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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 they must be sufficiently removed

from the function under audit so that their independence is not compromised.
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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).
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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 glver should evaluate the proposed
contract acceptor's compliance with GDP as descnbed 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.
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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
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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.
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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.

HIEEE T, EVRREITOHEFELOM TRERRDZHOZ L, ) VT A OIRMA
DELEFER T, EROBFIT NN, BHEGOERKGEEE L RBERROEZHESZ &, K
FREEITEL, = Fa—F - NC”GZH/ET IV T I F - NOMDO Y EF L

23

167



BEDEITIZE, YT IAF 2~V NOTRTCOMUEEFL, V774 F = — 2 OFKEEME
T, FDOYEHE

DFD GDP BEDEEIOBENH D) (ZOETHHLE L) #5ERICEMLTEHEL
N '

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

(g B

agreement.
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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.
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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
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products are supplied, or a new material risk arises. The parties should maintain a

history of the revisions to the quality agreement.
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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).

B3 BB, RE. BHOBFARUEEM

3.1. BYRURIH

BT, UTCHATI=) 7280 HBOERO D OREFIEZHLTHZ &
FAEIEHMOCEX ) T 4 BHET I ZDORESE BlE, 7= AERIIER
BE) ZRMET 52 L,

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.

FIFI OERE RO Y VTR S 2 BRiEiE. B, A%, RUFEICERSh
LY TR L TRESINTZATETICAGDRF RSN LT 7 A ZHIRBTHZ L,
MBI S TOWRWART 7 B RFHIRENZZ Y TIZAD Z L # T2 dIc PR %
BAZ & BMBIDOART —FZ ABERAINLWVE D ICTIUNERD H5E (B 21X, FREE) .
B IAREICR R SN EU R ARIRERFELZ 220U 67220, AR E
BENDHObORTET 2 Z L EHLET D DN F—bEnFar Ea—F VAT
LEERTHZ &,

25

169



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.
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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, 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.
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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

buﬂding used for holding excipients.
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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. 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
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areas should be routihely 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 gobd 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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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.
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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 IPEC. The IPEC Excipient Information Package (EIP): Template and User Guide.
Arlington, VA: IPEC; 2011. http://ipecamericas.org/ipec-store.
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4IPEC. The IPEC Excipient Information Package (EIP): Template and User Guide.
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Arlington, VA: IPEC; 2011. http://ipecamericas.org/ipec-store.

Distributors should follow the infofmation 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.
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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 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.
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Outdoor 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
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remain legible, discharge ports have adequate protective closures, and the exteriors of

moveable containers are adequately cleaned before opening and use.
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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.
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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 equipment and balances for the handling and testing of the
excipient should be of appropriate range and precision. Such equipment should be

identified.
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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.
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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.
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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 should be removed or appropriately labeled to avoid misuse.
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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
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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.
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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 eiample, by the following:

*  Testing the final rinse after cleaning for residues of the previous product

*  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
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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.
AV TI T, BEOEZ, BIUIRY VT
34

178



ol

ok

wﬁz&w?NUV7 CEET A Y R Y BR/RIZINZ D702, @Y7 GMP 2@
&

)
Y

(N7 EFGIRIM D72 D GMP<1078> % B ),
SEEEEZHT DI, HEOETERXEFH L LERTHHELZ, UTICHLT

3.4.1 BLENDING, REPACKAGING, AND LABELING

Operations such as combining sublots into a homogeneous batch, repackaging, or
labeling are manufacturing procésses, 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 degfade 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

(labeling) is critical to representation of the product quality and suitability for use.
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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
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
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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.
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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 1s 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 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.
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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>)
<http1//Www.uspnf.com/uspnf/pub/data/vS7320/usp37nf3230_01195.xml> ).

Under certain circumstanbes 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
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certification documents and batch numbers (see<1078>)
<http://www.uspnf.com/uspnf/pub/data/v37320/usp37nf32s0_c1078.xml> ).
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3.4.5 CERTIFICATE 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 be applied. When other methods are

applied, these should be agreed upon by both parties.
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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
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defines packaging for each individual excipient based on its stability.
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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.
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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 headspacel, 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 3.5 Retesting and
Shelf Life).

ZEEO—REBRRROBVERREIL, 7V VTN REEEOLOLEFLIRRD
/a\ (B 2 I XHe e, RN TRBOFBRNE (—RITNC 2 RESBERRE FIc L) b
{EFEHOREOBAND ], FEOBEIERITH LWV AT A58 N NI #EEE

- §1m 5\-&-

40

184



