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Objective

* High level overview the Drug Inspection
Programs

* Overview of what Inspection data shows and
emerging topics

e Overall recommendation on successful
Inspections



Inspection Programs

There are few mechanisms that trigger an
inspection as provided by The Food, Drug, and
Cosmetic Act
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Pre Approval Inspection Program

Designed to contribute to FDA’s assurance that a manufacturing
establishment named in a drug application is capable of manufacturing a
drug, and that submitted data are accurate and complete

Objective 1: Readiness for Commercial Manufacturing

Objective 2: Conformance to Application

Objective 3: Data Integrity Audit

CP 7346.832, “Pre-Approval Inspections/Investigations” Compliance Program
Guidance Manuals (Human Drug GMPs)
https://www.fda.gov/media/71498/download



https://www.fda.gov/media/71498/download

Surveillance Program

Scope includes ALL facilities manufacturing distributed products

e Determine compliance with CGMPS

e When necessary, provide evidence for enforcement actions to prevent adulterated product
from entering the market

e Provide input to firms to improve compliance

e Quality

e Facilities and Equipment
Materials

Production

Packaging and Labeling
Laboratory Controls

Negative findings can result in enforcement actions

e E.g., warning letters, consent decree, import alert, etc.



Future of the Analytics
Office Of Quality Surveillance

QUALITY SURVEILLANCE DASHBOARD

Provide a framework for
consistent and up-to-date
evaluation of facilities and
potential quality signal within a
product lifecycle

Utilize predictive analytics and
natural language processing to
enable efficient and risk-based
assessments

| el

Incorporate interactive
visualizations that enable users
to discover and share insights
regarding facilities
Pharmaceutical Quality System
(PQS) effectiveness,
manufacturing capabilities and
potential product quality issues

Integrate and govern facility
and post market product
guality data from across
multiple systems both internal
and external to the agency



Text Analytics Methods used to evaluate
Surveillance Inspection Observations

* Not every observation is mapped to 21 CFR in our system

(for example, APl manufacturer inspection citations OR some Form 483 are

in pdf format only) Pattern Matching

* CFR level citations may have more tha 211.192 : There is a failure to

There is a failure to thoroughly review the failure of t.horoughly (SN !any unexplained

a batch or any of its components to meet any of its dlscre;{ancy] [the failure of a batch or
specifications whether or not the batch has been any of |"cs cnr.nponents 2 ".‘?et any of
already distributed. specifically, batch investigation its specifications] -—-. Specifically, ***

records were not completed per the firm's policy
xxxX "batch investigation record.......range. all of the
batches included below were reviewed and

processing

TOPIC 1 - Investigation

TOPIC 2 — Quality Responsibility




Over 75% of Inspections are

Surveillance

9IN L OUTCOMES FOR SURVEILLANCE
INSPECTION
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OVERVIEW OF INSPECTION

FY17. FY19 Inspections Observations by 21CFR Subparts FY17- FY19 Inspections Observations by 21 CFR Subparts Grouped by  Frequency of StartYYMM grouped by SUBPARTITITLE
SUBPARTITITLE Inspection Program Included StantYYMM
Frequency

Subgrent J | Recerds and Aepoas 3rd quarser M1 ¥

R 2ol quanier 7019
Subpart | | Labaratory Controls

167 Guarer 201%
Subpen B | Crgeniaaticn and Pery

Ath quarte 2018 4

nspoction Type

Sutveillance with PAI rd quartar 2016

Subpan D | Equigment +

Sun oo On)
Subpant C| Suldings and Facitias Sutveillance Only

b arur
PAL Orly 2nd quarter 2018

9 F ction and Froo
Subpart FiProduction and Froces 15t quarter 2010

Sabpar A | Ganacdl Provesons Zth quarcer 2017

4 st 3017
Subpan E | Cortnl al Component. Jed quartw 201

Ind quarter 2017
Subpan G | Fackaging and Labeln

SUBPARTITITLE 18t quarter 2017 -

Subpurt H | Halding and Distribation - A Suspart ) | Becords and Repans
® Sabpatt | Leborsary Cantrols
@ Subpant F | froduction and froces Controls £th quaror 2016
e, " | C 2 ol o ) aed T Pros 4 v - TS
Subgpart K | Retarred and Sabage : E,_:::::,,E, .‘i :,;:,:M:.rjmp-" S O PR S G e
" Subpart C | Buidings and Faciites
B Subpet @ | Organaation snd Personnel
n Type Schtipart A | Genanal Frovimons
B PAIOnly 8 Surewllence with PAI - @ Survellsoos Only | Ot



Emerging Topics — Records and Reports

Emerging Topics FY17 - FY19 from 21CFR Observations

SubPart Title

FUA

Records and Reports

+action, +corrective, +corrective
action, +implement, +capa

+stability,stability, +chamber, +month, +study

Count_Obs by CFR | Title grouped by Inspection_Type

211.192| Production record rev...

211.188 | Batch production and...

211.194 | Laboratory records.

211.198 | Complaint files.

211.18| General requirements.

211.184 | Component, drug pro...

211,186 | Master production an...

211.182 | Equipment cleaning a...

211.196 | Distribution records.

Inspection_Type
B PAl Only W Surveillance Only B Surveillance with PAI
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FUA

Emerging Topics — Laboratory Controls

Emerging Topics FY17 - FY19 from 21CFR Observations

Laboratory Controls

Count_Obs by CFR | Title grouped by Inspection_Type

21116 | Genernl requirerments

+expiration, +expiration
date, +date, +year, +assign

211,165 | Teating and reloase fo

211,766 | Stabiliy testing

21117 | Reserve samples.

211173 Laboestory animals
211,167 | Special mesting requir
211,176 | Penicilkn contamination

Inspection_Type
W PAI Ondy B Survelllance Only B Survelllsnce with PAI
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Emerging Topics — Operation and
Personnel

Emerging Topics FY17 - FY19 from 21CFR Observations
Organization and Personnel

Count_Obs by CFR | Title grouped by Inspection_Type

211.22 | Nweponsbiities of quelity comol

+control, +change, + change

21125 | Parsonnal guslification

201 281 Persorinal respuredsilinies
211 M| Corsultanms
"N

Only @ Survedlance Only B Swrve Barce wath PA

‘tchange,
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FDA
Tips Towards Successful Inspection .

Have a robust commitment to quality that includes an enhanced quality
management system that focuses on continual improvement

Strive for mature quality management across the organization that
demonstrates product quality and its impact on the patient drives corporate
strategy and decision.

Be aware of significant issues before inspection; CAPAs executed and
effectiveness is quantified

Senior management is aware of potential issues — ensure programs exist for
escalating quality issues

Consider previous inspection findings: address specific issue, and implement
global corrections

Ensure robust supplier qualification and management programs are in place
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Challenge Question

How many systems are in the CDER Surveillance
Inspection program

A.

N O d P+

B.
C.
D.
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