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Introduction 

The U.S. FDA has established new requirements for data standards that will apply to most 

trial data submitted to FDA’s Center for Drug Evaluation and Research (CDER) and Center for 

Biologics Evaluation and Research (CBER). The agency has noted two important dates that 

determine how a Sponsor should approach and interpret the updated technical rejection 

criteria.  

• December 17, 2016 - This applies to NDAs, BLAs, ANDAs, and subsequent 

submissions to these types of applications. Sponsors whose nonclinical and clinical 

studies start after this date must submit data in the formats supported by FDA and 

listed in the FDA Data Standards Catalog.  

• December 17, 2017 – This date applies to commercial IND studies. Sponsors whose 

commercial IND nonclinical and clinical studies start after this date must submit data 

in the formats supported by FDA and listed in the FDA Data Standards Catalog. 

This paper will explain the updated technical rejection criteria (TRC) and the impact the 

updated criteria will have on your submission. It will also make recommendations regarding 

processes and share points to consider as Sponsors implement and validate against the new 

criteria.   
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What are the Technical Rejection Criteria? 
The technical rejection criteria are automated validations that are run against inbound 

electronic submissions to FDA CDER and CBER as part of their standard process for accepting 

an electronic submission. The validations are based on the FDA Specifications for eCTD 

Validation Criteria. The validations 

ensure that Sponsors are submitting 

standardized data in a CDISC 

compliant format when applicable 

for clinical and non-clinical studies. 

The relevant formats for clinical data 

are SDTM and ADaM; preclinical data 

should be submitted in SEND 

compliant format.  

As previously noted, application of the validation criteria is based on the following key dates: 

• December 17, 2016 for NDAs, BLAs, ANDAs, and subsequent submissions to these 

types of applications.  

• December 17, 2017 for commercial IND studies.  

For clinical studies, the start date is defined as the earliest date of informed consent among 

the subjects that are enrolled in a trial. For non-clinical studies, the start date for the study is 

the date the study director signed off or approved the protocol.  

Additions to the Validation Criteria 

There are four additional conditions being added to the existing validation criteria.  These 

are part of the technical rejection criteria so if a submission does not meet any of these 

criteria, it will automatically be rejected, resulting in delays getting the submission in front of 

an agency review team.  
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Validation #1734  

This validation is looking for a dataset named ts.xpt within the electronic submission. This is 

also referred to as the trial summary dataset. It is one of the most important datasets in an 

application because it informs the agency of the actual study start date for a study.  

This date triggers a comparison to the study start dates listed above. If the study start date 

is prior, the agency will not expect to receive the standardized data packages. If the start date 

falls after the prescribed dates, the agency will expect SDTM, ADaM and SEND compliant 

data.  

Validation #1735 

This validation ensures that the Sponsor is using the correct study tagging files when 

submitting standardized data in SDTM, ADaM and SEND compliant formats.  This validation 

also checks that the define files and any corresponding information is tagged correctly.  

Validation #1736 

This validation targets the study demographic and subject level data. It confirms that the 

demographic data and define.xml is included in the standardized data packages in SEND and 

SDTM format. It also confirms the presence of subject level data in ADaM datasets, as well 

as the inclusion of a define.xml.   
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Validation #1789  

This validation ensures that each study submitted within a program has a corresponding 

study tagging file. This means that if a report does not have a corresponding study tagging 

file (STF), the submission will be rejected rather than receiving a warning and an opportunity 

to fix the error.  

Impact of New Criteria 

These updates to the technical rejection criteria apply to the following sections of the eCTD. 

Non-Clinical         Clinical  

 

 

 

 

 

 

 

 

There are a few variations in the approaches that FDA CDER and CBER are taking to the 

technical rejection criteria and the submission of nonclinical and clinical data.   

FDA CBER 

For Sponsors who are submitting an IND to FDA CBER, the technical rejection criteria do not 

apply.  However, if a Sponsor is submitting a marketing application to CBER, it is a different 

scenario. Sponsors do not have to submit any standardized data for non-clinical studies, but 

4.2.3.1 Single dose toxicity 

4.2.3.2 Repeat dose toxicity 

4.2.3.4 Carcinogenicity 

5.3.1.1 Bioavailability (BA) 

5.3.1.2 Comparative BA and bioequivalence (BE) 

5.3.3.1 Healthy subject PK and initial tolerability 

5.3.3.2 Patient PK and initial tolerability 

5.3.3.3 Intrinsic factor PK 

5.3.3.4 Extrinsic factor 

5.3.4 Reports of human pharmacodynamic (PD) 

5.3.5.1 Study reports and related information of controlled 
clinical studies 

5.3.5.2 Study reports and related information of uncontrolled 
clinical studies 
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it is required for clinical studies. If the study started prior to, or on, December 17, 2016, and 

the Sponsor is submitting other .xpt files for legacy datasets, the agency will expect to see 

that trial summary dataset. If the study started after that date, they are going to expect to 

see SDTM and ADaM data. 

 

FDA CDER 

CDER is handling applications in a different manner. If a Sponsor is submitting a Commercial 

IND and a nonclinical study started prior to, or on, December 17, 2017, they must submit a 

simplified trial summary (ts.xpt) file even when there are no other .xpt files for the study. If 

the study started after December 17, 2017, the agency will be expecting standardized data 

in the SEND format. The technical rejection criteria do not apply to clinical studies being 

submitted to a commercial IND.  

If a Sponsor is submitting a marketing application to CDER, and the studies started prior to, 

or on, December 17, 2016, the agency will expect to see the simplified ts.xpt dataset for 

nonclinical data regardless of whether other .xpt files (legacy datasets) are being submitted. 
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If the nonclinical study started after December 17, 2016, the agency will expect to receive 

standardized datasets in SEND format. 

Clinical data in these applications would need the simplified ts.xpt file if the study started 

prior to, or on, December 17, 2016 and other legacy datasets are being provided. If it started 

after this date, standardized data in SDTM and ADaM format is required.  

 

Preparing to Submit 

It is important to meet with any clinical and non-clinical stakeholders within a Sponsor 

company to determine which studies are impacted and which study identifiers will be utilized 

within the study report and the data. The study identifiers used within the datasets must 

match those used in the metadata; if the information does not match, it can trigger further 

questions from the agency.  

 It is also important to create a Study Data Standardization Plan (SDSP) that outlines all the 

studies that are being included in the submission.  Study start dates must be addressed in 

the plan to rationalize the presence of ts.xpt files, legacy data and/or standardized data 

packages.   
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It is also important to submit the study data standardization plan to the agency as soon as 

possible, as Sponsors must seek agency feedback on the plan prior to submission. In this 

case, if the agency requests updates, the Sponsor has time to react.  If the agency agrees 

with the approach, the Sponsor has less last-minute modifications to make.  

For INDs, Sponsors can aim to submit the SDSP with the General Investigational Plan. For 

NDAs/BLAs, the SDSP can be submitted to the IND with your pre-NDA package. It is important 

to note that Sponsors must provide the SDSP to CBER for review no later than the End-of-

Phase 2 meeting.  

 

As the Sponsor fills in the SDSP, the Study Start Date will determine how the rest of the table 

is completed. The table should give the agency enough information to understand what the 

Sponsor is submitting while addressing their initial questions in advance of the submission. 
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Working with Other Departments and Vendors 

As Sponsor teams receive and review data packages, it is important to confirm the following 

document and data components: 

• SEND Format: requires a define.xml, corresponding Reviewer’s Guide highlighting 

any errors, warnings, or other nuances in the data (nsdrg.pdf) and the XPT files that 

must include a trial summary dataset (ts.xpt) and a demographics dataset (dm.xpt) 

• SDTM Format: requires a define.xml, corresponding Reviewer’s Guide (csdrg.pdf), 

annotated case report form (acrf.pdf) and the .xpt files, including ts.xpt and dm.xpt 

• ADaM Format: requires a define.xml, corresponding Reviewer’s Guide (adrg.pdf), 

and the .xpt files (must include the subject level dataset (adsl.xpt)) and any program 

files used to generate ADaM data. 

• Simplified TS Dataset: requires just the .xpt file 

 

Finalizing Published Output 

Following are some best practices that will help teams ensure that their data packages are 

compliant, complete, and ready for submission. 

Validate Early and Often 

As study data packages are being finalized, Regulatory Operations teams can validate each 

as they are received. This gives the team confidence that later stage validations will run 

without impacting tight timelines.  However, some publishing and/or validation tools may 
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not have implemented the latest technical rejection criteria yet. In this case, manual checks 

can still be completed on individual studies to avoid the late stage issues. These manual 

checks require some planning and may require adjustments to current project plans.  

 

Data File Names 

When importing datasets into a publishing tool, it is important to make sure that that file 

names are not altered because any changes will render cross-file links non-functional; if 

names are not eCTD compliant, work with the vendor/provider to adjust accordingly. 

Recommended output names per the Study Data Technical Conformance Guide: 

• Define: define.xml 

• Annotated CRF: acrf.pdf 

• Reviewer’s Guide 

• SEND: nsdrg.pdf 

• SDTM: csdrg.pdf 

• ADaM: adrg.pdf 

• Datasets: .xpt 

• Programs: .pdf or .txt and underscores within the file names are acceptable 

• Util files (XSL and CSS) 
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Leaf Titles 

Use descriptive leaf titles so that the agency really understands what they are viewing.  Also, 

use the leaf title to associate different study IDs used for the same study in datasets and 

metadata. For example, the Sponsor has identified the study ID as "ABC", however, the 

vendor utilized a study ID of "123" (which is what is listed as the study ID within the datasets).  

In this case, "123" is what should be listed as the study ID in the Study Tagging File and we 

suggest using leaf titles that reflects both IDs: “Study ABC (123).” Note: if two different study 

IDs are utilized, the Technical Rejection Criteria states the ts.xpt will contain two variables to 

clarify the IDs: study ID (STUDYID) and  sponsor reference ID (SPREFID).  This will allow the 

data to align with the Study Tagging File metadata.  

 

Manual Validation Checklist 
Following are important tasks that should be completed on the final output, prior to 
submission.  

Review Output 

 Folder structure aligns with the structure outlined in the Study Data Technical 

Conformance Guide 

 Output names are compliant and have not been altered 

 External links work properly 

 Leaf titles are consistent and descriptive 

 File tags are correct 



 
 

©2020 WAYS Pharmaceutical Services   11   
 

Verify the define.xml 

 Open the define.xml.  

 Click on links to external documents (links to .xpt files, Reviewer’s Guides and 

Annotated CRF) to ensure that all are functioning properly. 

Open and Review in Viewing Tool 

 Assume a reviewer’s role. Navigate through the output to verify that components 

have not been modified, links work consistently, and that the presentation of 

submission content is as expected.  

 

Conclusion 

Official implementation of the technical rejection criteria will occur after a required 90-day 

notice by the agency, which has not been published as of this writing. The WAYS team 

recommends that Sponsors begin working on their approach to the technical rejection 

criteria now so they can avoid future issues when it is implemented. A cross-functional 

approach will ensure that compliant data output can be generated with minimal disruption 

and maximum compliance.  

 

CONTACT: WAYS PHARMACEUTICAL SERVICES   I  info@waysps.com   I  (484) 352-3236 

mailto:info@waysps.com
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