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USP General Information <1197>
Good Distribution Practices for Bulk Pharmaceutical Excipients

SECTION 1. INTRODUCTION AND SCOPE
1.1 Introduction

" Excipients are used in virtually all drug products and are essential to product
performance and quality. Typically, excipients are manufactured and supplied so that
they comply with compendial standards. The pharmaceutical excipient supplyr chain
participants include manufacturers, distributors, brokers, suppliers, traders,
transporters, forwarding agents, and repackagers. The quality of pharmaceutical
excipients is affected by inadequate control of activities including distribution,
packaging, repackaging, labeling, and storage. Improper or inadequately controlled
trade and distribution practices can pose a significant risk to the quality of
pharmaceutical excipients and can increase the risk of contamination,
cross-contémination, adulteration, mix-ups, degradation, or change in physical or
chemical properties. To maintain the original and intended quality, all participants in
the excipient supply chain should carry out their activities according to appropriate
standards for good trade and distribution practices as discussed in this chapter.  Note:

The Appendix consists of definition and acronyms.
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1.2 Scope

This general information chapter provides recommendations for those activities and
practices that ensure good trade and distribution practices for pharmaceutical
excipients in order to ensure their intended quality. These activities and practices
include quality management, organization, documentation, premises, storage,
equipment, stability, prevention of adulteration, importation, packaging, repackaging,
labeling, dispatch, transport, returned goods, and compounding practices. In addition,
personnel, authenticity of data, expiration dating, retesting, complaints and recalls,
handling of nonconforming materials, internal/external/ third-party audits, quality
agreements, shelf life, traceability, economically motivated adulteration, and ,
conformance to compendial monographs are included. The procedures outlined here are
applicable to all persons and manufacturers involved in the handling of pharmaceutical
excipients and apply to every step in the supply chain. This chapter covers all materials
designated as, or intended for use as pharmaceutical excipients, beginning with the
point 4in the manufacturing processausps7 at which the 4Afinal excipientausps7 is

designated for pharmaceutical use.
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1.3 General Consideration
Manufacturers, distributors, users, regulators, and consumers expect pharmaceutical

excipients to be manufactured, packed, stored, and transported in a manner that does

146



not compromise their suitability for use in medicinal products for human or veterinary
use. Because they are components of drug products, excipients are drugs within the
meaning of the U.S. Federal Food, Drug, and Cosmetic Act (FD&C Act), and thus the
U.S. Food and Drug Administration (FDA) definition of adulteration applies when an

excipient is not fit for its intended use.
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RYEER | BOrEE. 2V —. RSN FELOEEE X, EELFIAIZe FOBAO
EZREMIERT 2 L THEIICGESETRE, A% RERVERESNL TS EE-TND,
TN DR BFOBREKS TH D Z L2 b, BMANKEREMERMUEREFROR
RCIIEER Lo TEY, Lo TRERS - BEEST (FDA) X, ImIIFNER L
T RBICHE L COWRWSERITHEROERZEA L T3,

Excipients are diverse group of materials. They can be of animal, mineral, synthetic, or
vegetable origin, and they include materials that are solids, liquid, or gases. Excipients
can be packed and transported in container sizes ranging from a few grams to a railroad

tank car.
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Because of their diverse nature and the number of ways in which excipients can be
transported from the manufacturing site through the supply chain to the ultimate site
of use, this general information chapter cannot provide exhaustive detail for specific
materials and modes of transport. Rather this chapter provides general guidance about
what is expected of those people and organizations involved in the supply and
distribution of pharmaceutical excipients intended for use in the manufacture of
pharmaceutical finished product. Hence, there are instances when USP-NF chapters
Good Manufacturing Practices for Bulk Pharmaceutical Excipients <1078>, Bulk
Pharmaceutical Excipients—Certificate of Analysis <1080>, and Significant Change
Guide for Bulk Pharmaceutical Excipients <1195> provide a more detailed guide about

what is expected in these specific areas.
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Excipients also are used in a variety of industries. Although most drug substances
typically are made exclusively for use in pharmaceutical finished products, the
pharmaceutical use of an excipient may be only a small fraction of the total use of the
material across all industries. This complicates the regulation of both the manufacture
and the supply of pharmaceutical excipients. Excipients often are manufactured outside
the United States, which further complicates the regulation of the manufacture and
supply of pharmaceutical excipients. Thus, all stages in the supply chain for the
pharmaceutical excipient require transparency and proper flow of the necessary
information regarding the excipient shipment. In addition, to ensure compliance with
this chapter, suppliers of pharmaceutical excipients must follow all applicable national,

regional, and local laws and regulations.
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1.4 Pharmaceutical-Grade Excipients ,

Pharmaceutical excipients must be prepared according to recognized principles of good
manufacturing practices (GMPs) using ingredients that comply with specifications
designed to ensure that the resulting substances meet the requirements of the
compendial monograph (see General Notice 3.10 and chapter Good Manufacturing
Practices for Bulk Pharmaceutical Excipients <1078>.
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USP or NF standards apply to any excipient marketed in the United States that is
recognized in the compendium and is intended or labeled for use as an ingredient in a
pharmaceutical product. The applicable standard applies to such articles whether or not
the added designation “USP” or “NF” is used (see General Notices 3.10.10). An
ingredient may include the designation “USP” or “NF” in conjunction with its official
title or elsewhere on the label only when a monograph is provided in the compendium
and the article complies with the monograph standards and other applicable standards
in the compendium including, but not limited to, the principles of GMP manufacture
(see General Notice 3.20).
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When USP- or NF-grade excipients are unavailable, manufacturers Ashould first
explore the use of materials which claim to comply with other pharmacopeias (e.g. EP,
JP). If unavailable, pharmaceutical manufacturers should then consider appropriate
alternatives (e.g. food-grade ingredients), provided such materials are suitable for the
intended use. If a pharmacopeial grade is not used, a written justification should be
available. ausps7 The pharmaceutical manufacturer/user is responsible for the
development and confirmation of suitable quality tests, procedures, and attributes to
ensure that the material is appropriate for its intended use and that manufacturing is
carried out under GMPs or a quality management system that demonstrates the same
level of assurance of quality as that provided in USP (see <1078>). It is an unacceptable
practice to upgrade technical- or industrial-grade material to pharmaceutical-grade

quality based only on analytical results that show compliance with the requirements of
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a pharmaceutical monograph.
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1.5 Authenticity of Data ‘

In the United States, the responsibility for the quality of the components of a finished
pharmaceutical product lies with organization that guarantees the quality of the
finished pharmaceutical products. Thus, an important cohsideration in the purchase
and supply of a pharmaceutical excipient is confirmation that the material is what it
purports to be, that it meets specifications, that it was manufactured under applicable
GMPs, that it has not been tampered with in any way before arriving at the site of
intended use, Athat the appearance of the containers and other attributes of the

: shibment are comparable to those of previously received shipments of the same
excipient and grade from the same supplier, ausps7 and that it is fit for its intended use.
Certain paperwork should accompany all shipments of pharmaceutical excipients. This
paperwork should include a bona fide and legible copy of é Certificate of Analysis (COA)
(see Bulk Pharmaceutical Excipients—Certificate of Analysis <1080>).
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When they receive a COA, manufacturers should take appropriate steps to verify the
authenticity of the COA and the data contained therein. This has become particularly
important in recent years because of instances of adulteration of excipients intended for
use in the manufacture of pharmaceutical products. Steps to verify the authenticity of

the COA should be taken at all stages in the supply chain.
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Data on the COA can be verified in a number of ways, but the excipient user is
responsible for confirming that the data are authentic by means of periodic verification
of compliance with established specifications as stated in 21 Code of Federal
Regulations Part 211 (21 CFR 211; see Current Good Manufacturing Practice For
Finished Pharmaceuticals, ' ’
http/www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfefr/CFRSearch.cfm?CFRPart=211,
http://www.fda.gov/downloads/AboutFDA/CentersOffices/ CDER/UCMO095852.txt). In

addition, other documents such as dispatch notes from previous stages in the supply

chain can provide further evidence of the pedigree of the excipient shipment. Such

documents are termed “pedigree documents”. !

RBRAEEDT — 2TV ONDOFETHRIET D LN TE D, LALaens, g
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http//www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfefr/CEFRSearch.cfm?CFRPart=211,
http!//www.fda.gov/downloads/AboutFDA/CentersOffices/ CDER/UCMO095852.txt).
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This chapter may present additional challenges for certain excipient users, e.g.,
compounding pharmacies. However, those who compound still are obliged to take all

reasonable steps to verify that excipients they receive are fit for their intended use. Part
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of this verification can include an examination of pedigree documents and a signed
certificate of conformance (COC) from the suppliers. Information contained in the USP
— NF monograph’s labeling requirementé, FDA’s Inactive Ingredient Database, and the
CFR provide specific information about the excipient’s permitted use in
FDA-Aregulated ausps7 products. All purchasers of pharmaceutical excipients should |
establish written procedures for the verification of data and verification that the

excipient is fit for its intended purpose.
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SECTION 2: QUALITY, ORGAN IZATION, AND DOCUMENTATION

2.1 Quality Management

A Quality Management System (QMS) is a tool by which all parties involved in the
excipient supply chain maintain the quality of the excipient. A documented quality
policy is the cornerstone of the QMS and formally describes the company's overall
philosophy with regard to quality as authorized by top or senior management.

Additionally, an appropriate QMS should include:

%24 BE, MBREUCE
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*  An organizational structure capable of supporting the elements of the quality policy

*  Documented procedures and relevant records that demonstrate that a product will

meet established quality criteria. This is commonly known as quality assurance (QA)
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*  Established procedures for approving suppliers of starting materials and verifying
that they continue to meet agreed-upon requirements
* A material-release testing procedure to confirm the quality of excipients for their

intended purpose(s)
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AExcipientauspsr manufacturers 4and suppliersausps7 should prepare-a Quality
Manual. The Quality Manual describes the elements of the QMS and includes the
quality organizational structure, written policies, procedures, and processes or
references to them, and a description of departmental functions as they relate to the
policies, procedures, and processes (see Section 2.3 Documentation Requirements). In
implementing the QMS, companies must ensure that adequate dualified personnel are
available to carry out the actions called for in the QMS and must avoid giving any one

individual such extensive responsibilities that quality could be at risk.
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COC to quality systems such as applicable International Organization for
Standardization (ISO) guides or hazard analysis and critical control point (HACCP)
analyses are not mandatory but provide assurance that products are produced and
handled appropriately. However, certification to these quality systems should not be
viewed as a substitute for the information contained in this chapter. In addition,
internal audits should be conducted at regular intervals to confirm compliance with
GMP (as applicable) and good distribution practices (GDP), and manufacturers should

seek opportunities for improvement (see Section 2.7 Audits: Internal, External, and
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Third-Party).
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All parties involved in the excipient supply chain share responsibility for the quality
and safety of pharmaceutical excipients. These responsibilities should be delineated in a
quality agreement between parties in the supply chain (see Section 2.9 Quality
Agreements). All parties and their activities in the supply chain should be documented,
and records should be maintained according to written procedures that ensure the
traceability of all products acquired ahd distributed. All members of the supply chain
have an obligation to protect excipients in their custody from deliberate economically
motivated adulteration or deliberate introduction of foreign materials that could
compromise the quality or performance of the excipient or adversely affect human or

animal health.
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2.2 Organization and Personnel

The organizational structuré should be adequate and sufficiently staffed, and workers
should be appropriately authorized for the activities they conduct. An organizational
chart should delineate the responsibilities and interrelationships of personnel.
Management ultimately is responsible for implementation of GDPs and ongoing

verification that the QMS is maintaining the intended excipient quality.

10
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Individuals within the company should have clearly defined responsibilities that are
documented in writing. All individuals should understand their responsibilities and
should be suitably qualified to perform their assigned duties. Their qualifications
should be assessed for adequacy for their responsibilities and should be documented.
Qualifications can include a combination of formal education, training, and experience.
This also extends to any contracted service providers. Procedures should be in place to
ensure that permanént, temporary, and contract employees minimize the possibility

that unauthorized individuals will handle products.
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An employee at each supply chain site should be designated and given the authority and
responsibility for the implementation and maintenance of the QMS. The designated
employee should have sufficient authority, qualifications, and resources to perform this
function, as well as to identify and correct deviations from the QMS. Management and
other personnel must not be subject to conflicts of interest or other pressures that could

have an adverse effect on their ability to perform their duties related to product quality.
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Staff should be aware of the principles of GDP included in this chapter and should
receive regular, on-going training relevant to their responsibilities and to general
quality principles. All training should be conducted according to a written training plan,
and records of this training should be maintained. Personnel who have special duties
such as handling hazardous materials or supervising activities required by local
legislation may require additional training, including specific hazard management.

Effectiveness of training should be verified regularly.

ARy 7, TOBICEENTVWD P ORAIZHEHBL TR LERH Y, BHOEMLEL
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 Personnel working with open product must understand and maintain good hygiene,
health, and sanitation practices. Staff should use appropriate, nonshedding, protective
apparel that will protect the product from the sampler as well as the sampler from the
hazards of the product. Established procedures should eliminate the potential for
product contaminaﬁon by personal items such as jewelry, food, drink, or tobacco
products. Written procedures that address hygiene, health, sanitation, and protective

apparel should be in place.
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Each supply channel party should have in place disciplinary procedures to address
situations when personnel involved in the handling of products are suspected of or are
implicated in inappropriate or illegal activities.
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Some quality-related duties may be contracted to third parties, persons, or entities
outside of the direct employ of the supplier. The delegation of these activities should be
documented in a quality agreement or contract with the third party, and the
organization should confirm compliance with the principles of GDP by conducting

_ periodic on-site audits of these third parties. Delegation to a third party does not

remove the organization's overall responsibilities for these activities.

WL ONDREREOEEIT, HeEOEERAUNOESE, BA. EikEkcET
FHILERTESD, INOEBOERL. B5E L OREREOE-IIEGICERINS
RETHY | JABIT 2 IS OEZHE~OEMI R EREERFT5 2 LIk Y. GDP DA
ERLL TWBZ L 2RERTHI L, EZF~OERFEICL ST, 2D DEBICE LB
SEMREENRL 25 HD TR,

2.3 Documentation Requirements
2.3.1 GENERAL
Organizations should have in place a system to control documents and data that relate

to the requirements of the QMS.

2.3 CELERTE
2.3.1 —f%
HRRIE, QS OERFHICEHE T HXERT —F 2 EBET LV AT LEFoTNDHT L,

2.3.2 QUALITY MANUAL

Organizations also should maintain a quality manual that describes the QMS, the
quality policy, and the company's commitment to applying the appropriate GDP and
quality management standards contained in this chapter. This manual should include
the scope of the QMS, reference(s) to supporting procedures, and a description of the

interaction between quality management processes.

2.32 E~=a2T/V

MBI EL ZOBEICEEN TV D MEBTHEME L U2 P L2 #EHAT 559 Hito =
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2.3.3 DOCUMENT CONTROL
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Procedures for the identification, collection, indexing, filing, storage, withdrawal,
archiving, maintenance, and disposition of controlled documents, including documents
of external origin that are part of the QMS, should be established and maintained. | |
Procedures used for the handling and distribution of excipients should be documented,
implemented, and maintained. In addition, organizations should establish formal
controls relating to procedure approval, revision, and distribution. These controls
should provide assurance that the current version of a procedure is used throughout the
operational areas and that previous revisions of documents have been removed or

withdrawn.

2.3.3 CEEH .

IS D—IBTH 2AMERIRDO LEZ FHEELEDOHT, P&, A>Ty 7 2L, 774V
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BANEIIEILESNEZ &L ORERRIETE 2 L,

Designated qualified personnel should review documents and subsequent changes to
the documents before the latter are issued to the appropriate areas. Documents that
influence product quality should be reviewed and approved by the quality unit.
Controlled documents may include a unique identifier, date of issue, and revision
number to facilitate identification of the most recent document. The department with
the responsibility for issuing the documents should be identified. The reasons for

changes and the implementation date should be documented.

BB ST 2T Y TICHIT SO, SN BEgEEIL, XFELITONOER
rRETLZ L, WAORBEIIEEL 52 53XFE L. REFMICL~TRESh, ARB%
/oL, BEXEL ZHOXEOHNEEZ T HIDIEEOBIF. EITH. B
FUOURTEEEZELI LA TE D, NEERTTOEREZFH OTMERET LI L, £F
OEBELMAT RIILELT D &,

Electronic documentation should meet the réquirements stated above for the document
control system. If electronic signatures are used, they should be controlled to provide
security equivalent to that given by a hand-written signature. Electronic documents

and signatures also may need to satisfy local regulatory requirements.
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2.3.4 CONTROL OF RECORDS AAND DATA 4 usps7

Procedures for the identification, collection, indexing, filing, storage, maintenance, and
disposition of records 4and dataausps7 should be established and maintained. Records
Aand dataausps7 should be maintained to demonstrate achievement of the required

~ quality and the effective operation of the QMS. Records 4and dataausps7 should be
legible and clearly linked with the product or process involved. Pertinent third-party

quality data also should be an element of these records.

2.3.4 FEBRAL T — X avsey DEH

FLERA L T —F aven DFBI, W, A T v I Ak, TZ7A4 VT BRE. AT R,
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b, IhHORBOBERTHD Z L, ‘

Entries in records 4and dataausps7 should be clear and indelible and should be made
directly after the person performs the activity and then should be signed and dated by
the person who made the entry. Corrections to entries should be signed and dated,
leaving the original entry legible and with an explanation for the change, especially if

this may not be obvious to subsequent reviewers.

FLERA L T —F auspyr DFEEANITHARETIEZ D Z &N, 1B %%f?ﬁ?&@l??b WEEALTZA

WCE-oTELLEMNERATDHI L, RBADITIER, B4 LEMEZEATLIZ &, FiCk
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Records 4and dataausrs? should be kept for a defined period that is appropriate for the
excipient, its use, and its retest or re-evaluation date. Records 4and dataausps7 should
be stored and maintained in such a manner that they are readily retrievable and in
facilities that provide a suitable environment to minimize deterioration or damage.
Electronic records and automated data-capture systems should meet the requirements

for controlled records 4and dataausps7 as stated above.
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2.3.56 CHANGE CONTROL
Procedures to evaluate and approve all changes, including evaluating the impact of the
change on the quality of the excipient, should be established and maintained, for

example, changes to the following:

2.3.6 BHEH
BIEIDO MBI G Z DB 2THET 2 Z L 2adte, $TOEEORHE & UEROFIEL
SIS, MR ESNDZ L. BIZIE, ROX S RER

*  Authorized excipient manufacturer or packaging material supplier

*  Manufacturing or packaging sites

Excipient or packaging material specifications

*  Test methods and laboratory

*  Repackaging, labeling, and storage equipment

*  Analytical equipment

*  Repackaging, labeling, and storage processes

*  Process and equipment changes at the original excipient manufacturer's site (see
Significant Change Guide for Bulk Pharmaceutical Excipients 1195
<http!//www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0 c1195.xml>)

*  RESNIRMAIOREREE 1T BREM B EE

* BLERE L XA A b ‘

*  ININAEE L <OTEEMELO SR

*  RBRAEL IR

*  BEE 7oL, RERE

*  oiTHEEs

* Bal, 700 REOTrER

x4 CFLOFNMEIORETOYA P TOT B R ARRMOLEE ( Significant
Change Guide for Bulk Pharmaceutical Excipients 1195 %2
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<http://fwww.uspnf.com/uspnf/pub/data/v37320/usp3nf32s0 c1195.xml>)

An independent QA group should have the responsibility and authority for the final
approval of any changes. The QA group may be part of another operational unit such as

regulatory affairs or research and development.

IR LT Q4 7 — T, TR TOEEORMM AR DO L REF O L. QA
IN—T1E, EELMERER L OMOF R — 2 VEFO—HTH o TH LW,

Customers and, if applicable, regulatory authorities (e.g., those responsible for drug
master files or certificates of suitability to the European Pharmacopoeia) should be
notified of significant changes to established production and process control prbcedures
that could affect excipient quality. The original manufacturer and downstream
intermediaries (distributors and traders) should have excipient change control
agreements in place defining the extent of notification by the original manufacturer in

case of a change as described above.

BE. £z, ZYUTHIHERIE. BHlERE BlX, Ry IR E—T 57 A4 LOBINE R
FEEGERICEEOH D) 12, BMFIOREICHEL 5 X HFREEND D, BEFOAET
W7 e AEBRFIEOERBETITBMIND Z &, 3V O ABUEREE & THROMIT
EF RRLESLNL—F—) HERD LS CEERboBaIc, 4V VL alEEs
IZE-T, BHOEHEAZ ERXTHRMAIOEREBEIRD ZRMETHZ &,

Each of the handling parties within the supply chain should have change control
agreements to ensure that changes from the original excipient manufacturer are
communicated to the end user. This change control agreement is part of the overall

contractual agreements between the parties.

A T ORMAOBEIE 2 b OEE BT Fa—FITmEEND 2 & R RFET D
EEREERRDEY T4 ?:*‘/de)%’;%ﬁ@%n%ﬂﬁﬁ%ﬁ—éz L oEEGE
BEDIZ. YFEFEHOLENTEY LOEEDOD—HTH D,

2.4 Complaints and Deviations
Customer complaints and information about possible defects should be systematically
documented and investigated based on a written procedure with assigned

responsibilities that describes the action that will be taken and includes the criteria on
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which a decision to recall a product should be based. Investigations should be formally
conducted and written up in a timely manner to establish if the complaint is justified, to
identify the origin or reason for the complaint (e.g., the repackaging procedure, the
original manufacturing process, etc.), to identify root cause(s), to define any initiai and
follow-up action(s), and the method of communication (e.g., to the customer, original
excipient manufacturer, authorities, etc.). Complaint records should be retained and
regularly evaluated for trends, frequency, and criticality in order to identify possibly

needed corrective or preventive actions.

2.4 FE1E L Bl

BEE DD DEFPRMEDOFTREMEIC OV TOFRIL, R XEL S, BEY a2—10
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L (BlxiE, By —YboFEL, 4) T A0REETRR ), *EKL?IE%%%L\
MEOZE LT+ —7 v 7OFEBL aIa=sr—ar0liE (R 23 BE. 4V
DIV OEEBRINFIREES . BHNSRR L) 2RET DS, FAETERICERESh,
FAIVIRIXBLEND Z &, EIFOTEIL. LELRIREXITHLBEZ/ET
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Investigations should identify whether the reported defect is limited to a single batch of
material or if other batches must be investigated. If additional batches are implicated,
they should be identified and labeled accordingly (e.g., “under quarantine”). As
necessary, appropriate follow-up action, possibly including a recall (as outlined in
Section 2.5 Recalls), should be taken after investigation and evaluation of the complaint.
Confirmed serious problems related to product quality (e.g., faulty manufacturing,
packaging, or product deterioration) should be communicated upstream to the
manufacturer and downstream to customer(s) in case they received material with the
same batch number. A similar process should be implemented for the handling of

deviations and product defects not identified by a customer complaint.

FAEITRE SN RMEBFEMEL OB —D /Sy FIZRE INNTN DD, Dy FERET
DUERHDLNEIDERETHI L, BMOAY FRERLTHDEHAEIT, FFE LERD
TH5ZE BAX, RS D, HREISCT, HHICLV YV a—nz2gdl (B 32,5
Va— VIS TWD L 57%) EYR7rn—T 7 77 a i, EREORELFF
D% AToND Z &, BEOMEICEET 2 ERAZME W2, Keod o8, &
¥ EEEEOLL) 1T EROBEERE L, RUAYFESORMELZE LGS
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2.5 Recalls

Those involved in the excipient supply chain should have a system for recalling
promptly and effectively any materials known or suspected to be defective. Entities
involved in the supply chain should implement written procedures to manage excipient

recall (retrieval) in a timely manner. The procedures should:

25 Ja—yw

EEBRNF DT 7T A F = — BB HIL, Kb 5D Ldgkbhs, Eizidmb
NTWDETOREMEHIRE P ORNCER T D/2OD VAT LEFFoTWAH T &, ¥
TITAF = CEAET MBI, XA L) —ICEERRMAIOY =— (EIR) 2EE
THREDOFIEELFEITTHZ &, FIEEIX

*  Describe how the process of recall (retrieval) should be managed based on the risk
involved

*  Describe a decision-making process with defined responsibilities

*  Define the functions involved in the process (e.g., QA, sales, logistics, senior
management, competent authorities, etc.)

*  Define the communication process and documentation to parties within the supply
channel as well as to regulatory authorities

*  Define the steps needed to retrieve the material

¥ BENDVRZIZESNTY a—n (B OFrtERE 0L 5 ICERT &M

DOWNWCRERTAZ &

¥  EDONEBELEEHBICBERRES A EERTEI L

* v RCESTAEEZERTALE BlE, WERIE. k. Y. ERER
Wk, EEEFRY) :

¥ BEMBEREC, YA Fy o RVANOBRE~Da I 2= —Y g T ak X
EXEEERTDHIL

% FEMBEEENTAODICSBERAT v FRERTHIE

If the original excipient manufacturer does not initiate a recall, it should be informed of
the recall. Entities in the supply chain should have written procedures for the

organization of any recall activity, and these should be regularly checked and updated.
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All recalled materials should be stored in a secure, segregated (quarantined) area while
‘their disposition is decided. In the event of serious or potentially life-threatening
situations, all customers and competent authorities in all countries to which an
excipient potentially was distributed should be promptly informed of any intention to
recall the excipient. All records should be readily available to the designated person(s)
responsible for recalls. These records should contain sufficient information about
materials supplied to customers (including exported materials). At regular intervals,
QA groups in supply-chain organizations should evaluate the effectiveness of recall

arrangements.
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2.6 Handling of Nonconforming Materials

Nonconforming materials should be handled in accordance with a procedure that will
prevent their inadvertent introduction or reintroduction into the market. They should
be stored separately, either physically separated or under electronic control, to prevent
their inadvertent introduction into commerce. Firms that conduct recalls should
maintain records covering all activities, including destruction, disposal, return, and
reclaséification, and should perform an investigation to establish whether any other
batches also are affected. They should document the investigation and actions taken to
prevent recurrence of the problem. As necessary, firms should take corrective measures.
Procedures should exist for the evaluation and subsequent disposition of nonconforming
products, and the disposition of the material, including downgrading to other suitable
purposes, should be documented. Nonconforming materials should never be blended

with materials that comply with specifications. ~
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