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Disclaimer

This speech reflects the views of the 

author and should not be construed 

to represent the U.S. Food and Drug 

Administrationôs views or policies.



Agenda

ÅRegulatory submissions during the 

lifecycle of generic drug products

ÅPart I: Controlled correspondence

ÅPart II: ANDA

ÅPart III: Supplemental ANDA



Three Main Types of Reg Submissions

R&D: 

Controlled 
Correspondence

Pre-Marketing: 
Abbreviated New 
Drug Application 

Post-Marketing: 

Supplemental ANDA

Lifecycle of a drug product: R&D Ą Discontinuation



Part I: Controlled Correspondence

GDUFA Commitments:

FY2015 70% in 4 months

FY2016 70% in 2 months

FY2017 90% in 2 months

Note: One additional month added 

if clinical input needed.

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm411478.pdf

http://www.fda.gov/AboutFDA/CentersOffices/officeofmedicalproductsandtobacco/CDER/ucm120610.htm

Definition: 

A correspondence submitted to the 

Agency, by or on behalf of a generic 

drug manufacturer or related industry, 

requesting information for a specific 

element of generic drug product 

development.

ÅChallenging questions 

ÅShort review timeline

ÅHigh volume of submissions

ÅGood submission quality is badly 

needed

http://www.fda.gov/AboutFDA/CentersOffices/officeofmedicalproductsandtobacco/CDER/ucm120610.htm
http://www.fda.gov/AboutFDA/CentersOffices/officeofmedicalproductsandtobacco/CDER/ucm120610.htm


Part I: Controlled Correspondence

Facts

Å~1,200 submissions to the Agency/year (10 year average)

ÅMultiple disciplines involved: filing, BE, labeling, clinical, policy, 

DMF, Chemistry, biopharm, microbiology, etc.

Å~10% Chemistry related

ÅLoosely categorized into 11 categories: combination 

products, container closure system, dissolution, 

formulation, inactive ingredients, overage, stability, 

specifications, 505(j) eligibility, post-approval changes, 

and pre-approval changes

ÅGenericDrugs@fda.hhs.gov

mailto:GenericDrugs@fda.hhs.gov


Part I: Controlled Correspondence

Commonly seen chemistry related inquires:

Category Question Answer

Stability We fit the criteria; can we submit a reduced 

batch size?

Yes, please provide sufficient justification the batch 

size in your submission.

Formulation What if there are 2 sources for the API? Equivalency between the sources should be 

demonstrated in the application. For instance 

comparative stability and release data from one 

batch of the drug product manufactured using the 

API from alternate source(s) against the primary 

source are recommended.

Post-

approval 

Changes

Should a (major) change be report as a PAS, 

CBE-30, CBE-0, or in the annual report?

Guidance was given on a case-by-case basis.

Overage Is it acceptable to have an overage of the 

API?

In general, overage is discouraged and a review 

issue. In most cases, the firms were directed to 

include sufficient justification (if overage is used) in 

their ANDA submission for review.  In rare cases, 

the Agency might concur based on the information 

available. 

Formulation Is it acceptable to submit a tablet or capsule 

size larger than that of the RLD?

This is not recommended; if it is deemed 

necessary, sufficient justification should be 

provided in the ANDA submission for review. 



Part I: Controlled Correspondence

Submission recommendations:



Part II: ANDA

Agencyôs Current Thinking on ANDA Submissions



Part II: ANDA

Common Technical Document (CTD) 

ă QbR



Part II: ANDA

Filing: Received or RTR? 

An ANDA should be sufficiently complete to permit a 

substantive (scientific) review!

Quality (CMC) related RTR 

standards

ÅExcipients related 

ÅInadequate stability

ÅInsufficient packaging amount

ÅMissing batch records

ÅMissing validation/verification 

reports

ÅSpecial consideration for 

transdermals

ÅInconsistent scoring, fill volumes, 

packaging/labeling vs. RLD

Åetc.



Part II: ANDA

Commonly Seen Deficiencies ïScientific Review 

Chemistry MAJOR deficiencies:

ÅUnqualified impurity levels if tox

studies required

ÅNew source of API is needed

ÅNew site of the FDF manufacture

ÅUnacceptable physical properties

ÅNeed for full-term stability due to 

failing accelerated and 

intermediate data

ÅNew packaging system

ÅNew analytical methods

ÅCQA not identified or controlled

ÅUnacceptable overage

ÅUnrepresentative biobatch



Part II: ANDA

Commonly Seen Deficiencies ïScientific Review 

Chemistry MINOR deficiencies:

ÅUnidentified or unacceptable 

impurity level

ÅInadequate method validation

ÅUncontrolled/unmeasured QA

ÅInsufficient in-process control

ÅAdditional clarification for 

unexpected trends

ÅModifications to CCS to increase 

protection

Åetc.

Chemistry IR:

ÅMissing data sets, supporting 

documentation 

ÅLack of MFG process description

ÅClarification for method validation 

ÅInsufficient justification

ÅContent inconsistency

Åetc.

References:

1. Bob Iser, et al., FDA Perspectives: Common Deficiencies in ANDA: Part 1 (DS), Part 2 (Description, 

Composition, & Excipients), Part 3 (DP Control & Stability), Part4 (DP MFG & CCS), Pharm Tech 2010-2011

2. Bob Iser, Commonly Observed CMC Deficiencies in ANDAs, AAPS webinar 2013



Part II: ANDA

Submission Expectations

ÅElectronic submission! (Paper submissions have no GDUFA

goal dates!)

ÅComplete submission!

ÅIn Module 2: hyperlinks to specific sessions in Module 3

ÅHyperlinks within and among supporting documents in Module 3 

are also appreciated!

Tip: 

1. Avoid all the commonly seen RTR standards and 

deficiencies ïComplete and proper submission!

2. Use guidance/guidelines smartly! 



Part III: Supplemental ANDA

Overview

Geoffrey Wu, et. al., A survey of postapproval CMC changes to generic drugs, Pharm Tech, March 2014



Part III: Supplements 

Proper risk assessment of the proposed change(s) is 
critical to high submission quality and timely 

regulatory assessment!

Guidance: SUPAC (IR, MR, SS, ATLS), 2004 Change Guidance, 2014 ARable CMC changes 

Geoffrey Wu, et. al., A survey of postapproval CMC changes to generic drugs, Pharm Tech, March 2014



Part III: Supplements 

Recommended Filing Strategies

ÅA summary pertinent to the proposed change(s) is 

helpful!

ÅAssess the risk of each proposed change Ą highest level 

decides the filing category (AR, CBE 0/30, PAS)

ÅGrouping: if the same change is made to several ANDAs

AND using the same supporting data package

ÅMake reference to other ANDAs to which same/similar 

change(s) was made, if submitted separately

Adapted from Andrew Langowskiôsslides @ 2014 GPhA CMC Workshop



Part III: Supplements 

356h Form

Å#6 Provide authorized U.S. agent contact info (if 

applicable)

Å#13 List all strengths, not just the affected strength(s)

Å#20 Provide the RLD number

Å#29 Include current address and contact info of all 

establishments



Part III: Supplements 

Cover Letter 

ÅDescribe/List all proposed changes within the first 2 

paragraphs

ÅState the regulatory basis for each change: risk level and 

filing category ïproper risk assessment is critical!

ÅIdentify potential disciplines to be affected by the 

change(s)

ÅList any other ANDAs that the same or similar change(s) 

was made to (even not grouped)

Adapted from Andrew Langowskiôsslides @ 2014 GPhA CMC Workshop



Part III: Supplements 

Cover Letter (contôd)

ÅRational for proposed change(s) (e.g., OOS, equipment 

change, unavailable CCS materials, compendial update)

ÅFor change(s) in specifications, provide the current and the 

proposed specifications for comparison

ÅRelevant supporting data in the CTD quality module(s): Do not 

include changes that are not listed in the cover letter!

Adapted from Andrew Langowskiôsslides @ 2014 GPhA CMC Workshop



Part III: Supplements 

DMF Related Changes

ÅProvide letter of authorization (LOA) and DMF #

ÅProvide date of the DMF amendment, describing the 

change(s)

ÅProvide copy of COA generated by in-house testing (in 

case of new API source or MFG process changes) 

Adapted from Andrew Langowskiôsslides @ 2014 GPhA CMC Workshop



Part III: Supplements 

Facility Related Changes

ÅWithdrawal request of a facility should be submitted to the submission in 
which it was approved (original or supplement)

ÅScenario I: Facility approved in the original ANDA: 
ÅñQuality Correspondence/Facility Withdrawal Request/Originalò ïno ACK letter

ÅWhen adding a facility via supplement, it is helpful to reference the withdrawal 
request

ÅScenario II: Facility approved in a supplement
ÅSingle-site supplement: ñSupplement Withdrawal Request, SUPPL-XXXò

ÅMultiple-site supplement: ñQuality Correspondence/Facility Withdrawal Request, 
SUPPL-XXXò to withdraw part of the facilities

ÅCombo supplement: ñQuality Correspondence/Facility Withdrawal Request, 
SUPPL-XXXò to withdraw site(s) but retain other changes

ÅWithdrawal and addition of a replacement site cannot be conducted in the 
same submission.  

Geoffrey Wu, et al. Proper submission of chemistry related post-approval changes to ANDAs. Manuscript in preparation. 









https://www.surveymonkey.com/s/GDF-D1S8

