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A DISCLAIMER: The views and opinions express
IN this presentation are those of the authors
and do not necessarily represent official policy
or position of the Food and Drug Administratior
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Office of Manufacturing Quality

What We Do




CDER/OC Mission

STRATEGIC PLAN To shield patients from poor

2018-2022

guality, unsafe and
Ineffective drugs through
proactive compliance
strategies andisk-based
enforcement action.

CDER OFFICE OF COMPLIANCE
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What OMQ Does

A We evaluate compliance witfurrent Good
ManufacturingPractice CGMBP for drugs based on
Inspection reports and evidence gathered by FDA
Investigators.

A We develop and
Implement
compliance policy
and take regulatory
actions to protect the
public from

adulterated drugs in - ‘|

the U.S. market_ Source: FDA
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Drug Adulteration Provisiong

U.S. Federal Food, Drug, & Cosmetic Act

w 501(a)(2)(A): Insanitary conditions

501(a)(2)(B): Failure to conform with CGMP

501(b): Strength, quality, or purity differing from
official compendium

501(c): Misrepresentation of strength, etc., where
drug is unrecognized in compendium

501(d): Mixture with or substitution of another
substance

501(j): Deemed adulterated if owner/operator delays,
denies, refuses, or limits inspection
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Office of Manufacturing Quality

FY 2019 Actions and

ConOps Update




Enforcement and Advisory Too
FY2019 Regulatory Actions

Administrative
Untitled Letter, 1 Detenfions, 1 Consent Decree,
| 1

Regulator
Meetings

Injunctions

Consent Import
Decrees Alerts

Warning

Selzures Letters

Untitled Administrative
| etters Detention

Excludes compoundinglated actions
Actions dated October 1, 2018 to September 30, 2019 9
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Integration of FDA Facility Evaluation and
Inspection Program for Human Drugs: A Concept
of Operations

Goal Create and implement a formalized and
streamlined facility evaluation and inspection program

Two Examples of FDA Key Performance Indicators

90-day Classification Letter OAIl Requlatory Actions

A Rate of classification A Rate of OAI regulatory
letters issued by FDA 80 actions completed i1®
daysfrom close of monthsfrom the closing
Inspection of the inspection

A GDUFA Il Commitment

10
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ConOps Key Performance Indicator

FY 2018019: Overall median 46% improvement in time

90-day Classification Letters in FY 19 to issue warning letters from the end of inspection

94 WLs Issued
116 WLs Issued
Median
Months
Time from End of
Inspection to
Warning Letter
[ssue
Menth =
’ 66 e
v -
Wls lssued Months

19
WLs Issued

m Met 90-day target m Missed 90-day target

2015 2016 2017 2018 2019
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Inspecting The

Uninspected




A Brief Recent History Lessorﬂ

A Before 2012, the FD&C Act
required inspections of
domestic drug manufacturers

every 2 years.

I But tr)eAIaW was silent on foreign
aAlSaX

A At the same time, globalizatio

of drug manufacturing occurs

i Resulted in a large imbalance in{ fzf g
which facilities were inspected. gl ==\
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To Address the Imbalance

A Congress passes
the Food and Drug
Administration
Safety and
In n Ovatl O n ACt s - " “ . “““““““““ J /. ﬁ e
(FDASIA) of 2012 48 . 8 n\ ]”MH

P, Wﬂ

A FDASIA changed therequwemet for FDAto
Inspect domestic and foreign drug establishments
GAY | OO2NRI-¢/IOBSHW AABBK $ R
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A The GAO works with FDA and finds almost 100
drug facilities with no inspection history.

AC5! O2YYAGa (2 AyaLsSoO
within 3 years.

A FDA has almost completed the herculean task
Inspecting these firms

AWhat did we find?

www.fda.gov 15



Outcomes from Inspections of
GbSOSNI LYAaLISOU !

C\.\)s\\\"— “

The majority of sites (75%)
were found to be compliant
with CGMP.

m

The noncompliance rate
(also known as the OAI rate)
was markedly higher than in
previously inspected firms.
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cbsosn LyausodsreAlncrease in OA

/

by Drydype classification causes ar
Increase In regulatory
and enforcement
actions
I more Warning Letters
VALUE I more Import Alerts

Afor CGMP issues

Afor refusing an FDA
inspection

A Majority are OTC sites

Warning Letter data from June 21, 2016, to June 30, 2019
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Trends in CGMP Warning Lett

Warning Letters Issued
after Initial vsReinspectiongy FY

61
27
||ii||

2015 2016 2017 2018 2019

R

Inspection Type
. Reinspection

B First Inspection

Warning Letters Issued
by Drug Type Manufactured by FY

I Drug Type
o AP
U Rx
Multiple
. oTC

2015 2016 2017 2018 2019 18



Common Themes in Warning Letterﬂ
for OTC Manufacturers (FY19 and FY

Lack of Raw Material and
Finished Drug Testing

Facility/Equipment Concerns
Lack of Data Integrity

Potential contamination (e.g.
Glycerin)

Problems related to contract
manufacturers

=

B W

o1

Many OTC manufacturers
received a Warning Lettend
were placed on Import Alert

www.fda.gov
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Examples of Import Alerts
OMQ Utilizes

A Import alert 9932

I Detention without physical examination of products from
firms refusing FDA foreign inspection

A Import alert 6640

I Detention without physical examination of drugs from firms
which have not met drug CGMPs

A Import alert 5503

I Detention without physical examination or different forms of
heparin and hepariproducts

A Import alert 5505

I Detention without physical examination of finished dosage
drug products, active pharmaceutical ingredients and
Inactive ingredients for potentially hazardous microbiologica
contamination

www.fda.gov 20



Import Alerts by Type
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FY 2017

FY 2018

FY 2019

1

13 ‘ 1 Japan
.i'.
12 1

68  South Korea

24 =
33 ™ Taiwan

49

‘1‘

! “
Thailand
Malaysia 4

!Singaﬁore

India

Australia

55-05 (micro contamination)
M 66-40 (did not meet CGMP)
W 99-32 (refusal of inspection)

21



How Does India Fit In?




Inventory Snapshot

Percentage of Active Pharmacetical

Ingredient Manufacturing Facilities

for All Drugs by Country or Region,
August 2019

Rest of
World

—
13%
Canada /\
2%
USA
28%

https://docs.house.gov/meetings/IF/IF02/20191210/110317/HHRIG-IF02Wstate WoodcockMDM20191210.pdf

China
_13%

EU
26%

~~__India
18%

August 2019

Canada
China 4%
7% |

-
Rest of
World

13%

India
11%

USA
47%

18%

Percentage of Finished Dosage
Form Manufacturing Facilities for
All Drugs by Country or Region,
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CGMP/Adulteration Warning Letters
by Region FY15 to FY19

www.fda.gov

Canada
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97
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3
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1

*European Countries grouped into onegion
** Compounding Warning Letters not included’4



How Does India Fit Into Thiﬂ

www.fda.gov

The majority of sites in India
(83%) were found to be
compliant with CGMP.

The compliance rate in India
IS markedly lower than the
compliance rate worldwide
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