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  History  
  Draft Guidance   
  Summary Level Clinical Site Data  
  Data Definition File  
  What Else Needs to Be Submitted? 
  Site Selection   
  Future Developments 
  Questions and Answers 
 



 2009 -  First initiated by FDA Commissioner 
Margaret Hamburg 

 Sept 2009 – FDA Site Selection tool ready for 
sponsor pilots  

 2011/2012 -  Original version of the FDA draft 
guidance and specifications released  

 The Pharmaceutical Users Software Exchange 
(PhUSE)/FDA/Clinical Data Interchange 
Standards Consortium (CDISC)  worked 
together to update the specifications to be 
CDISC compliant.  This version has not been 
released yet.   
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Specification Document: 
www.fda.gov/downloads/drugs/developmentapprovalprocess/formssubmissionrequirements/ucm332466.pdf 
 
 

12/2012 Electronic submissions 

http://www.fda.gov/downloads/drugs/developmentapprovalprocess/formssubmissionrequirements/ucm332466.pdf
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Applies to: 
 New Drug Applications (NDAs) 
 Biologics Licensing Applications(BLAs) 
 NDA and BLA supplemental applications 

containing new clinical study reports submitted 
to CDER 

 
Does not apply to 
 Biopharmaceuticals 
 Clinical pharmacology 
 Animal studies 
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   THREE parts requested 
 
       

 
 
 
 
 
 

 
 
  

 Part 1 Site-Level Data Set 
    Site level summary data for site selection tool across all  
     pivotal studies (.xpt) 
 
 Part 2 Tabular Listings of Site Information 
    - Tabular information for all sites in the study (PDF) 
     -  Protocols and Annotated CRFs for each study (PDF) 
 
 Part 3 Line Listings by Site 
    Subject data listings organized by site for each study (PDF) 
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   Assist applicants to include the  summary  level     
     clinical site data in the submission 
   Verify the integrity of data submitted 
   Address regulatory issues earlier 
   Assure the rights and welfare of human research  
     subjects protected 
   Facilitate a risk-based approach to site selection  
     and inspections 
   Plan inspections efficiently and effectively 
   To meet PDUFA timelines 
   Ensure the compliance of US laws and regulations on 
     GCP and GLP  
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FDA purpose for guidance:  ‘is intended 
to facilitate use of a risk-based 
approach for the timely identification of 
clinical investigator sites for on-site 
inspection by CDER during the review of 
marketing applications.’ 
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   eCTD format  
   Module 5 
   Leaf titles should be “bimo”  
   The file name “clinsite.xpt” 

 
 

    Submit electronically via 
FDA Electronic Submission Gateway (ESG) or using 
appropriate physical media  
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   Data set contains data from all major (pivotal) 
studies used to support safety and efficacy 
 

   Data submitted by clinical site and treatment 
arm for the intent-to-treat (ITT) population  
 

   Clearly identify individual clinical investigator 
sites within an application or supplement 
 

   Present characteristic and outcomes of the 
study at the site level  
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Site Administrative Details 
 Study number 
 Study title  
 Number of sponsors 
 Other sponsor names  
 Investigational new drug (IND) number 
 Under IND (y/n) 
 NDA number 
 BLA number 
 Serial number for supplemental application 
 Site identification number  
 Principal investigator information   
            - Name, address, phone and fax number, email address 
            - Start and stop dates and duration of responsibility  

  
 



Site Financial Disclosure Information:   
  Maximum financial disclosure amount   
($USD) by any single investigator by site 
  Total financial disclosure amount ($USD) by site 
calculated as the sum of disclosures for the principle 
investigator and all sub-investigators to include all 
required parties 
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Site Characteristics by Counts 
  Randomize (ENROLL) 
  Screened (SCREEN) 
  Discontinue from study (DISCONT) 
  Discontinue from treatment (DISCONT2) 
  IPV (PROTVIOL) 
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Site-Specific Safety Results by Counts 
   Non-Serious Adverse Events (NSAE) 
   Serious Adverse Event (SAE) 
   Deaths (DEATH) 
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Site-Specific Efficacy Results 
  Treatment Arm (ARM) 
  Name of the Primary Endpoints (ENDPOINT) 
  Type of Endpoint (ENDPTYPE) 
  Treatment Efficacy Result (TRTEFFR) 
  Treatment Efficacy Result Standard Deviation   
    (TRTEFFV) 
  Site-specific Efficacy Effect Size (SITEEFFE) 
  Site-specific Efficacy Effect Site Standard   
Deviation (SITEEFFV) 
 The Number of Censored Observations(CENSOR) 
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Data Structure Example 
 

Note:  Information not applicable or not obtainable 
should be identified with a -1 as  the value  
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   Reviewer’s guide (as needed)   
   Table of number of subjects screen, 

randomized, treated and prematurely 
discontinued by site (This is general 
information that may be requested – but 
not part of the Site level listings).  
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 Source data listings by site  
 



 Source data listings by site  
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Listing A: Screened subjects and reason for subjects who did not meet  
Eligibility requirements 

Subject Randomized Reason for 
Screen Failure 

50000 N Consent 
withdrawn 

50001 Y 
50002 Y 
50003 N In/ex criteria 

50004 Y   
 

Study: <#>  Centre: 01001 
 

………. 



 Source data listings by site  
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Listing B: Treatment assignment (randomization) 

Subject Randomized Treatment 
5001  <drug a> 
5002  <drug b> 

Study: <#>  Centre: 01001 
 

………. 



 Source data listings by site  
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Listing C: Drop-outs and subjects that discontinued with date and reasons 

Study: <#>  Centre: 01001 
  
 
 
Subject 

 
Treatment 
     Start 
     Date 

 
 
DC of 
<drug a> 

 
Date of  
  DC of 
<drug a> 

Reason      
   for  
 DC of  
<drug a> 

 
 
DC of 
<drug b> 

 
Date of  
  DC of 
<drug b> 

Reason      
   for  
 DC of  
<drug b> 

50018 <DDMMM
YYYY> 

  Y <DDMMM
YYYY> 
 

AE study 
dis. worse 

50039 <DDMMM
YYYY> 

Y <DDMMM
YYYY> 

AE study 
dis. 
worse 

………. 



 Source data listings by site  
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Listing D: Evaluable subjects/non-evaluable subjects and reason not evaluable 

Study: <#>  Centre: 01001 
  
Subject 

 
Evaluable 

 
 Reason not Evaluable 

50001  Y    

50002  Y 

50003  Y 

50004  N Not Treated 

50005  Y 

50006  Y 

………. 



 Source data listings by site  
Listing E: By subject listing of eligibility determination (i.e., inclusion 
And exclusion criteria) 
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Study: <#>  Centre: 01001 
 

Subject Randomized IN01 IN02 IN03 IN04 EX01 EX02 EX03 EX04 

 
50001 

 
Y 

 
Y 

 
Y 

 
Y 

 
Y 

 
N 

 
N 

 
N 

 
N 

 
50002 

 
Y 

 
Y 

 
Y 

 
Y 

 
Y 

 
N 

 
N 

 
N 

 
N 

 
50003 

 
Y 

 
Y 

 
Y 

 
Y 

 
Y 

 
N 

 
N 

 
N 

 
N 

 
50004 

 
Y 

 
Y 

 
Y 

 
Y 

 
Y 

 
N 

 
N 

 
N 

 
N 

Y for Inclusion criteria and N for Exclusion criteria indicate patient satisfied criteria for inclusion in the study 
IN1= Inclusion criteria 1, EX1=Exclusion criteria 1 



 Source data listings by site  
Listing F, By subject listing of AEs, SAEs and Fatals 
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Study: <#>  Centre: 01001 
 

 
Subject 

 
Reported 
Terms 

 
Preferred  
Terms 

 
System Organ 
Class 

AE  
Start 
Date 

 
AE 
End Date 

 
SAE 
Flag 

 
Fatal 
Flag 

 
50002 

 
xxxx 

 
xxxx 

 
xxxx 

 
<DDMMMYYYY> 

 
N 

 
N 

 
xxxx 

 
xxxx 

 
xxxx 

 
<DDMMMYYYY> 

 
<DDMMMYYYY> 

 
N 

 
N 

 
50005 

 
xxxx 

 
xxxx 

 
xxxx 

 
<DDMMMYYYY> 

 
<DDMMMYYYY> 

 
N 

 
N 

………. 



 Source data listings by site  
Listing G, By subject listing of protocol violations and/or deviations 
reported in the NDA, description of diviation/violation 
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Study: <#>  Centre: 01009 

 
Subject 

 
Protocol Deviation Description 

 
Visit 

 
39456 

 
Other PV affecting efficacy and possible safety 

 
                         20 

………. 



 Source data listings by site  
Listing H, By subject listing of the primary and secondary endpoints 
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Study: <#>  Centre: 01001 
Endpoint: <xxxxxxxxx > 
 
 
Subject  

Visit  
Date 

Visit 
Day 

Time  
Point 

<test 1> <test2> Observed  
 record 

Used for  
analysis 

 
50001 

 
<DDMMMYYYY> 

 
1 

 
1 hour 
pre-dose 

 
<value> 

 
<value> 

 
Y 

   
Y 

………. 



 Source data listings by site  
Listing I: By subject listing of concomitant medications 
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Study: <#>  Centre: 01001 
 

 
Subject  

 
Reported  
Name 

 
Indication 

Start 
Date 

End  
Date 

 
<Med 1 
name> 

 
<Med 2 
name> 

 
<Med 
3name> 

 
50001 

 
xxxx 

 
xxxx 

 
<DDMMMYYYY> 
 

 
<DDMMMYYYY> 

 
Y 

 
 

 
xxxx 

 
xxxx 

 
<DDMMMYYYY> 

 
<DDMMMYYYY> 

Y 

 
50002 

 
xxxx 

 
xxxx 

 
<DDMMMYYYY> 

 
<DDMMMYYYY> 

 
Y 

………. 



 Source data listings by site  
Listing J: By subject listing of laboratory tests performed for safety 
monitoring 
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Study: <#>  Centre: 01001 
Lab Group: Biochemistry 
 

 
Subject  

Actual  
Treatment 

 
Visit 

Visit  
Date 

Visit 
Day 

Alkaline 
Phosphatase 
    U/L 

Calcium 
mmol/L 

Chloride 
mmol/L 

 
50001 

 
<treatment> 

 
SCREENING 

 
<DDMMMYYYY> 
 

 
-14 

 
<value> 

 
<value> 

 
<value> 

 
BASELINE 

 
<DDMMMYYYY> 
 

 
-1 

 
<value> 

 
<value> 

 
<value> 

 
WEEK 12 

 
<DDMMMYYYY> 
 

 
82 

 
<value> 

 
<value> 

 
<value> 

………. 

………. 
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Table of number of subjects screen, randomized, treated  
and prematurely discontinued by site 
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What is the FDA doing with the information? 
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   FDA continues to refine ‘The Request for Site Level 
Data Set” document.  You should  always check on the 
FDA website to get the most current version. 
 

   FDA may want this information (or most of it) during 
conduct for the purpose of 'real time inspections’. 
 

   FDA to develop an inspection data warehouse and 
learning algorithm to select problem sites with a greater 
accuracy.   
 

   IRB and Bioequivalence inspection models are under 
development.   

 



Jingwei Gao (郜竞薇） 
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29/F, Park Place, 1601 Nanjing Road(West), Jingan District, Shanghai, 200040 
Work Phone: +86-21-52883958 
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E-mail: jingwei.gao@boehringer-ingelheim.com 
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