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Agenda

❑ Clinical Data Analysis Flow and Submission

❑ e-Submission Guidance 

❑ eCTD 

❑ eCTD Module 5 Structure  

❑ CDISC – SDTM and ADaM 

❑ SDTM/ADaM Development 

❑ OpenCDISC validation and reporting

❑ Data Reviewer’s Guides

❑ Define.xml and define.pdf

❑ Submission Plan

❑ Questions and Discussions
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e-Submissions Guidance

ICH eCTD Specification V3.2.2, 2008  

FDA e-submission Guidance
1999 Guidance, 2012 Draft  

Study Data Specification 

CDASH

SDTM 

ADaM

CDISC
FDA

ICH

CDER Common Data Standard Issues 

Document

Controlled Terminology

《eCTD技术规范（征求意见稿）》

《eCTD验证标准（征求意见稿）》

中国国家药审中心
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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)  
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eCTD Module 5 Structure



8

Submission File Structures
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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   
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Files for eCTD Module 5 - Dataset

❑ .xpt for SAS datasets

❑ .xml and .pdf for define files

❑ .pdf for reviewer’s guides, aCRF and other 

documents

❑ .txt for SAS programs

❑ .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
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2019年3月1日国家药审中心发布《eCTD技术规范（征求意见
稿）》和《eCTD验证标准（征求意见稿）》，这是我国eCTD申
报管理体系建设的重要里程碑，标志着我国实施eCTD申报进入
倒计时阶段；实施eCTD申报管理是国家药监局加入ICH后再次
与国际技术和标准接轨，对我国进一步建立完善审评审批体系
具有非常积极的意义。
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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
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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. 
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SDTM Domains

Datasets containing observations are classified into three classes: 

 Intervention: This class captures information regarding investigational 

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

 Events: This class captures occurrences and incidents occurred during 

study trial. Ex: AE, MH, DS, DV.

 Findings: This class captures observation resulting from planned 

evaluation. Ex: IE, LB, QS, PE, PC, PP, SC, VS.

Special Purpose Domain:  

 Include subject level data and do not conform to any of the three classes of 

observation datasets.

 Examples are: 

 Demographics (DM)

 Comments (CO)

 Subject Visits (SV)

 Subject Elements (SE)
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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. 
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ADaM

❑ ADSL – Subject Level Analysis Datasets: treatments, 

population flags, demographic and disposition information, 

and other 1- record per subject variables to support 

stat analysis

❑ 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   

❑ OCCDS (Occurrence Data Structure) – ADAE, ADCM

❑ ADaM OTHERS - Other Datasets
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Analysis-Ready ADaM Datasets

❑ 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.

➢ 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. 
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SDTM Mapping Project Overview

Annotating CRF Pages 

SDTM Datasets

Mapping Specification

Development/Validation 

of SDTM Datasets
e-Submission Package 

(XPT, aCRF, Define.xml 

Study Data Reviewer’s Guide)
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ADaM Mapping Project Overview

SAP/Table Shells 

ADaM Datasets

Mapping Specification

Development/Validation 

of ADaM Datasets

e-Submission Package 
(XPT, Define.xml 

Analysis Data Reviewer’s Guide)
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SDTM / ADaM 

OpenCIDSC Validation Reports

▪ OpenCDISC Reports

▪ Common Errors

▪ Warning Messages

▪ Compliance Reports
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Annotated CRF Pages
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SDTM define - I
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SDTM define - II
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ADaM define - I
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ADaM Define - II  

Parameter Value Lists

Individual Dataset Description

Controlled Terms

Analysis Derivation
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Data Reviewer’s Guide
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Reviewer’s Guide - List of Datasets
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Reviewer’s Guide – Individual Datasets
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Reviewer’s Guide - Conformance Summary
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Reviewer’s Guide - Submission of Programs
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Sponsor Study Data Standardization Plan

❑ Study Data Technical Conformance Guide (Guide) provides specifications, 

recommendations, and general considerations on how to submit standardized study 

data

❑ 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.

❑ The SDSP should include, but is not limited to the following: 

1. List of the planned studies 

2. Type of studies (e.g., phase I, II or III) 

3. Study designs (e.g., 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

❑ 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 

➢ 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. 

❑ General Considerations: SDTM, SEND, and/or ADaM
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Traceability in e-Submission Package
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THANK YOU!

Questions? 

Discussion


