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MBI SHEBMEDTIN-TTHD, TNLEEW. B, B, HIVIEYHRTHOED, FEhbd
(SEE, BAEDHIVEADMEEET, FMAS, KESHYISLNLEKEDIVIEICEFTRIERHIC
EHONEEINDIEN DD,

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.

AMBFNCB AR ABEENSBD, FLEESHNOYTIMFI-VEBLUERSNIREDIZFETHES
NBBLDFEENHZEN D, CO—RIFMOETIIRFENYE PEIZE DS EIH U TREMLG SEZR
RBJILEFTELGL. BLACOER, HRERHMRKOELEICHVSCENBERSNEERE K RMFIOHER
URBICEIDS A & RUHEBAMTERHONTVSMCE T2 — A4V AZ R TIEDTHD, L
HoT USP-NF OF v T73—0D)NIVIEZESZHRMAID GMP <1078>. NIVVEEGFMF—REBRES
<1080>R U/ UVVEZER RZMAIDERLE R F<1195>(CT, ENLHEDH BFTHEARHONDME
BAUL TN A FIMR B S TUONIE. ENoh'BIICES,

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.

RINF IR ABERSHFTEHEASNTIS, BEAEDREF—RMICEEoRREEMAICHELIND
LOTHHN ., RMFIDERXRATOERIEZONENEEXATOLFEREOI—EHICTERIEN
Hd. COCERERZRMBFIOEE R MG £ A ICETIRFZEHICLTIS, FmAISKEHN TR
ESNBISENZ I, COCEREERBMFIORER VHHGICETIRMERICERICLTNS. C0
$IC EERFMBADYTIAFI-VICH T2 2 TORMBT. AmFl0O#EXECETIHELRFEROEH
HEBEYIBRNAIERING, BIC. COEDIVTFATPUAEHELRLOET B8 ERRRMFIOHIE
FEIETORROHIER. i R UEDHADEERFRHICREDEINERLE,

1.4 Pharmaceutical-Grade Excipients
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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>.

1.4 EERAJTLV-FHmA

EZELFMFIE GMP OBHANERBICHEL., EUEPEFAEENEREBISHEA TIENERIC
BALSICHREUVEBERER -TREMERAVTEE L TNEEE O GERI 3.10 BU/ULDEZE & RmHF|
M GMP<1078>%H8),

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).

USP $3LME NF EE(E, Z0AFEECIREE SN, EEHKO—HKSELTOFERNIERSNIIHE MR
TRESNELEDT, KEICHBVTRFESNIEDLIBRMFNCEL BRSNS, TUSP1HBLITNFINREESH
TWTHWVECTE, EOLSB R BICRZATIEENERSNS GREI 3.10.10 B8) , —2DR A (CBAL
TIE, B/TSTDREZBICRBFESINTED. ZOE/TS57OEERY GMP BLEDRBIZEHE, ZIZLEN
[CIROBL. EZORTEEOMD S TIFIEEICHIGSICDFH . TUSPIRIETNFINRFTEZDIEX A FHIC
MITEETED. HBVEINLEDETMIRBELTELNGEER 3.20 1),

When USP- or NF-grade excipients are unavailable, manufacturers should 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.

USP-$3 M NF-TL—RREAFTERIMERICR, BERBRETMOREE A (FIZIEX EP, IP)CHEITE
POL—LENTVSMEOFERERFINETHD, LLENI T ARG O, EERKMEXERELL
b DEBIREE (FIZ I BRI V- RO D) EBEITRETHIN, EDLIBYMENERLARCEN TS
BENEMLD ERATL- FIMERSNGIMEER. ELMEXBILLTHENETHS,

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
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pharmaceutical-grade quality based only on analytical results that show compliance with the
requirements of a pharmaceutical monograph.

EXREEESE 1-Y—E. WEHFZOERUVEBRISETGLOTHY., 8EHN GMP O TFTITHNT
W3, HBLME USP(<1078>SH) (CIBESNTIVBDERILAILD R EREEBZREIRIAVIIA
TLOTTITONBCEERIAT 3 EMIC, B R ERER. FIE. R HECRETIRARCEROEEN
Hd. TNV HBZIVEITERT - ROYMBEERICHTERICEIE, ERFT/USINEREIEICHE
TWBhbaELW T, BEERTL- R EIFT3ICRBRINZPOATIIEL,

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 consideration 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, that the appearance of
the containers and other attributes of the shipment are comparable to those of previously
received shipments of the same excipient and grade from the same supplier 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 a Certificate of
Analysis (COA) (see Bulk Pharmaceutical Excipients—Certificate of Analysis <1080>).

1.5 T-H0EEME

KREICHNVE. REREESREROESOREICAIIERIRREER RORETRITIMBICH

%, COLICEXEFFMFIOBARVEKICAVTEEREETAEZILE., UZPECELTATHIE
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HEABENTVEBNCE, BRONBRVEDOMOKREEICEALT, RIUEKREENOLATR TR

—OFMEIRVIL-FOEYMERETHICE. RUFOERSNEZARICESLTWSEREERERETD

EThHD. EERFMBFAIOLTOHEEICEBFEDLEEREHIE, COXELEFITHBRIEE (COA)
NEETHZEAEER I -2 & E & (Bulk Pharmaceutical Excipients—Certificate of Analysis

<1080>%H8),

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.

COABZ(THI 25, BEE(IL COA RUZIICEFNZTHDEEMEERIHIHDBE Y LIEEELIN
ECHd. cOtR. EEAROBECAVBEEERUSRMBIOBIOBINHIEND, IR EHICE
BE(IB2TETLVS, COA DIEBEMERIDBIBERY TIMFI— VDL TORAT—ITHAONIRETH B,

Data on the COA can be verified in a number of ways, but the excipient user is responsible for
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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/cfcfr/CFRSearch.cfm?CFRPart=211,
http://www.fda.gov/downloads/AboutFDA/CentersOffices/CDER/UCM095852.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”. '

HERBHEEDT IV ODDFETIREET HENTES, LOLEAS, FMFIO1—F—(F 21 EFHi%
REN—D 211 [HBHESN TV S SN FIRICI S E IR E M RELICID T - ANMEE TER L&
RIDERENDHD, (RKREERKD CGMP SE)

BC HTHAFI-VICHEIBRIRENoOFEBMEDLIGMOXEL ., FNFOREOBEEICETS
BRI ERMTED, ENLIBNEFBEEXELEEND,

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 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 requirements,
FDA's Inactive Ingredient Database, and the CFR provide specific information about the
excipient’s permitted use in FDA-regulated 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.

COEIBIZIZFAFERLE . BEORMF 1-Y -t LCEMMBRBEIRETZECHIME N
BL. ULHLEH S, AEIT2E THIRAELTHE LD ZTERZ FMFLHE LN ER L TLB AR (CH L TE
UTLBIEERELT 2 DHo DR LB FERETETIENRFITONTS CORIIOPICIEERE
XERVHBEENLNDER ADDBESIEAE (COC) DREZNEENZEN DS, USP-NF DE/HS5TIC
BIBRRICBETEIEREIE, FDA DIEFEMET—IRN—AR Y CFR [CEENDIEHRIL. FDA B8 HIT
PERICHERANEAINIFMAICET I EOBFRERBLTIND. EERZAMFIOLTOBAEG.
T=RNORIFRVZOFMENERUERRIGELEEDTHEEERIETIEHOXELSNFIEERE
TR,

SECTION 2: QUALITY, ORGANIZATION, 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:
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5528 RE.ARRUXE

2.1 BEIRIAVE

RBEYRIAVIIATL(QMS) BRERRFMFOY TIAFI—- VNI ITATOLEENERERFM
KOOSR EZHIFTIEHDI-INTHS, XELSNEREAEE. QMS OHETHD., MEICEL Ty TP
EREBBIZOTIERGRAEAOEZERLTD, SHIC. BTG QMS BT EEOHELD
)

* 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)

* 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)

* REAHOEREXFI LN TEHMABIRE

* AN SN R BEREERLT AT INE L SN FIREBET S5 8. Chid. —
REE(C R B REE(QA ELTHIBN TS

* HRERHOBIGEZ AL, SESNLEERBEEHLURITCEEHE T S DREILS
NzFIE

* EESNCEHANOEERFTMBOREEITIEHOEM B FEHBRFIR

AExcipientayspsy manufacturers “and suppliersausesz 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 qualified 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.

EXRANFNEXFHBEEEL. RBEV2VNEEHET I, MEVII7IE. QMS DERER
L. At FIE. TOCACEET SRFIOMAE. MEMRRR. E@ICLSAE. FIE. HLUTOEARE
SBIEIND (£IYaY 2.3 XELLERFEEZSR) . QMS EXETIMRIC, £EE., +HLEEE
Y QMS [CERSNBTI Vv EERT TN RECHI LR LB TN EL LT —BEANCKRED
BEHEE5APLBRECETIVAITHN. BIBHTNEZSEL.

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
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manufacturers should seek opportunities for improvement (see Section 2.7 Audits: Internal,
External, and Third-Party).

EATEDEREELHE(SO) T FPREESMRUVEREE R (HACCP) @it Wiz mE VAT LIS
COC RATIIBULA, BamEYICEESN ., RN R RM TS, UL, ChoDmE VAT
LADFEEEE . COEICRREHINTLRIFHROKNDVELTRINETIEIR L, SHIC. NEBEEEIL. GMP (%
LTRHE) PEERKOYFRICETEELE (GDP) ADFE & 2R T IHICERMICITONIRETH
D, FEEFIREORRERIOIEE NTINETHI (BVYay 2.7 BE NER. S 88, BLUE=FE
SR,

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 and 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.

EERFMFOTTIAFI—VICEANZIRTOBEREL. EERFMFOKEERLENHOEFEEE
HBLTVS, CNHOERR. H751F1—VOBRERO R BRSO CHECSNILENHS (D3
V2.9 RERRNESR)  HTMTF1-VDITRTOBREBEZDFINXEILSNIRETH), MG
N, WBSNTVEIITRTORRZD L —YEYT1 2 HERICT FEHICERICLSFIRICLLA > TR EIIH
BHENBIRETHS, YTIMFI— VDI RTOAVN—F HINFIDSE P EREZEL o120, £ G EY
DEEICEZEESZINTFAIREMNHIEYOERMTEAX IR FUNLERICLIBHNE S
DEBICHZRMFERETIERHN DD,

2.2 Organization and Personnel

The organizational structure 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.

2.2 @ REER

BB ECLETN O+ 2B ABNERESN., FEEGEENMTOIEHICH UEYIBIEREHEZOND
RETHD, ABRICLHT, REBOEFLHEBBRNRBAININETHD, B[S, HIEHIC GDP
DEHEE QMS PERISNZHFMFIDREEZHBUTV B LGNSR T EENHD.

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
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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 permanent,
temporary, and contract employees minimize the possibility that unauthorized individuals will
handle products.

TENOBEAOEENREICERINNELINGL TATOEANE P OBEEEREL, BHICE
DY TONTBBEEERITT SLDICEYCEOEK T ETMSNIDEN DD . OB O, B4
DEEDZHUEETHEL . XBILSND L, BREOFHECREXGHE. IIE., BRoEHEDEE
BHBIENTESD, CNEFE, EAMBRFEY-EARBECERS, E 8. BRIFEL. TLTEHHAR
EROLBMEAN R S ERIEV LA 2R/ RICT I EEHRICT FLHDFIENERSND L,

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.

BEYTIMFI—VOBRBICRIVT, HBRERL. QMS DEEERFOLEHICERSNIEREETEES A5
NBIRETHD FWMNLRERIICOBWIBERITTINIITIL. QMS hoDEBiE#EERLRIET S
BT, TALER. EEE. V-2 TN IE. BREBRUZOMOEEEE. RIEPEADAKEIC
BETRBERTTIRNIBEZEERFETORAEHERE KFEOMOEHNDZEEZTTILS
F{AN

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.

A3y71k, COEICEENTLVS GDP DR BIZRHLTHLENDD. BHEVEESIUV—RMUGRED
FRBICREEET 2R BIRHBIEEZ TR ENDS . TATOMNBI B L SN B FHEICH-
TIAONBIRETHD, COHFEDEEFEHIFENINETHD, WIBDERICI TR EEESNBERYDER
DIRNPEEBREELWIZFEEIC, HAGEBEF - TOA R AR, HENRIREEEZE LB M
BHEeREETIEANDD, NFEOFEEEHRMICRILT I,

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 contamination by
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personal items such as jewelry, food, drink, or tobacco products. Written procedures that
address hygiene, health, sanitation, and protective apparel should be in place.

BEDA-TOORETOFENHIRERQE L. REGEEETERL. #FLBINEBDEL. 2
AyIl3, BROBKRNGHPHERE ZRET IO R BRI PHEREN R A ERET I E UGB EMR
EERATICE. Effifm. B 8 AN IR SRLEOEAMLBESMICLI R R F RO RS ERILS
NEFIBICEINBERR T B, B, R, BR. EREROFIEENHB L,

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.

HROBNFVICEDIRE R ICTENFIBEGFHHEONS. HIVIEELTVIES. YT
FMFvrINOER. EORRITH LT HDE S FIENHS L,

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.

WD DR EEEDESIT. HEFOEEERAUNOE=E. AA. FLERKICRETIENTE
3. CNOEBFOEFIE. F=FEDREEURHFEEZNICREINBIRETH)., I NoDE=F
NDTEHINLBEMEEEITICEICED. GDP ORANCEMMULTNSEEHERT I, E=BADEEEIC
0T CNoNEHFICELERBO S ANBEENIEEZEDTIERE L.

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 XEERERER
2.3.1 — g
. QMS DERFHEICEETIXEPT I EEETHVATLEROTISIL,

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.

10
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2.3.2 REYZa7I

HBEFCOBRCEENTVI R ETEEELEYL GOP LA ERTIEE S840V MV, R E
FHEt BV QMS b 93 R E Va7V EMFTECE, COYIaTIVE, QMS OE AR, FIEEH ST
HOSEIER. REEEIATLAOTOCABOHREERICETIERESDIL,

2.3.3 DOCUMENT CONTROL

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 XEEHE

QMS D—ERTHRINETRFROXEFECEEXEDHE . INE. 1VTYIAE. 771UVT . RE . B
I, =047 A0FF VA RS OTHDFIEL . FESLSh ., #FEENI e, FMFIORKRVDETTEDNRSH
DFIEF., XEESN, BEfesh. #FSnd e, k. HENFIEORE. KT, bLUERMICEITIIE
K BEWERITICE, CNOOEETR, fEIV72ATEFIROFIEMERSN TS, RETHIOX
ENWMOBRIMELIIELESNECEDRITRIRBTECE,

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.

BN ETIIV7ICRITSNSAIC, EMSNOERBEE. XELTONIEEERETI . &
ROMBICHETEASNER. REMAICLOTRESN., KEBEFIL, BEXER., &RFOXED
BAEBBICTIEHICEFDERF. RITH., BLUHETBESESOIENTES, XEERITISER
EFORMERET I, TEOEBPRETREXELTIIE,

Electronic documentation should meet the requirements 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.

TFXER. XEEEVATLOEHO LROEREEEHLT L, EFELNERAINIEE, ZN5
d. FEEEZLAZOPF 1T EEMT LICEBINDCE, BEFXELB L. O-DIL0EEH
BEREEEAETIL,

11
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2.3.4 CONTROL OF RECORDS 4AND DATA 4 ysp37

Procedures for the identification, collection, indexing, filing, storage, maintenance, and
disposition of records 4and dataauyses7 should be established and maintained. Records 4and
dataauyses7 should be maintained to demonstrate achievement of the required quality and the
effective operation of the QMS. Records “and dataausesz 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 BBERALT —Hausryy DEHE

FRERALT —Rauseyy DEERN. UNEE. 1V TYDE, TPAVVT (RE . AVTT VA BLUVOSDTHDF
JEZREILL . MR TBE, BERALT —Hauseyr 1d. RSN BB DERE QMS O R MGERA SR
FRHIHEFSNDIE, BRERALT —Hausesy [EERA P T HRPEETITOCAICEHREC) O DTSBC
EBETRIE=ZFORET L. CNODEEHDERTHE L,

Entries in records 4and dataauses7 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.

FRERALT —Rausey DEEARBIETHASCEN B ERERTERICITV. BALEANILCLIOTESLL
B EEATEH L, BADETER. BEAUAMELATICE. HCENMORZADNEBRLIVGEE TO
SR EHF CERLIICEENHRALHKITET L,

Records “and dataausps7 should be kept for a defined period that is appropriate for the
excipient, its use, and its retest or re-evaluation date. Records *and dataauyses7 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 *and
dataayspsz as stated above.

FLERAET—Rauseyy . HINEL, ZOER. RUFOUTAMNEEEFEHE B ICH U GEYI THRIRESNE
HARIMERF SNBCE, BLEREA T —Hausew 13 ENOH B BICRRAREILL DL, FLHIERIFEEER
INRICTZDISE LRI Z IR TSRS, #Fehale, EFRZEbLvasbehizT—4
INEE- AT LT, TR DLIC, EESINDRERALT —Hausey DERBIEER/ETE,

2.3.5 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:

2.3.5 ZEEE
12
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AMBFOREICEZPEEETMIIEEED. INTOEROFHE R URZEOFIRSHEL SN, HEF
SNBIE, BIAE, ROLIBEE

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> )

* FESNERMAOMEREF G EEMHMIERSE

* HEE LT EYS

* AINFE LG AEM ORI

* HERARETR

* BAE SAL., BRERE

* TR

* BaZ N, RE0JOEA

* FVIFIVDFIMFNDEETDOHA FTOTOLAPEERBNZEE ( Significant Change Guide for

Bulk Pharmaceutical Excipients 1195 #&M
<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_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.

ML QAT TRTOEEDFMRMBEROLHDEELAERERF I, QUUI-TE, &
BEPHRARELBEDMDARL—2aVEFID—E TH2THLL.

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 procedures 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. I, ZHTIESE. BHEHE BIZE, F59TIA3-T71 L PR ER S ESILRCEED
H3) 2. FMFOREICHEEEZISWREMEN DS MFOEELVICTOLAERFIROERLGERE
[FBRSINDZE AVIFNEERFET RO N RS REXE PN I ELEOIIICEENH-
BRI AVIFINEEREICIOT, BHOLHEEEERT FMANEE EBIURHEMHIET I,

13



B

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.

AVIFNOFMENOREEXZENODERENIY F1-H—([UEESNBI LRI TIE R EEEURHEY
THMFI—VADHBZDENENI R T I L, COEEEERIRDIE . BBEMOEANLEN L
@é%o)_%ﬂﬁﬁéo

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 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 initial 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 EiELIRR

BEENMODOEFEPR GO EEEICOVTORERE. FRIICXE SN, ERJUI-ILOH RELEESH
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XEINDIE, BENRIRKT. DEEHZREXIIFHABEEETZENICIER. $EE., EEECD
WCEHRICEHESN .. REFINBILE,

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.

RAERHESNERMEDNEMHOE—ONYFICRESNTVSD, ONVFERET IV ENHINED
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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:

2.5 )=

EESKRMBFOYTIAFI—VICENRER., REDHHENTEOND ., FEBESN TS L TOREMF
[CREMORMICEINT BEHD VAT LER TNSCE, YT TFI—VICE 5T B, 21 L)-(C
EESARMAOUI-IV(EUR) e EETILHDOFIREEEITI S L, FIRER

* 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

* EENBYADCETNTYI - (EUR) OO AZE DISICEEIAREMIOWVTER R T B L
* EHONEREESICERRETOCAZRRTSE

* TOCAICES T aEeER T e (BIAIL, REBEREE. IR5E. Wik, LREER. EEEr
BE)

* BB HBERIFRIC, YT FroRIVAOBEREANDIZIAZ -2V TN ALK ELEEET S
cE
* RMHERIRT DR BERATYTERETEL

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. 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
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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.

FVIFIOFMFN R EEEN)I-IVERBLEVNEE R, VI-Lo@ERMBShBINERSEN, 37
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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 reclassification, 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.

2.6 FEERERMHOMBL
FEEBEMHITEANOFTIELGEAPEEAEZNCADFIRICH-TRESNDZE, THADEN
SOFEBRBEAZIETSEHIC. MEMICH TR, FZREFHECLZVTNDT, A LICRESNS
& VIV ERET SR RSWE, BEE. V3—V. BAEESCIRNTOEDENN-T SRR eHMEFT
BT MDNNVTFEFEEZ T TVSNEONEILEL T BLHDREZITICE . BESEEOBERELTSH
(CATONTRREETD V3V eXEBAT I B ECGUT. EERIREHEEEDIL, FIER. FEE &
DOFHE DL EDNZE DL D DIEHDFIENHDH L. thDE LG B HIDTEHDII T — FEECRM BN
T XEETIE FESREMMERKRCESTIRMBETLYRLEBICE,

2.7 Audits: Internal, External, and Third-Party

To verify compliance with the principles of GDP for pharmaceutical excipients, firms in the
excipient supply chain should perform regularly scheduled internal audits in accordance with
approved procedures. Firms should document audit findings and corrective actions and ensure
that they are brought to the attention of responsible management. Accepted corrective
actions should be completed in a timely and effective manner and should be conducted by
designated, qualified individuals. Qualified individuals may be employees of the company, but
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they must be sufficiently removed from the function under audit so that their independence
is not compromised.

2.7 BE: A8, S, RUB=E

EXE&RMFIOZHO GDP OIRADETFTEHET S AIC. FMADYTIMFI—V RO ER, EKEBS
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Firms should perform external audits in accordance with approved procedures and schedules
to assess the capability of suppliers to meet requirements for a product or service, as
specified. A response to a questionnaire may be considered in the auditing process but
generally does not take the place of on-site inspections and should not be considered a
substitute when an audit is required. Independent auditing organizations can perform third-
party audits to determine the level of compliance or conformance to specified standards and
regulations (e.g., GMP, GDP, and ISO).

TEFFENEREPY—CAOERBIEEH T HAZEEOR AT TIEDIC, KBSNEFIE
EAT V- UCHEHST, A EEEERTTICE, PUT—MOILEE. BEETOEAD—EEH BT e
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FHETIENIC. E=BEEETOHOENTES,

2.8 Contract Activities

Any GDP-related activity that is delegated to another party should be agreed upon in writing
in an approved contract with clearly defined responsibilities. The contract should clearly
establish which party is responsible for each applicable quality activity. Before entering into
an agreement, the contract giver should evaluate the proposed contract acceptor’s
compliance with GDP as described in this general chapter. The evaluation should include an
initial on-site audit of the contract acceptor's premises and quality system, giving special
consideration to the prevention of cross-contamination and maintaining traceability. The
contract should also include the responsibilities of the contract giver for measures to avoid
the entrance of counterfeit or adulterated materials into the distribution chain.

2.8 RHEE

fthE(CRFINTZHHDS GDP (CBET 3 FEE. BERCE B IN LB EEEE CRBENZHET
AENZTL, THEEREFTEOE X EHRECT I, BHOFERIC, BEBECOIIRIINTFY
THA—CEREHIN TR LI, FEEED GDP AERL TR EE AT 3L, FHfild. REFOXRES
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EhHdE,
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There should be no gaps or unexplained lapses in the application of GDP. The contract
acceptor should conduct periodic on-site auditing of contracted distribution activities with
regard to the application of GDP by the contract giver. Subcontracting may be permissible
under certain conditions, subject to.approval by the original contract giver, especially for
activities such as sampling, analysis, repacking, and labeling. If subcontracting occurs, the
subcontractor should conform to the same GDP standards as the primary contract giver. The
subcontractor also should permit an on-site audit by the contract acceptor's quality unit or its
designee.2,<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_¢1197.xml>3<http:
/Iwww.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_¢1197.xml>

GDP DERIZIEF vy PERERBEDB LN HHTIEE LI, ZEEEIE. TEEHE GDP OFERICOWVTIE.
BT ERBOTE B REEFBITTIL LTV TIVT . ot BRA. BLUIRN)VTRE
DFEFOTEDHIC. FVIFNDEREOERRE—EOERHEDO T CTRITDHERINEENHD. TEITHNHE
EUREE. THEEENE. —RFFEBCREU GDP DREIZEMNTILENDHD, THITE. FEBEOSH
BTy MREZOMIBRICLD, EMBEBEEAREICTRETHS,
<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_¢1197.xml>3<http://www.usp
nf.com/uspnf/pub/data/v37320/usp37nf32s0_c1197.xml>

2.9 Quality Agreements

Quality agreements are legally binding and are mutually negotiated between parties involved
in the supply chain for pharmaceutical excipients. The quality agreement identifies who is
responsible for certain quality activities and how quality issues will be resolved between the
parties. Although they are intended to address the parties' quality commitments, quality
agreements are not designed to take the place of an audit.

2.9 REIRYD

mERURDIEEHBRNDHD, EEZRMFIOYTIAFI—VICEDS B FERMTHEICHREINS.
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Suppliers should have in place quality agreements between themselves and the parties with
whom they do business. Original excipient manufacturers should have quality agreements in
place with their direct customers and authorized distributors of their products. Distributors
should also have agreements with end users and other parties in the supply chain to whom
they supply products. All entities in the supply chain should fully understand which entity is
responsible for the GDP-related activities (as outlined in this chapter) at each step in the
supply chain.

BHEEEQ EIYRAETILHBELOMTREBRDER O AVIFILOFMAOEEFE L. E
BEOBFELVIC, BEHRIOERRFEFEFCREMRDER S, REFEIIL, IV FI-Y-I1U
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HZD GDP BEDEBDEENHEIN (COETHBALELIID) EXL(CEMBLTHLCE,

Quality agreements should address the quality systems requirements, but they are not
intended to list every element of the quality system. It is not necessary to reiterate
agreement on every point of the quality system when the parties state general agreement on
the applicable quality standard. Quality responsibilities included in a quality agreement
should be those that may require action by one or both parties to the agreement.

MEERDHE ., REVATLOERBERCHLLEINEG RO, ThoBRB Y ATLOTATOER
VAN BEERELTOEL, AEENERT IR BERETERMCERHTUNGE, REVATLO
FRTIDRIOVTHHTERTILERLL, REIRDICEINTVIREOFER. BERHICHLT
BEmHIVEHHBEEDTIVIVELEET S,

A key element that must be defined in the quality agreement is the communication pathways
and timing for quality events. Parties must be clear about their responsibility for notifying the
next party in the supply channel and for notifying the applicable regulatory authorities in the
case of a significant quality event. Many times a decision about who should notify the
regulatory authority is a collaborative effort between the parties. Depending on the issue's
impact, the timing of these notifications relative to the time of the incident should be
specified within the quality agreement.

MEIURHTERSNLIINELGOBVEELGERE. REFRICEALTOEGEENRERLA(IVITT,
BEfREQ. EECRESRIRELLESC. fHIGRBAOROBEKRE . RUAZRTUBCENT
BEHDEFEERRECLBINEG L, ZLD5E . EFRFELBISELTIDDREL., HEEHO
HETORDHAH THD, MEDEZEELT, AV VTV MBI BRI TEMDIMIVTE, &
BEUROATRET I,

Both parties to the agreement are responsible for ensuring that the quality agreement is
maintained as an accurate document throughout the life of the business relationship.
Revisions to this document may be needed as regulatory requirements change, new products
are supplied, or a new material risk arises. The parties should maintain a history of the
revisions to the quality agreement.

EROOMHEEE, EVRADENTVSM ., REERODIEEGXELLTHERSN TS CLERET
BEMENDS . COXEOWETIE. RHEZREENEE, HFREENEEE . FLRHMHUADNFEE UL
FCRECIRENHD BEFE. MERTURHOBETICETIBEZRIFTHE,

SECTION 3: PREMISES, STORAGE, REPACKAGING, AND STABILITY

3.1 Buildings and Facilities

Organizations should establish operating procedures for the use of buildings and facilities,
including the areas discussed below, and firms should consider protective measures to ensure
the security of the grounds (e.g., fencing or perimeter walls).
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The buildings and facilities used in the storage and handling of excipients should restrict
access to allow entrance only by authorized persons to areas used for the manufacture,
packaging, and holding. Organizations should take precautions to prevent unauthorized
persons from entering limited-access areas. When the status of excipients requires protection
from use (e.g., quarantine), organizations must have clearly marked limited-access controls
in place, or they should use validated computerized systems to prevent material distribution
before approved release.

ARMFIORERVEDRWNCERSNSEYLRER. BE. 2%, RUFBICHERSNZIU7ICRHLT
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Buildings should be of adequate size and capacity to allow the orderly flow of materials,
proper storage and handling of materials, and appropriately controlled environmental
conditions for the final dispatch of excipients into and out of the premises. Buildings should
be maintained in a good state of repair. The construction materials must be easily cleanable
and maintained, and buildings and facilities should be designed to prevent cross-
contamination, product mix-ups, or the accumulation of filth or contaminating materials,
particularly when excipients are exposed to the environment. Adequate storage space must
be available for excipients that are highly sensitizing or toxic, and dedicated facilities may be
necessary. Adequate procedures should be in place to ensure the cleaning, maintenance, and
use of buildings and facilities.

BARELVERERMBOFEN . EHHEOBEULBERE RUERDERN., RUBMFEEERNMIELANT LD
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Receiving and dispatch bays should be designed to protect the facilities and excipients during
loading and unloading during adverse weather conditions. Incoming bay areas should be

designed and equipped to allow containers to be cleaned before storage. A pest-control
system should be in place to ensure that materials are protected from infestation by insects,
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rodents, animals, birds, or other vermin. There should be written procedures defining the
adequate holding and storage of excipients, including pest-control processes. The pest-
control materials must be safe and must be known not to cause contamination. Approved
pesticides, insecticides, and rodenticides should be used and documented. Excipients that
may contain contamination must be controlled to prevent cross-contamination in holding
areas or the spread of contamination to other areas of the facility.

FARIEHFAORE ., BEXIRFDOTEHAHERIES LORRICHER R TRMAZRETILIICRETTS
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3.2 Warehousing and Storage

Written procedures should describe the receipt, storage, dispatch, and other handling of
excipients, as well as the security measures necessary to prevent theft of materials or the
introduction of counterfeit or adulterated materials into the supply chain. Buildings should be
adequately lighted and should have proper utilities for the intended activities. They should be
dry and controlled to appropriate environmental conditions. Buildings and facilities should
store excipients in the proper environmental conditions. Temperature-controlled and -
monitored storage should be available as required for any building used for holding
excipients.

3.2 AELRE
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Warehousing and storage conditions for excipients should comply with the monograph
specifications, as reflected in the excipient's container label. When specific storage
conditions are required for excipients (e.g., temperature and humidity control), they should
be provided in a controlled manner, monitored (e.g., by an alarm system or manual control),
and recorded. Any automated system(s) used to monitor the environmental conditions for
areas where excipients are handled or stored must be validated. An approved document
should indicate the location of each environmental monitoring device and the condition(s) it
monitors. The locations for these devices or probes should reflect the extreme environmental
conditions of the space as determined by an environmental mapping exercise.
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Excipients that present risks such as fire or explosion should be stored in safe, dedicated
areas. Excipients that are sensitizing or toxic should be adequately and appropriately
segregated, and warehouse and storage areas should be routinely cleaned, appropriately
maintained, and free of pests.
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Excipients should be stored in a manner that permits cleaning of the storage area and
movement of materials. Pallets used to hold materials should not cause contamination, and
required pallet quality and construction materials should be defined in writing. Pallets should
be clean and in a good state of repair, and firms should appropriately track supplies to ensure
adequate treatment of the wood materials. Wood pallets, if used, should comply with import
requirements.
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Organizations should have in place written procedures to ensure that the excipient will be
supplied within its expiry or retest period and should have adequate controls to prevent the
distribution of expired excipients. If no expiry date is applicable, the first-in-first-out
principle should be used. Rejected excipients and other materials related to excipient quality
(e.g., packaging components) should be so labeled or identified, and controls such as physical
or electronic separation should prevent their use pending final disposition. During the
warehousing or storage of excipients, any known broken or damaged containers should be
withdrawn from usable stock, and the containers should be handled as rejected materials.
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