IMPLEMENTATION OF CDISC ADAM IN
THE PHARMACOKINETICS DEPARTMENT

Presented by Joanna Magielse, SGS Life Science Services
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INTRODUCTION

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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PHARMACOKINETIC ANALYSIS

® Protocol:
= Pharmacokinetic parameters: C. ., t..x 1o AUC, AUC,,
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PHARMACOKINETIC ANALYSIS

Protocol

. 4

. 2

DB;‘* B Statistical Analysis Plan
SDTM = PK population

3 « Co medication:

AD_aM » Drug/drug interactions
2 = Drug with motility interference
ADPC

* Adverse events:
analysis = Vomiting / diarrhea
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PP
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PHARMACOKINETIC ANALYSIS

Protocol

B Statistical Analysis Plan

= Handling of data:
o If predose missing => AVAL = 0 for PK analysis
SUBIID TRTA PCCAT PCTPT PCSTRESC PCSTRESM PCSTRESU PCSTAT
2 TEST COMPOUND X PRE-DOSE . ng,/mL NOT DOME
2| TEST COMPOUND ¥ 0.25H 1580 1580 ng/mlL
2 TEST COMPOUND X 0.5H 2070 2070 ng/mlL
2 TEST COMPOUMD X 0.75H 1450 1430 ng/mL
2 TEST COMPOUND X 1H 1140 1140 ng/mL
2 TEST COMPOUMND X 1.5H 768 76B ng/mlL
2 TEST COMPOUND X 2H 583 593 ng/fmlL
2 TEST COMPOUMND X 2.5H 429 429 ng/mlL
PP 2 TEST COMPOUND X 3H 375 375 ng/mlL
i 2 TEST COMPOUND X 4H 222 222 ng/mL
ADPP 2 TEST COMPOUMND X 5H 120 120 ng/mlL
i 2 TEST COMPOUMND X BH 609 60.9 ng/mL
STAT 2 TEST COMPOUND X 12H 33.1 33.1 ng/mlL
_— 2 TEST COMPOUND ¥ 24H 138 13.2 ng/mL
. 2 2 TEST COMPOUND X 48H 3.66 3.66 ng/mL
OUTPUT
- :
CSR AVAL: Analysis Value




PHARMACOKINETIC ANALYSIS

Protocol

M Statistical Analysis Plan
= Handling of data:

* [f BLOQ => AVAL = 0 for PK analysis and
descriptive statistics
SUBNID TRTA PCCAT PCTPT PCSTRESC PCSTRESM  PCSTRESU
1 TEST COMPOUND ¥ PRE-DOSE <1 . ng/mL
1 TEST COMPOUND X 0.25H 99 99 ng/mL
1 TEST COMPOUND X 0.5H 1511 1511 ng/mL
1 TEST COMPOUND X 0.75H 1718 1718 ng/mL
1 TEST COMPOUND X 1H 1852 1852 ng/mL
1 TEST COMPOUND % 1.5H 1360 1360 ng/mL
1 TEST COMPOUND X 2H 1410 1410 ng/mL
1 TEST COMPOUND X 2.5H 1030 1030 ng/mL
PP 1 TEST COMPOUND X 3H 799 799 ng/mL
¥ 1 TEST COMPOUND X 4H 490 430 ng/mL
ADPP 1 TEST COMPOUND X 5H 254 254 ng/mL
" 1 TEST COMPOUND X EH 74.4 74.4 ng/mL
1 TEST COMPOUND X 12H 16.5 16.5 ng/mL
ST_AT 1 TEST COMPOUND % 24H <1 . ng/mL
. 4 1 TEST COMPOUND ¥ 48H <1 . ng/mL
OUTPUT
B BLoQ: Below Limit of Quantification
CSR AVAL: Analysis Value




Protocol

OUTPUT

PHARMACOKINETIC ANALYSIS

B Statistical Analysis Plan
= Handling of data:

* If embedded BLoQ => exclude from PK analysis

SUBND TRTA PCCAT PCTPT PCSTRESC PCSTRESM PCSTRESU
3 TEST COMPOUND X PRE-DOSE <1 . ng/mL
3| TEST COMPOUND X 0.25H 251 251 ngfmL
3 TEST |[COMPOUND X 0.5H 1170 1170 ng/mL
3 TEST |[COMPOUND X 0.75H 1100 1100 ng/mL
3 TEST COMPOUND X 1H 1270 1270 ng/mL
3 TEST COMPOUND X 1.5H 793 793 ngfmL
3 TEST |[COMPOUND X 2H 04 B04 ng/mL
3 TEST |[COMPOUND X 2.5H 566 566 ng/mL
3 TEST COMPOUND X 3H 388 BB ng/mL
3 TEST COMPOUND X 4H 257 257 ngfmL
3 TEST |[COMPOUND X 5H 140 140 ng/mL
3 TEST |[COMPOUND X BH 41.6 416 ngfmL
3 TEST COMPOUND ¥ 12H 155 155 ng/mL
3 TEST COMPOUND X 24H <1 . ng/mL
3 TEST |[COMPOUND X 48H 115 1.15 ng/mL

—Lk

CSR

BLoQ: Below Limit of Quantification

12



Protocol

OUTPUT

—Lk

PHARMACOKINETIC ANALYSIS

B Statistical Analysis Plan

Handling of data:

* Time deviations >10% => exclude from descriptive

EXSTDTC
2015-07-05T09:16

PCDTC
2015-07-05T09:11

2013-07-05T09:16

2013-07-05T09:31

2013-07-05T09:16

2013-07-05T09:46

20153-07-05T09:16

2013-07-05T10:01

2015-07-05T09:16

2015-07-05T10:16

2013-07-05T09:16

2013-07-05T10:46

2013-07-05T09:16

2013-07-05T11:16

20153-07-05T09:16

20153-07-05T11:46

2015-07-05T09:16

2015-07-05T12:16

2015-07-05T09:16

2013-07-05T13:46

2013-07-05T09:16

2013-07-05T14:16

20153-07-05T09:16

2013-07-05T17:16

2015-07-05T09:16

2015-07-05T21:16

2013-07-05T09:16

2013-07-06T09:16

statistics

SUBND TRTA PCCAT PCTPT
5 TEST COMPOUMND X PRE-DOSE
5 TEST COMPOUMND X 0.25H
5 TEST COMPOUND ¥ 0.5H
5 TEST COMPOUMND ¥ 0.75H
5 TEST COMPOUMND X 1H
5 TEST COMPOUMND ¥ 1.5H
5 TEST COMPOUND X 2H
5 TEST COMPOUMND X 2.5H
5 TEST COMPOUMND X 3H
5 TEST COMPOUMND X 4H
5 TEST COMPOUMND X 5H
5 TEST COMPOUMND X BH
5 TEST COMPOUND X 12H
5 TEST COMPOUND ¥ 24H
5 TEST COMPOUND ¥ 48BH

2013-07-05T09:16

2013-07-07T09:16

CSR
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Protocol

. 4

. 2

DB lock

AVAL
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PHARMACOKINETIC ANALYSIS

M Statistical Analysis Plan
= Statistical analysis:
 AUCpeo > 20% => exclude AUCIfo from statistical

analysis
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PHARMACOKINETIC ANALYSIS

Protocol

B Statistical Analysis Plan

= Statistical analysis:

» Bioequivalence studies: If quantifiable
concentration at pre-dose > 5% Cmax => subject
will be excluded

SUBID TRTA PCCAT PCTPT PCSTRESC PCSTRESM PCSTRESU

& TEST COMPOUND X PRE-DOSE 87 87 ng/mL
& TEST COMPOUMND X 0.25H 282 282 ng/fmlL
& TEST COMPOUMND X 0.5H 965 965 ng/mL
& TEST COMPOUND X 0.75H £20 820 ng/mL
& TEST COMPOUND X 1H 547 547 ng/mL
PP £ TEST COMPOUMND ¥ 1.5H 324 324 ngfmlL
i & TEST COMPOUND X 2H 336 336 ng/mL
ADPP 6 TEST COMPOUND X 2.5H 258 258 ng/mL
i & TEST COMPOUND X 3H 202 202 ng/mL

& TEST COMPOUND X 4H 127 127 ngfmlL

SZA\T & TEST COMPOUMND X 5H G244 924 ng/mL
4 & TEST COMPOUND X EBH 435 439 ng/mL
OUTPUT & TEST COMPOUND X 12H 575 57.5 ng/mL
j & TEST COMPOUMND X 24H 42 6 42 6 ng/mL
CSR & TEST COMPOUMND X 48BH 993 993 ng/mL




m PHARMACOKINETIC ANALYSIS

Protocol
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B Database lock: SDTM datasets

DM
EX
PC
CM
AE
DV
CO

(Demographics)

(Exposure)

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

(Protocol deviations)
(Comments)
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PHARMACOKINETIC ANALYSIS

Protocol

€ :le

L

SDTM B ADaM datasets

= ADSL (Subject-level Analysis Dataset)

= ADAPER  (Subject Analysis periods Dataset)

APPC = (ADEX) (Analysis Dataset containing Exposure Data)
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m CREATION OF ADPC

Protocol

4

SAP
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A 4
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B |In SAS

B Based upon define.xml

SDTM c +

e + S

CSR

-

Add.
variables
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Protocol

€ :le

DB lock

L

SDTM

\

ADaM

GIIG

PK
analysis

a3 @

ADPP

\

STAT

s

OUTPUT

4

Dataset

name

Variable
name

CREATION OF ADPC

B Analysis variable metadata

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 THTP ADAPERTRTP Cond

ADPC TRTPH ADAPERTRTPN Perm

ADPC TRTA ADAPERTRTA Cond

ADPC TRTAN ADAPERTRTAN Perm

ADPC APERIOD ADAPER.APERIOD Perm

ADPC APERIODC ADAPER.APERIODC Perm

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

ADPC PARAN Derived Req

ADPC PARANMN Derived Perm

ADPC PARANMCD Derived Req

ADPC PARANMTYP |Derived Perm

SDTM

PK

20



m CREATION OF ADPC

Protocol

o ¢ le

L

SDTM

\

ADaM

Gl@

PK
analysis
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ADPP

\

STAT

s

OUTPUT
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B Additional/derived variables: BDS

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

ATPT, ATPTN

ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD

AVAL, AVALC

CRITy, CRITYFL, CRITYFN
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Protocol

CREATION OF ADPC

B Additional/derived variables
= PARAM, PARAMN, PARAMCD
« PARAM: pharmacokinetic concentration used for
PK analysis
« PARAMCD: PKCONC
= ADTM, ASTDTM, AENDTM
= AVISIT, AVISITN
= ATPT, ATPTN
= ARELTM, ARELTMU, ANCHOR
= ANLzzFL, ANLzzFD
= AVAL, AVALC
= CRITy, CRITYFL, CRITYFN

22



PRCONC

Pharmacokinetic Concentration

® PARAM, PARAMCD

CREATION OF ADPC

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PRCONC

FPECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

FECONC

Pharmaccokinetic Concentration

PHARMACOKIMNETIC CONMCENTRATION USED FOR PE CALCULATIONS

PECONC

PECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

PRCONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PRCONC

FPECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

FECONC

Pharmaccokinetic Concentration

PHARMACOKIMNETIC CONMCENTRATION USED FOR PE CALCULATIONS

PECONC

PECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

PRCONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PRCONC

FPECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

FECONC

Pharmaccokinetic Concentration

PHARMACOKIMNETIC CONMCENTRATION USED FOR PE CALCULATIONS

PECONC

PECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

PRCONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PRCONC

FPECONC

Pharmacokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC

P b [ [ [ e e e e e e e [ e

FECONC

Pharmaccokinetic Concentration

PHARMACOKIMNETIC COMCENTRATION USED FOR PE CALCULATIONS

PECONC
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Protocol

CREATION OF ADPC

B Additional/derived variables

PARAM, PARAMN, PARAMCD
ADTM, ASTDTM, AENDTM

e Derived from PCDTC
AVISIT, AVISITN
ATPT, ATPTN
ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD
AVAL, AVALC
CRITy, CRITYFL, CRITyFN

24



CREATION OF ADPC

® ADTM

SUBND TRTA TRTAM PCDTC
1 TEST 2013-07-05TO8:55 2013-07-05TOE:55:00
1 TEST 2013-07-05T09:15 2013-07-05T09:15:00
1 TEST 2013-07-05TO9:30 2013-07-05TO9:30:00
1 TEST 2013-07-05T09:45 2013-07-05T09:-45:00
1 TEST 2013-07-05T10:00 2013-07-05T10:00:00
1 TEST 2013-07-05T10:30 2013-07-05T10:30:00
1 TEST 2013-07-05T11:01 2013-07-05T11:01:00
1 TEST 2013-07-05T11:30 2013-07-05T11:30:00
1 TEST 2013-07-05T12:00 2013-07-05T12:00:00
1 TEST 2013-07-05T13:00 2013-07-05T13:00:00
1 TEST 2013-07-05T14:00 2013-07-05T14:00:00
1 TEST 2013-07-05T17:00 2013-07-05T17:00:00
1 TEST 2013-07-05T21:00 2013-07-05T21:00:00
1 TEST 2013-07-06T00:00 2013-07-06T0C:00:00
1 TEST 2013-07-07T0S:02 2013-07-07T0S:02 00
£ 4
Character Numeric
SAS format:
is8601dt.

25



Protocol

CREATION OF ADPC

B Additional/derived variables

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

e Derived from VISIT and VISITNUM

 all PK conc that refer to same exposure
ATPT, ATPTN
ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD
AVAL, AVALC
CRITy, CRITYFL, CRITYFN

26



CREATION OF ADPC

® AVISIT, AVISITN

PRE-DOSE
0.25H
0.5H
0.75H
1H
1.5H
2H
2.5H
3H
aH
SH

FERIODL_DaAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIODI_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
1.001 PERIOD1_DAY1
PERIOD1_DAY1

PERIOD1_DAYL

FERIODL_DAY2
PERIODL_DAYS




Protocol

CREATION OF ADPC

B Additional/derived variables

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

ATPT, ATPTN

e Derived from PCTPT and PCTPTNUM
ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD
AVAL, AVALC
CRITy, CRITYFL, CRITyFN
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CREATION OF ADPC

Protocol
¥
SAP
- m ATPT, ATPTN
SUBND TETA TRTAM DBrTEeT DETDTRIIIRA
DB lock
1 TEST E
1 TEST ]
1 TEST
1 TEST
1 TEST
1 TEST
1 TEST
1 TEST
1 TEST
1 TEST
PK
analysis 1 TEST
i 1 TEST
1 TEST
PP 1 TEST
. 4 1 TEST
ADPP
A 4
STAT
A 4
OUTPUT
—
CSR




m CREATION OF ADPC

Protocol

€ :le

L

SDTM

\

ADaM

<3I<3

PK
analysis

a3 @

ADPP

\

STAT

s

OUTPUT

4

B Additional/derived variables

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

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

CSR

30



® ARELTM, ARELMTU, ANCHOR

2013-07-05TO8B:55

CREATION OF ADPC

2013-07-05TO9:00

2013-07-05T09:15

2013-07-05T09:00

2013-07-05T09:30

2013-07-05T09:00

2013-07-05TOS:45

2013-07-05T09:00

2013-07-05T10:00

2013-07-05T09:00

2013-07-05T10:30

2013-07-05T09:00

2013-07-05T11:01

2013-07-05T09:00

2013-07-05T11:30

2013-07-05T09:00

2013-07-05T12:00

2013-07-05T09:00

2013-07-05T13:00

2013-07-05T09:00

2013-07-05T14:00

2013-07-05T09:00

2013-07-05T17:00

2013-07-05T09:00

2013-07-05T21:00

2013-07-05T09:00

2013-07-06T09:00

2013-07-05T09:00

SR LR R L R LR R L L R SR SR SR

2013-07-07T09:02

2013-07-05T09:00
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Protocol

CREATION OF ADPC

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
AVAL, AVALC

CRITy, CRITYFL, CRITYFN

32



CREATION OF ADPC

B ANLzzFL, ANLzzFD

SUBND TRTA PCCAT PCSTRESC PCSTRESM PCSTRESU AWVAL AVALC AVISIT ATPT ATPTM ANLOIFL ANLOIFD ANLOZFL AMLOZ2FD
1 TEST COMPOUND X <1 . ng;/mL 0 oDAaY1l OH Pk ANALYSIS DESCR 5TAT
1 TEST COMPOUND X 99 99 ng/mL 99 99 DAY 1 0.25H PE AMALYSIS DESCR 5TAT
1 TEST COMPOUND X 1511 1511 ng/mL 1511 1511 DAY 1 |O05H Pk ANALYSIS DESCR 3TAT
1 TEST COMPOUND X 1718 1718 ng/mL 1718 1718 DAY 1 0.75H PE ANALYSIS DESCR 5TAT
1 TEST COMPOUND X 1852 1852 ng/mL 1852 1852 DAY 1 1H PE AMALYSIS DESCR 5TAT
1 TEST COMPOUND X 1360 1360 ng/mL 1360 1360 DAY 1 1.5H Pk ANALYSIS DESCR 5TAT
1 TEST COMPOUND X 1410 1410 ng/mL 1410 1410 DAY 1 2H PE AMALYSIS DESCR STAT
1 TEST COMPOUND X 1030 1030 ng/mL 1030 1030 DAY 1 2.5H PE AMALYSIS DESCR 5TAT
1 TEST COMPOUND X 789 799 ng/mL 789 799 DAY 1 3H Pk ANALYSIS DESCR 5TAT
1 TEST COMPOUND X 490 490 ng/mlL 490 490 DAY 1 4H PE AMALYSIS DESCR 5TAT
1 TEST COMPOUND X 254 254 ng/mL 254 254 DAY 1 5H Pk ANALYSIS DESCR 3TAT
1 TEST COMPOUND X 744 74.4 ngfml 744 744 DAY 1 &H PE ANALYSIS DESCR 5TAT
1 TEST COMPOUND X 16.5 16.5 ngfml 16.5 165 DAY 1 12H PE AMALYSIS DESCR 5TAT
1 TEST COMPOUND X <1 . ng/mL 0 o DAYl 24H Pk ANALYSIS DESCR 5TAT
1 TEST COMPOUND X <1 . ngmL 0 0 DAY1 48H PE AMALYSIS DESCR STAT

33




Protocol

CREATION OF ADPC

B Additional/derived variables

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

ATPT, ATPTN

ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD

AVAL, AVALC

« AVAL= PCSTRESN

= Missing predose: AVAL =0

= BLoQ: AVAL=0

» Embedded BLoQ: exclude from PK analysis
CRITy, CRITyFL, CRITYFN

BL0oQ: Below Limit of Quantification
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CREATION OF ADPC

B Missing predose =>0

ATPT

ATPTHN AMLOIFL ANLOIFD

AMNLO2FL ANLOZFD

2 TEST COMPOUND X ¥ Pk ANALYSIS DESCR STAT
2 TEST COMPOUND X 1590 1590 ng/mL 15800 1590 0.25H 0.25 Y PR ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 2070 2070 ng/mL 2070 2070 0.5H 0.5 Y PR ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 1450 1490 ng/mL 14590 1490 0.75H o.75 Y P ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 1140 1140 ng/mL 1140 1140 iH 1 Y PE ANALYSIS Y DESCR STAT
2 TEST COMPOUND X 768 768 ng/mL 7e8 768 1.5H 15 Y PE ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 583 593 ng/mL 583 583 2H 2 Y PE ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 429 429 ng/mL 429 429 2.5H 2.5 Y PE ANALYSIS Y DESCR STAT
2 TEST COMPOUND X 375 375 ng/mL 375 375 3H 3 Y PE ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 222 222 ng/mL 222 222 4H 4 Y PR ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 120 120 ng/mL 120 120 5H 5 Y PR ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X el R=] 809 ng/mL o9 co09 8H 8 Y P ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 331 331 ng/mL 331 331 12H 1z Y PE ANALYSIS Y DESCR STAT
2 TEST COMPOUND X 139 139 ng/mL 139 139 24H 24 Y PE ANALYSIS Y DESCR 5TAT
2 TEST COMPOUND X 3.66 3.66 ng/mL 3.egc 366 48H 48 Y PE ANALYSIS Y DESCR STAT |
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Protocol

CREATION OF ADPC

B Additional/derived variables

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

ATPT, ATPTN

ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD

AVAL, AVALC

« AVAL= PCSTRESN

= Missing predose: AVAL =0

= BL0Q: AVAL =0

» Embedded BLoQ: exclude from PK analysis
CRITy, CRITyFL, CRITYFN

BLoQ: Below Limit of Quantification
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CREATION OF ADPC

B BLoQ

PCSTRESC PCSTRESM PCSTRESU AVAL AVALC CSTAT PCTPT

o e Lo o

ATPT ATPTN ANLOIFL AMNLOIFD ANLOZFL ANLOZ2FD

COMPOUND X PE AMALYSIS Y DESCR STAT

1 TEST COMPOUND X 99 99 ng/mL 99 99 0.25H 0.25H 0.25 Y Pk ANALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 1511 1511 ngfmlL 1511 1511 0.5H 0.5H 0.5 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 1718 1718 ngfmlL 1718 1718 0.75H 0.75H 075 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 1852 1852 ng/mL 1852 1852 1H 1H 1 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 1360 1360 ng/mL 1360 1360 1.5H 1.5H 15 Y PE AMALYSIS Y DESCR STAT
1 TEST COMPOUND X 1410 1410 ngfmlL 1410 1410 2H 2H 2 Y PE ANALYSIS Y DESCR STAT
1 TEST COMPOUND X 1030 1030 ng/mL 1030 1030 2.5H 2.5H 2.5 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 799 799 ngfmL 799 799 3H 3H 3 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 490 490 ng/mL 490 490 4H 4H 4 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 254 254 ng/mL 254 254 5H 5H 5 Y PE AMALYSIS Y DESCR 5TAT
1 TEST COMPOUND X 7d.d 74.4 ng/mL 7d.d 7d.d aH aH 3 Y PE ANALYSIS Y DESCR STAT
1 TEST COMPOUND X 18.5 1685 ng/mL 18.5 18.5 12H 12H 1z Y PE ANALYSIS Y DESCR STAT
1 TEST COMPOUND X <1 . ng/mL o 0 Z24H Z24H 24 Y PE AMALYSIS Y DESCR STAT
1 TEST COMPOUND X <1 . ng/mlL o L8] 48H 48H 48 Y PE AMALYSIS Y DESCR STAT

37
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Protocol

CREATION OF ADPC

B Additional/derived variables

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

ATPT, ATPTN

ARELTM, ARELTMU, ANCHOR
ANLzzFL, ANLzzFD

AVAL, AVALC

« AVAL= PCSTRESN

= Missing predose: AVAL =0

= BLoQ: AVAL=0

» Embedded BL0oQ: exclude from PK analysis
CRITy, CRITyFL, CRITYFN

BL0oQ: Below Limit of Quantification
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CREATION OF ADPC

B Embedded BL0Q

PCSTRESC PCSTRESM PCSTRESL AWVAL AVALC YSTAT ATPT ATPTHN ANLOIFL AMLOAFD AMNLOZFL AMLO2FD
3 TEST COMPOUND X <1 ng/mL o o OH o Y PE ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 251 251 ng/mlL 251 251 0.25H 0.25 Y P ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 1170 1170 ng/mL 1170 1170 0.5H 0.5 Y PE AMALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 1100 1100 ng/mL 11000 1100 0.75H 0.75 Y Pk ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 1270 1270 ng/mL 12700 1270 1H 1 Y P ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 793 793 ng/mlL 793 793 1.5H 15 Y PE AMALYSIS Y DESCR 5TAT
3 TEST COMPOUND X o04 e04 ng/mlL o4 g04 ZH 2 Y Pk ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 566 566 ng/mlL 566 566 2.5H 25 Y PE AMALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 388 388 ng/mL 388 388 3H 3 Y PE AMALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 257 257 ng/mlL 257 257 4H 4 Y P ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 140 140 ng/mlL 140 140 5H 5 Y PE AMALYSIS Y DESCR 5TAT
3 TEST COMPOUND X 416 416 ng/mL 416 416 aH a8 Y Pk ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND Y P ANALYSIS Y DESCR 5TAT
3 TEST COMPOUND PE ANALYSIS Y DESCR STAT
3 TEST COMPOUMND Pk ANALYSIS Y DESCR STAT

BLoQ:

Below Limit of Quantification
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Protocol

CREATION OF ADPC

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)
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CREATION OF ADPC

B Time deviation

3 5 CHO i1 LR CH C 01FDC I D2FL
5|TEST 2 o O/ 0OH O EXSTDTC -0.08 HOURS Y P ANALYSIS Y DESCR STAT
5 TEST 2 o 0 0.25H 0.25 EXSTDTC 0.25 HOURS Y PE ANALYSIS Y DESCR STAT
5 TEST 2 B.B5 8.65 0.5H 0.5 EXSTDTC 0.50 HOURS Y PE ANALYSIS Y DESCR 5TAT
5|TEST 2 315 31.5 0.75H 075 EXSTDTC 0.75 HOURS Y PE ANALYSIS Y DESCR STAT
5|TEST 2 50 50 1H 1 EX5TDTC 1.00 HOURS Y PE AMNALYSIS Y DESCR STAT
5|TEST 2 152 152 1.5H 1.5 EXSTDTC 1.50 HOURS Y PE AMALYSIS Y DESCR STAT
5|TEST 2 372 372 2H 2 EXSTDTC 2.00 HOURS Y P ANALYSIS Y DESCR STAT
5 TEST 2 5389 539 2.5H 2.5 EXSTDTC 2.50 HOURS Y PE ANALYSIS Y DESCR 5TAT
5|TEST 2 5B6 566 _3H 3 BEXSTDTC < AN A QESCE STA
steT 2 a0 s BxsToTC |
5|TEST 2 402 402 5H 5 BEX5TDTC 5.00 HOURS Y PE AMALYSIS Y DESCR STAT
5|TEST 2 171 171 8H 8 EX5TDTC 8.00 HOURS Y P ANALYSIS Y DESCR STAT
5 TEST 2 364 364 12H 12 EXSTDTC 12.00 HOURS Y PE ANALYSIS Y DESCR STAT
5|TEST 2 537 5.37 24H 24 EXSTDTC 24.00 HOURS Y PE ANALYSIS Y DESCR 5TAT
5|TEST 2 o O 48H 483 EXSTDTC 43.00 HOURS Y PE ANALYSIS Y DESCR STAT
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B Predose >5% Cmax

CREATION OF ADPC

SuUBND TRTA PCCAT AVAL WAILC ATPT ATPTN CRIT2 AMNLOIFL ANLOIFD AMLOZFL ANLOZFD
& TEST COMPOUMND &7 OH P ANALYSIS DESCR STAT
& TEST COMPOUND X 232 282 0.25H 0.25 PE ANALYSIS DESCR 5TAT
& TEST COMPOUND 465 0.5H 05 PE ANALYSIS DESCR 5TAT
& TEST COMPOUND X 820 820 0.75H 075 PR ANALYSIS DESCR 5TAT
& TEST COMPOUND X 347 547 1H 1 PE ANALYSIS DESCR 5TAT
& TEST COMPOUND X 384 384 15H 15 PE ANALYSIS DESCR STAT
& TEST COMPOUND X 336 336 2H 2 PE ANALYSIS DESCR 5TAT
& TEST COMPOUND X 258 258 2.5H 2.5 FE ANALYSIS DESCR 5TAT
& TEST COMPOUND X 202 202 3H 3 PE ANALYSIS DESCR STAT
& TEST COMPOUND X 127 127 4H 4 PE ANALYSIS DESCR 5TAT
& TEST COMPOUNDX S2.4 92.4 5H 5 PE ANALYSIS DESCR 5TAT
& TEST COMPOUNDX 439 439 8H a8 PR ANALYSIS DESCR 5TAT
& TEST COMPOUNDX 57.5 37.5 12H 12 PE ANALYSIS DESCR 5TAT
& TEST COMPOUNDX 426 426 24H 24 PE ANALYSIS DESCR STAT
& TEST COMPOUNDX 993 993 48H 48 Pi ANALYSIS DESCR STAT
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m PHARMACOKINETIC ANALYSIS

Protocol

€ :le

L

SDTM

\

ADaM

@

ADPC

G%G.G

ADPP

\

STAT

s

OUTPUT

4

B ADPC is imported in Phoenix® WinNonLin

® Include observations for analysis:
= ANLO1FL =%’

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

B Output file: PK parameters

CSR
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Protocol

o ¢ le

DB lock

L

SDTM

\

ADaM

@

ADPC

\

PK
analysis

Gl@

ADPP

\

STAT

s

OUTPUT

4

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
DOMAIMN
USUBJID
SEX
PPSEQ
FPPGRFID
PPTESTCD
PPTEST
PPCAT
PPSCAT
PPORRES
PPORRESU
PPSTRESC
PPSTRESN
PPSTRESU
PPSTAT
PPREASND
PPSPEC

Study Identifier

Domain Abbreviation

Unigue Subject |dentifier

Sex

Sequence Number

Group 1D

Parameter Short Name

Farameter Mame

Parameter Category

Parameter Subcategony
Result or Finding in Original Units
Original Units

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

Completion Status

Feason Parameter Mot Calculated
Specimen Material Type

Char
Char
Char
Char
Mum
Char
Char
Char
Char
Char
Char
Char
Char
Mum
Char
Char
Char
Char



CREATION OF PP

B R?adj<0.9

SUBND TRTA TRTAM PPTESTCD PPTEST PPSTRESC PPSTRESN PPSTRESU PPSTAT PPREASMND
2 REF 1 CMAK Max Conc 1850 1850 ng/mL
2 REF 1 TMAX Time of CRAK 1 1h
2 REF 1 C24H Plasma Concentration at 24h 0 0 ng/mlL
2 REF 1 R2ADI R Squared adjusted NOT DOMNE R2ADI <09
2 REF 1 LAMZIHL Half-Life Lambda z NOT DOMNE R2AD] <09
2 REF 1 LAMZ Lambda z NOT DOMNE R2ADJ = 0.9
2 REF 1 AUCPEC ALC %Extrapolation Obs NOT DOMNE R2AD] <09
2 REF 1 AUCIFS ALIC Infinity 'Ciﬂ . MNOT DOMNE R2AD] < 0.9
2 REF 1 AUCLST ALIC to Last Nonzero Conc 5.19 5.19 pg.h/mL
2 REF 1R Metabolite/Parent AUC ratio B.76 8.76
1000—]
<2
&

10 ,

ARELTM2
(h)




m CREATION OF ADPP

Protocol

4

SAP

. 2

DB lock

A 4

SDTM

4

ADaM

) 2

ADPC

L 2

PK
analysis

. 2

PP

L 4

4

STAT

. 4

OUTPUT

—Lk

B In SAS

B Based upon define.xml

SDTM

o
ADAM + ADAPER
- -

Add.
PK variables

CSR
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Protocol

€ :le

DB lock

L

SDTM

\

ADaM

@

ADPC

\

PK
analysis

GIIG%<$

STAT

s

OUTPUT

4

Dataset
name

CREATION OF ADPP

Variable
name

B Analysis variable metadata

Source [ Derivation

Core

LNPR ST IR BB STIIN S IN Rien

ADPP PART ADSL.PART Cond
ADFPP COHORT ADSL.COHORT Cond
ADPP COHORTHN ADSL.COHORTN Cond
ADPP USUBJID PP.USUBJID Req

ADFP SUBJID ADSL.SUBJID Perm
ADPP SEX ADSL.SEX Perm
ADFPP ARN ADSLARM Perm
ADPP ARKN ADSL.ARKN Perm
ADPP THTA ADAPER.TRTA Cond
ADFPP TRTAN ADAPER.TRTAN Perm
ADPP APERIOD ADAPER.APERIOD Perm
ADPP APERIODC ADAPER. APERIODC Perm
ADFP TRTSDT ADSLTRTSDT Perm
ADPP THTSDTK ADSLTRTSDTK Perm
ADFP PPSEQ PP.PPSEQ Req

ADPP PPGRPID PP.PPGRPID Perm
ADPP PPTESTCD PP.PPTESTCD Perm

PARAMCD

SDTM

PK

PARAMTY P
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Protocol

CREATION OF ADPP

B Additional/derived variables: BDS

PARAM, PARAMN, PARAMCD
AVISIT, AVISITN

ANLzzFL, ANLzzFD

AVAL, AVALC

CRITy, CRITYFL, CRITYFN
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m CREATION OF ADPP

Protocol

€ :le

o
(o8}
o
Is]

=~

L

SDTM

\

ADaM

@

ADPC

@

Q
>
L T
<
]
(7]

clm@,c,

STAT

s

OUTPUT

4

B Additional/derived variables

PARAM, PARAMN, PARAMCD

« PARAM: Pharmacokinetic parameter used for
statistical analysis

« PARAMCD: PKPARAM

CSR
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CREATION OF ADPP

® PARAM, PARAMCD

1 REF 2 AUCPEO AUC %Extrapolation Obs PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2 AUCIFO AUC Infinity Obs PHARMACOKINETIC PARAMETER USED FOR STATISTICAL AMALYSIS PEPARAM
1 REF 2 AUCLST AUC to Last Nonzero Conc PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2 C24H Plasma Concentration at 24h PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2 CMAX Max Conc PHARMACOKINETIC PARAMETER USED FOR STATISTICAL AMALYSIS FEPARAM
1 REF 2 LAMZHL Half-Life Lambda z PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2 LAMEZ Lambda z PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2R Metabolite/Parent Ratio AUCIst PHARMACOKINETIC PARAMETER USED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2 ThIAX Time of CWVAX PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
1 REF 2 R2ZADI R Squared Adjusted PHARMACOKINETIC PARAMETER LISED FOR STATISTICAL AMALYSIS FEPARANM
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Protocol

CREATION OF ADPP

B Additional/derived variables

PARAM, PARAMN, PARAMCD
AVISIT, AVISITN

* Analogue to AVISIT in ADPC
ANLzzFL, ANLzzFD
AVAL, AVALC
CRITy, CRITYFL, CRITyFN
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CREATION OF ADPP

® AVISIT, AVISITN

SUBND TRTA

TRTAN PPTESTCL AWVISIT AWVISITM

1 REF 2 AUCPED 1
1 REF 2 AUCIFO 1
1 REF 2 AUCLST 1
1 REF 2 C24H 1
1 REF 2 CMAX 1
1 REF 2 LAMEHL 1
1 REF 2 LAMEZ 1
1 REF 2R 1
1 REF 2 ThAX 1
1 REF 2 RZADI 1
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Protocol

CREATION OF ADPP

B Additional/derived variables

PARAM, PARAMN, PARAMCD
AVISIT, AVISITN
ANLzzFL, ANLzzFD

» Select set of records for analysis:

= Statistical analysis
= Descriptive statistics

AVAL, AVALC
CRITy, CRITYFL, CRITYFN
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CREATION OF ADPP

B ANLzzFL, ANLzzFD

SUBND TRTA TRTAN PPTESTCD AWVISIT AVISITM  ANLOIFL AMNLOIFD AMNLO2FL AMNLOZFD
1 REF 2 AUCPEC DAY 1 1 Y INFER STAT Y DESCR 3TAT
1 REF 2 AUCIFO DAY 1 1 Y IMFER STAT Y DESCR STAT
1 REF 2 AUCLST OAY 1 1 Y INFER STAT Y DESCR 5TAT
1 REF 2 C24H OAY 1 1 Y INFER STAT Y DESCR 5TAT
1 REF 2 ChIAX DAY 1 1 Y IMFER STAT Y DESCR STAT
1 REF 2 LAMEZHL OAY 1 1 Y INFER 5TAT Y DESCR STAT
1 REF 2 LAME DAY 1 1 Y INFER 5TAT Y DESCR 5TAT
1 REF 2R DAY 1 1 Y INFER STAT Y DESCR 5TAT
1 REF 2 ThAX OAY 1 1 Y INFER STAT Y DESCR 3TAT
1 REF 2 R2AD DAY 1 1 Y IMFER STAT Y DESCR STAT
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Protocol

CREATION OF ADPP

B Additional/derived variables

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

e AVAL = PPSTRESN
CRITy, CRITYFL, CRITYFN
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CREATION OF ADPP

B AVAL = PPSTRESN

SUBND TRTA TRTAN

1 REF 2 AUCPEOD COMPOUND X NOMN-COMPARTIMEMTAL 0219 02152249 & 0.2152249
1 REF 2 AUCIFO COMPOUND X NON-COMPARTIMEMTAL 4.2 4 2083988 4 2083988
1 REF 2 AUCLST COMPOUND X NON-COMPARTIMEMTAL 4.8 41993413 4.1993413
1 REF 2 C24H COMPOUND X NOMN-COMPARTIMEMTAL 2.0 2.05 2.05
1 REF 2 CMAX COMPOUND X NON-COMPARTIMEMTAL 1211 1210 1210
1 REF 2 LAMEZHL COMPOUND X NOMN-COMPARTIMEMTAL 3.0 30625351 30625351
1 REF 2 LAMEZ COMPOUND X NON-COMPARTIMEMTAL 0220 02263312 0.2263312
1 REF 2R COMPOUND X NON-COMPARTIMENTAL 129 12250128 12250128
1 REF 2 ThAX COMPOUND X NOMN-COMPARTIMEMTAL 1 1
1 REF 2 R2AD COMPOUND X NON-COMPARTIMEMTAL 0984 09839396 0.9838396
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Protocol

CREATION OF ADPP

B Additional/derived variables

PARAM, PARAMN, PARAMCD, PARAMTYP
AVISIT, AVISITN

ANLzzFL, ANLzzFD

AVAL, AVALC

CRITy, CRITYFL, CRITYFN

e Criteria evaluation
= AUCpeo > 20%
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B AUCpeo > 20% AUCIfo

PPTESTCD PPSTRESC PPSTRESN PPSTRESU AWVAL AVISIT CRIT1

CREATION OF ADPP

ANLDIFL AMLOIFD AMNLOZFL ANLOZFD

1000

[y
o
(=]

a in 20 30 40 50

ARELTM?2
(h)

3 REF 29 DAY1 AUCpeo> 209% ALICifo Y INFER STAT DESCR STA
3 REF 5.21 DAYl AUCpec=20% AUCifo Y INFER STAT DESCR STA
3 REF 1 | |

3 REF 1 C24H 139 139 ng/mL 139 DAY1 Y INFER 5TAT ' DESCR 5TAT
3 REF 1 CMAK 2070 2070 ng/mL 2070 DAY1 Y INFER 5TAT 'Y DESCR 5TAT
3 REF 1 LAMEZHL 115 115 h 115 DAY1 Y INFER 5TAT ¥ DESCR STAT
3 REF 1 LAMEZ 0.0604 0.0604 1/h 0.0604 DAY1 Y INFER STAT ¥ DESCR 3TAT
3 REF 1R 10.2 10.2 102 DAYL Y INFER 5TAT ¥ DESCR STAT
3 REF 1 TMAX 05 0.5 h 0.5 DAYL Y INFER STAT ¥ DESCR 3TAT
3 REF 1 RZADI 04991 04991 0991 DAY1 Y INFER 5TAT ¥ DESCR 5TAT,
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Protocol

OUTPUT

—Lk

STATISTICAL ANALYSIS

m ADPP

® Include observations from inferential statistical analysis:
= ANLO1FL =%’

CSR
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m TABLES, LISTINGS AND FIGURES

Protocol

4

SAP

. 2

DB lock

A 4

SDTM

4

ADaM

) 2

ADPC

4

PK

analysis

® ADPC
m ADPP

® Include observations from descriptive statistical analysis:
= ANLO2FL =Y’
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Protocol

4

SAP

. 2

DB lock

TABLES, LISTINGS AND FIGURES

® ADPC

Table 1: Plasma concentrations Compound X (ng/mlL)

ATPTN
SUBJID 0 025 05 075 1 1.5 2 2.5 3 4 5 8 12 24 48
1 0 99 1510 1720 1850 1360 1410 1030 792 | 490 254 744  16.5 0 0
2 NR 1590 2070 1490 1140 768 593 429 375 222 120 609 33.1 139 3.66
3 0 0 19 859 152 381 586 772 750 | 603 342 797 264 0 1.26
4 0 0 672 411 122 399 486 605 690 | 518 318 68.8 0 1.25 0
5 0 0 865 315 50 152 372 539 566 |4D9*| 402 171  36.4 5.37 0
N 4 5 5 5 5 5 5 5 5 4 5 5 5 5 5
Mean 0 338 723 673 663 612 689 675 636 | 458 287 91 225 41 0.984
sD 0 701 994 854 802 473 413 234 170 | 165 107 453 147 59 159
Min 0 0 672 315 50 152 372 429 375 222 120 60.9 0 0 0
Median 0 0 19 85.9 152 399 586 605 690 | 504 318 744 264  1.25 0
Max 0 1590 2070 1720 1850 1360 1410 1030 799 |e603 | 402 171 364 139 3.66
* time deviation >10% : PK sample excluded from descriptive statistical analysis
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Protocol

4

SAP

. 2

DB lock

TABLES, LISTINGS AND FIGURES

m ADPP

Table 2: PK parameters of compound X

SUBJID | AUCIFO| AUCLST C24H CMAX LAMZ LAMZHL  TMAX
1 NE 5.19 0.5 1850 NE NE 1
2 5.21# | 4.04 13.9 2070  0.06 11.48 0.5
3 3.25 3.24 5.63 772 0.08 8.52 2.5
a 3.84 3.81 4.35 1520  0.14 4.78 0.5
5 2.97 2.94 5.37 566 0.2 3.41 3
N 3 5 5 5 4 4 5
Mean 3.36 3.84 5.95 1360  0.122 7.05 1.5
sD 0.445 0.87 4.9 661  0.065 3.66 1.17
Min 2.97 2.94 0.5 566 0.06 3.41 0.5
Median | 3.25 3.81 537 1520  0.113 6.65
Max 3.84 5.19 13.9 2070  0.203 11.5 3
# AUCpeo > 20% AUCifo: AUCifo excluded from all statistical analysis
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m OUTLINE

Introduction
Gain

Pharmacokinetic analysis

Conclusion
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jﬁ& CONCLUSION

®m ADPC/ADPP
= SDTM + ADaM
= Derived variables
 Based on BDS
« Modified variables (ANLzzFD, ARELTM1, ARELTMZ2)

B PK analysis
= ARELTMZ2 and AVAL

B Data handling
= CRITy and ANLzzFL

B Guidance from CDISC needed
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WHERE EXPERIENCE
MEETS SPEED

THANK YOU FOR YOUR ATTENTION

CONTACT US

CLINICAL RESEARCH

lss.info@sgs.com

EUROPE: + 33153781879
AMERICAS : + 1877 677 2667

www.sgs.com/lifescience

Joanna Magielse
Life Science Services
Pharmacokineticist

SGS Belgium NV

Vieux Chemin du Poétel0

1301 Wavre - Belgium

Phone: + 32(0)15 44 01 33

Email:  joanna.magielse@sgs.com
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