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Jec Ives setwd("C:\\Users\\kabduljalil\\Desktop\\DDMoRe\\see-full-64b\\MDL_IDE\\workspace\\PAGE2816\\Meto™)

simcyp.simulate(file path_as_absolute("Metoprolol PK_Pheno.wksz™), FALSE)
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platforms. The Innovative Medicines Initiative’s Drug Disease Model Resources (DDMoRe) consortium R
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Case 2 . The MDL-IDE was used to create and execute an R script which utilised functions within a mg}h I}LH . S e e
freely available Simcyp R package to run a simulation using version 15 of the Simcyp Simulator. This {{i}}i

} # end DATA_TINPUT_VARIABLES

made use of a pre-saved Simcyp workspace to simulate a full PBPK model of Midazolam after © SoURCE ¢

srcfile : {file = "Meto PK data.csv", inputFormat is nonmemFormat }
} # end SOURCE
} # end data object

Intravenous administration to paediatric and adult populations. The predicted concentration profiles and neto. PK CORR.par = pav0b |
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the relevant PK parameters were retrieved (again using the Simcyp R package) for general comparison. OPVL: {valuesssd, 10-10 Pvece IPRED T PRED -
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While the DDMoRe interoperability framework support is still a 'work in progress', capabilities of the O SN L SO L SO
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Simcyp Simulator (i.e. running simulations and generating populations) were successfully used from 3 e |
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dependent data In the form of a SO file. This was achieved through the use of new Simcyp features, vl B E T NIRRT A
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Including; the Simcyp functions within the DDMoRe R package, and the Simcyp Console application.

The simulated metoprolol profiles for virtual healthy adult individuals with different CYP2D6 phenotypes |Figure 1. Interoperability of Simcyp Simulator with DDMoRe framework

and trial database was submitted for additional tasks within the DDMoRe interoperability framework
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(Figure 1) including visualization of the data, estimation task (NONMEM) and goodness of fit checks

(Xpose).

The Simcyp R Package, which was developed independent of the DDMoRe project, was successfully
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used from DDMoRe R Package within MDL-IDE to run Simcyp workspaces and access the simulated — | 008 yr
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within the MDL-IDE (figure 2).
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Conclusions

The Simcyp Simulator Is the unique PBPK platform that now comes bundled with a command line
console which works within the DDMoRe Interoperability Framework. This new functionality allows
DDMoRe partners with a Simcyp Simulator licence to run simulations and generate populations In

scripted workflows with other software such as NONMEM and PSN, Monolix, PFIM, and PopED. The

Simcyp Console may be used independently of DDMoRe framework and users can benefit from the
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Simulator’s vast databases of populations, compounds and PBPK/PD models through other platforms Time (hr)

such as Matlab and R Figure 2. Midazolam PK Profile in virtual paediatric and adult populations
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