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What is for? Purpose

BIMO What?

1977

FDA granted the right to audit 

clinical research sites

2011

Specifications for Preparing and 

Submitting Summary Level 

Clinical Site Data

for CDER’s Inspection Planning

Feb-2018

CDER BIMO Technical 

Conformance Guide (v1)

Bioresearch Monitoring (BIMO) Program, 

which created guidelines for agency

inspections of clinical trial sites

Jul-2020

CDER BIMO Technical 

Conformance Guide (v2)

Applicable to NDA and certain BLA only

Source: “Bioresearch Monitoring (BIMO) Fiscal Year 2020 Metrics” – FDA Presentation
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Content

BIMO TCG Technical Details

https://www.fda.gov/media/85061/download

Specifications for preparing and submitting information for planning of Bioresearch Monitoring (BIMO) inspections.

I.

Clinical 
Study Level 
Information

• Studies Inventory

• Sites/Investigators 
locations

• Financial information

• Other study 
documents in eCTD 
study folder

II.

Subject-Level 
Data Line 
Listings by 
Clinical Site

•Organized by 
Investigator site, 
listing type

III.

Summary-
Level 

Clinical Site 
Dataset

• clinsite.xpt

• summary by study, 
investigator site, by arm

• Site variables from I.

• 39 standard variables in 
appendix

• define-xml (pdf)

• Reviewer guide 
(optional)

Data from all Pivotal Studies

https://www.fda.gov/media/85061/download
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Individual Subjects Line Listings - By Clinical Site
➢ Subject-level data line listings provided for each major pivotal study

➢ For clinical investigator sites involved in multiple studies, subject listings should be 

provided independently for each study

➢ Details about the listings are provided in Bioresearch Monitoring Technical 

Conformance Guide

➢ PDF format

BIMO TCG Technical Details
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Individual Subjects Line Listings - By Clinical Site [Key Topics]

# Topic

1 Consented Subjects

2 Treatment Assignment

3 Disposition / Discontinuations

4 Study Population

5 Inclusion/Exclusion Criteria

6 Adverse Events

7 Important Protocol Deviations

8 Efficacy Endpoints

9 Concomitant Medications

10 Other Safety Data e.g., Labs, Ecg, Vital Signs

BIMO TCG Technical Details
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Individual Subjects Line Listings - By Clinical Site [Key Topics]

BIMO TCG Technical Details
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Individual Subjects Line Listings - By Clinical Site [Possible Issues]

➢ 500 MB max file size, if more split

➢ Generate empty listings when no data are available e.g., no important protocol 

violations for a site

➢ If a site has multiple investigators use the most recent

BIMO TCG Technical Details
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Site Level Dataset (clinsite.xpt)

➢ One record per Pivotal Study per Clinical Site per Treatment/Arm per Endpoint

➢ Standard Set of Variables (39)

Study Level
Safety & Primary 

Endpoint
Site & 

Investigator

STUDYID, TITLE,

SPONCNT, SPONSOR, IND,

UNDERIND, NDA, BLA, 

SUPPNUM, SITEID, ARM, 

COHORT

SAFPOP, SCREEN,

DISCSTUD, DISCTRT,

ENDPOINT, ENDPTYPE, 

TRTEFFR, TRTEFFS,

CENSOR, NSAE, SAE, DEATH, 

IMPDEV, NOIMPDEV

FINLDISC, LASTNAME,

FRSTNAME, MINITIAL,

PHONE, FAX, EMAIL,

COUNTRY, STATE, CITY,

POSTAL, STREET, STREET1

BIMO TCG Technical Details 12
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BIMO TCG Technical Details
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Site Level Dataset (clinsite.xpt)

Study Level Variables

Safety & Primary Endpoint Level 

Variables

Site and Investigator  Level 

Variables

BIMO TCG Technical Details
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Study/Site/Arm/Endpoint

14

Site Level Dataset (clinsite.xpt)

BIMO TCG Technical Details

Key Safety 

Summary

Study Endpoint

Simple Summary StatisticsStudy Population Summary

DISCRETE 

CONTINUOS

TIME-TO-EVENT

OTHER
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➢ Trial and Site information not in SDTM → Propose a template to sponsor

➢ It includes 22 variables

➢ Agree a template

➢ Plan a Test Delivery

➢ Special characters (non-ASCII) not allowed in xpt e.g., 

FINLDISC (Financial Disclosure Amount): ≥ $50,000 → >= $50,000

Site Level Dataset (clinsite.xpt) – Issues & Challenges

BIMO TCG Technical Details
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Documentation [define-xml]

➢ Only for clinsite.xpt

➢ Pinnacle21 Enterprise Template

➢ Key Metadata - CLINSITE/Summary-Level Clinical Site Dataset

▪ Standard Name: FDA Bioresearch Monitoring, v1.0

▪ Class: SPECIAL PURPOSE

▪ Structure: One record per study, site, arm and primary endpoint

▪ Purpose: Analysis

▪ Key Variables: STUDYID, SITEID, ARM, ENDPOINT

▪ 40 Variables, no VLMs

▪ 21 P21 Conformance Rules

▪ Reviewer Guide (optional for now)

BIMO TCG Technical Details
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Documentation - BIMO PHUSE working Group

https://advance.phuse.global/display/WEL/%28BIMO%29+Bio-research+Monitoring+Data+Reviewers+Guide

➢ Data Reviewer’s Guide Template (referenced in the Technical Conformance 

Guide) and associated documents to allow up front communications regarding 

the sponsors interpretation of the Bio-research Monitoring Technical 

Conformance Guide. 

➢ Public review projected for 15th December 2021 to 31st January 2022.

BIMO TCG Technical Details

https://advance.phuse.global/display/WEL/%28BIMO%29+Bio-research+Monitoring+Data+Reviewers+Guide
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Planning – Write a mini-SAP

➢ Planned Studies

➢ List of Listings

➢ Key Instructions for Programmers

➢ Ad-hoc derivations

➢ List of Variables to be included

➢ Reference to CSR listings if applicable

➢ Decide how they will be organized, by subject vs by listings

➢ clinsite.xpt

➢ Identify study endpoints e.g., efficacy

➢ Specify type of endpoint e.g., continuous vs binary vs time to event

BIMO TCG Technical Details
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eCTD

➢ Module 5.3.5.4 with specific “BIMO” study tagging file (STF)

Module 5 clinical Study Reports

5.3 Clinical Study Reports

5.3.5  Reports of Efficacy and Safety Studies

5.3.5.1 Study Reports of Controlled Clinical Studies…….

BIMO TCG Technical Details

➢ The three items should be placed in eCTD Module 5



Sponsor(s) Experience

▪ Sponsors Sharing their BIMO Experience

▪ Cytel Sponsor(s) Experience
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Sponsors Sharing their BIMO Experience

Sponsor(s) Experience

➢ Pfizer 2018

➢ Janssen 2019

➢ Merck & Co 2019

➢ Vertex 2020

➢ Regeneron Pharmaceuticals 2021

See “References” Slide
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Cytel Sponsor(s) Experience

Sponsor(s) Experience

Sponsor Number of and Type 

of Trials

Details

1 [2016]

Pain

2

Pivotal Ph III/Ph II

Only Listings; FDA Request post submission

ClinSite not provided (pilot not mandatory at that time)

2 [2018]

Neurology

2

Pivotal Ph III

define.xml; No reviewer Guide; By Site, Listings

ClinSite with Efficacy Data, Binary. Site Treatment Effect Size

3 [2019]

Neurology

1

Pivotal Ph III

define.pdf; No reviewer Guide; By Site, Listings

ClinSite with Efficacy Data, Continuous. Site Treatment Effect 

Size

4 [2020]

Multiple Sclerosis

3

1 Ph II

2 Ph III 

1 Ph IV

define-xml / define.pdf; No reviewer Guide; By Site, Listings

ClinSite with Efficacy Data, Continuous / Binary

Old Studies, Cytel not involved in the Submission

6 [2021]

Oncology

1

Pivotal Ph III

define-xml; Reviewer Guide; By Site, Listings

ClinSite with Efficacy Data, Binary

Old Studies, Cytel not involved in the Submission

5 [2021]

Fertility

3

2 Pivotal Ph III

1 Bioequivalence

define-xml / define.pdf; Reviewer Guide; By Site, Listings

ClinSite with Efficacy Data, Continuous / Binary

Discussed during FDA meeting (SDSP)
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Cytel Sponsor(s) Experience – Unnecessary Effort

From BIMO TCG

Treatment Efficacy Result (TRTEFFR) — The summary statistic for each primary efficacy 

190 endpoint, by treatment arm at a site. Values reported in TRTEFFR generally reflect 

simple summary statistics for the primary efficacy endpoint(s).

Sponsor 3 → endless discussion on PROC MIXED model to apply for Lsmeans

calculation , this is not needed!!!

Site-Specific Treatment Effect variables also removed from TCG Version 2



BIMO - Conclusions
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BIMO - Conclusions

BIMO - Conclusions

➢ Plan ahead, it is not optional. Integrate into submission activity priorities

➢ Get confirmation from the reviewer (SDSP) 

➢ Re-use existing study material e.g., ADaM, CSR listing programs

➢ Standardize the process

➢ Future: FDA using “our” SDTM/ADaM to generate BIMO elements?



Data Submission News
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Data Submission News – FDA Technical Rejection Criteria for Study Data

Data Submission News

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

➢ Version 1 released January 2019

➢ Few Criteria so far

➢ Presence of ts.xpt also for legacy studies if legacy datasets submitted

➢ eCTD STF file-tag matching STUDYID in submitted datasets

➢ Presence of dm.xpt if TS.SSTDTC>2016-12-16*

➢ Presence of adsl.xpt if TS.SSTDTC>2016-12-16 when ADaM is submitted*

➢ Presence of dm.xpt if TS.SSTDTC>2016-12-16

➢ September 15, 2021 Final Implementation

* Presence of define-xml

https://www.fda.gov/media/100743/download
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A Recent Sponsor/Cytel Experience

➢ Datasets submitted prior to September 

15, 2021

➢ Several SDTM/ADaM Packages 

submitted for the same study e.g., key 

study endpoint analysis at 24, 48, 72 

months

➢ Re-submission after September 15

➢ Sponsor got a “Rejection Notification”

Data Submission News – FDA Technical Rejection Criteria for Study Data
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Full package SDTM/ADaM re-submitted for additional data cut-off, What went wrong?

➢ Due to several study folders created for the same study, the STUDYID was not 

matching the eCTD STF file-tag

➢ Solution in the FDA TCG “7.1 eCTD Specifications”

Data Submission News – FDA Technical Rejection Criteria for Study Data
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➢ Study Data Technical Conformance Guide

Last Update October 2021 – No major changes
https://www.fda.gov/media/153632/download

➢Data Standards for Drug and Biological Product Submissions Containing Real-World 

Data (October 2021 draft version, Comments by January 22nd, 2022)
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/data-standards-drug-and-biological-product-

submissions-containing-real-world-data

➢ Use of “Simplified ts.xpt files (November 2019)
https://www.fda.gov/media/132457/download

Data Submission News – Other FDA Update

https://www.fda.gov/media/153632/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/data-standards-drug-and-biological-product-submissions-containing-real-world-data
https://www.fda.gov/media/132457/download
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Submission of Raw Data to EMA
What Might the Future Landscape of Submitting Data Look Like in 2025

PHUSE 2021
Presented by Eftychia-Eirini Psarelli on 15 November 2021

Methodology Workstream, Data Analytics and Methods Task Force, EMA

Data Submission News – EMA
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Next Steps

Angelo Tinazzi, Senior Director

Cytel Inc.

Standards, Systems, CDISC Consulting, Statistical Programming

Clinical Research Services

Route de Pré-Bois 20 

C.P 1839, 1215 Geneva, SWITZERLAND

email: angelo.tinazzi@cytel.com

Subscribe to Cytel Blog to receive update on my 

Good Data Submission Doctor Blog Series 

https://www.cytel.com/blog/topic/cdisc

mailto:angelo.tinazzi@cytel.com
https://www.cytel.com/blog/topic/cdisc

