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Submission –
Biometrics Plan and Preparation



Biometrics Submission Plan
Internal submission timelines

(FDA) CRT submission scope

Key success considerations

• 8 week submission (6 weeks submission from 2026)
• Biometrics deliverables following a 6 week submission plan
• Assume no updates needed to analysis/strategy following unblinding

• Pivotal Phase III study: SDTM+ADaM datasets, analysis programs, aCRF, 
SDTM+ADaM define.xml, cSDRG, ADRG

• ISS: ADaM datasets, analysis programs, ADaM define.xml, ADRG

• Planned deliverables remain within planned scope (Planned vs final)
• Programmer assignments and timelines should be bi-directionally 

planned
• Data dependencies is a key factor in submission planning

Identified improvements (not implemented)

• Better use and respect of time zones
• Finalization of SDTM as independent of analysis
• Ensure the scope is clear and well defined 

Week 1 Week 2 Week 3 Week 4

Study Planned TLF

Study CRT package

ISS package

ISS Planned TLF

CSR Narratives

BIMO

AoFD

Benefit Risk

Country CSRs

CDL+5wdays

Study Planned TLF+6wdays

Study Planned TLF +5wdays

Study Planned TLF+5wdays

ISS Planned TLF+8wdays

Study Planned TLF+6wdays

Study Planned TLF+5wdays

ISS Planned TLF+2wdays

St
u

d
y

Clinical Data Lock (CDL)

IS
S

U
S

B
R

ISS = Integrated Summary of Safety
wdays = working days



Submission requirements/guidance for CRT

Technical Rejection Criteria - Files

June 2023

•

•

CDISC Knowledge base

Data Standards Catalog

Lab data in SI/Conventional units (LB/LC)Technical Rejection Criteria – File Content



Periodic review of the FDA Study Data TCG
Ph III – Pivotal trial

Adapting the study to FDA TCG v5.4 Central lab collection 
updated to include both SI units and conventional units directly 
from the vendor
• SDTM.LC added to the SDTM database

Updates to csDRG/aDRG and define.xmls

FDA TCG 
v5.4 release

TCG = Technical Conformance Guide



Periodic review of the FDA Study Data TCG
Ph III – Pivotal trial

Adapting the study to FDA TCG v6
• ADLB updated to include all collected lab tests
• ADLC added to the ADaM database

Adapting the study to FDA TCG v5.4 Central lab collection 
updated to include both SI units and conventional units directly 
from the vendor
• SDTM.LC added to the SDTM database

Updates to csDRG/aDRG and define.xmls

FDA TCG v6 
release

FDA TCG 
v5.4 release

TCG = Technical Conformance Guide



Preparing for multiple database locks
Ph III – Pivotal trial

Component Interim CDL CDL

All data (SDTM, ADaM) Final Final

Efficacy and short term safety TLFs Final Not included

Long term safety analysis TLFs Preliminary Final

CDL = Clinical Data Lock



Preparing for multiple database locks
Ph III – Pivotal trial

Reason for change Interim CDL CDL

Temporary interim CDL derivations Temporary derivation Derivations updated

Addition of SDTM device domains Not included Domains added

Information Request (IR) FDA: Request to provide 
additional ADaM variables

Not applicable Variables added

CDL = Clinical Data Lock



Preparing for multiple database locks
Ph III – Pivotal trial

Output Program Interim CDL CDL

14.1.10.3.1 Concomitant medication by ATC classification and generic drug 
name - Double-blind period (Full analysis set) 

tcm01.sas Final Not included

14.1.10.3.4(P) Concomitant medication by ATC classification and generic 
drug name - 52-week period (Safety analysis set) 

tcm02.sas Preliminary Final Numbered as 14.1.10.3.4P in the 
interim CDL. 
Numbered as 14.1.10.3.4 in the CDL.

14.2.1 Efficacy variables, overview of key results tover01.sas Final Not included

14.3.2.1.1 Overall summary of adverse events - Double-blind period on-study 
(Safety analysis set) 

tae01.sas Final Not included

14.3.2.1.4(P) Overall summary of adverse events - 24-week period on-study 
(Safety analysis set) 

tae02.sas Preliminary Final Numbered as 14.1.10.3.4P in the 
interim CDL. 
Numbered as 14.1.10.3.4 in the CDL.

CDL = Clinical Data Lock



Planned Analysis
Unplanned Analysis

Readout
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2025-06-27 2025-07-04 2025-07-11 2025-07-18 2025-07-25 2025-08-01

WEEK 1 WEEK 2 WEEK3 WEEK 4 WEEK 5Global submission timeline

Evaluate unblinded rand and kit data (27)
Evaluate PK/PD data (27)

SDTM (27)

ADaM (30)

TLF (30)

TLF updates and finalization (Planned TLF) (1-4)
ADaM updates (8-14)

TLF updates and finalization (8-17)

ISS ADaM (4-8)
ISS TLF (8)

CSR Narratives (7-11)

Cross-TLF QC checks (1)
Stat review of TLFs(1-2)

TLF updates and finalization (14-15)

Cross-TLF QC checks (9)

Stat review of ISS TLFs (9-10)

Interim Clinical
Data Lock

2025-06-27

Study Planned 
TLF

2025-07-04

ISS planned 
TLF

2025-07-11

Narratives, 
ISS CSR

2025-07-15

CSR
2025-07-17

IS
S

TLF updates and finalization (Planned TLF) (9-11)

Statistics A/R

Stat Prog A/R

Ph III – Pivotal Trial Readout Timelines

A/R = Accountable/Responsible
ISS = Integrated Summary of Safety
QC = Quality Control
RMP = Risk Mitigation Plan
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2025-06-27 2025-07-04 2025-07-11 2025-07-18 2025-07-25 2025-08-01

WEEK 1 WEEK 2 WEEK3 WEEK 4 WEEK 5

BIMO Part II Listings (7-10)

BIMO Part III: clinsite.xpt, define.xml (7-9)

BIMO Data Reviewer’s Guide (7-14)

TLF RTFs (Intext - CReW) (7)  

ADaM define.xml, Analysis Data Reviewer’s Guide (7-1)

ISS ADaM define.xml, integrated Analysis Data Reviewer’s Guide (14-1)

External & internal Internal (PD data)Internal (rand)Data

aCRF, SDTM define.xml, clinical Study Data Reviewer’s Guide (7-1)

Applicability of Foreign Data (4-11)  

Benefit Risk (14)

Intext figure (7-11)

RMP Table (11-15)

Labeling plots (7-29)

Global submission timeline

Interim Clinical
Data Lock

2025-06-27

Study Planned 
TLF

2025-07-04

ISS planned 
TLF

2025-07-11

Narratives, 
ISS CSR

2025-07-15

CSR
2025-07-17

Ph III – Pivotal Trial Readout Timelines

Statistics A/R

Stat Prog A/R

A/R = Accountable/Responsible
ISS = Integrated Summary of Safety
QC = Quality Control
RMP = Risk Mitigation Plan



Analysis triage – changes to planned analysis

Interpret Identify Investigate Decide Deliver Document

Start

Safety 
Interpretation

Efficacy 
Interpretation

Analysis 
Request

Analysis 
Request

Triage Program Communicate End

End

Update?

• Share details with medical writing
• Update timelines (if applicable)

• Update CRT package scope (if applicable) 
• Follow-up impacted Biometrics deliverables

• Importance
• Priority
• Impact

• Timelines 

Efficacy content team

Safety content team

Clinical Submission Lead

Statistics Submission Lead

Stat Programming Submission Lead

Study Programmer 1

Study Programmer 2



Submission and Regulatory 
Response



CRT Package in Regulatory submission
Study File NDA

Sequence A
IR #1
Sequence B

Pivotal Ph III adsl.xpt New

Pivotal Ph III adae.xpt New Replace (Sequence A)

Pivotal Ph III adlb.xpt New

Pivotal Ph III adlc.xpt New

Pivotal Ph III define.xml New Replace (Sequence A)

4MSU
Sequence D

Future IR #X
Sequence Y

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)



CRT Package in Regulatory submission
Study File NDA

Sequence A
IR #1
Sequence B

Pivotal Ph III adsl.xpt New

Pivotal Ph III adae.xpt New Replace (Sequence A)

Pivotal Ph III adlb.xpt New

Pivotal Ph III adlc.xpt New

Pivotal Ph III define.xml New Replace (Sequence A)

4MSU
Sequence D

Future IR #X
Sequence Y

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

File Tracking and Status
• Tracking of CRT package submissions on file level

• Include status (New, Replace, Delete)
• Ensuring data properties/status is correctly reflected in submission



CRT Package in Regulatory submission
Study File NDA

Sequence A
IR #1
Sequence B

Pivotal Ph III adsl.xpt New

Pivotal Ph III adae.xpt New Replace (Sequence A)

Pivotal Ph III adlb.xpt New

Pivotal Ph III adlc.xpt New

Pivotal Ph III define.xml New Replace (Sequence A)

4MSU
Sequence D

Future IR #X
Sequence Y

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

File Tracking and Status
• Tracking of CRT package submissions on file level

• Include status (New, Replace, Delete)
• Ensuring data properties/status is correctly reflected in submission

Submission to multiple agencies
• Tracking of all agencies and branching of files over time
• Additional countries/agencies may request data



Study X adsl.xpt New

Study Y adsl.xpt New

…+15 …+2000 New

CRT Package in Regulatory submission
Study File NDA

Sequence A
IR #1
Sequence B

Pivotal Ph III adsl.xpt New

Pivotal Ph III adae.xpt New Replace (Sequence A)

Pivotal Ph III adlb.xpt New

Pivotal Ph III adlc.xpt New

Pivotal Ph III define.xml New Replace (Sequence A)

4MSU
Sequence D

Future IR #X
Sequence Y

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence A) Replace (Sequence A and/or D)

New (duplicate Sequence B) Replace (Sequence B and/or D)

IR #3
Sequence C

File Tracking and Status
• Tracking of CRT package submissions on file level

• Include status (New, Replace, Delete)
• Ensuring data properties/status is correctly reflected in submission

Submission to multiple agencies
• Tracking of all agencies and branching of files over time
• Additional countries/agencies may request data

Reg response resilience
• The planned scope is subject to change
• Know the gaps to react and act quickly



From A to Z –
Planning and Executing an NDA Submission

ASSESS PLAN EXECUTE RESPOND APPROVE?
Assess early on the quality
and readiness of your 
studies relative to 
submission

Act on items as applicable 
to the submission plan

Account for data 
dependencies and make 
smart resource 
allocations

Have full awareness of 
all sections (modules) in 
the submission

Prepare CRT packages 
meeting regulatory 
requirements and  
supporting efficient 
regulatory review

No new changes to the 
Planned TLF delivery

Conduct efficient, cross-
functional triage of 
changing analysis needs

Know the status and 
relationship of your data 
files in submission

Be prepared and resilient to 
responses that require a 
change of plans

Track progress for each and 
all agencies

Know the status and 
relationship of your data files



Thank You!


