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• Model Description

• Exploratory Data Analysis

• Input Data

• Model in NM-TRAN and PML Code

• Demo

• Summary

• Q&A
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NONMEM to NLME: count data

• Model Description

o Structural Model

- Count model: Poisson distribution

- No error model

o Structural Parameters

- Loglambda

- Coeff

o Random Effect

- Eta on Loglambda, variance: 0.1 (~30% population variability)

o Engine

- Laplacian
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PKPD: count data

• Counts versus Time:
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PKPD: count data

• Count distribution (all):
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PKPD: count data

• Count distribution (by dose):
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count data: Input Data

• NONMEM & NLME
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NONMEM to NLME: count data

NONMEM

;Input

$PROB Poisson Model 

$INPUT id dose tend DV tmid

$DATA data.csv  

;Parameters

$PRED

coefdose = Theta(1)

BASE=THETA(2)+ ETA(1)

LAMB=BASE + coefdose*dose

cumhaz=EXP(LAMB)

NLME

#Input

fcovariate(dose)

#Parameters

stparm(coef = tvcoef)

stparm(loglambda = tvloglambda

+ eta1)
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NONMEM to NLME: count data

NONMEM

; Estimation Code

LFAC=GAMLN(DV+1.0)

IF(DV.LE.1) LFAC=0

LPOI = -cumhaz+DV*LOG(cumhaz)-

LFAC

Y=-2*(LPOI)

NLME

# count statement

count(DV, exp(loglambda+ 

coef*dose))
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NONMEM to NLME: count data

NONMEM

; fixed effects

$THETA

(1)  ;coefdose

(0,2)  ;tvloglambda

; random effects

$OMEGA

0.1 FIX   ;eta1

;estimation method

$ESTIM MAXEVAL=9999 

METHOD=COND LAPLACE -2LL 

PRINT=1 MSFO=msf1

$COV

NLME

# fixed effects

fixef(tvcoef = c(, 1, ))

fixef(tvloglambda = c(, 2, ))

# random effect

ranef(diag(eta1)(freeze) = c(0.1))
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count data: Graphical Model 
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Demo
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count data : Summary
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VPC:
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Questions?Questions?
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Certara University

• Link: 

o https://www.certarauniversity.com/lms

• Advanced PKPD courses:
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Coming up…

• EXPRESS WEBINAR SERIES FOR PHOENIX

o Take your Phoenix Skills up a notch

o Starting January 2019 monthly

• To Stay Up to Date:

o Use LinkedIn Group

https://www.linkedin.com/groups/8614342

o Watch Landing Page on Certara.com:

- https://www.certara.com/software/pkpd-modeling-and-simulation-2/pml-school/

o Certara User Forum

- https://support.certara.com/forums/forum/34-pml-school/

o Email

- bernd.wendt@certara.com
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