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NONMEM®- A Programmer point of view
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INTRODUCTION
< NONMEM® - NON Linear Mixed Effect Modelling Software, a leading tool used to perform population PK/PD analysis.

¢ Includes variety of data components: Dosing records, PK and/or PD observations, Time independent and Dependent covariates, Lab covariates and CONMEDS.

This poster provides good understanding of a NONMEM input dataset structure and helps as a reference document in developing NONMEM input dataset .
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NONMEM SOFTWARE INPUT (Pop PK/PD) DATASET DEVELOPMENT FLOWCHART
Dataset Structure: One record per Study, Subject, Date, Time, Event ID and Compartment

/ Laboratory data / / COMMEDS of interest // Concomitant Medications /
/Demugraph|l:5//Eanclummatmn// Vitals //Expmure //Pharmacuklnetm / l Provided by Pharmacoiogy/DMPK group

/ i l / SDTM. LB /  sotmem
/ SDTM. DM / / SDTM. V5 / / SDTM. EX / / SDTM. PC / l l
(By Concomitant medication variabie) M Eiﬁ E

/ ADAM.ADLE /

/ ADAN.ADCM /
Concomitant Medications of
interest which are present in ADCM

CONMED
data required

Vital Signs

data required Yeg

LAB data
required

LAB covariates
required e.g. BCRCL

No

CONMED Flags
required

4 Baseline Data

By Subject MERGE from SDTM.VS One Record per Subject/Parameter/Date/Time
.z, BWT, BEMI, BHT
Y h 4 h J Yes Yes Yes
/ ADAM.ADSL / / ADAM.ADVS // ADAM.ADEX // ADAM.ADPC / er el Required Concomitant
One Record per Subject One Record per Subject/Parameter/Date/Time v Medication flags
+ BASIC NONMEM e.g. DVIT [Subjects received

l ‘ » SET « ‘ Dataset D-Vitamin medication)
By Subject MERGE - Intermediate dataset with Vitals, l

* / Exposure and PCinformation — MEEEE -4

/ BASICNONMEM Dataset /
/ Final NONMEM Dataset /

One record per Subject, Date, Time, EVID and Compartment

One record per Subject, Date, Time, EVID and Compartment (Convert SAS Dataset into a CSV file)

Common and Required Common and Optional

TA Specific and Required TA Specific and Optional Study Specific
NONMEM SOFTWARE INPUT (Pop PK/PD) DATASET EXAMPLE

Data Type NMID PTID DATE TIME | TAFD STAFD | TALD EVID| CMT | AMT AMTU| DV | DVU MDV BQL TRTP | TRTA VISIT AGE SEX RACE| BBMI | BBSA BSBP | BDBP DVIT| CONMED

CONMED | 5 1001 2/11/2010 . : : : 1 26 : : 1 : 2 2 50 1 5 33.32 | 1911 | 120 | 75 1 | CALCITRIOL
LAB PD 5 1001 8/28/2013 8:00 | -341.5 | 36552.5 [-3415 O 5 : 86.6 |[pmol/L| O 0 2 2 | SCR |50 |1 5 33.32 | 1911 | 120 | 75 1
VITAL 5 1001 8/28/2013  8:00 | -341.5 | 36552.5 [-3415 O 19 : 130  mmHg | O 0 2 2 | SCR |50 |1 5 33.32 | 1911 | 120 | 75 1

LAB PD 5 1001 9/11/2013  7:57 | -5.55 |36888.45 | -5.55 | O 5 : 88.7 |pmol/L| O 0 2 2 D1 | 50 | 1 5 33.32 | 1911 | 120 | 75 1
VITAL 5 1001 /9/11/2013| 8:00 | -5.5 36888.5 | -5.5 0 20 : 75 |mmHg | O 0 2 2 D1 | 50 | 1 5 33.32 | 1911 | 120 | 75 1
DOSING 5 [1001 9/11/2013 13:30 0 36894 0 1 0 5 MG : 1 : 2 2 W1 50 1 5 33.32 | 1911 | 120 | 75 1

LAB PD 5 11001|10/2/2013 | 7:40 | 498.16 | 37392.16 1 4233 | O 5 : 72.4 pmol/L| O 0 2 2 W4 50 1 5 33.32 | 1915 | 120 | 75 1

VITAL 5 11001|10/2/2013 | 8:00 | 498.5 | 373925 4266 | O 19 : 109 mmHg | O 0 2 2 W4 50 1 5 33.32 | 1915 | 120 | 75 1
DOSING 5 11001 |10/2/2013 |13:10| 503.66 | 37397.66 0 1 0 5 MG : 1 : 2 2 |W4 50 1 5 33.32 | 1915 | 120 | 75 1
NONMEM DATASET EXCLUSIONS : All dose missing records, records with derived variables and duplicate records all key variables are excluded at preprocessing level.

CONCLUSION : We should not just follow a set of rules and dataset specifications. Need to understand the dataset development work flow and gain required knowledge on the structure and
requirements of a NONMEM input dataset.
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