug or chemical enters the blood stream, its disposition in blood and other
fluids, e.g. cerebrospinal fluid (CSF), organs and tissues determines its access to the site
or sites of action. Drug and chemical disposition involves distribution from blood and
fluids to tissues and organs, metabolism in liver and other organs of metabolism, and
elimination in exhaled breath, fluids, e.g. milk, and excreta.

8.1 Distribution of Chemical from Blood to Tissues, Organs and in Fluids
8.1.1 Binding in the Arterial Blood
The binding in the arterial blood is of the Michaelis-Menten form but is an equilibrium

relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is
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KAB,MxB CAB,F

O i B ) o
8.1.2 Calculation of Free Chemical in the Arterial Blood
The free chemical in the arterial blood is calculated by subtracting the amount bound
from the total amount as follows:

Augr, = Aus,— Aussp, (97)

8.1.3 The Venous Blood

The venous blood contains chemical output from the compartments and input to the static
lung or the breathing lung. The chemical output to blood from the new GI walls is passed
to the portal blood.

8.1.3.1 Binding in the Venous Blood
The binding in the venous blood is of the Michaelis-Menten form but an equilibrium

relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is:

4 _ KFBME CPE?,F 7
G (KVE,DB + ABS(CVB,F ). o

(98)

8.1.3.2 Calculation of Free Chemical in the Venous Blood

The free chemical in the venous blood is calculated by subtracting the amount bound
from the total amount as follows:

AVB,Fi - AVBi _AVB,Bi (99)
8.1.4 Distribution in Tissues
8.1.4.1 Distribution in the Residual Carcass
The rate of change of the ith chemical in the carcass is given by the rate that chemical
enters from the arterial blood, and in the chylomicrons from the lymph pool (when the
four walled GI model is used), and exits via the venous blood. Elimination is modeled

and the rate of elimination of the ith chemical is subtracted. Chemical may be
metabolized and the rate of metabolism further reduces the rate of increase of the
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chemical in the carcass. Other metabolites may metabolize to the ith chemical and their
rate of formation is added. The equation is:

dC( . C(j RF dA CRE

Var =g = OoerConr, + Kiper,Arr,— Qnen Regys, —dt
(100)
Jj=l1 dt Ieym=i dt MW(D '

where MW is molecular weight (not needed if mass units are in moles), and the variable
I.,, 1s the circulating compound that is the mth metabolite of the /th circulating
compound. The equations for metabolism are presented in subsection 8.2. Binding and
elimination equations are presented below.

Binding in the Carcass

The binding in the carcass is of the Michaelis-Menten form but is an equilibrium
relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is

_ K-::R,Mxﬂ CCR,F o
R (Kepps + ABS(Cogr)) &

A (101)

Calculation of Free Chemical in the Carcass

The free chemical in the carcass is calculated by subtracting the amount bound from the
total amount as follows:

ACR,Fi - ACRi _ACR,Bi (102)

Elimination in the Carcass

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
free ith chemical in the static lung and a saturable Michaelis-Menten form. The linear
form is

dAcy s,
dr KCR,EiACR,Fi

(103)

and the saturable form for elimination is:
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% - CCR,F,.
dt = Vm,CR,Ei (KmM,CR,E,» + ABS(CCR,FI.))

(104)

8.1.4.2 Distribution in Fat Tissue

The rate of change of the ith chemical in the fat tissue is given by the rate that chemical
enters from the arterial blood and the chylomicrons from the lymph pool and exits via the
venous blood. Elimination is modeled and the rate of elimination of the ith chemical is
subtracted. Chemical may be metabolized and the rate of metabolism further reduces the
rate of increase of the chemical in the fat tissue. Other metabolites may metabolize to the
ith chemical and their rate of formation is added. The equation is:

dCFT CFT,FI dAFT,E
VFT dt = QB,FTCFT,F,. + KLP,FT,ALP,_ QB,FT RFT VB, T dr
(105)
\Z‘,’: dAFT.ML ’ dArry,, M W,
AT a =\ ar MW,

The equations for metabolism are presented in the beginning of this section. Binding and
elimination equations are presented below.

Binding in Fat Tissue

The binding in the fat is of the Michaelis-Menten form but is an equilibrium relationship
so that the amount of the ith chemical that is bound is calculated rather than the rate. The
equation is:

KFT,MB CFTF

Ams = (B hAB SO )

Fer (106)

Calculation of Free Chemical in Fat Tissue

The free chemical in the fat tissue is calculated by subtracting the amount bound from the
total amount as follows:

AFT,Fi - AFTi - AF]]Bi (107)

Elimination in Fat Tissue

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
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free ith chemical in the static lung and a saturable Michaelis-Menten form. The linear
form is

dAFTB<
di K Arrr, (108)
and the saturable form for elimination is
dAFT,Ei Crrr,
Cdt (109)

dt = Vm,FT,E,- (KmM,FT,'Ei + ABS(CFT,F))

8.1.4.3 Distribution in Slowly Perfused Tissue

The rate of change of the ith chemical in the slowly perfused tissue is given by the rate
that the chemical is input from intramuscular injections, from the lymph pool as
chylomicrons and as input from the arterial blood that exits via the venous blood.
Elimination is modeled and the rate of elimination of the ith chemical is subtracted.
Chemical may be metabolized and the rate of metabolism further reduces the rate of
increase of the chemical in the slowly perfused tissue. Other metabolites may metabolize
to the ith chemical and their rate of formation is added. The equation is:

dCs, dA Csvr,
Va dr Oss CSL,F, + KLP,SL,.ALP, £ dr Oss Ry, - -
N 110
ddg i, g dASL,ML g dASL,MLW MW, (119
e /4 a " Lot dt MW,

The equations for metabolism are presented in subsection 8.2. Binding and elimination
equations are presented below.

Binding in the Slowly Perfused Tissue

The binding in the slowly perfused tissue is of the Michaelis-Menten form but is an
equilibrium relationship so that the amount of the ith chemical that is bound is calculated
rather than the rate. The equation is:
KSL,MxE C,SI,F
A,sz,.e!- = Va
(Esps + ABS {G,S’I,F )

(111)

Calculation of Free Chemical in the Slowly Perfused Tissue
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The free chemical in the slowly perfused tissue is calculated by subtracting the amount
bound from the total amount as follows:

ASL,Fi = ASLI. - ASL,Bi (112)

Elimination in the Slowly Perfused Tissue

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
free ith chemical in the static lung and a saturable Michaelis-Menten form. The linear
form is:

dAg
dar = Ko rAsir, (113)
and the saturable form for elimination is:
dASL’Ei CSL,Fi
(114)

dt = Vm,SL,Ei (KmM,SL,E,- + ABS(CSL,F[))

8.1.4.4 Distribution in Rapidly Perfused Tissue

The rate of change of the ith chemical in the rapidly perfused tissue is given by the rate
that chemical enters from the lymph pool as chylomicrons and from the arterial blood and
exits via the venous blood. Elimination is modeled and the rate of elimination of the ith
chemical is subtracted. Chemical may be metabolized and the rate of metabolism further
reduces the rate of increase of the chemical in the rapidly perfused tissue. Other
metabolites may metabolize to the ith chemical and their rate of formation is added. The
equation is:

dCpp. CRRFI dARRE'
Vip “dr Oprr CRP,F, T KLP'RPIAL‘D’ ~Oner Ry, VB, S odr
) (115)
j=1 dt & lem™i dt MVV(])

The equations for metabolism are presented in subsection 8.2. Binding and elimination
equations are presented below.

Binding in the Rapidly Perfused Tissue

The binding in the rapidly perfused tissue is of the Michaelis-Menten form but is an
equilibrium relationship so that the amount of the ith chemical that is bound is calculated
rather than the rate. The equation is:
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4 B KRP,MLE‘ CRP,F e
KB (Kpppp + ABS(Crep)) ©

(116)

Calculation of Free Chemical in the Rapidly Perfused Tissue

The free chemical in the Rapidly Perfused Tissue is calculated by subtracting the amount
bound from the total amount as follows:

Agpr, = Are, = Ares, (117)

Elimination in the Rapidly Perfused Tissue

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
free ith chemical in the static lung and a saturable Michaelis-Menten form. The linear
form is:

dArrs

dt - KRREiARRFi (118)

and the saturable form for elimination is:

% B V CRP,FZ-
dt ~ VY mRPE; (KmM,RP,E,- +ABS(CRP,FI-))

(119)

8.1.5 Distribution of Chemical in Organs
8.1.5.1 Distribution of Chemical from Blood to the Brain

The rate of change of the ith chemical in the brain is given by the rate that chemical enters
from the arterial blood and in the chylomicrons from the lymph pool (when the four
walled gastro-intestinal model is used), and exits via the venous blood. The blood/brain
barrier is modeled by properly choosing the partition coefficients. Elimination of
chemical from the brain is modeled and the rate of elimination of the ith chemical is
subtracted. Chemical may be metabolized and the rate of metabolism further reduces the
rate of increase of the chemical in the brain. Other metabolites may metabolize to the ith
chemical and their rate of formation is added. The equation is:
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d CBAQ CBN.F[ dABN,E,

VBN dt = QB,BN CAB,F,- + KLP,BN,ALPI - QB.BN RB'\" - - dt -
N (120)
;f dA BN, ‘Mi,j 2 dA BN, M, m M W(,)
Jj=l dt +1C,Lm:i dt MVI/(D

The equations for metabolism are presented at the beginning of this section. Binding and
elimination equations are presented below.

Binding in the Brain

The binding in the Brain is of the Michaelis-Menten form but is an equilibrium
relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is:

4 _ Een. e Cow r -
AR (Kpwpg + ABS(Ceyr)) g

(121)

Calculation of Free Chemical in the Brain

The free chemical in the Brain is calculated by subtracting the amount bound from the
total amount as follows:

ABN,FZ. = ABNi - ABN,Bi (122)

Elimination from the Brain

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the

free ith chemical in the Static Lung and a saturable Michaelis-Menten form. The linear
form is:

dABN,E,.

ar ~ KonrAsur, 122
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and the saturable form for elimination is

% - CBMFi 124
dr Vm,BN,Ei (K,ian gt ABS(CBN,FZ- ) o

8.1.5.2 Distribution of Chemical to the Liver

Stomach/Intestine Model of Distribution to the Liver

The liver compartment has the ith chemical input from the stomach and intestine
following intraperitoneal injections. Input from the arterial blood is also included. The ith
chemical is moved from the liver to venous blood where it may be lost due to elimination.
Additional chemical is bound in the liver using an equilibrium process. Chemical may be
metabolized and the rate of metabolism further reduces the rate of increase of the
chemical in the Liver. Other metabolites may metabolize to the ith chemical and their rate
of formation is added. The equation is:

dcC, v, dAsypp A dA iy py ) dA A Cur,
Vv di dt W dt a dt T QB.LVCAB,F,._QB,LV R~

LVVB;

1
, y dALI/,’M,ﬂ MW, (129)
a A d =\ a ww,)

D

where the equations for the input to portal blood from the stomach and the intestine are
respectively:

dASTPB-
dr KABS,ST,PBiASTi ) (126)
and
_dA’MP B _ (127)
dt - ABS,IN,PBiAlNi >

where the variable /., 1s the circulating compound that is the mth metabolite of the /th
circulating compound. The equations for metabolism are presented at the beginning of
this section. Binding and elimination equations are presented below.
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Gastro-Intestinal Model of Distribution to the Liver

The liver compartment for the complete GI tract (subsection 7.3) has the ith chemical
input from the portal blood (from intraperitoneal injections) and lymph pool as
chylomicrons in addition to the input from the Arterial Blood. The ith chemical is moved
from the liver to the venous blood to the bile which is passed to the Duodenum Lumen,
and may be lost due to elimination. Additional chemical is bound in the Liver using an
equilibrium process. Chemical may be metabolized and the rate of metabolism further
reduces the rate of increase of the chemical in the Liver. Other metabolites may
metabolize to the ith chemical and their rate of formation is added. The equation is:

dCLV LVF CLV.F
VLV dt = QB,LV (CAB.F,. - RLVVB,. ) + QPB,LV (CPB,. - RLVVB,. ) -
N (128)
dA, Curr, & dd .y, ’ ddivy,, MW .
, + KLPLV ALP - QBL - ’ ’
dt i i RBL.DUL, Jj=1 dt [C/vm—t dt MW(I)

The intraperitoneal injection in this case is passed to the portal blood.

Binding in the Liver

The binding in the liver is of the Michaelis-Menten form but is an equilibrium
relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is

Km,ms CM,F

A 5= '
S (KLV,DB + ABS(CLI’,F ). i

(129)

Calculation of Free Chemical in the Liver

The free chemical in the liver is calculated by subtracting the amount bound from the
total amount as follows:

ALV,Fi - ALVi - ALV,Bi (130)

Elimination in the Liver

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
free ith chemical in the liver and a saturable Michaelis-Menten form. The linear form is:
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dALV,B.
3 — KurAur, (131)

and the saturable form for elimination is:

dr = Vm,LV,E,- (KmM,LV,E,- +ABS(CLV,F,.))

(132)

8.1.5.3 Absorption and Distribution in the Stomach

The stomach has the ith chemical input by bolus ingestion (a plug of food or drink) and
rate ingestion (food or drink input over time), with chemical output to portal blood via the
liver to the intestine. The equation for the rate of change of ith chemical in the stomach is:

dAST. dABI’Gi dARIGZ.

i

d - dr T T dr KABS,SZIPB[AST,. - KSY}INiASTi ; (133)

where the bolus ingestion and the rate ingestion exposures are discussed in subsection
6.2.1.

8.1.5.4 The Intestine

The rate of change of the ith chemical in the intestine is given by the rate of input from
the stomach and the rate of output to the portal blood via the liver to feces. The equation
is:

dd, (134)
dr = KSZINiASTi - KABS,[N,PBiA[N[ - K[N,FECiAINi

8.1.5.5 The Kidney

The rate of change of the ith chemical in the kidney is given by the rate that chemical
enters from the arterial blood and in the chylomicrons from the lymph pool (when the
four walled GI model is used), and exits via the venous blood and the urine. Chemical
may be metabolized and the rate of metabolism further reduces the rate of increase of the
chemical in the kidney. Other metabolites may metabolize to the ith chemical and their
rate of formation is added. The equation is:

dCyy Cior,  dAxpuny
Vio dr Osxo CAB,F,- + KLRKDIALP i Qno R - dt

KD, VB,

. (135)
J dAKD.;W,',j + 1 Zi. (dAKD"MLm MW(i) )
Clan™!

Z—a ar MW,
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The equations for metabolism are presented at the beginning of this section. Binding and
elimination equations are presented below.

Binding in the Kidney

The binding in the kidney is of the Michaelis-Menten form but is an equilibrium
relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is:

Y - KKD,M;:B CKD,F o
" (Kppps t ABS{C’KE,F}}

(136)

Calculation of Free Chemical in the Kidney

The free chemical in the kidney is calculated by subtracting the amount bound from the
total amount as follows:

AKD,FI. - AKDi - AKD,Bl. (137)

Elimination in the Kidney

There are two types of urine elimination currently implemented in ERDEM. A linear
form in which the rate of elimination is proportional to the rate of change of the amount
of the free ith chemical in the Static Lung and a saturable Michaelis-Menten form. The
linear form is

dA
KD,URN; K y (138)
dt KD,URN;“*KD,F;
and the saturable form for elimination is:
dA KD,URN; Cxo, F,
(139)

dt B Vm'KD'URNi (KmM,KD,URNi + ABS(CKD,Fi )

8.1.5.6 The Spleen

The rate of change of the ith chemical in the spleen is given by the rate that chemical
enters from the arterial blood, and in the chylomicrons from the lymph pool (when the
four walled GI model is used), and exits via the portal blood (or into the liver if the
stomach/intestine GI is used). Elimination is modeled and the rate of elimination of the
ith chemical is subtracted. Chemical may be metabolized and the rate of metabolism
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further reduces the rate of increase of the chemical in the spleen. Other metabolites may
metabolize to the ith chemical and their rate of formation is added. The equation is:

dCs Copr,  dAgy,
Ve dr Ogsp CS'HF,"'KLRSP,.ALP,._QB,SP RSP.PB,. - dr
N, (140)
\zzf dASRML : dASRMm MW,
I dt o= dt Mw,

The equations for metabolism are presented at the beginning of this section. Binding and
elimination equations are presented below.

Binding in the Spleen

The binding in the spleen is of the Michaelis-Menten form but is an equilibrium
relationship so that the amount of the ith chemical that is bound is calculated rather than
the rate. The equation is:

s = KepwsCorr v,
T (Kgppe + ABS(Cepr )

(141)

Calculation of Free Chemical in the Spleen

The free chemical in the spleen is calculated by subtracting the amount bound from the
total amount as follows:

Aspr, = Asp, — Asps, (142)

Elimination in the Spleen

There are two types of elimination currently implemented in ERDEM. A linear form in
which the rate of elimination is proportional to the rate of change of the amount of the
free ith chemical in the static lung and a saturable Michaelis-Menten form. The linear
form is:

Ay

dt - KSRE,ASRF,. (143)

and the saturable form for elimination is:
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dASp,El_ B CSP,F[
T = Ve, (Kiser, T ABS(Cpr))

(144)

8.1.5.7 The Dermal Tissue

The dermal tissue receives the ith chemical by permeation through the skin and from the
arterial blood and is released to the venous blood according to the equation:

d CDRi dA4 SKS,DR; CDRi
Vor dr dt + KLP,DRiALPi + Op.r CAB,Fi — Osor Ropus (145)
where
dASKS,DRi (146)
dt - CSKSI.KPRMSKS,DR[AREASK

8.2 Metabolism in Selected Tissues and Organs

The term metabolism refers to any reaction that produces a new compound. ERDEM has
been designed to handle multiple circulating compounds. It is assumed that a/l
metabolites are circulating and the metabolism structure is the same in all compartments.
The metabolism parameters, however, can be different in each compartment. The
equations implemented in ERDEM are presented for the following areas:

* Enzyme Destruction and Re-synthesis:

Maximum rate of change of metabolite formation, taking enzyme destruction and
re-synthesis into consideration, is calculated.

e Maximum Rate of Metabolite Formation:

The maximum rate of formation of the metabolite is found for the liver by scaling
for species and body volume. The maximum rate for other compartments is scaled
from the Liver value.

e Saturable and Linear Metabolites:

Equations and parameters for calculating the rate of metabolite formation.

* Inhibition:
A metabolite or circulating compound may work in such a manner as to inhibit the
formation of another metabolite. There are four types of inhibition modeled here,
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competitive inhibition, mixed inhibition, strictly non-competitive Inhibition, and
uncompetitive Inhibition.

Equations are presented for the liver metabolism with circulating metabolites. The other
compartments use similar equations. This is a general form which can be applied to the
test case for trichloroethylene (TCE). Chart 1 shows one rendering of TCE which has five
(six if DCA is included) circulating compounds including the parent chemical. The
chloral and DCA may be treated as if they are circulating compounds in the metabolism
structure, but metabolism parameters would be set so that they do not circulate (the DCA
is excreted completely in feces and urine so there must be some circulation). The
chemical CH is a metabolite of chloral and of TCOH. There is no inhibition depicted in
this chart. All seven compounds are handled as circulating compounds in all
compartments. The equation for each metabolism process would be the same in each
compartment.

The metabolism parameters, maximum velocity (V-Max) and the Michaelis-Menten
constant (Km) could be different in each compartment. Each circulating compound may
or may not be metabolized in any compartment. Chart 2 shows the separate metabolism
for each compound from Chart 1 with the numbering that would be applied. Each
circulating compound is shown with its metabolites. The separate numbering of the
metabolites of a circulating compound is required since separate metabolism parameters
are required for each metabolite.

We are only concerned with the V-Max for metabolism in the Liver. The V-Max for
metabolism in other compartments is calculated from that used in the Liver. If the units of
volume are changed, the units of the input V-Max cannot be changed. Also the units of
the volume of the body used for the scaling conversion cannot be changed. In other
words, there can be no volume units conversion before the calculation of the scaled
version of the V-Max.

An input reference body volume is assumed (currently one unit) and the V-Max input is
assumed to be in units of amount per unit time. The calculation of V-Max then always
works. A volume units change is applied both to the reference body volume as well as the
current body volume. This then would be consistent for the scaling of the V-Max for
elimination as will the maximum binding value in the calculation of the amount bound.
This ratio of body volumes will be used throughout the scaling processes in ERDEM.

8.2.1 Implementation Outline
If a circulating compound is metabolized, then one or more metabolites are defined.

These may be linear, saturable, or be effected by one of four types on inhibition. Each of
these metabolites are themselves considered to be circulating.
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The user will input the circulating compound number for each metabolite. The number of
metabolites for each circulating compound is used as the input. These metabolites are also
assumed to be circulating. The user will input metabolism parameters using i,j with “i”
being the index to the circulating compound and “j” being the metabolite counter for the
metabolites of circulating compound i. The user will need to input set, print, display and
plot statements using the index i.

The individual metabolite amounts are calculated in the compartmental calculations for
the individual chemical. The metabolism section for each compartment calculates two
sums. The first is the sum of all rates of metabolite formation of the ith circulating
compound. The second is the sum of the rate of formation of all metabolites that are the
same as the ith circulating compound. These rate sums are integrated in the circulating
compound section for each compartment.

8.2.2 Variable Names for Metabolism Parameters
Table 13 presents variable names, with a short description, that are used globally in all
compartments. The variables used in the metabolism calculations are shown in Table 14

(the liver compartment for example). Those variables that now have one or two indices
but have unchanged names are not listed.

Table 13. Metabolism Variables Used in All Compartments

Variable Name | Variable Description Notes
CH_NM_SH(I) Chemical Short Name for ith circulating compound. In SET Eight characters, used in
statements use CH_NM_SH(1,l) error statements.
CH_NM_LG(I) Chemical Long Name for ith circulating compound. Thirty characters for use in
descriptive text.
N_M(I) Number of metabolites of the ith circulating compound. A two digit integer. Maximum
value is six. NM,
I_CMPD(l,J) Number of the circulating compound that is the jth metabolite For j=1 to N_M(i)
of the ith circulating compound. Ineqgns: | ;;
TYPE_M(I,J) Type of the jth metabolite (equation(s) to use) of the ith Up to three characters to

circulating compound. In SET statements use TYPE_M(1,1,J). | specify equation(s) to use.
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Table 14. Variables Used in Metabolism Calculations (Liver Example)

Variable Name
(Used in Program)

Variable Description

Variable Name
(In documents)

A_LV_F(I) Amount of the ith chemical that is free. ALV,F,.
C_LV_F() Concentration of the ith circulating compound that is free. Civm
A LV_M_SUM(I) Sum of the amounts of Liver metabolite of the ith chemical. (mg) AM,LV,SUMi
A_LV_MC_SUM(l) Sum of amounts of Liver metabolite that are the same as the ith y
chemical. (mg) MC,LV.SUM,
DA_LV_M(l,J) Rate of formation for the kth Liver metabolite for the ith chemical. dA,,.y
(mg/H) - -
DA_LV_M_SUM(I) Sum of rates of formation for all Liver metabolites of the ith dAM,LV,SUMi
chemical. (mg/H). dt
DA_LV_MC_SUM(l) Sum of rates of formation of all metabolites that are the same dA v ysom
chemical as the ith circulating compound. (mg/H) T‘
DCM_M_LV(l,J) Maximum rate of change of kth Liver metabolite concentration vV,
for the ith chemical. (mg/L/H). Mol s
DRM_LV_MEDR(l,J) Rate of change of the maximum jth Liver metabolite metabolic dVMxLVedr
rate including enzyme destruction and resynthesis for the ith —
chemical. dt
K_LV_ML(l,J) The rate constant for the Linear form of the metabolism K
calculation. ML
K_MD1_LV(l,J) First dissociation constant for the inhibitor to formation of the jth K
Liver metabolite of the ith chemical. MPLET
K_MD2_LV(l,J) Second dissociation constant for the inhibitor to formation of the K
jth Liver metabolite of the ith chemical. MD2LY, ;
K_MM_LV(l,J) Michaelis-Menten constant for jth Liver metabolite of ith K
chemical. (mg/L) mm LV ;
K1_MER(l,J) First order rate of jth Liver metabolite enzyme resynthesis for ith K
chemical, (for CHCL3, zero for human and rat). (1/H) WMer,
K2_MED(1,J) Second order rate of jth Liver metabolite enzyme destruction for K
the ith chemical, (for CHCL3, zero for human and rat). (L/MG) Woed;;
VM_M_LV(1,J) Maximum rate of jth Liver metabolite metabolism for the ith V.
chemical. (MG/H) MelV,
VM_MEDR_LV(l,J) Maximum rate of jth Liver metabolite metabolism after taking 1%
enzyme change into account for the ith chemical. (MG/H) ML edr;,

8.2.3 Calculation of Maximum Rate of Change of Metabolism

The equation for the maximum rate of change of metabolism in the Liver for the jth
metabolite of the ith chemical is given by

V o V VB )r m
MLV ; Mxy,LV; ; I/ref

(147)




Vs = volume of the body,

V,, = reference volume for Vs iy,
r, = power of the volume of the body for interspecies scaling.

8.2.4 Calculations When Including Enzyme Destruction and Re-synthesis

The equation for the rate of change of maximum metabolic rate in the liver including
enzyme destruction and re-synthesis for the jth metabolite of the ith circulating compound
is given by:

d VMx,LV,Ed”,', J
T =K 1Mer; ( VM.’@LV W VMX’L Vedr, i-/') B
(148)
dAM,LV- .

L]
KZM,ed- -V Mx,LV.edr; . / VLV
L ] t

where the variable definitions are given in Table 14, and V,, = the volume of the Liver.
The value of the maximum metabolic rate taking enzyme destruction and re-synthesis into
consideration is obtained by integration as:

Mx,LI/,'edrl- N

VMX,LV,edr,,j = IT dt+ V. 1, (149)

8.2.5 The Rate of Formation of Saturable and Linear Metabolite in the Liver

The rate of formation of the jth metabolite, when saturable, in the liver from the ith
circulating compound is given by:

dA MLV, CLV,Fi

if

=V v
dr Mx,LV.edr; ; (Kmm,LVi,j + |CLKFf |) a

where the indices i, and j are defined above and parameters are defined in Table 14. For
those metabolites which the user wants to be strictly linear, then the linear form of the
equation would apply. The rate of formation of a linear metabolite in the liver is:

dAMLV

AV

dt = KML,LV,-J-ALV,Fi . (151)

The sum of the rates of formation of the metabolites for the ith circulating compound can
be calculated according to where the rate of formation of metabolites determines the loss
in the rate of increase of amount in the liver for the ith circulating compound:
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dAM,LV,SUMi Ny dAM,LVL J

dt = A

(152)

8.2.6 Circulating Compounds which are Metabolites

The rates of formation of metabolites, in this case in the liver, which are the same as one
of the circulating compounds are summed and then added to the rate of increase of the
amount of the circulating compound. This is accomplished by assuming that every
metabolite could be any of the circulating compounds. An index 7, is saved for each
metabolite. If the jth metabolite of the ith circulating compound is the same compound as
the kth circulating compound, then the index k for the circulating compound is saved in
I,,; otherwise the index I, is set to zero. If the index is non-zero, then the rate of
formation of that metabolite is added to a sum for that circulating compound. The rate of
formation of a circulating metabolite may be linear or saturated (with inhibition if

applicable) where equations (150) and (151) apply. Then

dAM(‘,L!{SUMk _ dAM,LVL : M W(k) (153)
dt i\ dt MW, )
dA .y,
where = 7 = the contribution to the rate of change of the kth chemical in the Liver

from the rate of formation of the jth metabolite of the ith chemical.
8.2.7 Inhibition in the Metabolism Process

Compounds elsewhere in the metabolism chains for any of the circulating compounds
may inhibit the formation of a given metabolite. There are four kinds of inhibition
addressed here. They are defined by the formulas for an apparent V___, and an apparent
Michaelis-Menten constant K__ (See Table 15).

mm

max?

dAMLV

iy CLV,F[

=7,
dt max,App; ; ( )9
Kmm,Appivj + |CLV,Fi |

(154)

and K

where mm.App

max.App are taken from Table 15 for the inhibition case that applies.

Table 15. Parameter Formulas for Four Types of Inhibition of Metabolism

Type of Inhibition Vmax,App Kmm,App
Competitive Inhibition VMY’LV’M”_ Kmm,LV,.,(l + CLV,FII-,- /KMDI_L,,U)
Mixed Inhibition VMx,LV,edru K (1 + CLKFH,_/ /KMDI’LVi,j)
LV,
(1+ CLV,F,I-‘_/- / KMDZ,LVI-J-) (1 CLV,FHJ. / KMD2,LV[-J)
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Table 15. Parameter Formulas for Four Types of Inhibition of Metabolism

Type of Inhibition Vmax,App Kmm,App
Pure non-competitive VMX,LV,gdr‘.J Kmm,LV[J
Inhibition 1+ CLV,FII-J- / KMDZ,LV,.J.)
Uncompetitive Inhibition VMX’LVed,”_ K., .
(1 + CLV,FIW- / KMDZ,LVI.J) (1 + CLV,F,,;,- / KMDZU’,-,,')
where I;; = zero or the index to the chemical that is the inhibitor to the jth metabolite of

the ith circulating compound
8.2.8 Metabolism in the Other Organs and Tissues
8.2.8.1 Metabolism in the Brain

The brain metabolism equations are the same as those for the liver except that the
equation for the V-Max is given as a function of the Liver value from the equation:

_ Vay
VMx,BNl- i VMx,LV,. /-RM,BN,LVZ. V. (155)
2 Y g L
where RM,BN,LVW is a scaling factor for V-Max in the Brain for the jth metabolite of the ith
chemical.
8.2.8.2 Metabolism in the Kidney
The kidney metabolism equations are the same as those for the liver except that the
equation for the V-Max is given as a function of the liver value from the equation:
. Vio
VMx,KDi’j - VMx,LV,.JRMKD,LViJ Vv, (156)
where Ry, is a scaling factor for V-Max in the Kidney for the jth metabolite of the ith
chemical.
8.2.8.3 Metabolism in the Carcass
The carcass metabolism equations are the same as those for the liver except that the
equation for the V-Max is given as a function of the Liver value from the equation:
_ Ver
VMx,CRi_j - VMx,LViJRMCR,LViJ V., (157)
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where Rycrir, is a scaling factor for V-Max in the Carcass for the jth metabolite of the ith
chemical.

8.2.8.4 Metabolism in the Fat

The fat metabolism equations are the same as those for the liver except that the equation
for the V-Max is given as a function of the liver value from the equation:

V, =V, R Vir (158)
MxFT; ; MeLV, SYMFTLY;
where Ryrriv, is a scaling factor for V-Max in the Fat for the jth metabolite of the ith

chemical.
8.2.8.5 Metabolism in the Slowly Perfused Tissue

The slowly perfused tissue metabolism equations are the same as those for the Liver
except that the equation for the V-Max is given as a function of the Liver value from the
equation:

v, =V, R Vo (159)
Mx,SLiJ- Mx,LVl-J- MSL,LVI-J- VLV
where RM,SL,LVW is a scaling factor for V-Max in the slowly perfused tissue for the jth

metabolite of the ith chemical.
8.2.8.6 Metabolism in the Rapidly Perfused Tissue

The rapidly perfused tissue metabolism equations are the same as those for the liver
except that the equation for the V-Max is given as a function of the Liver value from the
equation:

= VRP 160
VMx,RPiJ = VMx,LVl-J RM,RP,LVI.J. v, (160)
where RM,RP,LV” is a scaling factor for V-Max in the rapidly perfused tissue for the jth

metabolite of the ith chemical.
8.2.8.7 Metabolism in the Spleen

The spleen metabolism equations are the same as those for the liver except that the
equation for the V-Max is given as a function of the liver value from the equation:
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Ve

VMx,SP,.J. - VMx,LViJ- RM,SP,LVU V.,

(161)

where RM,SRLV,.J is a scaling factor for V-Max in the spleen for the jth metabolite of the ith
chemical.
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Section 9

Exposure Related Dose Estimating Model
(ERDEM)
Enzyme Kinetics Implementation

9.1 The ERDEM Equations for Enzyme Kinetics

A set of enzymes is defined for each compartment. This section of the report only
presents equations for the liver but these equations are the same for all other
compartments: brain, arterial blood, venous blood, kidney, slowly perfused tissue, lung
tissue or static lung, portal blood, and, pulmonary capillaries. There is currently no
enzyme kinetics in the spleen, stratum corneum, testicles, ovaries, carcass, fat, or, rapidly
perfused tissue. Variable definitions are provided at the end of this section.

The user is expected to input the set of chemicals which must include the substrate and
metabolites. In addition, the user inputs a set of enzymes for a given simulation. The user
sets flags for the enzymes used in each compartment and the chemicals that serve as
substrates for the designated enzymes. A given compartment may have only one enzyme
and another may have more. The rate, amount, and concentration variables are referenced
by the ith chemical and Ith enzyme, where the inputs from the ERDEM front end are by
chemical and enzyme name where N_Z is the number of enzymes for the simulation.
Flags are used in ERDEM that indicate which enzymes are active for the simulation, and
which chemicals are competing with the substrate being acted on by an enzyme:

L LV Z isalogical flag set to true if there is any enzyme reaction in the
Liver.

L LV Z L()(z is a)logical flag set to true if there is an enzyme reaction in the
Liver for the Ith enzyme.

L LV Z1LGID(z is a Ipgical flag set to true if the Ith enzyme is inhibited by the ith

chemical. When using the front end, the enzymes and chemicals
are input by name, not by index.

9.2 Elimination of Chemical Due to Competition with Enzyme Metabolism
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The loss of ith chemical due to competition with the substrate during the metabolism by
the Ith enzyme is given by

dﬂzv,z,.ﬁ dAI.V,Z,F,I
- - (162)

ddt dt

This equation is an additional elimination term that is included in the body mass balance
for the liver.

9.3 Enzymatic Reactions in the Liver

The enzyme reaction in the Liver is a function of each enzyme and the current chemical.
Equation 162 expresses the rate of loss of the current chemical due to interaction with
each enzyme in the liver. This involves formation of a substrate-enzyme complex which
reduces the expected steady state level of free enzyme. A regeneration function replaces
some of the enzyme that was lost due to formation of the substrate-enzyme complex. A
enzyme re-synthesis function also replaces some enzyme that was degraded. This is
expressed in the equation below where the first term is the regeneration, the second is the
re-synthesis term and the third represents substrate-enzyme complex formation. The
degradation term was removed because it operates on enzyme that has been inhibited and
then aged. The mass balance equation for the rate of change of activity (mass) of kth free
enzyme in the liver due to one or more chemicals is given by

"'wa,z I ("f"qzrfz,ﬂ +"£Awf,z,s _"mzw,z,r ) (163)
ot e oAt ot cf

where the kth enzyme may bind with more than one chemical. The set of chemicals that
may bind the kth enzyme isin &, -,

9.3.1 Enzymatic Inhibition

The rate of change of the kth enzyme due to the ith inhibiting chemical is determined by
the concentration of kth free enzyme and the concentration of the ith chemical causing the
inhibition.

dAryzr

ot = Kiyz: CLV,EZ CI.V,F Vi (164)

where the concentration of free kth enzyme in the liver is found by integrating equation
163 and dividing by the volume of the liver to get the concentration.
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9.3.2 Enzyme Regeneration

Enzyme regeneration occurs when enzyme titer is reduced due to binding activity. The
regeneration process acts only when enzyme-substrate or inhibitor complexes are formed
(reduced by the amount that is aged, regenerated and re-synthesized) and is dependent on
the affinity of the substrate chemical or competing inhibiting chemical for the enzyme.
Thus regeneration occurs for the current titer of kth enzyme caused by binding of the ith
chemical. Each chemical may influence a different rate of regeneration.

o Kpzp Awzs, ~Awze. ~Pwzs, - Prza) (163)

where the amount of inhibited kth enzyme is obtained by integrating equation 164. Or in a
saturable form where V_ and K are not defined at this time.

dﬂLI",Z,R Vm,z,g (Cm,z,.r - CLI",Z,R - CLI",Z,S' - Czr,z,..g 3'
= (166)
& Km,Z,R t CLF,Z,I - CH’,Z,R - CH’,Z,S - CH",ZJ

9.3.3 Enzyme Re-synthesis

A gz

o Kiwzs (Aipzn, - Amzs)) (167)

Enzyme re-synthesis acts to replace degraded enzyme (lost). Aging involves tightly
bound enzyme-substrate or more likely, enzyme-inhibitor complexes. The degradation is
modeled to act on the aged enzyme and the bound enzyme. The enzyme re-synthesis is a
function of the enzyme only and is given by (linear form)

where the concentration of the degraded kth enzyme is found by summing the amounts
found from integrating equations 170 and 171. The saturable form might be given by
(where V. and K are not defined at this time)

d"qw,z,x _ Vm,w,z,s {CLF,Z,D - Czr,z,s )

dt - (168)
Kmm,LF,Z,,S’ + CLF,Z,D = CLF,Z,S

9.3.4 Enzyme Aging and Degradation
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Enzyme degradation is modeled to act on bound enzymes and aged enzyme. The
degraded enzyme no longer exists (replaced by re-synthesis). The amount of bound and
aged enzyme is then reduced by the degradation. The rate of formation of aged enzyme is
a function of the amount of bound enzyme (reduced by the amount aged, regenerated, and
re-synthesized), and is given by (in a linear form)

dALV,z,A_ (169)
gt = Kipza Az ~Awze, ~Awzs = Awrza,)

The equation for the rate of formation of degraded bound enzyme consists of the amount
bound, reduced by the amount aged, regenerated, and re-synthesized.

dA
LV Z .00
4t = KLV,E,DI_ {ALV,Z,I_ 2 ALV,E,R_ 'ALV,Z,.S'_ 'ALV,Z,A_ ) 070
The equation for the rate of formation of aged bound enzyme is the amount of aged
enzyme reduced by the amount of bound enzyme already aged:
Ay 2 na,
L2085
— am - = Ky iz (HEV,Z,A,-J-, B HEV.Z.E'H;"R:I a7
The total amount degraded enzyme is then
ALI-’,E.’,EE- r Aw,z,mz- & + Am,z,mz- ® (172)
9.4 Nomenclature for the Liver Enzyme Equations
9.4.1 Amounts in the Liver
Ay z 4 = Amount of kth enzyme resulting from aging of the enzyme bound to the ith

chemical,

Ay V¥.Z.0 Amountof the kth enzyme that is degraded, due to the action of the ith
' chemical,

Ary z na Amountof the aged kth enzyme that is degraded, due to the action of the ith
chemical,

ALV,Z,E Amountof the kth enzyme that is eliminated due to binding of the ith
~ chemical,
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A =

Tl ot

ALV,Z,R_

AI.V,Z,,S’_

Amount of the kth enzyme that is bound by the ith chemical,

Amount of the bound kth enzyme that is regenerated, due to the action of
the ith chemical,

_ Amount of the degraded kth enzyme that is re-synthesized, due to the action
of the ith chemical.

9.4.2 Concentrations in the Liver

Cm,z,a_

C; V.Z,0

CI.V,Z,I.

CI.V,Z,R_

CI.V,Z,F_

Concentration of the kth enzyme resulting from aging of the enzyme bound
by the ith chemical,

Concentration of the kth enzyme that is degraded, due to the action of the
ith chemical,

Concentration of the kth enzyme that is bound by the ith chemical,

Concentration of the bound kth enzyme that is regenerated, due to the action
of the ith chemical,

Concentration of the degraded kth enzyme that is re-synthesized, due to the
action of the ith chemical.

9.4.3 Rates of Change of the Amount of Enzyme in the Liver

Ay 2 4

ddt

d’ﬁlm,z,n_

dat

(E-'ILV,Z,I!R_

dt

dALV,Z,RM

dt

'i’q;:r,z,s_

dt

Rate of change of the amount of kth enzyme resulting from aging of the
enzyme bound to the ith chemical,

Rate of change of the amount of the kth enzyme that is degraded, due to
the action of the ith chemical,

= Rate of change of the amount of the kth enzyme that is bound to the ith

chemical,

Rate of change of the amount of the bound kth enzyme that is
regenerated, due to the action of the ith chemical,

Rate of change of the amount of the degraded kth enzyme that is re-
synthesized, due to the action of the ith chemical.
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9.4.4 Rate Constants for the Reactions

KLV,E,A_
sz,z,m

Kz;v,z,m_

KLV,z,I_

KI.V,Z,R_

KI.V,Z,E

148

Rate constant for the aging of the kth enzyme that was bound by the ith
chemical,

Rate constant for the degradation of the aged kth enzyme that occurs due
to the action of the ith chemical,

Rate constant for the degradation of the bound kth enzyme that occurs due
to the action of the ith chemical,

Rate constant for the bound of the kth enzyme by the ith chemical,

Rate constant for the regeneration of the bound kth enzyme that is due to
the action of the ith chemical,

Rate constant for the re-synthesis of the degraded kth enzyme, due to the
action of the ith chemical.
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