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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.

EIamINA OF S ieteRi, MEkR) b ERMBUEER I L 5 RKERERRFE T, &
mER#ETLI L, AHFEERIT. GBS L IMEEIC K2 BRI OBEIEIZRI S LD
WCEREHT D Z &,

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).

G LT BOFIEE, AR, MR REL, 5L, BEL L IIREOE L, RVES
B2 iE SRRV B A RER SR OV X7 2 E/NRICTS S Lk,

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. Rep'ackagers should collect
evidence that the quality of the material packed is not adversely affected by reuse of

containers.

3.4.7iE% BEARAR

Bk SNAEL, BRSNEARUAOERIC L RAOBEWEET 5 TN’ D 5,
FORD, FMEICELTE. HILOEROERSEEINS, FEAEAESNDE
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BRI TN D L DL R INET A L,
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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.

FEEE LEFE. BROFBNHOILDIBEDHFREEZRET 2RZNEATLIZ L BlL
RO, HEHL EE)., IRIFROBWESRESHARINIHGEIE. UEIOTRTO
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3.4.8 ENVIRONMENTAL CONTROLS

Environmental controls should ensure that temperature, humidity, and cleanliness of
air and 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).

34.8 BEER

WIMBIDIBEGLH L ZRET A T2 OITIRE, BE, ERITNHEBROFESFESHEY THD Z
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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.
SA9FEDBELXHRIIINY T
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3.4.10 REPACKAGED EXCIPIENTS—ACCOMPANYING DOCUMENTATIONS
Deliveries of repackaged excipients should be accompanied by information about the
original manufacturing site (hame and address) and repackaging and labeling sites.
This information should be provided in the supplier certification documentation (e.g.,
COA-s) or by other means (see Section 4.8 Traceability). The supplier should provide this

information to the customer via official communications.

3.4.10 FEDE X LI IANC RG22 88
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3.4.11 TESTING OF REPACKAGED EXCIPIENTS

Appropriate testing of rebackaged 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 DBz LI oR Bk
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Excipient testing and release should be performed under the responsibility of the
quality unit @nd 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.

IRINA OFRER & HAFHIE LR ERPAOBEETER S L. XTE LSz L o0 E
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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>).

BIENIRE OB TROBRE L CT v 77 b— RT3 5 Z ke, BRSO
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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 wused. Otherwise, repackagers should use the original excipient
manufacturer's analytical 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
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performed on the repackaged or transferred batch but have been taken from the original

manufacturer's COA.

3.4.12 EFFNBOAKRY TR FDF
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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 ﬁo

cross-contamination from the tool.

341397y 7
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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.
YTV T OO SN ARIILT EO M EEEL ER L ADLFTERTR
THZE, REBOLEV VI LBERETDHZ L,

If excipients are repackaged, processed, or packaged from bulk, retained samples
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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>).

WIMEINFED B2, 0B, A7 PLEAESNERE, BRIy FERET HREY
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Powder Sampling Procedures <1097> % ZMR), |

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 ZEM L HZHIR
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DEENDD,

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
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repacker assumes the primary responsibility for the extension.
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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).

BEDRESM (2 & 2iE, REWEY 2B, %, B, BE)OORHE) RLERSE, 7
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3.5 Retesting and Shelf Life

The organization's stated shelf life or retest/re-evaluation interval should be
maintained for the excipient. Expiration or shelf life dates indicate the period beyond
which the excipient should not be used or distributed. Retest/re-evaluation intervals
indicate the period beyond which the excipient must be evaluated to determine
continuing acceptability for use. The expiration/shelf life date provided by the original
excipient manufacturer should not be extended without documentation from the
manufacturer demonstrating sufficient stability to justify an extended shelf life. Such
documentation should specify the type of container and storage conditions necessary to
make this claim, and the distributor should have documentation that the excipient was

stored in the stated container and under the necessary conditions.
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Excipients without expiration, retest, re-evaluation, or shelf life dates should be
accepted for use only if the manufacturing date can be confirmed and only if the
excipient has been held and shipped under conditions that conform to the appropriate
standards of GMP or GDP. Distribution of the excipient beyond the retest/re-evaluation
period should be done only in consultation with the manufacturer and with the consent
of the purchaser or recipient. If the distributor has the capabilities for sampling and
performing the manufacturer's specified evaluation, then the distributor can perform
the assessment. Sampled lots should be placed under quarantine to prevent shipping

during the evaluation.

EHHIR, VTR MR, FRMESIIR. b U < IHREHIRAEIR AU TR A
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Distributors who do have capabilities for sampling according to the manufacturer's
instructions but do not have testing or evaluation capabilities should send the samples -
to the manufacturer or a qualified third-party laboratory for retesting/re-evaluation.
Excipient lots that conform to the manufacturer's criteria can be released from
quarantine, and the distributor's supporting evaluation data should accompany the
original excipient manufacturer's data to indicate the excipient's acceptability for use. If
the distributor does not have the capability to sample or evaluate the excipient, it
should not be shipped to customers beyond the end of the retest/re-evaluation interval.
The excipient or a representative sample of the excipient can be returned to the
manufacturer or a third party for retesting/re-evaluation. The excipient can be held by

the distributor pending further results obtained from the representative sample.
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If an excipient is transferred to another container or is repackaged by the distributor,
the latter must conduct an assessment of the stability of the excipient to determine if
the original excipient manufacturer's information can be carried forward. If the
distributor uses the same type of packaging material that provides the same packaged
environment (headspace, surface area, closure tightness, etc.) as that used by the
original manufacturer and if the transfer or repackaging is performed in a manner that
protects the excipient from adverse environmental effects that could affect the stability,
then the original excipient manufacturer's shelf life/expiry date or retest/re-evaluation
interval can be carried forward. If primary packaging material or barrier packaging
material differs from the original excipient manufacturer's primary packaging material
or if the packaged environment varies significantly, then an evaluation of the container
and its closure system should demonstrate that it is adequate to protect the excipient
from deterioration and contamination during the manufacturer's shelf life/expiry date
or retest/re-evaluation interval. Otherwise, a stability assessment is necessary to
determine the appropriate shelf life/expiry date or retest/re-evaluation interval for the
repackaged excipient. Such assessments should be conducted according to the

manufacturer's specifications and test methods.
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3.6 Expiration Dates

Not all excipients have an expiration date, but if one is assigned it should be displayed
on the container and should show the period during which the excipient is expected to
remain within specifications if stored properly and after which it should not be used. It
is established for every batch by adding the shelf life to the date manufactﬁring began.
The expiration date is based on the type of container and storage conditions, so these
parameters should be clearly defined. If special storage conditions are needed (e.g.,
protection from light, oxygen, heat, humidity, etc.), they should be indicated on the

labeling because they could influence usability through the expiration date.5
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The expiration dates for excipients should be established by documented stability tests
or long-term stability data (see Pharmaceutical Stability<1150>). Occasionally, the
expiration date may be established by reference to historical data. Stability involves not
only the compendial requirements but also changes in performance properties.
Excipient stability tests should determine whether possible degradation, changes in
molecular weight and distribution, moisture gain or loss, viscosity changes,
microbiological contamination, or other possible changes in excipients could occur when
the excipient is stored in a specific container-closure type at specific storage conditions.
Stability for repackaged excipients can be found under Section 3.5. Retesting and Shelf
Life.

BINAI OB BRI CE N SN ZEERR, b LRIEHLEM.T —F TALEIND Z
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3.7 Labels, Icons, and Labeling

3.7.1 LABELS AND ICONS

Label-generating systems and processes should be secure, controlled, and documented.
Appropriate verification records should be maintained, and each container should be
appropriately identified and labeled. Labels applied to individual small containers
" should be clear, unambiguous, and permanently fixed in the company's established
format. The information on the label should be indelible. Alternative methods can be

used for bulk containers/transport and should be justified.
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The label may include wording or depict icons to highlight storage and transportation
handling reqtiirements and hazards (e.g., avoid dropping, maintain specified
environmental conditions, etc.). The use of symbols that are recognized by international
organizations is recommended (see Good Storage and Transportation Practices for Drug
Pfoducts <1079>). During international distribution, the proper language(s) should be

used to ensure that handlers understand the requirements set forth on the label.

T AOVIIRE RCEIE THY 0 RO BERFIEL LOERMELZ BT 57200 XE0/irh
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3.7.2 LABELING
The labeling (which includes both the label and any accompanying documents) should
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include at least the following information:

* Name of the excipient, including grade and reference to pharmacopeia, as relevant

* If applicable, the International Nonproprietary Name

* Amount (weight or volume)

* Batch number assigned by the original excipient manufacturer or the batch number
assigned by the repacker if the material has been repacked and relabeled

* Retest date or expiry date (as applicable)

* Any specified storage conditions, as applicable

* Handling precautions, where necessary

* Identification of the original manufacturing site as agreed with the pharmaceutical
customer (see Section 4.8 Traceability) |

* Name and contact details of the suppliers
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SECTION 4: RETURNED GOODS, DISPATCH, TRANSPORT, IMPORTATION,
ADULTERATION, AND TRACEABILITY

BAM EES. FE, Bk BA. BELO (R, FHMEAZLOC FL—FEY
4

4.1 Returned Goods
4.1.1 GENERAL
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Return of goods by users to suppliers should be reviewed on a case-by-case basis. The
distributor should facilitate a root cause analysis and investigation of complaints.

NOTE: Users should document the reason(s) for return of goods to the supplier.

4.1 REdn
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Before returning thé goods, if the user identifies 4and confirms ausps7 unacceptable
product quality the user should provide the supplier with the user's supporting
documentation, such as tests and investigation results. If requested, the user should
also provide product samples used for tests and investigations. The supplier should be
provided an opportunityyto conduct thorough investigations to confirm the validity of
the user's quality complaint. While the investigation proceeds, the user should
quarantine the material in accordance with internal standard operating procedures and
should store the material in an area specifically designated for returns, with limited
access to operations, and well-separated from incoming or released raw materials.
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Goods returned by the user because of excess inventory or other causes unrelated to
quality can re-enter commerce within the specified shelf life, provided conditions of
storage, transportation, and container integrity have been thoroughly reviewed by the
supplier and the quality of the excipient has not been compromised in any way. A
formal documented review of each returned container and container tamper-evidence
device should be done to verify that these match the container configuration when the

- materials left the supplier's facility.
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If the user opens a commercial packaging container for sampling or investigation
(related or unrelated to quality issues) and whether any material was taken out or not,
each container should be clearly labeled Opened. Written documentation should be
provided to the supplier confirming that the container(s) were opened and resealed
according to GMPs and describing the reasons for opening, amount withdrawn, and how
the pack/container was resealed. Documentation of returned goods should contain a
detailed description of all such events including repackaging. Returned excipient
containers opened by the user should be clearly identified as such and should not be

- released as pharmaceutical excipients. In exceptional cases, the material can be
released as excipient-grade product if a documented thorough investigation showé no
risk of product contamination or deterioration. The quality department should release ‘

this material.
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Users and suppliers should maintain records of all returned goods, including the
product name (trade name and chemical name), batch or lot number, reason for the
return, quantity returned, and investigation documentation when applicable. In
addition, the supplier should record the final disposition of the material. If returned

excipients have been held, stored, or shipped under conditions that could compromise
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product quality (including ingredients, containers, or labeling), the manufacturer
should destroy the excipients. Exceptionally, manufacturers can release the excipients
if their examination, testing, and investigations prove that the material meets suitable
standards of identity, quality, and purity and that GMPs and GDPs have not been

compromised.
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4.1.2 DISPOSITION OF RETURNED GOODS
The excipient manufacturer's Aand/or supplier'sausps7 quality unit should assess the
returned product. The options are the following:

+ Return to commerce

+ Reprocess

+ Regrade to a less stringent standard such as technical or industrial grade (non-GMP
use)

+ Destroy

4.1.2 RE&R DS
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Only containers that have not been opened should be considered for return to commerce
without further action. '

If the quality assessment of returned goods leads-to their final destruction and if
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associated batches are potentially implicated, an appropriate investigation should be
‘conducted and documented to show that the quality of the associated batches is not
affected.
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4.1.3 REPROCESSING

A 4 usps7 Reprocessing is a manufacturing step, and the requirements of Good
Manufacturing Practices for Bulk Pharmaceutical Excipients <1078> apply. The
requirements of <1078> apply only to those intermediate supply chain entities that

undertake reprocessing.

413 BT

AL uspsr BN TITRLE TR CTH Y . Good Manufacturing Practices for Bulk Pharmaceutical
Excipients <1078>DERFHEMNWEMA S D, <1078 DERFIRIL, FMLEATI V7 T4
Fx=— OPREFICORER SN D,

4.2 Shipping and Transportation

'4.2.1 SHIPPING
The supplier (the manufacturer or distributor) of pharmaceutical excipients should
ensure that the integrity of the pharmaceutical excipient is maintained by the
appropriate storage and transport conditions as described in product labeling. After
training, staff should follow written procedures for shipping pharmaceutical excipients.
These procedures include the requirement to follow the recommended storage and
transportation requirements including temperature, humidity, or other special

handling precautions.

4.2 M & ik

4.2.1 HHEF
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Actioné should be documented when they are performed. Shipping records for
pharmaceutical excipients should provide for the following information:

Date of shipment

Name and address of the entity that accepted the materials for the transportation

Mode of transportation

Name, address, and status of the consignee

Material name

Quantity shipped

Batch number and expiry date

Required storage and transport conditions (refrigeration, freezing, or controlled room
temperature required)

Shipping code or identification number of the delivery order
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When regulétory actions such as FDA Field Alerts or drug product recalls occur, the
excipient handler must be prepared to act promptly. Shipping documentation must be
sufficient to allow adequate handling of any excipient associated with regulatory action.
When reasonable, the shipping schedule for excipients should be documented, and
responsibilities can be enumerated in a quality or collaborative agreement between
entities to show ownership in the supply chain (Entity A to Entity B; Entity B to Entity
C; etc.—see Section 4.4 Packaging’ Tamper-Evident Seals). The buildings and facilities
used to ship materials should be appropriate for their intended use in the storage and

handling of excipients (see Section 3.1 Buildings and Facilities).
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Before loading materials, shippers should inspect the container and vehicle to ensure
cleanliness and other consignments (if the shipment is a part load) to ensure no form of
contamination is likely to occur. This inspection should be documented according to a
written procedure. Materials should not be offloaded into other containers or vehicles

without the written permission of the material owner or consignee.
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4.2.2 TRANSPORTATION

Materials should be transported in a manner that will ensure the maintenance of
controlled conditions as specified by the manufacturer. The transport process should not
adversely affect the materials or integrity of the packaging. The supplier of transport
services must be provided with the required informétion in order to maintain specified

conditions.
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The pharmaceutical excipient manufacturer or supplier should agree with the
purchaser for arranging transportation. AThe need for temperature-controlled storage

and transport should be determined using a risk-based approach, taking into account
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the nature of the excipient, results of stability assessments available from the excipient
manufacturer or repackager, the supply chain, and the potential risks to the excipient.
ausps7 If temperature-controlled transportation is contracted, the shipper must have a
mechanism for noting and reporting temperature excursions. Labeling on containers
and transportation documents should detail the environmental conditions in a manner
that provides the transporter or receiver with knowledge and immediate identification
of these conditions, if required. The responsibility for ensuring that the proper storage
conditions are met rests with each entity that handles, stores, or transports the

materials.
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Pharmaceutical excipients should be stored and transported in such a way that the
identity and integrity of the material are retained, the material does not contaminate
and is not contaminated by other materials, and adequate precautions are taken
against spillage, breakage, misappropriation, and theft. The required storage conditions
for pharmaceutical excipients should be maintained within acceptable limits during

transportation.
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Excipients that are potentially dangerous because of the risk of fire or explosion (e.g.,
combustible liquids, solids, and pressurized gases) should be stored and transported in

safe, dedicated, and secure areas, containers, and vehicles. In addition, applicable

international agreements and federal regulations should be followed.
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4.3 Tampering or Damaged Materials

Materials that are suspected of being tampered with or damaged must be quarantined
immediately, and the manufacturer or distributor should be notified. AThe disposition
of the quarantined material should be determined by the excipient manufacturer or
supplier, after consultation with the customer. The excipient may be returned to the
manufacturer or supplier. Alternatively, arrangements could be made for local certified
destruction of the qﬁarantined material. ausps7 The supplier should make every effort
to prevent these materials from being used until an investigation is completed and the
final disposition of the material is determined. Written procedures should guide
treatment of excipients that have been tampered with or the identification and handling

of damaged material.
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4.4 Packaging: Tamper-Evident Seals

A tamper-evident package has one or more indicators or barriers to entry that, if
breached or missing, can reasonably be expected to provide visible evidence that
tampering has occurred. To reduce the likelihood of successful tampering and to
increase the likelihood that any breach will be discovered, the package should be
distinctive by design or should employ one or more indicators of or barriers to entry. The
term distinctive by design means that the packaging cannot be duplicated with

commonly available materials or by commonly available processes.
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