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Disclaimer and Disclosures

The views and opinions expressed in this presentation are those of the author(s) and do
not necessarily reflect the official policy or position of Cytel.

| have no real or apparent conflicts of interest to report.
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Overview of FDA Data Submission Requirements
Data Technical Specifications Guidance(s

BINDING GUIDANCE

Providing Regulatory
Submission in Electronic
Format

Standardized Study Data

Portable Document Format
(PDF) Specifications

Electronic Common Technical
Document (eCTD)

Study Data Technical -
Conformance Guidance
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Overview of FDA Data Submission Requirements

Data Technical Specifications Guidance(s)

Referenced CDISC TAUGs in the FDA SDTCG

Providing Regulatory Submissions in Electronic Format - General
Considerations, 1999 (Legacy Submission)

Bioresearch Monitoring Technical Conformance Guide Technical
Specifications

Creating Simplified TS.XPT Files

Submit an eCTD or Standardized Data Sample to the FDA
(https://www.fda.gov/drugs/electronic-regulatory-submission-and-
review/submit-ectd-or-standardized-data-sample-fda)

Model Data Format for submitting pharmacometric data and models
(https://www.fda.gov/about-fda/center-drug-evaluation-and-research-
cder/model-data-format)

CVtel Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023

Vaccines Technical Specification Guidance v2.1
(Apr 2018 / Dec 2019) 10 Pages

QT Studies Technical Specification Document v1.0
(Jun 2019) 24 Pages

Submitting Select Clinical Trial Data Sets for Drugs
Intended to Treat Human Immunodeficiency Virus-1
Infection v1.0 29 Pages

(Mar 2018)

Technical Specifications—Comparative Clinical Endpoint
Bioequivalence Study Analysis Datasets for Abbreviated
New Drug Applications v.1.0

(Sep 2018) 46 Pages

Technical Specifications for Submitting Clinical Trial Data
Sets for Treatment of Noncirrhotic Nonalcoholic
Steatohepatitis (NASH) v1.1 44 Pages

(Aug 2021 / Jan 2022)

Unlocking the Potential: Exploring Overlooked FDA Guidance for CDISC Implementers, A. Tinazzi, CDISC Japan / EU Interchange 2023
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FDA Additional Data Standards Guidance References mm“

CRF design
recommendations

Good examples

Big Summary SL dataset

Controlled Terminology
NSV
Good examples

Data Technical Specifications Guidance(s 6




Overview of FDA Data Submission Requirements =205 roo o
CDER vs CBER

CDER CBER

Center for Drug Evaluation and Research Center for Biologics Evaluation and
Research

Drug Regulation Biological Product Regulation

* Naturally occurring substances purified from mineral or  Vaccine
plant source materials (excluding vaccines or allergenics) = Human blood or blood derived product

* Products that are produced from nonhuman animal or  (Gene and cell therapies
solid human tissue sources * In vivo diagnostic test such as allergenic
* Antibiotics  Products composed of or intended to contain intact cells
 Chemically synthesized molecules (excluding vaccines or intact microorganisms including bacteria, fungi, viruses
and allergenics) or virus pseudo types, or viral vectors
 Hormone products, regardless of method of * certain drugs used in conjunction with blood banking
manufacturing, e.g., insulin, human growth hormone, and/or transfusion
pituitary hormones [continue]

» Certain agreed upon classes of substances constitutively
produced by fungi or bacteria

Adhere to a lot of similar principles and process in assessing product for market approval

“Intercenter Agreement Between the Center for Drug Evaluation and Research and the Center for Biologics Evaluation and Research”, from www.fda.gov

CVtQI Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023 CDER vs CBER 7


http://www.fda.gov/

Overview of FDA Data Submission Requirements
CDER vs CBER (Example of Recent Approvals

 Bendamustine HCI Injection 100 mg / 4 ml for the treatment of patients with chronic
lymphocytic leukemia (NDA 215033) — CDER

* Sotyktu (deucravacitinib) tablets for the treatment of adults with moderate-to-severe

plaque psoriasis who are candidates for systemic therapy or phototherapy (NDA
214958) — CDER

 REBYOTA fecal microbiota, live-jsim, for the prevention of recurrence of Clostridioides

Difficile Infection (CDI) following antibiotic treatment for recurrent CDI (BLA 125748) -
CBER

CVtQI Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023 CDER vs CBER
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Overview of FDA Data Submission Requirements
CDER vs CBER (Statistics Publicly Available
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Overview of FDA Data Submission Requirements
CBER Vaccines Technical Specification Guidance

V Office of Vaccines Research and Review Technical Specifications (OVRR)

i%a  SDTM Only
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CBER Vaccines Technical Specification Guidance (Reactogenicit
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 Reactogenicity is the set expected adverse reactions related to vaccine
* Jocal or systemic
* solicited for a certain period after the administration;
* typical reactions are fever, myalgia, fatigue, headache, nausea (Systemic) and
redness/erythema, swelling/induration, pain/tenderness (Administration-site)
 Solicited event (daily), e.g., fever, that results in FA(CE) record, results in VS record for
temperature, results in a CE record, potentially results in an AE record
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CBER SDSP Specific Appendix
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The objective is to provide background to the CBER reviewers so that they understand the purpose of
the data, and eventually provide recommendations, including but not limited to remapping data to
avoid custom domains or unnecessary mapping to supplemental qualifiers
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Experiencing the CBER

Our Experience in a Nutshell
Submission 1: Non Vaccine Product 2019

Submission 2: Vaccine Product 2022
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EXx

periencing the CBER

Our Experience in a Nutshell

yd

v

MAINLY FOR VACCINE VERY DETAILED
SUBMISSION BUT NOT ASSESSMENT OF OUR
ONLY SDSP AND SAMPLE CRF

CVtQI Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023

/

ADHERENCE TO
VACCINE TAUGS,
VACCINES TECHNICAL
SPECIFICATION
GUIDANCE AND OTHER
RELEVANT CDISC
TAUGS

SOME REQUESTS
COULDN'T BE
SATISFIED E.G.,
IMPACTING CRF
DESIGN (DOCUMENTED
DISCUSSION /
AGREEMENT IN THE
SDSP)

Our Experience in a Nutshell
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Experiencing the CBER
Our Experience in a Nutshell

Vaccines Technical
Specification Guidance

2013 2015 2017 November 2019 2020 2021 January 2022
April 2018
Studies in Submission 1 sDSsP Gathered Studies in Submission 2 SDSP
(Start Date) Submission 1 Experience (Start Date) Submission 2

CVtQI Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023 Our Experience in a Nutshell
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Experiencing the CBER

2013 2015 2017 November 2019

. ] Tt .
H 1o FE H
i [ P '

Submission 1: Biological Non-Vaccine Product Studis in Submission 1 _ s
« “Similarities” with Vaccine e.g., way of Classify recurrences with CECAT =
reporting solicited events "EFFICACY” requires complex algorithm we

» 2 out 5 studies under Cytel
responsibilities

 SDSP (pre-BLA)

* 19 requests for change o
* 5 "rejected” in agreement with sponsor :
 Examples from other TAUGs o

do think more appropriate for ADaM

Cytel / Sponsor feedback > SDSP Amendment
8 SDTM domains impacted

2 SDTM updated implied a major modification on
ADaM - TFLs

Submission 1: Non Vaccine Product 2019

CVtQI Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023
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Experiencing the CBER B B —

Submission 2: Vaccine Product I
« “Shared” previous experience with Cytel  US LB conventional unit in addition to S| added in
team / sponsor SUPPLB (“use custom domain” official statement in FDA
» 1 out 6 studies under Cytel SDTCG June 2023)

responsibilities + ISS « “Separate” concomitant medications (CM) vs non
medications (PR). CRF unproper design, requests

. -Analysi
Gap-Analysis handled through medical coding

 SDSP (pre-BLA)

* 10 requests for change * Lengthy discussion with sponsor

» 3 Specific mapping instructions with « Cytel / Sponsor feedback - Document
examples referenced in an updated SDSP

* 4 requests did not require any change « 5 SDTM domains impacted

 Minor Update on ADaM, no traceability issue
(ongoing analysis)

CVtQI Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023 Submission 2: Vaccine Product 17
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Conclusions

Submitting data packages to CBER presented
unique challenges

Additional requirements on top of the
existing ones published by CDISC

Early Discussion with CBER, submit the SDSP

Raise awareness with the DM/BS/Prog teams

cvtel Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023
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Abstract

Although both FDA CDER (Center for Drug Evaluation and Research) and FDA CBER
(Center for Biologics Evaluation and Research) adhere to the same data standards
requirements, there is a unique aspect to submitting data to CBER, particularly for vaccine
products.

With our upcoming presentation, we will share our recent experiences interacting with
and submitting data to the CBER division. Our focus will be on the preparatory work
prior to submitting the data packages, specifically in creating the Study Data
Standardization Plan (SDSP), and the CBER-specific appendix that details the structure
of planned SDTM and ADaM datasets shared with the agency. We will also discuss the
agency reviewer feedback and requests following the review of the SDSP and our

subsequent interaction with the reviewer, including how we responded to their requests.

CVtel Experiencing the FDA CBER, A. Tinazzi and M. Carrington, PHUSE EU Connect 2023 Abstract
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