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~ Adulteration Incidents




Economic Adulterations

DEG in Glycerin: >788 Deaths since 1937
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' Adulteration of Excipients
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Number of Drugs* Manufactured at Foreign
Sites Has More Than Doubled Since 2001

EE Cumulative Listings — Exponential (Cumulative Listings)
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Euppller Qualification-Case Study

= BASF & ISP concerned about excipient
quality from Asian competitors
e Copovidone NF

- Crospovidone NF

3 Povidone USP

IPEA contracted to establish testing program
Commercial packages: BASF, ISPNanhang Boai
Unopened containers sampled under supervision
Blind samples tested against USP by BASF & ISP




xcipient lots met USP monograph
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Asian Manufacturerds PO\
1. K-12Boai, Aldehydes: high




i an Ma n uGraspovidone &F 6 s
BASF reported 2 grades oBoai, Heavy Metals:
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~ Supplier Qualification-Case Study
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Euppller Qualification-Case Study

Potentlal Impact

. Copovidone NF
U Incorrect ratio of vinyl acetate to vinylpyrrolidone
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T Performance issue

Crospovidone NF
U Heavy metals in drug product

NOTE: There has been no assessment of either
Asian site for conformance to GMP




Regulatory Oversight

cipients and APIs are components (ingredients)
f drugs, and are ndrug:
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'?FDA Response to Adulteration
“|
3 Conference on Economically Motivated
- A_dulteratlon (EMA) -June 2009

‘““ thhanced Testing
3 Update USP ldentification Tests

o Require Improved ID Test for each drum of
Glycerin

_ Require GC/MS Testing for Melamine in
Ingredients




Challenges

- Traceability of ingredients back to the
“manufacturer
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I8 Challenges
I 50
21CFR 211.84(c) allows ingredients from

;! qualified suppliers to be released on COA
0y and limited testing with:
3 - At least onespecificlD test

Periodic testing to confirmaccuracyof COA

TR

" But no explicit requirement to periodically
_confirm the authenticity of the ingredient
manufacturer!




Solutions

pply Chain Security
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Solutions

S

Assess ingredient manufacturer using
IPEC Excipient Information Package
Product Regulatory Datasheet

Site Quality Overview
Site Security and Supply Chain Overview

" EIP provides basic information
U Additional Details Upon Request

- EIP under document control




Solutions

Assess ingredient manufacturer
" Site Audit




Solutions

~ Assess Distribution
E>< Distributor Site Audit




Solutions

~ Assess Distribution
E>< Broker/Trader Audit




Solutions

A Expectation: Pharmaceutical
| f anufacturers audit all API suppliers




Solutions

cipient Manufacturer Assessment

Ideal: Pharmaceutical company audit all
axcipien oplie




Solutions
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" anufacturer Assessment
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1 Solution
HI 4
! FDA: Certify Conformance to Excipient
; GMP
“ N JIPEA:
3 Accreditation by ANSI

+ IPEC-PQG Excipient GMP
Comprehensive excipient site audit

FDA to accept certification
= 1 Pending legislation may require site inspectic




Solution

American National Standard
Ex NSF Joint Committee on

. Pharmaceutical Excipient (NSF 363)
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Solutions

thenticate the Manufacturer
__.;x Direct from Manufacturer




Solutions

~ Authenticate COA
| E>< Proper COA Content




Solutions

~ Supply Chain Security
~ Release of Ingredients
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TamperEvident Seal?




