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DEETILOLERFRENCASTFRETOMENERAEH TSI, RMFIDFEEH XIIREH
[CRROBIENZEHONLORBFER AT REBEENMSERIE T L, FEZOBRBTETE/HELTRIC
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Materials quarantined pending a release decision should be labeled or identified (e.g.,
electronically) to prevent unauthorized use. These materials should be held from use, and
written procedures should guide final disposition. There should be written procedures for the
cleanup of any spillage to ensure complete removal of any risk of contamination.

HENMRE P TIRBESN R BHE, FEGFEREHIETIEHICRTS (FIZIE, BFHL) FEN
BENTVBIE, NODEMHEIFEATERVLI RSN, FIREICINFRMBAS DIEEDIREN
TWBiE. FRNOEKRMETECHMRTIEEHRICT S, REVEBRRETILHOFIRENHBC
&o

3.2.1 Environmental controls

When excipients require specific storage conditions to preserve their integrity and quality
during the retest/re-evaluation or expiry interval, the storage conditions required should be
stated on the label, labeling, or other literature, e.g., the Excipient Information Package* or
COA.

4 |PEC. The IPEC Excipient Information Package (EIP): Template and User Guide. Arlington, VA:
IPEC; 2011. http://ipecamericas.org/ipec-store.

3.2.1 BREEEE

BRB/ BIM@E OB PP EDHRANICEL LR EEHIFTIRDIC. FMEINMEEORESG
EHEETIEEG. BERBERESEEN. NI, FRUVT | RIZHIZ(E the Excipient Information
Package* X[ COA DL5B DX ETRIN TS,

Distributors should follow the information and requirements for environmental controls
provided by the manufacturer and should provide appropriate controls and monitoring to
ensure adherence to the stated storage conditions with appropriate documentation.
Distributors should also maintain records to indicate the excipient was stored according to the
manufacturer's recommendations and should conduct regular assessments to confirm that
designated conditions are met.

REBEEED. MEEECIH>TRESNIRREBONOERKR UEH LR ROONEREEHD
BTSN TV LRI THNOBEY L EBEE AT @G ERXETAVTRET S L. R
FEQF . WEEXFOHBCH-OTRMFINMRE SN BRI DICRREEMEEL. HEShRM
WHEEESN TN CEEHERE T AhNEHMBIEEERT L

If the manufacturer does not indicate specific storage conditions, the distributor should
ensure that proper storage conditions are maintained to protect the packaging and labeling.

Uncontrolled warehousing conditions vary with geographical location, particularly with
latitude. If the excipient is shipped to geographical locations that have storage conditions
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well outside the conditions used in the manufacturer's stability study or justification for the
absence of special storage conditions, then additional studies may be required to show
stability at the new conditions. A warehouse-monitoring program should be established if the
effects of the new environmental conditions are not known.

HEEENMEEOREZGHERITCVDEBVES. MEEEL. AERUINIVIERETILHICED]

BREFHEIHBINTOILERER T, HIESh TOVEBVWEEOEEE . IBMGAE. 508

BEICITELTE, BB REEHETREL TN EEEFR EEOREBYNE X LICBVVTER
U EHERENINBZLIGHBMESHRNFINSEESINDEES . FIELEGTOREMEZRTEM
DRBAENBEICERENHD. HLLWREFHOEZEFMONTWENEER. BEETZAYYT TN

D5 LERELTEE,

Qutdoor storage of excipients (for example, bulk materials, flammable materials, acids, or
other corrosive substances) is acceptable provided the containers give suitable protection
against deterioration or contamination of their contents, identifying labels remain legible,
discharge ports have adequate protective closures, and the exteriors of moveable containers
are adequately cleaned before opening and use.

AnE (FIZE VoM, THRENE. B XBZ0thOREEYE) 0BMRER. TOREHD
SHIERFRIONTHEY G REESASBRTHD. BRI SNSRI REREETH)., M O @E YL
REREALTH). AIHRRONELRBESLVERAORICEYCHEFSNIIFE(CROTRIEETHS.

3.3 Equipment

Equipment used in bulk transport, repackaging, labeling, testing, or storage of the excipient
should be maintained in a good state of repair and should be of suitable size, construction,
and location to facilitate cleaning, maintenance, and correct operation. Equipment should be
verified before use to ensure that it is constructed, installed, and functioning as required for
the excipient. When equipment is located outdoors, there should be suitable controls (e.g.,
closed systems or protective encasements) to minimize environmental risks to excipient
quality.

3.3 ¥E

AMEFDSVTEE, FEHEX. SAUVT TAN, XBRECERASNIEER, EENMTEEITS
RETHEFIN., BF. AVTTVARVELWMEFERZICTIEDISEYGRES, BERUVEETHD
& B, ENAHRMAIDODBEMTB>THITON., EASN. BEEL T\ EERIETH1MIC
HERARNRESN TV L EENBHMEESNTVSBAICE. AmHloREICHTIREUADE
B/NRICT 20BN B E R (FIZIX, FHRXERE) MBS THSIE,

When possible, dedicated equipment (e.g., bulk trucks, packaging equipment, storage tanks,
pipework, hoses, and pumps) should be used in direct contact with the excipient. When
nondedicated equipment is used in direct contact with the excipient, validated cleaning
procedures should be applied. A restricted prior-cargo list should be supplied to transport
companies in case non-dedicated bulk transport equipment is used. Quality-critical measuring
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equipment and balances for the handling and testing of the excipient should be of
appropriate range and precision. Such equipment should be identified.

THERISE ., FMFICEEEMTIEIATEIERADEE (BIZE., JULDSYD, Qs BTEIvY.
BEE. h—A RV EFEATEIE ERTHVEBNRNFICEIZEMTIEATHERASNGEES. N
DF—benkkeFIEEERTZE ERTRVULBIZEEENMERASNZGESICRUANDFTIE 4
T34~ H—JVAMZOHEMEIOHRECFERTIRFCHERENH->TIVTEVRE QYA L) HiEE
EH(RHEINZITE, FMFOBNFEVRUVHBROEOOSBICEERATEB RUXER. BYLE
FEEREVEDTHI L, COLIBHBE. BFEINBTLE,

3.3.1 equipment construction

Equipment in contact with an excipient should be constructed so that contact surfaces are
not reactive, additive, or absorptive and thus do not alter the quality of the excipient.
Substances required for operation, such as lubricants or coolants, preferably should not come
into contact with excipients and packaging materials. When contact is possible, distributors
should use materials of suitable quality that will not affect product quality. The choice of
such materials should be justified.

3.3.1 BEDERL

AMFEEMTIEES, EME RIS, N, RERIRELSZL FNFlOREEELIELNEL
TSN BE, BRFRIXIEAAROLIBEBICLEGHER. FELE, FNFRVBEEHME
BEAMUGOIE, EMSBINS%15E. REREIHAOREICEEEEARVEYIEREORHMERER
T3 ENLIBHREMOBRIIE Hbsns e,

Equipment should be designed to minimize the possibility of contamination from the
environment and direct operator contact during activities such as unloading bulk trucks, use
of transfer hoses (particularly those used for transfer of excipients), sampling, repackaging,
and cleaning. Distributors should consider the sanitary design of equipment in contact with
excipients. They should assess the suitability and integrity of seals in order to minimize the
risk of contamination. Piping should be appropriately labeled to indicate the content and
direction of flow.

KB, BENL, FERBIUD S9N LDREES L. B h—AOER (FSHRMFI OB EICFERIND
BE) . HYTIVT EHBA REREBEDEERCEEE OB EEMICLSFROMREEER/MC
FRLICHKEISNSG T, MBEHRRMFIIEMTIEEOHEEERULRIETHE, FROURD
ER/IRICTIEDIC, Y-INDEEMRUTLEETHT I L BECRABYERNOAEERTEY]
BRITEITICE,

3.3.2 equipment maintenance

Documented procedures should be established and followed for maintenance of critical
equipment used in the repackaging, labeling, testing, or storage of the excipient. Distributors
should maintain records (e.g., logs, computer databases, or other appropriate
documentation) of quality-critical equipment use and maintenance. Defective equipment
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should be removed or appropriately labeled to avoid misuse.

3.3.2 EEBOAVTFUR

ARMBNOEHEZ. SNV HER. REREICHERASNIEEREBDAVT TV ADLEHOFIEEZH
EU. CNICHESCE, RBEEER. RECEEREBENFEMARE. RURSFRHFWGHZE. OY, 02—
RF—RAR—=2, RITZDMDOBEN X E) EIF T8, FESOHIEBFBAEHCEDICHERIE
HCRRTIIE,

Quality-critical measuring equipment and balances should be controlled on a scheduled basis.
This control should include the following:

* Calibration of instruments or other appropriate verification at suitable intervals,
according to an established documented program

* Establishment of the equipment's limits of accuracy and precision

* Provisions for remedial action in the event that accuracy or precision requirements
are not met

MEICEEGRTEERVREGEHEICEIVTEETICL, COEECIRESNDE,
Y XETHRESNEEEICRE, B RERETOMER 0 IE RIS E0MOE ) S REE
Y EBROEERVHEEOREOREL

¥ HEXRBRENTESOBEOREREICETIRE

Calibration standards should be traceable to recognized national or compendial standards as
appropriate. Instruments and equipment that do not meet established specifications should
not be used, and an investigation should be conducted to determine the validity of the
previous results since the last successful calibration. The current calibration or verification
status of quality-critical equipment should be known to users and should be verifiable.

REZEQR, REICEUT, BXBEAEETEOONTARZEE N —FEYT(ERBTHE, BELSNIZRE
[CEEUEVVERRVEBERFEREY. RRIITERELEORROR L EEHERTILHOREN
EESNGE, RBCEREGEEORFORIEPIRIEVIREL., ERABFICELIN., REALFTRETHD
tO

3.3.3 equipment cleaning

Cleaning equipment should be chosen and used so that it cannot be a source of
contamination. Cleaning materials should be appropriate for the task, and their selection
should be justified. Rotation of sanitizing and cleaning agents should be considered where
appropriate. In order to avoid contamination with cleaning products or products previously
processed in the equipment, written cleaning procedures should be established for equipment
that comes in contact with the excipient. Cleaning procedures should contain sufficient detail
to allow cleaning in a reproducible and effective manner. Cleaning and sanitation processes
should be recorded, and evidence of their effectiveness should be provided, for example, by
the following:

* Testing the final rinse after cleaning for residues of the previous product
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* Checking the equipment after cleaning for residues of the previous product
* Testing each batch for residues of the previous product handled with the same
equipment

3.3.3 REOMRS

HERARR, ENIERREGOBVIERBIRUVERTICE, EH . ZOBMISELTHD. Z0:ER
[FIEZETED L, HERLPEFFOIESL, BUICER T, HEARESR. RISZOEETLIAIIC
MBSNTHGICLDFRERTIEDIC, FMAICEMTIEBOLHOEEFFIRELZHET S L. %
FOFIEZ, BEAENMOMRBAERICLSEFETERICTILNDCHDEMCREBESIN TSI, %
HRUBRE HEEREERFEIN. ENoOFSEDERL. FIZIE, LUTFICLD, RS TVSIE,

* LIETOERKOEBMONTO, HREOERTIERDAR

* LEIOHGEDZBYIONTO, REROEBEDRER

* RUEBECRESNCAIORZEOZREMICONTO, &1\ FOHER

3.4 Sampling, Repackaging, and Labeling

To minimize risks associated with repackaging and labeling, appropriate GMPs should be
applied (see Good Manufacturing Practices for Bulk Pharmaceutical Excipients (1078) ).
For completeness, certain key activities and the necessary precautions are discussed below.

3.4 YUY EHER. BLUINULY

EOBEARUSNUVIICEEEY 3UADER/MRICHNIZ3729IC, Bl GMP Z@A T3t
(NVEZEGFMPDOIHOGMP (1078) 2S5 1) .

STEUEHTLOC. BEVEREGFEBCLELG FHEEE. UTICHHUS.

3.4.1 blending, repackaging, and labeling

Operations such as combining sublots into a homogeneous batch, repackaging, or labeling are
manufacturing processes, and therefore distributors should follow appropriate GMPs (see
1078 > ):

* Processes whereby the excipient's packaging is opened and the excipient is exposed
to the environment (for example, transferring excipient from one container to another,
including from bulk equipment to storage tanks/silos or from storage tanks/silos into
containers) are critical handling steps related to the integrity of the finished product. If only
the secondary packaging is modified, operators should take appropriate care to maintain the
integrity of the primary packaging and the excipient.

* Excipients may degrade because of exposure to the repackaging atmosphere (e.g.,
oxygen, humidity, light, and temperature).

* Excipients can be contaminated by foreign matter such as lubricants, cleaning
materials, or other substances.

* Transparency to the customer that relabeling, with or without opening the original
excipient manufacturer's packaging, has occurred is critical to representation of the product
quality and suitability for use.

* Transparency to the customer of data sources listed on certification documentation
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(labeling) is critical to representation of the product quality and suitability for use.

3.4.1 BRE-AE. BHBABLUIANULY
FIOV MDY ELBNVFADRE . BHBEAE USRI BEDERER ., RETOCAICHEZBIDT, i
EEL, BTG GMP (CHESCE. (1078 ESE>)
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NFELMHEHFTIHISETETEEIIIL,

EHBZARORE (BIALE, BRORE., B, TTITRE)AORBZCL)., NIFINL 2T EHE
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CEINFIS, FEEL EEM . FERROMEEOEYICINFRINDAREEN DD,
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*EEBAESE (GAUVD) ICRESN TS T Y- ANBEEADERA KR, ER0oa B TICHERAGELT
WBTLETILHICEETHD,

3.4.2 repackaging and labeling batches
Staff in the excipient supply chain should give special attention to the following points:

* All repackaging and labeling requirements should be defined in written procedures.

* Contamination, cross-contamination, and mix-ups should be avoided by the use of
suitable equipment and cleaning procedures and with adequate labeling.

* Environmental conditions and repackaging procedures should be designed to avoid
contamination and to maintain the integrity of the excipient during repackaging and labeling.
* Operators should consider the use of filtered air in the repackaging area if necessary
for the product. The standard of filtration should be justified.

* Labels should be printed using a controlled process (see Section 3.4.9 Repackaging
and Labeling).

* Personnel involved in repackaging processes should wear clean protective apparel

such as head, face, hand, and arm coverings, as necessary, and should practice appropriate
personal hygiene (e.g., hand disinfection following health requirements, health monitoring,
and removal of jewelry). Personnel should be trained about special hygiene requirements,
and this training should be documented.

* Repackaging areas should be cleaned and sanitized regularly.

Batch numbers should be assigned according to documented procedures. When staff assigns
new batch numbers, they should ensure traceability to original batch numbers by proper
documentation. Assigning one batch number to containers of different batches that comply
with the same specification is an unacceptable practice (see also Sections 3.4.3 Excipient
Batch Homogeneity and 3.4.4 Blended Excipients).

* As part of the batch record, a copy of the information on the original labels should

be retained (e.g., a photocopy). A sample of the new label should also be kept.

* All repackaging and labeling processes should be designed and carried out to avoid
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commingling, contamination, and mix-up and to ensure full traceability of the excipients back
to the original excipient manufacturer and traceability downstream to the final customer.
Responsible personnel should sufficiently record every completed step, along with the name
‘of the operator and the date and time each step was completed, e.g., in the master batch
manufacturing record, or by means of computerized systems.

3.4.2 EHBARUVNYFOINIUT
RMROTTIAFI—UDAFYIE, LTORICEMGEEEIICE:
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3.4.3 excipient batch homogeneity

Mixing to form a homogeneous batch is a manufacturing step and should be defined in a
written procedure. A batch can be homogeneous only when conforming materials are
thoroughly mixed. The conformity of each batch with its specification should be confirmed
before it is added. Mixing should always be controlled, and homogeneity should be verified
and documented (see Good Manufacturing Practices for Bulk Pharmaceutical Excipients 1078
<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_c1078.xml> ). Blending of
batches or lots of excipients that individually do not conform to specifications with other lots
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that do conform (in an attempt to salvage or hide adulterated or expired material) is not an
acceptable practice. Only excipients from the same manufacturing site received by a
distributor and shown to conform to the same specifications can be mixed. The customer
should be informed that the material supplied is a mixture of the manufacturer's batches.

3.4.3 FmEIONYF (Ovh) ¥—1%

W—RINWFERETIEHORESERETETH., FIRELCERTIIL,
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MHIZOREFZFEOERD/I\WTOREYTHILEBEFICHET L,

3.4.4 blended excipients

The blending process should be verified to ensure that it does not influence the quality of the
excipient. The blended excipient should be tested to ensure conformance to the specification
and to provide data for the COA (see Significant Change Guide for Bulk Pharmaceutical
Excipients 1195

<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_c1195.xml> ). Under certain
circumstances and with appropriate controls, a COC can be used if the basis for the claim of
conformity is traceable within the document. The blended batch referred to in the new
certification document should be traceable to all the original certification documents and
batch numbers (see 1078
<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_c1078.xml> ).

3.4.4 & - SESNIZR A

BE&-FETOCAL. AMFIORBICHEEESABVIEERITIEHICRIIZTHL, EB&-AESN
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Change Guide for Bulk Pharmaceutical Excipients <1195>%&08)
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BETHD L (<1078> &BH),

3.4.5 certificates of analysis

The original excipient manufacturer's COA should be retained and made available to the user
on request. The batch referred to in the COA delivered to the end user should be traceable to
the original excipient manufacturer's COA. Quality documents accompanying deliveries should
be subject to an agreement between the distributor and the final customer. For retesting,
analytical methods of the original excipient manufacturer or pharmacopeial methods should
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be applied. When other methods are applied, these should be agreed upon by both parties.

3.45 HBRAEEE

FUIFINOF MBI BEEEDHRABEERIRIFSN., FIAFOUIIAMISU TR ARREICT L,
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3.4.6 container-closure systems

For repackaged material, the repackager is responsible for justifying the shelf life and
repackaging conditions. The original manufacturer and the distributer should share
information and agree about repackaging conditions and primary packaging materials. They
should establish primary container-closure system material and packaging configuration
specifications, and they should develop a written procedure that clearly defines packaging for
each individual excipient based on its stability.

3.4.6 BEERR

EHELROBA. ENEIEEN. BB VCEDBEAFHEELLTIEENDE, FVIFI
HEEEBLUREERL. BREEFL. FHBAZGE—RBEMBIOVWTERT I, EHE
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MFOBEEHARICERTIFIEEEERTICE,

If the same types of primary container-closure system and packaging configuration are used
for repackaging, then the new container-closure system and packaging configuration should
be equivalent to that used by the original excipient manufacturer. The repackager and
distributor should consider exposure of the excipient to the repackaging environment, and
both can rely on the manufacturer's stability evaluation and thus assign the same shelf life for
the excipient.

FHOIMTD—REGHRREVICEEBEIEDEZIICHERASNIEE. HILLARHFERRITIC
BEMER, TVIFIVEMARERENMEALTVSLOERFTHHLE,
HOBAEEXHVCREBFED. RNFHNEHBEIORRICRBESNILEERTH L. EOLTH)Y
FTIHEEEOREETELEEL. ZORMBER UREHRERET N TEELNHD

When the repackager's primary container-closure system's packaging configuration differs
significantly from that of the original manufacturer [e.g., in terms of desiccants, permeability
of the protective barrier layer (which may be either the primary or secondary container-
closure system), or the headspace], the repackager must demonstrate that the new system is
adequate to protect the excipient from contamination and deterioration for the shelf life
(retest or expiration period) defined by the excipient manufacturer. Otherwise, the shelf life
defined by the manufacturer cannot be transferred to the repackaged material. The need for
stability studies should be confirmed (see Sections 3.4.14 Stability and Expiration Dates and
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3.5 Retesting and Shelf Life).

EHBAXEO—REBEEROBERER. TVIFIHEXEOLOEE KREIGETHIAER
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REINBIE, (EHVaY 3.4.14 REMEERBR 3.5 UTAMEVICHERHARESR)

The container-closure system for the pharmaceutical excipient should protect the material
from the time of packaging until its final use by the drug product manufacturer. The
container-closure system should be designed to help prevent theft or adulteration by
counterfeiting.

Storage and handling procedures should protect containers and closures and minimize the risk
of contamination, damage or deterioration, and mix-ups (e.g., between containers that have
different specifications but are similar in appearance).

EERRMFIOBR[EERLG, BERIERAREREICLIREMBHERARET, HAERET
BlE, BHRERRE. GELLKRBEICIZBMPOMIEICRIDLIICERETTI L, RELEDER
WEIE, B2, EREREL. TR BHELLKRRECEL. MNEX (BIZEX 5 REIETHIHRE
HEGIEHR) OUAVER/PMRICTRE.

3.4.7 returned and reused containers

Returned containers may have unknown residues from uses other than the intended one.
Therefore, use of new containers is recommended for excipients. If containers are reused, a
rationale for the extent of cleaning should be justified and documented for specific
excipients and different types of containers. Repackagers should collect evidence that the
quality of the material packed is not adversely affected by reuse of containers.

Distributors and customers should have an agreement defining the specific conditions for
reuse (e.g., handling, sealing, and cleaning). If returnable excipient containers are reused, all
previous labeling should be removed or obliterated.

3.47 R BFRARSR

BESNBRE. BERISNABRUNOERICLZRMOZENER T SRREEN DS, 0N, HN
FICRHL T, LV A ROFERANERESND, FHRIBRASNGHER., KFOFEICETSER
IR EORMBEIRVRLBIIMTOBRBEL. SEASNXELINGE, FHBAFEER. BE
SNBHEGKORENEROBFAACINELEEZ LBV EOFENERET L,

MBEECBAR L. AROBAAOEHICEEOFHERTETIRNEATHC(FIZE., DKL, &
BN, %) . ANFIOBVERSBEFASNIEEE. LEIOTATOSAV T MIBREEBERFETS
&

3.4.8 environmental controls
Environmental controls should ensure that temperature, humidity, and cleanliness of air and
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equipment are appropriate to avoid any contamination to or deterioration of the excipient.
The necessary environmental conditions for the repackaging of each excipient should be
defined. Environmental control is a specialist subject, and experts should be consulted (see
also Section 2.6 Handling of Nonconforming Materials).

3.4.8 RIFEE

AME OB RPLICERITZENICRE. BE. ERAVICHBOFFENEY THILEREEFERC
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3.4.9 repackaging and labeling

Repackagers should implement procedures to ensure that the correct quantity of labels is
printed and issued and that labels contain the necessary information. Sufficient crosschecks
should be in place to ensure proper data transfer. Procedures should be in place to avoid
mislabeling, and printing and use of labels should be restricted. All labeling operations (e.g.,
generating, printing, storage, use, and destruction) should be recorded. Labeled containers
should be inspected, and surplus labels should be destroyed to avoid any misuse. If labels are
not printed immediately before each specific labeling operation, the security of the label
stock should be controlled, and access limitations should be defined. Repackaging and
labeling facilities should be inspected immediately before use to ensure that all materials
that are not required for the next repackaging operation have been removed.

3.4.9 EHEZWUISAYVY

ENBEIEER., EREHEBOSNVFEIRISNREITSN., FESNUBERBBRAEENTVBEER
SR DFIBERET DL, MUIET Az EERTIEHO+ S BIOAFIVIEERTI L. 5
RYVTOREVEFIFT3EHOFIEBNERESN., SNILOMRAEFICERIEIESNTNRIE, £TO5
RUVTEE (BIZIEER. R, FE. ERETICESR) IERHEINIE, INNShERREIRESN.
ROSRNVERFEAERTIEHERET I, SNVBFEROERIICERISNG NG S BESNEIAN
EHRECEEL, PHEAOHIBERTET L, BEHBZ VISRV HERIE. ROZEHEIMEEICLR
ERTRTOMPEESN TS IEEHEICT 0. EREFICRKRTECE,

3.4.10 repackaged excipients-accompanying documentation

Deliveries of repackaged excipients should be accompanied by information about the original
manufacturing site (name and address) and repackaging and labeling sites. This information
should be provided in the supplier certification documentation (e.g., COAs) or by other means
(see Section 4.8 Traceability). The supplier should provide this information to the customer
via official communications.

3.4.10 EHBEAULLHEMACHTTESE

ENEZLERMBIOMACE., AV IFIVEEIRFT (RIREFTEH) WTICFEHB R - SRV B OTE
WERMNTIE, COERIE. BIEGEBEOIAELE BRI, HEBRBES) PHOFE(EVYav 4.8 ML
—HPUTESR) Ll TR EN3 T, A EER, ERXGERFRENUVTERICCOFEREIZM®T
v Yty
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3.4.11 testing of repackaged excipients

Appropriate testing of repackaged excipients should be performed to demonstrate consistent
excipient quality. Testing to the complete monograph may not be necessary, but the recipient
should test defined key quality parameters that could be affected by the repackaging process.
Recipients should consider the manufacturer's recommendations for key quality parameters,
and until these tests have been performed the repackaged materials should be kept under
quarantine and should be identified as quarantined material. The materials should comply with
the defined specifications before they are released for distribution.

3.4.11 EHEZ U= R A 05

AMBIOREL—THREERTED., EmHBEILEHFEMBISH LTEYBRBREITOICE, ZEE (B
HEIEE)IT/VS7REHOLRBEITOLEEIBVY. EHBIIRICITEEEZIBIEER
BINGA—R—ICHTRREBERTETI L, ZHEEGENEAEBITEERE)SA-—-(Cxt 728 E
ENHEZEEEEL. FNOORBIR TI3FT. EWEIREREL. RBLTNSIEERRTEE
& OB ARIEMBIEIRICERSINCIRBEH/H LTINS,

Excipient testing and release should be performed under the responsibility of the quality unit
and should conform to written specifications and analytical test requirements. Repackagers
should ensure that test data are recorded and that results are evaluated before release of the
repackaged or transferred excipient.

RMFIOHEREH A HIE XK EMPADFETEMEEN . XELSNEREEDTRBOBREBIEES
LY, BHBAREIRBRT I EEEIN. BRIFHESNTOIILERRBLTHSL. BEHEBEAE LA
(GRIFD) BLBASNZRMAIEHE TSI,

The excipient cannot be upgraded as a result of any repackaging process. It is unacceptable to
upgrade nonpharmaceutical grades to pharmaceutical grades on the basis of conforming
analytical results, i.e., by testing to pharmacopeial standards. Pharmaceutical grades can be
achieved only when the excipient is originally produced and subsequently processed in
accordance with GMPs (see Good Manufacturing Practices for Bulk Pharmaceutical Excipients
<1078>).

ARMBNIFEDBEATIEOHFBRELTZYIIL—FTRIEEHELN, FIRAEERFOREICTTIHER
FLLHRERNMRE TR T RV TEEERI - FREZEERT - RRICLTLESCER
Z(FTANbh L, GMP (Good Manufacturing Practices for Bulk Pharmaceutical Excipients <1078>
ESH) RO THRINLEESN. ZORGEHEAZD)VNEZTILICLL TOH EERATL-FRE
B/BIENH KD,

3.4.12 official pharmacopeial methods for retesting

For control of key parameters during repackaging or full retesting of excipients, official

pharmacopeial methods or methods validated against the pharmacopeial methods should be
used. Otherwise, repackagers should use the original excipient manufacturer's analytical
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methods. The methods used should be listed on the COA accompanying the excipient or should
be made available to the customer by other documents. These documents should also reference
any contract laboratory that is used to perform analyses. The COA should clearly identify which
tests have not been performed on the repackaged or transferred batch but have been taken
from the original manufacturer's COA.

3.4.12 ERARBOLAKB)TA DA E

HOBATIROEERNTA-4-0EE, t WKIIAMAFIOTIVIFAMIBRERFIREO LKL H ED
WKBERFRBEOHEICRHUTNIT - FESNEAEREFERTICE, TITBIMGES . FHBEAXERTY
IHIOFMESEREDDTAEREFERTICE, ERTIAEERMASRASNSREBRBESIC
HHTE. LKRBOXEICI THEENFAHESIIICTECE, CNODXELB D ITERET S0
(CEELTLVB RIS ITHBICOVNTHLREF T H L, ABRAEZFEOHBRNENEZI L (GANED) BL
BRI WFTEBSNTICAVIFINOREEEOHBRAEEN IR UL THENEF>ENSHBE,

3.4.13 sampling

Excipient sampling must be done in a manner that prevents contamination, and dedicated
sampling areas with adequate environmental controls are necessary. Areas for sampling should
be designed to allow cleaning of the outside of the container before the container is opened.
Adequate cleaning procedures should be in place for the sampling areas. Sampling tools should
be dedicated to the sampling area and also to the specific material, or sampling tool cleaning
must be validated to ensure no cross-contamination from the tool.

3.4.13 YV TUY

ARIMFOTUTIVITGEMRAEF LT EHETRSNEINEGoR ., ZUCENIREEBRINLE
RS YTV TTIPLETHS, YTV T TP R RBFAHTICE BN BOFRI TR D LI/ E
SNTWBCE U TIVT TP LR T 3B ERFIBNSS L, YTV TRERYYTIVIIYP. &
BICIRZORMBFERICTBIE, TITHWEERYVTIVITRENOREF RN BVEERIET D
(CHYTIVTRED®RERN)T— NN o0,

Any container opened for sampling should be marked with the date and name of the person
who performs this operation. The amount of sample removed should be recorded.

BT T Db CRH SN BRI LT OB MLEEERBLEADRNERTRTIE, IREMOL
BUTNEZRET R,

If excipients are repackaged, processed, or packaged from bulk, retained samples
representative of the excipient batch should be kept for at least one year after the expiration
or re-evaluation date or for at least one year after distribution is complete, whichever is longer.
The minimum sample size should be based on the amount required to perform at least two
complete analyses. Sample storage conditions should prevent any contamination or
deterioration and should comply with the label storage conditions (see general information
chapter, Bulk Powder Sampling Procedures <1097>).

AMEINGEHEZ, WE, NOhLEESNBISE. FMBEIO)\VvFERRTIRFT VTV ERIIR
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HELKRUTANEDDREE —F R B UKETRBENTE T LT att —FEROES MR VIR
TR L. mOY VTV ERRBEEHAMEVBCEL ZEERTIDNEGETE LTI YUT
MREEHEEMBEALSILERE ., FEINVOREEBGER/EZTE (general information chapter,
Bulk Powder Sampling Procedures <1097> &&Hg),

3.4.14 stability and expiration dates

Excipient stability and expiration dating of excipients are primarily the responsibility of the
original manufacturer. Whenever the original manufacturer's packaging is opened, the repacker
is responsible for providing evidence that the excipient manufacturer's stability and expiration
dating are still applicable.

3.4.14 REMHCHEDHAR

AMBIORENE (DFER) ERMBIDEDAR ORERFREELTAVIFNOREXEDVEETHS. 7
JIFINOREEEVDREVEARFINE., BEHBEAFXEFETVIFTINOREEEOTERLVICH
MAARMDER ENFITE AR THI DN ERMTIEEN HD.

If a distributor transfers an excipient to another container or repackages it, stability and shelf
life (retest or expiry period) should be taken into account. The type of container, primary
packaging materials, barrier packaging materials, packaging configuration, environmental
exposure during repackaging, and storage conditions at the repackaging site should also be
taken into account when the shelf life (retest or expiry period) is defined. The recommended
expiration date provided by the original excipient manufacturer should not be extended without
demonstrating sufficient stability to justify extended shelf life (retest or expiry period). If shelf
life is extended beyond the original manufacturer's recommendation, the type of packaging,
storage conditions, and stability-indicating analytical data should be clearly defined, and the
repacker assumes the primary responsibility for the extension.

RBEENRMBFIZAHOBRFCHULDEHBALENTIEE . REMPRFLHAR (UTAMIRNE

MER) BRI L REHR (VTAMARPADIAR) 2RHIE. BHROEHE. (—REHFHH.
BRONITH . BEOTIK. FOBADRICSHINZIRE. BHEIGHTOREEHFLERTI L &

FHIR (UTAMIBPESHER) OEREELETITABREMETTEBLCTVIFIOBLESR

ENoRESNHEFERHBEERLBVIE, L URFHAREZAIVIFIOREREQHESNERT

BHE . RROEHE. REFH. REMETI NI T —REEENLATRT S, FLENBAEERIE

ROFIBERERD,

If special storage conditions (e.g., inert gas overlay, protection from light, heat, moisture, etc.)
are needed, the restrictions should be indicated on the new labeling (see Section 3.5 Retesting

and Shelf Life).

BEOREEYE (eZE. FERARBR., L. B ERH00FRE) FMRERIGE. Z0HBEHLL
SKYVHICRTIE (Section 3.5 UTFAMRFHIBES M),
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APPENDIX: DEFINITIONS AND ACRONYMS

Acceptance Criteria: The specifications and acceptance or rejection limits-such as acceptable
quality level or unacceptable quality level with an associated sampling plan-that are
necessary for making a decision to accept or reject a lot or batch of raw material,
intermediate, packaging material, or excipient.

SANHEEE  HEBEBRUZANOAEZROLIEE, ZANEALTS
RELARALBRUVZANERAETIRELARLTY T DI EEER, R, diEE, &
EHHE. HAVWEEERAFMFOOY FRIEINYFORANDAEZTERETIDITLETH
%, :

ACS: Automated Commercial System.
ACS : BENMERBEC R TL

Adulterated Material: A material that fails to conform to its purported quality standard or is
intentionally contaminated, diluted, or substituted for another substance or which was not
manufactured, processed, packaged, distributed and held in conformance with current good
manufacturing practice. USP37

By

Audit: An assessment of a system or process to determine its compliance with the
requirements of a particular standard of operation. See also External Audit, Internal Audit,
and Third-Party Audit.

BEE

Batch (Lot): A defined quantity of processed excipient which can be expected to be
homogeneous. In a continuous process, a batch corresponds to a defined portion of the
production based on time or quantity (e.g., vessel's volume, one day's production, etc.).
NyF (ABy k)

Batch Number (Lot Number): A unique and distinctive combination of numbers and/or letters
from which the complete history of the manufacture, processing, packaging, coding, and
distribution of a batch can be determined.

INYFFonRn—  (By bF2n—):

Batch Process: A manufacturing process which produces the excipient from a discrete supply
of raw materials processed through discrete unit operations in one mass.

NyFrIaER

Batch Record: Documentation that provides a history of the manufacture of a batch of
excipient.

NyFLa—FK

Blending (Mixing): Intermingling different conforming grades into a homogeneous lot.
BE& - #E GER)
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Broker: An entity that acts as an intermediary between a buyer and a seller of products or
services. Brokers neither buy nor take possession of the products or services.

hAEE

Calibration: The demonstration that a particular instrument or measuring device produces
results within specified limits by comparison with those produced by a reference or traceable
standard over an appropriate range of measurements.

RE  HEIREHSAVIRBENATOHEETHEONHERZ., MBHIIBERAREGFEEICK
2LDELEBLTEOON-HERNIZHLI LEETRT &,

CBP: Customs and Border Protection.
CBP : FiBEIREHB

CEP (Certificate of Suitability to the European Pharmacopoeia): Certification granted to
individual manufacturers by the European Directorate for the Quality of Medicines when a
specific excipient or active ingredient is judged to be in conformity with a European
Pharmacopoeia monograph.

CEP (FRMZERFESIL) :

CFR: Code of Federal Regulations.
CFR : KEEFHRA

CFR (Cost and Freight, Named Destination): (Incoterm) Seller must pay the costs and freight
to bring the goods to the port of destination. However, risk is transferred to the buyer once
the goods have crossed the ship's rail (maritime transport only).

CFR  GE&A. HBHEHMM) -

cGMP: Current good manufacturing practices.
cGMP : KE® GMP

CIF (Cost, Insurance, and Freight, Named Destination): (Incoterm) Same as CFR except that
the seller must, in addition, procure and pay for insurance for the buyer.

CIF : C(EERKRHA. {5EEMH) -

CIP (Carriage and Insurance Paid, Named Destination): (Incoterm) The containerized transport
or multimodal equivalent of CIF. Seller pays for carriage and insurance to the named
destination, but risk passes when the goods are handed over to the first carrier.

CIP (EXEREMA, BB

Closed-Container Distributor (Pass-Through Distributor): A distributor who sells only products
that are tested, packaged, and sealed in the containers provided by the original
manufacturer.

Closed System: A system that is isolated from its surroundings by a boundary so that no
material can be transferred across it.

FSEEER
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COA (Certificate of Analysis): A document that reports the results of a test of a representative
sample drawn from the batch of material that will be delivered.
COA (ABRRUES) :

COC (Certificate of Conformance): A document that certifies that the supplied goods or
service meets the required specifications. Also known as Certificate of Conformity and
Certificate of Compliance.

CoOC (HEAHE) :

Commissioning: The introduction of equipment for use in a controlled manner.
&

Compounding: The preparation, mixing, assembling, altering, packaging, and labeling of a
drug, drug-delivery device, or device in accordance with a licensed practitioner's
prescription, medication order, or initiative based on the
practitioner/patient/pharmacist/compounder relationship in the course of professional
practice (defined in USP general chapter Pharmaceutical Compounding-Nonsterile
Preparations 795
<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_c795.xml> ).
AT

Consignee/Consignor: Person or firm (usually the seller) who delivers a consignment to a
carrier for transportation to a consignee (usually the buyer) named in the transportation
documents.

FRASEEN

Contamination: The undesired introduction of impurities of a chemical or microbiological
nature or foreign matter into or onto a raw material, intermediate, or excipient during
production, sampling, packaging or repackaging, storage, or transport.

S

Continuous Process: A manufacturing process that continually produces the excipient from a
continuous supply of raw material.
EHR AR

Contract Giver: A person or organization letting a contract.

RE

Contract Acceptor: A person or organization accepting the terms of a contract and thereby
agreeing to carry out the work or provide the services as specified in the contract.

ZitE

Critical: A process step, process condition, test requirement, or other relevant parameter or
item that must be controlled within predetermined criteria to ensure that the excipient

meets its specification.

BEER
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Critical to Quality: See Quality, Critical.
GEICEER

Cross-Contamination: Contamination of a material or product with another material or
product.
RXRiEH

Customer: The organization that receives the excipient once it has left the control of the
excipient manufacturer; includes brokers, agents, and users.
BE

Deviation: Departure from an approved instruction or established standard.
1B

Distributor: An entity that buys products from a manufacturer, takes possession of those
products, and resells them to another party or parties. An essential characteristic of a
distributor is the order of these transactions. Distributors buy products (i.e., hold inventory)
before making sales.

FRITEE

Drug Master File (DMF): Detailed information about the manufacture of an excipient that is
submitted to the US FDA.
FSwTTRE—T 74 (DMF) :

Drug (Medicinal) Product: The dosage form in the final immediate packaging intended for
marketing.

RIS EH

Drug Substance: Any substance or mixture of substances that is intended for use in the
manufacture of a drug product and that, when used in the production of a drug, becomes an
active ingredient of the drug product. Such substances are intended to furnish
pharmacological activity or other direct effect in the diagnosis, cure, mitigation, treatment,
or prevention of disease or to affect the structure or any function of the body of humans or
animals.

&

Economically Motivated Adulteration: The fraudulent, intentional substitution or addition of a
substance in a product for the purpose of increasing the apparent value of the product or
reducing the cost of its production for economic gain.

Electronic Signature: A computer data compilation of any symbol or series of symbols,
executed, adopted, or authorized by an individual and intended to be the legally binding

equivalent of the individual's handwritten signature.
BFEA
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Excipient: Any substance, other than the active pharmaceutical ingredient or drug product,
that has been appropriately evaluated for safety and is included in a drug delivery system to
aid the processing of the drug delivery system during manufacture; to protect, support, or
enhance stability, bioavailability, or patient acceptability; to assist in product identification;
or to enhance any other attribute of the overall safety and effectiveness of the drug delivery
system during storage or use.

EZ &R

Excipient Pedigree: Includes documentation of suitable excipient good manufacturing
practices applied by the excipient manufacturer and suitable good distribution practices. See
IPEC Excipient Pedigree White Paper.

EXERRNFIERE

External Audit: (See also Audit, Internal, and Third-Party Audit.) An audit carried out typically
on behalf of an excipient manufacturer's customer by a person or organization that is not the
manufacturer or the customer.

HAEREEE

Expiry (Expiration) Date: The date designating the time during which the excipient is
expected to remain within specifications and after which it should not be used.
AHHIR

FCA (Free Carrier, Named Place): The seller hands over the goods, cleared for export, into the
custody of the first carrier (named by the buyer) at the named place. This term is suitable for
all modes of transport, including carriage by air, rail, road, and containerized/multimodal
transport (also called roll on-roll off).

EEANEL

FDA: Food and Drug Administration.
FDA : XE&ER - -EEX&KB

FD&C Act: Food, Drug, and Cosmetic Act.
FD&C 74+ : EHER. BEER. cHERZE CRE

FOB (Free on Board, Named Loading Port): The classic maritime trade term according to
which the seller must load the goods on board the ship nominated by the buyer, and cost and
risk are divided at ship's rail. The seller must clear the goods for export. The purchaser is
then responsible for all further costs associated with transport, importation, and storage until
the shipment reaches its destination. The term also is applied to air transport when the seller
is not able to export the goods according to the time schedule detailed in the letter of credit.
In this case the seller allows a deduction equivalent to the carriage by ship from the air
carriage. FOB also can be qualified in other ways. For example, FOB Factory Gate means that
title and responsibility change as soon as the shipment leaves the supplier's premises.

FOB (AMiEL. f&EBagh)

Forwarding Agents (Freight Forwarders): Agents who assist other organizations or individuals
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in moving cargo to a destination and are familiar with the import and export rules and
regulations of their own and foreign countries, the methods of shipping, and the documents
related to foreign trade.

M GEEXEE)

Freight Forwarder: See Forwarding Agent.

Z  (GEEER®E)

GDP: Good distribution practices.
GDP EXRKOYRICET HEE

GMP: Good manufacturing practices.
GMP EXGROASEERUMEETELRLE

Headspace: The volume left at the top of an almost-filled container before sealing.
Ny FAR—R

HACCP (Hazard Analysis Critical Control Point): Hazard Analysis and Critical Control Points has
seven principles established by the National Advisory Committee for Microbiological Criteria
for Foods to control product safety.

HACCP (BESHRVEEEER)

Importer: Either the US owner or consignee at the time of entry into the United States or the
US agent or representative of the foreign owner or consignee at the time of entry into the
United States who is responsible for ensuring that goods offered for entry into the United
States are in compliance with all laws affecting the importation.

WAL

Impurity: A component of an excipient that is not the intended chemical entity or a
concomitant component but is present as a consequence of either the raw materials used or
the manufacturing process and is not a foreign substance.

EN ity

Independent: In the context of internal audits, the quality of being free from any influence,
economic or otherwise, from the group, department, or organization under audit.
R

In-Process Control: Checks performed during production in order to monitor and if necessary
to adjust the process to ensure that the material conforms to its specifications. The control of
the environment or equipment also can be regarded as a part of in-process control.

TEER

In-Process Control/Testing: Checks performed during production to monitor and, if
appropriate, to adjust the process to ensure that the intermediate or excipient conforms to

its specification.
THENEE KK
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