IMPLEMENTATION OF CDISC ADAM IN
THE PHARMACOKINETICS DEPARTMENT

Presented by Joanna Magielse, SGS Life Science Services
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B Steps of PK study:

Protocol
Statistical Analysis Plan
Database Lock
« SDTM datasets
 ADaM datasets
Creation of ADPC dataset
PK analysis
Creation of PP dataset
Creation of ADPP dataset
Statistical analysis
Creation Tables, Listings, Figures
Clinical report
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B Protocol:
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PHARMACOKINETIC ANALYSIS

B Statistical Analysis Plan

PK population

 Co medication:

* Drug/drug interactions
= Drug with motility interference

 Adverse events:
= Vomiting / diarrhea

CSR
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PHARMACOKINETIC ANALYSIS

Protocol

W Statistical Analysis Plan

= Handling of data:
* If predose missing => AVAL = 0 for PK analysis
2 TEST ANALX PRE-DOSE . ng/mL NOT DONE
2 TEST ANALX 0.25H 1590 1590 ng/mL
2 TEST ANALX 0.5H 2070 2070 ng/mL
2 TEST ANALX 0.75H 1480 1480 ng/mL
2 TEST ANALX 1H 1140 1140 ng/mL
2 TEST ANALX 1.5H 768 768 ng/mL
2 TEST ANALX 2H 593 593 ng/mL
PP 2 TEST ANALX 2.5H 429 429 ng/mL
. 2 TEST ANALX 3H 375 375 ng/mL
4 2 TEST ANALX 4H 222 222 ng/mL
ADPP 2 TEST ANALX  5H 120 120 ng/mL
i 2 TEST ANALX 8H 60.9 60.9 ng/mL
STAT 2 TEST ANALX 12H 33.1 33.1 ng/mL
i 2 TEST ANALX 24H 138 13.9 ng/mL
OUTPUT 2 TEST ANALX 48H 3.66 3.66 ng/mL
-
CSR AVAL: Analysis Value




Protocol

OUTPUT

PHARMACOKINETIC ANALYSIS

B Statistical Analysis Plan

Handling of data:

* IfBLoQ =>AVAL =0

SUBJID TRTA PCTESTCD  PCTPT PCSTRESC PCSTRESN PCSTRESU
1 TEST ANALX  PRE-DOSE <1. ng/mL
1 TEST ANALX  0.25H 99 99 ng/mL
1 TEST ANALX  0.5H 1511 1511 ng/mL
1 TEST ANALX  0.75H 1718 1718 ng/mL
1 TEST ANALX  1H 1852 1852 ng/mL
1 TEST ANALX  1.5H 1360 1360 ng/mL
1 TEST ANALX  2H 1410 1410 ng/mL
1 TEST ANALX  2.5H 1030 1030 ng/mL
1 TEST ANALX  3H 799 799 ng/mL
1 TEST ANALX  4H 490 490 ng/mL
1 TEST ANALX  5H 254 254 ng/mL
1 TEST ANALX  8H 744 744 ng/mL
1 TEST ANALX  12H 16.5 16.5 ng/mL
1 TEST ANALX  24H <1. ng/mL
1 TEST ANALX  48H <1. ng/mL

—Lk

CSR

BLoQ: Below Limit of Quantification

AVAL: Analysis Value
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Protocol

OUTPUT

—Lk

PHARMACOKINETIC ANALYSIS

W Statistical Analysis Plan
= Handling of data:

* If embedded BLoQ => exclude from PK analysis

3 TEST ANALX PRE-DOSE <1 . ng/mL
3 TEST ANALX 0.25H 251 251 ng/mL
3 TEST ANALX 0.5H 1170 1170 ng/mL
3 TEST ANALX 0.75H 1100 1100 ng/mL
3 TEST ANALX 1H 1270 1270 ng/mL
3 TEST ANALX 1.5H 793 793 ng/mL
3 TEST ANALX 2H 604 604 ng/mL
3 TEST ANALX 2.5H 566 566 ng/mL
3 TEST ANALX 3H 388 388 ng/mL
3 TEST ANALX 4H 257 257 ng/mL
3 TEST ANALX 5H 140 140 ng/mL
3 TEST ANALX 8H 416 416 ng/mL
3 TEST ANALX 12H 155 15.5 ng/mL
3 TEST ANALX 24H <1 . ng/mL
3 TEST ANALX 48H 1.15 1.15 ng/mL

CSR

BLoQ: Below Limit of Quantification
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Protocol

OUTPUT

PHARMACOKINETIC ANALYSIS

W Statistical Analysis Plan

Handling of data:
* Time deviations >10% => exclude from descriptive

statistics
SUBJID TRTA PCTESTCD PCTPT EXSTDTC PCDTC
5 TEST ANAL X PRE-DOSE 2013-07-0570%8:16  2013-07-05T70%:11
5 TEST ANAL X 0.25H 2013-07-05709:16  2013-07-05T70%:31
5 TEST ANAL X 0.5H 2013-07-0570%:16  2013-07-0570%9:46
5 TEST ANAL X 0.75H 2013-07-0570%:16  2013-07-05T710:01
5 TEST ANAL X 1H 2013-07-05709:16  2013-07-05T10:16
5 TEST ANAL X 1.5H 2013-07-05709:16  2013-07-05T10:46
5 TEST ANAL X 2H 2013-07-0570%:16 2013-07-05T11:16
5 TEST ANAL X 2.5H 2013-07-0570%:16 2013-07-05T11:46
5 TEST ANAL X 3H 2013-07-05709:16  2013-07-05T12:16
5 TEST ANAL X 4H 2013-07-057T0%:16  2013-07-05T13:46
5 TEST ANAL X SH 2013-07-0570%:16 2013-07-05T7T14:16
5 TEST ANAL X 8H 2013-07-0570%:16 2013-07-05T717:16
5 TEST ANAL X 12H 2013-07-05709:16  2013-07-05T721:16
5 TEST ANAL X 24H 2013-07-0570%:16  2013-07-06T709:16
5 TEST ANAL X 48H 2013-07-05709:16  2013-07-07709:16

—Lk

CSR
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W Statistical Analysis Plan
= Statistical analysis:

 AUCpeo > 20% => exclude AUCifo from statistical

analysis
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AUCpeo: AUC %extrapolation
AUCifo: AUC infinity



PHARMACOKINETIC ANALYSIS

Protocol

GIG

W Statistical Analysis Plan

DB lock = Statistical analysis:
Q . . . . .
» Bioequivalence studies: If quantifiable
SDTM
) o B :
- concentration at pre-dose > 5% Cmax => subject
ADaM will be excluded
5 - — - o
ADPC 6 TEST ANALX PRE-DOSE 87 87 ng/mL
¥ 6 TEST ANALX 0.25H 282 282 ng/mL
PK 6 TEST ANALX 0.5H 965 965 ng/mL
analysis 6 TEST ANALX 0.75H 820 820 ng/mL
A 4 6 TEST ANALX  1H 547 547 ng/mL
PP 6 TEST ANALX 1.5H 384 384 ng/mL
¥ 6 TEST ANALX 2H 336 336 ng/mL
ADPP 6 TEST ANALX 2.5H 258 258 ng/mL
6 TEST ANALX 3H 202 202 ng/mL
2 6 TEST ANALX 4H 127 127 ng/mL
STAT 6 TEST ANALX  5H 924 92.4 ng/mL
4 6 TEST ANALX 8H 438 439 ng/mL
OUTPUT 6 TEST ANALX 12H 57.5 57.5 ng/mL
B 6 TEST ANALX 24H 426 42.6 ng/mL
6 TEST ANALX 48H 9.93 9.93 ng/mL

CSR
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B SDTM datasets

(Demographics)

(Exposure)

(Pharmacokinetic concentrations)
(Concomitant medications)
(Adverse events)

(Protocol deviations)
(Comments)
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B ADaM datasets

= ADSL

(Subject-level Analysis Dataset)

= ADAPER (Subject Analysis periods Dataset)

= (ADEX)

(Analysis Dataset containing Exposure Data)
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m CREATION OF ADPC
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CREATION OF ADPC

B Analysis variable metadata

Dataset

name

Variable
name

Source /
Derivation

ADPC STUDYID PC.STUDYID Req

ADPC PART ADSL.PART Cond

ADPC USUBJID PC.USUBJID Req

ADPC SUBJID ADSL.SUBJID Perm

ADPC ARM ADSL.ARM Perm

ADPC |ARMN |ADSL.ARMN | Perm

ADPC TRTP ADAPER.TRTP Cond

ADPC TRTPN ADAPER.TRTPN Perm

ADPC TRTA ADAPER.TRTA Cond

ADPC TRTAN ADAPER.TRTAN Perm

ADPC APERIOD ADAPER.APERIOD Perm

ADPC APERIODC ADAPER.APERIODC Perm

ADPC PCSEQ PC.PCSEQ Req |
ADPC PCTESTCD PC.PCTESTCD Perm I
ADPC

ADPC PARAM Derived Req

ADPC PARAMN Derived Perm

ADPC PARAMCD Derived Req

ADPC PARAMTYP |Derived Perm

SDTM

PK

CSR
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m CREATION OF ADPC

Protocol

$

- m Additional/derived variables: BDS
DB lock = PARAM, PARAMN, PARAMCD

L = ADTM, ASTDTM, AENDTM

SDTM

= AVISIT, AVISITN
= ATPT, ATPTN

@

= = ARELTM, ARELTMU, ANCHOR
E = ANLzzFL, ANLzzFD

analysis = AVAL, AVALC

i = CRITy, CRITyFL, CRITyFN

L 2

ADPP

4

STAT

L 2

OUTPUT

a
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m CREATION OF ADPC
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B Additional/derived variables
= PARAM, PARAMN, PARAMCD

« PARAM: based upon PCTEST and PCSTRESU
« PARAMCD: abbreviation
« PARAMN: numeric version of PARAM

23



CREATION OF ADPC

® PARAM, PARAMCD

ANALYTE X ANALYTE X (ng/mL)

ng/mL

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 99 ng/mL

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 1511 ng/mL 1511

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 1718 ng/mL 1718

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 1852 ng/mL 1852

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 1360 ng/mL 1360

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 1410 ng/mL 1410

ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 1030 ng/mL 1030 103
ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 799 ng/mL 799 79
ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 4380 ng/mL 4380 4
ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 254 ng/mL 254 25
ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 74.4 ng/mL 744 74
ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X 16.5 ng/mL 165 16
ANAL X ANALYTE X ANALYTE X (ng/mL) ANAL X <1 ng/mL <1

ANAL X ANALYTEX B ANALYTE X (ng/mL) <1 ng/mL <1

24
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B Additional/derived variables

PARAM, PARAMN, PARAMCD
ADTM, ASTDTM, AENDTM

* Derived from PCDTC
« ASTDTM and AENDTM: in case of interval (e.g.
urine)
AVISIT, AVISITN
ATPT, ATPTN
ARELTM, ARELTMU, ANCHOR
ANLzzFL,
AVAL, AVALC
CRITy, CRITyFL, CRITyFN

CSR
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CREATION OF ADPC

2013-07-05T708:55

2013-07-05T708:55:00

2013-07-05709:15

2013-07-05T709:15:00

2013-07-05T708:30

2013-07-05T09:30:00

2013-07-05708:45

2013-07-05709:45:00

2013-07-05710:00

2013-07-05710:00:00

2013-07-05710:30

2013-07-05710:30:00

2013-07-05T11:01

2013-07-05711:01:00

2013-07-05711:30

2013-07-05711:30:00

2013-07-05712:00

2013-07-05712:00:00

2013-07-05713:00

2013-07-05T713:00:00

2013-07-05714:00

2013-07-05714:00:00

2013-07-05717:00

2013-07-05717:00:00

2013-07-05721:00

2013-07-05721:00:00

2013-07-06T0S:00

2013-07-06T09:00:00

2013-07-07709:02

N

Character

2013-07-07709:02:00

2N

Numeric
SAS format:
is8601dt.
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B Additional/derived variables

PARAM, PARAMN, PARAMCD
ADTM, ASTDTM, AENDTM
AVISIT, AVISITN

* Derived from VISIT and VISITNUM

» PK conc that refer to same exposure
ATPT, ATPTN
ARELTM, ARELTMU, ANCHOR
ANLzzFL,
AVAL, AVALC
CRITy, CRITyFL, CRITyFN

CSR
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CREATION OF ADPC

m AVISIT, AVISITN

1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1

1.002 PERIOD1_DAY2
1.003 PERIOD1_DAY3

PRE-DOSE
0.25H
0.5H
0.75H
iH
1.5H
2H
2.5H




m CREATION OF ADPC

Protocol

B Additional/derived variables

PARAM, PARAMN, PARAMCD
ADTM, ASTDTM, AENDTM
AVISIT, AVISITN

ATPT, ATPTN

* Derived from PCTPT and PCTPTNUM
ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD
AVAL, AVALC
CRITy, CRITyFL, CRITYFN

29
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CREATION OF ADPC

m ATPT, ATPTN

PCTPT PCTPTNUM
PRE-DOSE -1

CSR
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m CREATION OF ADPC

Protocol

SAP

DB lock

SDTM

ADaM

ADPC

PK
analysis

PP

ADPP

STAT

OUTPUT

CSR

B Additional/derived variables

= ARELTM, ARELTMU, ANCHOR
« ANCHOR: EXSTDTC / PCRFTDTC / PCDTC / ADTM
« ARELTM1: PCDTC — EXSTDTC

« ARELTMZ2: if ARELTM1 < O (predose): ARELTM2 =0
others: ARELTM2 = ARELTM1
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CREATION OF ADPC

® ARELTM, ARELMTU, ANCHOR

“aclim.  ANCHOR2  amtiin ®
2013-07-05T08:55  2013-07-05T09:00 Jlpcorc Q. 0.004
2013-07-05T09:15  2013-07-05T09:00 HEXSTDTC EXSTDTC
2013-07-05T09:30  2013-07-05T09:00 fjo. 3 EXSTDTC

2013-07-05T09:45  2013-07-05T09:00 M EXSTDTC EXSTDTC

2013-07-05T10:00  2013-07-05T09:00 EXSTDTC . EXSTDTC

2013-07-05T10:30  2013-07-05T09:00 M EXSTDTC EXSTDTC
2013-07-05T11:01  2013-07-05T09:00 EXSTDTC EXSTDTC
2013-07-05T11:30  2013-07-05T09:00 HEXsTDTC EXSTDTC
2013-07-05T12:00  2013-07-05T09:00 EXSTDTC EXSTDTC
2013-07-05T13:00  2013-07-05T09:00 MEXsTDTC EXSTDTC
2013-07-05T14:00  2013-07-05T09:00 M EXSTDTC EXSTDTC
2013-07-05T17:00  2013-07-05T09:00 dExsTDTC EXSTDTC
2013-07-05T21:00  2013-07-05T09:00 EXSTDTC EXSTDTC
2013-07-06T09:00  2013-07-05T09:00 M ExsTOTC EXSTDTC
2013-07-07T09:02 __ 2013-07-05T09:00 aflExsTDTC EXSTDTC

ARELTMU
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B Additional/derived variables

PARAM, PARAMN, PARAMCD
ADTM, ASTDTM, AENDTM
AVISIT, AVISITN

ATPT, ATPTN

ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD

» Select set of records for analysis:

» PK analysis

= Descriptive statistics

= |nferential statistical analysis
» Steady state analysis

AVAL, AVALC
CRITy, CRITyFL, CRITyFN

CSR
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CREATION OF ADPC

B ANLzzFL, ANLzzFD

SUBJID TRTA PCTESTCD PCSTRESN PCSTRESU AVAL AVALC AVISIT ATPT ATPTN ANLO1IFL ANLO1FD ANLO2FL ANLO2FD
1 TEST ANALX ng/mL 0 O DAY1 OH 0 Y Y DESCR STAT
1 TEST ANALX 99 ng/mL 89 89 DAY1 0.25H 0.25 Y Y DESCR STAT
1 TEST ANALX 1511 ng/mL 1511 1511 DAY1 OS5H 05 Y Y DESCR STAT
1 TEST ANALX 1718 ng/mL 1718 1718 DAY1 0.75H 0.75 Y Y DESCR STAT
1 TEST ANALX 1852 ng/mL 1852 1852 DAY1 1H 1 Y Y DESCR STAT
1 TEST ANALX 1360 ng/mL 1360 1360 DAY1 15H 15 Y Y DESCR STAT
1 TEST ANALX 1410 ng/mL 1410 1410 DAY1 2H 2 Y Y DESCR STAT
1 TEST ANALX 1030 ng/mL 1030 1030 DAY1 25H 25 Y Y DESCR STAT
1 TEST ANALX 799 ng/mL 799 799 DAY1 3H 3 Y Y DESCR STAT
1 TEST ANALX 490 ng/mL 4350 450 DAY1 4H 4 Y Y DESCR STAT
1 TEST ANALX 254 ng/mL 254 254 DAY1 5H 5 Y Y DESCR STAT
1 TEST ANALX 74.4 ng/mL 744 744 DAY1 8H 8 Y Y DESCR STAT
1 TEST ANALX 16.5 ng/mL 165 165 DAY1 12H 12 Y Y DESCR STAT
1 TEST ANALX ng/mL 0 O DAY1 24H 24 Y Y DESCR STAT
1 TEST ANALX ng/mL 0 O DAY1 48H 48 Y Y DESCR STAT
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CREATION OF ADPC

B Additional/derived variables

AVAL, AVALC

 AVAL= PCSTRESN

= Missing predose: AVAL =0
= BLoQ: AVAL =0
» Embedded BLoQ: exclude from PK analysis

BLoQ: Below Limit of Quantification %



PCTESTCD PCSTRESC PCSTRESN 'CSTRES AVAL AVALC

CREATION OF ADPC

B Missing predose => 0

CSTAT

ATPT

ATPTN

ANLO1FL ANLO1FD

Y

PK ANALYSIS

ANLO2FL ANLO2FD

DESCR STAT

2 TEST ANALX 1590 1590 ng/mL 1580 1590 0.25H 0.25 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 2070 2070 ng/mL 2070 2070 0.5H 05 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 1480 1490 ng/mL 1450 1490 0.75H 0.75 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 1140 1140 ng/mL 1140 1140 1H 1 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 768 768 ng/mL 768 768 1.5H 15 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 583 593 ng/mL 583 583 2H 2 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 429 429 ng/mL 429 425 2.5H 25 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 375 375 ng/mL 375 375 3H 3 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 222 222 ng/mL 222 222 4H - Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 120 120 ng/mL 120 120 5H 5 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 60.9 60.9 ng/mL 609 609 8H 8 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 331 33.1 ng/mL 331 331 12H 12 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 138 13.9 ng/mL 139 138 24H 24 Y PK ANALYSIS Y DESCR STAT
2 TEST ANALX 3.66 3.66 ng/mL 366 3.66 48H 48 Y PK ANALYSIS Y DESCR STAT
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m CREATION OF ADPC

Protocol

. 4
- m Additional/derived variables
DB lock = PARAM, PARAMN, PARAMCD
4 = ADTM, ASTDTM, AENDTM
- = AVISIT, AVISITN
ADaM = ATPT, ATPTN
= = ARELTM, ARELTMU, ANCHOR
g = ANLzzFL, ANLzzFD
ansie = AVAL, AVALC
P@P’ « AVAL= PCSTRESN
T = Missing predose: AVAL =0
ADPP = BLoQ: AVAL =0
2 » Embedded BLoQ: exclude from PK analysis
SST = CRITy, CRITYFL, CRITYFN
OUTPUT
i

CSR BLoQ: Below Limit of Quantification
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CREATION OF ADPC

B BLoQ=>0

PRE-DOSE

ATPT

ATPTN ANLOIFL

ANLO1FD
PK ANALYSIS

ANLO2FL ANLO2FD
Y DESCR STA

1 TEST ANALX 89 99 ng/mL Ss 9SS 0.25H 0.25H 0.25 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 1511 1511 ng/mL 1511 1511 0.5H 0.5H 05 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 1718 1718 ng/mL 1718 1718 0.75H 0.75H 0.75 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 1852 1852 ng/mL 1852 1852 1H iH 1 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 1360 1360 ng/mL 1360 1360 1.5H 1.5H 15 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 1410 1410 ng/mL 1410 1410 2H 2H 2 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 1030 1030 ng/mL 1030 1030 2.5H 2.5H 25 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 799 799 ng/mL 799 799 3H 3H 3 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 450 490 ng/mL 450 4350 4H 4H 4 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 254 254 ng/mL 254 254 5H 5H 5 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 744 74.4 ng/mL 744 744 8H 8H 8 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX 165 16.5 ng/mL 165 165 12H 12H 12 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX <1. ng/mL 0 0 24H 24H 24 Y PK ANALYSIS Y DESCR STAT
1 TEST ANALX <1. ng/mL 0 0 48H 48H 48 Y PK ANALYSIS Y DESCR STAT

BLoQ: Below Limit of Quantification
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Protocol

@z e

DB lock

\

SDTM

\a

ADaM

2

analysis

@3 |@

ADPP

o :la

OUTPUT

\a

CREATION OF ADPC

B Additional/derived variables

AVAL, AVALC

« AVAL= PCSTRESN
= Missing predose: AVAL =0
= BLoQ: AVAL =0
» Embedded BLoQ: exclude from PK analysis

BLoQ: Below Limit of Quantification
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B Embedded BLoQ

CREATION OF ADPC

PCSTRESC PCSTRESN 'CSTRES AVAL AVALC

PCTESTCD CSTA1 ATPT ATPTN ANLO1FL ANLO1FD ANLO2FL ANLO2FD

3 TEST ANALX <1 ng/mL 0 0 OH 0 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 251 251 ng/mL 251 251 0.25H 0.25 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 1170 1170 ng/mL 1170 1170 0.5H 0.5 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 1100 1100 ng/mL 1100 1100 0.75H 0.75 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 1270 1270 ng/mL 1270 1270 iH 1 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 793 793 ng/mL 793 793 1.5H 15 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 604 604 ng/mL 604 604 2H 2 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 566 566 ng/mL 566 566 2.5H 25 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 388 388 ng/mL 388 388 3H 3 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 257 257 ng/mL 257 257 4H - Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 140 140 ng/mL 140 140 5H 5 Y PK ANALYSIS Y DESCR STAT
3 TEST ANALX 41.6 ng/mL

3 TEST ANALX PK ANALYSIS DESCR STAT
3 TEST ANALX PK ANALYSIS DESCR STAT
3 TEST ANALX

BLoQ: Below Limit of Quantification
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m CREATION OF ADPC

Protocol

. 4

SAP

ck

a’la

SDTM

\a

ADaM

= L

analysis

@3 |@

ADPP

\

STAT

\a

OUTPUT

4

B Additional/derived variables

PARAM, PARAMN, PARAMCD
ADTM, ASTDTM, AENDTM
AVISIT, AVISITN
ATPT, ATPTN
ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD
AVAL, AVALC
CRITy, CRITyFL, CRITYFN

» Criteria evaluation

= Time deviation > 10%
* Predose > 5% Cmax (cross over studies)

CSR
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CREATION OF ADPC

B Time deviation

LHOR LR LR J 1 1 J { )

5 TEST 2 0 O OH 0O EXSTDTC -0.08 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 0 0 0.25H 0.25 EXSTDTC 0.25 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 865 8.65 0.5H 0.5 EXSTDTC 0.50 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 315 315 0.75H 0.75 EXSTDTC 0.75 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 50 50 1H 1 EXSTDTC 1.00 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 152 152 15H 1.5 EXSTDTC 1.50 HOURS Y PK ANALYSIS Y DESCR STAT
S TEST 2 372 372 2H 2 EXSTDTC 2.00 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 538 538 2.5H 2.5 EXSTDTC 2.50 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 566 566 _3H 3 EXSTDTC 3.00 HOURS C ANA DESCR A
sTesT 2 400 sexsrore [ esoRBours [rmeveveion v MY PxAnavsis  DescRsTar
5 TEST 2 402 402 5H S5 EXSTDTC 5.00 HOURS Y PK ANALYSIS Y DESCR STAT
S TEST 2 171 171 8H 8 EXSTDTC 8.00 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 364 36.4 12H 12 EXSTDTC 12.00 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 537 5.37 24H 24 EXSTDTC 24 .00 HOURS Y PK ANALYSIS Y DESCR STAT
5 TEST 2 0 0O 48H 48 EXSTDTC 48.00 HOURS Y PK ANALYSIS Y DESCR STAT )
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CREATION OF ADPC

B Predose >5% Cmax

SUBJID TRTA PCTESTCD  AVAL VALC  ATPT TPTN CRIT2 CRIT2FL ANLOIFL ANLOIFD  ANLO2FL ANLO2FD
6 TEST ANALX e O PK ANALYSIS DESCR STAT
6 TEST ANALX | o2 282 0.25H 0.2 PK ANALYSIS DESCR STAT
6 TEST ANALX 965 965 0.5H 05 PK ANALYSIS DESCR STAT
6 TEST ANALX 820 820 0.75H  0.75 PK ANALYSIS DESCR STAT
6 TEST ANALX 547 547 1H 1 PK ANALYSIS DESCR STAT
6 TEST ANALX 384 384 1.5H 15 PK ANALYSIS DESCR STAT
6 TEST ANALX 336 336 2H 2 PK ANALYSIS DESCR STAT
6 TEST ANALX 258 258 2.5H 25 PK ANALYSIS DESCR STAT
6 TEST ANALX 202 202 3H 3 PK ANALYSIS DESCR STAT
6 TEST ANALX 127 127 4H 4 PK ANALYSIS DESCR STAT
6 TEST ANALX 92.4 92.4 5H 5 PK ANALYSIS DESCR STAT
6 TEST ANALX 433 439 8H 8 PK ANALYSIS DESCR STAT
6 TEST ANALX 57.5 57.5 12H 12 PK ANALYSIS DESCR STAT
6 TEST ANALX 426 42.6 24H 24 PK ANALYSIS DESCR STAT
6 TEST ANALX 9.93 9.93 48H a8 PK ANALYSIS DESCR STAT

43




m PHARMACOKINETIC ANALYSIS

Protocol

. 4

SAP

4

DB lock

ADPP

. 4

STAT

. 2

OUTPUT

—Lk

e
B ADPC is imported in Phoenix® WinNonLin \

M Include observations for analysis:
= ANLO1FL =7’

B PK analysis:
= Time: ARELTM2
= Conc: AVAL

B Output file: PK parameters

CSR
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Protocol

@z e

DB lock

\

SDTM

\a

ADaM

\a

ADPC

=@

analysis

@l@

ADPP

o :la

OUTPUT

\a

CREATION OF PP

In SAS

Add and rename variables (SDTM IG):
DOMAIN PPSEQ PPCAT PPSPEC

Calculate extra PK parameters:
= e.g. Ratio of metabolite/parent AUC

PPTEST, PPTESTCD:
= Controlled terminology

Relation with PC:

PPRFTDTC

STUDYID
DOMAIN
USUBJID
SEX
PPSEQ
PPGRPID
PPTESTCD
PPTEST
PPCAT
PPSCAT
PPORRES
PPORRESU
PPSTRESC
PPSTRESN
PPSTRESU
PPSTAT
PPREASND
PPSPEC

Study Identifier

Domain Abbreviation

Unique Subject Identifier

Sex

Sequence Number

Group ID

Parameter Short Name

Parameter Name

Parameter Category

Parameter Subcategory

Result or Finding in Original Units
Original Units

Character Result/Finding in Std Format
Numeric Result/Finding in Standard Units
Standard Units

Completion Status

Reason Parameter Not Calculated
Specimen Material Type

Char
Char
Char
Char
Num
Char
Char
Char
Char
Char
Char
Char
Char
Num
Char
Char
Char
Char



CREATION OF PP

® R2adj<0.9

SUBJID TRTA PPTESTCD PPTEST PPSTRESC PPSTRESN PPSTRESU PPSTAT PPREASND
2 REF CMAX Max Cenc 1850 1850 ng/mL
2 REF  TMAX Time of CMAX 1 ih
2 REF C24H Plasma Concentration at 24h 0 0 ng/mL
2 REF | R2AD) R Squared Adjusted . NOTDONE R2ADJ <09
2 REF | LAMZHL Half-Life Lambda z . NOT DONE R2ADJ <0.9
2 REF | LAMZ Lambda z . NOTDONE R2ADJ <09
2 REF | AUCPEO  AUC %Extrapolation Obs . NOT DONE R2ADJ <09
2 REF LAUCIFO __ AUC Infinity Obs NOTDONE __R2ADI <00
2 REF  AUCLST AUC to Last Nonzero Conc 5.19 5.19 h*ug/mL
2 REF R Metabolite/Parent AUC ratio 8.76 8.76

(ng/mL)

1 IIIIIII

1

ARELTM2
(h)




m CREATION OF ADPP

Protocol

. 4

SAP

4

DB lock

PK
analysis

. 4

PP

L 2

. 4

STAT

. 2

OUTPUT

—Lk

B In SAS

B Based upon define.xml

SDTM ‘

Add.
variables

CSR
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CREATION OF ADPP

Protocol
$
SAP B Analysis variable metadata
4 Dataset Variable
DB lock name name Source / Derivation Core
$
ADPP STIHIDYID PP STI1IDYID Ren
SDTM ADPP PART ADSL.PART Cond
¥ ADPP COHORT ADSL.COHORT Cond
ADaM ADPP COHORTN  |ADSL.COHORTN Cond
a
ADPP USUBJID PP.USUBJID Req
& ADPP SUBJID ADSL.SUBJID Perm
ADPC ADPP SEX ADSL.SEX Perm
T ADPP ARM ADSL.ARM Perm
™ ADPP ARMN ADSL.ARMN Perm
analysis ADPP TRTA ADAPER. TRTA Cond
@ ADPP TRTAN ADAPER TRTAN Perm
ADPP APERIOD ADAPER APERIOD Perm
PP ADPP APERIODC | ADAPER APERIODC Perm
$ ADPP TRTSDT ADSL TRTSDT Perm
- ADPP TRTSDTM ADSL.TRTSDTM Perm
: ADPP PPSEQ PP.PPSEQ Req
ADPP PPGRPID PP.PPGRPID Perm S DT M
STAT ADPP PPTESTCD  |PP.PPTESTCD Perm
OouTPUT ADPP PARAMN Derived Perm P K
B ADPP PARAMCD |Derived Req
ADPP PARAMTYP |Derived Perm

CSR




m CREATION OF ADPP

Protocol

@z e

ck

%
€@ =

SDTM

\a

ADaM

\a

ADPC

=@

analysis

GI@%G

STAT

\a

OUTPUT

4

B Additional/derived variables: BDS
= PARAM, PARAMN, PARAMCD
= AVISIT, AVISITN
= ANLzzFL, ANLzzFD
= AVAL, AVALC
= CRITy, CRITyFL, CRITyFN

CSR
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m CREATION OF ADPP

Protocol

@z e

ck

%
€@ =

SDTM

\a

ADaM

\a

ADPC

=@

analysis

c‘g’fcl@%@

OUTPUT

\a

B Additional/derived variables
= PARAM, PARAMN, PARAMCD

« PARAM: PK parameter with unit
« PARAMCD: abbreviation
« PARAMN: numeric version of PARAM
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® PARAM, PARAMCD

AUC %Extrapolation Obs

AUCpeo (%)

CREATION OF ADPP

AUCPEO

0.215 %

AUC Infinity Obs

AUCifo (h.ng/mL)

AUCIFO

4210 h*ng/mL

AUC to Last Nonzero Conc

AUCIst (h.ng/mL)

AUCLST

4200 h*ng/mL

Plasma Concentration at 24h

C24h (ng/mL)

C24H

2.05 ng/mL

Max Conc

Cmax (ng/mL)

CMAX

1210 ng/mL

Half-Life Lambda z

t1/2 (h)

LAMZHL

3.06 h

Lambda z

Lambda z (1/h)

LAMZ

0.226 /h

Metabolite/Parent Ratio AUCIst

R

R

123

ime of CMAX

tmax (h)

1h

R Squared Adjusted

Adj RSQ

0.584

51



m CREATION OF ADPP

Protocol

g
SAP
g
DBJK B Additional/derived variables
SDTM = PARAM, PARAMN, PARAMCD
g 2 = AVISIT, AVISITN
- » Analogue to AVISIT in ADPC
ADPC " ANLZZFL,
L " AVAL, AVALC
mabes = CRITy, CRITYFL, CRITyFN
PP
L
-
STAT
L 2

OUTPUT

4

CSR
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CREATION OF ADPP

m AVISIT, AVISITN

SUBJID TRTA TRTAN PPTESTCL AVISIT AVISITN

1 REF 2 AUCPEO
1 REF 2 AUCIFO
1 REF 2 AUCLST
1 REF 2 C24H

1 REF 2 CMAX
1 REF 2 LAMZHL
1 REF 2 LAMZ

1 REF 2R

1 REF 2 TMAX

1 REF 2 R2ADJ
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CREATION OF ADPP

Protocol

g

SAP

g

DBgfk B Additional/derived variables
SDTM -

$ [

AEM = ANLzzFL, ANLzzFD

ADPC » Select set of records for analysis:
. 4 = Statistical analysis
PK

analysis = Descriptive statistics

GIG%G

STAT

\a

OUTPUT

4

CSR
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CREATION OF ADPP

B ANLzzFL, ANLzzFD

SUBJID TRTA TRTAN PPTESTCD AVISIT AVISITN ANLO1FL ANLO1FD ANLO2FL ANLO2FD

1 REF 2 AUCPEO DAY 1 1 INFER STAT DESCR STAT
1 REF 2 AUCIFO DAY 1 1 INFER STAT DESCR STAT
1 REF 2 AUCLST DAY 1 1 INFER STAT DESCR STAT
1 REF 2 C24H DAY 1 1 INFER STAT DESCR STAT
1 REF 2 CMAX DAY 1 1 INFER STAT DESCR STAT
1 REF 2 LAMZHL DAY 1 1 INFER STAT DESCR STAT
1 REF 2 LAMZ DAY 1 1 INFER STAT DESCR STAT
1 REF 2R DAY 1 1 INFER STAT DESCR STAT
1 REF 2 TMAX DAY 1 1 INFER STAT DESCR STAT
1 REF 2 R2ZADJ DAY 1 1 INFER STAT DESCR STAT
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m CREATION OF ADPP

Protocol

SAP

STAT

. 2

OUTPUT

B Additional/derived variables

PARAM, PARAMN, PARAMCD
AVISIT, AVISITN
ANLzzFL, ANLzzFD
AVAL, AVALC

« AVAL = PPSTRESN
CRITy, CRITyFL, CRITYFN

—Lk

CSR
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CREATION OF ADPP

® AVAL = PPSTRESN

PARAM PARAMCD PPORRES PPORRESU PPSTRESC PPSTRESN
AUCpeo (%) AUCPEO 0.215 % 0.21598 0.2152249 &
AUCifo (h.ng/mL) AUCIFO 4210 h*ng/mL 421 42083988
AUCIst (h.ng/mL)  AUCLST 4200 h*ng/mL a M 41993413
C24h (ng/mL) C24H 2.05 ng/mL 2.05 2.05
Cmax (ng/mL) CMAX 1210 ng/mL 121 1210
t1/2 (h) LAMZHL 3.06 h 3.068 3.0625351
Lambda z (1/h) LAMZ 0.226 /h 0.226) 0.2263312
R R 123 12,3y 12.250128
tmax (h) TMAX ih

Adj RSQ R2ADI 0.584 0.984
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m CREATION OF ADPP

Protocol

@z e

ck

&
€ s

SDTM

\a

ADaM

\a

ADPC

=@

analysis

Gl@%@

STAT

\a

OUTPUT

4

B Additional/derived variables

PARAM, PARAMN, PARAMCD, PARAMTYP
AVISIT, AVISITN

ANLzzFL, ANLzzFD

AVAL, AVALC

CRITy, CRITyFL, CRITYFN

* Criteria evaluation
= AUCpeo > 20%

CSR
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CREATION OF ADPP

B AUCpeo > 20% AUCIifo

ARELTM2

(h)

| SUBJID TRTA TRTAN PPTESTCD PPSTRESC PPSTRESN PPSTRESU AVAL AVISIT CRIT1 CRITIFL ANLO1IFL ANLO1IFD ANLO2FL ANLO2FD
3 REF AUCPEO 29 29 % 29 DAY1 AUCpeo>20% AUCifo Y INFER STAT DESCR STA
3 REF AUCIFO 5.21 5.21 h*pg/mL 5.21 DAY1 AUCpeo>20% AUCifo Y INFER STAT DESCR STA
3 REF k o 42.04 DAY Y INFER STAT Y DESCR STAT
3 REF 1 C24H 139 13.9 ng/mL 139 DAY1 Y INFER STAT Y DESCR STAT
3 REF 1 CMAX 2070 2070 ng/mL 2070 DAY1 Y INFER STAT Y DESCR STAT
3 REF 1 LAMZHL 115 115 h 11.5 DAY1 Y INFER STAT Y DESCR STAT
3 REF 1 LAMZ 0.0604 0.0604 /h 0.0604 DAY1 Y INFER STAT Y DESCR STAT
3 REF 1R 10.2 10.2 10.2 DAY1 Y INFER STAT Y DESCR STAT
3 REF 1 TMAX 05 05 h 0.5 DAY1 Y INFER STAT Y DESCR STAT
3 REF 1 R2ADIJ 0891 0891 0.891 DAY1 Y INFER STAT Y DESCR STAT,
1000
100
-
-
§ % 10
< £
R — T
0 30
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ﬁ STATISTICAL ANALYSIS

Protocol

@z e

Q
=~

%
€@ =

SDTM

\a

ADaM

\a

ADPC

=X @

)
>
@,
7

\a

PP

\a

ADPP

GI@

OUTPUT

—Lk

m ADPP

B Include observations from inferential statistical analysis:
= ANLO1FL =7’

CSR
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m TABLES, LISTINGS AND FIGURES

Protocol

@z e

Q
=~

%
€@ =

SDTM

\a

ADaM

\a

ADPC

=R @

)
>
@,
7

\a

T
o

\a

ADPP

\

STAT

blc

m ADPC
m ADPP

® Include observations from descriptive statistical analysis:
= ANLO2FL =%’

CSR
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Protocol

@z e

w}
o3}
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=

\

SDTM

\a

ADaM

\a

ADPC

=X @

)
>
@,
»

\a

T
o

\a

ADPP

\

STAT

blc

m ADPC

Table 1: Plasma concentrations Anal X (ng/mL)

TABLES, LISTINGS AND FIGURES

ATPTN
SUBJID 0 025 05 0.75 1 1.5 2 2.5 3 3 5 8 12 24 48
1 BLOQ 99 1510 1720 1850 1360 1410 1030 799 | 490 | 254 744 16.5 BLOQ BLOQ
2 NR 1590 2070 1490 1140 768 593 429 375 | 222 | 120  60.9 33.1 13.9  3.66
3 BLOQ BLOQ 19 85.9 152 381 586 772 750 | 603 342 79.7 26.4  BLOQ 126
7 BlOQ BLOQ 6.72 411 122 359 436 505 690 | 518 | 318 638  BlLOQ 1.5 BLOaQ
5 BLOQ BLOQ 8.65  31.5 50 152 372 539 566 |409 | 402 171 36.4  5.37 BLOQ
N 4 5 5 5 5 5 5 5 5 4 5 5 5 5 5
Mean |BLOQ 338 723 673 663 612 689 675 636 | 458 | 287 91 22.5 41  0.984
sD NC 701 994 854 802 473 413 224 170 | 165| 107  45.3 14.7 59 159
Min BLOQ BLOQ 672 315 50 152 372 429 375 | 222| 120 60.9 BLOQ BLOQ BLOQ
Median | BLOQ BLOQ 19 85.9 152 399 586 605 690 | S04 | 318  74.4 264 125 BLOQ
Max BLOQ 1590 2070 1720 1850 1360 1410 1030 799 | 603 | 402 171 364 139  3.66

* time deviation >10% : PK sample excluded from descriptive statistical analysis

CSR
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STAT

blc

TABLES, LISTINGS AND FIGURES

m ADPP

Table 2: PK parameters of Anal X

SUBJID | AUCIFO | AUCLST AUCPEO C24H CMAX LAMZ LAMZHL R R2ADJ TMAX
1 NE 5.19 NE 0.5 1850 NE NE 8.76 NE 1
2 Gipalt 4.04 29 13.9 2070 0.06 11.48 10.23 0.99 0.5
3 3.25 3.24 0.48 5.63 772 0.08 8.52 18.05 0.92 2.5
+ 3.84 3.81 0.78 4.35 1520 0.14 4.78 13.39 0.95 0.5
5 2.97 2.94 0.89 5.37 566 0.2 3.41 23.77 0.9 3
N 3 5 3 5 5 4 4 5 4 5
Mean 3.36 3.84 0.716 5.95 1360 0.122 7.05 14.8 0.942 1.5
SD 0.445 0.87 0.214 4.9 661  0.065 3.66 6.13 0.038 1.17
Min 2.97 2.94 0.476 0.5 566 0.06 3.41 8.76  0.905 0.5
Median | 3.25 3.81 0.781 5.37 1520 0.113 6.65 13.4  0.937 1
Max 3.84 5.19 0.89 13.9 2070 0.203 11.5 23.8 0.991 3

* AUCpeo > 20% AUCifo: PK parameter excluded from statistical analysis

CSR
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m OUTLINE

Introduction
Gain

Pharmacokinetic analysis

Conclusion
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jﬁSL CONCLUSION

= ADPC/ADPP

= SDTM + ADaM
= Derived variables
« Based on BDS
* Modified variables (ANLzzFD, ARELTM1, ARELTM2)

PK analysis
= ARELTMZ2 and AVAL

Selection observations
= ANLzzFL

Data handling
= CRITy

Guidance from CDISC needed
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