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" Goal for This Training Session on Using
GastroPlus to Drive DILIsym Simulations

Participants should understand the following general concepts:

* How to use GastroPlus 9.6 and the ‘Specified Data’ feature within DILIsym to run
simulations with loaded PK results (note: review of the general DILIsym Specified
Data training segment is a recommended prerequisite to this training segment)
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"@ GastroPlus 9.6 Allows for Efficient Use of
GastroPlus PBPK Models
in Combination with DILIsym SimPops

o GastroPlus users build PBPK models within
GastroPlus

« The “DILIsym” simulation mode in v9.6 will allow
users to select a mapping of GastroPlus outputs
to DILIsym PK inputs

« All DILIsym SimPops and SimCohorts are
embedded within GastroPlus so user can select
option of their choice

« Exported DILIsym Specified Data Excel template
will be seamlessly compatible with DILIsym and
contain PK outputs for the right number of
body-weight matched rats, dogs, mice or
humans

 This makes the manual creation of a Specified
Data template unnecessary

CONFIDENTIAL

EB A SIMULATIONS PLUS COMPANY



" L4

GastroPlus 9.6 Includes a DILIsym
Simulation Mode to Bridge with the

DILIsym Specified Data Optlon

E DiLIsym SimPops Simulation

» GastroPlus users with an
existing PBPK model can
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« An interface will allow for
specific compound mapping
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» A Specified Data template for
DILIsym will be generated

» The DILIsym Specified Data feature will allow for
direct import of the template to drive simulations
with the GastroPlus PK outputs

* No manual pasting required -
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"@Important Details on the DILIsym Simulation
Mode Within GastroPlus (Page 1 of 3)

« The DILIsym Simulation mode only works with the PBPK module of
GastroPlus
« American, Japanese, and Chinese ethnicities available within DILIsym
mode
— Only affect exported PK information, not toxicity pathway variability in
DILIsym SimPops
« Healthy, liver impaired (Cirrhosis: CP=A, CP=B, and CP=C), and renally
impaired (Mild, Moderate, Severe, End-stage) options available (for
humans)
— Only affect exported PK information, not toxicity pathway variability in
DILIsym SimPops
« DILIsym Specified Data templates (Excel worksheets) can be exported
from the following GastroPlus simulation modes:
— “Single Sim” for SimSingle use (N of 1)
— “DILIsym” mode for SimPops use (N > 1)
— “Drug-Drug Interaction” for SimSingle or SimPops use
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"@Important Details on the DILIsym Simulation
Mode Within GastroPlus (Page 2 of 3)

« Only existing SimPops and SimCohorts can be selected, but specific
simulated subjects within an existing SimPops or SimCohorts can be
selected, effectively allowing for some alternative SimCohorts options

— The body weights for each individual have been imported into GastroPlus

behind the scenes so that the body weight related parameters will match
reasonably well with the corresponding simulated individual in DILIsym

— This avoids awkward mismatches where a subject’s PK is predicted in
GastroPlus based on a fairly high or low body weight but the DILIsym
SimPops individual is on the opposite end of the body weight spectrum

« This initial compatibility feature does not allow for PK-toxicity-PK
feedback (PKPD loop)
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"@Important Details on the DILIsym Simulation
Mode Within GastroPlus (Page 3 of 3)

« Users should pick the compound scaffold (Compound X, W or Y) that matches
their desired scaffold in DILIsym

» A parent molecule and up to four metabolites are possible

— Met A, Met B, RM1 Adduct, and RM2 Adduct should all be considered stable metabolites
for this purpose

— To use RM1 Adducts and RM2 Adducts as stable metabolites in DILIsym, some unique
parameterization is required to rapidly conjugate these to proteins so that they can be
transported into the blood

» Be sure to extend the GastroPlus PBPK module simulation time to match the
desired time in DILIsym, unless the “repeat” option can be used

» The resulting Specified Data Excel template should not be altered by the user
once created within GastroPlus

— In some cases, manual extension of the simulation time is necessary within the template

« The SimPops selected and the molecule name(s) from GastroPlus will be included
in the exported template

* Be sure to include the molecular weight of the compound(s) in the DILIsym
PBPK parameter set
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" GastroPlus Drug/Metabolite Concentration
Mapping to DILIsym Concentrations
(Done Automatically for User)

GastroPlus Concentration DILIsym Concentration

Compartment Compartment

Hepatic junction blood Sinusoidal blood

Total liver Liver (all zones same)
Arterial blood Blood
Blood coming out of ACAT gut Gut
compartment (applicable for stable metabolites only)
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» Hands-on Specified Data Example 2 —
Step 1 — Generate Exported Specified Data
Excel File for Caffeine from GastroPlus

Generate Specified Data

template labeled:
— Caffeine-PBPK-
16Subjects

Note location of
SimPops / SimCohorts
and compound names

Note various tabs

Ethnicity and health
status from GastroPlus
are reported in cells A1

and A2
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Home Share View
~ 4 | « Example_Files » Specify Data » SDTemplates
o
Favorites [] Name Date mo
= Box Sync M| Caffeine-PBPK-16Subjects 1/23/201
- — - y L’ For
t = = = - = = = €= 3= =
TFe BIU 2-A- E==E2EH S0 3 [ cell
Clipboard Fant ] Alignment ] Number &
A51 - £ || 44
A B C D E F G H
1 |Ethnicity: AlHuman_ROfHuman_RO!Human_RO¢ Human_RO!Human_ROfHuman_RO!Human
2 |Health statL Caffeine-PE Caffeine-PE Caffeine-PE Caffeine-PE Caffeine-PE Caffeine-PE Caffein
3 | Specified DiSpecified Di Specified DiSpecified Di Specified Di Specified Di Specified Di Specifil
4 Individual 1 Individual 2 Individual 3 Individual 4 Individual 5 Individual & Individ
5 |[time blood_comgblood_com;blood_comiblood_compblood_comgblood_com;blood_
6 Time (hour) Blood Comg Blood Comg Blood Comg Blood Comg Blood Comg Blood Comg Blood d
7 0 1] 0 1] 0 1] 0
8 0.1 0.40343 0.40353 0.38231 0.40353 0.40353 0.3473 0.2]
9 0.2 1.29097 1.29128 1.22617 1.29128 1.29128 1.12049 0.84
10 0.3 2.005 2.00543 1.90486 2.00543 2.003438 1.74166 1.2
11 04 2.47288 2.47347 2.34511 2.47347 2.47347 2.14769 1.6
12 0.5 2.74814 2.7488 2.61006 2.7488 2.7488 2.38578 1.8
13 0.6 2.89347 2.89417 2.7474 2.89417 2.89417 2.51073 1.9
3 Blood Compound W €L liver Compound W CL sin blood € ... (¥
Ready 9



	Slide Number 1
	Goal for This Training Session on Using GastroPlus to Drive DILIsym Simulations
	GastroPlus 9.6 Allows for Efficient Use of GastroPlus PBPK Models �in Combination with DILIsym SimPops
	GastroPlus 9.6 Includes a DILIsym Simulation Mode to Bridge with the DILIsym Specified Data Option
	Important Details on the DILIsym Simulation Mode Within GastroPlus (Page 1 of 3)
	Important Details on the DILIsym Simulation Mode Within GastroPlus (Page 2 of 3)
	Important Details on the DILIsym Simulation Mode Within GastroPlus (Page 3 of 3)
	GastroPlus Drug/Metabolite Concentration Mapping to DILIsym Concentrations�(Done Automatically for User)
	Hands-on Specified Data Example 2 – �Step 1 – Generate Exported Specified Data Excel File for Caffeine from GastroPlus


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Error

  /CompatibilityLevel 1.4

  /CompressObjects /Tags

  /CompressPages true

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /CMYK

  /DoThumbnails false

  /EmbedAllFonts true

  /EmbedOpenType false

  /ParseICCProfilesInComments true

  /EmbedJobOptions true

  /DSCReportingLevel 0

  /EmitDSCWarnings false

  /EndPage -1

  /ImageMemory 1048576

  /LockDistillerParams false

  /MaxSubsetPct 100

  /Optimize true

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness true

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages true

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 300

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.50000

  /EncodeColorImages true

  /ColorImageFilter /DCTEncode

  /AutoFilterColorImages true

  /ColorImageAutoFilterStrategy /JPEG

  /ColorACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /ColorImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000ColorACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000ColorImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasGrayImages false

  /CropGrayImages true

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 300

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.50000

  /EncodeGrayImages true

  /GrayImageFilter /DCTEncode

  /AutoFilterGrayImages true

  /GrayImageAutoFilterStrategy /JPEG

  /GrayACSImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /GrayImageDict <<

    /QFactor 0.15

    /HSamples [1 1 1 1] /VSamples [1 1 1 1]

  >>

  /JPEG2000GrayACSImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /JPEG2000GrayImageDict <<

    /TileWidth 256

    /TileHeight 256

    /Quality 30

  >>

  /AntiAliasMonoImages false

  /CropMonoImages true

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /DownsampleMonoImages true

  /MonoImageDownsampleType /Bicubic

  /MonoImageResolution 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.50000

  /EncodeMonoImages true

  /MonoImageFilter /CCITTFaxEncode

  /MonoImageDict <<

    /K -1

  >>

  /AllowPSXObjects false

  /CheckCompliance [

    /None

  ]

  /PDFX1aCheck false

  /PDFX3Check false

  /PDFXCompliantPDFOnly false

  /PDFXNoTrimBoxError true

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox true

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile ()

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName ()

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<



    /BGR <>

    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>

    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>

    /CZE <>

    /DAN <>

    /DEU <>

    /ESP <>

    /ETI <>

    /FRA <>

    /GRE <>



    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)

    /HUN <>

    /ITA <>

    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>

    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>

    /LTH <>

    /LVI <>

    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)

    /NOR <>

    /POL <>

    /PTB <>

    /RUM <>

    /RUS <>

    /SKY <>

    /SLV <>

    /SUO <>

    /SVE <>

    /TUR <>

    /UKR <>

    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)

  >>

  /Namespace [

    (Adobe)

    (Common)

    (1.0)

  ]

  /OtherNamespaces [

    <<

      /AsReaderSpreads false

      /CropImagesToFrames true

      /ErrorControl /WarnAndContinue

      /FlattenerIgnoreSpreadOverrides false

      /IncludeGuidesGrids false

      /IncludeNonPrinting false

      /IncludeSlug false

      /Namespace [

        (Adobe)

        (InDesign)

        (4.0)

      ]

      /OmitPlacedBitmaps false

      /OmitPlacedEPS false

      /OmitPlacedPDF false

      /SimulateOverprint /Legacy

    >>

    <<

      /AddBleedMarks false

      /AddColorBars false

      /AddCropMarks false

      /AddPageInfo false

      /AddRegMarks false

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure false

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /UseDocumentBleed false

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice



