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1. Introduction 

• putting the nSDRG into perspective 

2. Brief Overview of Content 

• with pointers 

3. Feedback from FDA via Fit-For-Use Pilot 

• personal experience with a ‘submitted’ nSDRG, and general FDA feedback 

4. Summary 

To Cover.. 
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From the Study Data Technical Conformance Guide: 

 

“The preparation of relevant (Study Data) Reviewer Guides is 
recommended as an integral part of a standards-compliant study data 

submission.“ 

 

Hence – the ‘nonclinical Study Data Reviewers Guide’ (nSDRG) 

 

nSDRG Created & Maintained by the nSDRG PhUSE Working group 

 

 

Introduction: 
 Why do we need a nSDRG? 

Current version 3.3 March 2017 
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http://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM384744.pdf
http://www.phusewiki.org/wiki/index.php?title=Nonclinical_Study_Data_Reviewers_Guide
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• The FDA reviewer has the Study Report (with the tabulated data) 

• They have the SEND data sets (and define file) 

• Why is the nSDRG required? – Why is it integral? 

 

• Essentially the nSDRG serves a number of important purposes but the 
main objective is to help the reviewer understand the Data  

• It should describe how the SEND data relates to the study report 

• To enable the reviewer to make sense of the data 

 

• It is split into a number of sections to achieve this….. 
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Introduction:  
 Why is the nSDRG integral? 
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1. Introduction 

2. Study Design 

3. Standards, Formats, Terminologies, and their Versions 

4. Description of Study Datasets 

5. Data Standards Validation Rules, Versions, and Conformance Issues 

6. Description of Sponsor decisions Related to Data Standards 
Implementations 

 

[Example used is from the nSDRG submitted as part of the ‘Fit-For-Use’ Pilot with 
FDA (see later)] 

 

 

Overview of nSDRG Content 
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• Provide study ID information to link document with 
SEND data sets 

 

 

• Describe to Reviewer SEND data set creation process 

 

 

• Indicate to Reviewer a confirmation that SEND data 
sets accurately represent the study report# and if 
needed, guide where differences are described. 

# NB: FDA could ask for proof [retain documented QC Check] 

Overview of Content: 
1. Introduction 
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• Provide a brief text and visual representation of the SEND Trial 
Design to help the Reviewer relate the report study design to the 
SEND Trial Design datasets 

 

Domain  

Overview 
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Overview of Content: 
2. Study Design 
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• Provide tabular overview of all 
standards used in the study data 
package [important!] 

 

 

• Explain the standards  and versions 
selection  
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Overview of Content: 
3. Standards, Formats, Terminologies 
& their Versions 



© 2016 Data Standards Decisions Aps  All Rights Reserved. 

• Explain any Terminology used in the 
study which does not match with 
CDISC Controlled Terminology, where 
CDISC CT is required by SEND IG 

• Nonstandard terminology should be 
submitted to NCI as a CDISC New Term 
Request for consideration, and explained in 
nSDRG: 
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Overview of Content: 
3. Standards, Formats, Terminologies 
& their Versions (cont’d) 

https://evs.nci.nih.gov/ftp1/CDISC/SEND/
https://www.cancer.gov/research/resources/terminology/cdisc
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• Provide a Dataset 
Summary list of 
domains submitted 

• Provide 
explanations of 
datasets as needed 
(see following 
slides) 

 

 

 

4.  
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Overview of Content: 
4. Description of Study Datasets 
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• For Dataset Explanation, focus on what is important on a study-
by-study basis. 
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• Questions that may be helpful for Dataset 
Explanations: 
o Are the submitted data taken from an ongoing study? If so, what 

was the cut point(s)? 

o Were any domains planned but not submitted because no data 
were collected? 

o Are the submitted data a subset of collected data? (The answer 
will be “yes” if data were collected but not included in the 
submission.)  

• Describe Supplemental Qualifier domains, if included in 
the dataset 
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Overview of Content: 
4. Description of Study Datasets 
(cont’d) 
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Example 
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Overview of Content: 
4. Description of Study Datasets 
(cont’d) 
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• Summarize and explain pre-
submission validation outcomes 

 

 

• Recommended to focus on FDA 
rule conformance even if another 
validator tool was used 

     (we used pinnacle21 Community) 

 

 

 

• All issues not fixed should be 
explained (Errors and Warnings) 
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Overview of Content: 
5. Data Standards Validation Rules, 
Versions, & Conformance Issues 
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6.1 Sponsor-Defined Standardization Descriptions 
• Any discussions between sponsor and review division on how to 

represent certain study data in instances where SENDIG or SDTMIG 
may not provide specific instructions  

• Explanation for why certain data elements could not be fully 
standardized 

• Explanations of any custom domains (PhUSE Wiki - guidance on CD) 
• Comments on inclusion of any derived values 
• Include description of any data that may also be located in another 

study, such as a shared control group 
 

[There were no custom domains or custom endpoints for the example 
study shown] 
 
 
Custom Domain Guidance on the PhUSE Wiki here 
(http://www.phusewiki.org/wiki/images/3/3a/How_to_build_a_custom_domain.pdf)  

 

  

 

Overview of Content: 
6. Description of Sponsor Decisions Related 
to Data Standard Implementations 
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http://www.phusewiki.org/wiki/index.php?title=WG6_Nonclinical_-_Standardization_Roadmap
http://www.phusewiki.org/wiki/index.php?title=WG6_Nonclinical_-_Standardization_Roadmap
http://www.phusewiki.org/wiki/index.php?title=WG6_Nonclinical_-_Standardization_Roadmap
http://www.phusewiki.org/wiki/index.php?title=WG6_Nonclinical_-_Standardization_Roadmap
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6.2 Differences Between SEND 
Datasets and Study Report 
 

• Data included in report but 
not in datasets or vice versa 

• Explanation for multiple 
study numbers 
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Overview of Content: 
6. Description of Sponsor Decisions Related 
to Data Standard Implementations (cont’d) 
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6.3 Nonstandard Electronic Data Submitted 

  
• Data collected using different terminologies 
• Electronic data that do not conform to SEND 

format 
 

• [nSDRG example - “There were no 
nonstandard electronic data that were part of 
this submission.” 
 

• Possible examples: 
• Presenting 4-point severity scale in MI domain as 

unable to map to 5-point as in CT 
• Inclusion of tumor.xpt file 
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Overview of Content: 
6. Description of Sponsor Decisions Related 
to Data Standard Implementations (cont’d) 
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6.4 Legacy Data Conversion 
 

• Still unclear exactly what is required 
• Studies initiated <17 Dec 2016? 
• More relevant for clinical datasets 

• TCG “Although not strictly a legacy conversion, for nonclinical studies where data is converted to 
SEND from a previously established collection system, instances may arise where it is not 
possible to represent a collected data element as a standardized data element. In these cases, 
there should be an explanation in the nSDRG as to why certain data elements could not be fully 
standardized or were otherwise not included in the standardized data submission. As the Study 
Report should contain a complete representation of the study data, no non-standardized data 
should be submitted. “ 

• Our FFU example stated ‘Not-Applicable’ (I have seen others with a similar statement) 

• Pilot 2: Terminology used during data collection was used in the study report with that 
terminology converted to SEND Controlled Terminology during dataset creation using the 
Provantis Centrus SEND solution. The codelists are included in the DEFINE.XML file. 

• Possible examples 

• IF in the future ever needed to convert existing SEND v3.0 compliant domain datasets to a higher version of SEND 

• MI severity scores – commenting on whether ‘converted’ or not 
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Overview of Content: 
6. Description of Sponsor Decisions Related 
to Data Standard Implementations (cont’d) 
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• GSK participated in the SEND Fit-For-Use (FFU) pilot sponsored by FDA 
(Sep16) 
• 13 different companies submitted a SEND dataset which was reviewed by FDA and 

the FDA comments/feedback have now been publically shared (13 Sponsors/CROs 
with SEND studies) 

• https://wiki.cdisc.org/display/NSFFUW/Nonclinical+(SEND)+Fit+for+Use+Workstre
am+Home 

 
• nSDRG was assessed by FDA as part of this review 

 
• Specific comments for each nSDRG reviewed not available (except for one!) 
• Summary nSDRG review comments are available (from the link) 
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Fit-For-Use (FFU) FDA Review 
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https://wiki.cdisc.org/display/NSFFUW/Nonclinical+(SEND)+Fit+for+Use+Workstream+Home
https://wiki.cdisc.org/display/NSFFUW/Nonclinical+(SEND)+Fit+for+Use+Workstream+Home
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Fit-For-Use (FFU) FDA Review: 
Specific FDA Reviewer Feedback 

Specific Feedback on one nSDRG: 

• Reviewer #1:There were no major issues identified with the SDRG 

• Reviewer #6: Explanations of warnings were understandable. 

• Reviewer #6:The SDRG contained all required sections; the information was 
sufficient to interpret to SEND dataset. 

• Reviewer #3: Agree 

• Reviewer #6: Fourteen differences between the study report and dataset were 
noted 

• Reviewer #3: It is useful for the SDRG to point out these differences because 
the differences are apparent in the data visualizations. 

• Reviewer #6: Reporting of the errors in the study report under Section 6.2 is 
not necessary. 
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• The following slides summarising FDA review comments on the (12) 
nSDRG are taken from the CDISC-PhUSE Fit for Use Pilot presentation 
which is publically available on the Nonclinical (SEND) Fit for Use 
Workstream wiki…. 

 

• https://wiki.cdisc.org/display/NSFFUW/Nonclinical+(SEND)+Fit+f
or+Use+Workstream+Home 
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Fit-For-Use (FFU) FDA Review 
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https://wiki.cdisc.org/display/NSFFUW/Nonclinical+(SEND)+Fit+for+Use+Workstream+Home
https://wiki.cdisc.org/display/NSFFUW/Nonclinical+(SEND)+Fit+for+Use+Workstream+Home
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Fit-For-Use (FFU) FDA Review: 
General FDA Reviewer Feedback 
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• Level of 
Information: 
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Fit-For-Use (FFU) FDA Review: 
General FDA Reviewer Feedback 
(cont’d) 
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• Specific 
nSDRG 
sections: 
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Fit-For-Use (FFU) FDA Review: 
General FDA Reviewer Feedback 
(cont’d) 
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• FDA reviewers rely heavily on the nSDRG 

• Study design section (for fast familiarisation with the study) 

• Study-specific issues, approaches 

• Custom Domains 

• Study Report vs Dataset Section - crucial 

• Validation explanation is required!! 

 

• The PhUSE nSDRG link offers a Template with Guidance  
 [http://www.phusewiki.org/wiki/index.php?title=Nonclinical_Study_Data_Reviewers_Guide] 

• help the FDA Reviewer to understand your SEND datasets! 

 

• Please feedback any queries on the Template via the PhUSE Wiki contacts 
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Summary 
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Current nSDRG PhUSE 
Working Group Members 

Individual Company Individual Company Individual Company 

Susan 
DeHaven * 

Sanofi Mark  Carfagna Lilly Jennifer Abbott 
 

Abbvie 
 

Debra 
Oetzman *  

Instem Christy Kubin MPI Research Ken Hershman Novartis 

Jennifer 
Feldmann 

Instem Steve Polley GSK Anja Metzger Bayer 

Gitte Frausing Data Standard 
Decisions 

Maureen Rossi  Roche Susie Lendal 
Antvorskov 

Data Standards 
Decisions 

William 
Houser 

Bristol-Myers 
Squibb 

Tania Strimple Covance Matthew Whittaker FDA 

Linda Hunt  Merck Catherine Roy Merck Full Team email list available 
here 

Contact us with questions and 
comments about nSDRG 

Dan Potenta  PDS 
Lifesciences 

Laura Kaufman Eagle US 

Chris Ely Pfizer Michael Rosentreter Bayer 

* Co-Chairs 25 
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• Has anyone here produced a SEND dataset with a nSDRG? 

 
• Did you use the template and guidance from the PhUSE nSDRG group? 

 
• If so, did this meet your needs? Or is there anything lacking, unclear or can be 

improved? 
 

• …or do you have your own specific company template? 
 

• Have you used the Test Submission facility with FDA? 
 

• What were your experiences? 
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Q&A, Discussion….. 
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Additional Slides 
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What Governs SEND? 
 

• Guidance for Industry ‐ Providing Regulatory Submissions in Electronic Format ‐ Standardized Study 
Data 
• governs when submissions must be in SEND format 

• Study Data Technical Conformance Guide (March 2017) 
• supplements the above guidance document.  
• provides specifications, recommendations, and general considerations on how to submit standardized study data using FDA-

supported data standards located in the FDA Data Standards Catalog 

• SEND Implementation Guide  
• v3.0 currently in use  
• v3.1 is available but not being used at this time (not expected to be enforced this year) 
• SEND DART (Development & Reproductive Toxicology) is available for provisional use (not finalized) 

• SEND CDISC Controlled Terminology 
• SEND uses controlled terms for preclinical studies 
• Managed by the National Cancer Institute  
• These are revised every 3 months and made available via the website 
• Note that not all terms are currently controlled  

• Non-neoplastic findings 
• Clinical Observations 
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nSDRG Overview 
2. Study Design 

• Further example 
of a more 
complex study 
design table 
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• For Dataset Explanation, focus on what is important on a study-
by-study basis. 

 

 

 

4. Description of Study 
Datasets (continued) 

• Previous agreements with regulatory agencies on specific representation of study 
data not specified in current implementation guides (e.g. SEND IG v. 3.0). 

• Organization of content (e.g. custom endpoints) for which the content is very 
specific to the study. 

• Inclusion of important non-standard variables supporting key analysis in an 
associated supplemental qualifier dataset. 

• Description of notable, sponsor defined uses of category and sub-category. 

• Descriptions of derivations/deviations/amendments that may benefit from additional 
detail beyond that included in define.xml. 

• Description of criteria used to split datasets and the content of the split datasets. 
(Splitting datasets is expected to be very rare.) 

• Descriptions of relationships to other domains that are documented in RELREC. 
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Additional examples of Dataset explanations (from independent pilot to be sent to FDA) 
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Dataset explanations 
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