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eCTD Submission Modules

Electronic Common Technical Document (eCTD):

Five modules in the eCTD
- Module 1 - Administrative information and prescribing information
- Module 2 - CTD summary documents
- Module 3 - Information on quality
- Module 4 - Nonclinical study reports
- Module 5 — Clinical study reports
- Tabular listing of all clinical studies
- Study reports
- Case report forms
- Datasets (SDTM, ADS, SAS programs, Define, Stat review Aids)



eCTD Module 5 Structure

Figure 1: Folder Structure for Study Datasets
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Folder Name

Submission

Folder Level Description/Contents

Refers to the eCTD module in which study data is being
submitted. Name this folder m4 for nonclinical data and

File Structures

module
[ ] m5 for clinical data. Do not place files at this level.
Resides within the module folder as the top-level folder
for study data (nonclinical or clinical) being submitted for
datasets the specified module (m4 or m5). Do not place files at
this level.
Name this folder with the study identifier or analysis
[study] type performed (e.g., study123, iss, ise). Do not place
Y files at this level.
Contains folders for analysis datasets and software it Place split legacy analysis datasets in this subfolder.
analysis programs; arrange in designated level 6 subfolders. Do spli
not place files at this level. Place software programs for legacy analysis datasets,
Contains subfolders for ADaM datasets and programs tables and figures in this subfolder.
adam corresponding software programs. Do not place files at Place miscellaneous datasets that don’t qualify as
this level. misc analysis, profile, or tabulation datasets in this subfolder.
datasets Place ADaM datasets in this subfolder. This subfolder was formerly named “listings”.
solit Place any split ADaM datasets in this subfolder. profiles Place patient profiles in this subfolder.
Place software programs for ADaM datasets, tables and p Contains subfolders for tabulation datasets. Do not
programs figures in this subfolder. tabulations place files at this level.
Contains legacy formatted analysis datasets and
dg Y ; Y lace il 4 Place legacy (non-standardized) tabulation datasets in
legacy corresponding software programs. Do not place files at leac this fold
this level. gacy Is Tolaer.
datasets Place legacy analysis datasets in this subfolder. Place any split legacy tabulations datasets in this
split subfolder.
4 sdtm Place SDTM tabulation datasets in this subfolder. Should
only be used in m5 for clinical data.
split Place any split SDTM files in this subfolder.
Place SEND tabulation datasets in this subfolder. Should
send only be used in m4 for animal data.
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eCTD Module 5
(General Rule for Folders)

No empty folders

CDISC compliant data to “sdtm” and “adam” sub-
folder

Non CDISC-compliant datasets to “legacy” sub-folder
Possible to have both “legacy” and “sdtm”/“adam”
External files, PK data, dictionary coding change
summary to “legacy” sub-folder

ISS/ISE can be treated as individual study



Files for eCTD Module 5 - Dataset

O .xpt for SAS datasets

d .xml and .pdf for define files

O .pdf for reviewer’s guides, aCRF and other
documents

 .txt for SAS programs

4 .txt for EXCEL sheet files
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eCTD File Naming Conventions

» No cap case (low case)
t-aesumm.sas (not T-AESUMM.sas)

» No underscore (dash is OK)
t-aesumm.sas (not t_ aesumm.sas)

» Don't use file name too long

11



= BERGmBEEEEZmE R L

CENTER FOR DRUG EVALUATION, NMPA
\ : 3 MINL S

EEUE: SRR TR - EI A S>> alE

@@ (eCTDEAMIE) Fl (eCTDRIERM) gm@

AHEMSSERHGRDANT, BEREDAT CEFRETEHIRIERESNNRaETRmelsa=il) (7= (2017]
42) 9EXEESR, IIRESHEEIT=ILESAERR, EERaRIsEEE TIBME o0 (electronic Common Technical
Document) EREHTEHIRHISE, RHREEEES T (eCTDEAFEE ((ERENNS) » A (eCTDRIEIRNE (IERER
) » . HAEte A FTaEREI.

AT (eCTDIRAFEE (IERSINS) ) f {cCTDRIFRE (MERENE) » BHT=ENTFEHRE, FRIERSIE
BHER 7SR OIETTRES— IRt BacHFimsEili=s. eI AT RIERENRHSASTIE T,
ESErEIEE SR, RECTDERNIEUAGHFSKITICE SISEGEE, ARSI, 8iF5%.

EERUGMHZEERE (RIESENER) EX20195:35831 Ha@Ed FaMERIEESF0.

BEA: E=H8R BES

EBFHEFA: lihi@cde.org.cn, yincx@cde org.cn

@: TSI

20194E3 H 1 H ExRZG 8 .0 kA (eCTIDEARIMIE (ERE L
) ) M (eCTDEEAME (EREBEARE) Y , XA ECTDH
HEEARBERNEEEREM, HEEFRELHE.CTDEREIRIAN
BITHIT BB ; SLieCTDEE IR E B A E X 25 W /A ICHE BIX
5EEFEEAMMERES, NRE#F—PEILEEFIEEFRER
AFIEERRHE X,

BEFESRASSEERGAE TR0
201953518 O Alinczitz

12



CDISC

Clinical Data Interchange Standard Consortium
(CDISC) is a global, open, multidisciplinary, non-
profit organization that has established standards to
support the acquisition, exchange, submission and
archive of clinical research data and metadata

CDASH: Clinical Data Acquisition Standards
Harmonization

SDTM: Standard Data Tabulation Model
ADaM: Analysis Data Model

SDS: Submission Data Standards

DDT: Data Definition Tables

13



Standard Data Tabulation Model (SDTM)

The SDTM provides a general framework for describing the
organization of information collected during human and animal studies.

The model is built around the concept of observations, which consist of
discrete pieces of information collected during a study. Observations
normally correspond to rows in a dataset.

Each observation can be described by a series of named variables.
Each variable, which normally corresponds to a column in a dataset,
can be classified according to its Role.

Observations are reported in a series of domains, usually
corresponding to data that were collected together. A domain is
defined as a collection of observations with a topic-specific
commonality about a subject.

SDTM allows reviewers to develop a repository of all submitted studies
and create stand alone tools to access, manipulate and view the study
data.

14



SDTM Domains

Datasets containing observations are classified into three classes:
e Intervention: This class captures information regarding investigational

treatment, therapeutic treatment and procedures. Ex: CM, EX, SU.

e Events: This class captures occurrences and incidents occurred during
study trial. Ex: AE, MH, DS, DV.

e Findings: This class captures observation resulting from planned
evaluation. Ex: IE, LB, QS, PE, PC, PP, SC, VS.

Special Purpose Domain:

e Include subject level data and do not conform to any of the three classes of
observation datasets.

e Examples are:

Demographics (DM)
Comments (CO)
Subject Visits (SV)
Subject Elements (SE)

15



Controlled Terminology

Controlled Terminology is defined as the terminology that
controls the value of any variable.

In almost all of SDTM domains, there are some variables which
always have controlled terminology associated with them. If
any variable is defined in the SDTMIG with the Controlled
Terms or Formats as ACN, NY, STERF, NCOMPLT etc., then
all the values of this variable must be populated using the
Controlled terminology.

16



ADaM

1 ADSL - Subject Level Analysis Datasets: treatments,

population flags, demographic and disposition information,
and other 1- record per subject variables to support
stat analysis

J BDS — Basic Data Structure.

Used for tests, results, finding data such as Lab, vital,

ECG, PK, TTE etc.

Vertical structure

One record per subject per analysis parameter per time point
Derived results are created as records similar to raw records
Easy for analysis table (select different parameters, and
different time points or derived tests

L OCCDS (Occurrence Data Structure) — ADAE, ADCM

O ADaM OTHERS - Other Datasets

17



Analysis-Ready ADaM Datasets

O Datasets should be “analysis-ready,” meaning it should contain all of
the variables needed for the specific analysis, so that the analysis can
be replicated by performing the actual statistical test without first
having to manipulate data.

VVVY

YV VYV

baseline values

stratification or grouping variables,

selection flags (e.g., population flag),

predictor variables (also known as explanatory variables,
independent variables, or covariates),

response variables (also known as dependent variables),
supportive variables for complex predictors and/or responses,
supportive variables to facilitate traceability.

18
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ADaM Mapping Project Overview
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SDTM / ADaM

OpenCIDSC Validation Reports

= OpenCDISC Reports

= Common Errors

= Warning Messages

= Compliance Reports

Dataset Summary _ = ¥ _ _ _
Dataset Description Class Source Hecords Hejectz Errors Warnings Mot E;;“a-:set ED;i::;nptlon gllj:s:.l RS Source Fle-con]:l; Fle|eclso Errars U Uarnmgo: NDIIGEZS
Dhd Demographics FLRFOSE 15 1] 1 4 87 EASICOETE
DS Dizposzition EVENTS 264 1] 1] 1] 0 ADCH Analysis Dataset for Conmeds STRUCTURE 953 0 3 0 1
Oy Pratocol Deviations EVENTS 361 0 0 32 0 Analysis Dataset for Orug
EG ECG Test Aesults FINDIMNGS 1813 0 0 2274 0 ADDA Accountability 591 0 0 1 a
Ex Exposure 5 253 0 130 776 il ADDS Analysiz Dataset For Disposition 264 a a 1 a
Findings About Events or AT S:::ifiizrl.j:taset ferFratace! 381 [ [ 1 ]
Fa Interventions FINDIMNGS 7038 1] 13402 0 EASICDETA
GLOBAL  Global Metadata 0 i i 1 0 ADEG Analysis Datazet for ECG STRUCTURE 1926 0 0 106 1
IE Inclusion Exclusion Criteria Not Met FINDINGS il 1] 1] 1 0 EASIC OATA
Irrnunogenicity Specirnen ADER Analysis Datazet for Exposure STRUCTURE 1263 0 0 0 1

15 Assessrent FINDINGS 432 ] ] 78 0 ADFA About 2 1 1 1 ]
LE |_abaratory Test Fesults FINDINGS 53554 i 143 109591 0 ) BASICDATA
MH Medical Histary EVENTS 1051 1 1 1 1 ADISADA  Analysis Dataset for S04 Z‘LFSEIUCE:;zI?i 443 a a 1 1
FC Pharmacokinetic Concentrations FINDINGS 300 1] 1] avn 0 AOLE Analysis Dataset for Lab STRUCTURE RITET 0 0 787 1
FE Phusical Examination FINDINGS 2635 a a 1 0 BASICDATA
as Cuestionaire FINDIMGS 05795 ] ] 106276 0 ADLEEM Analysis Dataset for Biomarker STRUCTURE J4g4z a 1223 4894 1
SE Subiect Elernents PLRPOSE 169 0 0 2 2 . :I"S*:EES Dataset for Medical st " " . "
SIPPAE Supplernental Oualifiers For AE FELATIOMSHIP 131 1] 1] 1] 0 Enalysis Datasetfor PR EESICOATE
SUPPCHM Supplernental Oualifiers for Ch RELATICNSHP 7999 1] 1] 1] 0 ADPC Concentrations STRUCTURE a00 0 0 1 1
SUPFDA Supplernental Qualifier For DA RELATIONSHF 324 1] 1] 1] 0 Analysis Datazet for Physical EASICDATA
SLIFFDrM Supplernental Qualifiers For D RELATIONSHIP il 1] 1] 1] 0 ADFE Exam STRUCTURE 2635 o o 1 1
SUPFDS _ Supplemental Lualifier for DS RELATIONSHP & o o o 0 ADQISEAS| Analysis Dataset for Q5-EAS] 2?:&%?3;2 51304 0 0 22309 1
SLFFDY Supplernental Qualifiers For O RELATIONSHIP 361 1] 1] 1] 1] EASICDATE
SUFFEG  Supplemental Qualifier for EG RELATIONSHIP 484 i i 73 i ADESIGE  Analysis Dataset for QS-GA STRUCTURE GEaD a a 3017 1
SLIFFE Supplernental Qualifiers for EX RELATIONSHP 4600 0 0 0 0 EASICOATA
SUPFF& Supplernental Qualifier for Fa RELATIONSHP 8618 0 0 0 0 ADQSNRS  Analysis Datazet for Q5 - MRS g‘;’;‘f;;g?i 40805 o o ToT4 1
SUPPIS Supplernental Qualifiers for 1S RELATIONSHP 428 a a 0 0 .
SUFFLE  Supplementsl Qualifiers for LB RELATIONSHIP 261776 i i i i ADRSPEA Anslysis Dataset for LIS-PGA g;zfg;ﬁi iz v v had !
SUPPKH ~ Supplermental Qualifiers for bH RELATIONSHIP 1881 0 0 0 0 ADQSQOL  Analysis Dataset for Q5-Q0L STRUCTURE TITEZ 0 0 2a248 1
SUPFPE Supplemental Qualifiers for PE RELATIONSHP 2BE a a a 0 ADCQSSCO EASICDATA
SUFPES  Supplemental Qualifier for 5 RELATIONSHIF 7 i i i 0 laj Analysis Datasetfor GS-SC0R  STRUCTURE 34146 a a 4859 1
SUPFSY  Supplemental Qualifiers for S RELATIONSHF 1444 0 0 7 U ape I i o . . s .
SUPPRP Supplernental Qualifiers for XP RELATIONSHIP 96 a 1] 96 0 Diata for the Time to Event EASICOATA
S Subiject Visit PURPOSE 1244 0 0 1 1] ADTTE Analyzes STRUCTURE B2 0 0 0 1
Th Trial &rmns THIAL DESIGH [ 1] 1] 1] 0 EASICDATA
TE Trial Elerments TRIAL DESIGH 4 il il il il ADYS F\nalgsis Datazet for Wital Signs STRUCTURE 7T a a 380 1
Tl Trial Inclusiond Exclugion Criteria__ TRIAL DESIGN 2 0 0 0 G . pnalisic Dataset for Backgioud - BASICDATA asza . . . .
TS Trial Surnmary TRIAL DESIGH 63 0 2 1 0 EESEEETE
TV Trial Visits TRIAL DESIGN 27 i i i 0 ADRP Analysis Datazet for Procedures  STRUCTURE 15 0 3 0 1
K] Vital Signs FINDIMGS 7418 1] 1] 2437 0 Diefinesml  Diefine.szml o i) 8 i) o
HE Backgroud Treatrnent 5 8855 1] 1] 8855 0 GLOEAL Global Metadata o a a a o
P Clinical Procedure EVENTS 16 0 0 3 i Tatal EFEEE | 1257 6215 ]
Tatal szzegz [ 276 244329 74
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Annotated CRF Pages

.| acrf.pdf - Adobe Acrobat Pro

File Edit View Document Comments Forms Tools Advanced Window Help ®

j Create - @ Combine - ﬁg Collaborate ~ ,_;J Secure - /’ Sign -~ |%| Forms - & Multimedia ~ ¢ Comment -

OB AL #% 0 /126 m| ) K| @@ 126% - o (] Find - .

|§ Bookmarks 0

h

| ' v6.0 RRFO7
L2l =1 By visit
5l screening
Y Treatment Period
5 Follow-up
Y eos
B unscheduled Visit
Bl Early Termination
B other Forms

[m

DS=Disposition |

DM=Demographics

Form: Demography [ DSCAT=PROTOCOL MILESTONE™ |

Generated On: 13 Nov 2014 03:31:46
| DSSCAT="INFORMED CONSENT" |

Subject Initial (IVRS Integrated field) VAL e SUPFDMONATS NI
= By Domain | . :
 AE DSSTDTC when DSDECOD="INFORMED CONSENT UNDER ORIGINAL PROTOCOL"
o8 g Date of Informed Consent (IVRS Integrated neld) e
B cm
I #f co Date of Birth (IVRS Integrated field) S
Hpm )
I wH ps Sex (IVRS Integrated field) SEX |
I B EG
| f e Age AGE
I B Fa |
| Bl E L . L
| B [ Protocol version in effect at time of first informed
8 consent DSTERM when DSDECOD="INFORMED CONSENT UNDER ORIGINAL PROTOCOL" l_
& MH
. | ETHNIC
- K pe Ethnicity
=]
- 58] os
i ] . | RACE
B Investigator's Race (choose only one primary race) i
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SDTM define - |

SDTM-IG 3.1.2

Annotated Case Report Form
Reviewers Guide

Complex Algorithms
Tabulation Datasets

Value Level Metadata
Controlled Terminology
Computational Algorithms
Comments

Tabulation Datasets for Study CDISCO01 (SDTM-IG 3.1.2)

Dataset Description Class Structure Purpose Keys Location Documentation
TA Trial Arms TRIAL DESIGN One record per planned Tabulation | STUDYIDY, ARMCD, TAETORD ta.xpt
Element per Arm
TE Trial Elements TRIAL DESIGN One record per planned Tabulation | STUDYID, ETCD te.xpt
Element
TI Trial TRIAL DESIGN One record per I/E criterion | Tabulation | STUDYID, IETESTCD ti.xpt
Inclusion/Exclusion
Criteria
TS Trial Summary TRIAL DESIGN One record per trial Tabulation | STUDYID, TSPARMCD, TSSEQ | ts.xpt
summary parameter value
TV Trial Visits TRIAL DESIGN One record per planned Tabulation | STUDYID, VISITNUM, ARMCD tv.xpt
Visit per Arm
oM Demogaraphics SPECIAL One record per subject Tabulation | STUDYID, USUBIID dm.xpt See Reviewer's Guide, Section 2.1 Demographics
PURPOSE Reviewers Guide
SE Subiject Elements | SPECIAL One record per actual Tabulation | STUDYID, USUBJID, SESTDTC, | se.xpt

(1R =l Tl = Elamant mar cobaact CCCRIMTT TACTADM CTON



SDTM define - Il

Value Level Metadata

Value Level Metadata - DA [DAORRES]

Variable Length / Controlled Terms or Format Derivation/ Comment
Display
Format

DAQORRES DATESTCD EQ DISPAMT (Dispensed Amount) integer 2 CRF Page 19

DAQORRES DATESTCD EQ RETAMT (Returned Amount) integer 2 CRF Page 19

Value Level Metadata - EG [EGORRES]

Variable Where

Length / Controlled Terms or Format Derivation/Comment

Display
Format

EGORRES EGTESTCD EQ INTP (Interpretation)

text 8| ["ABNORMAL", "NORMAL"] CRF Page 12
<Interpretation: Criginal Results:>

Controlled Terms

Action Taken with Study Treatment [CL.ACN, C66767]

Permitted Value {Code)

DOSE NOT CHANGED [C49504]

DOSE REDUCED [C48505]

DRUG INTERRUPTED [C43501]

DRUG WITHDRAWN [C49502]

Domain Abbreviation (AE) [CL.AE.DOMAIN, C66734]

Permitted Value (Code) Display Value (Decode)

AE [C49562] Adverse Events

Method

Algorithm to derive
AEENDY

Computational Algorithms

Type

Computation

Description
AEENDY = AEENDTC -RFSTDTC+1 if AEENDTC i5 on or afte

Algorithm to derive
AESTDY

Computation

AESTDY = AESTDTC - RFSTDTC+1 if AESTDTC is on or afte

Algorithm to derive the
AETRTEM flag

Computation

AETRTEM = "¥" if Adverse Event was not present prior tc

Algorithm to derive AGE

Computation

Age at Screening Date (Screening Date - Birth date). For
Complex Algorithms (complexalgorithms.pdf)

Algorithm to derive
CLSIG

Computation

Only created if value qualifies as potentially clinically sigr

Algorithm to derive
CMENDY

Computation

CMENDY = CMENDTC - RFSTDTC +1 if CMENDTC is on or :
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ADaM-IG 1.0

Computational Notes

Analysis Data Reviewer's Guide
Analysis Datasets
Subject Level Analysis Dataset (ADSL)

Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis
Analysis

Dataset for ECG (ADEG)

Dataset for Exposure (ADEX)
Dataset for Flare (ADFLARE)
Dataset for ADA (ADISADA)
Dataset for Lab (ADLB)

Dataset for Biomarker (ADLBEBM)
Dataset for Pk Concentrations (AD
Dataset for Physical Exam (ADPE)
Dataset for QS-EASI (ADQSEASI)
Dataset for Q5-1GA (ADQSIGA)
Dataset for QSNRS (ADQSNRS)
Dataset for Q5-0OTH (ADQSOTH)
Dataset for Q5-PGA (ADQSPGA)
Dataset for Q5-QOL (ADQSQOL)
Dataset for Q5-SCOR (ADQSSCOF
Dataset for Time to Event (ADTTE
Dataset for Vital Signs (ADVS)
Dataset for Background Trt (ADXE
Dataset for Adverse Events (ADAE
Dataset for Conmeds (ADCM)
Dataset for Drug Accountability (A
Dataset for Disposition (ADDS)
Dataset for Protocol Deviations (Al
Dataset for Findings (ADFA)
Dataset for Medical History (ADMH
Dataset for Procedures (ADXP)

Parameter Value Level Metadata
ADEX [AVAL]
ADEX [AVALC]
ADISADA [AVALC]
ADLBBM [AVALCAT1]

AMTTC TADTT

I 2

ADaM define - |

Standard

Study Name

Study Description

Protocol Name

Metadata Name

Metadata Description 1

Analysis Datasets for Stu

Dataset  Description Class Purpose Keys Location Documentation
ADSL Subject Level Analysis Dataset | SUBJECT LEVEL ANALYSIS One record per subject Analysis | STUDYID, USUBJID adsl.xpt
DATASET

ADEG Analysis Dataset for ECG BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis | STUDYID, USUBJID, PARAM, PARAMCD | adeg.xpt
per analysis timepoint

ADEX Analysis Dataset for Exposure BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis [ STUDYID, USUBJID, PARAM, PARAMCD | adex.xpt
per analysis timepoint

ADFLARE | Analysis Dataset for Flare BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis [ STUDYID, USUBJID, PARAM, PARAMCD | adflare.xpt
per analysis timepoint

ADISADA | Analysis Dataset for ADA BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis [ STUDYID, USUBJID, PARAM, PARAMCD | adisada.xpt
per analysis timepoint

ADLB Analysis Dataset for Lab BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis | STUDYID, USUBJID, PARAM, PARAMCD | adlb.xpt
per analysis timepoint

ADLBBM Analysis Dataset for Biomarker | BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis | STUDYID, USUBJID, PARAM, PARAMCD | adlbbm.xpt
per analysis timepoint

ADPC Analysis Dataset for Pk BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis | STUDYID, USUBJID, PARAM, PARAMCD | adpc.xpt

Concentrations per analysis timepoint
ADPE Analysis Dataset for Physical BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis [ STUDYID, USUBJID, PARAM, PARAMCD | adpe.xpt
Exam per analysis timepoint

ADQSEASI | Analysis Dataset for QS-EASI BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis | STUDYID, USUBJID, PARAM, PARAMCD | adgseasi.xpt
per analysis timepoint

ADQSIGA | Analysis Dataset for QS-IGA BASIC DATA STRUCTURE One or more records per subject per analysis parameter Analysis [ STUDYID, USUBJID, PARAM, PARAMCD | adgsiga.xpt

per analysis timepoint

25



ADaM Define - Il

Individual Dataset Description

Subject Level Analysis Dataset (ADSL) [Location: adsl.xpt]

olled Terms

Dasefine Record Flag [CLABLIL]

permitted value (Code)

Source/Derivation/Comment
STUDYVID Study Identifier 1] text 12| 1 * DM.STUDYID
<Study [dentier>
USUBJID | Unique Subject Identifier | 2| text 22 Predecessor: DM.USUBJID
SUBJID Subject Identifier for the text 9 Predecessor: DM.SUBJID 2
S arameter Value Lists
SITEID Study Ste Identifier text 6 Predacessor: DMSITEID
COUNTRY | Country text 3| countr Predecessor: DM.COUNTRY
COUNTRYF | Country Full Name text 14 | Country Full Name Assigned:
Assign country full name according to 1503166 Parameter Value List - ADEX [AVAL]
AGE Age integer 8 Predecessor: DMAGE Variable Where Type Length / Controlled Source/Derivation/Comment
AGEU Age Unes text 5 Predecessor: DMAGEU. Display Terms or
Format Format
AGEGR Age Group. text >=40-<65", Derived: AVAL BARAMCD = float 5 Derived:
If 18<=AGE <40 then AGEGR=">=18-<40; if 40<=AGE <65 then AGEGR='>=40 SCOMCAT" (Compliance For "<80%" set to 1; For ">=80%" set to 2.
AGEGR=">=65; if AGE is missing then AGEGR="Unsure’, Category)
AGEGRN Age Group (N) integer 8 Assigned: AVAL PARAMCD = "ESCOMP" (Compliance | float 5 Derived
AGE as follows: '=1; " ‘=2 >=65'=3; 1 (%)) Set to (ESTAKN/ESPLAN)=100 and keep 2 decimal points
Sex Sex text 1 Predecessor: DM.SEX AVAL PARAMCD = "ESEXPOYR" (Patient | float 5 Derived
Years of Exposure) Set to ESDURN/365.25 and keep 2 decimal points
sexmn sex (N integer B Assigned:
R4 e AVAL PARAMCD — "ESOPCAT2" (Obs. float 5 Derived:
if sex=M then sexn=1; else if sex=F'then sexn:
Period Duration Category) Assigned sequentially from 1 for each categories in AVALC
RACE Race text 41|Race Predecessor: DM.RACE
Race (V) o = 7 ” AVAL PARAMCD = "ESOPDCAT" (Obs. float 5 Derived:
RACEN e eger isigned:
Period Duration Cumulative
il bani on RACE e Folows: WHETEF =15 S NCK OR APRICA AMERICA Perod bu Assigned sequentially from 1 for each categories in AVALC
"AMERICAN INDIAN OR ALASKA NATIVE'=4; ‘NATIVE HAWAIIAN OR OTHER PACH
REPORTED, other=996 AVAL PARAMCD = float 5 Derived
RACEOTH | Race, Other text 27 | Race, Other Predecessor: DM.RACEOTH ;ESC:DU'(‘[')‘ (Ot;)servamﬂ Period Set to ADSL.LASTVSDT-ADSL.RFSTDT+1
uration (Days:
RACEGR1 | Pooled Race Group 1 text 20 Raoled Race Group 1 Derived:
1 BAFEAMLITE bhne BAFEAD Y < lhlhan’ alea i BAFE LI AFY AD AEDIF AR MMM AVAL PARAMCD = "ESPLAN" (Total float 5 Derived:
Number Planned) 1.Subset all records with EXKIT~=_; 2.Keep distinct EXTPT. If EXTPT has duplicates, keep the one with latest date. All unscheduled
doses on different dates will be kept; 3.5ort all the records by EXSTDTC, find the latest one. If the latest one is schedulded with
EXTPT=week x, calculate the plan dose number by x+1; if the latest ane is uncheduled, calculate the plan dose number by the
Contro"ed I e rms integer part of (unscheduled dose date-first dose date+1)/7 plus 1;

Description of Actual Arm [CLACTARM]

300 mg dupumat 2w

[300mg g ot
208 o s oo

[590 ma e
ot Teted
=

Description of Actual Arm Cade [CLACTARMCD]

Parmittod Valus (Cods) Display Valus (Dacods)

Analysis Derivations
Method

Algorithm to derive ADAE.ADURN

Type

Computation

Analysis Derivation

ENDT - ASTDT + 1 if both AENDT and ASTDT are not missing

Algorithm to derive
ADAE AEEOTPFL

Computation

If .<ASTDT<=ADSL.EOTPDT and TRTEMFL="Y" then AEEOTPFL-

Algorithm to derive ADAE.AEFUFL

Computation

If ASTDT>ADSL.EOTPDT>. and TRTEMFL=

then AEFUFL=

oupLsE 300 95 Q2w 500 ma dpama 2
[ pupmunss 300 m qew 200 mg dupikmats 4w |
vt 300 0 Gow 300 ma duphanan s

[ouPuman 300 o qw 550 mg g |
wormr ot eeseea

[rcaaan s ]

Algorithm to derive
ADAE AEHPSSFL

Computation

For AEDECOD in computational Note #8, set AEHPSSFI
Computational Notes

; see Computational Note #8.

Algorithm to derive ADAEAENDT

Computation

Imputed Numeric Date derived from AEENDTC. See details in computational note #5
Computational Notes

Algorithm to derive ADAE.AENDY

Computation

Derived based on AENDT and first dose date: If . <AENDT<first dose date then AENDY=AENDT-first dose date; Else if . <first dose date<=AENDT then AENDY=AENDT-first
dose date+1; Else AEND!

Algorithm to derive ADAEAENEW

Computation

If SUPPAE.AEPSP="New event” then set to 'Y'’; otherwise set to 'N;

Algorithm to derive ADAEAENTM

Computation

Numeric time derived from AEENDTC

Algorithm to derive ADAE.AEREL

Computation

if not missing(AE.AEREL) then =AE.AEREL; if missing then ="RELATED"

Algorithm to derive ADAE.AESIOL

Computation

See Computational Note #6.
Computational Notes

Algorithm to derive
ADAE AESIO1FL

Computation

See Computational Note #6.
Computational Notes
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Reviewer’s Guide - List of Datasets

3.3 SDTM Subject Domains
7.
o i U
S| & | 5| &~ |Related
= ¥ = =9 "
E| 5 z| = Using Observation
Dataset— Dataset Label S| “ | RELREC | Class
AE - Adverse Events X X Events
CE - Clinical Events X Events
CM - Concomitant Medications X X Interventions 5.2 Analysis Datasets
CO - Comments X Special Purpose The analysis datasets are listed in the following table:
DA - Drug Accountability X Findings
c:3 .
DM - Demographics X | X Special Purpose F pl ozf | d TE
. . Dataset - gl |£8 3 § - .E = Structure
DS - Disposition X Events Dataset Label - E = E 5 8 £ 3 £ 'F:“
Z RS = 4 ==
. = S35
DV - Deviations X Events =]
. SUBJECT
EG - ECG Test Results X X Findings —J—’;DSL Subject LEVEL . ‘
i | evel Analysis ANALYSIS X One record per subject
Dataset DATASET
- 7si OTHER
%}‘ﬂ x One record per subject per
Adverse Events event
ADCM - rsi OTHER
D:‘IT':E]:S'S e One record per subject per
Conmeds - medication
%ﬁ% BDS X One record per subject per
m : drug accountability record
ADDS — Analysis OTHER One record per disposition
Dataset for X status or protocol milestone per
Disposition subject
ADDV — Analysis BDS
" Dataset for e One or more records per
Protocol Deviation : subject per protocol deviation
ADEG - Analysis BDS One or more records per
‘Dataset for ECG X subject per analysis parameter
- per analysis timepoint
ADEX - Analysis | OTHER
Da For % One or more records per
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Reviewer’s Guide - Individual Datasets

3.3.1. AFE - Adverse Events

The AE domain includes events that were captured as free text. The reported terms for the adverse events
(AETERM) were coded using MedDRA version 18.0. The following table presents the different levels of
teryns used in the coding.

Variable Description

AESOC Primary System Organ Class
AESOCCD Primary System Organ Class Code
AELLT MedDRA Lowest Level Term
AELLTCD MedDRA Lowest Level Term Code

AEDECOD Dictionary-Derived Term

AEPTCD MedDRA Preferred Term Code
AFHLT MedDRA High Level Term
AEHLTCD MedDRA High Level Term Code
AEHLGT MedDRA High Level Group Term

AEHGLTCD MedDRA High Level Group Term Code
AEHGLTCD MedDRA High Level Group Term Code

The external file “AE List.xlsx” is used to identify the skin infection adjudication.

Adjudication of Adverse Events (AE)

“Skin Infection” event includes data from CRF AE page and the adjudication is done by study medical
monitor, in a blinded fashion before DBL. The process is specified as below:
a. The data are retrieved all AE terms with HLT and/or PT, etc. (see AE listing)
b. Study medical monitor will review all adverse events to identify terms (HLT and/or PT)
consistent with skin infection event (Yes/No)
c. The results of adjudication are included in domains AE or SUPPAE

5.2.1 ADSL - Subject Level Analysis Dataset

Structure: One record per subject.

Source: DM, SUPPDM, VS, DS, SUPPDS, CM, SUPPCM., EX, SV, QS, MH, DV, IE,SUPPEX,
SUPPMH, SUPPQS

The subject level dataset ADSL contains required ADaM variables for demographics, treatment groups,

and population flags.

In addition, it contains the following baseline variables:
Variable Description
WTGRFASN Baseline Weight Group (N) - FAS
WTGRFAS Baseline Weight Group -FAS
WGTBL Baseline Weight (kg)
HGTBL Baseline Height (cm)
BMIBL Baseline BMI (kg/'m2)
BSABL Baseline Body Surface Area (%)
IGABL Baseline IGA
EASITSBL Baseline EASI Total Score
GISSTSBL Baseline GISS Total Score
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Reviewer’s Guide - Conformance Summary

6. Data Conformance Summary

6.1 Conformance Inputs

s  Were the analysis datasets evaluated for conformance with CDISC ADaM Validation Checks?

Yes, using Pinnacle 21 Enterprise covered the CDICS ADaM Checks v 1.3

¢  Were the ADaM datasets evaluated in relation to define.xml?

Yes.

¢ Was define.xml evaluated?

Yes. Pinnacle 21 Enterprise covered the CDICS ADaM Checks v 1.3

6.2 Issues Summary

The analysis datasets have been checked using OpenCDISC. All violation or error messages have been
reviewed and reported as follows:

£

Dataset(s) Diagnostic Message Severity Count Explanation

and/or Check ID and/or
Issue
Rate

ADCM Required variable is not Error 2 | The datasetis a hierarchical occutrence
present structure, the message is notrelevant to

this structure.

ADCM Neither AVAT nor Error 1 | The datasetis a hierarchical occutrence
AVALC are presentin structure, the message is notrelevant to
dataset this structure.

ADEG APHAGSE is present but Warning 1 | This study only have one period, hence
APERIOD is not present APERIOD was not derived.

ADEG DTYPE value notfound | Warning 105 | Values are added into the extensible

i1 Miasizrati ae Trreal

Aandalict Thinin a nraanikiann smanonera
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Reviewer’s Guide - Submission of Programs

7. Submission of Programs

This section describes all SAS programs related to the integrated summary of efficacy (ISE) included in
the submission. It also includes some results metadata in order to allow the reviewer to establish a link
between an ISE output table and the data. Step-by-step instructions describe how a reviewer can run the
submitted SAS programs.

7.1 Programs Description and Flowchart

The following SAS programs are included in the ISS-ISE submission package:

e The SAS macro and utility programs that are used in the dataset creation programs and result
programs (see Appendix 2)
e The SAS programs that created the ISE analysis datasets (see Appendix 3)
oﬁuﬁﬂ—uh«rgams that produced ISE analysis results (tables, figures and listings, e.g. TFL) (see
Ctrl+Click to follow link

Figure 1 illustrates the process used in the analysis dataset creation programs:

e cstablishing the environment with LIBNAME references for source and output data and standard
templates;

e using project-specific macros for standard formats, parameter naming conventions and visit
windows;

e reading in source data;

e deriving analysis variables:

¢ producing the permanent SAS dataset.

Figure 2 illustrates the process used in the analysis TFL creation programs:
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Sponsor Study Data Standardization Plan

O Study Data Technical Conformance Guide (Guide) provides specifications,
recommendations, and general considerations on how to submit standardized study
data

O For clinical and nonclinical studies, sponsors should include a plan (e.g., in the IND)
describing the submission of standardized study data to FDA. The Study Data
Standardization Plan (SDSP) assists FDA in identifying potential data standardization
issues early in the development program.

O The SDSP should include, but is not limited to the following:
1. List of the planned studies
2. Type of studies (e.qg., phase I, 1l or Ill)
3. Study designs (e.qg., parallel, cross-over, open-label extension)
4. Planned data standards, formats, and terminologies and their versions or a
justification of studies that may not conform to the currently supported standards
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FDA Study Data Guide — Data and Traceability

1 General Considerations: SDTM, SEND, and/or ADaM

» Variables in SDTM and SEND: Required, Expected, and Permissible -
Baseline flags, EPOCH designators, Study Day variables (--DY)

» Trial Summary (TS) dataset will be used to determine the time of study
start.

O Study Data Traceability

An important component of a regulatory review is an understanding of the provenance of the
data (i.e., traceability of the sponsor’s results back to the CRF data). Traceability permits an
understanding of the relationships between the analysis results (tables, listings and figures in
the study report), analysis datasets, tabulation datasets, and source data. Traceability enables
the reviewer to accomplish the following:

* Understand the construction of analysis datasets
Determine the observations and algorithm(s) used to derive variables
Understand how the confidence interval or the p-value was calculated in a particular
analysis
% Relate counts from tables, listings, and figures in a study report to the underlying data

)
0‘0

X3

*
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Traceability in e-Submission Package

Protocol Statistical |
DMP __________ DCE::EL::‘NEE.‘:S ............... Review
SAP Aid (SRA)

Traceability — Transparent - Trust - Decision
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Questions?

Discussion
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