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OUTLINE 
●  Background of BIMO/OSI 

●  Part I item 2: Clinical Site Summary Listing 

●  Part II: Subject Level Data Listing by Site 

●  Part III: Summary Level Clinical Site (SLCS) Data 

●  Conclusion 
 



 
Background (1) 

●  FDA uses onsite inspections to ensure that clinical investigators, 
sponsors, and Institutional Review Boards (IRB) comply with FDA 
regulations while developing investigational drugs or biologics. 

●  In 1977, FDA established the Bioresearch Monitoring (BIMO) Program 
to develop cross-center guidelines for inspections of clinical investigators, 
sponsors, and IRBs. 

●  The BIMO Program for drugs is managed by the Office of Scientific 
Investigations (OSI) and for biologics by the Office of Inspections and 
Surveillance. 

●  Medical reviewers, who are responsible for approving or disapproving a 
product, consult with BIMO reviewers to choose which clinical trial sites to 
inspect. 
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Background (2) 

●  The current submission format for study-specific data in sponsors’ NDA 
and BLA packages does not facilitate efficient site selection for FDA 
because these data are submitted as subject level data. 

●  FDA is working to modernize and enhance the efficiency and 
effectiveness of its inspection processes. 

●  FDA’s Office of Scientific Investigation (OSI) has developed and is 
piloting a risk-based inspection site selection tool.  

●  This tool combines data from multiple databases including Summary Level 
Clinical Site Data to quickly analyze and assess clinical sites for 
identifying sites for inspection.  
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Background (3) 
●  OSI requests sponsor to submit: 
●  Part I: General study related information and specific 

Clinical Investigator Information 

●  Part II: Subject Level Data Listings by Site 

●  Part III: Summary Level Clinical Site Data (SLCS) 

●  Each major study (phase 2 or phase 3) should be prepared. 

●  For clinical site involved in multiple studies in support of an 
application, provide the data independently for each study within 
dataset. 
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Part I: General study related information and specific Clinical 
Investigator Information 
 ●  Item 1: include the site information in a tabular format: site number; 
Principal investigator; site location (address and contact information); 
current location. 

●  Item 2: include by site information in a tabular format: Number of subjects 
screened; randomized; treated who prematurely discontinued. 

●  Item 3: include the information in a tabular format: location of Trial Master 
File; CROs information (name, address and contact); location of source 
data generated by CROs; location of study-related documents. 

●  Item 4: Annotated CRF. 

●  Item 5: Protocol and all amendments 
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Part I: item 2: Clinical Site Summary Listing 
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Part II: Subject Level Data Listing by Site 
 a.  Listing for each subject/number screened and reason for subjects who did not meet 

eligibility requirements 
b.  Subject listing for treatment assignment (randomization) 
c.  Subject listing of drop-outs and subjects that discontinued with date and Reason 

d.  Evaluable subjects/ non-evaluable subjects and reason not evaluable  
e.  By subject listing of eligibility determination (i.e., inclusion and exclusion criteria) 
f.  By subject listing, of AEs, SAEs, deaths and dates 
g.  By subject listing of protocol violations and/or deviations reported in the NDA, 

description of the deviation/violation 

h.  By subject listing of the primary and secondary endpoint efficacy parameters or 
events. For derived or calculated endpoints, provide the raw data listings used to 
generate the derived/calculated endpoint. 

i.  By subject listing of concomitant medications (as appropriate to the pivotal clinical 
trials) 

j.  By subject listing, of laboratory tests performed for safety monitoring 
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Part II:  
a. Listing for each subject/number screened and reason for subjects 
who did not meet eligibility requirements 
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Part II:  
b. Subject listing for treatment assignment (randomization) 
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Part II: 
c. Subject listing of drop-outs and subjects that discontinued with date 
and Reason 
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Part II:  
d. Evaluable subjects/ non-evaluable subjects and reason not 
evaluable By subject listing of eligibility determination  
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Part II: 
e: By subject listing of eligibility determination (i.e., inclusion and 
exclusion criteria) 
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Part II: 
f: By subject listing, of AEs, SAEs, deaths and dates 
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Part II:  
g: By subject listing of protocol violations and/or deviations reported in 
the NDA 
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Should list any deviation in the study, including both Qualitative and 
Quantitative deviation, both Major and Minor deviations. 
 
 
 



Part II: 
 h: By subject listing of the primary and secondary endpoint efficacy 
parameters or events.  
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Part II: 
 i: By subject listing of concomitant medications  
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Part II:  
j: By subject listing, of laboratory tests performed for safety monitoring 
 

|        18 



Part II:  
Challenge 
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●  Too big if there are too many sites in one study, e.g. >100 site. 

●  Unclear definition, e.g., evaluable, deviation 

●  Population not clearly defined 

●  No table shell 

●  Suggest to prepare any unclear information and discuss with FDA in the 
pre-NDA meeting 

 



Part III:  
Summary Level Clinical Site Data (SLCS) 

●  CDER issued a draft guidance relating to electronic submissions In 
December 2012 

Guidance for Industry: Providing Submissions in Electronic Format—Summary 
Level Clinical Site Data for CDER’s Inspection Planning 

●  Its purpose is to assist applicants in the submission of a clinical dataset that 
describes and summarizes the characteristics and outcomes of clinical 
investigations at the level of the individual study site.  

●  This dataset 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.  

●  FDA issued technical specifications in November 2011, October 2012, 
and November 2012, respectively 

Specifications for Preparing and Submitting Summary Level Clinical Site Data for 
CDER’s Inspection Planning 

●  It provides current FDA specifications for preparing and submitting a 
summary-level clinical-site dataset in electronic form for NDAs, BLAs, 
and NDA or BLA supplemental applications submitted to FDA’s CDER 
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Part III:  
Summary Level Clinical Site Data 

●  Should be provided in a single dataset containing data from all major 
studies used to support safety and efficacy, with totally 39 variables. 

●  Should be provided by clinical site and treatment arm for the ITT 
population. 

 
●  Should be submitted in the eCTD format belongs in Module 5 – 

Clinical Study Reports 

●  Should be delivered as “clinsite.xpt” with the define.pdf document 
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Part III:  
Summary Level Clinical Site Data 

39 variables include: 
●  General information (Sponsor, IND/NDA/BLA number) 
●  Study Conduct: 

●  Enrollment 
●  Subjects Discontinuations 
●  Protocol Violations              

●  Safety Perspective: 
●  Deaths 
●  AEs 
●  SAEs 

●  Site-specific Efficacy  
●  Site Information 

●  Financial Disclosure 
●  Name, Address and Contact information of the Primary Investigator  
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Part III: 
General information(Sponsor, IND/NDA/BLA number) 
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Part III:  
Study Conduct  

●  ENROLL: Total Number of Subjects Enrolled by Treatment Arm 
●  SCREEN: Total Number of Subjects Screened  
●  DISCONT: Number of Subjects Discontinuing from the Study by 

Treatment Arm   
●  PROTVIOL: Number of Protocol Violations by Treatment Arm 
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Questions from the FDA’s Specification 

●  Q1: How to handle subjects who changed the sites during the studies? 
●  Answer: We count them in their original sites. 

●  Q2: What treatment arm means? Planned treatment arm or actual 
treatment arm? 

●  Answer: We used planned treatment arms in our submissions.  

●  Q3: How to get the screen failure counts if the screen failure subjects 
were not in clinical database? 

●  Answer: Provided by each study team from Clinical Operations in 
excel format, which was converted into a SAS dataset shown in next 
slide. 

●  The numbers of screen failures at each site was combined with the 
number of subjects enrolled for the number of subjects screened at each 
site for SCREEN (Number of Subjects Screened at each site). 
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Protocol Violations – FDA’s Specifications 
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•  Should we include all violations, major ones and/or minor ones? 
•  Suggest to provide all the deviations, including both 

Qualitative and Quantitative deviations, both Major and Minor 
deviations. 

Variable	 Variable 
Label	

Comments	

PROTVIOL	 Number of 
Protocol 
Violations	

Number of protocol violations at a given site 
by treatment arm as defined in the clinical 
study report. This value should include 
multiple violations per subject and all 
violation type (i.e., not limited to only 
significant deviations).  



Part III:  
Safety Perspective – FDA’s Specifications 
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Note: Similar to Protocol Violations, all three variables are based on the 
numbers of events, not the numbers of subjects, and are tabulated by 
treatment arms. 



Part III: 
Efficacy Perspective 

●  There are four variables for the site-level efficacy results in SLCS 
dataset. 

●  OSI will use these variables to support site selection and are not 
intended to support evaluation of efficacy. 

●  The primary efficacy endpoint in the study should be used in the 
calculation of these variables. 
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Part III: 
Efficacy Perspective – FDA’s Specifications 
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Four Endpoint Types--To calculate the site-
specific efficacy result variable by treatment arm 
From FDA’s Specification 
● Discrete Endpoints – endpoints based on efficacy observations that can 
take on a discrete number of values (e.g., binary, categorical). Summarize 
discrete endpoints by an event frequency (i.e., number of events), proportion 
of patients with an event, proportion of patients responding to treatment, or 
similar method at the site for the given treatment.  
● Continuous Endpoints – endpoints based on efficacy observations that can 
take on an infinite number of values. Summarize continuous endpoints by the 
mean, median, or other distributional quantile of the observations at the site 
for the given treatment.  
● Time-to-Event Endpoints – endpoints where the time to occurrence of an 
event is the primary efficacy measurement. Summarize time-to-event 
endpoints by two data elements: the number of events that occurred 
(TRTEFFE) and the number of censored observations (CENSOR).  
● Other – if the primary efficacy endpoint cannot be summarized in terms of 
the previous guidelines, a single or multiple values with precisely defined 
variable interpretations should be submitted as part of the dataset.  
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Efficacy from Our Diabetes Project Submission 

●  ENDPOINT= HbA1c change from baseline to week 24   

●  TRTEFFE = For each unique STUDY, SITEID, and treatment ARM, 
calculate the mean HbA1c change from baseline to week 24 (CHG)   

 
●  TRTEFFS = The Standard Deviation of TRTEFFE  

●  SITEEFFE = The Difference of TRTEFFE between the Active treatment 
group and Placebo. For each unique STUDY, SITEID, and ARM except 
Placebo or active comparator, calculate the mean difference of primary 
efficacy result of investigation drug  treatment arm against Placebo or 
active comparator   

●  SITEEFFS = The Standard Deviation of SITEEFFE 
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Derivation Rules for Site-specific Efficacy 
Variables in SLCS from Our Submission 

●  M1= mean HbA1c change from baseline to week 24 in active drug 
treatment arm at a given site 

●  M2= mean HbA1c change from baseline to week 24 in placebo or 
comparator arm at a given site 
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Variable                                          Derivation Rule 
TRTEFFE Equal to M1 for active drug treatment arm and M2 for placebo or comparator arm 
TRTEFFS Equal to the standard deviation of TRTEFFE.   
SITEEFFE Equal to M1-M2  

Note: This variable is populated only for active drug treatment arms in SLCS. 
SITEEFFS The standard deviation of the site-specific efficacy effect size, is calculated as:  

 
 
 
 
 
where TRTEFFSi and ni are standard deviations and sample sizes for each treatment 
arm.  
Note: This variable is populated only for active drug treatment arms in SLCS. 
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Part III: 
Investigator Information 

●  Name, Address and Contact information of the Primary Investigator 
●  Financial Disclosure 
●  Clinical Operations provided the information in excel format, which 

was converted into a SAS dataset, and was included in SLCS dataset 
●  Inform the project team early to have the information ready 
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CONCLUSION 

● Provided an overview of the BIMO (OSI) package  
requirements for CDER’s site inspection planning. 

● Gave hands-on experiences from preparing BIMO 
(OSI) package for an NDA submission. 

● We hope to make your life a little easier when you are 
working on preparing BIMO (OSI) package for NDA 
submission. 
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Links 
●  FDA OSI Slides: “Summary level data and information for CDER’s 

inspection planning”. 
http://www.fda.gov/downloads/drugs/developmentapprovalprocess/
smallbusinessassistance/ucm361329.pdf 

●  Guidance for Industry - Providing Submissions in Electronic Format – 
Summary Level Clinical Site Data for CDER’s Inspection Planning 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/
FormsSubmissionRequirements/UCM332468.pdf  

●  Specifications for Preparing and Submitting Summary Level Clinical Site 
Data for CDER’s Inspection Planning 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/
FormsSubmissionRequirements/UCM332466.pdf  
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