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COMPUTERISED SYSTEMS
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PRINCIPLE -

L]

The introduction of computerised systems into systems of
manufacturing, including storage, distribution and quality
control does not alter the need to observe the relevant
principles given elsewhere in the Guide. Where a
computerised system replaces a manual operation, there
should be no resultant decrease in product quality or
quality assurance. Consideration should be given to the
risk of losing aspects of the previous system by reducing
the involvement of operators.
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1, It is essential that there is the closest co—operation
between key personnel and those involved with computer
systems. Persons in responsible positions should have the
appropriate training for the management and use of
systems within their field of responsibility which utilises
computers.This should include ensuring that appropriate
expertise is available and used to provide advice on
aspects of design, validation, installation and operation of
computerised system.
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VALIDATION
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2. The extent of validation necessary will depend on a
number of factors including the use to which the system is
to be put, whether it is prospective or retrospective and
whether or not novel elements are incorporated. Validation
should be onsidered as part of the complete life cycle of a
computer system.This cycle includes the stages of
planning, specification, programming, testing,
commissioning, documentation, operation, monitoring and
changing.

2. NYF—=2av R BLGEAWNE. DRATLDERASH
HA%E, N)FT—arv A FRNIIEBERTHEDH .
MYAEN ST REROAELZSHEDERIZKET
Bo INYTF—aFaA 12V AF LDSATH (9L
EEO—EELT EEZRIThIERLEN, ZOHY (9L
([CIXETE, K. TOT 5307, &I, ERBRE. XEE
8%, BE, E= AU T RUEBDERENDH S,

SYSTEM
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3. Attention should be paid to the siting of equipment in
suitable conditions where extraneous factors cannot
interfere with the system.
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4. A written detailed description of the system should be
produced (including diagrams as appropriate) and kept up
to date. '

It should describe the principles, objectives, security
measures and scope of the system and the main features
of the way in which the computer is used and how it
interacts with other systems and procedures
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5. The software is a critical component of a computerised
system. The user of such software should take all
reasonable steps to ensure that it has been produced in
accordance with a system of Quality Assurance.
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6. The system should include, where appropriate, built=in  [6. VAT AILBEHEBER(CE. EBEF—EANRUF—
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7. Before a system using a computer is brought into use, it
should be thoroughly tested and confirmed as being
capable of achieving the desired results.If a manual system
is being replaced, the two should be run in parallel for a
time, as part of this testing and validation.
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8. Data should only be entered or amended by persons
authorised to do so. Suitable methods of deterring
unauthorised entry of data include the use of keys, pass
cards, personal codes and restricted access to computer
terminals. Consideration should be given to systems
allowing for recording of attempts to access by
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9. When critical data are being entered manually (for 0. BELT AL FAN BAIE. KDDLV ELEOE

example the weight and batch number of an ingredient
during dispensing), there should be an additional check on
the accuracy of the record which is made. This check may
be done by a second operator or by validated electronic
means.
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10. The system should record the identity of operators
entering or confirming critical data.. ,
Authority to amend entered data should be restricted to
nominated persons.

Any alteration to an entry of critical data should be
authorised and recorded with the reason for the
change.Consideration should be given to the system
creating a complete record of all entries and amendments
(an “audit trail”)
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11. Alterations to a system or to a computer program
should only be made in accordance with a defined
procedure which should include provision for validating,
checking, approving and implementing the change. Such an
alteration should only be implemented with the agreement
of the person responsible for the part of the system
concerned, and the alteration should be recorded. Every
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significant modification should be validated. LT hiEesiiy,
12. For quality auditing purposes, it should be possible to  [12. REEBEEDHHDT-H. EFHICREESN-T—4(=
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13. Data should be secured by physical or electronic
means against wilful or accidental damage, and this in
accordance with item 4.9 of the Guide. Stored data should
be checked for accessibility, durability and accuracy.If
changes are proposed to the computer equipment or its
programs, the above mentioned checks should be
performed at a frequency appropriate to the storage
medium being used.
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14. Data should be protected by backing—up at regular
intervals. Back—up data should be stored as long as
necessary at a separate and secure location.
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15. There should be available adequate alternative
arrangements for systems which need to be operated in
the event of a breakdown. The time required to bring the
alternative arrangements into use should be related to the
possible urgency of the need to use them. For example,
information required to effect a recall must be available at
short notice.
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16. The procedures to be followed if the system fails or
breaks down should be defined and validated. Any failures
and remedial action taken should be recorded.
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17. A procedure should be established to record and
analyse errors and to enable corrective action to be taken.
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18. When outside agencies are used to provide a computer
service, there should be a formal agreement including a
clear statement of the responsibilities of that outside
agency (see Chapter 7).
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19. When the release of batches for sale or supply is
carried out using a computerised system, the system
should recognize that only an Authorised Person can
release the batches and it should clearly identify and
record the person releasing the batches.
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USE OF IONISING RADIATION IN THE MANUFACTURE
OF MEDICINAL PRODUCTS

A,

EXRHEICHEITSEHRITROER

INTRODUCTION

3
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lonising radiation may be used during the manufacturing
process for various purposes including the reduction of
bioburden and the sterilisation of starting materials,
packaging components or products and the treatment of
blood products.
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There are two types of irradiation process: Gamma
irradiation from a radioactive source and high energy
Electron irradiation (Beta radiation) from an accelerator.
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Gamma irradiation: two different processing modes may be
employed:
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(i) Batch mode: the products is arranged at fixed locations
around the radiation source and cannot be loaded or
unloaded while the radiation source is exposed.
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(i) Continuous mode: an automatic system conveys the
products into the radiation cell, past the exposed radiation
source along a defined path and at an appropriate speed,
and out of the cell.
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Electron irradiation: the product is conveyed past a
continuous or pulsed beam of high energy electrons (Beta
radiation) which is scanned back and forth across the
product pathway.
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RESPONSIBILITIES

B

1. Treatment by irradiation may be carried out by the
pharmaceutical manufacturer or by an operator of a
radiation facility under contract (a “contract
manufacturer”), both of whom must hold an appropriate
manufacturing authorisation.
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2. The pharmaceutical manufacturer bears responsibility
for the quality of the product including the attainment of
the objective of irradiation. The contract operator of the
radiation facility bears responsibility for ensuring that the
dose of radiation required by the manufacturer is delivered
to the irradiation container (i.e. the outermost container in
which the products are irradiated).
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3. The required dose including justified limits will be stated
in the marketing authorisation for the product.
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DOSIMETRY
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4. Dosimetry is defined as the measurement of the
absorbed dose by the use of dosimeters. Both
understanding and correct use of the technique is
essential for the validation, commissioning and control of
the process.
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5. The calibration of each batch of routine dosimeters
should be traceable to a national or international standard.
The period of validity of the calibration should be stated,
justified and adhered to.
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6. The same instrument should normally be used to
establish the calibration curve of the routine dosimeters
and to measure the change in their absorbance after
irradiation. If a different instrument is used, the absolute
absorbance of each instrument should be established.
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7. Depending on the type of dosimeter used, due account
should be taken of possible causes of inaccuracy. including
the change in moisture content, change in temperature,
time elapsed between irradiation and measurement, and
the dose rate.
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8. The wavelength of the instrument used to measure the
change in absorbance of dosimeters and the instrument
used to measure their thickness should be subject to
regular checks of calibration at intervals established on the
basis of stability, purpose and usage.
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VALIDATION OF THE PROCESS
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9. Validation is the action of proving that the process, i.e.
the delivery of the intended absorbed dose to the product,
will achieve the expected results. The requirements for
validation are given more fully in the note for guidance on
“the use of ionising radiation in the manufacture of
medicinal products”.
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10. Validation should include dose mapping to establish the
distribution of absorbed dose within the irradiation
container when packed with product in a defined
configuration.
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11. An irradiation process specification should include at
least the following:

1t1. BHIEARICE, D LU TOEEEREYT 5

a) details of the packaging of the product;

a) HROILEIZEITSHERSE

b) the loading pattern(s) of product within the irradiation
container. Particular care needs to be taken, when a
mixture of products is allowed in the irradiation container,
that there is no underdosing of dense product or

product arrangement must be specified and validated;

shadowing of other products by dense product. Each mixed|}
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c) the loading pattern of irradiation containers around the
source (batch mode) or the pathway through the cel
(continuous mode); '

 BE
2 7%

c) #IRDFFEDEMNEOMETE (\vFX) . IZHEE
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d) maximum and minimum limits of absorbed dose to the
product [and associated routine dosimetry];
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e) maximum and minimum limits of absorbed dose to the
irradiation container and associated routine dosimetry to
monitor this absorbed dose; -

e) BABEORX RNMBINREDCREBRUCORE
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f) other process parameters, including dose rate, maximum
time of exposure, number of exposures, etc.
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When irradiation is supplied under contract at least parts
(d) and (e) of the irradiation process specification should
form part of that contract
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COMMISSIONING OF THE PLANT
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General

—h%

12. Commissioning is the exercise of obtaining and
documenting evidence that the irradiation plant will
perform consistently within predetermined limits when
operated according to the process specification. In the
context of this annex, predetermined limits are the
maximum and minimum doses designed to be absorbed by
the irradiation container. It must not be possible for
variations to occur in the operation of the plant which give
a dose to the container cutside

these limits without the knowledge of the operator.
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13. Commissioning should include the following elements:

13. A=Y a = F 12X L TOEEEZELIE,

a. Design; a. &E
b. Dose mapping; b. SR 25T
¢. Documentation; c. XE1{t

d. Requirement for re—commissioning.
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Gamma irradiators
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Design
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14. The absorbed dose received by a particular part of an
irradiation container at any specific point in the irradiator
depends primarily on the following factors:

14 BEERDOHIBFR-ENT. B EORER S e
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a) the activity and geometry of the source:

) RDOBSHERLRES T

b) the distance from source to container:
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¢) the duration of irradiation controlled by the timer setting
or conveyor speed;

c)BAT— &Emat:/\’v RETHIEShOBEH~DE
E&Eé-frﬂﬁ

d) the composition and density of material, including other
products, between the source and the particular part of
the container. .

dDEREBHEOBRERHRSEOBICHIMORRES
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15. The total absorbed dose will in addition depend on the
path of containers through a continuous irradiator or the
loading pattern in a batch irradiator, and on the number of
|exposure cycles.
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16. For a continuous irradiator with a fixed path or a batch
irradiator with a fixed loading pattern, and with a given
source strength and type of product the key plant
parameter controlled by the operator is conveyor speed or
timer setting.
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Dose Mapping
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17. For the dose mapping procedure, the irradiator should
be filled with irradiation containers packed with dummy
products or a representative product of uniform density.
Dosimeters should be placed throughout a minimum of
three loaded irradiation containers which are passed
through the irradiator, surrounded by similar containers or
dummy products. If the product is not uniformly packed,
dosimeters should be placed in a larger number of
containers.
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18. The positioning of dosimeters will depend on the size of
the irradiation container. For example, for containers up to
1 x 1 x 0.5 m, a three—dimensional 20 cm grid throughout
the container including the outside surfaces might be
suitable. If the expected positions of the minimum and
maximum dose are known from a previous irradiator
performance characterisation, some dosimeters could be
removed from regions of average dose and replaced to
form a 10 cm grid in the regions of extreme dose.
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19. The results of this procedure will give minimum and
maximum absorbed doses in the product and on the
container surface for a given set of plant parameters,
product density and loading pattern.
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20. Ideally, reference dosimeters should be used for the
dose mapping exercise because of their greater precision.
Routine dosimeters are permissible but it is advisable to
place reference dosimeters beside them at the expected
positions of minimum and maximum dose and at the
routine monitoring position in each of the replicate
irradiation containers. The observed values of dose will
have an associated random uncertainty which can be
estimated from the variations in

replicate measurements.
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21. The minimum observed dose, as measured by the
routine dosimeters, necessary to ensure that all irradiation
containers receive the minimum required dose will be set
in the knowledge of the random variability of the routine
dosimeters used.
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22. Irradiator parameters should be kept constant, 22 HES AT DIBEH/NNSA—4F—FIZREL. B
monitored and recorded during dose mapping. The records, [fRL. ER8kLAE TN IEAESEL, 2R TEEERUREL

|together with the dosimetry results and all other records
generated, should be retained.
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Electron Beam Irradiators
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Design

A

23. The absorbed dose received by a particular portion of
an irradiated product depends primarily on the following
factors:

23 BRI -HROBREDHRINZITBEEE. £
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a) the characteristics of the beam, which are: electron
energy, average beam current, scan width and scan
uniformity;

a) E— LI (BFIRILF¥—, FHE—LER. £&
I8, EEH—E)

b) the conveyor speed;

b)aAURTERE

c) the product composition and density;

RBDMRERE

d) the composition, density and thickness of material
between the output window and the particular portion of
preduct;

DRBEATJOMICHIMEDHERK. ZE. [ES

e) the output window to container distance.

24, Key parameters controlled by the operator are the
characteristics of the beam and the conveyor speed.
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Dose Mapping

BRESH

25. For the dose mapping procedure, dosimeters should be
placed between layers of homogeneous absorber sheets
making up a dummy product, or between layers of
representative products of uniform density, such that at
least ten measurements can be made within the maximum
range of the electrons. Reference should also be made to
sections 18 to 21,
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26. Irradiator parameters should be kept constant,
monitored and recorded during dose mapping. The records,
together with the dosimetry results and all other records
generated, should be retained.
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Re—commissioning
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27. Commissioning should be repeated if there is a change
to the process or the irradiator which could affect the
dose distribution to the irradiation container (e.g. change of
source pencils). The extent to re commissioning depends
on the extent of the change in the irradiator or the load
that has taken place. If in doubt, re—commission.
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REASELHERE. BERET I L,

PREMISES

i

28. Premises should be designed and operated to
segregate irradiated from nonirradiated containers to avoid
their cross—contamination. Where materials are handled
within closed irradiation containers, it may not be
necessary to segregate pharmaceutical from non—
pharmaceutical materials, provided there is no risk of the
former being contaminated by the latter.

Any possibility of contamination of the products by
radionuclide from the source must be excluded.

28 BYIERBH REBBFRDERZEHCI-OIhER
BT HESICERETL. B I bk HEBH WA RES =
BHENTEDLI., FERRICI>TEEMIERTINDS
EEEAGNES. BT LIChOZREI T R ETR
Ly

EDREILEHBEL. RRHNLDBEHEMHEIC L TH A
FBRENOHRMENBH O TIETELREL,

PROCESSING

[

29. Irradiation containers should be packed in accordance
with the specified loading pattern(s) established during
validation.

29, BEHEEIN\)T—2av TRELEEBEREICHKST
#HEIT DL

30. During the process, the radiation dose to the irradiation
containers should be monitored using validated dosimetry
procedures. The relationship between this dose and the
dose absorbed by the product inside the container must
have been established during process validation and plant
commissioning.

30. BH L, BRHE~DOFEIXN\JT—Ia>REBED
BREAEFIECESALRThIEGSEL, ERADREL
BHENORFZORIVEELOBERIE, TOtX/N\)T—
avEazyiaZ U BICERLETRIEESEN,

31. Radiation indicators should be used as an aid to
differentiating irradiated from non-irradiated containers.
They should not be used as the sole means of
differentiation or as an indication of satisfactory
processing.

N BN EG AR R e BT A b DBHELCOE
AT Bk, (b Ak Me— QBRI E . N HE
S OB DIIEEL TIHEAEBAEL,

32. Processing of mixed loads of containers within the
irradiation cell should only be done when it is known from
commissioning trials or other evidence that the radiation
dose received by individual contamers remains within the
limits specified.

32. Ay A= BNNIFDMDOFEMICEY, HBEHE
A2 -BHEENEESN-EERNTH LI LN M-
TWABEDH, BRHERIZEWNT, BHOBHEICHT
LEHEITICENTES,

1T

33. When the required radiation dose is by design given
during more than one exposure or passage through the
plant, this should be with the agreement of the holder of
the marketing authorisation and occur within a
predetermined time period. Unplanned interruptions during
irradiation should be notified to the holder of the marketing
authorisation if this extends the irradiation process beyond
a previously agreed period.

B ERFENEHAENEDBH I, BHNEDE B
TERT BT, BAREREEREOAEES. Hb
MLOHELBFRRICERELGFNIEESA0, Batdp
DFENOBEFICEY, BH TEAERIICEEL-RKEE
Ez.éu_t‘af&ég‘&[i %LE&JLﬁn {%ﬁ%( ﬂ]bﬂ‘ﬁ
FhiEEsiiy,




34. Non—irradiated products must be segregated from
irradiated products at all times. Methods or doing this
include the use of radiation indicators (31.) and appropriate
design of premises (28.).

3. REHARCMHFHUL LT, BEHBHLTE,NRIT
NIFRERWN, 12 Sr—42—0F A (31) RUEL Y
D& (28) FITLYiThh b,

Gamma irradiators

NIRRT EE

35. For continuous processing modes, dosimeters should
be placed so that at least two are exposed in the
irradiation at all times.

35 B DEH AR T, B, P&t 2ROBET
ABHRICRBSNDLSICEBLATIIERSAL,

36. For batch modes, at least two dosimeters should be
exposed in positions related to the minimum dose position.

36. N\yFHDBFHF XTI, Pt OB ETER
BERELEETSBACRELETREASHEL,

37. For continucus process modes, there should be a
positive indication of the correct position of the source
and an interlock between source position and conveyor
movement. Conveyor speed should be monitored
continuously and recorded.

EGXOBHAXTIX. BEROBERNEZR =L,
ﬁﬁt:z*\?%[@]tli/f/@ Ao HFEL TSRS
B AUNRTREFEFMICERL, 285508,

38. For batch process modes source movement and
exposure times for each batch should be monitored and
recorded.

38 NFKOBHAXTIE., BERFHENVFEDRE
E%Fﬁﬁic_ﬁh*ﬁbs nEfiTé_&:

39. For a given desired dose, the timer setting or conveyor
speed requires adjustment for source decay and source
additions. The period of validity of the setting or speed
should be recorded and adhered to.

BIELIREFBHET 5012, BEOFEENDRE
li BAR—ByTALT LAV RPEEFFERESTIoEN
Z‘gfﬁé 9’(7 t‘/T(/at:/“?EF@ﬁnm\o)
AYHRIE. B08EL. EFLRITRIERES ALY,

Electron Beam Irradiators

EFRESNEE

40. A dosimeter should be placed on every container.

4. REFIEHBEICRETLIL,

41. There should be continuous recording of average beam
current, electron energy, scan—width and conveyor speed.
These variables, other than conveyor speed, need to be
controlled within the defined limits established during
commissioning since they are liable to instantaneous
change.

A EHEFR. TRILE—, EBEMRVIVATEEL
EFLTRBETISE, AVRTEELUNDIASDTEH
X, BEMGEEE L0 LD TIZY am SRR E
LI-RRERIZHIET HZ&,

DOCUMENTATION

XEIE

42. The numbers of containers received, irradiated and
dispatched should be reconciled with each other and with
the associated documentation. Any discrepancy should be
reported and resolved.

42. ZELIBH O, BHLLH, HELERIT. BRO
WMEAEL, BEXELREGIENENBITHIERSE,
= ﬁlb‘&)é%é‘li%’z“‘-b BRRLGThIEESA0,

43. The irradiation plant operator should certify in writing
the range of doses received by each irradiated container
within a batch or delivery.

43 A RROEREE X, \vFRIIZEOVNAD . BEE
SNI-HEEOREBEME B CAHALARTRIZRSAL,

44. Process and control records for each irradiation batch
should be checked and signed by a nominated responsible
person and retained. The method and place or retention
should be agreed between the plant operator and the
holder of the marketing authorisation.

44, HE%T/VJ?&@IE&U%’J&M)HE&@ HESh-E
EEDBBEL, 1oL, RELLETIITASEL, 20K
%, REBH R RIE R LB R O L aE
ERBRFECERELTEMIETAIERLRL,
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45. The documentation associated with the validation and
commissioning of the plant should be retained for one year
after the expiry date or at least five years after the release
of the last product processed by the plant, whichever is
the longer.

45. fEER D/ T —2 3y R Uy T ISEEL=X
L R TRECEHLERIOANHRO1FE&, X
(LHEHIE R DELELSER. EboMRVDHIEIRELES
(Fhidiniiy,

MICROBIOLOGICAL MONITORING

WMEMFHTER

46. Microbiological monitoring is the responsibility of the
pharmaceutical manufacturer. It may include environmental
monitoring where product is manufactured and pre—
irradiation monitoring of the product as specified in the
marketing authorisation.

|TEERORBE=FY T RUERDOERSHIDEERA

46. MEFHER L. EERREEEORETHD. —h
CERERERBECHESN TR, HGREHE

FEND,




AL (12) PIC/S GMP H4A4KS1> PhwHR13

X MR
MANUFACTURE OF INVESTIGATIONAL MEDICINAL AREREDRE
PRODUCTS
PRINCIPLE A

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.

BREIEERRGMPORAIEEMA RS EBFLT
SLELETNIEESEN, X, tDHARSA2%E BRED
BFBREICIELEICERBLATAIEESEL, FIER(C
DWWTIE. IROHBDEAERICEL-EEICHEAE
BTHICLE. RURBOBRREBREICELI-£DTHEE
PBETH S,

In clinical trials there may be added risk to participating
subjects compared tc 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.

BRICETOHERER. Ech-EERTABESNEE
HELEL, BRHVRINHEMELNE, SEBRERE
[COGMPZE T SD (L. ARSI DWERE A1) RHIZIRS
hgWCe, RUTEYARES S CRERYT S, B8
. REXEIENOMBEICL > TABRBENSZEII Y
W= THL, X, A—BWNIRE 5B THAT R4
EONFRDY—MERIATIE, FLTHAERREIC
B SEEASBEY N B EL SN E-HTHS,

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.

BREGER, BRIELEIL—FUOEELADENE. £
BRI ELTNICHES EHLaETH AL BIEAL
EERIEDSLIELIEDRETH DL REFBSRLEROYR
IRENCE, ELvol= NS, LHEERELERTLY
BHTHS,

X, RBREOEYDCEMICEATIERAT+HTHEE
P +RETAERNYF—au s TR TUMELVATEE
H1H5, B L, BEEIN-H. HhAVTEELSMZS
nr-tmEERN/FERShEZNLLALLY,

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.

ChoDRERMRICITEBRFE~DGMPHERZ L CEHA
L.ARShI- R EADETHD, FABREOREE
BORTORBEBEERICOVWVCBREREETI45
KEELOBEIEENDBETHS,

The increased complexity in manufacturing operations
requires a highly effective quality system.

RETESEROLTEERIYL)EHTHE LT
Y. SEICHERMNERESRTFLIROON S,

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.

AXEFaRERIRDRE, Bx, BRACETIH15 >
AEZFATEY, GCPHARSAUEHEICERL. X%
THLDTHD,

Note
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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. ’

BRI, IS5 tARXITHBEUSN ORFABRSMOH
BENRESINECENH D TDORILREIN. FIH. 2
WX IEABRLEOBHOEO, BU/XE, +BERTT
EHEREA~ET A BREMHIVEIRT—THE AR
EICKDBBRYDENBOOoNEAOIBROREB AR IZHE
AEhdZehihd, F-ChoDRFTEBRHRIGE
BERCTA.ABRERGEEICH-THERTSCELH
Zoo ChioDRANTABRED RS EFENLELLDOTH
). RBKIESE X LARIBAEMICI - TREShIAD
Lh&b\cmﬁiﬁmﬁ%ﬁ ZThoDRFIAEERERD A
(CHR5EH BERFECHH>TWACE, B HEOMIET
ERBLTCABOEMICELLTRAREEEILL,
REFAZHTHINEN. RUBFBRESNLOMNES
M EFRIELETNIZESEN, COXIBEFITENT
gﬁg_ﬁ’mp' S—YUICEBTRNARESED HELE

GLOSSARY

A

£78
AR

- onh

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.

I=f:1C19)
—X(FZHEFLLEDORBRBEGRE (HF) AEREIM T
THEATERUVIKEE DD E. —EFRITBEERE
AENTEELVREBOCLEE T S EERITEEH
Bl ABRELEM, T4 ELERUVERICKYT—
AP I AMGRBEETHERB TERWVREBOCEE
T ABRECELT, EREITARKES DERICELE
BEOIEAZEEMICIBTLEERT S, FEFREL
TWSAREAATHoAEHNT ETHS,

Clinical trial

Any investigation in human subjects intended to discover
-lor 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,

BER

HEESMICLDARERIT, REREDEKRM, FEFHF
ARV REEDMDOREAFERZRET L, XT
BRETHIE RU/ XILABREORMERZRIBHLSS
&R/ RIF—BERIEZER L ORBREDORIL,
o RBRUERE, BN REMEERTIEHR

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

ascertaining its/their safety and/or efficacy.

Comparator product peficE-d

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

BREBRICBLVTHBELTHWVWSABRERITRE(TEh
LR BELIETS5 R

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.

SRERZE (BUH)
BREREICEHINDIXERBELTRHLOASEEMEIRE)
XTS5 ROBHEET, GH. BREHAERT LA
M TEAXISERSN S (REEXEaEIND) EE, X
liiFﬁEE@:ﬁmr(-ﬁFﬁéhét% XIFBEABHHN=D
WTENRHERS=HIC Eﬁﬁéfnétﬁé’éat
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Immediate packaging
The container or other form of packaging immediately in

EHEOE (—REE

'rﬁEJiFﬁE%nnild:ﬁEﬁ?rE(:E%?%ﬁETé@%%Xli{mw

contact with the medicinal or investigational medicinal e
product.
Investigator JRERIE L EER

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.

BEREMEERMEICH T DRRERDEEE, BB E
BEBEREEEICEVLDTRBAISREF—LELTEH
ShOGOIL. AREFEMIEEHLF—LY—4—%
*E’L’s /nsﬁ_ﬁ&[gﬂitﬂ;ﬁ—‘éhé;&ﬁ\&)é

Manufacturer/importer of Investigational Medicinal
Products
Any holder of the authorisation to manufacture/import.

RERESLEREE CABREWMAEE
REBMADHTERETIE

Order FiE

Instruction to process, package and/or ship a certain HHEEH Eﬁ%ﬁﬁ%hﬂl BERV . RIIE%ETS
number of units of investigational medicinal product(s). B8R

Outer packaging sl a it

The packaging into which the immediate container is
placed.

EERARELTERICAhLhIEDIC ﬁ"é‘%ﬁhﬁ@*

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,

HEHEKRE

REBREOINI, e, FEEERAR. \vyFHERVEE
( FRAOFHEHOEHELRETIRICNELT 5L1F
BEEDIMOSEI7MIL, RIIDELSERESH T7
ANWEBBLTWS—MOSEBI7IL

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,

BIESLE
AT RV BISBAMEDBERERALVEEREE L
B XITHBECETIHT5T0+1R

Randomisation Code _ '
A listing in which the treatment assigned to each subject
from the randomisation process is identified.

EEAEI—F
EBEALTO LR TCRE 2 DBEBREIZEIFHT-0E
ETBYRE

BiREY

Shipping EEJL. Rft

The operation of packaging for shipment and sending of BRICEBLTIERES AR EDBEEEMDRHD
ordered medicinal TEEEE

products for clinical trials.

Sponsor }u ERfkEEE

An individual, company, institution or organisation which
takes responsibility for the initiation, management and/or
financing of a clinical trial.

BERDBK, EERV/ XIESREICEETEETHE

AL 2t S RAEEEEE,

QUALITY MANAGEMENT

mETR—DAUR

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.

IHEXEE WMAEENREH. BI. BIAZETOREBEL R
TLE ABERMEICERINAGMPREAIOH RS 1>
EEELDD. ABKEENATLSAFIEZ 2L
BIFNIEE AL,
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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,

2HRRREMERRIRARBREELCEREARETHD
M, ERETELICEEL, FL—HEYTAZHERLEZTH
(FAEBIE,

PERSONNEL

AR

3. All personnel involved with investigational medicinal
products should be appropriately trained in the
requirements specific to these types of product.

3.ABEEEEBICHBEITILMES T, BmCERE)
OEFICIEC THEYGINRES HE TN EEEEL,

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.

4. EEFIRIC.AXENRRBEIGEG T dmEVA

FLERIATIEENHY . TOLOEEFBAREART
O+ RIZEEVDHIHEEF-RIEAE5E0,, JRERE N AL
B(ZBBIF—VISAXRIR—I2DE=HDHAF L RIZDLN
TIF38-41IBIZEIRT S,

PREMISES AND EQUIPMENT

EMERURE

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.

5. RBREDOEM. PEE. BREREXELICEHINTEL
EIR %@f:&)_s‘zﬂi’éé’é@éuZ’)’é%/l%t‘d’é:bﬁ“#}
ME(THD, BECEYMORET. BECHEBRAZERVE
BRICBTAHFRBERICOVTIECADYRIDEHEER
BEEETIIEESEL, FroR— 8IS DLTIE, &
YIEE . ZELETIIERSEN, BRI ORIRICHE
LTILABEDBREHIS DLW TEELAGITAIEASAL,

DOCUMENTATION

XE&ik

Specifications and instructions

FERUERE

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 bic equivalence.

6. #R4E (BUR, —REEM K. PRRGKEV/IILIRAS
SUICRMRES) . BiEns ., IRERRUSERRICE
TEIRYAEMICRHHERERVIATLThITELE
W CNoDOXEFFAEBHEZEL TCEANICRELLE
ICHCCRIFMETAETHD, FROBRHIRIEEFT—
4. BF ORI RUERHRUVERA LOERESR
[CANTHERL. FIRORL—HEUTAEERTNETH
B WIVEAEBLFIRE(CH-TITL, FIREBICEIRE
HOEYPHRIFEDIITEREDREICEYTSIEE
EEDHLEITIIERLEN,

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.

1. EEOBAEHEL. EENAREOKELETHO
BRICRELEFZEIRELERELGTNIERZLELY,

Order

E
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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. [t 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.

8. AW ONDEMDEE, AERU /RIIZFDE
EEERIDLDCHY . RBRIREE X T ZDREAIC
FOTHRBRESEEF IR L TEShRITIIEESHL,
FREFXEICIOTITHhN (BFHWEFRICESmELH
SND) FHBEE TS5, ERICEMICERLETAE
ERIELY FEEFIERICRBEZ T, B GRRER VAR
RS EEEZEICSBLEThIERLA,

Product specification file

HEHKE

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:

0. HAMKE (HEESR) IERORRRECEC. o
DB AT REME 2 BN HERL DD, X T RFTARELA
FHEESE0, BARKEETREOXEEZSOH., B
[FZEhoZZRBLATRIEESAN,

* Specifications and analytical methods for starting
materials, packaging materials, intermediate, bulk and
finished product.

HRERM, AEEM. PR ILVERETICRE
RERICBT ORI LA X

* Manufacturing methods. HEAE
* In—process testing and methods. TITRNFHARBREFDAE

* Approved label copy.

EABSNERRSNILOIE—

* Relevant clinical trial protocols and randomisation codes,
as appropriate.

RS SRBR I EE R A BET 58

* Relevant technical agreements with contract givers, as
appropriate.

"M BICHELE. ZRELOHTE CORNYROE

- Stability data.

RRET—F

* Storage and shipment conditions.

RERUVEEENG

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.

LEREDVANE, EHEBIZBET 3. KT TERE
LTWBEEDTIEEL, BHAE LSS ORRBECHE
TEETEITHES, ChoDIFRIE. A—YS5A XK/ $—
VUICKBEFED /N F O EEBRSH F vl & 3 E 0 @y
S DEREELRTRETH D, D0 A —YSA XK
IN=IUNEHTTIERTAELLDTHEIRETHD, B
HoRETIRRNRLG>EM TR -A—YS/A XK
NR=Y DEEDOTFTIZERShELEE, FhERDOBFRT
EESNSERI B ET HIERICSBREL DB TI7AIILE
BollxRASh S,

Manufacturing Formulae and Processing Instructions

|HERF R I EENE

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. '

10. £ THOELEEELBBIC OV TR CAEYAXELRS
NW-ERERVERENDETHD, HEFEIEYE
LIThhGWNES  BELF RUIEIERELER TS
RBEFBVDTHSD, RERBNESNBIE, EHEE
RICChoDXEDBRRIREERT 510, ChdDRH
PEFICEETHD,
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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.

1. A REEAOERIL. 15, A%, RESERR.
(RS, BREICRA M E LR T 5 B E
LIRS,

Packaging Instructions

R

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.

12. RBEIEBERARICSMI 52T EFhOHEE BIC
BEEENCEEIND, AEHAHMIT. REEEETOA
ICHELZBBRUVRERT TV EEELT, SEBRKATIC
BHELGTNEGELEND, TROBBRETERAROERY
DHEHNFELINELS, +oRINEEBEEEEERLE
[T IEEBEL,

Processing, testing and packaging batch records

T, 3B, 2%/ \vFak

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.

13. 7\WFEFIE. —EDTENEREICHMN LS, 55
([ZERIRL THEINRTNIERSIL, 2\ FERERICE, AL
-FIELTEFEShEFHEICHLTOZ 44 ERL, T4

EREICETOMAZEL. AEIREZOFRICFE ST oL

S7EBEE Fﬁﬁ%uﬂﬁb’cab\nﬁ’hldﬁb&u

14. Batch manufacturing records should be retained at
least for the periods specified in relevant regulations.

14 Ny FELE R RITEET RN %E;EE‘JF’L'CL\ZD%‘?FEEJ
IVELKELRELAGTRIEESAEL,

PRODUCTION 2%
Packaging materials @,’&;ﬁﬁ

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.

5. BB RVCREEEDOERICELTIX, AEEM DY
FHEIONEBEEICEERELSEIZKY, ERET, B
DR EHBRSNTLEICEXRHILT 55D EEER
LT n(Eimsiily,

Manufacturing operations

BLEEE

16. During development critical parameters should be
identified and ih—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.

16. BRRHMRICER/N\SA—4L, TRATEICHINT
FICHERAShAIIEER/NSA—2EFELRITAIERGES
B, EEMBEE/NSA—SLTIERNEERIX. JURHOD
RAREBHOSF/ONFLDEEDH . HATORERMNSHET
EL5THAS, REGEREFLAEL. REFICTHONGRE
ERICHISL THMGEMICESSETULKAICIK, T BB LE
ICEBEEFRVNERINROONS, FESh., BHEINT -
INSA—RE, FOE A TOMEIC EO%IEéﬂ:éhm-f
hiFhsily,




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.

17. RBREOHETOERIIDONTE. EEEETROL
NBEEFET/N)F =23 2T IDEIRZLA, 8
BEERBITOVWTIZN)F—2av 2T A2 LA HF
o, BERAICHTIRAIED/NYF— 302D
TIETROBRBHAGERALARIINOEECTERINER
ETHD, AFIC. RETHNIE, Y1ILADTFEELE.
RERUVEMEROMO FHYOTFEMRL BREH. N
AATO /00— IEHABRED R EHE IR T51-0(=.
—RRHFEDAAF D RTREN TV SR FHEBR ORI
- THRIAShEZFNIEEDALY,

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.

18. NYFH A XPINSNEE BEHITRONFT—2 30
[ZIXFE OMESH D, CDIBA . BT TABMRRILA
BEIASETORKETABTLRL, L. BITTEETH
Y. TN A DO ETIEFOTOERE LI L—MCEZD
THOIE, KUIERELEREEI-DIZ. KYLHOLEH
RCABFMTERETRETHD, RTALEHITONT
(X, LIELIETEENEZRIATIAICKYARELB HERE
ETOFEEHIVIEBBEETEREINAIZEND,
HEBDIBRUBRLZDHEE DEFRKHTO/N\YF—
2AVETICLIC, KEFEFIbANIEEOAEL,

Principles applicable to comparator product

R D RA

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. HBEICERLZMZSBE(CIEX. ChoDERIZE-
THREOTDEESKRECERLENCEEETTS
T—R2BAIE. REM. HEBHRAR, N(4+ 758
D7) EAFLETNRIE RS0,

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.

20. AWEOTOBEICERRIN TV DEVHIRIE. BE
DEREBEEHLGLD, BB G(BES AL VAT B
HOHLMDBB/~BAEINIBEICITERATELL,
BEYVEERAARE, HBEOME. ABRERRUTOR
mNVEANSTHLIREEHEEEL. ARIKEERL
TOREBADNRELRITNIEESAED, CORIMRIZIE L1k
LEHhER6E0, RTnaEOEMHREM R Tixt
BIELY, HINHIR AR E AR E ORBICILB S 1A+
nIFEBHL,

Blinding operations

Biglk

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. BBREOEREDE. ERIEMSERMEZFSL TS
ED—FAT, BETHNILERADARBRE N \VFESLS
OHT ERIE"EREDFE (RE, T5tR, dBEOL

TN B TEDILERIET BN RTLEEET A
ETTHD, RRRICBVTITABREORENTCICTES

FIULTHEIRETH S,

Randomisation code

BER{LEI—F

7/17




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. FIRFF, ABREOBEICHLSEEREI—FDE
R ERE., B, YR REICBELT. RUERES
Ea—FOEBRAAICBELTEHBLEThIEESEN, 8
UIRRBREERL, RELZITNIEESE,

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.

3 AREQTAEEEICEV T, RRAICRLARES Y
TRUSEHKEMYRSEAREMALLIGL, ZD &
S5HER. AGERETHIRVE, BULRFIRRV/X
&, BETHIIERAGRGE, TLTRREER A~ DHEY]
BIRIC > TRAMRICLAR R IFRDEL,

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.

4. BRBEOAELSNIVERTIEIHRESK (T TER
THRBEEILBL, (FLTABEBRHTEIZEX. B
DHEBELBLTRYBRHETH D, ) FFICHEBAFELL T

HHBLAREAFERIHEE. TANNZ 5, TDI-

O BYIIHFESh-RERICKESNILEE. S129Y
73*/1‘ IRNEEFIVINDESIE, SNILERBEFIZH
TAHFHIEEERIELETRIERLAEL,

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. WA (X, BEREEA I B pIihi JDL\TEAIL_H%M‘%JE
LL’CE!Z?E%‘H‘-'F(_%b\hfb\é_&éﬁﬂ?é%@f&
[FTNIEELHEN, EERICH B E DR RS AAMAL
NTLBMABERITHATELLIICLEITNIEESALY,

Labelling

SRUZY

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. R1UZITHRM T 526-30IEDHEARETELDT=. T~
IWERRLEWCENE ZIETERWEY (A ISR REF
EERIES AT LDER) . TROFEBRESNIVICERTL
HiFhidasiy,

(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) RERIRIESE . EEEMBAR EH 2 LM (CRO) XIFJA
Eﬁ?ﬂél:ﬁﬂio)%ﬂ'\ 33N anﬁﬁﬁ(,ﬁﬁﬁ%t,‘n‘ﬁﬁ( By

{(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) Ff, BERE. BREEMOB. A—TURABDEE
CIXBERECEH ERBIRUIE/ M

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

&:%EF' BEAEERERTET SO0/ AvF RV/RIEa—
=

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

(d) RERDBANEFTRE(C T HRBRBGI—R, JRERIGFT.
ﬁ?ﬁéEEﬂi&UéEﬁﬁ@E%(MIZEEEM‘"?‘JL\%%)

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

(o) HEREHHNE S ARES. ZBTIBRITEMRE

=
k3




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

() ERIBHEDZ T (@), (DBEICETILENESR)

(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) IWEMMZ (BREX I TAREF R 5T 5E5RICAR
ShizMFPMEORAELSBLTELRELY)

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

(h) NRBAICRAIXIZEL DR TR

(i) the storage conditions;

() REXMG

() period of use (use-by date, expiry date or re—test date
as applicable), in month/year format and in @ manner that
avoids any amb_;iguity.

() 2 IR (B AR, BB IIHBEICECTER
BH). A/ A RVIEKRSZEETIHRT

(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 T FHOF QEMEVBIRICECC LD HE. HLAR
FEWBESBEICHLROELVARDIBE XML

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. ;BB ERRICET S, RURRBOSREARICET
SERMBEDERPCERER X, BHBRENChOAEMT®
SNIZMBFOAO—RDOREEZ I BEES T 5L58E
RSh TOSERICENTE, SNV EICRRTINER

AN

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. GEMREH IR BRRE AT SED A FE TRBLAT
NS, 26 RIS HIZ LM B T E AR R U
AEEICRRLRITHISESE, (29, 0ETH BT I
ERBERO BERERRUNERICSNLRRTDER
BABICHRIBERBEERICELD, thDEFETOI
BEEMLTHEL,

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. Wah, WERE N LABREX 5T 3B A ELE
TREVNKIITHEO> TR EERDE THIASh, S1 85226
HTHELLFENEHEINTLDESE. LTSRS
BEEETROINN (RIFTEERBEAELTVNAES
LR ESERAR) ICRRLEThIEESEL,

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

(a) ‘BERIRIES . EERMAREHZERE NI ERES
=R DA HI

(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) Flf. #5820 (R OEMEF CILRRI ) . RS HA
DE.A—T/ABOBEICLEREORT /M TIES .
RUEE/NIE

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

(©) PR LAETEERE CEL/ WFRU/XIFI—FE
7
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(d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

(d) REROBAMEREICY HinEBRE A~

\ K, ARE.
SHERIE M BT B LA BKIES (IBICREAHEV S S)

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

(o) HBREHANES . HRES. AT IEELERE

=
=

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 HLEEAENDYRA4—a X (AXTILEEPTPA
%) TJZL\IiZGIET§*$IE7’J‘§T'C'é‘&“?/'j)bﬂ)otj
RINSWEERGEAEIER., T REEICIXFFMERBPER
HLIE=SNULRTETOREThERLEWL, Z0EEH.
—REZECEUTOEEERRLETNIZESEL,

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

(o) ABEE . EEA AR e R SR X AR
EERO AT

(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) HE5RE (ROEBRAKTEBRNAA ., RUOA—T VR
BOBSICEABREOEH RATH. SE2/0M

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

(e Wé&@ T AR ECEL/ U F AL La— I*%ﬁ

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

(d) EROBEBEFRE(CT HRBRBSa—F . JRERIBAT.
SR ERIE LERRR. JRERKERE (ICRBAELER)

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

(o) BHEREMAEFS ARES. ZDTHEERES

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

31. FEEDHE—EDEHRETHE(ZTSH A, L5, F5©
BXFEHETERLTEL, EEGVLLERWLEDOEFE
Lo BINERERRLTEELL,

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. —EDARERIZELTIE., FTRICRIBEETOERS
(T, TDSNILEREFRBABICLAEWSG AT, amlialt
hifidiziy,

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

ARBKEE, EESAREBZEHRE. JA5RIE L ER
0)4’% Al

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

i) SRERIBFT., RERIH N ER, BB ORTEE M
BEBEagI—F.

293




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.

3. FRHIBREZERTOILENELLEESIZE. BMDS
NVERBREICHHLETRIERSEL, ZOBMINIL
ISIEHLLERARER RLAAYFESERYRLERRL
BEHNEESHEN, RETELOERNS, TO/N\YFE
FOETE BERBBROLIZERLON S, COELI
BESN-HERTERELETIIE LG, LALIEY
TEBAAHIIERICE. ARERTARERERISED
ERE LM OEREMRICLY., XIZZ0BEED
F. EOERAEETLRELTHEL, Ch AR ETREL &
&L BEICIESNAREA— B S H (L TEEL
THELY, COEEIGMPRE], $5E R UELESOPIZfiE>
T.RAZHOT (ZHTHES)EML, FLTHEEL
SN F oI LEITNIEESAEND, COBMSAILE
TERITBBXEL/ N\ VFREOmAICIEREICEREELY
FhiEEsi,

QUALITY CONTROL

mEEHE

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

4. BBEICRLITOERIELELINTEST . 22IC

N)F—=2a 0 BRBEEN TN ENS B LODINYF

gg%;:%ﬁé‘L'CL\é:&’Ef%EETé_t’GEitﬁ?ﬁEb‘"J:U
2725,

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 MEBHEERMERERVENEHEZEFLTER
FRETHLD, ERAFoNEN CTHo-EDRELEER
LESLEHRIEESAL,

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

\

N
/

36 BERIESh-AREZEHOT. ABEDR \vFDO Y
FIIZOWTIE, BEGHBERELEIThIERSH0,

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.

PR 2N

37, FEY HABGERNELIBE  AREDR—E2]E
w9 DI ERBIEREEBNMMERT T TIETOR. &
LEIRXREE ABRPMEOY U TLERELTHELC
LEBRLEMThIFALEN,

RELEASE OF BATCHS

IVYF)—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

38, SRREDHAE AT A HIE (431EB ) (X, A —VUS5A KR
=YD EETHRFERIEESLI-(39ZSE) 2&%
BT B ETIIIThhENTE, F—YSA KR —YiT
RIB DAEICHIFE S IERZFETEE L FRIERS

should take into account the elements listed in paragraph |7ZLY,
40 as appropriate.
39. — 39. MEEL

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

40. HETHIRICE I DR N\ FOTBEIZ L EIZH LT
DHBIEEXFL:
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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;

HEBRESRE. TERAGARERE RORRBEE. BT
B ABRERABELBEALI—NCEGLIEILETR
FTHEAATEHEREZSC/ \vFREE. hoDELIRIT
(X2 TORK, XITHERLER., REZDHEOEM
FryvsRIFHBREZEDLETNITELEN, ChoDaE
BESHERT LIS THRAAI S HEDEZE{TICEL
EECONFENERL, RBLETIIEEDEL, ;

production conditions;

HERM;

the validation status of facilities, processes and methods;

Bfm. TRERVFEDN)T—aV KR,

examination of finished packs; BRAEROHABREE,
where relevant, the results of any analyses or tests BRI AEA. MARICEET SO XITABREDLE
performed after importation; R,

stability reports;

REEHRESE;

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

REROEEEEORIERE,;

audit reports concerning the quality system of the
manufacturer;

HEEEORAAT AT SBERE

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;

REEESMHICRIABREXIABEZHETHL
’gﬁ.‘.ﬂ E OB GHE HRMNEBLICEZAATIX

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

FET AL . e hANODTR ENEREE. &
HEINAGMPEAE R UGMPHE SO AKX EIEHE

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

F—VSAXRIR—IURBELTHBNYFOREIZRD
thoETHER :

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-ZREEORESITERESORIEE. RS
£E. ARoOmRIKE REFTEOFE. EUAN XL
FZEN EEDRRBRBEICI>TEEER TS,

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

SBRIEEE X, Ny FERELT SR —YSA X /=Y
UNNEELTWAEENR, EBEEINDIEHEFEIGN
ZEE CHERELBTNIEELEN, 4IB8HE,

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.

1 ABREARGLBmNORREGA — oA RF/A—Io
DEETTHE, AEShbLE, ZLTIBAICHBE
[SHEbRHRIZRDE,
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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 IO EZRFC L > THFAIhTHEIES. AEEE
XIFSRNERREEINABRIBYERDO BN CREBRERE
BREEDOERMICEIMRITFDEETIZ, HLALEE
FITHFASH TNIEERAIC &L\'Cﬂiﬂ@l%f&ﬁﬁ$%( &o
TEEINDEE, F—YSAXRNR—VYoRThO DL
EEZERIET DI EITBERSINAWD, UL, RERKIES

X, ChoDEBFFE B XE{IL SN GMPER (&

BLTVSILERATIEELHY . SO HIZET 54—
VYIAXRIRN=YUNZEBTRINARERO T RIEES
Ly,

SHIPPING

[ 5eS

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

43 BEREOERIL. IRV CABKREE XITF
@;’CEA{:J:OTEE@?#LT:?E(:ﬁo’cﬁb%ﬁ('ﬁmfﬁi
BN,

the control of the Sponsor until after completion of a two—
" |step release procedure: certification by the Authorised
Person; and release fellowing 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

44 Investigational medicinal products should remain under |4

4. BREICEEOHA TGN EDFIEA R r 43
TOHME., AREKEEDEETIZEESLTENETFAIE
EBIEW DA —VYSA XRIR—Y U LATEBRRE VOB E
BEHORZRHOBEHAEHE, BEBRKEE L. Chon
F—VFAXRIR—=Y I EBIZHRELEZ TSN
HIERE E— ﬁ?’é_téﬁ&;ﬂb&('fhlj:&bab\ 2ERRED
HEHZDWTIE, RBRIKEE XX BAICKYEEST S

appropriate responsible personnel before investigational
medicinal products are shipped to the investigator site.

retained in the relevant trial files held by or on behalf of  F&ERT77AJLINIZERERL . R B LA FIELESELY,
the sponsor.
45. De—coding arrangements should be available to the 45, A—FEFEOIYRDIE, REBEN R EEERER

~EESH BHETIC li?#é«'éﬁﬂ%%b‘ﬂﬁﬁf%éckol L
RFNEREEL,

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

46. WEFXEXITHAZFSERLEED HERDEM
ERELGTNIEESEN, FICRIADHEICOLTE
Eib&l‘fhli&bm,\

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

47. HEEREH NSO R~ BREEZRHT 5080
BISMEHEE L LT NIEESEN, COBBILFIgEIZ
HOTRELAEIThIEESE, AREARELEEDEE
SMCHEIBDBEE. PIZ EABREI—HREVLTORER
EEEREETORERMFERICEIE, BHIZETS
AREOHESHIMO—IBELTRELETNIERSE
W Tl —VYSAXRIN—Y U RBTRNARERDIIT
h’ifébt&b‘o /0 %ﬁ%‘i %L%%Xﬁfﬂ@wnﬁéhf‘i
ERXEHICHEINILO RSN EFRIERESARLD, MBE
BIEE  A—VSAXRIR—I UL BREENEINEFNIE
BN, BREREL. 2O RMERELETNE

necessary, and certification by a Authorised Person. TEBTELY,
Records should be retained and full traceability ensured.
COMPLAINTS =g
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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, REBEDMBEICEET SR IENHEDHERIT, RS
EHEXTWMAEE RV ARIKES (B> TNAEE)ME
THEBELATNITESE0D, COBEICE, AR, HAHE
REUCHEBREICH I SBENGEEZIMI 4. 47—V
5;(JCF/ VL ESEARBROREENSMLETNIER
BIELY,

RECALLS AND RETURNS

B4R &R ED

Recalls

B4R

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, REEEMAEREZF ORI DV TOXELIZETEF
JEEIT. WEEBFEXITMAZE (BH-HTWSEAR) LB
AL T ARBRIKERLIRYRDEITNIEESHN, BEE
YEMEE=S—BYE IRIEETICBT3ZTR TN
DEBZERTIHENH 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 ABKEE L. ARIRAT SN BRI BOEE
5 BH6E AL R EIR 0D O B B TR B RS
ETEHLRTLEBOTVAC LERBLETRIEADR
LY, ‘

Returns

R

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

51. SBBRE(L, AR SN =FIREPITHESh TV LB
?ﬁﬁf%b‘fﬂ%bs BESNEEHOT. REShZITRIE
EBTELY,

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. REFISN - REREXAEICESH , BYFEBINh
TWASERRERBANTRELZTIIEELE0 REE
EBEDAEEBRFERELZTNITESEL,

DESTRUCTION

BEE

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 ABREBEEL. RERRO/ X LR AREDEEC
BIEEHT 5. 2010 A BRKEE AL TRELIX
EHLICAREEEEL TIRALEL,

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. ok, A, ERSh = BBRERT. /2 DREBRRE
ERREE. L CERREREIC, BREKEEXILE
DREBANGCHZLEES URILE T ITASREL, RE

RBREOWRASE. T—HZEREL. HEDLEH
HHY. BESERSN-RICILOTHZEBRERER
HEICBLTRITHZABRHIFNICEREShHRETH
B, BIRM S EEDRBFICOVTIX, ETOEELEHBAT
?é;ﬁ:i(:ﬁb\, ZOREFSEREEEVSRELGCTNE
AZYA AN ‘




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 REREFINET SIEX. BN AUDRELSEIAEY
Ealnl Ei’é/ﬁ‘@mﬁ%kﬁé@.ﬁhfi&b&b\o h
HDXEBIFELETHINYFRV/ XITHEBEH. RUE
EROMIEMEZBRICHEL, REENOADIN—Y
EVTAZHERLGHTNIELESE,

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

SNIVRTRDFMTEREEBELYD (£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);

AERENXITARE
BERE. BRRURAH

(aYRER{KEEE . EERARRERS
EEETDRFR, (7T, BERE Ch
DE RO ERKE)

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)ﬁ' 2. 53, ?155140)i~ T—TUHBOBAIC
BREDCDAT - HRIESE. HiE

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

() ABREBRERET S-ODN\YFRE/X(Ea—F

&S

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

(EERDBANERIREE T HRR0—F, AREBAT. BRE
B, SRERREEE (MICREA LB S)

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

(IEEBREHANES ABRES. ZLAThIBERES

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

(RERIBLEMD A (), DEICETAAENES)

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

(OEEFERZSGBYRXITEBRESEER CHEIN
f=/IMEF OO RAEE S “'C%é)

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

(WCEBRERICIRD IR IEEUDFEES

i) the storage conditions;

OREER

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.

YRR (ERBR. AR X BB L CBRR
B). B/ R RUBHSEEES SR C

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.

WIFHOFOENMINERICBL(IE | ELARES
WEREA B EITHLRLAVBRE LR

GENERAL CASE
For both the ouler packaging
and immediate container
(526}

Particulars

a'tok

—~ T~ XTOFNRT
HORLERTEOBHISIETR Ry 26)

B

g~k
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IMMEDIATE CONTAINER
Where immaediate container
and outer packaging remain
together throughout {§29)°

a*bPede

BEERAOFNER
BERROENEICHETESS (hUas 0P

abode -

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

a’b**ede

EEETFEAOSNILFT
JURR—BEIINBEI = 293 30)5

a2b34cde

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).

1 ABRESSRER. RURAHOERFARDODE

EREDERMPEFRES L. HERE A ML /NMIEF
PH—FORHEZITTNS, HPITThoEERF T
SIS HEHSNTHOAIDT, SNILEICRTRTOILER

AR

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 RBREE. ARICEYAIER. RURSROTIRFMSED
1ODETEREDEREBEBRTERTTOILENG
Ly, ’

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

3. IS HERFEORARMBAFZOLTERIA,

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

2 EE ST




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

5. ?@%fﬁt?‘”/a‘/%(:ﬁﬂééh’d\ééif'ﬁﬂi
L,

St

&

HEST
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