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Disclaimer

The views expressed In this presentation
are those of the Speaker and do not k
necessarily represent the views or policies

of the FDA.
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Outline FOA

* Dissolution Testing for Quality Control
 FDA Dissolution Database

l « Summary
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Dissolution

A (kinetic) process of a solid dissolving into a
solution

* |Is a prerequisite to drug absorption and in vivo k
performance for almost all solid oral drug

oroducts
y

« Testing is used for quality control (QC) to ensure

drug product quality over the shelf life and batch-
to-batch consistency




Dissolution Method ==
Development for QC

* Dissolution method is product-specific

* The method should be sensitive to
possible changes in drug product quality

* Dissolution medium should be
physiologically relevant
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Dissolution Method
Development for QC
At least 12 dosage units should be tested

Samples collected until drug release is complete
(at least 85% released or a plateau is reached) k

 The %CV should be <20% at early time points
and <10% at other time points

« The method should be validated and

reproducible ‘l
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Dissolution Testing for IR Drug =
Products with High Solubility Drug .
Substances

A Basket Method (USP apparatus 1)

Stirring rate = 100 RPM
500 mL of 0.1N HC1 in aqueous medium

No surfactant in medium
. 37+0.5°C

B. Paddle Method (USP apparatus 2)

. Stirring rate = 50 RPM
. 500 mL of 0.1N HC1 in aqueous medium
. No surfactant in medium

37+0.5°C

Acceptance Criterion is Q=80% in 30 minutes
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FDA Dissolution Database

 To date, 1,518 dissolution methods are
published k

* These methods should be used as a
starting point for method development
* Final method should be optimized and ‘
. justified A
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FDA Dissolution Database
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FDA Dissolution Methods

Search for a Dissolution Method”: t

* Printable List of All Drugs in the Database
* Dissolution Methods Disclaimer

FDA/CEntS i
Office of Pharmaceulical Qual
Division of Biopharmaceutics
pdate Frequency. Quarterly
Data Current through: July 28, 2022
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FDA Dissolution Database

Recommended Sampling ,

Datage Form USP Apparatus Speed (RPMs) Medium Volume (mL) Times (minutec)
Iablet Kefer 1o FOA's Dissoluton Guidance, 2018 v
Tablet (For Suspension) [Paddie) 0.01 MPhosphate Buffer wah 0.5 MM EDTA, DH 6.8 500
fablet {Paddie 82 0.01 M Phospbate Buffer with U.5% sodium dodecyl 900
2 (SDS), pH 6.2
Dolutagravis
and 45,
Lamivudine Tablet {Paddie s 0.1 NHC 900 01/03/200
Lamivudine/Zidovadine Tablet {Paddie L] 0.1 NHC Acid Stage: 900 mi. 510,15 )
ful 000 ml
Abermac Tablet Paddie) s 0.01 NHCI 4900 , 10,18
Tablet {Paddie) 300
fablet Faddie) mith s 900 10, 20, 30
Acalabrutend Capsule {Paildie) 20 01 NHEI a0 10 30 [
Lablet ietared Basel 18 Acid Stage. .1 N HUI Buifer Stage 120 {Acid) 30, 60,90, 120 202004 Z
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FDA Dissolution Database
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About thes Dat

Dissolution Methods Database Disclaimer

The dissolution methods included in the database raflect methods used for quality cantrof testing in approved applications that have been previously found scceptable by the FDA, USP m s, antd methods recommended in FDA
quidance(s) (e.g., Guidance for industry, Dissolution Testing and Acceptance Cnterla for immediate-Release Solid Oval Dasage Form Drug Products Containing High Soflubility Drug Substances). These dissolution methods are not
required 1o be used by applicants; FDA will congider atternate methods Instead of those listed In the database, Il be determined based on whether the mathod is suppoi by appropriate data, Itis
important 10 note database contains amount of material, and methods and acceptance criterion s may differ from methods
currently reflected in the databasa, We welcome commenis of suggested changes 1o the database We plan 1o rev

se this web sile on an ongoing basis.

Piease send suggested changes to this dalabase, along with supporting documentation to:

Division of Biopharmaceutics (HFD-003)
OMice of New Drug Products

OMca of Phannzceutical Quality

10903 New Hampshire Ave

r Spring, MD 20933

About FDA Wiebsite Policies / Privacy HHS.g0v

Accessility No FEAR Act USAgoe
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FDA Dissolution Database

Dissolution Methods
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Database Updates

 PSG Batch Postings
* Requests from Applicants via External k

Correspondence Operation (ECO)
System

* Prior Approval Supplements (PAS) for ‘

. NDA ‘




Water as a Dissolution Medium &

Methods using water as a medium were
revised September 2023 k

Water is not physiologically relevant
Water lacks buffering capacity

l Applicants should develop a dissolution ‘
method for their proposed product A
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Summary 2L

Published dissolution methods should be used
as a starting point for method development

Dissolution method is product-specific

Water is not a recommended dissolution
medium

l Adequacy of the method and acceptance
criterion/criteria will be determined during the
assessment of the ANDA

fda.gov/cdersbia A




Resources

Dissolution Methods (fda.qov)

Dissolution Testing and Acceptance Criteria for
mmediate-Release Solid Oral Dosage Form
Drug Products Containing High Solubility Drug
Substances Guidance for Industry | FDA

 Tablet Scoring:Nomenclature, Labeling, and
Data for Evaluation | FDA

< y
y
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https://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/dissolution-testing-and-acceptance-criteria-immediate-release-solid-oral-dosage-form-drug-products
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/dissolution-testing-and-acceptance-criteria-immediate-release-solid-oral-dosage-form-drug-products
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/dissolution-testing-and-acceptance-criteria-immediate-release-solid-oral-dosage-form-drug-products
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/dissolution-testing-and-acceptance-criteria-immediate-release-solid-oral-dosage-form-drug-products
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/tablet-scoringnomenclature-labeling-and-data-evaluation
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/tablet-scoringnomenclature-labeling-and-data-evaluation
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