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Big changes are underway in the IID

* New data standards
 Added transparency

* New excipient leve sed on e
. Ner/ tooITJr excipient quallflcatlon
- —
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Learning Objectives

e We will review recent IID enhancements to:
— Define current IID terms and data

— Discuss changes that were implemented in 2019
and 2020

— Explain how to read the new Quarterly IID Change
Log

— Clarify how excipient Maximum Daily Exposure
(MDE) is determined and displayed in the IID
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Introduction to the |ID

Online, searchable list =1 us. roop & ovve

of excipients in FDA-
approved drug
products

Inactive Ingredient Search for Approved Drug Products

[CTUCEE TR RUCI= Rt

Datat morw ink

Latout Nova: FDA unnounced upcoming ehanges to the Insctive Ingred

Questions & Answers Regarding Enhancements
to the Inactive Ingredient Database (1ID)

[ ETI A I tiowoin | @Bl & Wil

Available 11D Using the Inactive
1. How will the 11D change? Ingre dien t Da tabase

Hevernh ehmmgen wee plunned in 2000w we phiad in enbancementi 1o meel our

resources: s e o 1 Guidance for Industry
stnndurdized for consistency, The eurrent version of the TID does not have
11D FAQ
Draft IID Guidance

Record of changes by gy fopepiisei o
qguarter (Change Log)

a2 awe ALMA -TOCOM S 1200 ORAL TARLEY FiuM COATED 2 Wmy NOe

Q2 2020 SMETHOXY-2.44 STYRYL-3- TOMCAL S0AF 275 Nw'w Cooection
BULFOFHENOL-2-3-RE NS OTRIALOC L

G5 o 246 STYRYL-I-SULF OFRENOL) S TOMCAL S0AF 575 Y Carpchun
METHOXYEENZOTRIAZOLE

Q2 2020 ACACIA DRAL CAPSULE EXTENDED 2550 my NDE
RELEASE Fegtacerram

Q3 ALACIA DAL CAPSILE EXTENDID Sty RO
NELEASE aghacarvert
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[ID Basics

SRS preferred terms

Inactive Ingredient Dosage Form
ALPHA -TOCOPHEROL DRAL CAPSULE
AL PHA -TOCOPHEROL ORAL SOLUTION
ALPHA -TOCOPHEROL DRAL TABLET
JALPHA -TOCOPHEROL DRAL TABLET, CHEWABLE
ALPHA -TOCOPHEROL DRAL TABLET, EXTENDED RELEASE
JALPHA -TOCOPHEROL DRAL TABLET, FILM COATED
JALPHA -TOCOPHERCL ACETATE DRAL CAPSULE
AL PHA -TOCOPHEROL ACETATE DRAL TABLET
JALPHA -TOCOPHERCL, DL- ORAL CAPSULE
AL PHA -TOCOPHERCL, DL- DRAL SUSPENSION
JALPHA -TOCOPHERCL, DL- ORAL TABLET
AL PHA -TOCOPHERCL, DL- DRAL TABLET, CHEWABLE

Maximum Potency
per unit dose

1406184 H4NBEEPMZ1 Smg
1406184 H4MEESPMZA 1.05mg/iml
1406184 H4NBEEPMZ1 42 5meg
1405124 HAMEESPMZ1 0.1mg
1406184 H4NBEEPMZ1 1.34mg
1405124 HAMEESPMZ1 246mg b
Topse12 BEBXE0D2LO 2mg
TEDED1Z BEEXE0DZLO 0.5mg
10181410 TOWAIRIODT img
10191410 TOWATRION 0.0 1mg/ml
10181410 TOWAIRIODT 0.9mg
10191410 TOWATRION 0.02rmg

Mazimum Potency per unit
b [MDE) o Updated

New item: Maximum
Daily Exposure (MDE)

MaximumDaily Exposure Record

Flag for new

Displays one record per unique

Excipient-RoA-DF combination

www.fda.gov

records

SRS is FDA’s Substance Registration System
CAS is the Chemical Abstracts Service Registry Number
UNIl is a unique code assigned by SRS




Ongoing IID Changes
New Data Standards

SPL is FDA’s Structured Product Labeling system.
lID uses SPL terminology for routes of administration and dosage forms.

‘ Inactive ingredient Rowute ¢ | Dosage Form ¢ ¢ :‘:::ﬂum Fotency perunt ¢ :r::gli;;llm Dy Exposurs ¢ E:;.;::d
ALPHA-TOCOPHEROL ORAL CAPSULE 1406184 H4MEEEPNZ1 Smg
ALPHA -TOCOPHEROL ORAL SOLUTION 1406154 H4MESEPNZ1 1.05mg1ml
ALPHA -TOCOPHEROL ORAL TABLET 1406184 H4ME55PNZ1 42 5myg
ALPHA -TOCOPHEROL ORAL TABLET, CHEWABLE 1406154 H4MBS5PNZ1 0.1mg
ALPHA -TOGOPHEROL ORAL TABLET, EXTENDED RELEASE 1406184 HAMBEEPNE1 1.24mg
ALPHA-TOCOPHEROL ORAL TABLET. FILM COATED 1406184 H4MBEEFNZ1 246mg ¥
ALPHA-TOCOPHEROL ACETATE ORAL CAPSULE TEREE1E DEZXE0D2L0 Zmg
ALPHA -TOCOPHEROL ACETATE ORAL TABLET TEREE1E DEEXE0DEL0 0.5mp
ALPHA -TOCOPHEROL, DL- ORAL CAFSULE 10181410 TOWATRIOD img
ALPHA-TOCOPHEROL, DL- ORAL SUSPENSION 10181410 TOWATRIOD 0.0 mg1ml
ALPHA-TOCOPHEROL, DL- ORAL TABLET 10181410 TCWATRIODT 0.9mpg
ALPHA-TOCOPHEROL, DL- ORAL TABLET. CHEWABLE 10181410 TOWATRICDT 0.02mg
—

A comprehensive list of mapped terms can be found on
the IID webpage. Select the link for Most Recent
Changes to the IID Database.
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https://www.fda.gov/Drugs/InformationOnDrugs/ucm567080.htm

Ongoing IID Changes

Most Recent Changes to the 1ID Database Updated from static to

fom | 9o [ [ [ @m searchable and interactive
Change Log as of June 2020

Quazrterly Inactive Ingrodient Database (11D) Change Log
Notice of changes to the HD sree the previous guncterdy 1TD pabdicstion

Quarterly Inactive Ingredient Database (IID)

g g Route of Administration Dosage Form
TOPICAL GFL 9694 Sownfm
TOPICAL st 64,38 Wwiv
£ Share | W Twes | i Linkedin | @ Email | & Print ORAL CAFSULE .03 e
AMMONIA SOLUTION. ORAL CAPSULE C02mg/my |
AMMONIA SOLUTION ORAL CAPSIULE, EXTENDED RFLFASE 0,01 mg/my
AMMONIA SOLUTION ORAL CAFSULE, EXTENDLD RELLASE NA
Q¢ 2019 BUTVLAT HYOROXYANISOLE ORAL TABLLT, ORALLY DISINTEGRATING 0.60 mg
D HYDAOXYANISOLE ORAL TASLET, ORALLY DISINTEGRATING 0.42 mg.
BUTYLATED HYDROXYTOLLENE ORAL TABLFT, ORALLY DISINTFGRATING 0.3G mg.
AUTYLATED HYDROXYTOLLENS ORAL TARFT, CRALLY DISINTEGRATING 021 mg
[Qe2013  CARDOMER 1352 TOPICAL GEL, MLTERED 0.50 Bwin
» IID Quarter 3 — July 2020 Corrections/Replacements and Deletions (PDF - 157 KB) et e R e (TR RV b e
104 2010 CARROMER HOMOPOLYMER TYPE C (ALLYL PEATAERVTHRITOL TOPICAL GFL .50 Saw/iw
- IID Quarter 2 — April 2020 Corrections/Replacements and Deletions (PDF - 57 KB) i 2620 3fﬁgﬁ%ummsam & (ALLVL FENTAERVTHRITOL  TORCAL e 588 Gwiv
CROSILINKED
« IID Quarter 1 — January 2020 Corrections/Replacements and Deletions (PDF - 52 :ﬁ - 2z o TABLET. EXTENOED RELEASE ::i::
K:B) JECTAl
» IID Quarter 4 — October 201g Corrections/Replacements and Deletions (PDF - 123
KB)
Understandlng the Change Log QIR0 ALPHA TOCOPHERDL CRAL TASRLET, FLM COATED 2 emg NECE
Raplacienan
Welcome to the Quarterly IID Change Log. FDA publishes the IID on a quarterly basis. The
X . X GINRN  ALPHA-TOCOPKEROL ORAL TABLET, FILM COATED Ui NUE
Quarterly IID Change Log displays changes made since the previous quarterly [ID S——
publication.
QA BMETHOKY-2(ESTYRYLY TORICAL 208 275 % Coneckm
SULFLPHENCE) 2 HEENZOTRAZOLE
QNGO J4STYRYLISULFOPHENOLIG TOFICAL 304F TS Verw Camecion

Change Log made available as ikl
of October 2019 g e P .

NELFAsE fentaowvar!
a1 200 ACACIA ORAL CAPSULE, EXTENDED Sty NDE
NELEASTE Fogracarer|
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How to Read the Quarterly Change Log

Record = Excipient Name + Route + Dosage Form

BETADEX ORAL

TABLET

Three types of changes to a record
* Deletions

e Corrections

* MDE Replacements




Quarterly Change Log Terms

Deleted Record
* Record was removed in this IID quarter

Yo Searching: Change and Deletion by Inactive Ingredient Name Beginning with View All

Show 20 rows cev Excal Filter: |152

" Maximum Potency per Maximum Daily

¥ | unitdose ¥| Exposure

YDROCHLORIC ACID INTRAVENOUS INJECTION, SOLUTION 1525.00 mil Deletion
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Quarterly Change Log Terms

Corrected Record
* Record was corrected and replaced with a lower

potency in this quarter
* Excipient name was corrected

10



FOA
Challenge Question .

What happens if the record is replaced with a higher potency?

It is flagged as “new” in the IID.

Records corrected with lower potencies appear in the Change Log.

Records replaced with higher potencies appear with a “Y” flag on
the primary IID page.
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Quarterly Change Log Terms

MDE Replacement

* Record displaying maximum potency was
replaced with a record displaying MDE.

You are Searching: Change and Deletion by Inactive Ingredient Name Beginning with View All

Q2 2020 ALPHA -TOCOPHEROL TABLET, FILM COATED

Q3 2020 ALPHA -TOCOPHEROL TABLET, FILM COATED

Showing 1 to 2 of 2 entries (filtered from 895 total entries) Previous 1 Next

Maximum Potency = highest excipient amount in one unit
Maximum Daily Exposure = highest excipient amount in a daily dose

12
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Excipient Maximum Daily Exposure

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

MDE is also called Maximum Daily
Intake (MDI) in oral drugs
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Sample MDE Calculation

Oral tablet X has MDD 300 mg/day

Tablet strength is 150 mg (A)

Each tablet contains 10 mg of excipient A (I)
MDE of excipient A =20 mg

4 @

\

L)

www.fda.gov Number of doses

[
]
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Using MDE in ANDAs
Transition from Maximum Potency to MDE

MDE values can be used to justify the amount of excipient a

patient will receive when given the highest daily dosing
regimen.

 MDE will replace maximum potency.
 MDE values will be added gradually to the IID.

* MDE values are expected to increase as data is
obtained.

 MDE will typically be displayed in mg (mg/day).

www.fda.gov 15
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Summary

lID adopted new data standards in July 2019
IID began reporting quarterly changes in Oct. 2019

Quarterly Change Log identifies
— Deletions

— Corrections

— MDE replacements

New IID entries and higher potencies are flagged
with “Y” in the IID

IID began reporting MDE in July 2020
More MDEs will appear in the IID as data is gathered
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FOA
M~ Contact Information .

e
-

 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

* Questions about excipients used in development of
generic products should be submitted through

Controlled Correspondence. Refer to

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegul
atorylnformation/Guidances/UCM411478.pdf
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