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BIMO What?

» What Is for? Purpose

Cytel



What Is for? Purpose

Specifications for Preparing and

Submitting Summary Level CDER BIMO Technical

» Clinical Site Data > Conformance Guide (v1)
for CDER’s Inspection Planning

CDER BIMO Technicadl

» FDA granted the right to audit > Conformance Guide (v2)

clinical research sites

Felb-2018 Jul-2020

Applicable to NDA and certain BLA only

Contains Nonbinding Recommendations

Bioresearch Monitoring (BIMO) Program,
which created guidelines for agency
inspections of clinical trial sites

Bioresearch Monitoring Technical Conformance Guide

This technical conformance guide, when finalized, will represent the current thinking of the Food
and Drug Administration (FDA or Agency) on this topic. It does not establish any rights for any

CIE ST I 8 R

Cl Inspections

700
600
500

400

00
200
100 II
. | i .

CBER CDER CDRH CTP CVM

2017 m2018 m2019 m2020

Source: “Bioresearch Monitoring (BIMO) Fiscal Year 2020 Metrics” — FDA Presentation
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BIMO TCG Technical Detalls

Content

Individual Subjects Line Listings
»  Site Level Dataset (clinsite.xpt)

Documentation

Planning

« eCITD
Cytel



Content Il 5. 79o00 & orva

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

 Studies Inventory

 Sites/Investigators
] locations 2

Clinical  Financial information

Study Level * Other study
Information documents in eCTD
study folder

1.
Subject-Level

*Organized by
Data Line Investigator site, a

Listings by listing type
Clinical Site Jyp

Data from all Pivotal Studies

 clinsite.xpt
* summary by study,
1. Investigator site, by arm
Summary-  Site variables from |.
Level « 39 standard variables in
Clinical Site appendix
Dataset  define-xml (pdf)

* Reviewer guide
(optional)
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https://www.fda.gov/media/85061/download

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

» Detalls about the listings are provided Iin Bioresearch Monitoring Technical

Conformance Guide
> PDF format

Example By Site, By Lasting Option A
| Protocol #1234
Site #0001 ]

Consented Subjects

Treatment Aszignanent

Discontinuations

St;d:; Popui;hon

Etc

Etc

tc
Site #0002 )
Site #0003 J

Example By Site, By Lasting Option B

[ Protocol #1234 ]

Subject Number #0001-001]

_l

( Subject Profile Contaunang
All Elements of Requested
\l.u:. Listings for this Subject

|Subject Number #0001-064

LScb)oct Number .0001-101:

+ Site #0002 j

my

+ Site #0003 |

cvtel Doing good BIMO and News from the Data Submission Regulatory World — A. Tinazzi, VIII CDISC Italian User Network
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Individual Subjects Line Listings - By Clinical Site [Key Topics]

Consented Subjects

Treatment Assignment

Disposition / Discontinuations

Study Population
Inclusion/Exclusion Criteria
Adverse Events

Important Protocol Deviations

Efficacy Endpoints

© 0O N O 0o A W DN PP

Concomitant Medications

=
-

Other Safety Data e.g., Labs, Ecg, Vital Signs
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Individual Subjects Line Listings - By Clinical Site [Key Topics]

SEAlL R 1

#-L] Site 001
=) Site 003
[] Listing a: Consented Subjects

Listing b: Treatment assignment - ITP Period

Listing ¢ Discontinuations
Listing d: Study Population
Listing e: Inclusion/Exclusion Criteria

Listing f: Adverse Events

> 1 I 1 I 1 I 1 I 1 I 1

Listing g: Important Protocol Deviations

[ Listing h1: St - 7T

Analysis Set

Ll Listing h2: Subjects with 3-month Confirmed EDSS progression

ST M Gy sis Set

[] Listing i: Concomitant Medication

Ll lictinn i1- Elartracardinaram

=' - BIMO - Final version
e W )

Site 001

Listing a: Consented Subjects

Unique Subject

Identifier Date

Included in
of Informed Consent Reason for 4

ol 0001 2008 -kt NO/

Be willing {

procedures
M0 10002 2009 - ke YES
N 10003 2010 - " YES
Output ID: l-ic-2 01 18JUL1S8

X\

_FDA\BIMO\BIOSTATISTICS\PRODUC"
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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
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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)

Safety & Primary

Study Level Endpoint

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

cvtel Doing good BIMO and News from the Data Submission Regulatory World — A. Tinazzi, VIII CDISC Italian User Network

Site &
Investigator

FINLDISC, LASTNAME,
FRSTNAME, MINITIAL,
PHONE, FAX, EMAIL,
COUNTRY, STATE, CITY,
POSTAL, STREET, STREET1



Site Level Dataset (clinsite.xpt)

Table B: Clinical Site Data Elements Summary Listing

Variable Index

Variable Name

Variable Label

Type

Controlled Terms or Format

Notes or Description

Sample Value

1

STUDYID

Study |dentifier

Char

String

Study or trial identification number.

ABC-123

2

TITLE

Study Title

Char

String

Title of the study as listed in the clinical study report (limit
200 characters).

If the title exceeds 200 characters, provide shortened title
and define (e.g., use the abbreviated title from
clinicaltrial.gov).

Double blind,
randomized, placebo-
controlled clinical
study on the influence
of drug X on indication
Y

SPONCNT

Sponsor Count

Num

Integer

Total count of sponsors throughout the study. If there was
a change in the sponsor while the study was ongoing, with
sponsors as defined in § 312.3 (21 CFR 312.3), enter an

lmbmmmne lmdlaabioms o bobnl mniimd o e e casemm

1

13

SAFPOP

Number of
Subjects in
Safety

Population

Num

Integer

Total number of subjects in safety population at a given site
by treatment arm. When a subject has transferred from
one site to another, the applicant should handle reporting of
such subjects consistently across sites and include in the
define file the reporting convention used. The applicant
may opt to further explain the reasons subjects transferred
between sites in the BIMO Reviewer's Guide, if a guide will
be provided.

20

14

SCREEN

Number of
Subjects
Screened

Num

Integer

Total number of subjects screened (and consented) at a
given site (overall number per site as subjects have not yet
been assigned to treatment arm). When a subject has
transferred from one site to another, the applicant should
handle reporting of such subjects consistently across sites
and include the reporting convention used in the define file
or the BIMO Reviewer's Guide (if provided). The applicant
may opt to further explain the reasons subjects transferred
between sites in the BIMO Reviewer's Guide, if provided.

100

15

DISCSTUD

Number
Sithiacts

Num

Integer

Number of subjects in the safety population who

discontinued from the stiidv hv treatmeant arm at a niven

a dysieiiiaus uiialnye.

27

FINLDISC

Financial
Disclosure
Amount

Char

String

Total financial disclosure amount (US$) by site calculated
as the sum of disclosures for the clinical investigator and all
sub-investigators, to include all required parities under the
applicable regulations (21 CFR 54, 312, 314, 320, 330,
601, 807, 812, 814, and 860). Enter ">=3$25,000," “<
$25,000," “unknown” if a proper value is applicable but is
not known (i.e., unable to obtain information from
investigator at site), or “masked” if information on this item
is available but it has not been provided by the sender due
to security, privacy, or other reasons.

>= $25,000

28

Cytel

LASTNAME

Investigator
Last Name

Char

String

Last name of the clinical investigator as it appears on the
Form FDA 1572 or the signed investigator agreement. At

sites where the clinical investigator has changed during the
rnuires nf tha chidv tha mnet racant clinical invectinatar

Doing good BIMO and News from the Data Submission Regulatory World — A. Tinazzi, VIII CDISC Italian User Network

Study Level Variables

Safety & Primary Endpoint Level

Variables

Site and Investigator Level

Variables
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Site Level Dataset (clinsite.xpt)

STUDYID  SITEID ARM NSAE SAE DEATH PROTVIOL

(N 015 SR 3.5 mo/kg

ENDPTYPE | TRTEFFR TRTEFFS
0.25 .
0.25 0

SAFPOP SCREEN | ENDPOINT

4 0 | Qualfying relapse rate at 96 weeks DISCRETE 11 2

0
DOSSSRSS:3 019 NN 5.25mg/kg 3 | Qualifying relapse rate at 96 weeks | DISCRETE 4 1 o 13
Ml O Placebo 3 | Qualifying relapse rate at 96 weeks | DISCRETE 175| 20615528128088 15| 0O 12
Qualfying relapse rate at 96 weeks | DISCRETE 0 19 0
43 | (1N i Jh moden fuing e - SE wes 1 19 N
Study/Site/Arm/Endpoint Study Endpoint Key Safety
Study Population Summary Simple Summary Statistics ~ Summary

DISCRETE
CONTINUOS
TIME-TO-EVENT
OTHER
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Site Level Dataset (clinsite.xpt) — Issues & Challenges

» 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-ASCIl) not allowed In xpt e.g.,
FINLDISC (Financial Disclosure Amount): 2 $50,000 - >= $50,000
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XXXXXXXXXX

u u Date/Time of Define-XML document generation: 2021-12-02T12:06:48-05:00
Define-XML version : 2.0.0
eeeeeeeeeeeeeeeeeeeee Stylesheet version: 2018-11-21
Datasets
| Standard FDA Bioresearch Monitoring, v1.0 1.0
ooooooooooooooooooooo
Methods Study Name = <00x>BIMO
Number of Subjects in Sz Study Description for FDA Bioresearch Monitoring
Number of Subjects Scre
Number of Subject Discoi  Protocol Name
Number of Subject Discol  Metadata Name 0 Data Definitions
Treatment Efficacy Resull
I I u u
> Ol I y IOI Cli ISIte.Xpt

» Pinnacle21 Enterprise Template

SPONCNT |Sponsor Count | integer

» 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)
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Documentation - BIMO PHUSE working Group

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

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

» ldentify study endpoints e.g., efficacy

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

» The three items should be placed in eCTD Module 5

» 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.......

v | Module5 A Name | v | Module5 A Name
b datasets T Study 001 Sample Annotated CRF (IIl.A.3).pdf v 1) datasets T bimo-rev-guide.pdf
v bimo "L Study 001 Protocol and Amendments (lIl.A.3).pdf h bimo E% clinsite.xpt
Site-level i Study 001 Listing All Clinical Sites (IILA.1).pdf Site-level | definexml
Study 001 ‘33 Study 001 Data Line Listings by Clinical Site (II1.B).pdf Study 001
Studly 002 "X Study 001 Contracted Clinical Study-Related Activities (IIIA.2).pdf Study 002
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Sponsor(s) Experience
«  Sponsors Sharing their BIMO Experience

Cytel Sponsor(s) Experience
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Sponsors Sharing their BIMO Experience

> Pfizer 2018

» Janssen 2019

» Merck & Co 2019
» Vertex 2020

» Regeneron Pharmaceuticals 2021

I!El See “References” Slide
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Cytel Sponsor(s) Experience

1 [2016]
Pain

2 [2018]
Neurology

3 [2019]
Neurology

4 [2020]
Multiple Sclerosis

6 [2021]
Oncology

5[2021]
Fertility
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2
Pivotal Ph [1l/Ph II

2
Pivotal Ph Il

1
Pivotal Ph |l

3

1 Phll
2 Phlll
1 PhIV

1
Pivotal Ph |l

3
2 Pivotal Ph Il
1 Bioequivalence

Only Listings; FDA Reqguest post submission
ClinSite not provided (pilot not mandatory at that time)

define.xml; No reviewer Guide; By Site, Listings
ClinSite with Efficacy Data, Binary. Site Treatment Effect Size

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

ClinSite with Efficacy Data, Continuous. Site Treatment Effect
Size

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

ClinSite with Efficacy Data, Continuous / Binary
Old Studies, Cytel not involved in the Submission

define-xml; Reviewer Guide; By Site, Listings
ClinSite with Efficacy Data, Binary
Old Studies, Cytel not involved in the Submission

define-xml / define.pdf; Reviewer Guide; By Site, Listings
ClinSite with Efficacy Data, Continuous / Binary
Discussed during FDA meeting (SDSP)

Sponsor(s) Experience



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

e Site-Specific Treatment Effect (SITEEFFE) — The treatment effect should be
reported using the same representation as reported for the primary efficacy analysis.

e Site-Specific Treatment Effect Standard Deviation (SITEEFFS) — The standard
deviation of the SITEEFFE. The method used to calculate standard of deviation
should be included 1in the data define table.
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BIMO - Conclusions
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BIMO - Conclusions

» Plan ahead, it Is not optional. Integrate into submission activity priorities

» Get confirmation from the reviewer (SDSP)

4.4 BIMO Outputs

2 S0 plans to submit the following information that will be used by the Center for Drug
Evaluation and Research (CDER) for planning of Bioresearch Momtoring (BIMO) mspections in
electronic format:

I.  Clinical Study-Level Information
II.  Subject-Level Data Line Listings by Clinical Site
[II. Summary-Level Clinical Site Dataset
This will be provided for the two studies that will be pooled into the ISS/ISE, study =008 and

O a5 well as for TEIESERSY (Biocquiavelence Study).

For item III a define-xml and a light reviewer guide will be provided in the submitted package.

» Re-use existing study material e.g., ADaM, CSR listing programs
» Standardize the process

» Future: FDA using “our” SDTM/ADaM to generate BIMO elements?
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Data Submission News — FDA Technical Rejection Criteria for Study Data

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

Data Submission News — FDA Technical Rejection Criteria for Study Data

A Recent SpOnSOr/CyteI EXperlenCe m From: CDER Electronic Document Room Staff

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

» Datasets submitted prior to September REJECTION NOTIFICATION

Problem with Electronic Submission sent to CDER
1 5 : 2 O : Z 1 While processing your electronic submission, we encountered the issues stated below.
7 Please review the issues and take the appropriate corrective action.

The electronic portion of your submission is technically deficient and 1s being rejected for the following

» Several SDTM/ADaM Packages

Gateway Core Id: AR —

Application Number: NDA~

submitted for the same study e.g., key JetT—

study endpoint analysis at 24, 48, 72

Code ID

eCTD section Error Reason

[73¢ I—— m35-3-5-1-study-reports-of-controlled-clinical-studies-pertinent- SDTM: Missing
20 X 2

m O nth S 008 to-the-claimed-indication dm.xpt
i m3-3-5-1-study-reports-of-controlled-clinical-studies-pertinent- No ts.xpt found for this

1734

008 to-the-claimed-indication study

> R e - S u b m i SS i O n afte r S e pte m b e r 1 5 For study data specific assistance (e.g. 1734, 1735, and 1736 errors), please contact: eData(@fda.hhs.gov

If you have any questions regarding this communication, please contact : ESUB-REJECT (@/fda.hhs.gov

* For information on electronic submission requirements, please visit www.fda.gov/ectd for
> S O n SO r Ot a 14 Re - e Cti O n N Otifi Cati O n b guidance, specifications, and other helpful information
p g J For all PROMOTIONAL submission-related questions:

*  Email Office of Prescription Drug Products at OPDPECTD@FDA.HHS.GOV or

e (Call the OPDP RPM at 301-796-8522.
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Data Submission News — FDA Technical Rejection Criteria for Study Data
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”

The study identifier (STUDYID 1n trial summary (TS) and [study-1d] 1n the study tagging
file (STF)) should be identical wherever possible.>® For studies where alignment of the
study 1dentifier across TS and STF 1s not feasible, the value for [study-1d] used in the
STF should be included 1in TS using the parameter SPREFID. Though SPREFID 1s not in
the SDTM controlled terminology for TSPARMCD, please use SPREFID to reconcile

study 1dentifiers where necessary for SEND or SDTM studies. FDA will use SPREFID to
match study identifiers across STF and TS to establish the study start date where

necessary for evaluation against the eCTD validation critenia.
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Data Submission News — Other FDA Update

» Study Data Technical Conformance Guide
Last Update October 2021 — No major changes

»Data Standards for Drug and Biological Product Submissions Containing Real-World
Data (October 2021 draft version, Comments by January 22"d, 2022)

» Use of “Simplified ts.xpt files (November 2019)
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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

Data Submission News — EMA

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

« The purpose of the project is to determine the regulatory benefit of
access to raw data via pilots of analysis of raw data from clinical trials,
before coming back with recommendations to the Committee for

Medicinal Products for Human Use (CHMP).

« Ultimate aim is for the Network to understand and take informed

decisions on the place of analysis of raw data for future regulatory
submissions.
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The way ahead...what the future would look like?

- Data landscape

o Quality and manufacturing structured data
o Veterinary data
o Combine submission data with external data

- Data standards and analytical software

o Beyond CDISC data format (e.g. HL7 FHIR)
o Beyond SAS (e.g. R, R-shiny)
o Visualisation software

- EMA: Working for every patient in Europe 2>

o IT solution should be working for all 27 EU Member states providing
fair access to raw data

Proof-of-concept raw data pilots

« Design phase ongoing

« Selection of procedures

o Raw data analysis for approximately 10 Marketing Authorisation
Applications

o Clinical (including modelling & simulation, Good Clinical Practice data)
and non-clinical

o Initial marketing authorisations and variations

o Different types of applicants (large pharmaceutical companies,
small/medium-size enterprises)

o Parallel submission to FDA or PMDA can be considered

Data Submission News
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