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Disclaimer 

This presentation intended for educational purpose only. 
All opinions expressed in this presentation are the 
author’s personal views, and do not reflect the views or 
opinions of Novartis. 
 
The slides in this presentation were prepared as talking 
points. It is possible that key substantive elements were 
delivered orally during the presentation and are not 
present on the slides. Questions regarding content 
should be directed to the author. 
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Goal 

The Center for Drug Evaluation and Research (CDER) is part of the 
U.S. Food and Drug Administration (FDA) responsible for regulation of 
over-the-counter and prescription drugs, including biological therapeutics 
and generic drugs. 
 

Office of Scientific Investigations (OSI) is a part of CDER Office of 
Compliance, which protects public health. The main goals of OSI are  
 

Ø  To verify the integrity of efficacy and safety data submitted to the 
FDA in support of new drug applications 

Ø  To assure that the rights and welfare of human research 
subjects are protected. 
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How OSI achieves the Goal? 

Ø  Auditing and verifying submitted data for  
Ø  Safety 
Ø  Efficacy  
Ø  Bioequivalence of drugs for human use 

Ø  Directing inspections of IRB’s for compliance. 

Ø  Ensuring GCP and GLP is followed during the conduct of Clinical 
Trial. 

 
 

CDER a part 
of FDA 

OSI is a part 
of CDER 

OSI requests 
BIMO Clinical 

Data 



BIMO Clinical Data 
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Bioresearch Monitoring (BIMO) Clinical Data 

BIMO Clinical Data 

•  Facilitate timely selection of clinical sites for potential FDA inspection 
as part of the NDA/BLA and/or supplementary review processes 

•  Used in the site inspection Audit 

Requested for every NDA/BLA by FDA OSI 

•  included in Module 5 of eCTD 

Similar requests from EMA and other HA 
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An example... 
BIMO Clinical Data - Requests 

Part I : General and Clinical Investigator information(.pdf) 

Part II : Individual Site Level Listings (.pdf) 

Part III (optional) : Site Level Dataset (.xpt) 



| OSI Request in Submissions| Swetha and Sarmistha | 25 July 2015 | PhUSE | Business Use Only 8 

Part I : General and Clinical Investigator information 
 
 

For each of the completed Phase 3 trials provide 
v     Section 1 : 

Ø  Site number 
Ø  Principal investigator 
Ø  Site Location: Address (e.g. Street, City, State, Country) 

and contact information (i.e., phone, fax, email) 
Ø  Current Location of Principal Investigator (if no longer at 

Site). 

v   Section 2: By Site 
Ø  Number of subjects screened for each site  
Ø  Number of subjects randomized for each site  
Ø  Number of subjects treated who prematurely discontinued 

for each site. 
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Contd. 

v Section 3 
Ø  Location where documents are maintained and would be 

available for inspection. 
Ø  Name/address and contact information of all CROs used in the 

conduct of the clinical trials 
Ø  Location where all source data generated by the CROs with 

respect to their roles and responsibilities in conduct of respective 
studies 

Ø  Location of sponsor/monitor files (e.g. monitoring master files, 
drug accountability files, SAE files, etc.) 

v  Provide annotated Case Report Forms (CRF) and Protocols with all 
amendments for each pivotal trial. 
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Part II : Individual Site Level Listings 
 

This section would provide subject data listings organized by 
site for each pivotal study .  
 

1.  Listing for each subject/number screened and reason for screen-
failure subjects  

2.  Subject listing for treatment assignment (randomization) 
3.  Subject listing of drop-outs and discontinued with date and 

reason 
4.  Subject listing of eligibility determination (i.e., inclusion and 

exclusion criteria) 
5.  Subject listing of AEs, SAEs, deaths and dates 
6.  Subject listing of protocol violations and/or deviations reported in 

the NDA, description of the deviation/violation 
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Contd. 

7.  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. 

8.  Subject listing of concomitant medications (as appropriate to the 
pivotal clinical trials) 

9.  Subject listing, of laboratory tests performed for safety monitoring. 
 
 

 We create one PDF file with Bookmarks for each Pivotal trial and present 
all the requested listings for each site.(See example in next slide.) 
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Example for PDF with Bookmarks 



Example of how OSI Requests is handled in 
Novartis 
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One program 

Re-use of existing listing programs 
that were done by site subgroup 

 
Re-use of tracking sheet  

to get footnotes 

Automatic bookmark reordering, no matter how many sites 
and how many or what listings you have.  

Re-use of existing listing programs 
that were NOT done by site subgroup 
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Programming Techniques used to create  
bookmarked PDF... 

Ø Re-use CSR listings programs 
Ø Perl Regular expressions and RETAIN statement: 

•  Identify sections in the programs and call them 
sequentially to  apply consistent updates in program. 

Ø Call Execute to Execute CSR programs with updates 
Ø ODS PDF to create bookmarked PDFs 
Ø Proc document to Re-arrange by site and Listing 
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compile all listings by site subgroup into one temporary pdf file using ODS RTF 
bookmarks are the automatic ones : Listing1>Site1,2,3,…,n ; Listing2>Site 1,2,3,…,n, plus some 
some additional for procedures.  

Export into a txt file the list of bookmarks with theirs levels 
and paths. 

Create a new pdf file with custom folders and custom hierarchy  
Based on the original list of bookmarks  
PROC DOCUMENT to rearrange and replay the outputs.  

bookmarks renamed automatically with the site number or the title of the listing 
depending on the level. 

bookmarks are now: Site1>Listing1,2,3,…,n ; Site2>Listing 1,2,3,…,n.  

Create bookmarked PDF using ODS and Proc 
Document 
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Replay 
the 

document 

Replay the 
document 
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Part III (Optional): Site Level Datasets 

A voluntary submission of BIMO electronic dataset in a form of single 
clinical site dataset (.xpt) might be requested for CDER Inspection Site 
Selection Tool, developed by CDER for selection of appropriate clinical 
sites for FDA inspection. 
 
This dataset contains 

Ø  Administrative Information of the sites 
Ø  Summary Statistics by site and Treatment arm 
Ø  Patient Disposition 
Ø  Protocol Deviations 
Ø  Efficacy Endpoints 
Ø  Deaths and SAE. 

 
Note : This may be requested as part of or after the submission. 
The teams can challenge FDA on the need of providing this dataset 
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Format of Site Level Dataset 
Site-Specific Efficacy Results 
 

Ø  The SAS transport file (SAS XPORT V.5) is called “clinsite.xpt” 
 
Ø  The Dataset structure is one record per study per site per 

treatment arm 
 
Ø  It has 39 pre-defined variables with specific names, labels, 

definitions and formats. 

 Note: This dataset is independent of CDISC structure. 
 

The final electronic datasets must be in XPT format 
and follow specific pre-defined FDA format 
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Specification For Site Level Dataset 
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Analysis 

The key derived variables and key risk indicators for  systematic assessment in a 
clinical trial can be identified and categorized as study conduct, safety 
perspective, and efficacy perspective  
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Graphical Representation 
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Being Pro-Active 

ü  FDA/OSI communicates with pharmaceutical 
companies to provide BIMO Clinical Data for each 
NDA.  

 
ü  The BIMO clinical data is now part of every submission. 

Can we act proactively and contact FDA well ahead of 
submission to discuss and clarify potential information 
that will be included in BIMO submission? 
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