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• Exploratory Data Analysis 
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NONMEM to NLME: time-to-event 

• Model Description 

o Structural Model 

- Survival Model 

o Error model 

- No error model – no deterministic model 

o Structural Parameters 

- PD: D50 

o Random Effect 

- Variance: negligible 

o Engine 

- Laplacian 
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time-to-event: Input Data 

NONMEM NLME 
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Plot: time-to-event 

• Event versus Time: 
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Plot: time-to-event 

• Mean Event Time versus Dose: 
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Plot: time-to-event 

• Frequency of Events over Time: 
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NONMEM to NLME: time-to-event 

NONMEM 

;Input 

$INPUT ID TIME Event=DV DOSE 

$SUBR ADVAN=6 TOL=9 

$MODEL 

COMP=(CUMHAZ) 

$DES 

DADT(1)=THETA(1)*(1-

DOSE/(DOSE+THETA(2))) 

$PK 

HAZ=THETA(1)*(1-

DOSE/(DOSE+THETA(2))) 

D50=THETA(2) 

DUM=THETA(3)+Eta(1) 

NLME 

#Input 

fcovariate(DOSE()) 

 

 

 

 

 

 

stparm(haz = tvhaz * (1-

DOSE/(DOSE+D50))*exp(nhaz)) 

stparm(D50 = tvD50 * exp(nD50)) 



© Copyright 2016 Certara, L.P.  All rights reserved. 

NONMEM to NLME: time-to-event 

NONMEM 

; Estimation Code 

IF (DV.EQ.0) THEN 

Y=EXP(-CUMHAZ)  

ENDIF 

 

IF (DV.EQ.1) THEN 

HAZNOW=THETA(1)*(1-

DOSE/(DOSE+THETA(2))) 

Y=EXP(-CUMHAZ)*HAZNOW  

ENDIF 

NLME 

event(censor, haz) 
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NONMEM to NLME: time-to-event 

NONMEM 

;fixed effects 

$THETA  

(0,0.01, 1) ; 1 Hazard 

(0,10, 100) ; 2 D50 value  

(0,1) ; 3 DUM 

;random effect 

$OMEGA 0 FIX ; 1 ETA_DUM  

 

;method 

$ESTIMATION SIG=3 SIGL=9 

MAXEVAL=9990 METHOD=COND 

LAPLACE LIKE PRINT=1  

$COV MATRIX=R PRINT=E 

$TABLE ID TIME EVENT 

NLME 

# fixed effects 

fixef(tvhaz = c(, 0.01, )) 

fixef(tvD50 = c(, 20, )) 

 

 

# random effect 

ranef(diag(nD50, nhaz) = c(0.1, 0.1)) 



© Copyright 2016 Certara, L.P.  All rights reserved. 

Demo 
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Summary 
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NLME Results NONMEM Results 

Kaplan Meier Plot 
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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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https://www.certarauniversity.com/lms
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Coming up… 

 

 

 

 

• 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/  
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