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Agenda
1. Submission and review cycle
2. Real-Time Oncology Review and Assessment Aid
3. Bioresearch Monitoring (BIMO) 
4. AOM - Datasets walkthrough meeting
5. 90-day safety update report
6. efficacy update and mature DoR update
7. United States Prescribing Information



Submission and review cycle
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2021.06

RTOR submission
(round 1 files)

.

90-day safety
update

PMR and PMC submission
(Mature DoR update)

2021.07 2021.08 2021.09 2022.04 2022.12

final dossier submission
(PDUFA clock starts)

Application Orientation Meeting Late Cycle Meeting

efficacy update 2022.04-2022.07
USPI update



Real-Time Oncology Review and Assessment Aid
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• RTOR pilot

To learn more about real-time oncology review, go to: 
FDA website: https://www.fda.gov/about-fda/oncology-center-excellence/real-time-oncology-review

White Paper: Friends of Cancer Research. (2018). Real-Time Oncology Review and the Assessment Aid: Increase Review Efficiency 
Through Standardization and Earlier Data Access



Real-Time Oncology Review and Assessment Aid
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• RTOR Successful case study 
The first approval made through the RTOR pilot was ribociclib (trade name: Kisqali). 



Real-Time Oncology Review and Assessment Aid
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• Assessment Aid

To learn more about Assessment Aid, go to: 

FDA website: https://www.fda.gov/about-fda/oncology-center-excellence/assessment-aid

White Paper: Friends of Cancer Research. (2018). Real-Time Oncology Review and the Assessment Aid: Increase Review Efficiency 
Through Standardization and Earlier Data Access



Real-Time Oncology Review and Assessment Aid
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• Assessment Aid Template

FDA prefers the Assessment Aid (AAid) be used with RTOR.



Real-Time Oncology Review and Assessment Aid
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• RTOR pre-submission files
üComplete STDM and ADaM dataset package and supporting documents for pivotal study
üTopline safety/efficacy TLF for pivotal study
üSAS programs for pivotal study
üProtocol, amendments and SAPs for pivotal study
üSummary of data supporting dose selected for pivotal study
ü ISS datasets
üKey analyses and datasets for clinical pharmacology (including popPK and ER) 
üUser fee
üFinal reports module 4
üPatient narratives
üProposed labeling
üCRFs 
üAll CMC information
üAssessment Aid



Bioresearch Monitoring (BIMO) 
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• BIMO overview



Bioresearch Monitoring (BIMO) 
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• BIMO Technical conformance guide



Bioresearch Monitoring (BIMO) 
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• BIMO submission files

Provided by statistical programming team

Provided by clinical operation team



Bioresearch Monitoring (BIMO) 
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• Clinsite dataset

The dataset should contain one record per study, clinical site, and treatment arm, and primary endpoint, for the intent-to-treat (ITT) 
population. Clinical sites included in multiple studies will have separate records for each study.



Bioresearch Monitoring (BIMO) 
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• Response required 
1) Clarify the discrepancy between the principle investigators’ names as reported in clinsite and Module 
1.3.4 for Sites xxx and xxx.



Bioresearch Monitoring (BIMO) 

16

• Response required
2) Submit a revised clinsite dataset in which the TRTEFFR is consistent with the CSR (denominator 
limited to the primary efficacy population as assessed by IRRC): i.e., TRTEFFR = total subjid number 
where AVALC in ("CR","PR") and param="Best Overall Response for FAS per IRRC" in ADaM.ADRS) / 
(total subjid number where ADaM.ADSL.FIRRCFL=”Y”)



Bioresearch Monitoring (BIMO) 
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AOM – Datasets walkthrough meeting
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• Application orientation meeting (AOM)
üOptional but standard in Oncology (especially for Priority, Breakthrough and expedited review 

applications)
üHear about an application and know applicant’s position
ü requested and held within 45 days of submission
üVery little time to prepare
üTwo-part meeting

Ø one-hour meeting (35-40 mins presentation and 20-25 mins Q&A)
Ø technical walkthrough - datasets walkthrough meeting (30 minutes) 



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting attendees

Sponsor Team FDA Team

Clinical leader and other clinical team members FDA Clinical Reviewers

Regulatory team

Statistical leaders and study statisticians

Statistical programming leader and programmers FDA Statistical reviewers

Clinical pharmacology team members FDA Clinical Pharmacology reviewers

Global medical safety team members



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
ü eCTD overview: show each sequence numbers for the submitted datasets



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
ü eCTD index.xml: Point out important submitted datasets (initial submission)



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
ü eCTD index.xml: Point out important submitted datasets (updated submission)



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
üKey ADaM datasets walkthrough – ADSL!important population flag



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
üKey ADaM datasets walkthrough - efficacy



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
üKey ADaM datasets walkthrough - irAE related analysis



AOM – Datasets walkthrough meeting
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• Datasets walkthrough meeting presentation preparation
üKey ADaM datasets walkthrough - irAE related analysis



AOM – Datasets walkthrough meeting
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• Dataset walkthrough meeting presentation preparation
üKey ADaM datasets walkthrough - irAE related analysis



90-day safety update report
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Pivotal study ISS Label

SDTM All datasets and define package Other supportive studies have 
sufficient treatment exposure 
and no more patients were 
dosed after DCO for initial BLA 
submission, therefore, no 
safety updates were provided 
for those studies

FDA’s reply:”With
regard to the 90-day 
safety, xxx’s proposal 
not to update the 
label is likely 
acceptable but 
pending FDA’s review 
of the safety data.”

ADaM ADSL, ADAE, ADCM, ADLB and define package

TFLs No more patients for pivotal study were dosed after DCO for 
initial BLA submission and There is only one new SAE, no ≥ 
Grade 3 irAE judged by investigator, and no Grade 5 AE since 
initial BLA submission, so the Sponsor provide below TFLs in 
safety update report!
Table 1: Summary of TEAE
Listing 1: All new or updated AEs  and newly added suspected 
irAEs (after initial BLA submission)
Listing 2: Laboratory Assessment  (for newly added  ≥ Grade 3 
lab abnormality)
Narratives: Narrative of the new or updated SAE from pivotal 
study xxx will be submitted

Lifecycle management: RA may confirmed with Lead statistician/programmer which attributes should be used for submission 
files, “replace” or “new”. We generally should suggest to use “replace”.



efficacy update and mature DoR update
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efficacy update mature DoR update (PMC required)

SDTM All datasets and define package (no need to submit again and 
state in the cover letter that: SDTM datasets used is the same 
as 90-day safety update)

All datasets and define package 

ADaM ADSLxx, ADRSxx, ADTTExx and define package ADSLxx, ADRSxx, ADTTExx and define package

TFLs Table 14.XX Summary of Time to Response (TTR) and 
Duration of Response (DoR) Based on RECIST 1.1

Figure 14.XX Swimmer Plot of Duration of Treatment Based 
on RECIST 1.1 per IRRC – Full Analysis Set - Responders

Table 14.XX Summary of Time to Response (TTR) and Duration of 
Response (DoR) Based on RECIST 1.1

Figure 14.XX Swimmer Plot of Duration of Treatment Based on 
RECIST 1.1 per IRRC – Full Analysis Set - Responders

PMC required description: submit mature duration of response (DOR) results from Trial xxx for the xx responders based on the 
original data cut-off date for the BLA. Follow all responders for at least 24 months from the date of initial response or onset of 
disease progression, whichever occurs first.



United States Prescribing Information
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• Response required
FDA ask sponsor to provide the algorithm and SAS program used to determine the select laboratory 
abnormalities values in Table 3 of the xxx labeling.

FDA may update USPI’s results based on results summarized by themselves. Sponsor’s statistical team may reject the updates / 
comments and provide the correct results based on the results confirmed by SAS program.



Thank You!


