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Jutline

 CDER encourages use of ADaM
 ADaM Evaluation

o Usefulness of ADaM for other Statistical
Reviewers

« Example Data Request from my Medical
Division
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CDER encourages use of ADaM

“CDER strongly encourages IND sponsors
and NDA applicants to consider the
Implementation and use of data
standards”

FDA.gov webpage
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CDER encourages use of ADaM

« Data Standard Common Issues Document
« Study Data Specifications

« eStudy Data Guidance

Guidance for Industry: Providing Regulatory Submissions
iIn Electronic Format — Standardized Study Data

 CDER eData team
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Why Push for Study Data Standards?
Overall Improved Efficiency Analyzing Data

» Consistent data structure

» Consistent nomenclature

* Analysis-ready

« Standardize not only the data
— Metadata

— Representation of the relationship between
data elements
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CDER encourages use of ADaM

Consistent Nomenclature

—Patient identifier

* Possibilities: PTNO, STYSID1A, PATNO, PATNUM,
SUBJID, PATID, PTID, PATIENT, ALLOC...

- ADaM: USUBJID

— Treatment assignment:

 Possibilities: GROUP, TRT1C, TRT, TREAT,
RANDTRT, TRTREG, REGCODE, RANDDRG ...

« ADaM: TRTP and TRTPN
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valuation
» Content Standard: CDISC Analysis Data

Model (ADaM) v2.1 and corresponding
Implementation Guide (ADaMIG) v1.0

« Metadata Standard: CDISC Define. XML
v1.0 (draft v2.0 recently released)

ALWAYS A WORK IN PROGRESS...
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 |In the past, and unlike for SDTM data, primarily
using judgment whether “useable”
— We ask ourselves, “Is it useable for a reviewer?”
« “Compliance” = “usability”
* Presently much more detailed in ADaM
Evaluation

— Some ADaM checks exist in the CDER DataFit
Program
* Another work in progress...

— Still primarily an eye test
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Metadata Check

« Typical Industry Process

— Produce ADaM Datasets and then produce
corresponding Metadata File
« Same process applies for Production of SDTM Datasets

* Regulatory Review Process

— Comprehensively Review Metadata File prior to
engaging ADaM Datasets

* Again, same process applies for utilizing SDTM Datasets
during a review

11



U.S. Food and Drug Administration www.fda.gov

Protecting and Promoting Public Health

aluation
Metadata Check — Dataset Level

Datasets =
S W'Lm (ADSL)_ | Datasets for Study -ADaM
)j Level Analy Data
- Scr. Fail. (ADSLSF) Dataset Description Class Structure Purpose Keys Locatiol
[ concomitant Medications,
Therapies and P es ADSL Subiject-Level SPECIAL One record per subject Analysis | USUBJID adsl xpt
(ADCM) PURPOSE
0O == _ ( ! ADSLSF | Subject-Level Analvsis Data - | SPECIAL One record per subject Analysis | USUBJID adslsf xpt
Protocol Deviations (ADDV)
[ Antibody (ADAB) sl LB
D) efficacy (ADEFF) ADCM Concomitant Medications_ INTERVENTIONS | One record per conmed per subject Analvsis | USUBJID, CMCAT, adcm xpt
S Efficacy - QS (ADEFFQS) Therapies and Procedures CMSTDTC, CMDECOD,
ECG (ADEG) CMTRT
Infusion Vital Signs (ADIVS) - -
D) Laboratory (ADLB) ADAE Adverse Event EVENTS One record per AE term per subject | Analysis | USUBJID, AESTDTC, adae xpt
[ medical History (ADMH) AETERM
g Physical Exam (ADPE) ~ | |ADDV Protocol Deviations EVENTS One record per reported term per visit | Analysis | USUBIJID. VISITNUM. addv.xpt
Time to Event (ADTIME) per subject DVSTDT. DVTERM
Value Level Metadata
Controlled Terminology ADAB Antibody FINDINGS One record per antibody parameter Analysis | USUBJID, PARAMN, adab xpt
Dl code Lists per time point per subject VISITNUM, ADT
0 stuovio ADEFF Efficacy FINDINGS One record per efficacy parameter per | Analysis | USUBJID. PARAMN. adeff xpt
B e time point per subject AVISITN, ADT
TRTN
D) aLLYn ADEFFQS | Efficacv - QS FINDINGS One record per parameter per time Analysis | USUBJID. PARAMCAT. adeffgs xpt
() psREAS point per subject VISITNUM, PARAMN
B ABSRCDOM ADEG ECG FINDINGS One record per ECG observation per | Analysis | USUBJID. PARAMN, adeg xpt
BEENBLLL visit per subject VISITNUM., ADT
) asPARAMCAT -
O ADIVS Infusion Vital Signs FINDINGS One record per vital sign measurement | Analysis | USUBJID, PARAMN, adivs xpt
ABPARAMCD
O ABPARAM per visit per time point per subject VISITNUM, ADTM. SRCSEQ
E B ADLB Laboratory FINDINGS One record per lab test per visit per Analysis | USUBJID, PARAMN, adlb xpt
0 BT time point per subject VISITNUM, ADTM
ABVISIT
) ALy ADMH Medical Historv FINDINGS One record per medical history event | Analysis | USUBJID,. MHGRPID, admh xpt
) ABAVALC per subject MHTERM
B GEDTIRE ADPE Physical Exam FINDINGS One record per body system per visit | Analysis | USUBJID, PARAMN, adpe.xpt
= ::z::" per subject VISITNUM, ADT
[ sex ADTIME | Time to Event FINDINGS One record per parameter per time Analysis | USUBJID, PARAMN, AVAL adtime xpt
| point per subject




U.S. Food and Drug Administration

Protecting and Prom~+*ing Publi~ He~lth

www.fda.gov

Datasets
[ subject-Level (ADSL)
[ subject-Level Analysi
- Scr. Fail. (ADSLSF)
De itant M
Therapies and Pr
(ADCM)
) Adverse Event (ADAE)
D) protocol Deviations (ADDV)
) Antibody (ADAB)
[ Efficacy (ADEFF)
[ Efficacy - Qs (ADEFFQs)
[ ecc (abEG)
[ infusion Vital Signs (ADIVS)
[ Laboratory (ADLB)
[ medical History (ADMH)
[ Physical Exam (ADPE)
[ Time to Event (ADTIME)
Value Level Metadata
Controlled Terminology
O code Lists
O3 sTupvio
O vt
O TrTu
O aLLyn
[ psreas
[ ABsrcoom
[ aBsrcvar
[ aABPARAMCAT
[ aAsBPARAMCD
[ ABPARAM
[ aABPARAMN
O asvisiThum
O asvisiT
O ALy
[ aBavaLc
[ aspTYPE
[ acecre
[ aAcecren
[ sex
D) sexn
) Aesev
[ aeacu
) AEreL

Metadata Check — Variable Level

Efficacy Dataset (ADEFF) adeff.xpt
controliec
I Variable Label Type Terminology Origin Role Comment I
— -
STUDYID Study Identifier text |STUDYID Derived Subject SDTM involved domain STUDYID.
Identifier
USUBJID Unique Subject text Derived Subiect SDTM involved domain USUBJID.
Identifier Identifier
TRT1P Planned Treatment text TIRT ADSL.TRTI1P Treatment
TRTI1PN Planned Treatment |integer | TRTIN ADSL.TRT1PN Treatment
Number
TRT1A Actual Treatment text TIRT ADSL.TRTI1A Treatment
_|| TRT1IAN Actual Treatment integer | TRTIN ADSL.TRTIAN Treatment
Number
ITTFL Intent-To-Treat text |ALLYN ADSLITTFL Indicator
Population Flag
SAFFL Safety Population text |ALLYN ADSL_SAFFL Indicator
Population Flag
MITTFL Modified Intent-To- | text |ALLYN ADSL MITTFL Indicator
Treat Population
Flag
PPROTFL Per Protocol text |ALLYN ADSL PPROTFL Indicator
Population Flag
DSREAS Completion text |DSREAS ADSL DSREAS Analysis-
Status/Why Enabling
Terminated (CRF)
SEX Sex text |SEX ADSL SEX Analysis-
Enabling
SEXN Sex. Numeric integer | SEXN ADSL SEXN Analysis-
Enabling
BRTHDT Date/Time of Birth | integer ADSL BRTHDT Timing
AGEGRP Age Group text |AGEGRP ADSL AGEGRP Analysis-
Enabling
AGEGRPN | Age Group. integer | AGEGRPN ADSL AGEGRPN Analysis-
Numeric Enabling
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[ patasets
[ subject-Level (ADSL)
ject-Level Analysis Data
- Scr. Fail. (ADSLSF)

C; itant M
Therapies and Pr du
(ADCM)

Adverse Event (ADAE)

[ protocol Deviations (ADDV)
[ Antibody (ADAB)
[ efficacy (ADEFF)
[ Efficacy - Qs (ADEFFQs)
[ ece (apEG)
O infusion Vital Signs (ADIVS)
[ Laboratory (ADLB)
[ medical History (ADMH)
O physical Exam (ADPE)
O Time to Event (ADTIME)
D value Level Metadata
[ controlied Terminology
=) code Lists

[ psreas

[ aBsrcoom
[ aBsrcvar
[ aBPARAMCAT
[ aBPARAMCD
[ aABPARAM
[ asPARAMN
O aBvisiTnum
O asvisim

D ALy

[ aBavaLc

[ asoTYPE

[ acecre

[ acecren

Metadata Check — Variable Level

AVAL Analysis Value float Derived Analysis =--STRESN. For HGB. PLAT. LIVER SPLEEN. C
Parameter JJ| Missing baseline is imputed by median baseline in the c
and missing post-baseline result is imputed by either LO
corresponding age group at the visit. Baseline can't be ¢
for weight). LOCEF is applied first. When calcualte the
only include the records that are considered baseline. W]
median for spleen. the patients had splenectomy at basel
should be excluded. When calculate then group median {
with ADSL CHITOGT=DETECTED' or CHITOGT="
with baseline CHITO=<5700 should be excluded. For C
there are more more than 1 record on the same visit and|
result will be used for that visit. No imputation for Growi
and PFT. (Annualized growth velocity)=round(365.25*
datel)..1). (Normalized Organ Volume)=round(Organ ¥
*100..1). For normalized spleen and liver volume, LOC
volume and weight before calculating the normalized org,
V'S data on all visits are considered for LOCE.
AVALC Character Analysis text Derived Analysis For tanner stage AVALC=XT XTSTRESC if XTSTRE!
Value Parameter | XTSTRESC='" and the analysis visit week number is aft
AVALC="NA'. otherwise AVALC="ND'.
BASE Baseline Value float Derived Analvsis =--STRESN where ABLFL="Y".
Parameter
BASEC Character Baseline text Derived Analysis =--STRESC where ABLFL="Y" (for tanner stage only).
Value Parameter
CHG Change from float Derived Analvsis =AVAL-BASE
Baseline Parameter
PCHG Percent Change float Derived Analysis =((AVAL-BASE)BASE)*100
from Baseline Parameter
DTYPE Derivation Type text |EFEDTYPE Derived Analvsis ='LOCEF' if the observed result is missing and AVAL is {
Descriptor | missing AVAL_. EOS/UNSCH results fall out of analysis
windowing won't be used for LOCF. ='"MEDIAN' for
post-baseline visit result or missing baseline visit result.
derived modified baseline record. ='DERIVED' for the
and normalized organ volume. DTYPE=MISSING' if a
uted by LOCF and MEDIAN.
CRIT Analysis Criterion text |EFECRIT Derived Categorical | Depending on PARAMCD. Response analysis is for HG

Liver and Spleen volume. Please refer to SAP for definit
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[ Laboratory (ADLB)
[ medical History (ADMH)
[ physical Exam (ADPE)
D Time to Event (ADTIME)
[ value Level Metadata
[ controlled Terminology
=0 code Lists

[ stuovio

O tar

O trTH

O aLcyn

[ psreas

[ aBsrcpom

[ aBsrcvar

[ aBPARAMCAT

[ aBPARAMCD

[ aBPARAM

[ aBPARAMN

D aBvisithum

O aBvisit

O ALy

[ aBavaLc

[ aBpTYPE

[ acecre

[ acecren

[ sex

[ sexu

[ Aesev

D aeacn

[ AereL

[ aeout

[ aAecmTrRT

O aeavisim

D cmcmcaT

O pvvisum

[ pvvistx

[ pvoecop

[ pvacat

D) pvear
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adata Check —

Controlled Terminology

ABVISITNUM, Reference Name (ABVISITNUNM)

www.fda.gov

Code Value | Code Text
0.9 Baseline Visit
3.01 Unscheduled Labs
7 Week 7
9.01 Unscheduled Labs
13 Week 13
19 Week 19
23.01 Unscheduled Labs
25 Week 25
31 Week 31
33.01 Unscheduled Labs
35.01 Unscheduled Labs
37 Week 37
41.01 Unscheduled Labs
43 Week 43
49 Week 49
53 Week 53/EOS
99999 Overall
ABVISIT, Reference Name (ABVISIT)
Code Value Code Text
Baseline Visit Baseline Visit
Overall Overall
Unscheduled Labs Unscheduled Labs
Week 13 Week 13
Week 19 Week 19




-S. Foo od and Drug Adm1mstrat1on www.fda.gov
o]

a Put . altl

Dataset Check

 ADSL, Any ADaM BDS dataset, etc.
— Data Structure is key

* Modeling analysis data in general is more
‘gray’ than ‘black and white’

— Multi-purpose (a dataset may support many
different analyses)...hence less modeling
rules

16
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Dataset Check

« ADaM delicately tries to balance ‘Traceability’
and ‘Analysis-Ready’ with a predictable
structure

— Contains derived data along with data directly
imported from SDTM datasets

— In lieu of dropping records/observations not used for
analyses (e.g. data from unscheduled visits), it
implements various analysis flags

« ‘Traceability’ is the key for reviewers
— Less is NOT more
— ADaM appropriately emphasizes this

17
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Dataset Check

Quick Side-Note

(remember my disclaimer!)

— Derived Variables SHOULD ONLY exist in
ADaM datasets

— SDTM Datasets SHOULD ONLY present the
observed data from the CRF

18
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Dataset Check - ADSL

| ustein | AGEGRP | AGEGRPN [SEX| SEXN | TRTIPN | TRTIAN |ITTFL|SAFFL|MITTFL|PPROTFL] i | RUNDDT | TRISTOT | TRTENDT| DS
1| >= 10 years Vii; 7 2 v SN SR A ' ; :
2 »= 18 years 2 M 1 1 1Y Y Y N 04APR2007 ' 20APR2007 | 22APR2007 06APR2008 Completed
3 »= 18 years 2 M 1 2 2Y Y Y Y 11APR2007 01MAY2007 (02MAY2007 16APR2008 Completed
4 »= 18 years 2 F 2 2 2y Y Y Y 03FEB2008 21FEB2008 24FEB2008 13FEB2009  Completed
5 »= 18 years 2 F 2 2 2Y Y Y Y 25FEB2008  17MAR2008 ' 17MAR2008 (05MAR2009 Completed
6 2-17years 1F 2 2 2y Y Y Y 26FEB2008 20MAR2008 20MAR2008 (05MAR2009 Completed
1 2-17years Ll 1 2 2Y Y Y Y 26FEB2008 20MAR2008 20MAR2008 (05MAR2009 Completed
8 »= 18 years 2 M 1 1 1Y Y Y N 10MAR2008 26MAR2008 (02APR2008 16MAR2003 Completed
9 »= 18 years 2 M 1 2 2Y Y Y Y 11IMAR2008 28MAR2008 (03APR2008 17MAR2003 Completed
10 »= 18 years 2 M 1 1 1Y Y Y N 12MAR2008 28MAR2008 (04APR2008 18MAR2003 Completed
- »= 18 years 2 M 1 1 1Y Y Y N 11JAN2007  14FEB2007 15FEB2007 14FEB2008 Completed
12 »= 18 years 2 M 1 2 2y Y Y Y 24FEB2007 14MAR2007 15MAR2007 28FEB2008  Completed
3 2-17years Ll 1 2 2Y Y Y Y 24FEB2007 14MAR2007 15MAR2007 28FEB2008 Completed
14 »= 18 years 2 F 2 1 1Y Y Y N 13MAR2007 27MAR2007 2MAR2007 13MAR2008 Completed
15 2-17years Ll 1 1 1Y Y Y N 09APR2007 '25APR2007 '25APR2007 (08APR2008 Completed
16 »= 18 years 2 F 2 2 2y Y Y Y 09APR2007 (07MAY2007 0BMAY2007 22APR2008 Completed
7 »= 18 years 2 F 2 1 1Y Y Y N 09MAY2007 15JUN2007 18JUN2007 03JUN2008  Completed
18 2-17years 1F 2 1 1Y Y N N 09MAY2007 28JUN2007 28JUN2007 10JUN2008  Completed
19 »= 18 years 2 M 1 2 2Y Y Y Y 03JUL2007  25JUL2007  260UL2007 10JUL2008  Completed
20 2-17years L 1 2 2Y Y N N 10SEP2007 (040CT2007 050CT2007 18SEP2008 Completed
2 2-17years Ll 1 1 1Y Y Y N 23JAN2008 05FEB2008 0BFEB2008 20JAN200S  Completed
2 »= 18 years 2 M 1 1 1Y Y Y N 220CT2007 | 26NOV2007 | 27NOV2007 17NOV2008 Completed
3 »= 18 years 2 F 2 1 1Y Y Y N 07FEB2008 13MAR2008 14MAR2008 (02MAR2009 Completed
i »= 18 years 2 M 1 1 1Y Y Y N 20FEB2008 20MAR2008 21MAR2008 (06MAR2009 Completed
25 | >= 18 years 2 F 2 1 1Y Y Y N 1IMAR2008 26MAR2008 28MAR2008 13MAR2003 Completed
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1 | LB LBSTRESN 65 HGB Hemoglobin {g/dL) 1 05 -2 Screening 04APR2007
2 | LB LBSTRESN 146 HGB Hemoglobin {g/dL) 1 0s -1 Baseline Visit 17APR2007
=] | LB LBSTRESN . HGB Hemoglobin {g/dL) 1 . 0 Modified Baseline .

4 | LB LBSTRESN 172 HGB Hemoglobin {g/dL) 1 3 3 Week 3 07MAY2007
5 | LB LBSTRESN 203 HGB Hemoglobin {g/dL) 1 5 5 Week 5 21MAY2007
6 | LB LBSTRESN 232 HGB Hemoglobin {g/dL) 1 7 7 Week 7 05JUN2007
7 | LB LBSTRESN 260 HGB Hemoglobin (g/dL) 1 ] 9 Week S 18JUNZ2007
8 | LB LBSTRESN 250 HGB Hemoglobin (g/dL) 1 11 11 Week 11 02JUL2007

S | LB LBSTRESN 371 HGB Hemoglobin (g/dL) 1 13 13 Week 13 16JUL2007

10 | LB LBSTRESN 354 HGB Hemoglobin (g/dL) 1 15 15 Week 15 30JUL2007

11 | LB LBSTRESN 423 HGB Hemoglobin {g/dL) 1 17 17 Week 17 13AUG2007
12 | LB LBSTRESN 452 HGB Hemoglobin {g/dL) 1 15 15 Week 19 27AUG2007
13 | LB LBSTRESN 481 HGB Hemoglobin {g/dL) 1 21 21 Week 21 10SEP2007
14 | LB LBSTRESN 510 HGB Hemoglobin {g/dL) 1 23 23 Week 23 24SEP2007
15 | LB LBSTRESN 531 HGB Hemoglobin {g/dL) 1 25 25 Week 25 080CT2007
16 | LB LBSTRESN 615 HGB Hemoglobin {g/dL) 1 27 27 Week 27 220CT2007
17 | LB LBSTRESN 645 HGB Hemoglobin {g/dL) 1 29 295 Week 25 06NOV2007
18 | LB LBSTRESN 676 HGB Hemoglobin {g/dL) 1 31 31 Week 31 20NOV2007
19 | LB LBSTRESN 705 HGB Hemoglobin (g/dL) 1 33 33 Week 33 04DEC2007
20 | LB LBSTRESN 734 HGB Hemoglobin (g/dL) 1 35 35 Week 35 18DEC2007
21 | LB LBSTRESN 812 HGB Hemoglobin (g/dL) 1 37 37 Week 37 02JAN2008

22 | LB LBSTRESN 840 HGB Hemoglobin (g/dL) 1 33 35 Week 39 15JANZ2008

23 | LB LBSTRESN 869 HGB Hemoglobin {g/dL) 1 41 41 Week 41 2SJAN2008

24 | LB LBSTRESN 858 HGB Hemoglobin {g/dL) 1 43 43 Week 43 12FEB2008

25 | LB LBSTRESN S27 HGB Hemoglobin {g/dL) 1 45 45 Week 45 26FEB2008

26 | LB LBSTRESN $56 HGB Hemoglobin {g/dL) 1 47 47 Week 47 11MAR2008
27 | LB LBSTRESN $85 HGB Hemoglobin {g/dL) 1 435 45 Week 45 25MAR2008
28 | LB LBSTRESN 1014 HGB Hemoglobin {g/dL) 1 51 51 Week 51 08APR2008
29 | LB LBSTRESN 1085 HGB Hemoglobin {g/dL) 1 53 53 Week 53 2SAPR2008
30 B sapp=1=ae S AE ARz pa T TG — 04APR2007
31 LB LBSTRESN 137 PLAT Platelets (107S/L) 2 0s -1 Baseline Visit 17APR2007
32 LB LBSTRESN . PLAT Platelets (107S/L) 2 . 0 Modified Baseline .

33 LB LBSTRESN 163 PLAT Platelets (107S/L) 2 3 3 Week 3 07MAY2007
34 LB LBSTRESN 154 PLAT Platelets (107S/L) 2 5 5 Week 5 21MAY2007
35 LB LBSTRESN 223 PLAT Platelets (107S/L) 2 7 7 Week 7 05JUN2007
36 LB LBSTRESN 251 PLAT Platelets (1075/1) 2 ] 9 Week S 18JUN2007
37 LB LBSTRESN 281 PLAT Platelets (1079/L) 2 11 11 Week 11 02JUL2007

38 LB LBSTRESN 362 PLAT Platelets (1075/L) 2 13 13 Week 13 16JUL2007

39 LB LBSTRESN 385 PLAT Platelets (1075/L) 2 15 15 Week 15 30JUL2007

40 LB LBSTRESN 414 PLAT Platelets (1075/L) 2 17 17 Week 17 13AUG2007
41 LB LBSTRESN 443 PLAT Platelets (1075/L) 2 15 15 Week 19 27AUG2007
42 LB LBSTRESN 472 PLAT Platelets (1075/L) 2 21 21 Week 21 10SEP2007
43 LB LBSTRESN 501 PLAT Platelets (107S/L) 2 23 23 Week 23 24SEP2007
44 LB LBSTRESN 582 PLAT Platelets (107S/L) 2 25 25 Week 25 080CT2007
45 LB LBSTRESN 606 PLAT Platelets (107S/L) 2 27 27 Week 27 220CT2007
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¥ 1
ADY [AaBLFL| AVAL [AavaiLC] BASE |BASEC] CHG PCHG | | DTYPE | | CRIT [ANLFL[ANLIF

18 106 | |

-5 10.4 . . .

Bh's 10.5 10.5 o 0 AVERAGE Y Y

16 11.2 10.5 0.7 67 Y

20 11.2 10.5 0.7 6.7 Y

a5 11.4 105 os XS Y

s2 11 10.5 0os as Y

72 108 10.5 0.1 1 Y

2s 11.2 10.5 o= 7.6 Moderate Y Y
100 11.7 10.5 1.2 11.4 Y
114 11.8 10.5 1.3 124 Y
128 121 105 1.6 152 Y
142 11.7 105 1.2 11.2 Y
156 11.7 10.5 1.2 11.4 Y
170 121 10.5 1.8 15.2 Good Y Y
124 11.8 10.5 1.1 10.5 Y
1sS 115 10.5 1.4 123 Y
212 11.8 10.5 1.1 10.5 Y
227 118 10.5 1.1 10.5 Y
221 122 105 23 21.4 Y
256 11.2 10.5 1.2 12.4 Moderate Y Y
263 11.7 10.5 1.2 11.4 Y
222 12.2 10.5 2= 267 Y
257 12 10.5 1.5 143 Y
211 11.2 105 o= 76 Y
325 11.2 105 o= 76 Y
233 11.2 10.5 0.7 &7 Y
253 12 10.5 1.5 12432 Y
274 121 10.5 18 152 Good Y Y
18 54

-5 40 . . .

.Y a7 a7 o 0 AVERAGE e Y

16 28 a7 -5 -1s1 Y

20 50 a7 3 [ Y

as as a7 1 21 Y

52 55 a7 =3 17 Y

72 62 a7 1 24 Y

86 59 a7 12 255 No Response Y Y
100 26 a7 235 23 Y
114 22 a7 25 745 Y
122 &5 a7 12 282 Y
142 71 a7 2a 51.1 Y
156 22 a7 41 272 Y
170 s6 a7 as 104 2 Good Y Y
184 105 a7z 58 1224 Y



U.S. Food and Drug Administration www.fda.gov
FIL/A

Protecting and "om ''~q Publi He lth

latio
Dataset Check - ADTTE

AVAL | CENSORFL

2 2 DY2HGBRP Days to HGB Response 100 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 374 1

183 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 374 1
2 2 DY2HGBRP Days to HGB Response 83 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 370 1
2 2 DY2HGBRP Days to HGB Response 113 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 367 1
2 2 DYZ2HGBRP Days to HGB Response 56 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 368 1
2 2 DY2HGBRP Days to HGB Response 141 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 362 1
2 2 DY2HGBRP Days to HGB Response 71 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 362 1
1 1 DYZ2HGBRP Days to HGB Response 84 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 366 1
2 2 DY2HGBRP Days to HGB Response 82 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 363 1
1 1 DYZ2HGBRP Days to HGB Response 14 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 363 1
1 1 DY2HGBRP Days to HGB Response 253 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 365 1
2 2 DY2HGBRP Days to HGB Response SS9 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 365 1
2 2 DY2HGBRP Days to HGB Response 5SS 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 365 1
1 1 DY2HGBRP Days to HGB Response 85 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 365 1
1 1 DYZ2HGBRP Days to HGB Response 42 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 364 1
2 2 DYZ2HGBRP Days to HGB Response 183 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 365 1
1 1 DYZ2HGBRP Days to HGB Response 44 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 366 1
1 1 DYZ2HGBRP Days to HGB Response 56 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 364 1
2 2 DYZ2HGBRP Days to HGB Response 57 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 365 1
2 2 DY2HGBRP Days to HGB Response 42 0
2 2 DY2GCBAB Days to Anti-GCB Antibody Positive 364 1
1 1 DYZ2HGBRP Days to HGB Response 40 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 362 1
1 1 DYZ2HGBRP Days to HGB Response 46 0
1 1 DY2GCBAB Days to Anti-GCB Antibody Positive 371 1
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Dataset Check - ADAE

disorders

USUBJID| AESEQ | AETERM | AEBODSYS | AEDECOD | AESEV | AESER| AEACN | AEREL | AEOUT I
disorders
3 FEELING COLD AFTER INFUSION Gendeml disorders and administration ste  Feeling cold MILD N DOSE UNCHANGED POSSIBLY RELATED RESOLVED WITHOUT SEQUELAE
conditions
2 SHIVERING AFTER INFUSION Gen;;_al disorders and administration site  Chills MILD N DOSE UNCHANGED POSSIBLY RELATED RESOLVED WITHOUT SEQUELAE
conarions
4 OTITIS MEDIA Infections and infestations Otitis media MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
SMALL, CRUSTY LESIONS ON FACE
5 AND FOREARM AND A FEW Skin and subcutaneous tissue disorders | Skin lesion MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
ELSEWHERE
6 TENDERNESS AROUND KIDNEY Musculoskeletal and connective tissue  Flank pain MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
AREA - BILATERAL disorders
7 COLD/FLU Infections and infestations Influenza MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
1 FELTCOLD Gen;:t_al disorders and administration site | Feeling cold MILD N DOSE UNCHANGED POSSIBLY RELATED RESOLVED WITHOUT SEQUELAE
conarions
2 WORSENING OF PAIN IN RIGHT LEG ‘r;l_lusr%uloskeletal and connective tissue  Pain in extremity MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITH SEQUELAE
iIsoraers
3 FLU (CHILLS, FEVER, LASSITUDE) Infections and infestations Influenza MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
4 g/'"\ﬁ HT WORSENING OF BONE (HIP) g’_lus;uloskeletal and connective tissue  Bone pain MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITH SEQUELAE
isoraers
5 PINK SPOT ON BACK Skin and subcutaneous tissue disorders | Rash MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
B MUSCLE SPASMS IN ENTIRE BODY L\'!usr%uloskeletal and connective tissue  Muscle spasms MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
isorders
7 FAINTING Nervous system disorders Syncope SEVERE N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
8 FEVER Gengral disorders and administration ste  Pyrexia MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
conditions
9 NO APPETITE Metabolism and nutrition disord Anorexia MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
10 WEAKNESS Gen:ral disorders and administration ste  Asthenia MODERATE N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
conditions
11 VOMITING (ONE TIME) Gastrointestinal disorders Vomiting MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
12 WORSENING OF PAIN IN RIGHT HIP (r;l_lus:‘:juloskeletal and connective tissue  Arthralgia MODERATE N DOSE UNCHANGED NOT RELATED NOT YET RESOLVED
isoraers
1 (BONE) PAIN IN LEGS AND FEET ‘r;_lus:‘:juloskelaal and connective tissue  Bone pain MILD N DOSE UNCHANGED NOT RELATED NOT YET RESOLVED
iIsoraers
3 ITCH OF RIGHT ARM Skin and subcutaneous tissue disorders  Pruritus MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
2 REDNESS OF RIGHT ARM Skin and subcutaneous tissue disorders | Erythema MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
4 (MUSCULOSKELETAL) PAIN IN LEFT  Musculoskeletal and connective tissue  Musculoskeletal pain MILD N DOSE UNCHANGED NOT RELATED NOT YET RESOLVED
ARM FROM ELBOW TO SHOULDER  disorders
CLINICALLY SIGNIFICANT LOW IRON
5 LEVELS (TOTAL IRON = 7.3 FROM 8.8 | Investigations Blood iron decreased MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
AT BASELINE)
6 PAIN IN HIP JOINTS WHEN BENDING gﬂusr%uloskeletal and connective tissue  Athralgia MILD N DOSE UNCHANGED NOT RELATED NOT YET RESOLVED
isorders
7 (I;Br??ﬂRGh%\)LLY ELEVATED CRP Investigations Cereactive protein increased MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
1 COMMON COLD Infections and infestations Nasopharyngitis MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
2 PAIN IN RIGHT GROIN AREA g{lusr%uloskelaal and connective tissue  Groin pain MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
isorders
3 PELVIC PAIN g{_epgdudive system and breast Pelvic pain MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
isorders
4 FATIGUE Gendeml disorders and administration ste  Fatigue MILD N DOSE UNCHANGED NOT RELATED RESOLVED WITHOUT SEQUELAE
conditions
5 PAIN IN RIGHT TOE Musculoskeletal and connective tissue  Pain in extremity MILD N DOSE UNCHANGED NOT RELATED NOT YET RESOLVED
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ADaM Evaluation

We have ADaM “Compliance”!
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ADaM Evaluation

* Was this a perfect electronic submission?
— No...
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File Edit Format View Help

*********************************************Vk***‘k***********************Vk****‘k****; =
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keep=lbtestcd Tbstresu lbcat) nodupkey; where not missing(lbstresu) ; by Tbcat T1bt
;end; if int(avisitn) in (23,24,25,26,27,28,29,30) then do; aperiod = 3; aperiodc =
MAL '; anrindn = 2 ;end; else if missing(avalc) then do; anrind="MISSING ; anrindn =

*******************************************************ﬁ'**********************;**** Cr
R < < < N N N N N N N N R N N N N R R R N N N N R R R R N N N R R R R R N R R R R R R R R R
validation before saving;

m
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Statistical Reviewers

Survey of OB statisticians (including
myself) who received an ADaM
submission on or after January 1, 2012
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Statistical Reviewers

* Q1: Did ADaM data help you in your
review relative to non-standardized
analysis data?

 A1: Yes (unanimous)

28
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Statistical Reviewers

« Q2: What did you most like about ADaM
data relative to non-standardized analysis

data?

e A2: Various answers

— Predictable structures

« Decreased need for data management/
programming

— Predictable variable naming
— Useful Variables such as ‘DTYPE’
— Traceability
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Statistical Reviewers

« Q3: What didn’ t you like about ADaM
data?

 A3: Various answers
— Variablility in Data Modeling
— Timing variables in certain circumstances
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Statistical Reviewers

Some statistical (and even medical) reviewers
at CDER don’ t like analysis data regardless
of whether it’ s standardized or not.

We’ ve started a grassroots effort to educate!
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Statistical Reviewers

* Q4: Which ADaM datasets did you
primarily utilize?

 A4. ADSL (unanimous), ADEFF, ADAE,
ADLB
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Statistical Reviewers

* Q5: Did you receive a Define. XML file?

* A5: Yes (unanimous)
Some asked for, and subsequently
received, both Define. XML and
Define.PDF
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Statlstlcal Reviewers

* So what format do Regulatory Reviewers
really want for their metadata files?

— Define. XML?
— Define.PDF?
— Both?

* Define. XML v2.0 is potentially a great
upgrade
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Statistical Reviewers

« Q6: Did you make any subsequent
analysis data requests to the sponsor
during the review cycle?

 AG6: No (unanimous)
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Statistical Reviewers

« Q7: Did the clinical reviewer utilize ADaM
in their review? If so, was it useful to
them?

 A7. Yes (every reviewer except 3). Yes.

36



Example Data Request frommy
Medical Division

* Data needs should be communicated as
early as possible in the product
development lifecycle

* In my medical division, the Division of
Gastroenterology and Inborn Errors
Products (DGIEP), we request a Full Case
Report Tabulation (CRT) for at least each
adequate and well-controlled study in

the application
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Example Data Request from my
Medical Division

“Please provide the following for each adequate and well-
controlled study (per 21 CFR 314.126) you plan to include
in your NDA/BLA submission:

1. All clean/locked clinical data presented in electronic
datasets, submitted utilizing SAS Version 5 Transport,
along with the annotated case report form (aCRF) and a
thorough data definition file. WWe recommend, but do not
require, that the electronic datasets, aCRF, and data
definition file comply with the latest CDISC/SDTM, CDISC/
CDASH, and CDISC/Define. XML standards respectively.
Define.PDF is also an acceptable format for the data
definition file.
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Example Data Request from my
Medical Division

2. All corresponding analysis data presented in electronic
datasets, submitted utilizing SAS Version 5 Transport,
along with a thorough data definition file. We recommend,
but do not require, that these electronic datasets
Incorporate the modeling approaches described by the
latest CDISC/ADaM standard along with both the CDER
Data Standards Common Issues Document and the Study
Data Specifications document (
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/
FormsSubm|SS|onRequwements/EIectron|CSubm|SS|ons/
ucm248635.htm). We recommend, but do not require, that
the data definition file comply with the latest CDISC/
Define. XML standard, however Define.PDF is also
acceptable.
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Example Data Request from my

Medical Division

3. A well commented and organized software
program written for each analysis dataset and
efficacy table created.”
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Thank You for your Attention

Comments are appreciated
Please send to Behrang.Vali@fda.hhs.gov
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