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Why is the IID Important to the
Generic Drug Program?

IID Provides Evidence of Prior
Regulatory Requirement Approved Use

§314.94(a)(9)(ii) an applicant
must...provide information
demonstrating that such inactive
ingredients do not affect the safety
or efficacy of the proposed drug
product

Prior use in approved products is
particularly important for ANDAs

lID is used by FDA in application
filing decisions

lID is referenced during
submission technical assessments

lID is used by industry in excipient
selection




Al S

Presentation Outline

lID and FDA’s Generics Program
Introduction — |ID Basics

IID Enhancements

Excipient Maximum Daily Exposure (MDE)
Stakeholder Feedback




What is the Inactive Ingredient Database?
1ID Basics




Introduction to the |ID
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Online, searchable list
of excipients in FDA-
approved drug
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Inactive Ingredient Search for Approved Drug Products

Fomr W CICEEURE TRUAE T -y

Latest News: FDA announced upcoming changes to the Inactive Ingredient Database: more information

products

About this Databse

Most Recent Changes to the Database

e Using the Inactive
St e ror e, S i g o Ingredient Database

Available IID Questions & Answers Regarding Enhancements Guigsrioe for Hidusiry
to the Inactive Ingredient Database (IID)
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resources:

I I D FA 1. How will the 11D
% n 4| Routeor "
Several changes are | R Inactive Ingredient Administration Dosage Form s osure Status
GDUFA 11 commitm
Draft IID Guidance
o| Q22021 CARBOMER HOMOPOLYMER TYPE B (ALLYL TOPICAL GEL 1.50 Sowiw MDE
e PENTAERYTHRITOL CROSSLINKED) Replacement
IID Quarte rlv Change Thesetermsare 00| 032001 cARBOMER HOMOPOLYMER TYPE B (ALLYL ToPIcAL o wama | woE
(SPL). The number PENTAERYTHRITOL CROSSLINKED) Raplacomant
Log 2 Why are ROA an(

Itis necessary to sel| g3 2021 CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL CREAM 43mg MDE

PENTAERYTHRITOL CROSSLINKED) Replacemeant
032021 CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL CREAM 103 mg MDE

PENTAERYTHRITOL CROSSLINKED) Replacement
Q2 2021 CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL GEL 3.50 Sawiw MDE

PENTAERYTHRITOL CROSSLINKED) Replacement

http://www.accessdata.fda.gov/scripts/cder/iig/index.cfim s oo s kT - S
https://www.fda.gov/requlatory-information/search-fda-guidance-documents/using-inactive-ingredient-database-quidance-indusfry



http://www.accessdata.fda.gov/scripts/cder/iig/index.cfm
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/using-inactive-ingredient-database-guidance-industry

Where to find the IID

Inactive Ingredient Search for Approved Drug Products
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in various formats

[About this Database ] | [ Most Recent Changes to the Database] | [ Ingredients Database Download ]

Search and Browse by Inactive Ingredient

Search for Inactive Ingredient Name*:

— ' Enter an excipient name to
Submit  Clear . .
search for one excipient

ABCDEFGHIJIJKLMNOPORSTUVYWXY Z 00 J

Changes and Deletions by Inactive Ingredient Name

ABCDEFGHIJKLMNOPQRSTUVWXYZ ViewAl

To access the 11D, go to www.accessdata.fda.gov/scripts/cder/iig/index.cfm 6



http://www.accessdata.fda.gov/scripts/cder/iig/index.cfm
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Potency Maximum Daily Record

'y

'y A
Inactive Ingredient Dosage Form per unit dose e Exposure (MDE) Updated

CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL CREAM 4Q93RCW27E 103mg Y
PENTAERYTHRITOL CROSSLINKED)

CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL CREAM, 4Q93RCW2TE 1%wiw
PENTAERYTHRITOL CROSSLINKED) AUGMENTED
CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL EMULSION 4Q93RCW27E 0.6%w/w

PENTAERYTHRITOL CROSSLINKED)

CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL GEL 4Q93RCW2TE 30mg Y
PENTAERYTHRITOL CROSSLINKED)

CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL LOTION 3HCW27E 0.5%wiw
PENTAERYTHRITOL CROSSLINKED)
record

CARBOMER HOMOPOLYMER TYPE C (ALLYL TOPICAL OINTMENT, 4Q93FCW27E 2.25%wiw
PENTAERYTHRITOL CROSSLINKED) AUGMENTED

CAS is the Chemical Abstracts Service Registry Number
www.fda.gov UNII is a unigue code assigned by SRS




What are the IID’s limitations?

% Does not provide the context of use for excipients
4 Does not tell ANDA applicants what is in an RLD

4 Does not include excipients in BLAs and OTC
monograph products

# Does not provide a link between maximum potency
and MDE




IID Enhancements




IID Enhancements under GDUFA &

Commitment to enhance the IID brought gradual changes in 2018-
2022

1. By October 1, 2020, FDA will complete enhancements to the Inactive
Ingredient Database so users can perform electronic queries to obtain
accurate Maximum Daily Intake and Maximum Daily Exposure information for
each route of administration for which data is available.

2.  FDA will update the Inactive Ingredient Database on an ongoing basis, and
post quarterly notice of updates made. Such notices will include each change
made and, for each change, the information replaced.

Reauthorization of the Generic Drug User Fee Amendments (GDUFA) for fiscal years 2018-2022,
See page 17, section G of the GDUFA |l Commitment Letter 10



https://www.fda.gov/media/101052/download

IID Enhancements 2019-2022

FDA Requests Input on
MDE Prioritization and
[ID Structure

First Quarterly
Change Log

ZOFZ ‘

Number of records with MDE
continues to increase

MDE Added to
the IID
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Excipient Maximum Daily Exposure
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Excipient Maximum Daily Exposure

Maximum Daily Exposure (MDE) of an
Inactive Ingredient is based on the
Maximum Daily Dose (MDD) of
products in which it is used

Maximum Daily

Dose of Active Amour.1t of
Maximum Ingredient Inactlove
Daily (MDD) Ingredient
Exposure per dosage
unit

(MDE)

Amount of Active
Ingredient per dosage unit

(A)

MDE is also the Maximum Daily Intake (MDI)
www.fda.gov for oral drugs

(1)
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FDA
Increase in Records with MDE Since 2020 .

INCREASE IN NUMBER OF RECORDS WITH MDE
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Quarterly 11D Publications Since MDE Implementation




Stakeholder Input on Next Steps
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NIXTII(I)II:J EL The Daily Journal of the United States Government
ARC S

— ® Notice Il

Prioritizing the Addition of Maximum Daily Exposure
Information and Removing Dosage Form Information From

the Inactive Ingredient Database; Establishment of a Public
Docket; Request for Comments

A Notice by the Food and Drug Administration on 03/22/2022 \‘ v

Docket Number: FDA-2022-N-0236
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https://www.regulations.gov/docket/FDA-2022-N-0236

Stakeholder Feedback

Should dosage forms be eliminated?

* Most stakeholders said dosage form should be retained.
e Dosage form is important for development of new formulations.
e Route of administration is sufficient for oral products.

Which excipient categories should we prioritize?

e Focus on the most common excipients; those used in most products.
e Excipients unique to certain complex dosage forms.
e Specific excipient types: flavors, emulsifiers, polymers, surfactants.

Which excipients are of highest priority for MDE?

e Most stakeholders did not identify specific excipients by name.
e There was no majority opinion on which excipients to prioritize.

17



M“ Contact Information
5

 (Questions and concerns about IID entries, send to
lIDUpdate@fda.hhs.gov

* Nomenclature corrections and questions about excipient
names, send to FDA-SRS@fda.hhs.gov

www.fda.gov 18


mailto:IIDUpdate@fda.hhs.gov

gracias GRAZIE

gracies
OBRIGADO
dankon

Many Thanks to the FDA IID Team
Tiffany Nguyen
Wendy Tsang

FDA’s Office of Business Informatics
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