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RATIONALE

» Responsibility of Regulatory Affairs staff is to look after Labelling
follows regulatory authorities.

* More time complexity as products are increasing.

* Present technology can automate things.
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INTRODUCTION

With 1100% Billion Revenue, United States Stands ahead in Pharmaceutical

Industry. Exporting to US is a great opportunity leveraged by many
countries.

So, US FDA was formed to check quality standards of medicines. Since

iInception FDA is issuing warning letters efficacy claims and inappropriate
safety.

Source: https://www.fda.gov/AboutFDA/WhatWeDo/History/



Warning letter is considered as an official message
from US-FDA indicating that manufacturer has
violated some sort of rule in regulatory activity.

FDA defines Warning letter as..
‘A Correspondence that notifies requlated industry

about violations that FDA has documented during
(nspections or tnvestigations”

Source: https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/default.htm



Title and addressee

. o ation
Title, mode of delivery and addressee to highest member of organizatio

Inspection details & Promised corrections

. . - q
Inspection details with date and any promised correction by facility hea

' ' rns that
Generally 15 days for response time is given. Also contains statement wa
FDA can enforce if issue is not corrected.

Issuer and Standardized closing text

@ Response request and Warning Statement
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Address of Issuing head office and standard closing text recommending
corrections and taking responsibility.

Source: https://www.fda.gov/ICECl/default.htm

ANATOMY OF LETTER
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Food and Drug Administration
7520 Standish Place, Rm:lu 254
Rockville, Maryland 20855
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RESEARCH
OBJECTIVE

To understand what the major violations in case of drugs,
biologicals, and medical devices from Warning Letters.




RESEARCH
METHODOLOGY



= STUDY TYPE

Descriptive and retrospective study.

Secondary Desk Review.

= DATA SOURCE

Publicly available FDA letters sent to pharmaceutical
companies from 2015 to 2017 were reviewed. A standard data

collection tool was developed, including all categories violations

and data is collected manually.

= STUDY DURATION

February to April 2018, (12 weeks)
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RESEARCH METHODOLOGY

Week 10 - consolidated dataxlsx - E
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1 SNo| Year | Month Organisation Country Issuing Authority Remarkl Remark2 Typ
11 10| 2017 |Decembe|lmprimis PharmacUnited States |Center for Drug Evaluatio|Misbranded Finished |
12 | 11| 2017 |Decembe|Continental ManuUnited States |Detroit District Office Adulterated Finished |
13 | 12| 2017 |Decembe|Schrofner Cosmet Austria Center for Drug Evaluatio|Adulterated Finished |
14 | 13| 2017|Decembe|Delta LaboratorietAustralia Center for Drug Evaluatio|Adulterated Finished |
15| 14| 2017 |Decembe|C. O. Truxton Inc. United States |New lersey District OfficdMisbranded |Adulterated |Finished |
16 | 15| 2017|Decembe|Wuhan Chinese MChina Center for Drug Evaluatio|Adulterated Finished |
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19 | 18| 2017 |Decembe|Fresenius Kabi On Germany Center for Drug Evaluatio|Adulterated Finished |
20 | 19| 2017 |Decembe|Eden’s Answers InUnited States |Cincinnati District Office |Misbranded|Not Approved|Online Ph
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26 | 25| 2017 |Decembe|Seindni Co., Lid. Korea Center for Drug Evaluatio|Adulterated Finished |
27 26| 2017|Decembe|Hieber's PharmaciUnited States |New Jersey District Officd Adulterated Compoun
28 | 27| 2017 |Decembe|A.l.G Technologie{United States |Dallas District Office Misbranded Online Ph
29 | 28| 2017 |Decembe|Shanwei Honghui|/China Center for Drug Evaluatio|Adulterated Finished |
30 | 29| 2017 |Decembe|Fresenius Kabi On Germany Center for Drug Evaluatio|Adulterated AP
31 30| 2017 |Decembe|Crosbys Drugs Inc United States |Detroit District Office Adulterated |Misbranded [New Drug
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RESEARCH METHODOLOGY

= SAMPLE SIZE

A total of 1875 warning letters reviewed from 2015 January to 2017 December and out of which 694 were related to drugs and
pharmaceuticals and 1181 letters were related to food and food products.

= SAMPLE INCLUSION & EXCLUSION CRITERIA

Drugs Medical Devices & Food Total

Only Warning letters related to Drugs, Medical devices,

Biologicals were included in Sample.

2015 64 146 492 702
 Warning Letters related to Veterinary Drugs, Food,

Biologicals

tobacco and cosmetics were excluded. 2016 166 60 425 651

2017 213 45 264 522

Sample size = Drugs+ Medical devices & Biologicals; n = 694



RESEARCH METHODOLOGY

Task Week 1 to 3 Week 3 to 6 Week 6 to 9 Week 9 to 12

Research Design

Data Collection For Samp|e Of 694

Data Analysis

Research plan for Review of Warning Letters Issued by US FDA from 2015-17



RESULTS AND
FINDINGS



Fig. 9 Distribution of Warning Letters

Distributio

n of Letters

2015 2016 2017
B Drugs M Medical Devices & Biologicals Food

Drugs: Increase in warning letter
Medical Devices & Biologicals: Decrease in warning letter

Source: https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/default.htm



21 CFR Violations for Drugs
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201.115

Exemptions to New Drugs.

201.5

Drugs; adequate directions for use.

Source: https://www.ecfr.gov



21 CFR Part 211 Violations
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21 CFR Part 211 Violations
211.113 Production and process control;
Control of microbiological contamination.
211.165 Laboratory Controls;
Testing and release for distribution.

Source: https://www.ecfr.gov



MEDICAL DEVICES & BIOLOGICALS
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Source: https://www.ecfr.gov

Part 820
Violations



21 CFR Part 803 Violations

.21 CFR Part 803 Violations

Requirements for developing, maintaining, and
iImplementing written MDR procedures.
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Reporting requirements to Manufacturer.

Source: https://www.ecfr.gov



Part 807

Violations

21 CFR Part 807 Violations

m 807.81
m 807.97
m 807.85
m307.70
m80/.1

m 807.22
= 807.25

3807.81

Requirements of Premarket notification submission.

807.97

Misbranding by reference to Premarket notification

Source: https://www.ecfr.gov




Part 806

Violations

21 CFR Part 806 Violations

m 806.1
m 806.20
806.2

306.1

Scope.

306.20

Records of corrections and removals not required
to be reported.

306.2

Definations

Source: https://www.ecfr.gov
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CONCLUSION

* Violations for online pharmacies(US) include misbranding(56), labelling
issues(18), sale of not approved medicines(36) and internet marketing
with false or misleading claims(3).

* Violations for API, drugs and formulations(ROW) include labelling(201)

adulteration(209), misbranding(92). It also includes few false or misleading
claims.

* Violations for medical devices(ROW) include adulteration(223), QSR(187),

pre-market approval(26) , investigational device exemptions(26) and
misbranding(49)
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’ Count of US FDA Warning Letters
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