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MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS
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Investigational medicinal products should be
produced in accordance with the principles and the
detailed guidelines of Good Manufacturing Practice
for Medicinal Products. Other guidelines should be
taken into account where relevant and as
appropriate to the stage of development of the
product. Procedures need to be flexible to provide
for changes as knowledge of the process increases,
and appropriate to the stage of development of the
product.
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In clinical trials there may be added risk to
participating subjects compared to patients treated
with marketed products. The application of GMP to
the manufacture of investigational medicinal
products is intended to ensure that trial subjects
are not placed at risk, and that the results of clinical
trials are unaffected by inadequate safety, quality or
efficacy arising from unsatisfactory manufacture.
Equally, it is intended to ensure that there is
consistency between batches of the same
investigational medicinal product used in the same
or different clinical trials, and that changes during
the development of an investigational medicinal
product are adequately documented and justified.
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The production of investigational medicinal products
involves added complexity in comparison to
marketed products by virtue of the lack of fixed
routines, variety of clinical trial designs, consequent
packaging designs, the need, often, for
randomisation and blinding and increased risk of
product cross—contamination and mix up.
Furthermore, there may be incomplete knowledge of
the potency and toxicity of the product and a lack
of full process validation, or, marketed products may
be used which have been re—packaged or modified in
some wav.
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These challenges require personnel with a thorough
understanding of, and training in, the application of
GMP to investigational medicinal products. Co—
operation is required with trial sponsors who
undertake the ultimate responsibility for all aspects
of the clinical trial including the quality of
investigational medicinal products.
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The increased complexity in manufacturing
operations requires a highly effective quality system.
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The annex also includes guidance on ordering,
shipping, and returning clinical supplies, which are at
the interface with, and complementary to, guidelines
on Good Clinical Practice.
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Products other than the test product, placebo or
comparator may be supplied to subjects
participating in a trial. Such products may be used
as support or escape medication for preventative,
diagnostic or therapeutic reasons and/or needed to
ensure that adequate medical care is provided for
the subject. They may also be used in accordance
with the protocol to induce a physiological response.
These products do not fall within the definition of
investigational medicinal products and may be
supplied by the sponsor, or the investigator. The
sponsor should ensure that they are in accordance
with the notification/request for authorisation to
conduct the trial and that they are of appropriate
quality for the purposes of the trial taking into
account the source of the materials, whether or not
they are the subject of a marketing authorisation
and whether they have been repackaged. The advice
and involvement of an Authorised Person is
recommended in this task.
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Manufacturing authorisation and reconstitution
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Both the total and partial manufacture of
investigational medicinal products, as well as the
various processes of dividing up, packaging or
presentation, is subject to the authorisation. This
authorisation, however, shall not be required for
reconstitution. For the purpose of this provision,
reconstitution shall be understood as a simple
process of:
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- dissolving or dispersing the investigational
medicinal product for administration of the product
to a trial subject or,
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- diluting or mixing the investigational medicinal
product(s) with some other substance(s) used as a
vehicle for the purposes of administering it,
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Reconstitution is not mixing several ingredients,
including the active substance, together to produce
the investigational medicinal product.
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An investigational medicinal product must exist
before a process can be defined as reconstitution.
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The process of reconstitution has to be undertaken
as soon as practicable before administration.
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This process has to be defined in the clinical trial
application / IMP dossier and clinical trial protocol,
or related document, available at the site.
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Blinding

A procedure in which one or more parties to the
trial are kept unaware of the treatment
assignment(s). Single—blinding usually refers to the
subject(s) being unaware, and double—blinding
usually refers to the subject(s), investigator(s),
monitor, and, in some cases, data analyst(s) being
unaware of the treatment assignment(s). In relation
to an investigational medicinal product, blinding
means the deliberate disguising of the identity of the
product in accordance with the instructions of the
sponsor. Unblinding means the disclosure of the
identity of blinded products.
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Clinical trial

Any investigation in human subjects intended to
discover or verify the clinical, pharmacological
and/or other pharmacodynamic effects of an
investigational product(s) and/or to identify any
adverse reactions to an investigational product(s),
and/or to study adsorption, distribution, metabolism,
and excretion of one or more investigational
medicinal product(s) with the object of ascertaining
its/their safety and/or efficacy.
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Comparator product

An investigational or marketed product (i.e. active
control), or placebo, used as a reference in a clinical
trial.
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Investigational medicinal product

A pharmaceutical form of an active substance or
placebo being tested or used as a reference in a
clinical trial, including a product with a marketing
authorisation when used or assembled (formulated
or packaged) in a way different from the authorised
form, or when used for an unauthorised indication,
or when used to gain further information about the
authorised form.
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Investigator

A person responsible for the conduct of the clinical
trial at a trial site. If a trial is conducted by a team
of individuals at a trial site, the investigator is the
responsible leader of the team and may be called
the principal investigator.
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Manufacturer/importer of Investigational Medicinal
Products

Any holder of the authorisation to
manufacture/import.
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Order

Instruction to process, package and/or ship a
certain number of units of investigational medicinal
product(s).
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Product Specification File

A reference file containing, or referring to files
containing, all the information necessary to draft the
detailed written instructions on processing,
packaging, quality control testing, batch release and
shipping of an investigational medicinal product.
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Randomisation

The process of assigning trial subjects to treatment
or control groups using an element of chance to
determine the assignments in order to reduce bias.
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Randomisation Code
A listing in which the treatment assigned to each
subject from the randomisation process is identified.
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Shipping
The operation of packaging for shipment and sending
of ordered medicinal products for clinical trials.
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Sponsor RERIKEEE X

An individual, company, institution or organisation ABEBORK. EBERV /XIIESHAZIEEEE
which takes responsibility for the initiation, I HEA. *i N HBE X IFEIAK,

management and/or financing of a clinical trial.

QUALITY MANAGEMENT mE e

1. The Quality System, designed, set up and verified 1. BEEEH R MIEMAEEZICKYERET. 3R, &RET

by the manufacturer or importer, should be
described in written procedures available to the
sponsor, taking into account the GMP principles and
guidelines applicable to investigational medicinal
products.
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2. The product specifications and manufacturing
instructions may be changed during development but
full control and traceability of the changes should be
maintained.
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PERSONNEL
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3. All personnel involved with investigational
medicinal products should be appropriately trained in
the requirements specific to these types of product.
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Even in cases where the number of staff involved is
small, there should be, for each batch, separate
people responsible for production and quality
control.
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4. The Authorised Person should in particular be
responsible for ensuring that there are systems in
place that meet the requirements of this Annex and
should therefore have a broad knowledge of
pharmaceutical development and clinical trial
processes. Guidance for the Authorised Person in
connection with the certification of investigational
medicinal products is given in paragraphs 38 to 41.
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PREMISES AND EQUIPMENT
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5. The toxicity, potency and sensitising potential
may not be fully understood for investigational
medicinal products and this reinforces the need to
minimise all risks of cross—contamination. The
design of equipment and premises, inspection / test
methods and acceptance limits to be used after
cleaning should reflect the nature of these risks.
Consideration should be given to campaign working
where appropriate. Account should be taken of the
solubility of the product in decisions about the
choice of cleaning solvent.
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Specifications and instructions
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6. Specifications (for starting materials, primary
packaging materials, intermediate, bulk products and
finished products), manufacturing formulae and
processing and packaging instructions should be as
comprehensive as possible given the current state
of knowledge. They should be periodically re—
assessed during development and updated as
necessary. Each new version should take into
account the latest data, current technology used,
regulatory and pharmacopoeial requirements, and
should allow traceability to the previous document.
Any changes should be carried out according to a
written procedure, which should address any
implications for product quality such as stability and
bio equivalence.
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7. Rationales for changes should be recorded and
the consequences of a change on product quality
and on any on—going clinical trials should be
investigated and documented.
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Order
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8. The order should request the processing and/or
packaging of a certain number of units and/or their
shipping and be given by or on behalf of the sponsor
to the manufacturer. It should be in writing (though
it may be transmitted by electronic means), and
precise enough to avoid any ambiguity. It should be
formally authorised and refer to the Product
Specification File and the relevant clinical trial
protocol as appropriate.
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Product specification file
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9. The Product Specification File (see glossary)
should be continually updated as development of the
product proceeds, ensuring appropriate traceability
to the previous versions. It should include, or refer
to, the following documents:
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- Specifications and analytical methods for starting
materials, packaging materials, intermediate, bulk
and finished product.

-HFERA, SEMA, PRSIV ERIEY
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- Manufacturing methods. -BLEAE
- In—process testing and methods. -TREARBRETDAZE

- Approved label copy.
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- Relevant clinical trial protocols and randomisation
codes, as appropriate.
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- Relevant technical agreements with contract
givers, as appropriate.

BET HRABFELDRMRN (AT HIEE)

- Stability data.
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- Storage and shipment conditions.
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The above listing is not intended to be exclusive or
exhaustive. The contents will vary depending on the
product and stage of development. The information
should form the basis for assessment of the
suitability for certification and release of a particular
batch by the Authorised Person and should
therefore be accessible to him/her. Where different
manufacturing steps are carried out at different
locations under the responsibility of different
Authorised Persons, it is acceptable to maintain
separate files limited to information of relevance to
the activities at the respective locations.
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Manufacturing Formulae and Processing Instructions
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10. For every manufacturing operation or supply
there should be clear and adequate written
instructions and written records. Where an operation
is hot repetitive it may not be necessary to produce |/
Master Formulae and Processing Instructions.
Records are particularly important for the
preparation of the final version of the documents to
be used in routine manufacture once the marketing
authorisation is granted.
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11. The information in the Product Specification File
should be used to produce the detailed written
instructions on processing, packaging, quality control
testing, storage conditions and shipping.
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Packaging Instructions
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12. Investigational medicinal products are normally
packed in an individual way for each subject
included in the clinical trial. The number of units to
be packaged should be specified prior to the start of
the packaging operations, including units necessary
for carrying out quality control and any retention
samples to be kept. Sufficient reconciliations should
take place to ensure the correct quantity of each
product required has been accounted for at each
stage of processing.
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Processing, testing and packaging batch records
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13. Batch records should be kept in sufficient detail
for the sequence of operations to be accurately
determined. These records should contain any
relevant remarks which justify the procedures used
and any changes made, enhance knowledge of the
product and develop the manufacturing operations.
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14. Batch manufacturing records should be retained
at least for the periods specified in relevant

14. Ny FBLERCERISEE T HRFITRES L TL
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regulations.
PRODUCTION ®iE
Packaging materials DEMF

15. Specifications and quality control checks should
include measures to guard against unintentional
unblinding due to changes in appearance between
different batches of packaging materials.
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Manufacturing operations
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16. During development critical parameters should
be identified and in—process controls primarily used
to control the process. Provisional production
parameters and in—process controls may be
deduced from prior experience, including that gained
from earlier development work. Careful
consideration by key personnel is called for in order
to formulate the necessary instructions and to
adapt them continually to the experience gained in
production. Parameters identified and controlled
should be justifiable based on knowledge available at
the time.
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17. Poduction processes for investigational
medicinal products are not expected to be validated
to the extent necessary for routine production but
premises and equipment are expected to be
validated. For sterile products, the validation of
sterilising processes should be of the same standard
as for products authorised for marketing. Likewise,
when required, virus inactivation/removal and that
of other impurities of biological origin should be
demonstrated, to assure the safety of
biotechnologically derived products, by following the
scientific principles and techniques defined in the
available guidance in this area.
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18. Validation of aseptic processes presents special
problems when the batch size is small; in these
cases the number of units filled may be the
maximum number filled in production. If practicable,
and otherwise consistent with simulating the
process, a larger number of units should be filled
with media to provide greater confidence in the
results obtained. Filling and sealing is often a manual
or semi—automated operation presenting great
challenges to sterility so enhanced attention should
be given to operator training, and validating the
aseptic technique of individual operators.
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Principles applicable to comparator product
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19. If a product is modified, data should be available
(e.g. stability, comparative dissolution, bioavailability)
to demonstrate that these changes do not
significantly alter the original quality characteristics
of the product.
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20. The expiry date stated for the comparator
product in its original packaging might not be
applicable to the product where it has been
repackaged in a different container that may not
offer equivalent protection, or be compatible with
the product. A suitable use—by date, taking into
account the nature of the product, the
characteristics of the container and the storage
conditions to which the article may be subjected,
should be determined by or on behalf of the
sponsor. Such a date should be justified and must
not be later than the expiry date of the original
package. There should be compatibility of expiry
dating and clinical trial duration.
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Blinding operations

BRIt
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21. Where products are blinded, system should be in
place to ensure that the blind is achieved and
maintained while allowing for identification of
“blinded” products when necessary, including the
batch numbers of the products before the blinding
operation. Rapid identification of product should also
be possible in an emergency.

21 AREODERIESN TLDEF, BiREAERE
FSNhTLWS—AT, BEQGE. BRATOGERE
NyFEEEEHT BRI ABEORENBE
SNTWSIEERAT B-ODVATLERHT S
& F RBRICEVWTIHRREDHAMN TS

[CTEAHELIITLTHLZE,

Randomisation code

|iEAIEO—F

22. Procedures should describe the generation,
security, distribution, handling and retention of any
randomisation code used for packaging
investigational products, and code—break
mechanisms. Appropriate records should be
maintained.

22. ABEOSEICHAWNSEEALI—FDER.
BEEE R, B A, ERIRLY. 1%”'2&513'%>~Z’LU%E1’E
AIiLa—FOREBRAEICETSFIEEEFERTH
Eo CNLDRERILBEYRTFETHE,

Packaging

a%

23. During packaging of investigational medicinal
products, it may be necessary to handle different
products on the same packaging line at the same
time. The risk of product mix up must be minimised
by using appropriate procedures and/or, specialised
equipment as appropriate and relevant staff training.

23 RBREDBEERICSVT, AKICRILEES
AV TR HRZERYRIENAHAHEELH
%, BBZTRET BV AVILBULGFIEE. 1473
=ZiE. R UERE~DBEULHFIRICE>TR
IMETBTE

24. Packaging and labelling of investigational
medicinal products are likely to be more complex
and more liable to errors (which are also harder to
detect) than for marketed products, particularly
when “blinded” products with similar appearance
are used. Precautions against mis—labelling such as
label reconciliation, line clearance, in—process
control checks by appropriately trained staff should
accordingly be intensified.

24 BEREQARELESANILRRITETSh S G
LERTHERTHRBFRECLEW(AHFIZENEREH
TEHIEITEYEE)  FICHENELLTWATS
BIL RBREZFRATIEE YRS THD, TD
=8, BYICHBIFEIN-HEEICKEZINILD
INZHER . AV DVTIUOR. IEERNEEOERD
otzfc; SR JLERARFTIZ *T?“&I“%IEEEM:?%

25. The packaging must ensure that the
investigational medicinal product remains in good
condition during transport and storage at
intermediate destinations. Any opening or tampering
of the outer packaging during transport should be
readily discernible.

25 B, REREDEHIER EMEHREAT
DREZELTRIFLGFHTICENMN TN LE
REET LD TRITNITESEN, k(25 E
DEFRFHPBES AN MASNTNENNE S IZH
TEHRIITTBHIE,

Labelling

KT

26. Table 1 summarises the contents of Articles 26—
30 that follow. The following information should be
included on labels, unless its absence can be
justified, e.g. use of a centralised electronic
randomisation system:

26. R1ZIFERT 510 3026-30DEEHANEE
FEDT=o INILRTLEWIENE HETELULE
YBIZRIE—TAEL-EFERILRATLDFER).
TEDERESINILERTTHIE,

a) name, address and telephone number of the
sponsor, contract research organisation or
investigator (the main contact for information on the | &
product, clinical trial and emergency unblinding);

RERIKFEA . EEnnF‘ﬁ%%%"iéﬂﬂé@(CRo)X
li/ﬁ%ﬁl’iﬁﬂio)%ﬁ\ 1EfT. BERS CABRE. B8R
URRKO E*ﬁﬁﬁﬁwi EHEE)

b) pharmaceutical dosage form, route of
administration, quantity of dosage units, and in the
case of open trials], the name/identifier and
strength/potency;

b) ¥, R ERK. BEHMDE, A —TUHER'
?%é‘l:li;‘ﬁ%ﬁﬁ@% Mo RREARVEE/
i

1 For closed blinded trails, the labelling should
include a statement indicating “placebo or
[nhame/identifier] + [strength/potency]”,

E1.ERERICHLT, RRICIK TSR IS0

FREBREDORT/EEHANEVEE/ AfIDER
a0l
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c) the batch and/or code number to identify the
contents and packaging operation;

c) RBLBEFHANTH-ODN\YFRY ./ XIE
I—k&ES

d) a trial reference code allowing identification of
the trial, site, investigator and sponsor if not given
elsewhere;

d) HISEEEAGMGE S JRERER . BBREE R U
BERIRIEEOMA) R HEICT HRREEI—F

e) the trial subject identification number/treatment
number and where relevant, the visit number;

o) HEREHANBFS ARBES. &
Eie)

HYHIGE K

f) the name of the investigator (if not included in (a)
or (d));

) SREREEID B ((a). (DIRICEFENLGNGS)

g) directions for use (reference may be made to a
leaflet or other explanatory document intended for
the trial subject or person administering the
product);

o) B5E(SRERIIERELBREEEER
[CAESNERAXECHRDOHRAZNO/HS)

h) “For clinical trial use only” or similar wording;

BRAICRDIRITELDEIEES

i) the storage conditions;

|) ﬁ': S Jas

j) period of use (use—by date, expiry date or re—test
date as applicable), in month/year format and in a
manner that avoids any ambiguity.

) 152 FREARE (e AR AEIRXIIBEIZIELT
BHERR). A/ £k, BRSZEET SR

k) “keep out of reach of children” except when the
product is for use in trials where the product is not
taken home by subjects.

K TFEHOFOENEVGEFRICE{CEIDEE. 1=
g%iﬁ%ﬁié?&%ﬁ%b\é%l EbLIELEWVERI

27. The address and telephone number of the main
contact for information on the product, clinical trial
and for emergency unblinding need not appear on
the label where the subject has been given a leaflet
or card which provides these details and has been
instructed to keep this in their possession at all
times.

27. RERFELARRICEATIER. RURSFOER
FBO-HOEEREDEFROEZEES (L. HER
BN EREFRRLI-R A XEPA—R DR
EZHINOEERHF- TS LIERESN TS
BIZBEWVWTIE. SNV EIZRRT BDEILALLY,

28. Particulars should appear in the official
language(s) of the country in which the
investigational medicinal product is to be used. The
particulars listed in Article 26 should appear on the
immediate container and on the outer packaging
(except for immediate containers in the cases
described in Articles 29 and 30). The requirements
with respect to the contents of the label on the
immediate container and outer packaging are
summarised in Table 1. Other languages may be
included.

28. MR ARENFAINSEDAAET

SET AL U262 HFEL-EHMARBEIXE

BEABRERUNBEICRTTHE(EIITU29, 30
TRIRTDIEEZER . EERBRUSNTLEICK
TIDERBARICHRIBERIEIRICEEDHT- D
SETORHEFEMLTHLLY,

29. When the product is to be provided to the trial
subject or the person administering the medication
within a immediate container together with outer
packaging that is intended to remain together, and
the outer packaging carries the particulars listed in
Paragraph 26, the following information should be
included on the label of the immediate container (or
any sealed dosing device that contains the
immediate container):

29. Bl HERE R ABRELXZIR 5T IEEMNE
E(Z. 0326 THIZELI-FMGEHRERAN S
HINTWANEELEYNMILG-O TS EERSEA
YTEIh, —#BITRELTHLZEIZH-TWNS
BlE. UTICTRTIEREZEZERSSR L (RIIEERS
g_%*tfﬂtf—k%ﬁ%@%ﬁ%%%t) [ZSRILERTR

a) name of sponsor, contract research organisation
or investigator;

a) RERKIEE . EXERMAREBRIABBEAIIAER
EEmD 4RI

9/171 R—=




b) pharmaceutical dosage form, route of
administration (may be excluded for oral solid dose
forms), quantity of dosage units and in the case of
open label trials, the name/identifier and
strength/potency;

b) s, B EFEREOBRREHKTEERS ). 1%
SHMDE, A—TVEHBROGEICITERENS
V3. Lt % Nl i

c¢) batch and/or code number to identify the
contents and packaging operation;

%W%\’:@ LEHANTEDN\YF RV /X [FTI—F
=5

d) a trial reference code allowing identification of
the trial, site, investigator and sponsor if not given
elsewhere;

d) fhIEREMN MG S ARG, RREMR U
BERRIEE QA R REICT DB Sk

e) the trial subject identification number/treatment
number and where relevant, the visit number.

o) HEREHAES OBRES. &

=
=

BINILERREE

30. If the immediate container takes the form of
blister packs or small units such as ampoules on
which the particulars required in Paragraph 26
cannot be displayed, outer packaging should be
provided bearing a label with those particulars. The
immediate container should nevertheless contain the
following:

30. LLEEZAEN T RI—BEDHEEZLELNX
l:t‘t'b/HJZGTEXE“*L%Sni"f‘ﬂiuﬂﬂﬂb\ﬁr'téﬁ
WZUTILDESHINSWNA KB ELDIEE. 2R
2k i‘fﬂiuﬂﬁﬂd)i%T’éﬁ5:t ZTDIHZETH.
—RBEIZIIUTORIEZEL L,

a) name of sponsor, contract research organisation
or investigator;

a) RERIKIEE . EEMMAREBRZABBEANIIAER
EER D £ Al

b) route of administration (may be excluded for oral
solid dose forms) and in the case of open label trials,
the name/identifier and strength/potency;

o) B . 12 5428 (2 O E T WA CIERAT ) . 1%
EEDE . A—T HROBEICTARENS
IETEE I

c¢) batch and/or code number to identify the
contents and packaging operation;

%W@L‘@ FEHATELN\YF R/ X(Fa—F
=

d) a trial reference code allowing identification of
the trial, site, investigator and sponsor if not given
elsewhere;

d) fhISEREMN GG S RERIER, BREMR U
BERIRIEE QA R HEICT HREBREEI—F

e) the trial subject identification number/treatment
number and where relevant, the visit number;

o) HEREBANES oBRES. &

=
ke

BINITERE

31. Symbols or pictograms may be included to
clarify certain information mentioned above.
Additional information, warnings and/or handling

instructions may be displayedz.

31. Lk L= 1EERZEBAEICT -2, R (5B
5. H5)PBRXFOEHETIRRLTELL, D
B, EERV/ XIEEZRDEDEIEERTTE

HLARETH S,

2 E.g. labels for cytotoxic products or for products
requiring special storage conditions

F2. SR AHVITRIGRE
TORMGE,

KHEBEE

32. For clinical trials with the characteristics the
following particulars should be added to the original
container but should not obscure the original
labelling:

32. B AIBERTIE, FREISTRI FMEBAZTOR
= TTDRTHAOANDEIEHET, BMY S
&o

i) name of sponsor, contract research organisation
or investigator;

) RERIKIEE . EERRAERBRAKE. BRE
B 0D 4 Bl

i) trial reference code allowing identification of the
trial site, investigator and trial subject.

i) JAERISFT, JREREERT . HERE DRERDRIEZE ]
REICT HREREAI—F
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33. If it becomes necessary to change the use—by
date, an additional label should be affixed to the
investigational medicinal product. This additional
label should state the new use—by date and repeat
the batch and repeat the batch number. It may be
superimposed on the old use—by date, but for quality
control reasons, not on the original batch number.
This operation should be performed at an
appropriately authorised manufacturing site.
However, when justified, it may be performed at the
investigational site by or under the supervision of
the clinical trial site pharmacist, or other health care
professional in accordance with national regulations.
Where this is not possible, it may be performed by
the clinical trial monitor(s) who should be
appropriately trained. The operation should be
performed in accordance with GMP principles,
specific and standard operating procedures and
under contract, if applicable, and should be checked
by a second person. This additional labelling should
be properly documented in both the trial
documentation and in the batch records.

B HLEREREZER T H2LELHLHEFICIE.
BMORTERBREANTTDHIE, COEBMNDE
RIZIEFHLLMERHIRER RL/ N\ FESEEERL
RTITHE. MEEELOEAMNS, TOD/\YF
FEESDO LT IBERAYEEDOLICERSDZE, D
ERIIRBEINT-HESEMTERT S, LML
EEESNBEEICIE, ABRER TREERER
R DERIRRIZESM ., RIFZDOEETIZ, HLL
[T EEEMRICL>TEDERGIZEFLE
BLTHEWD, SR TEEGREE ., BB I
SNT=ARBREZA—HLUEFICIOTEBRLTELLY,
CDEEIZGMPRE|, SOPIZH->T. REELHT
(%49 558) TERSNI., ZLTEHEFUMNDA
MIZE->THERINEZE, COEBMRREZEILA
EBRXELN\YFREFEOMAIZIEREIZEERT S,

QUALITY CONTROL

mEEE

34. As processes may hot be standardised or fully
validated, testing tasks on more importance in
ensuring that each batch meets its specification.

34, RERE(ZRAIEIZEEEIATEST . T2
(2N TF—rEN TGN EN D, HERDINYFMN
FNODMBITEELTWAIELERIIT AL TH
BRENAKVEEIZLS,

35. Quality control should be performed in
accordance with the Product Specification File and
in accordance with the required information.
Verification of the effectiveness of blinding should
be performed and recorded.

35 METEIHEMBEERVERINTLDIER
EEFLTERRY &, BRNFONAEMTH 1=
CEDIREEEEELEFRT D&,

36. Samples of each batch of investigational
medicinal product, including blinded product should
be retained for the required periods.

36. ERIESNI-RAZETHRBREOEZ/N\VYFDY
DTN OWTIE, R ELHBRETHE,

Reference sample: a sample of a batch of starting
material, packaging material, product contained in its
primary packaging or finished product which is
stored for the purpose of being analysed should the
need arise. Where stability permits, reference
samples from critical intermediate stages (e.g. those
requiring analytical testing and release) or
intermediates, which are transported outside of the
manufacturer’ s control, should be kept.

SEm:

DB TRESNTLWSHEREER . BEME. —
REZEFECER., RITEFBHZDN\FDHLT
IV ETHD, REMEINROONDIGE. EEH
RRELRE (5, P ATEREBR R VO ERICHELLD) M
b, XIFEEXEZEDEETHCHBEITHH/EAMN
LbDEERERETHIEL,

Retention sample: a sample of a packaged unit from
a batch of finished product for each packaging
run/trial period. It is stored for identification
purposes. For example, presentation, packaging,
labeling, leaflet, batch number, expiry date should
the need arise.

RiFmm:

HEROVEER BB ORRELD/ NV TFH
YRR %140)"5'/7")%.:‘6‘,%%']55’]0)7‘—&)[ RES
N5, BEITGLTHZIE, 2R, BF. INILEK
RAXE. \VTFES. ﬁﬁﬁﬁﬁﬁﬂo

In many instances the reference and retention
samples will be presented identically, i.e. as fully
packaged units. In such circumstances, reference
and retention samples may be regarded as
interchangeable.

Z24DHE. SERRUVRERIIECTHD, 974
Hb. méfdﬂ_%z@. EBGT, FD LSRR T,
’z%nni’l(}ﬁéﬁnnliE?ﬁ’C&éc‘:ﬂ&T;tb\‘Cé‘
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Reference and retention samples of investigational
medicinal product, including blinded product should
be kept for at least two years after completion or
formal discontinuation of the last clinical trial in
which the batch was used, whichever period is the
longer.

BERIESN-EREZETCEREDSERRUVRE
mlE. EDN\VFEEALEREDBERDT T Mo
DIgEL2E R, RIFERGPIERDLGEL25R
DLFThhARVADEIRE. RETHIE,

Consideration should be given to keeping retention
samples until the clinical report has been prepared
to enable confirmation of product identity in the
event of, and as part of an investigation into
inconsistent trial results.

FELERBREROABTND—IRELTARBRELZETE
R A-ODARBRREELERTHET. REMS
EREITAHIEICODNWTEET S,

37. The storage location of Reference and Retention
samples should be defined in a Technical Agreement
between the sponsor and manufacturer(s) and
should allow timely access by the competent
authorities.

3. BEMBRUVREMDREGAII, KEELELE
EERORMBURHTESEL. AR/ICKHERFDIL
AUNFIRETH D &,

The reference sample should be of sufficient size to
permit the carrying out, on, at least, two occasions,
of the full analytical controls on the batch in
accordance with the IMP dossier submitted for
authorisation to conduct the clinical trial.

SERIE, RBREERTA-OIZYBICIRELE:
IMPEEIZRS T, \YF DT RTO LD
g%&_%é:E%ﬁ’rﬁ?é:&;ﬁ%%é;i(:ﬁﬁﬁ%ﬁ

In the case of retention samples, it is acceptable to
store information related to the final packaging as
written or electronic records if such records provide
sufficient information. In the case of the latter, the
system should comply with the requirements of
Annex 11.

RERDBE . XRAKICEHEYTHIFHREFES

XEENODEHE DRI GERERMLTIES. E

FRGERHFEELTRETHLEROOND, BE

?i%és AT LIET RV AN DEREEE -
Z&,

RELEASE OF BATCHS

INYFIY)—R

38. Release of investigational medicinal products
(see paragraph43) should not occur until after the
Authorised Person has certified that the relevant
requirements have been met (see paragraph 39).
The Authorised Person should take into account the
elements listed in paragraph 40 as appropriate.

38. BEREDHE (V3 4358 (X, HfrHIE
ENEETAHIERBIEICESLI-(2V23239%5
R EAEERITIHET, LGN &, (BEIC

~

nn

LT HAEHIEE [FRBD I3 40125 FSh
BERERNIEERT DL,

39. [---]*

39. [---]*

* This Section is specific to the EU GMP Guide
and has not been adopted by PIC/S.

* AIEHIXEU-GMPIZHEHEMNLGEHTHY.
PIC/SELTIFERAL TLVLY,

40. Assessment of each batch for certification prior
to release may include as appropriate:

40. BRATETDIEBAZERED=-HIZEESNBHE/\y
FOEMILEBIZIGCUTORIEZS T,

*batch records, including control reports, in—process
test reports and release reports demonstrating
compliance with the product specification file, the
order, protocol and randomisation code. These
records should include all deviations or planned
changes, and any consequent additional checks or
tests, and should be completed and endorsed by the
staff authorised to do so according to the quality
system;

HEBRRERE. TREASARBRERVERBIRE.
ERARERAEELEELEI—F~DES
fobERTHEHEES T/ \VFiLiEk. Chod
RERIZITT R TOBRE, RFEHEHLTEERE, RVE
DEDENMERRSHBRREZEHDHE, b
DEEEIERBE VAT LIS THAEHIEE MR
SEVKRITDHIE;

= production conditions;

-BLES

F

il

= the validation status of facilities, processes and
methods;

5 lE. TRRUSITAED/NT—ar kiR

= examination of finished packs;

R EEROHBRIRE
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= where relevant, the results of any analyses or
tests performed after importation;

LT HIEE . MARICERIND ST XILHER
BREDHER

= stability reports;

REMBRES

* the source and verification of conditions of
storage and shipment;

RERVELER G DORMEARERER

= audit reports concerning the quality system of
the manufacturer;

"HEXEDREVATLICEI SEERE

* Documents certifying that the manufacturer is
authorised to manufacture investigational medicinal
products or comparators for export by the
appropriate authorities in the country of export;

-REEELNWHICHRDIEBRENIHREZEE
YHEEMEE OB GITHRUEB/ICKoTERS
NI=CLZAIATAXE

= where relevant, regulatory requirements for
marketing authorisation, GMP standards applicable
and any official verification of GMP compliance;

YT AHSE . WERFERZED-OHDITHRLENDE
3}2$§ BEHAL-GMPEERUGMPEES DA
SEERZE

= all other factors of which the QP is aware that
are relevant to the quality of the batch.

-HEHEENZEL VSNV TFDREIZRSE
ML TLWS LRSI DER,

The relevance of the above elements is affected by
the country of origin of the product, the
manufacturer, and the marketed status of the
product (with or without a marketing authorisation,
in the EU or in a third country) and its phase of
development.

LRU-EZROBEMEIAREFOREER. HiE

&, Haomiiln (BERTAES DA E.

Eéumh\ﬂli”"_lilh\)L‘%@F‘aﬁ%ﬁﬁﬂ%‘l EoTEE
2115

The sponsor should ensure that the elements taken
into account by the Authorised Person when
certifying the batch are consistent with the required
information. See section 44.

HAEHEZENHAHEEITOIEE, BERIN-1EHR
E—HLTWAIEEFZEEL TSI LEARIKIESE
[TRLTHE, U3 A3BEE,

41. Where investigational medicinal products are
manufactured and packaged at different sites under
the supervision of different Authorised Persons,
recommendations should be followed as applicable.

M. REBRENELGSIGMA DR HEEEE
NEETTHE, AEINdEE, HYTH5EIC
FENEICHKSE,

42. Where, permitted in accordance with local
regulations, packaging or labelling is carried out at
the investigator site by, or under the supervision of
a clinical trials pharmacist, or other health care
professional as allowed in those regulations, the
Authorised Person is not required to certify the
activity in question. The sponsor is nevertheless
responsible for ensuring that the activity is
adequately documented and carried out in
accordance with the principles of GMP and should
seek the advice of the Authorised Person in this
regard.

42. ﬁiﬂ@i&iﬁﬁ%lh_—r'ﬂ“@ EEEXRIERTE

EHVREREEND MR TABREE HEE AR O E &AM
I:J:éh\de:%O)E"’*x'FIL & ULIEEIREITEF I
SNTWAEBRNIZEVLVTHOERRKEEICEST
EfShdeE HAREENCNOOERKETDE

RILTBEFERSNAGL, — AT, ABRIKES

([ZIE. £ FEABEYIXELSNGMPR A Z3E

BLTWAILEHRTHGEENHY. KEFIZDOIVT
HEEREEIZEBTRNALRERDBIE,

SHIPPING

[G3FS
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43. Investigational medicinal products should remain
under the control of the Sponsor until after
completion of a two—step procedure: certification by
the Authorised Person; and release following
fulfilment of the relevant requirements. The
Sponsor should ensure that the details set out in
the clinical trial application and considered by the
Authorised Person are consistent withwhat is finally
accepted by the Competent Authorities. Suitable
arrangements to meet this requirement should be
established. In practical terms, this can best be
achieved through a change control process for the
Product Specification File and defined in a Technical
Agreement between the Authorised Person and the
Sponsor. Both steps should be recorded and
retained in the relevant trial files held by or on
behalf of the sponsor.

43. BREREII 2D HEIFIEMNTE T T5ETOH
f. ARIKEEDEET TRELTHE(IE, A
EEICKIEFTHERVARIKEEICIIEEE
BT EEREFHEERDOHEATHS, RERBEIZE
HIN-EHARVHAEEEICIYRTI SN -5
N, EEMIZYBICREIN-HHE—BTEIE
. ARIKEE IR T AL, COEKREIEEZH
= EYIL R EEHILT S L, EARMICESE. &
IR ER VAT SRR ERE O R i7%E
RO THRESN-ERERBICK>TERINDID
NEBELY, 2ERFED HATIZDLTIE, AEBRIKES
XIFREBANIZKYBEES HRBTI7MILNIZEERS
nNRETHIE,

44. Shipping of investigational products should be
conducted according to instructions given by or on
behalf of the sponsor in the shipping order.

44, REREDEE (FEEIERICE DS, JARKESE
RIFFDOREBAIZE>TEZON=HERIZRE-TIT
5:&0

45. De—coding arrangements should be available to
the appropriate responsible personnel before
investigational medicinal products are shipped to the
investigator site.

45. A—KR RS D EUR O (T AERZEAVA R HE = p il
FANBESNDHENZIEARDIREEREELFIATES
FOIZFTBHIL,

46. A detailed inventory of the shipments made by
the manufacturer or importer should be maintained.
It should particularly mention the addressees’
identification.

46. BEEE R (FEMAEEICKYIERSIN =B E M
DHMBBEEREITHE BFHICZMADHEANIZD
WTRHT D&,

47. Transfers of investigational medicinal products
from one trial site to another should remain the
exception. Such transfers should be covered by
standard operating procedures. The product history
while outside of the control of the manufacturer,
through for example, trial monitoring reports and
records of storage conditions at the original trial site
should be reviewed as part of the assessment of the
product’s suitability for transfer and the advice of
the Authorised Person should be sought. The
product should be returned to the manufacturer, or
another authorised manufacturer for re—labelling, if
necessary, and certification by a Authorised Person.
Records should be retained and full traceability
ensured.

HDREBRMERMNOMDTERNBEREEZBHTHL
(XIS TR E TH D, CDBENISOPIZHES T &,
BRENNEXEOEENHIEE. EDERE
[F, FIZEABRE=F—MECTDRERREER
WEATORERHELRICEDE ARELBH IS
CEMNBUIMESI I Dl ZE T DIRD—IRELTHE
RYBDE, F-HTEEEBICKDTR NS RERD
BT RREL, HABREEICKIHEHAD=HIC,
HEXENIRETHNIMOZBIESNI-BRT
XENBIMTBHILE, BHREREFL. FL—HEYTH
ERDICHERT DI

COMPLAINTS

&8

48. The conclusions of any investigation carried out
in relation to a complaint which could arise from the
quality of the product should be discussed between
the manufacturer or importer and the sponsor (if
different). This should involve the Authorised Person
and those responsible for the relevant clinical trial in
order to assess any potential impact on the trial,
product development and on subjects.

48. REREDSEIZEDCEIFICEELTRELS-
LODDIAERRIL, BEEERITIHAZEER
CAERIKIES (RTS8 B THET 52
L. COBEICIX, BET DA, ARHARRUH
ERE (I T HBENGFEF T MTSE M THA

BEEELLZABROBEEENSMTHIE,

RECALLS AND RETURNS

[E] 4R &5&

Recalls

[E]4R
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49. Procedures for retrieving investigational
medicinal products and documenting this retrieval
should be agreed by the sponsor, in collaboration
with the manufacturer or importer where different.
The investigator and monitor need to understand
their obligations under the retrieval procedure.

49 RERFEDEIREZ DAY DN THXELIZR
THFIRER. HEFEXIWMARE (BGoTW
BBE)DHAT . RBRIKEERICL>TAESNDT
b AREMET=A—18 M E FEIREE TR
BENENDEBEERIILENH D,

50. The Sponsor should ensure that the supplier of
any comparator or other medication to be used in a
clinical trial has a system for communicating to the
Sponsor the need to recall any product supplied.

50. BERICHEASNAXREN (I DEREHKDH#
H"ENHMAENOLEEICEL TREBRIKEE(CE
BTEDVATLEF O TSI LT RBRIKEE(T
RIS

Returns

1R i

51. Investigational medicinal products should be
returned on agreed conditions defined by the
sponsor, specified in approved written procedures.

51 AEREX, AFESh-FIEEDIZHESA TN
géfmﬁ%wmwt BEEHBETIZBLVTRS

52. Returned investigational medicinal products
should be clearly identified and stored in an
appropriately controlled, dedicated area. Inventory
records of the returned medicinal products should
be kept.

2. RESNIREREISAEICH A S BYICE
BINTLW O ERARERBATRET So&. B
SNEBREDEERHZEZEREITHIL,

DESTRUCTION

R

53. The Sponsor is responsible for the destruction
of unused and/or returned investigational medicinal
products. Investigational medicinal products should
therefore not be destroyed without prior written
authorisation by the Sponsor.

53 ABRIKIAE . REARY/XILREMSNTIZE

BREODHWIRLSDICEEEAT D, TDHIRERIK
fﬁ%‘blﬁﬁ%o’cﬁn“btii&bk AEREEREL
&,

54. The delivered, used and recovered quantities of
product should be recorded, reconciled and verified
by or on behalf of the sponsor for each trial site and
each trial period. Destruction of unused
investigational medicinal products should be carried
out for a given trial site or a given trial period only
after any discrepancies have been investigated and
satisfactorily explained and the reconciliation has
been accepted. Recording of destruction operations
should be carried out in such a manner that all
operations may be accounted for. The records
should be kept by the Sponsor.

54 Bk, (B F, HIRSNAREDEL. &R0
ARERERREETNTAOARSEIC AR
REEE XL ZDRBANRERLINZHBLURTT
AL, REFABREOWBENS . F—HOBR
EHEL. BEOVGHBIN DY, INSTHREIN %
ISIELHT 4 ARERERME SH L TR E Y
LABRMRMIAICCERYT 5oL, BEAMEEOR
RITOVTIE, TRCOEREBBETESHATH
L TOREBILABRKEENEET DL,

55. When destruction of investigational medicinal
products takes place a dated certificate of, or
receipt for destruction, should be provided to the
sponsor. These documents should clearly identify, or
allow traceability to, the batches and/or patient
numbers involved and the actual quantities
destroyed.

55 (RERRERFENS I DRE, B AYDEFEIL
DEAEX I EDZBELRRIKEENEET D
& CNbDXEFFERALIZ/ NV FRU . RIFH
BREHR. RURROBREZHEEHREHR. i
FrL—HEUTAZHERT S,

TABLE 1. SUMMARY OF LABELLING DETAILS
(8§26 to 30)

SRILRTEEDEED (£523226~30)

a) name, address and telephone number of the
sponsor, contract research organisation or
investigator (the main contact for information on the
product, clinical trial and emergency unblinding);

a) JRERIRAEE . E%nnf‘ﬁ%%&’%iéﬂ%?ﬁ(CRO)X
(FBEEREEND R, E7T. BEES CRERE. 55k
RURBHOERFARDE E‘ﬁ%ﬁ'ﬁ)

b) pharmaceutical dosage form, route of
administration, quantity of dosage units, and in the
case of open trials, the name/identifier and
strength/potency;

b) ¥, R ERK. BEHMDE, A —TUHER'
?%é‘l:li;‘ﬁ%ﬁ%@% MoRRHARVEE/H
i
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c) the batch and/or code number to identify the
contents and packaging operation;

c) IBREBEZBANTH-HDN\YFRUV /XL
I—k&ES

d) a trial reference code allowing identification of
the trial, site, investigator and sponsor if not given
elsewhere;

d) HISEEEAGMGE S JRERER . BBREE R U
BERIRIEEOMA) R HEICT HRREEI—F

e) the trial subject identification number / treatment
number and where relevant, the visit number;

%i&%ﬁ%éﬁi‘:ﬂ%%/iﬁﬁ%%s ZEUIDEA XK
=

f) the name of the investigator (if not included in (a)
or (d);

f) JREREEM DB ((a), (DEICEFENLZLEE)

g) directions for use (reference may be made to a
leaflet or other explanatory document intended for
the trial subject or person administering the product

o) B5E(SRERIIERELBREEER
[CAESNEHRAXECHDHRASZNO/MSD)

h) “for clinical trial use only” or similar wording;

BERAICRDIRITELDEIEES

i) the storage conditions;

|) ﬁ‘: S

j) period of use (use—by date, expiry date or retest
date as applicable), in month/year format and in a
manner that avoids any ambiguity.

) 152 FREARE (R AR AEIRXIIHEIZIELT
BAERR). Ak, BRSZEET SR

k) “keep out of reach of children” except when the
product is for use in trials where the product is not
taken home by subjects.

K TFEHDOFOENEVGEFRICE{ZEIDEE. 1=
g%iﬁ%ﬁié?&%ﬁ%b\é%l ELELEWVERI

GENERAL CASE
For both the primary and

— T —XTOIRILETR
NaAREEEBTHROWAIC

secondary packaging ( § 26) K (EH3226)
Particulars <
4 \ T
Fto k a'to kb DEIE
PRIMARY PACKAGE —RAE
Where primary and secondary —RAZERVZRAEN

packaging remain together

a’b’cde

tyRZHE-T

a’b’cde
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PRIMARY PACKAGE
Blisters or small packaging units
(§30)°

6,78
ab cde

—Ra%
TJYRA—EAER (T/MaZai=yk
G EVER

6,78
ab”cde

3 For closed blinded trials, the labelling should
include a statement indicating “placebo or
[name/identifier] + [strength/potency]”.

ES. BREERICHLT, RARICET TSR 1K
RBREDAT MURZEHERVEE/ Hifi1ERTL
TWAithzEH T,

4. The address and telephone number of the main
contact for information on the product,

clinical trial and for emergency unblinding need not
appear on the label where the

subject has been given a leaflet or card which
provides these details and has been

instructed to keep this in their possession at all
times (§ 27).

T4 REBRREERRFER. RURSROERMED
O EEREDEFMOEREES T, WERENEF
MR D/NEECH—FDRBZEZIT TS, W
[CCNBZEERFOTLALIIHERENTNSD

TNV LEIZRTRTDIRERGEN, (£923227)

5 When the outer packaging carries the particulars
listed in Article 26.

E5. SAEENEIaV26ITFIB SN TIVSEEMER
BREEL LS,

6. The address and telephone number of the main
contact for information on the product, clinical trial
and for emergency unblinding need not be included.

E6. Him CRBRE) | RKRABRERUVRIBRDOERHA
f&é?;:&ba)Ii@%ﬁﬁ‘ﬁ@&ﬁﬁ&%éﬁ%%li’é‘bé%
R eAYAN

7 Route of administration may be excluded for oral
solid dose forms.

T IR ERIRETEODOEKIRS DORREXRRSVE,

8 The pharmaceutical dosage form and quantity of
dosage units may be omitted.

I8 ERMDFIME VR EEDEFITERET,
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