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MANUFACTURE OF INVESTIGATIONAL MEDICINAL BEBREQRE
PRODUCTS
PRINCIPLE [ 8

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 way.
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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,
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whether or not they are the subject of a marketing . A—YSAZXRINN—YUIZLBTEINARESENHELE
authorisation and whether they have been repackaged. The [ 5,

advice and involvement of an Authorised Person is

recommended in this task.

GLOSSARY FzE

Blinding BHR(L)

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,
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distribution, metabolism, and excretion of one or more 2. BT AHCEABNTH S,
investigational medicinal product(s) with the object of

ascertaining its/their safety and/or efficacy.

Comparator product pofiicE-s

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

BRICBVTHRBELTRAVWDRRER FIHRE(I4DH
BIEERR) | HLIETSER

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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Immediate packaging
The container or other form of packaging immediately in

BEEaE(—ra%E)
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contact with the medicinal or investigational medicinal wa
product.
Investigator JAERIE L[=Em

A person responsible for the conduct of the clinical trial at [J&

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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Outer packaging
The packaging into which the immediate container is
placed.
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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

B|ERIED—F

A listing in which the treatment assigned to each subject |EEAILTOLATE R DHEREIZEITIT-0E XL
from the randomisation process is identified. EdBRE

Shipping Bk - 3 AT

The operation of packaging for shipment and sending of BERICE LTI T EZZ2 T ABREOEEEEFDI=HD
ordered medicinal TEEE

products for clinical trials.

Sponsor AERIkEE \

An individual, company, institution or organisation which BEOKE. EEBRUY  XIIEEAZEEEZEITHE

takes responsibility for the initiation, management and/or
financing of a clinical trial.
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QUALITY MANAGEMENT

MmBEIR—I AV

1. The Quality System, designed, set up and verified 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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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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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

BYERURRE

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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DOCUMENTATION

XEit

Specifications and instructions

MR VERE

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

HARRE

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.

HEEH. REEM. PRE A, NILOEZ A OTHKE
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- Manufacturing methods. BB K
- In—process testing and methods. -TREARBREETDAZE

- 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.
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- Stability data. ZEMT—4
- Storage and shipment conditions. RERUVEEES
The above listing is not intended to be exclusive or EFEDOURME. EBHIBBICBRET 5. HLXETEHE

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

BENA ROV IEEHE

10. For every manufacturing operation or supply there
should be clear and adequate written instructions and
written records. Where an operation is not 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

B

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 regulations.
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PRODUCTION &iE
Packaging materials AEEHM

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

SLEMER

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

xHERED A

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.

19. BEICEFZMADIGEICIE. ChoDEFEITEL
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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

BiR{t

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.
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Randomisation code

BAESRLLDI—F
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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. FIRE . BBREDIEICAVSGEEAILI—FDE
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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.
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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.
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25. The packaging must ensure that the investigational
medicinal product remains in good condition during
transport and storage at intermediate destinations. Any

25 BT, BERENDRE BAHICEVTIELREER
CTRFGEHTICEAN TSI ELRIET HLDTH
(FHIFEDE, EERICHBEEDRFORS ANMZDL

opening or tampering of the outer packaging during NTLWANDBHZIZE A TESIIIZLATFNITESEL,
transport should be readily discernible.
Labelling IRNYG

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. R1IZIFEZ R T H26-30IEDEEABTEET LN, TN
ILRRLEWIENELETELRULRY (BIZ b RE
ILERIEATLDER)., TROFEHREIANILIZCERTRL
BT IEARSEEL,

(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) RERIRFEE . EEnnFaﬁ%%i’%E;{%Fﬁ(CRO)Xli}n
ERIBUEEAD AT, £, BRER S CABRELRRICET
BHIFHEVERERRD a*ﬁf‘aﬁﬁi@I EHESE)

(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) &z, B EZFW. REHRMUDE, F—TUHBROGE
[CIXBBRRDBT HRHNRUEE/ N

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

(c%ﬂFl BLAEEFRERETDODN\YFRY/RIFT—
FES

(d) a trial reference code allowing identification of the trial, |(d) ;RERD A Z AIREIZ T S REBREBESI—KN . JRERISF.
site, investigator and sponsor if not given elsewhere; BEIAUEMREVEERKIEE (IZS2HEATNES)
(e) the trial subject identification number/treatment ZUIAHGETERE

number and where relevant, the visit number;

(o) HERFHAES BRES.
=
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(f) the name of the investigator
(if not included in (a) or (d));

(f) ;ABREUEEND A (@), (DIBICEFENGGE)

(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) REMAZ (BBREN T EREZREITHERICARE
Shiz/MBFOMDOBRAEESELTELRLY

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

(h) DRERAICIRD IR IFFEDRT

(i) the storage conditions;

(i) REEH

(i) 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.

() 12 PSR (G RAAMR , AR X LB EICHETHHA
BH). A/ EBXRVERSZEET HBXT

(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) TFHDOFDREMNIVGATICELC LI DECHE. BLIEER
REBBRENEEITHLIROBLVERDIZ A LR

27. The address and telephone humber 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. RERFELARRRICAET 5. RURRBOERARICEEY
SEEREDEMPEEFES (L. HBRENILMNEER
SNFIMBFOA—FDREEZ (T, BFEFR T 5L
éhft\éi%él:afsl,\f(;h IRV EIZRTRTHLEIL
LY,

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. SHHIERBAIXARELFE AT IEDO N ABETRELLT
NIEESA0, 2618 (A LM EERRB/ LRV
SEEEIZRRLEITFNIEEGSELY, (29, 30IETHR BT BHE
EARERO . BEERBRUNAE(IISRILRTT S
HABRICBRIEREHEIRIZIELEND - MO EETHE
HEEMLTHEL,

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. BN, WERERILRREZ RS I LB AR LR
ELEVKIICGO>TVWSEFEBETHIGSh. S e12(226
IBTHELE-FEMNEHSINTOSGERIE, LTISRTIE
HREEEBRRDINL(RFEERREZLELTVEOEH
LEBREERAR) ICRRLGTNIEGSEN,

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

(a) JBERIKIEE | EEMRRAREXF MBI ILGRIEY
EEROD & |

(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) FFz . 52 (OB EATIIBRSINAD | K5 HEA
DE. A—TUHRDBEIZITARED R TR/ HAERH.
RUEE/ Nl

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

(e) PHEAETIRERETCEEHIN\VFRY/XIE3—FE

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

(d) ;RERDFAIZFIHEICT H/BERBEI—K, JAERIGAT.
RERIBLEM R WRRIKEE (ICREELIZNES)

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

(e) BEREHANES BRES. 5

=
=

289 BEETERE

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

30 HLEESENDURS—EE (BARTITEFEPTPE
EVHOF26IEBETERFENRTITEGLVTUTILDELS
HINSWEBEEAMNLGAIGE. ZREEICITEFEMRAZR
ﬁbf'?’\}lxﬁT’é THRFNIERSHEN, ZDEEE.

those particulars. The immediate container should —REBEZIZIEZUTDBEFERRLUGTNILESEL,
nevertheless contain the following:
(a) name of sponsor, contract research organisation or (a) BERIKEESE . EE LR ERITHENILARIEY

investigator;

ST

(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;

(b) & 5#EER (1% O E R BHITIXBRSLED) . RUA—T U
BROGEICITEREOLH HaifH. S8/ Nl

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

(c) ABELBETIRERETED/\YFLHELWLI—FES

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

(d) ;RERDFAZAIHEICT HBERB T I—R  JaERIGAT.
RERIB L EAN., JRERIKIEE (ISR HALGLMGE)

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

(e) HEREHAES ARES. ZLUTIEERRES

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

3. LEEDHLHI—EDIFHERARICI DA, LS. FH5©
RXFEHETERALTEND, ZEELGVLEREVDEDIEE
ELOT-BIMEHRZRTLTHEL,

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. —EDARERRICKRLTIE, FREISTI EEHETOR R
2, TDSNIILRRERHRICLGEWTIET, BMLGET
NIEEBELN,

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

i) ;‘gﬁﬁﬁkiﬁ%ﬂ ERMAZERHZ M. JRERIE L EE
DA

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

i) SRERIGFT. AERIE L EET. BHERE DRIELHEICT S
AREBEI—K.
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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.

33. [FAHIRELEEITALENELEGEIZE. BINDS
NIVERBRECIMALEITAIEGESEL, ZOEBMSNIL
[ZIEFHLLMERIIRER RLN\VFESERYIRLERL
Hnldiashn, REEEEOERANS, TO/N\VFE
SEDOLETHEL IBFERASEOLIZERSNS, COEET
FEIN-BEFRTERLETAIERSELD, LALIES
HEANHLIEEICIE. ARER TRBREREEKED
FEIENE IO EREMRICKY. RITZOEED
T.EOERHZETLERLTELL, AT ATRERL &
& BYICIESNIARBRE_ 24— BN E (T K> TEREL
THEL, COEEITIGMPRE, 45 E R UZLESOPIZHE >
T.ERZHNOT (GRET558)FE kL. ZLTHSEEY
HNDOAPNFVILEFNIEESLEN, COBMSNILE
TEEITRBRXELN\YFREOMAIZIEREICEEELA
[Fh(FrEDA,

QUALITY CONTROL

=

mEEE

34. As processes may not be standardised or fully
validated, testing tasks on more importance in ensuring
that each batch meets its specification.

34 HREICFELITOERIBRELSNTELT T2IC
)T =23V AEBEN TGN EM D, BRD/NYF
PREICEELTNSLERILT 2 L THEBREA KY
BEICGD,

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 MEEEIRAREERVBMESHZETLTER
GARETHD, BRATFToNENTHo-EDNHERERE
LEESERLATNITED7E0N,

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

36, BRIESN-HRESHT BRBREDOZ/N\vFOHY
TILZDOWTIE, B ELGHRREELEFNIELSAN,

37. Consideration should be given to retaining samples
from each packaging run/trial period 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.

37, FETHERBRERNEC-BE . AREOR —HZHE
RTBH-0. ABRRIEREENMERT T I HETOM. &
AR TEEHE/ ABRUEMEBD YU TILERELTHELS
EEERBLEITNIRGSEL,

RELEASE OF BATCHS

INYFI)—ZR

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, REREDHAAIRHIE 43ESH) (X, A —VYF14 XK
N—=YONBELETSRHEGIESLI-(B9FSE) L%
SRS AETIXIThAELNIE, A—YFA XK/ —YlE
f‘ﬁif_ﬁmoﬁ(:ﬁuééhé%%Eﬂllz%ﬁgbmfhli@%
AAW

39. —

39. HELL

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

40. HETHIE ISR DB /NN FDEHBE I EIZIGCLLT
NEIEZEST:
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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;

ﬁ%ﬁ*ﬁﬁ#& IRRABRRS. RUVEMLBKE. T
£ ARSI EELEEALI—FISEE Lol R
JHAABHERSTES T/ NV Ficik. "HoDEEEIC
[FETOBRG., RIFFHENLGEE, RUEDRDEN
Fryv) RIFHBREZEOETNIEESE, ChHDEE
FIERES AT LI THA A B HEDEHZITOC
ZRELONT=ENTRL. RRBLE TGRSR,

production conditions;

BB

the validation status of facilities, processes and methods;

FlE. TRRRUAEDN)T—3 KR

examination of finished packs;

REAESOHBRRE,;

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

zﬁj—ét’;‘ﬁs WMARICERT 20 XITHERIRE DS

stability reports;

REMHRES;

the source and verification of conditions of storage and
shipment;

RERUVEE S ORYLEAREL;

audit reports concerning the quality system of the
manufacturer;

HEXEOMEVATLICHEY IEERSE;

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;

BLEXRENMHICRLIARERIHBREZHE T H L
"éinu.’:h' E0#EYGRELRMNEBLI-CEEATHX

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

ZUITHEE. REFADEHDOTHRLENDEREIE, &
AINAGMPEAE R UGMPHE S M D AKX EFRE

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

F—IFAXRN—=Y U HEHELTWEN\YFDREIZRS
HOETHER

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.

TRLE-EREEOBENEFABRESDORIAER, 8
(F. BAOMRKRE BRFEHFITEDEE, EUANXIE
F=EH) ETDRREBBICI>THEEEZITS,

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.

RBREEE. N\VTFERIET BEITA—VSFA X /N—Y
UHEEBLTVASFIEN, REESNDIEHLEFEMNGL
C&FE L HERLGITNIRGESIR, 4415,

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. EBRENELDIBANDELDIF—VSAXR/IN—YY
NEBETTHE, BEINLLE, LT HEEICIEE8E
[ZREDHEITNIEES,
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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 Wi DERBH T K> THRISh TWNDI5E . BEEE
XIFSRIVFRTRIEEMNARIBUEMDER TRERERE
BB D ERIEN KA RIFZDEBTIC. BLLULER
HTHAINTWBEERNIZCBLTIHOEBREREEZIZE
TElEESNDEE, F—YSA XK= NINODET
BEERIT A EIEERINGL, LHL., RERIKEEE
(X, oD EFEFENEY I XELSINGMPREI(ZE
BLTWALEHERTHIEELHY. COAIZEAT H4—
YSGARRIN—YUIZEBTRNARE RO T NIE RS
LYo

SHIPPING

(535S

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

43 AR DX, HIFFITEVTARIKER XL
@;JCIEAIZJ:'J’CEE%?.Z‘#LT:?E(:ﬁo‘CﬁbﬁI(TﬂliU
BIELY,

44 Investigational medicinal products should remain under
the control of the Sponsor until after completion of a two—
step release procedure: certification by the Authorised
Person; and release following fulfillment of the relevant
requirements. The sponsor should ensure that these are
consistent with the details actually considered by the
Authorised Person. Both releases should be recorded and
retained in the relevant trial files held by or on behalf of
the sponsor.

44, BEREII2EEDHE AR BHEDFIENT T 5%
TOHME., ARKEEDEETICRELTENMETNIX
5N, DA —YSA XK /IR—Y 2 LB R UQREE
EHEORBROHEAIEHIE, ABRIKEEIL. Choh
A—YSAXRN—=YUIIHERICHELELEZ TULHEEH
HIBRE—HTHEEHRALLZTNIEESA, 2D
HETIZDOWTIL, AERIKEE IR EBAICKYBEET S
AREBRI7AIVAIZEREL. RELZITNIEESAL,

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

45. I—NEFT DY RO (T, JAEREAVABRE I = RS
~NERESNSHNCERDRNEEREEINFIATESLIIL
AN b (N AT A A

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

46. BEFEXTWMAXENMERML-EEED B R0 5%
ERELZITNITESRN FICRIRADREEIZ DL TERE
LT IEGo%,

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.

47. HRORBIENMDTERNBBREEBB I DL
15']9*E‘]@%ﬁ&bfd?lfhlifa?l%&b‘o ;Oﬁzﬁbliillﬁi(\
RHOTEBLEITNIELESEND, RBREANUEEXEDE
SHMBHORDBEE. BIA LERBRE=S— iﬁi‘bxo),‘u‘%ﬁ
EEEEEBETOREESERIFICEDE, BEICKEHTS
BREOESMHIMEN —RELTHERELAZTNIXASE
W F=A—YFAXRIN—=YUIZKDBTRINA REROLT
NITESE, RERE(X, BEEXEFE ISR SN -8
BEEFEIZBINILDERINEINGETNIEESLE, RIHE
BEE . A=A XRNN—YUIZLBERINEINGITNIE
;J:E);d:(:\o NREREL. T2 EHEHARLEZ TR
ACYA(AN

COMPLAINTS
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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 BREBREDMEICEET HIERBODRABTDHRIL., EiE
E(ENITHAEERVARIKESE (BH-oTW5158) M
THELZFNIEESARLD, COWHEICIL, BER. 8L S
EEUHEBREICRNTHBENGEZELFTMT S5, 47—y
SAXRN—Y O ELRBODEEENSMLAITAIEL
BN,

RECALLS AND RETURNS

[E] 4R &R A

Recalls

[E]4R

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 BEREQERIUNEFDEIRIZDOVTHOXEIZEET EF
IBE (L, BEEERITMAESE (BLG-TWSEE) ERH
ALT, ABRIKEELRYRDZITNIEESA, jAERE
LEMEEZSA—BYEIRIEETIZETS2ENEN
DNEHBFEMRTIDENDHD,

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. BERIKIEE (L, JRERICHE AT O BE I D ER
mOMIEEN R AERDBHESICEAL TRERIKEERITE
BTELV AT LER>TWAILEHER LG TN
LY,

Returns

R A

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

51 JRBREIL, AEBSN=FIRERITRESN TLDHIEEHR
;Z@E}%‘b“ﬁib\ BESNEZFHOT., REAIShZTNIL
AV A

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.

52. IRANSN - BEREE (LBAREISFAI S, BY]ICEESN
TLSERRERBATRELZTNIEELRL RS
BREOCEERBRERELGINIEGLE,

DESTRUCTION

BRFE

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. JRERIKIERE (L. REARY/ XILREEBREDREEIC
BEREEZAT D, TOHBBRIKBEENAIH O THEELZX
ELLISRBRRERZEL TIIELELY,

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. BaX, A, EUSNRREE L, H 2 DREBRER
EREEE. TLTERBHAREC. ABREKBEEXILE
DREAANCHLEBS LRILZ TGRS0, R
FRBREOWIRLSF. S —HEREL. HBREDULGRH
AHY . BEMNER SN -RICEILHTHRERERER
HEEICE WV TRIELZABRARRNICRESNDINETH
%, BIRMDERDEHFICOVNTIE. ETOEEZHRMAT
f%%)f’)lZﬁL\ ZTORKITERIKBENMRELZTNE
EVA A
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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. REREAZMWET AL, B AYDHEMNDFIAER
FZFDZEEXABRKBEEISESLTNELESLE, Ch
LDXEFZYETIHINNVFRUY/ RITHBEBEERH. RUE
BROWIEHELFAEICHEEL, BLMNIENSADIL—Y
EVT4ZBERLEITNIEESEEL,

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

IRNIKRTROFMIEREHFTEEED (£923226~30)

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);

()BBRIKIES . EXMARAXERBZAMERIIGRE
EEERDR T, (EfT. BEFEES CARE. BRRUVRIANR
DERFRD EEREE)

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

O)FIF, HERR BREEMADE. AT RBRDBZEEIC
[FEERED R HMiTH. HE

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

géﬂﬁt@%%ﬁi?éf:&)wlﬂ“‘ﬁ'-&lﬁ/mi:—lf
=

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

(daBROBAIZAIREL T HIaERa—F . JaBRIGAT. BRE
B, SRERIKREE (MICEEEL T WNGER)

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

()HEREHANES RRES. ZEATLILERES

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

ORBREIAEMMD AT (@), DEIZEENZLES)

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

@BREFERESEXBMXIIEBREEEERICARSN
FIMRFODERBAEE SR TED)

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

(WEBRERICRD IR ITELDTEESE

i) the storage conditions;

(MRE G

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.

(s PSR (2 AR . AN RIS EIZIEC THAER
B). A/ ERARVBERSZRETIHAT

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.

(O FHOFDBARVNSFHICBELC L], -ELAREE
HERENEEIZEBIRSL LGS IXRKR

GENERAL CASE
For beth the outer packaging
and immediate container
(§26)

Farticulars

a'tok

— AT — ATOINULFRR
NREFEETEOTH I5NFER (272 26)

SR

a ~k
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IMMEDIATE CONTAINER
Where immediate container
and outer packaging remain
together throughout (§29)°

a‘b’cde

BREFEANOFUET
EETEIRRITIHETSES (B0 20)°

ahicde

IMMEDIATE CONTAINER
Blisters or small packaging
units (§30)°

a’b**cde

EEEFEAOSILET
TYRA-BEX(IBEIZ Wz 3 3005

azb3dcde

1 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).

| ABELARIER. RURSHOERMROLHOE
BRSO EFCBEE S (S MRE ML MET
BH—FDEEEF T TS FHIZTNSEREHF>TL
BESIHESTNADT, SR LSRR T S E
LYo

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

clinical trial and for emergency unblinding need not be
included.

2. RERE, RERICEY AEM. RURBFROERFARED
EODEEREDEMEBERSERTIILENG
LY,

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

3. IRERIRITEORABEREFN DL TR AL,

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

4. FIf LR B BALILARE,
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5 When the outer packaging carries the particulars listed in |5. SV @ Z2EAN a3 26IZFHEINTWSEMZRBEZESD
Article 26. &=,
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