EXAMPLE
Study Data Standardization Plan (Checklist)
(SDTM, ADaM and CDASH)


1. The first point of contact for CBER regarding electronic submission of data is the review office for questions about content or structure.  Technical questions regarding SDTM, ADaM and CDASH submission can be addressed to CBER.CDISC@fda.hhs.gov
2. This Study Data Standardization Plan (checklist) should be used by Sponsor/Applicant to create the plan for submission of electronic data in SDTM, ADaM and CDASH to CBER.  This checklist can be included in any meeting packet (e.g. pre-IND and pre-BLA) sent to CBER.

3. At the meeting any changes to the checklist are to be discussed and documented. The Study Data Standardization Plan (checklist) can be used in pre-IND meeting, end of phase I meeting, end of phase II meeting, prior to pivotal study meeting and pre-BLA meeting. The items in the checklist that do not fit the sponsor’s study status can be left blank. 

4. CBER encourages the use of CDASH standards (domains and CRF*) to collect the clinical trial datasets as early as the pre-IND stage.

5. If the study datasets have not been collected in CDASH formats, then CBER encourages the conversion into SDTM and ADaM standard formats before final submission.

6. The Study Data Standardization Plan (checklist) should be revised as necessary during the clinical trial and data collection. For example, the checklist for pre-IND can be modified correspondingly in pre-BLA submission.

7. If sponsor used different domains in each phase of study, then sponsor should develop a separate new sheet for SDTM and ADaM DATASETS for each study.
8. Customized domains need to be explained to reviewers. Why do you think that specific datasets could not be put into an existing domain?

9. CBER encourages the sponsor use define.xml format or live links for the Study Data Standardization Plan (checklist).
10. A legacy data folder will be required if SDTM datasets were converted from legacy data in the final submission but will not be included in this checklist. The checklist is only for SDTM, ADaM, CDASH and CDISC compliant datasets.
11. Each submission should include Study Data Standardization Plan (checklist). There might be multiple clinical studies in one submission. Please insert a new sheet for each study for SDTM Datasets and ADaM Datasets.
12. Sponsor/Applicant should include a finalized Study Data Standardization Plan (checklist) with the final submission. 
13. Study Data Standardization Plan (checklist) can be combined with a Study Data Reviewer’s Guide in any submission.
*CRF: Case Report Form
1.  GENERAL SUBMISSION INFORMATION
	Name of Product
	Stress Vaccine

	Description
	Product to minimize stress

	FDA Assigned Number
	Unknown

	Company Name
	DICCS Company

	Contact Name
	Suzie SDTM

	Contact Phone Number
	999-999-9999

	Contact Email Address
	suzie@sdtm.com

	Planned Submission
Date
	December 31, 2010


2.   SUMMARY OF CLINICAL TRIAL PLAN (no more than half page), Example:

The purpose of this clinical trial is to assess the safety and the body's immune response (body's defense against disease) to an experimental H1N1 influenza vaccine in healthy adult and elderly populations. The trial will enroll up to 450 healthy adults ages 18 and older with no history of H1N1 infection or vaccination. Two hundred individuals will be 18-64 years old, and the other 200 will be greater than or equal to 65 years of age. Participants will be randomly assigned to 1 of 2 possible vaccine groups: group 1 will receive 15 mcg of H1N1 vaccine; group 2 will receive 30 mcg of H1N1 vaccine. Both groups will receive vaccine injections on days 0 and 21 in the arm muscle. Study procedures include: medical history, physical exam, maintaining a memory aid, and blood sample collection. Participants will be involved in study related procedures for approximately 7 months.

	Study Type:
	Interventional 

	Study Design:
	Allocation: Randomized
Endpoint Classification: Safety/Efficacy Study
Intervention Model: Parallel Assignment
Masking: Double Blind (Subject, Investigator, Outcomes Assessor)
Primary Purpose: Prevention

	Official Title:
	A Phase II Study in Healthy Adult and Elderly Populations to Assess the Safety and Immunogenicity of an Unadjuvanted H1N1 Influenza Vaccine Administered at Two Dose Levels


3. STANDARD VERSION NUMBER (Circle)

	SDTM
	1.1
	1.2
	1.3

	SDTMIG
	3.1.1
	3.1.2
	3.1.3

	ADaM
	NA
	2.1
	2.1

	ADaM IG
	NA
	1.0
	1.0

	Define.xml
	1.0
	1.0
	1.0

	Define.xml
	2.0
	2.0
	

	MedDRA Version
	MedDRA Version 8 or later
	

	CDASH
	v. 1.0
	


4. SDTM DATASETS (insert a new sheet for each study)

	STUDY ID: RPR118635_101
	TITLE: Open label, safety, tolerance, and PK study of single doses of H1N1 Influenza Vaccine administered to patients 

	TYPE
	DOMAIN
	Select Domains to be Submitted

(X)
	COMMENTS

	Trial Design

	
	TA
	 FORMCHECKBOX 

	

	
	TE
	 FORMCHECKBOX 

	

	
	TI
	 FORMCHECKBOX 

	

	
	TS
	 FORMCHECKBOX 

	

	
	TV
	 FORMCHECKBOX 

	

	Special Purpose

	
	CO
	 FORMCHECKBOX 

	

	
	DM
	 FORMCHECKBOX 

	DM datasets from all 6 individual studies were concatenated together to form one final SDTM.DM dataset.

	
	SE
	 FORMCHECKBOX 

	

	
	SV
	 FORMCHECKBOX 

	

	Interventions

	
	CM
	 FORMCHECKBOX 

	CM datasets from all 6 individual studies were concatenated together to form one final SDTM.CM datasets.

	
	EX
	 FORMCHECKBOX 

	EX datasets from all 6 individual studies were concatenated together to form one final SDTM.EX dataset.

	
	SU
	 FORMCHECKBOX 

	

	Events

	
	AE
	 FORMCHECKBOX 

	AE datasets from all 6 individual studies were concatenated together to form one final SDTM.AE dataset.

	
	CE
	 FORMCHECKBOX 

	

	
	DS
	 FORMCHECKBOX 

	DS datasets from all 6 individual studies were concatenated together to form one final SDTM.DS dataset.

	
	DV
	 FORMCHECKBOX 

	

	
	MH
	 FORMCHECKBOX 

	

	Findings

	
	DA
	 FORMCHECKBOX 

	

	
	EG
	 FORMCHECKBOX 

	

	
	IE
	 FORMCHECKBOX 

	

	
	LB
	 FORMCHECKBOX 

	

	
	MB
	 FORMCHECKBOX 

	

	
	MS
	 FORMCHECKBOX 

	

	
	PC
	 FORMCHECKBOX 

	

	
	PE
	 FORMCHECKBOX 

	

	
	PP
	 FORMCHECKBOX 

	

	
	QS
	 FORMCHECKBOX 

	

	
	SC
	 FORMCHECKBOX 

	

	
	VS
	 FORMCHECKBOX 

	

	Findings About

	
	FA
	 FORMCHECKBOX 

	

	Relationships

	
	RELREC
	 FORMCHECKBOX 

	

	
	SUPPQUAL
	 FORMCHECKBOX 

	AE, CM, DM, EX

	Custom

	
	
	 FORMCHECKBOX 

	When creating customized domains, there are rules that need to be followed.  For examples, please visit http://www.cdisc.org/sdtm, page 20 of SDTMIG 3.1.3  section 3.2.2 CONFORMANCE

	
	
	 FORMCHECKBOX 

	Spell out the acronyms


5.  ADaM DATASETS (insert a new sheet for each study)

	STUDY ID: RPR118635_101
	TITLE: Open label, safety, tolerance, and PK study of single doses of H1N1 Influenza Vaccine administered to patients


	TYPE
	DOMAIN
	Select Domains to be Submitted(X)
	                              COMMENTS

	

	
	ADSL
	 FORMCHECKBOX 

	

	
	BDS
	 FORMCHECKBOX 

	Basic Data Structure-ADAE, ADLB, ADUPPLAE….

	
	Custom
	 FORMCHECKBOX 

	


6. SDTM DATASETS (Integrated Summary Dataset for Safety and Efficacy)

	SDTM Domains – Domain Label
	Efficacy
	Safety
	Other*
	CDASH Domains♣
	Related Using RELREC
	List Studies Included
	Phases

	AE - Adverse Events
	
	X
	
	X
	CM, DS
	AA1, AA2……
	Phase 1, 2, 3

	CE - Clinical Events
	X
	
	
	
	
	AA1, AA2……
	Phase 1, 2, 3

	CM - Concomitant
Medications
	X
	X
	
	X
	AE, FA
	AA1, AA2……
	Phase 1, 2, 3

	CO - Comments
	
	
	X
	            X
	
	AA1, AA2……
	Phase 1, 2, 3

	DM - Demographics
	
	
	X
	X
	
	AA1, AA2……
	Phase 1, 2, 3

	DS - Disposition
	
	
	X
	            X
	AE
	AA1, AA2……
	Phase 1, 2/3

	EX - Exposure
	
	
	X
	X
	
	AA1, AA2……
	Phase 1, 2/3

	FA - Findings About
	X
	X
	
	
	CM, MH
	AA1, AA2……
	Phase 1, 2/3

	LB - Laboratory Test

Results
	X
	X
	
	            X
	       MS, MB
	AA1, AA2……
	Phase 1, 2/3

	LB1 - Hematology
	
	X
	
	            X
	
	AA1, AA2……
	Phase 1, 2/3

	LB2 - Chemistry
	
	X
	
	            X
	
	AA1, AA2……
	Phase 1, 2/3

	LB3 - Biomarkers
	X
	
	
	            X
	
	AA1, AA2……
	Phase 1, 2/3

	MH - Medical History
	
	
	
	      X
	FA
	AA1, AA2……
	Phase 1, 2/3

	SE - Subject Elements
	
	
	X
	
	
	AA1, AA2……
	Phase 1, 2/3

	SV - Subject Visits
	
	
	X
	           
	
	AA1, AA2……
	Phase 1, 2/3

	MB-Microbiology   Specimen


	
	
	
	
	      MS, LB
	AA1, AA2……
	Phase 1, 2/3

	MS-Microbiology Susceptibility Test


	
	
	
	
	     MB, LB
	AA1, AA2……
	Phase 1, 2/3

	EG-ECG test results
	X
	X
	
	
	
	AA1, AA2……
	Phase 1, 2/3

	TA, TE, TS.... and more
	
	
	
	
	
	
	

	Customized domains
	        
	       X
	
	           
	
	AA1, AA2……
	Phase 1, 2/3

	Multiple SUPP--Datasets
	       X
	
	     X
	
	
	AA1, AA2……
	Phase 1, 2/3


    Note: please list all SDTM domains that sponsor is planning to submit 
   *other: not relevant to safety and efficacy
   ♣ If the datasets are not collected in CDASH but are converted from legacy datasets into SDTM formats, then the column should be left 
      blank 

7.  ADaM DATASETS (Integrated Summary Datasets for Safety and Efficacy)
	Dataset – Dataset
Label
	Efficacy
	Safety
	Other*
	Related Using RELREC
	List Studies Included
	PHASE
	SDTM domains

	ADSL-- Subject-Level Analysis Dataset
	        X
	X
	
	       DM, DS, TE
	AA1, AA2..
	Phase 1, 2/3
	DM, TE, TS

	ADQSADAS-Analysis Datasets for Questionnaire Alzheimer’s Disease Assessment Scale
	X
	
	
	       DM, TA, TE 
	AA1, AA2…
	Phase 1, 2/3
	TA, TE, TS…

	ADLB†-Analysis Datasets for Laboratory Test
	X
	X
	
	AE, FA
	AA1, AA2…
	Phase 1, 2/3
	VS, EG, LB…

	ADAE†--Analysis Datasets for Adverse Events
	
	       X
	
	       AE, LB
	AA1, AA2…
	Phase 1, 2/3
	AE, EG, LB…

	Additional Customized domains
	
	
	
	
	AA1, AA2…
	Phase 1, 2/3
	…..

	Multiple SUPP--Datasets
	        
	
	
	
	AA1, AA2…
	Phase 1, 2/3
	…..


   Note: please list all ADaM domains that sponsor is planning to submit
   *other: not relevant to safety and efficacy

   †Customized domains
8.   TRACEABILITY of ADaM and SDTM DATASETS/CDASH 
a.   EFFICACY DATASETS
	LIST ADaM ANALYSIS
DATASETS
	LIST STUDIES
APPLICABLE TO
ADaM DATASETS
	LIST SDTM DOMAINS USED
TO CREATE
ADaM DATASETS
	LIST CDASH DOMAINS USED TO CREATE SDTM♣
	       COMMENTS

	       ADSL
	  *AA1, AA2…
	 DM, TE, TS
	  DM
	

	ADQSADAS
	  AA1, AA2…
	   TA, TE, TS…
	
	

	      ADLB
	AA1, AA2… 
	VS, EG, LB…
	 VS, EG, LB…
	

	      ADEG
	  AA1, AA2…
	   EG, LB…
	   EG, LB…
	

	
	
	
	
	


             * AA1, AA2: STUDYIDs
             † ADaM dataset structures do not have counterparts in the submitted SDTM datasets. So it might need to explain        

                 the underlying rationale
            ♣ If the datasets were converted from legacy datasets into SDTM formats, then the column should be left blank. 
      b.   SAFETY DATASETS
	LIST ADaM ANALYSIS
DATASETS
	LIST STUDY
APPLICABLE TO
ADaM DATASETS
	LIST SDTM DOMAINS USED
TO CREATE
ADaM DATASETS
	LIST CDASH♣ DOMAINS USED TO CREATE SDTM
	       COMMENTS

	ADAE
	*AA1, AA2… 
	AE, VS, EG, LB…
	  AE, VS, EG,  

  LB…
	

	        ADEG
	  AA1, AA2…
	  EG
	  EG
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


*AA1, AA2: STUDYIDs

                †ADaM dataset structures do not have counterparts in the submitted SDTM dataset. So it might need to explain 
                the underlying rationale
              ♣ If the datasets were converted from legacy datasets into SDTM formats, then the column should be left blank. 

9.   SUPPLEMENTAL QUALIFIERS
       NOTE: Add rows as necessary for all SUPPQUAL variables
	Supplemental
Qualifier
Domain
	Qualifier
Variable
Name (QNAM)
	Qualifier Variable
Label (QLABEL)
	Corresponding CRF Question or Derivation
information
	Explanation

	SUPPAE
	AEPTCD
	Preferred Term Code
	Assigned value from external coding dictionary
	SUPPAE created to capture additional levels of Adverse Event coding not defined in the AE domain.

	SUPPAE
	AEHSTDTC
	Hospitalization Start Date
	Subject was hospitalized from
	No corresponding variable 
in the AE domain.

	SUPPAE
	AEHENDTC
	Hospitalization End Data
	Subject was hospitalized to
	No corresponding variable in 
the AE domain.

	
	
	
	
	


10.  APPENDIX
GENERAL CONSIDERATIONS

The ideal time to implement SDTM standards is prior to the conduct of the study. Use of CDASH- designed case report forms allows for a simplified process for creation of SDTM domains. It is strongly encouraged that discussions with FDA review divisions regarding use of SDTM data standards take place as early as possible in the review cycle, such as at end of phase 2, rather than pre- submission. If a sponsor decides to convert clinical trial data to SDTM that was originally collected in non-SDTM format, it is important to note that the resulting SDTM data should support the accompanying analysis data sets and sponsors’ reports (study reports, etc.).

FDA has received numerous “CDISC-like” applications over the past several years in which sponsors have not followed the CDISC implementation guides.

The SDTM Implementation Guide (SDTMIG) should be followed carefully (CDISC.org). Section

3.2.2 of the SDTMIG provides general criteria conformance with the SDTM data model. These criteria should not be interpreted as the sole indication of the adequacy of submitted CDISC data, however, they should be followed unless otherwise indicated. If there is uncertainty with regards to implementation, the sponsor should discuss with the division.

For analysis datasets, sponsors should refer to the current ADaM Implementation Guide. It is expected that significant discussion between the sponsor and FDA clinical and statistical reviewers will be necessary to appropriately determine which analysis datasets as well as dataset content are needed to support application review.

It is understood that CDISC data standards are evolving and that there may be instances in which the current implementation guides do not provide specific instruction as to how certain clinical trial data should be represented. In this instance, sponsors should discuss their proposed solution with the review division and submit supporting documentation at the time of submission that describes these decisions/solutions.

FDA would prefer that sponsors submit the define file in both .pdf and .xml formats.

CDISC legacy data conversion: It is strongly preferred that sponsors design their phase 3 trials using CDISC-defined data elements which allow for much easier SDTM domain creation (such as is possible with use of CDASH-specified CRFs).  Conversion of non-CDISC data to CDISC format at the end of the drug development process is more challenging and if pursued, sponsors must ensure that converted SDTM datasets support key analyses contained in the sponsor’s study/integrated reports. In addition, the accompanying analyses datasets should be derived from the SDTM data sets and also must support the analyses contained in the sponsors’ reports.

TERMINOLOGY
Field entries for CDISC specified variables should use the CDISC Controlled Terminology which can be found at the NCI Enterprise Vocabulary Services (http://www.cancer.gov/cancertopics/terminologyresources/page6).
It is strongly preferred that the WHO DRUG Dictionary terminology be used for the concomitant medications domain. The generic WHO Drug term should be used for the CDISC standardized medication name variable. The SDTM medication class variable (CMCLAS) should be used to represent the WHO Drug level 3 ATC term (pharmacological subgroup) associated with the standardized medication name.

When using MedDRA for adverse events and past medical history terms, sponsors should exactly follow the spelling and case of the MedDRA terms. Sometimes clinical trials are conducted at different times during the development cycle which results in the use of different versions of MedDRA from one study to the next. It is expected that the Adverse Event data set for the Integrated Summary of Safety include MedDRA preferred terms from a single harmonized version of

MedDRA.

For variables/field entries for which no standard terminology exists, the sponsor may propose their own terminology. Please provide supporting documentation that describes the non-standard terminology that is used.

No numerically coded variables should be submitted as part of the SDTM datasets.

It is expected that common dictionaries are used across all trials and throughout the submission for each the following: adverse events, concomitant medications, procedures, indications, study drug names, and medical history. Implementation of such dictionaries should be careful to exactly follow the spelling and case specified by the dictionary (for existing dictionaries such as MedDRA) or according to a single consistent sponsor specification if no pre-existing terminology exists.

SDTM DOMAINS
SUPPQUAL is a dataset domain in SDTM. It is intended to include data variables that are not specified in SDTM. SUPPQUAL datasets are often used as a “waste-basket” for data elements that the sponsor is not sure what to do with. Discussion needs to occur if the sponsor intends to include important variables (that support key analyses) in the SUPPQUAL domains. One way to deal with this issue for important data elements that are likely to be needed to support review work, is to ensure that analysis datasets are prepared in a way that includes these and other relevant data elements.

In the DM domain (Demographics), if ARMCD (‘Planned Arm Code’) equals “SCRNFAIL’ then ARM  (‘Description of Planned Arm’) must equal “Screen Failure’ There is also terminology (NOTASSGN) for subjects who are not screen failures but, for other reasons, are never assigned to an arm.  Uncertainty occurs in the situation that a subject was randomized, however, did not receive treatment for other reasons. The recommended solution for this situation is to use the terminology of ‘NOTTXD’ for the ARMCD variable and ‘Not Treated’ for the ARM variable, and make a comment in the define.xml regarding the use of this terminology. For ARMCD, the arm entry is equal to the therapy the patient was randomized to, even if they mistakenly were treated under a different arm. However, there is no current variable included in the DM domain that denotes actual therapy received which can be used to determine the safety population. For example, if a subject is randomized to one arm, but then actually receives therapy in accordance with a different arm, there is no variable in the DM dataset that captures this. The recommended solution for this is to include in the DM dataset a variable called “ACTARM” with a label of “Actual Arm”.  Terminology for this variable should include the name of the arm that the patient was treated under (consistent with the terminology used for the ARM and ARMCD variables) and patients must have received at least one dose of drug in order to have a treatment arm entry for this variable.  

The DM variable “RFENDTC” should correspond to the date/time of last exposure to study treatment. Also, the variable “RFSTDTC” should represent the start date/time of active study drug exposure (or placebo exposure for subjects who are receiving only placebo). There is also a need for a variable that represents the date/time for when the subject ended participation/follow-up in the trial. This variable should be called “RFTREDTC” with a label of “Reference Trial End Date.”  In the DM domain, each subject should have only one single record.

The EX domain. Exposure: Provide the exposure data in a consistent format across all the studies

(“one record per dose per day”).

DS domain: Deaths: The current SDTM version 3.1.2 does not address the need for a unique place for recording deaths. To simplify our safety analysis, for each patient who died there should be one record in the Disposition (DS) domain where DSCAT=’DISPOSITION EVENT’ and DSDECOD=‘DEATH’. When there is more than one disposition event the EPOCH variable should be used to distinguish between them so that if the death occurred during the treatment period EPOCH=’TREATMENT’ and if the death occurred during the follow-up period EPOCH=’FOLLOW-UP’. Other values may be used for epoch depending upon the terminology used in the trial design model datasets.

AE domain (Adverse events): There is currently no variable in the AE domain that indicates if a variable was “treatment emergent.” FDA would like the AE domain to include all adverse events recorded in any way in the patients’ case report forms. An additional variable (called TREMR, label “Treatment emergent”) should be added to the AE domain that indicates if the event was or was not treatment emergent. This variable should be a simple yes or no (Y/N) response. In addition, the AE domain does not include variables for levels of the MedDRA hierarchy other than the preferred term or system organ class levels. To address this issue, sponsors should include the following variables: LLT (Lower Level Term), HLT (High Level Term), and HLGT (High Level Group Term). The field entries for these terms should exactly follow the MedDRA terminology. Also, please include an EPOCH variable in the AE domain. This will allow the reviewer to easily determine what phase of the trial the AE occurred during (i.e., screening, on-therapy, follow-up…). The SOC variable entry should represent the MedDRA-defined, primary mapped SOC. The SDTM Implementation Guide states that sponsors have the choice to use secondary mapped SOC in place of primary mapped SOC as they wish, however, FDA generally does not agree with this.

Custom Domains: The SDTM Implementation Guide does allow for the creation of custom

domains if the data do not fit into an existing domain. Custom domains are highly discouraged. Prior to creating a custom domain, sponsors should confirm that the data do not fit an existing domain and also check the CDISC website for domains added after the most recent published implementation guide. If necessary, sponsors should follow the recommendations in the SDTM Implementation

guide for how to create a custom domain (Whenever creating the customized domains, there are the rules need to be followed. For example, please visit http://www.cdisc.org/sdtm at page 20 of SDTMIG 3.1.3 section 3.2.2 CONFORMANCE). The required variables (STUDYID, DOMAIN, USUBJID,--SEQ) should be included.
LB Domain (Laboratory): The size of the LB domain is often quite large and can exceed the clinical reviewers’ ability to open the file using standard-issue computers. This issue can be addressed by splitting the large LB dataset into smaller data sets according to lab type: chemistry (named “LBC”), hematology (named “LBH”), UA (LBU), serology (LBS), etc.  Splitting it other ways (by subject or file size, etc.) makes the data less useable. Sponsors should submit these smaller files in addition to the larger non-split standard LB domain file. File size of 400 megabytes is usually fine, however, it is recommended to confirm this with the review division.

ADaM DOMAINS (ANALYSIS DATASETS)
In determining how to create CDISC analysis datasets for submission to FDA, sponsors should refer to the ADaM Implementation Guide. Close adherence to the ADaMIG is expected and any specific questions that result from attempts to adhere to these documents should be discussed with the review division.

A careful assessment of which analysis datasets will be needed should occur. Sponsors must submit analysis datasets with their application to support key analyses. Additionally, it is important to remember that SDTM datasets do not have core variables (such as demographic and population variables) repeated across the different domains. The need for such duplication of core variables across various domains can be fulfilled through their inclusion in the corresponding analysis

datasets. This need is sufficient for the purposes of justifying a request for analysis datasets. For example, the SDTM adverse event dataset does not allow for the inclusion of variables such as treatment arm, sex, age, or race. These and other variables may be included in an adverse event analysis dataset.

ADSL is the subject level analysis dataset for ADaM. FDA expects all CDISC submissions to include this ADaM-defined dataset along with the other supporting analysis datasets. In addition to the variables specified for ADSL in the ADaM Implementation Guide, it is expected that the sponsor will include multiple additional variables representing various important baseline patient characteristics. A few examples could include: disease severity scores such as APACHE scores or FINE scores; baseline organ function measurements such as calculated creatinine clearance or

FEV1; range categories for continuous variables; numeric date variables in non-ISO format such as

SAS or Oracle.

ADAE is the ADaM adverse events domain. As with the AE domain, it is preferred that the ADAE domain include variables for grouping-term levels of the MedDRA hierarchy.  Also, sponsors should explain how they intend to represent events which were not treatment emergent or those terms which could represent efficacy endpoints.

VARIABLES
CDISC data standards categorize variables as being Required, Expected, and Permissible. Some sponsors have interpreted Permissible variables as being optional. However, for the purposes of submission of CDISC data to FDA, all permissible variables for which data were collected or for which derivations are possible should be submitted. Examples of some of the permissible variables that FDA expects to see include:

•
Baseline flags for Laboratory results, Vital Signs, ECG, Pharmacokinetic, Microbiology results

•
EPOCH designators

•
STDY variables in SE or other findings domains

•
Exposure – total dose

Naming conventions (variable name and label) and variable formats should be followed as specified in the implementation guides.

Dates: Dates in SDTM domains should conform to the ISO8601 format. Examples of how to implement this are included in the SDTMIG. Because of the usefulness of numeric date formats in common software/systems used in FDA, it is expected that for the ADaM datasets, dates be also provided using numeric formats such as SAS and/or Oracle dates. Follow the same CDISC format for dates across all the trials and datasets. If no time measurements are available, the sponsor should truncate the format at the T instead of submitting dates with a T:00:00:00 attached to the end.

USUBJID: Each individual patient must be assigned a single unique identifier (USUBJID) across the entire submission. An individual subject should have the same unique identifier across all datasets including SDTM and ADaM. Do not add leading or trailing spaces in any dataset.

Derived variables: The sponsor should be encouraged to include in the SDTM domains derived variables which essentially represent derived extensions of existing variables (although not to the exclusion of those existing variables). An example would be the following:  a creatinine clearance is derived from a patient’s measured serum creatinine (and other variables). This could be represented in the LB data set with LABTEST equal to calculated creatinine clearance. Of course, supporting documentation must be provided to describe the methods of calculation and the original data elements, if collected, that were used to derive the variable should still be submitted.

Imputed data:  SDTM should not include any imputed data. If there is a need for data imputation, this should occur in an analysis dataset and the relevant supporting documentation must be provided.

COMMON ERRORS
The define.xml does not validate. Please refer to www.cdisc.org/define-xml for instructions. Here sponsors can find the white paper for XML Schema Validation for Define.xml which provides guidance on validating define.xml version 1.0 documents against the define.xml XML schemas. Prior to submission, a sponsor may submit their define.xml for testing to determine whether it validates. The submission of a define.xml is expected with all CDISC applications. If sponsors would like to also include a define.pdf document additionally, this would be ok. 
Invalid ISO8601 date format. All dates in the SDTM domains must conform to the ISO8601 format. ADaM datasets can have numeric date formats such as SAS or ORACLE.

Begin date must be ≤ to end date. This is a common error. Examples include a concomitant medication or adverse event begin date that is after the end date.

Required variable not found. A Required variable is any variable that is basic to the identification of a data record (such as the unique subject identifier) or is necessary to make the record meaningful. Required variables must always be included in the dataset and cannot be null for any record.

Inconsistent value for standard units.
Invalid value for preferred term. This occurs when the sponsor has not accurately represented the

MedDRA preferred term as it appears in the MedDRA terminology.

If ARMCD (‘Planned Arm Code’) equals “SCRNFAIL’ then ARM  (‘Description of Planned Arm’) must equal “Screen Failure’.  Uncertainty occurs in the situation that a subject was not a screen failure, however, did not receive treatment for other reasons. A recommended work-around for this situation is to use the ‘SCRNFAIL’ and ‘Screen Failure’ terminology for ARMCD and ARM variables respectively and make a comment in the define.xml that this is what was done.

Narratives:
In addition to narratives provided in .pdf format, FDA would strongly desire that narratives are also provided in a format that is a computer readable textual description of the patient’s events and patient’s care. The narrative text should integrate the information on all serious events, outcomes of serious adverse events, withdrawals, deaths, and Causes of Death, autopsy reports, concomitant conditions and procedures, etc. into a single narrative text. The narrative text should describe the patient’s disease and event progression and patient’s care.

File format: Narrative data should be submitted as plain ASCII text (txt) files.  Each row of the file has two fields delimited by tab characters.

The first field is the unique subject ID (USUBJID) that is used in the submission.  Because the USUBJID will be used to link the narratives to other data in the submission, the USUBJID should be identical to the USUBJID used in all other submission data sets, such as the SDTM datasets. The second field is the text of the narrative.  The narrative must not contain TABS, HARD RETURNS, non-printing characters, or hidden “funny” or formatted characters.

Narrative Files
Naming narrative files:  The file should be named narrative.txt.

It helps the process of preparation of the narrative text files, if these files are checked for the presence of only two fields: the first one with only the USUBJID (with the right character length), and the second one with only the “long” or “clob” field.

Narrative template format:
	USUBJID
	Narrative

	01019929944
	Patient made full recovery, and

has no residual pain

	01888777666
	Patient is still hospitalized in

ICU

	Etc.
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