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Content Disclaimer

* The purpose of this webinar is to provide examples of implementation and
should not be considered official recommendations by CDISC unless
otherwise stated in the presentation.

« This webinar is not an authorized CDISC course, is not developed or
delivered under CDISC Operating Procedures, and should not replace a
published standard. Please refer to the latest published standards for the
most authoritative implementation information.
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Brief History of the ADaMIG

« ADaMIG v1.0 released late 2009

 Two data structures were described
» Subject Level Dataset (ADSL)
» Basic Data Structure (BDS)

« Supplemental documents for specific analyses
« BDS TTE v1.0 released mid 2012
 ADAE v1.0 released mid 2012

« ADaMIG v1.1 released early 2016
« OCCDS v1.0 concurrently released as final

cdisc
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Overview of Additions & Clarifications in ADaMIG v1.2

* Nomenclature for stratification
variables in ADSL

« Recommended approach for
bi-directional toxicity grades in
BDS

* Clarifications allowing the use
of a pre-ADSL dataset

« Additional descriptions,
clarifications, refinement of
text, and examples

cdisc
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Addition: Stratification Variables in ADSL




;;-;;;.;-ff Stratification Variables in ADSL

» A prognostic factor is an aspect of the disease or a characteristic of the subject that may
influence treatment response

. .+~ Stratified randomization is used to ensure balance of treatment assignments across one
or more prognostic factors

» The prognostic factors used to stratify the randomization are specified in the protocol

i - For analysis, we may need
3 > Stratification values that were used for randomization
» Stratification values that come from verification source

» Table 3.2.9 in the IG provides a set of variables to allow maximum flexibility in
representing the description of the prognostic factors used for stratification

cdisc »



STRATAR Strata Used for Randomization Char

STRATARN Strata Used for Randomization (N) Num
- STRATWD Description of Stratification Factor w Char
STRATWR Strat Factor w Value Used for Rand Char

SIGU O Strat Factor w Value Used for Rand (N) Num

Strata from Verification Source Char
Strata from Verification Source (N) Num
Strat Factor w Value from Verif Source Char
Strat Fact w Val from Verif Source (N) Num

Perm

Perm

Perm

Perm

Perm
Perm

Perm

Perm

Perm

STRATAR =

">=50, Treatment experienced, N"
STRATARN = 3 when STRATAR =
">=50, Treatment experienced, N"
STRAT3D = "Hypertension"

STRAT3R = "N*

STRAT3RN = 0 when STRAT3R ="N"
STRATAV =

">=50, Treatment experienced, Y"
STRATAVN = 4 when STRATAV =
">=50, Treatment experienced, Y"
STRAT3V ="Y"

STRAT3VN =1 when STRAT3V ="Y"

The examples are based on the combination of three stratification factors: Age Group (“<50” or “>=507), Prior Treatment

Status (“Treatment naive”,

cdisc

Treatment experienced”), and Hypertension (“Y” or “N”).

15



Addition: Bi-directional Toxicity Variables




;:-53%;-;-3? Handling lab limits assessed in more than one direction

. i“. > Lab values may need to be assessed for toxicity in more than one direction

» both abnormally low values as well as abnormally high values are of concern

» The ADaM team decided to provide guidance around additional variables that can
O be added to handle bi-directional toxicity grading

-+ p The examples are based on CTC Toxicity Grades; however, the bi-directional

LA variables can also be used if there is sponsor-specific toxicity grading

cdisc ;



Bi-directional Variables

- I P
NELE Variable Label Type | Core | Description

ATOXG RL

Analysis Toxicity Grade Low

2RNe)(CI:{Ml Baseline Toxicity Grade Low
RNO)(CI{MN\M Baseline Toxicity Grade Low (N)

SRl0)(cIsiz Il Baseline Toxicity Grade High
RRIO)(CIR I\ Baseline Toxicity Grade High (N)

NIe) (PR{eMl Analysis Toxicity Description Low
NIe)PRIeiz Il Analysis Toxicity Description
High

cdisc

Char

Num

Char

Num

Char

Num

Char

Num

Char

Char

Perm

Perm

Perm

Perm

Perm

Perm

Perm

Perm

Perm

Perm

Low Toxicity grade of AVAL or AVALC for analysis

Numeric representation of ATOXGRL
High Toxicity grade of AVAL or AVALC for analysis

Numeric representation of ATOXGRH

ATOXGRL of the baseline record identified by
ABLFL
Numeric representation of BTOXGRL.

ATOXGRH of the baseline record identified by
ABLFL
Numeric representation of BTOXGRH.

The analysis toxicity term used to describe toxicity
in the low direction.

The analysis toxicity term used to describe toxicity
in the high direction.
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Legend

B . d . t I L b E | Yellow box - bi-directional grading
I-airectiona a Xam p e Red box - grading in only 1 direction
001-0001 HGB 1 7.4 7.4 11 16.1
001-0001 HGB 2 20.5 7.4 11 16.1
001-0001 AST 1 33 33 Y 5 25
001-0001 AST 2 55 33 5 25
001-0001 AST 3 60 33 5 25
B 001-0001 AST 4 77 33 5 25
001-0001 PLAT 1 250 250 Y 150 450
BEE  001-0001 PLAT 2 100 250 150 450
B 001-0001 PLAT 3 99 250 150 450
001-0001 PLAT 4 75 250 150 450
001-0001 PLAT 5 49 250 150 450
001-0002 HGB 1 21.1 21.1 11 16.1
B Anemia Grade 3 Grade 3 Hemoglobin increased Grade 0 Grade 0
Anemia Grade O Grade 3 Hemoalobin increased Grade 3 Grade O
spartate aminotransterase Increase rage raade
Aspartate aminotransferase increased Grade 1 Grade 1
Aspartate aminotransferase increased Grade 1 Grade 1
Asparate aminotransferaseincreased Grade2 Grade.l
Platelet count decreased Grade 0 Grade 0
Platelet count decreased Grade 1 Grade 0
Platelet count decreased Grade 1 Grade 0
Platelet count decreased Grade 1 Grade 0
Platelet count decreased Grade 3 Grade O

Anemia Hemoglobin increased Grade 3 Grade 3

cdlsc 9




" Bi-directional Lab Example

;... > Example on previous slide has variables supporting bi-directional toxicity grades
* i’ p Variables with suffixes *GRL and *GRH as well as ATOXDSCL and ATOXDSCH are used

to indicate if that record is assessed in the low or high direction

.4+ P The box demonstrates the following:

> ATOXDSCL is populated whenever AVAL is not null and grading is in the LOW
SR direction, even if ATOXGRL is null

> ATOXDSCH is populated whenever AVAL is not null and grading is in the HIGH
Rt direction, even if ATOXGRH is null

» The Red box demonstrates the following:

> PARAMCD PLAT has toxicity grading only in the low direction, only BTOXGRL,
ATOXGRL, and other toxicity variables in the low direction are populated

> None of the high direction toxicity variables for PARAMCD PLAT are ever populated,
even if the value is out of range in the high direction (ANRIND=HIGH)

cdisc 2



001-0001
. 001-0001 [N
B 0010001 [ER
CHURRE 0010001 [
SO 001-0001 (G
001-0001 ([

001-0001 250

001-0001 100
001-0001 99
001-0001 75
001-0001 49

001-0002 211

=0
0:
0

il
SRR UsuBJID | AvAL | BASE | ABLFL
i 7.4 7.4 Y

7.4
33
88
88
33
250
250
250
250
250

21.1

Grade 3

Grade O

Grade 0
Grade 1
Grade 1
Grade 1
Grade 3

Grade O

Grade 3

Grade 3

Grade 0
Grade 0
Grade 0
Grade 0
Grade 0

Grade 0

Grade 0
Grade 3
Grade 1
Grade 1
Grade 1
Grade 2

Grade 3

Bi-directional Example using SHIFTy

Grade 0
Grade 0
Grade 1
Grade 1
Grade 1
Grade 1

Grade 3

Grade 3 to Grade 0

Grade 0 to Grade 1
Grade 0 to Grade 1
Grade 0 to Grade 1
Grade 0 to Grade 3

Grade 0 to Grade 3

Grade 1 to Grade 1
Grade 1 to Grade 1

Grade 1 to Grade 2
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Bi-directional Shift Variables Example

» ATOXGRL, ATOXGRH, and the corresponding baseline toxicity variables
were used to derive shifts in toxicity grade

» In this example, SHIFT1 is the shift from baseline in low direction toxicity
» Derived from BTOXGRL and ATOXGRL

» In this example, SHIFT2 is the shift from baseline in high direction toxicity
» Derived from BTOXGRH and ATOXGRH
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Clarification: Pre-ADSL Dataset Concept




Pre-ADSL Dataset Concept

Example of a possible

dataset creation flow
(As proposed in the
Rheumatoid Arthritis
Therapeutic Area User’s
Guide (RATAUG))

ADaMIG v1.2 text was
clarified to remove any
prescribed method of
creating ADSL

cdisc

<pre-ADSL>

[Population flags, treatment infio, baseline

cowvariates, stc.)

ADINT {optional)
[Individwal joint assessments;
with overriding applied for
non-evaluable joints, if
applicable)

|

ADINTSUM
[Calculates TIC28, TICES,
51C28, SICEE)

ADHAQ (optional]
{Individual HAQ results for
each question; with visit
windowing applied, if
applicable)

ADLE
{Includes
CRP, ESR,

FF}

ADVAS
{Includes
PTGADA,
PHGADA,

PTPAIN)

]

ADHAQSUM
{Calculates HAD domain
scores and HAT-DI)

b

ADEFFRA

[Calculztes ACR20/50/70,/90/n, DASZE, SDAI, CDAI, stc)

|

ADSL

Baseline values of derived composite scores combined with =11

variables from <pre-ADSL=




Other Changes




PARQUAL

» In the draft version of ADaMIG v1.2 that went through public review,
PARQUAL was included as a new permissible variable in BDS

» Due to confusion discovered during public review on when to use
PARQUAL, the ADaM team has determined that PARQUAL needs more
clarification and may be considered for a future release

» PARQUAL is not part of this release
» As in prior releases, there are no qualifiers allowed for PARAM

26



g "

T
. . ALT Screening 1 20 20 Y MIN
" ALT Screening 2 25 25 Y MAX
- ALT Week 1 19 20 MIN
e e ALT Week 1 19 25 MAX
P ALT Week 2 21 20 MIN
olie ALT Week 2 21 25 MAX
ALP Screening 1 25 27
- ALP Screening 2 27 27 Y

i o ALP Week 1 26 27

= ALP Week 2 24 27

- » In ADaMIG v1.1, the BASETYPE CDISC notes stated the following:

» If used for any PARAM within a dataset, should be non-null for all records of that dataset.

» BASETYPE is only defined for some of the parameters within a dataset

» In ADaMIG v1.2, the BASETYPE CDISC notes now state the following:

» If used for any PARAM within a dataset, should be non-null for all records for that PARAM within
that dataset

cdisc :




Relationship between Primary & Secondary Variables

The text within the CDISC notes for secondary variables was expanded to clarify its
relationship to the primary variable. Below is a typical example of this change.

SRS Primary Variable Secondary Variable | Secondary Variable

B CDISC Notes (v1.1 & v1.2) | CDISC Notes (v1.1) | CDISC Notes (v1.2)

[l for AGEGRYy for AGEGRyYN for AGEGRyN

*:=+  Character description of a The numeric code ~ Numeric representation of AGEGRYy. Orders the
“¥1 grouping or pooling of the for AGEGRYy. Orders grouping or pooling of subject age for analysis
subject's age for analysis the grouping or and reporting. There must be a one-to-

i purposes. For example, pooling of subject one relationship between AGEGRyN

AGEGR1 might have values age for analysis and and AGEGRYy within a study.
of "<18", "18-65", and ">65"; reporting. One-to-

AGEGR2 might have values one mapping to AGEGRyN cannot be present unless AGEGRy

of "Less than 35 y old" and AGEGRYy within a is also present. When AGEGRy and

"At least 35 y old". study AGEGRYyN are present, then on a given
record, either both must be populated or both
must be null.

cdisc .
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Team Rules

« Use published ADaM standards when possible
* Do not recommend a data flow

« Achieve harmonization of integrated ADaM data
« Consistent variable names, labels, definitions

34



Section 1: Integration, Simple and Complex




Integration, Simple and Complex

* Pool

« Aterm used in integration, typically in Statistical Analysis Plans (SAPSs), to define a
combination of subjects’ clinical trial experience which will be the focus of analysis

» Pools may include/exclude certain treatment periods
* Pools may define unique baseline and covariate values

* For example: A subject participates in both a double-blind (DB) study and an open-label (OL)
study. The integration SAP defines both a DB Pool and an active drug Pool. The analysis for
each pool will examine a different slice of this subject’s clinical trial experience

36



Integration, Simple and Complex

I T

Number of studies in which a subject was enrolled 1 >1

Multiple pools defined in SAP No Yes

cdisc
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Section 2: Structures for Simple Integration




Structures for Simple Integration

N

39



Structures for Simple Integration

« Subjects enroll in one study, the SAP does not define pools
* Only one set of treatment periods analyzed
* Only one definition for baselines and covariates

e Conclusion: ADSL, BDS, OCCDS classes sufficient

« Differences are minor
« STUDYID variable has more than one value
» Population flags that don’t apply for a study may be left missing and explained in the ADRG

cdisc
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Section 3: Simple Integration
Example (ISE)




Simple Integration Example (ISE)

« 3 phase Il studies
» Similar study design and statistical analysis
* No re-enrollment between studies
« Study-level ADaM datasets used consistent design

* Integration using study-level ADaM as the source
 Stacking

 Minimal harmonization efforts were needed

42



Simple Integration Example (ISE)

B
G R W
Y § /

Subject Level Analysis Dataset Basic Data Structure

43






Structures for Complex Integration

» Subjects enrolled in multiple studies and phases
« SAP defines Pools

* Pools may include/exclude certain treatment periods
* Pools may define unique baseline and covariate values

45



Structures for Complex Integration

« Two Studies: DB and OL
« Two Pools: DB and Active Drug
« Subjects may participate in one or both studies

 ADSL Affected?

« Treatment Variables, e.g. TRTSDT, TRTO1P
» Population Flags, e.g. ITTFL, SAFFL
» Covariates, e.g. AGE
+ Baselines, e.g. BMIBL

46



Structures for Complex Integration

» ADSL dataset using ADSL class:

Standard ADSL Variables DB Pool Variables

Overall values for all Values supporting
studies DB Pool

cdisc

Active Drug Pool
Variables

Values supporting
Active Drug Pool
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Structures for Complex Integration

Is this approach doable?

Challenges
 Variable naming/labeling
» Using correct variables for each pool

Implication for the Integration Standard (ADSL)
» For impacted variables, create new standard variables names with index

Feedback — Is there a simpler way?

48



IADSL Structure

cdisc
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JADSL Structure

« ADSL using IADSL class:

Standard ADSL Variables

Overall values for all studies

cdisc
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JADSL Structure

« ADSL using IADSL class:

POOL Standard ADSL Variables

Overall values for all studies

cdisc
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JADSL Structure

« ADSL using IADSL class:

POOL Standard ADSL Variables

‘OVERALL

Overall values for all studies

Values supporting DB Pool

‘ACTIVE

DRUG’ Values supporting Active Drug Pool

cdisc
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JADSL Structure

 Original one-record-per-subject ADSL preserved in the Overall pool
* One record for each subject in the Integration

 For other pools, create records only for subjects in pool
» Examine overall pool record to see why a subject is not in a pool

« Variables only populated when needed

+ If a covariate or baseline variable is not needed for a pool, there is no requirement to populate

It

53






ISS Example (IADSL)

cdisc

USUBIJID

MD-101
MD-101-01-007 MD10mg | MD20mg
MD-201-02-003

MD-201-02-004

"+ * Multiple Studies, Phases

Phase Il Proof of Concept

Phase Il Pivotal

OL Extension

MD-201 MD-301 MD-320
MD 10mg SOC 20mg MD 10mg MD 10mg

MD-201 MD-302 MD-320
SOC 20mg MD 10mg » S0C 20mg MD 10mg




" 1SS Example (IADSL)

"+ + Multiple Pools, Unique Periods, Baselines, Covariates

1 101, 201, 301, 302, 320 Overall Pool: Includes all periods. Support trea_tment overview o_f all
enrolled subjects, demographics
and disposition

5 301 302 Pivotal Pool: Includes all periods. Re- Support pooled safety and efficacy

’ enrollers counted as distinct subjects analysis of pivotal studies
for each enrollment.

3 201, 301, 302 Comparison Pool: Includes all periods. Support pooled safety analysis
between study drug and
comparators

COISC 56



ISS Example (IADSL)

¢ i"» « ADSL using IADSL class

. [row|usuBmD POOLN|POOL STUDIES TRT0IP |TRO1SDT [TROIEDT

“oia (1 |MD-101-01-007]1 OVERALL |MD-101 MD 10mg |2000-02-01|2000-02-07

i [vD201-02-003[1 OVERALL  |MD-201, MD-301, MD-320|MD 10mg |2000-08-10|2000-08-02

3 IMD-201-02-003 |2 PIVOTAL MD-301 MD 10mg [2001-08-21|2002-04-11
4 |MD-201-02-003(3 COMPARISON|MD-201, MD-301 MD 10mg |2000-08-10|2000-02-02
5 |MD-201-02-004]1 OVERALL  |MD-201, MD-302, MD-320|SOC 20mg|2000-08-28(2000-08-24
6  |MD-201-02-004]2 PIVOTAL MD-302 SOC 20mg|2001-09-06|2002-04-27
7 |MD-201-02-004]3 COMPARISON|MD-201, MD-302 SOC 20mg|2000-08-29]2000-08-24

cdisc -




ISS Example (IADSL)
¢ i"» « ADSL using IADSL class
. [Row[usuBJD POOLN[POOL STUDIES TRTOIP |TRO1SDT |TROIEDT
“oolt |MD-101-01-007(1 OVERALL MD-101 MD 10mg |2000-02-01{2000-02-07
~ |2 |mp-201-02-0031 OVERALL  |MD-201, MD-301, MD-320|MD 10mg |2000-08-10{2000-09-02
@ ly [MD-201-02-003]2 PIVOTAL MD-301 MD 10mg |2001-08-21|2002-04-11
4 MD-201-02-003(3 COMPARISON |MD-201, MD-301 MD 10mg [2000-08-10{2000-09-02
15 |MD-201-02-004|1 OVERALL MD-201, MD-302, MD-320|30C 20mg|2000-08-29|2000-09-24
6  |MD-201-02-004|2 PIVOTAL MD-302 SOC 20mg|2001-09-06|2002-04-27
7 |MD-201-02-0043 COMPARISON |MD-201, MD-302 SOC 20mg|2000-08-29|2000-08-24

58




0 | S |t | 4=

ISS Example (IADSL)
« ADSL using IADSL class
* |ROW|USUBJID POOLN|POOL STUDIES TRTO0IP |TR0OISDT [TROIEDT
' MD-101-01-007|1 OVERALL MD-101 MD 10mg |2000-02-01|2000-02-07
|2 |MD-201-02-003[1 OVERALL MD-201, MD-301, MD-320 |MD 10mg |2000-08-10{2000-09-02
MD-201-02-003|2 PIVOTAL MD-301 MD 10mg |2001-08-21|2002-04-11
MD-201-02-003 |3 COMPARISON [MD-201, MD-301 MD 10mg |2000-08-10|2000-09-02
MD-201-02-004|1 OVERALL  (MD-201, MD-302, MD-320|SOC 20mg|2000-08-29|2000-09-24
MD-201-02-004|2 PIVOTAL MD-302 SOC 20mg|2001-09-06|2002-04-27
MD-201-02-004(3 COMPARISON|MD-201, MD-302 SOC 20mg|2000-08-29|2000-09-24

cdisc
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IBDS & IOCCDS Structure




IBDS & IOCCDS Structure

* IBDS & IOCCDS:

Standard BDS/OCCDS Variables ADSL variables

OVE,R k- Overall values for all studies Values for Overall

Values supporting DB Pool Values for DB Pool

. N =

Values for Active
Drug Pool

8 DRUG’

Values supporting Active Drug Pool

cdisc
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IBDS & IOCCDS Structure

» Create a set of records for a pool if needed

« if there are pools 1, 2, & 3, AE analysis is done only for pools 2, 3, there is no need to create
pool 1 records in ADAE.

» Keep relevant records for a pool

« If there are studies A, B, C, and pool 2 only analyzes study B, it is fine to keep only records
from study B for pool 2
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IBDS & IOCCDS Structure

* Benefits
« Timing variables values may change by pool
* Analysis visit (AVISIT)
» AE start study day (ASTDY)
» Baseline record may change by pool
+ Baseline flag, baseline value, change from baseline (ABLFL, BASE, CHG)
 Slotting of date values may change by pool
+ Treatment emergence, concomitance (TRTEMFL, ONTRTFL)
 Right covariates merged in from ADSL for each pool
» for analysis on pool X, subset by POOL=X
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Section 5: ISS Example (IBDS)




ISS Example (IBDS)

« ADLB using IBDS class

USUEJID

POOL STUDYID| LESEQ|PARAM AVAL|ADT ADY[AVISIT ABLFL|TRTP
|MD-201-02-003(PIVOTAL MD-301 (1 Glucose (mg/dL)| 26 2001-08-21|1 Baseline Y MD 10mg
|MD-201-02-003(PIVOTAL MD-301 (2 Glucose (mg/dL)|87 2001-08-29|9 Week 1 MD 10mg

LD-201-02-003 | COMPARISON (MD-201 |1 Glucose (mg/dL) |95 2000-08-1011 Baseline Y LMD 10mg
MMD-201-02-003 | COMPARISON (MD-201 |2 Glucosze (mg/dL) |75 2000-08-17|2 Days 2-30 MD 10mg
MMD-201-02-003 | COMPARISON (MD-301 |1 Glucose (mg/dL) |96 2001-08-21|377 |Days 151-380 MD 10mg
LD-201-02-003 | COMPARISON (MD-301 |2 Glucose (mg/dL) |87 2001-08-28|355 |Days 351-200 LMD 10mg
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ISS Example (IBDS)

« ADLB using IBDS class

POOL STUDYID|LESEQ|PARAM AVAL|ADT ADY [AVISIT ABLFL|TETP
MD-201-02-003 |PIVOTAL MD-301 |1 Glucose (mg/dL) (96 2001-08-21)1 Baseline Y MD 10mg
|MD-201-02-003 |PIVOTAL MD-301 (2 Glucose (mg/dL) |87 2001-08-29|9 Week 1 MD 10mg
MD-201-02-003| COMPARISON|MD-201 |1 Glucose (mg/dL) |98 2000-03-10|1 Baseline Y MD 10mg
MD-201-02-003| COMPARISON|MD-201 |2 Glucose (mg/dL)|78 2000-038-17|8 Days 2-30 MD 10mg
MD-201-02-003| COMPARISON|MD-301 |1 Glucose (mg/dL)|96 2001-08-21|377 |Days 151-380 MD 10mg
MD-201-02-003| COMPARISON|MD-301 |2 Glucose (mg/dL)|87 2001-038-19|385 |Days 381-500 MD 10mg
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Section 6: FAQs and Conclusion




Frequently Asked Questions

Is the IADSL class required?

 No
Is there additional ADSL class support for Integration?
* No
Is the dataset name still ADSL?
* Yes

What about compliance checks/validation rules?

* New ADaM compliance checks will be developed for IADSL, IBDS, and IOCCDS classes
once document is final
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Frequently Asked Questions (2)

« What if USUBJID wasn’t correct and unique across studies?

» Sponsor is expected to have a process to identify the same person across studies, and to
consistently assign the same USUBJID value

* Integration document does not provide a way to handle incorrect USUBJID

« What if | have re-enrollers in different studies or other complicated
scenarios?
» See the Integration document for additional variables, suggestions, and detailed examples

 What about dataset size?
» Large datasets can be split using variables such as POOL

« Can | implement these new structures now?

» This is a draft document and possibly subject to change. Has not yet been included in any
regulatory agency data standards catalogs

cdisc
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Conclusion

 Draft Version 1.0 ADaM Data Structures for Integration is now out for Public

Review
* Register with CDISC
* Review the Document
* Review period closes May 21

*\We look forward to your review and
comments!

cdisc
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Questions & Answers

This is an SDTM related question -
in regards to stratification
variables coming from verification
source, where might you expect to
find that data in SDTM (would it be
represented in SDTM)?
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Questions & Answers

-+ 1n ADaM datasets that are a

i1 combination of parameters with bi-

.+ directional toxicity grading
together with parameters that only

... graded in one direction, how are

“v:* you storing the one direction

.. grading: in ATOXGR or ATOXGRL

or ATOXGRH (depending on the

direction)

cdisc y



4 Should the second record you had
shown in your slides for anemia
have been decreased?
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Questions & Answers

Is there a naming convention to be
i1 followed for pre-ADSL?




by

How can pre-ADSL be
incorporated into a Define.xml and
an ADRG?
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Questions & Answers

When creating Pre-ADSL, will this
need to be kept in the final ADAM
package, define, etc.?
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Questions & Answers

Can you give an example for
PARQUAL
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If we do ADSL at end for complicated
variables that depend on other ADaM
datasets and if those variables are 'core’
variables for analysis then those core
would not be in ADaM datasets (other
than ADSL). It makes sense to so, but
TCG recommends that all Core variables
should be in ADaMs that need them for
analysis. Any comments?

Here is the TCG text ... Core variables,
which include covariates presented in the
study protocol that are necessary to
analyze data, should be included in each
ADaM dataset, and are typically already
included in the ADSL dataset (See section
4.1.2.4).
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Questions & Answers

What is the recommended name
for pre-ADSL?
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Questions & Answers

would the V(erification) variables
be only filled in case of deviation
from original stratification?
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Questions & Answers

Does a pre-ADSL have to be
submitted, or is only referenced in
the adrg?
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Questions & Answers

Should all ADaM and ADaM Other
datasets start with AD?
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Questions & Answers

Pre-ADSL will cause P21 failure;
what should be done about it?
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Questions & Answers

Would we specify in the ADRG in
what order analysis datasets
should be run in cases where a
pre-ADSL is used?

87



Questions & Answers

Is this version of IG included in
pinnacle 21 directly after release
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Questions & Answers

Is data integration done in the
ADaM, not in the SDTM?
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Questions & Answers

-+ We have a case a subject

i1 participates in a feeder and

«--+  extension study; in the feeder the
“"t subject he/she is exposed to drug
Wi A+ drug b and in the extension
=20 only drug b. the pooling aims to
i find the cumulative exposure to
both drugA and B . how will this
handled in the iss?




Questions & Answers

For IADSL: How do we represnt if

same subject recieved different
-2+ dose in different study\?




Questions & Answers

Question on ASEQ: Should it be

unique within USUBJID over all
+--*+  pools or unique within each pool?




Questions & Answers

Can we apply these guidances
even though the documents have
not been published? will they be
accepted by regulatory agencies?
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Questions & Answers

Can we use it to keep multiple

records per subject for different
-+ cutoffs of the same study?




Questions & Answers

Slide 27 - How would NUMSTUDY
... i and UADSLFL be populated for the
«-¢  new structure (one record per
" subject per pool). Woulld
i NUMSTUDY follow STUDIES and
.ivt  be perthe pool for that record?

cdisc os



Questions & Answers

Will detailed specification

document needed for I- datasets?
-+ |f s0, any example?




Questions & Answers

Have there been extensive
discussions with the FDA and
PMDA about the IADSL structure?

Has it been taken (adopted?) by
them?
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Questions & Answers

- WIll splitted package for different
i1 pools still be an option?




Questions & Answers

% The defination of TRTAE in adae
i 7 may be different?
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Online Learning Management System Courses
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SDTM Module One. The CDISC standards, process, participants and an introduction to the

Study Data
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CDISC Online Course Enrollment: Q1 2019

* 1,457 online module orders
"1 <118 member training credit orders
- +10% more sales vs Q1 2018

* 300% sales increase between
first and last 30 days
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Top 5 Reasons Organizations Join CDISC:

' ’ 1 TO Support CDISC In the development Of NEW MEMBERSHP RATES (US$) - Effective 1 January 2019

: L g|0ba| Standards Total Number of Employees GOLD Member PLATINUM Member First Year PLATINUM Member
@ cacennc® in Organization Annual Fee Annual Fee One-Time Contribution

2. To access resources in the Members Only a0

M Area
i . f ey s . $6,695
3. To gain visibility in the marketplace.
$10,815
To ensure CDISC standards remain open &
fr ee 1,000-9,999 $22,145 $24,720
. $33,475
5. To impact the development of regulatory _
requirements for submissions 25.0000-45.969 $43.260

Annual fee +$4,120
Annual fee + $6,695
Annual fee + $10,815
Annual fee + $24,720
Annual fee + $33,475
Annual fee + $43,260

Annual fee + $59,740

Academic Institutions, Government Agencies, Non-Profit Organizations, please contact: memberhsip@cdisc.org for rates
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If Your Organization is a CDISC Member: Thank You!

Our members’ support allows us to continue developing standards, keeping
them free and accessible to all.

Not a Member? 52 T _ oy ‘. h;

. . Bore .  mu.teallel’

Join the collaborative efforts of A" o é
over 450 CDISC member organizations. " 0 S

o5t |

&
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