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       Technical Rejection Criteria for Study Data (TRC) – What’s New
	

❖ Starting Sept 15th, 2021, if a submission 
contains study information and fails eCTD 
validations in TRC, CDER and CBER will reject 

❖ Details on the TRC effective date can be found 
online: 

▪ FDA’s Electronic Common Technical
 
Document (eCTD) web page
 

▪ FDA’s Study Data for Submission to CDER 
and CBER web page 

▪ Technical Rejection Criteria (Revised 03/15/21) 

❖ Warning notices are sent if a submission 
containing study information fails eCTD validations 
in TRC 

– CDER sending notices in ESG 3rd acknowledgement 

– CBER sending notices from CBER-edata account 

www.fda.gov 

https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://www.fda.gov/media/100743/download
http:www.fda.gov


      
   

       
     

  

Error            Description (Reference to FDA Study Data Technical Rejection Criteria March 2021 version)  Severity Level  Effective Date 

1734 
                  A dataset named ts.xpt with information on study start date must be present for each study in required 

sections* 
High 

1735 
             The correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in 

 required sections* 
High 

1736 

              For Standard for Exchange of Nonclinical Data (SEND) data, a Demographic (DM) dataset and define.xml 

       must be submitted in Module 4 required sections* 

                 For Study Data Tabulation Model (SDTM) data, a DM dataset and define.xml must be submitted in Module 

  5 required sections* 
High 

  Sept. 15, 2021 

             For Analysis Data Model (ADaM) data, an ADaM Subject level analysis dataset (ADSL) dataset and 

        define.xml must be submitted in Module 5 required sections* 

1789 
                  A file has been submitted in a study section without providing an STF file. STFs are not required for 4.3 

          Literature references, 5.2 Tabular listings, 5.4 Literature references and 5.3.6 Postmarketing reports 
High 

     * Module 4 sections: 4.2.3.1, 4.2.3.2, 4.2.3.4 
www.fda.gov            Module 5 sections: 5.3.1.1, 5.3.1.2, 5.3.3.1, 5.3.3.2, 5.3.3.3, 5.3.3.4, 5.3.4, 5.3.5.1, 5.3.5.2 

Overview of TRC Errors 

❖ Study Data Technical Conformance Guide provides technical recommendations 
for submitting study data according to CDISC standards 

❖ Technical Rejection Criteria for Study Data provides the conditions under which 
FDA will not accept submissions with study data 



       

         

  

      Where to Find the TRC Effective Date
 

The Effective Dates for validation criteria 1734, 1735, 1736, and 1789 have been 

added to the “Technical Rejection Criteria for Study Data” and the “Specifications for 

eCTD Validation Criteria” documents. 

www.fda.gov 

https://www.fda.gov/media/100743/download
https://www.fda.gov/media/87056/download


         

   

 

            

TRC Warnings 
❖ Sponsors will receive warnings from FDA when a TRC error is identified in submissions 

received between March 15 and September 15, 2021 

CDER Notice included in the ESG 3rd Acknowledgement	 CBER Warning sent from the CBER-edata account 

www.fda.gov 
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   TRC Conformance Statistics and Trends
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CDER CY2019 & CY2020 Conformance Trend: 
TRC Validation Errors 1734 & 1736 
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Notes: 
1) CY2019 and CY2020 analysis w asconducted according to the TRC (Revised Oct. 2019)
 
2) Analysis includes NDA, BLA, ANDA and Commercial IND Sequence received by CDER betw een 1/1/2019 and 12/31/2020
 
3) Validation of error 1736 is not performed if a study has error 1734
 

www.fda.gov 4) M4 Definition of Study Data - .xpt f iles and/or a Study Report tagged as pre-clinical-study-report, legacy-clinical-study-report, or study-report-bodypresent in eCTD module 4 

5) M5 Definition of Study Data - .xpt f iles present in eCTD module 5 

http:www.fda.gov
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CDER CY2020 Submission Level Conformance: 
Validation Errors 1734 & 1736 

ANDA, NDA, BLA, and Commercial IND Submissions received by CDER between 1/1/2020 and 

12/31/2020, were assessed for conformance to the two high-level errors as revised in the Technical 

Rejection Criteria for Study Data (Revised March 2021) 

ANDA BLA NDA Comm. IND** All 

a​ Total Number of Submissions 61,525 19,808 55,817 95,222 232,372 

b​ Total Number of Submissions with Study Data* 704 388 1073 3291 5456 

c​
Total Number of Submissions with Study Data* in TRC 

Applicable Sections 
635 268 693 1907 3503 

d​ Total Number Submissions with Critical Errors (e or f) 175 90 271 1086 1622 

e​ Error 1734 164 87 263 1045 1559 

f​ Error 1736 28 7 21 62 118 

g​

Failure Rate 

(% among submissions with Study Data* in TRC 

Applicable Sections) [d/c] 
27.56% 33.58% 39.11% 56.95% 46.30% 

h​
Failure Rate 

(% among submissions with Study Data*) [d/b] 
24.86% 23.20% 25.26% 33.00% 29.73% 

I​ Failure Rate (% among all submissions) [d/a] 0.28% 0.45% 0.49% 1.14% 0.70% 

Notes: 

1) CY2020 analysis w as conducted according to the TRC (Revised Oct. 2019) 

2) Analysis includes NDA, BLA, ANDA and Commercial IND Sequence received by CDER betw een 1/1/2020 and 12/31/2020 

3) Validation of error 1736 is not performed if a study has Error 1734 

4) * M4 Definition of Study Data - .xpt f iles and/or a Study Report tagged as pre-clinical-study-report, legacy-clinical-study-report, or study-report-bodypresent in eCTD module 4 

www.fda.gov 5) * M5 Definition of Study Data - .xpt f iles present in eCTD module 5 

6) **Comm. IND Clinical studies are included in this analysis w hich constitutes a very small fraction of the total submissions w ith critical errors. Comm. IND clinical studies are not subject to errors 1734, 

1735, 1736, or 1737 

http:www.fda.gov


 
  

   

       

        

 

 

        

      

 

      

             

          
  

      
   

          

            

              

          

CDER CY2020 Study Level Conformance for Validation 
Errors 1734 & 1736 

❖ A high number of non-clinical (m4) studies fail Validation Rule 1734 because of a missing trial 

summary dataset 

❖ A trial summary dataset (ts.xpt) is required when a non-clinical study report is submitted (TRC 

www.fda.gov 

a Total Number of Studies* 45 1398 1041 796 5477 2556 33534 40097 4750 

b 
Total Number of Studies* in TRC Applicable 

Sections 
15 1222 136 453 868 1645 5619 6638 3320 

c Total Number Studies with Critical Errors (d or f) 12 342 82 109 349 334 3272 3715 785 

d Error 1734 12 277 82 104 348 333 3173 3615 714 

f Error 1736 0 65 0 5 1 24 99 100 94 

g 
Error Rate (% among failed studies with Study 

Data* Data in TRC Applicable Sections**) [c/b] 
80.0% 28.0% 60.3% 24.1% 40.2% 20.3% 58.2% 55.97% 23.64% 

h 
Error Rate 

(% among Total Number of Studies) [c/a] 
26.7% 24.5% 7.9% 13.7% 6.4% 13.1% 9.8% 9.27% 16.53% 

Revised March 2021) 

Notes: 

(1) CY2020 analysis w as conducted according to the TRC (Revised Oct. 2019) 

(2) Validation of errors 1736 is not performed if a study has Error 1734 

(3) *M4 Definition of Study - .xpt f iles and/or a Study Report tagged as pre-clinical-study-report, legacy-clinical-study-report, or study-report-body present in TRC applicable sections 

(4) *M5 Definition of Study - .xpt f iles present in TRC applicable sections 

ANDA BLA NDA 
Comm. 

IND 
Total Total 

m4 m5 m4 m5 m4 m5 m4 m4 m5 



       

    

 
 

 

          

      

        

       

TRC Warning Notices (March 15 – April 30, 2021)
 
❖ 1734 is the most common failure reason, especially for Commercial IND submissions 

❖ 1789 is the second largest failure reason and is particularly high for Commercial IND 

submissions 

❖ 1735 is the most common failure reason for ANDA submissions 
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www.fda.gov Note: Warnings generated by CDER between March 15th and April 30th, 2021 
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   Tools to Help Industry Pass TRC Validation
 

www.fda.gov 

http:www.fda.gov


 

   

    

  

    

  

    

    

   

 

     

The Self-Check Worksheet 

❖ Designed to walk sponsors through 

each step of TRC validation process 

❖ Dynamically guides sponsors through 

study data requirements based on 

study information entered 

❖ Helps sponsors prepare study data to
 
submit to the FDA for the first time
 

Demonstration Videos & Other Supporting Material
 

Technical Rejection Criteria Self-Check Worksheet
 

Self-Check Worksheet Instructions
 

www.fda.gov 

https://www.fda.gov/media/123098/download
https://www.fda.gov/media/123099/download
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
http:www.fda.gov


     

    
 

    
    

     
    

     
     

    
  

   

         

The Simplified ts.xpt Creation Guide
 

❖ Helps industry create simplified TS files using free and open-source software, R and Python 

❖ Provides step by step instructions to install 
the necessary software 

❖ Users can copy and paste code samples 
from the guide into R or Python 

❖ Available on FDA’s web page, Study Data 
for Submission to CDER and CBER 

❖ Demonstration video also available at 
Study Data for Submission to CDER and 
CBER 

❖ Additionally, a publicly available tool was 
developed by PHUSE: 

Simplified ts.xpt File Generator 

(https://geotiger.shinyapps.io/07_genTS/)
 

www.fda.gov 

https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://geotiger.shinyapps.io/07_genTS/
http://sharepoint.fda.gov/orgs/CDER-OSP-OBI-DDMSS/Shared%20Documents/02.%20Task%202%20-%20Study%20Data/Technical%20Rejection%20Criteria/Simplified%20TS%20Files/Simplified%20TS%20File%20Creation%20Guide_Final.docx
http:www.fda.gov
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 TRC Validation Overview
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TRC Validation Rule Flow
 

Validation errors lead to rejection of the submission 

When no validation errors occur, the submission is not rejected 

Legend 

Pass 1735 

Sponsor 

submits 
to FDA 

Fail 1734 Fail 1789 

Pass 1736 

* Not every submission will proceed beyond 

www.fda.gov	 1734 to 1735 and 1736, depending on the 
Study Start Date (SSD) 

Validate 

1789 

Validate 

1735 

Validate 

1736 

Pass 

1734* 

Begin 

Validation 
Start 

Fail 1736 

Fail 1735 Pass Validate 

1789 1734 

http:www.fda.gov


   

 

 

 

          

  

    

         

     

 

TRC Validation Rule Flow
 
Validation errors lead to rejection of the submission 

When no validation errors occur, the submission is not rejected 

Legend 

Sponsor 

submits 
to FDA 

Validate 

1789 

Begin 

Validation 
Start 

Fail 1789 

Error Code Reason Findings 

1789 
Files in study sections without 

STF reference 

M5/53-clin-stud-rep/535-rep-effic-

safety-study/confusion/5351-
stud-rep-contr/report.pdf 

1789 warnings include the relative file path for the file 
www.fda.gov causing the error 

http:www.fda.gov


   

 

 

 

 

        
      

    

         

  

    

TRC Validation Rule Flow
 
Validation errors lead to rejection of the submission 

When no validation errors occur, the submission is not rejected 

Legend 

Sponsor 

submits 

Validate 

1789 

Begin 

Validation 

to FDA 

Start 

Fail 1734 

Pass 

1789 

Validate 

1734 

Error Code STF Study ID eCTD section Error Reason 

1734 STUDY ID M4-2-3-1-single-dose- No ts.xpt found for this 

toxicity study 

1734, 1735, and 1736 warnings include the Error, 
Study ID, eCTD Section, and Error Reason 

www.fda.gov 

http:www.fda.gov


   

 

 

 

  

      

        
   

         

  

    

         

     

       

       

 

TRC Validation Rule Flow
 
Validation errors lead to rejection of the submission 

When no validation errors occur, the submission is not rejected 

Legend 

Validate 

1789 

Validate 

1735 

Pass 

1734* 

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 
Fail 1735 Pass 

1789 

Validate 

1734 

Error Code STF Study ID eCTD section Error Reason 

1735 STUDY ID Example 1 m5-3-1-2-comparative-ba-and-

bioequivalence-study-reports 

Incorrect file tag for define.xml 

1735 STUDY ID Example 2 m5-3-1-2-comparative-ba-and-

bioequivalence-study-reports 

Incorrect file tag for define.xml 

Validate 

1736 

Multiple errors are reported when more than one study 
* Not every submission will proceed beyond 

www.fda.gov	 fails TRC validation 1734 to 1735 and 1736, depending on the 
Study Start Date (SSD) 

http:www.fda.gov


   

 

 

 

 

  

 

 

 

 

 

      

        
   

    

         
TRC Validation Rule Flow
 

Validation errors lead to rejection of the submission 

When no validation errors occur, the submission is not rejected 

Legend 

Pass 1735 

Sponsor 

submits 
to FDA 

Fail 1734 Fail 1789 

Pass 1736 

* Not every submission will proceed beyond 

www.fda.gov	 1734 to 1735 and 1736, depending on the 
Study Start Date (SSD) 

Validate 

1789 

Validate 

1735 

Validate 

1736 

Pass 

1734* 

Begin 

Validation 
Start 

Fail 1736 

Fail 1735 Pass Validate 

1789 1734 

http:www.fda.gov
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 Addressing Common TRC Errors
 

Error 1734
 

www.fda.gov 

http:www.fda.gov
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Validation Rule 1734
 
A dataset named ts.xpt with 

information on study start date 

must be present for each 

study in required sections* 

2021 Q1 (Jan - March) 

1600 

1400 

1200 

1000 

800 

600 

400 

200 

0 

Submissions Submissions 
with Study Data with Study 

Data in TRC 
Applicable 
Sections 

Submissions 
with Error 1734 

42% of 

submissions 
with study 
data in TRC 

applicable 
sections 

✓ Trial Summary Dataset (ts.xpt) is present 

✓ Study ID (or SPREFID) matches STF Study ID 

✓ Study start date is provided (or TSVALNF = NA) 

✓ Study start date is in a valid format 

1734 Error Reasons** 

<1% 2% 

13% 

85% of Study 

Errors: 
Missing TS File 

Study ID Mismatch
 

No study start date
 

Validate 

1789 

Validate 

1735 

Validate 

1736 

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 

Validate 

1734 

* Module 4 sections: 4.2.3.1, 4.2.3.2, 4.2.3.4 Invalid Study Start Date 
www.fda.gov Module 5 sections: 5.3.1.1, 5.3.1.2, 5.3.3.1, 5.3.3.2, 

5.3.3.3, 5.3.3.4, 5.3.4, 5.3.5.1, 5.3.5.2 **1,140 Studies in 384 Submissions with Error 1734 2021 Q1 

http:www.fda.gov


   

 

  

 

 

   

         

          

           

          

Verifying Rule 1734 Using Self-Check Worksheet 

✓ Trial Summary Dataset (ts.xpt) is present 

Section 3 helps check if non-clinical studies without .xpt datasets require a TS file: 

Validate 

1789 

Validate 

1735 

Validate 

1736 

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 

Validate 

1734 

Section 4 helps check if a Full or Simplified TS file is required:
 

Note: TS files must be named ts.xpt and cannot be customized or changed 

www.fda.gov (other standardized datasets, such as dm.xpt and adsl.xpt, must also be named correctly) 

http:www.fda.gov


      

      

   

 

 

    

   

       

      

   

 

   

 

  

   

     

     

   

     

   

       

Addressing 1734 Errors for Missing TS File 

Providing a TS File for non-clinical studies which require a Simplified TS 

will address the biggest root cause of Error 1734. 

86% of Missing TS File Errors are 

for non-clinical studies with study 

reports and no .xpt datasets* 

N/A 

Studies with only 
5 112 

study data 

Studies with
 
study data and 18 NA
 
reports
 

M4 M5 

Studies with only 

study reports 
831 

www.fda.gov *831 of 966 studies missing ts.xpt 2021 Q1 

Option 1 

Use the Simplified ts.xpt Creation Guide to 

generate a simplified ts.xpt in R or Python: 

Option 2 

Use publicly available tool developed by PHUSE 

to generate simplified ts.xpt files: 

Example of a Simplified TS file 

for a non-clinical study: 

http:www.fda.gov


      

   
  

       

       

   

   

   

    

 

    

Option 1: Simplified ts.xpt Creation Guide
 
Example using R to generate a Simplified TS File: 

www.fda.gov 

Simplified TS File 
Creation Guide R Application 

1. Copy and paste code from the 

Guide into R Editor to create a script 

2. Edit the Study ID 

3. Edit the Study Start 

Date and TSVALNF Value 

4. Edit where to save 

the file 



   

 

    

    

   

   

   

   

Option 2: PHUSE Utility 

Example using the online PHUSE Utility to generate a Simplified TS File: 

1. Enter the Study ID 

2. Select the TSPARMCD Code 

3. Enter the Study Start 

Date or TSVALNF Value 

4. Download the file 

www.fda.gov PHUSE Utility 

http:www.fda.gov


     

   

   

    

  

     

 

         

   

   

   

        

Verifying Other Sources of Error 1734
 

The Self-Check Worksheet can also be used to verify other sources of Error 1734:
 

✓ Study ID (or SPREFID) 

matches STF Study ID
 

13% of 1734 Errors*
 

✓ Study start date is in a 

valid format
 

2% of 1734 Errors*
 

✓ Study start date is provided 

(or TSVALNF = NA)
 

<1% of 1734 Errors*
 

www.fda.gov *Out of 1,140 studies with Error 1734 2021 Q1 

http:www.fda.gov
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 Addressing Common TRC Errors
 

Error 1789
 

www.fda.gov 

http:www.fda.gov
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Validation Rule 1789
 

Validate

1789

Validate 

1736 

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 

Validate 

1734 

Validate 

1735 

Validate 

1789 

A file has been submitted in a study section Submission Types for 1789 Errors* 

without providing an STF file (STFs are not 

required for 4.3 Literature references, 5.2 

Tabular listings, 5.4 Literature references 

and 5.3.6 Postmarketing reports). 

1789 errors are the second 

largest source of TRC failures* 

55% 

Commercial 
IND 

✓ All study files are included in a Study 

Tagging File (STF) 

www.fda.gov*47 1789 failures out of 283 total warning notices March 15 – April 30, 2021 

http:www.fda.gov


    

 

 

 

 

 

 

 

        

     

Verifying Error 1789 Using Self-Check Worksheet
 

Section 3 helps check if all study files in applicable 

eCTD sections are referenced in a Study Tagging File: 

Validate

1789

Validate 

1736 

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 

Validate 

1735 

Validate 

1734 

Validate 

1789 

www.fda.gov 

http:www.fda.gov


  

 

   

         

       

               

              

           

           

Addressing 1789 Errors
 

When placing files in applicable sections within Modules 4 and 5, they should also be 

referenced within an STF for the study to which they belong. 

Applicable 

eCTD Section* Example Index.xml: Example STF: 

The other 3 datasets are properly referenced in the STF for the study. 

The file, bw.xpt, is included in the Index.xml but not referenced in the STF for the study. 

Correction: Add missing file reference to the STF file for the study 

www.fda.gov *STFs are not required for 4.3 Literature references, 5.2 Tabular listings, 5.4 Literature references and 5.3.6 Postmarketing reports. 

http:www.fda.gov


34

 Addressing Common TRC Errors
 

Error 1735
 

www.fda.gov 

http:www.fda.gov


  

       

   

   

  

   

   

 

    

  

 

 

 

 

 

 

    

             

Validation Rule 1735
 
The correct STF file-tags must be used for all 

standardized datasets and corresponding 

define.xml files in required sections* 

✓ Standardized dataset domains 

(e.g., adsl.xpt, dm.xpt) are tagged as: 

▪ “data-tabulation-dataset-sdtm” for SDTM 

▪ “analysis-dataset-adam” for ADaM 

▪ “data-tabulation-dataset-send” for SEND 

✓ Define.xml files are tagged as: 

▪ “data-tabulation-data-definition” 

for SDTM & SEND 

▪ “analysis-data-definition” for ADaM 

ANDA submissions have the 

highest number of 1735 errors* 

Validate 

1789 

Validate 

1736 

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 

Validate 

1735 

Validate 

1734 

Submission Types for 1735 Errors* 

60% 

ANDA 

www.fda.gov *43 1735-only failures out of 283 total warning notices March 15 – April 30, 2021 

http:www.fda.gov


www.fda.gov
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Verifying Rules 1735 & 1736 Using Self-Check Worksheet
 

Section 5 helps check—when standardized data is required—if standardized 

datasets are tagged correctly in the STF and if required datasets are included: 

Correct 

File 

Tags 

Required 

Files/Datasets 

Validate 

1789 

Validate

1736

Begin 

Validation 

Sponsor 

submits 
to FDA 

Start 

Validate 

1735 

Validate 

1734 

Validate 

1736 



     

     

      

     

            

      

  

    

    

      

  
  

 

 

  

      

  

Addressing the Most Common 1735 Error
 

❖ The most common cause of 1735 errors is incorrectly tagged define.xml files 

❖ When preparing STF files, ensure files are tagged properly 

Example Study Tagging File (STF) for SDTM: 

1735 Error Reasons* 
Sponsors commonly apply the same file tags as datasets or other files 

for all files submitted, including define.xml files 

www.fda.gov 
*231 studies with Error 1735 2021 Q1 

Correct 

File 

Tags 
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File tag for define.xml needs to 

be corrected to: 

“data-tabulation-data-definition” 

Invalid file tag for dm.xpt 

Invalid file tag for adsl.xpt 

78% 

Invalid File 
Tag for Define 

http:www.fda.gov
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Summary
 

www.fda.gov 

http:www.fda.gov


      

 

 

 

 

  

 
      

 

     

     

    

   

      

      

  

     

    

   

 

   

   
 

  

 

 

 

 

  

     

    

   

 

      

    

    

  

    

   

    

          

Summary: Addressing Top 3 Causes of TRC Errors
 

1734 1789 1735 

All 1734 Comm. IND 

Impact 65% of 42% of 17% of Warning Notices 15% of Warning Notices 
Warning Warning 

Notices Notices 

A dataset named ts.xpt with The correct STF file-tags must 
A submitted file in a study 

information on study start date be used for all standardized 
section must be included in an Rule Summary 

must be present for each datasets and corresponding 
accompanying STF file 

study in required sections define.xml files 

1. Check if your 

study has an 

error 

Self-Check Worksheet 
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