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Manufacture of Herbal Medicinal Products

EHEERLOME

PRINCIPLE

JR Al

Because of their often complex and variable nature,
control of starting materials, storage and processing
assume particular importance in the manufacture of
herbal medicinal products.

ML, Z<DHE. ERTEHT HELIFELD
AoEmbn, HAERHMOEE, &%, MILE, E)E
EEMOEEITEVTRHICEETHA,

The “starting material” in the manufacture of an
herbal medicinal product1 can be a medicinal plant,

an herbal substance® or an herbal preparation‘. The
herbal substance should be of suitable gquality and
supporting data should be provided to the
manufacturer of the herbal preparation/herbal
medicinal product. Ensuring consistent quality of the
herbal substance may require more detailed
information on its agricultural production. The
selection of seeds, cultivation and harvesting
conditions represent important aspects of the
quality of the herbal substance and can influence
the consistency of the finished preduct.
Recommendations on an appropriate quality
assurance system for good agricultural and
collection practice are provided in national or
international guidance documents on Good
Agricultural and Collection Practice for starting

materials of herbal origina.

HEYHEERS OEEICHBTATHMERE LT
BERE. W E USRS R A% LT A,
WL, EYLRBETRITAE LY, 2heE
H157F—ar M En SRS S R VB EE S
DELEEH ITIREIN T hIZESE0, EPED
RRE LI REE RIS 5oL EThEOBEMEL
TORBITE T ALV ERANELSNS,
EOEMN, HEBEBRUINEOKRIL, EMEORE
NDEELHREEZRTLOTHY . BEREGORED
—BEISBRES X5, GACPO b DHEYIARE
RS AT LIZET2HEEIE L, EEHEOH
HAHOEODCGACPIZHT BN MRS/
WEEBS A RSAUXEIZTRERTINES,

This Annex applies to all herbal starting materials:
medicinal plants, herbal substances or herbal
preparations.

AT LY ATIET A TOMBEMEHRRR THLHEE
F3EYD (medicinal plants) . HE¥3E (herbal
subsutances) B UEI SR B 5L (herbal
preparations) B RSN 5,

1 Throughout the annex and unless otherwise
specified, the term “herbal medicinal product /
preparation” includes “traditional herbal medicinal
product / preparation”.

F1 AT AP RTBWTIE, BlRRENSh TNV
BaEREEMtERMR EYEZT AR 1E
g&%ﬁ*ﬁ%ﬁ[ﬁ%ﬁ: A ICHHEE R R R 1S

|2 The terms herbal substance and herbal
preparation are considered to be equivalent to the
terms herbal drug and herbal drug preparation
respectively.

72 herbal substance B Uherbal preparation® fiEE
&N fuherbal drugB: Uherbal drug preparationd
RZETHLERLENS,

3 European Medicines Agency (EMA), World Health
Organization (WHO) or equivalent.

3 ERMEZERIT (EMA) , R R MRS (WHO) 5%
LMIEIZE DR 03 E

Table illustrating the application of Good Practices
to the manufacture of herbal medicinal products 4

ﬁji\ EYEERROEEICHITAEXPERLT
é o

4 This table expands in detail the herbal section of
Table 1 in Part Il of the GMP Guide.

F4 ZOREGGMPHAFSAV OPart I DFE 1D
BiEYOE Y% LUBEHIELTIN,
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1..The GMP classification of the herbal material is
dependent upon the use made of it by the
manufacturing authorisation holder. The materfal
may be classified as an active substance, an
intermediate or a finishad product. It is the
responsihility of the manufacturer of the medicinal
product to ensure that the appropriate GMP
classification is applied.

THEPRHOGMP L OB, HiERFEREIC
FOTHBESNDIYDAERETHS, FHHIE. A
RS . RS SR X IE SR RICHEEN S, Y]
HEGMP EDIFENAEASH TSI EERIET D
CEFERRHEEERENREAEITHS.

* Manufacturers should ensure that these steps are
carried out in accordance with the marketing
authorisation / registration. For those initial steps
that take place in the field, as justified in the
marketing authorisation / registration, the national
or international standards of Good Agricultural and
Collection Practice for starting materials of herbal
origin (GACP# are applicable. GMP is applicable to
further cutting and drying steps.

% % %%Ii\ l—hba)Ii:Ei)‘%IlE_EﬁJbﬁurm
SZREIRTERSNSEERIAT DL, %zx_
Eﬁ)bﬁmms/ﬂfiif J’ab‘f:&cé&éhtﬂrﬂf
EEESh3FhoORERAOTRICE, FHEREOH
FFER D= O E N GACPHL V& EFRGACPAYE
;ﬁﬁgéo BRAYE R UVERTREICIIGMPAYE A

#% Regarding the expression from plants and
distillation, if it is necessary for these activities to
be an integral part of harvesting to maintain the
quality of the product within the approved
specifications, it is acceptable that they are
performed in the field, provided that the cultivation
is in compliance with national or international
standards of GACP#. These circumstances should
be regarded as exceptional and justified in the
relevant marketing authorisation / registration
documentation. For activities carried out in the field,
appropriate documentation, control, and validation
according to the GMP principles should be assured.
Regulatory authorities may carry out GMP
inspections of these activities in order to assess
compliance.

ok Y oOEVEREVEBICELTIX,. Choem
TAENRBEN-HEOHRENTHERDOMELH
?#a“éf*wmﬂ%o) WIERELTRET 2 EM
hAHIEE., HIENGACPHOEMNELESLER
HAE(ZH-TWBELIE, FhoDEEERHN TT
5:&7&\‘1%60 ZO LSRRI FN M THY ., &
Y ELEREREE /B REONEIZBLVTIRA
HRT & BN TEBSNAEETIL, GMPDIR
Bzt o= eiac &, ERRUNN)T— 30
AIERESh DI, BELBIEThoDEELAGMP
[ZHEELTANESIIhOBEEERTEHTHD,

# EMA, WHO or equivalent

H#HEMA, WHORRWMI R F OB OB E

PREMISES

a2

Storage areas

RERHE

1. Herbal substances should be stored in separate
areas. The storage area should be equipped in such
a way as to give protection against the entry of
insects or other animals, especially rodents.
Effective measures should be taken to prevent the
spread of any such animals and micro—organisms
brought in with the crude substance, to pravent
fermentation or mould growth and to prevent cross—
contamination. Different enclosed areas should be
used to guarantine incoming herbal substances and
for the approved herbal substances.

1. EHETESTEIN-BRICEET A8 RE
RiglxRBaE., KL TohoE:Y, FHIZFHEEY
DBRAEHCIENTELIIITREERA S,
MRHEEELISEIEN NI DB R UMD D
EERG IR, #EAOHEDBER VR REF L AL
TANBMIEEZELSIE. FANENED
[REREEDT=6. RUSHKEL-EMEDHIZK
DENIEERRTHIL,

2. The storage area should be well aerated and the
containers should be located in such a way as to
allow free circulation of air.

2 RERBERSARETL. REFREERD
BHEEERESEHLIICHRET DL,

3. Special attention should be paid to the cleanliness
and good maintenance of the storage areas
particularly when dust is generated.

3 RERHOA AR G T BRI
BEREISCE, BN RET DRA. 2H
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4. Storage of herbal substances and herbal
preparations may require special conditions of
humidity, temperature or light protection; these
conditions should be provided and monitored.

4 WEMERVEDERNEORE L. RBE.EE
RIEERGEDHANEREEFUENDETHZ-H.
ChoDEHERZ, BIRTIL,

Production area

HER

5. Specific provisions should be made during
sampling, weighing, mixing and processing operations
of herbal substances and herbal preparations
whenever dust is generated, to facilitate cleaning
and to avoid cross—contamination, as for example,
dust extraction, dedicated premises, etc.

5. iR UHEY R AN f OB, T2, E
BRUMIEERTHEIC. MENELLIB ST,
BIZISEEEE CPEREREHERAT 4L, BRI
HERNTE RRBENETED LSRR ANY
FEEFHLDIE,

Equipment

B it

6. The equipment, filtering materials etc. used in the
manufacturing process must be compatible with the
extraction solvent, in order to prevent any release
or undesirable absorption of substance that could
affect the product.

6. BRI BEL A5 I EEMEDEE XL
ELVBIRE B BT=sh12 ., HIBA LS DBE T
BCRASh AR R A E A S
HIZRBELY,

DOCUMENTATION

XEL

Specifications for starting materials

HH FE IR D FRAS

7. Herbal medicinal product manufacturers must
ensure that they use only herbal starting materials
manufactured in accordance with GMP and the
Marketing Authorisation dossier. Comprehensive
documentation on audits of the herbal starting
material suppliers carried out by, or on behalf of the
herbal medicinal product manufacturer should be
made available. Audit trails for the active substance
are fundamental to the guality of the starting
material. The manufacturer should verify, where
appropriate, whether the suppliers of the herbal
substance / preparation are in compliance with
Good Agricultural and Collection Practices and — if
not — apply appropriate controls in line with Quality
Risk Management (QRM).

7. EMHEEERORLEEEIIGMPR URIEGE
RBECH-THESh- DT R OAHE
AT 2T EERAELITRIEESEL, HEW R
RIRBOEBEEICHT HEDMEESELEE %
H.BEWIZORIBE CLAETICET I
WX ENRRATRECA>TORITRIEERESN,
EMEICHT DI —E )T RER O S E
ELTHETHD, BLE RS, HDETHNIE, HE
3K HEM AR R O IR £ E MGACP £ ESFLT
WA, F5THWNER L, REVYRIT R A
ggir%) lzéiéofzi@iﬂ]wéﬂf%’éiﬁﬁbu\éctﬁﬁ

5 EMA, WHO or equivalent

5 EMA, WHOBRWME RIS O MRS o £ it

8. To fulfil the specification requirements described

in the basic requirements of the Guide {Chapter 4),

documentation for herbal substances / preparations
should include:

8. HARZALAE)TORANEREFICBLTE
BENTNSHELGERBES M- 1=, a3
ERRICETEINERIUTEZEL L,

> the binomial scientific name of plant (genus,
species, subspecies / variety and author (e.g.
Linnaeus); other relevant information such as the
cultivar name and the chemotype should also be
provided, as appropriate;

>{EM D2 DFH (B 1B, Bl EERUEH
BE (FEZIETI o))  WETHNIL, HIERES
BRUMESHTED &S EE L RT .

>details of the source of the plant {country or
region of origin and where applicable, cultivation,
time of harvesting, collection procedures, possible
pesticides used, possible radicactive contamination,
etc.);

> D WRIGTT O (R EE - Hhish, L3515
SR E, IR, SRERFIR, ARSI A REE
?%6:‘%% IREEME I £ BHIE ORI BEER

> which part(s) of the plant is/are used:;

> B0 T Pl BR e,

> when a dried plant is used, the drying system
should be specified;

i’%_‘i%‘é}i:*ﬁ%’&ﬁﬁﬁ?éi%ﬁld:ﬁiﬂ@é?’iiﬁ’éﬂﬂﬁﬁ
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> a description of the herbal substance and its
macro and microscopic examination;

>HEMED IR, RO, SMRRE., BMRIREOHE

> suitable identification tests including, where
appropriate, identification tests for constituents with
known therapeutic activity, or markers. Specific
distinctive tests are required where an herbal
substance is liable to be adulterated / substituted.
A reference authentic specimen should be available
for identification purposes;

Ko

> ELEERRE, MBI EIL, BEREENAS
ni-fabv—h—hodR o OEERET S
o HMENEDROEA A BEZAZLOT NG
EIEERMENREBRANE, EMOSBRANE
EFEEROEOHITAEIN TSI,

> the water content for herbal substances,
determined in accordance with the relevant
Pharmacopoeia;

> E - O R B A - TR Sh g3
DKDEE

> assay of constituents of known therapeutic
activity or, where appropriate, of markers; the
methods suitable to determine possible pesticide
contamination and limits accepted in accordance
with relevant Pharmacopoeia methods or, in
absence of thereof, with an appropriate validated
method, unless otherwise justified;

> O REEE OB RS BREGRIET—
W—DER, AREEDHHRETEEMNET D]
HHEBRVEETLERA DT KRICHEFFER
B, TR oDFFEAENEE . MIZRELH L
BEBUN )T —RENETETHEHLE,

> tests to determine fungal and/or microbial
contamination, including aflatoxins, other
mycotoxins, pest—infestations and limits accepted,
as appropriate;

=REIIRE, TN OOk,
HEEW, FEREEEZSHEERFRREVT /X
[T EMERERET S OHER

> tests for toxic metals and for likely contaminants
and adulterants, as appropriate;

»HEIZGCTEERROSAM, ZA0NOERR
VA O EAER

> tests for foreign materials, as appropriate;

= HE|ZIBCTEYDO RS

> any other additional test according to the
relevant Pharmacopoeia general monograph on
herbal substances or to the specific monograph of
the herbal substance, as appropriate.

> EZIGU T, EEE- g0 RBHH TOHEME
DR EFELITEMEARROESE,

Any treatment used to reduce fungal/microbial
contamination or other infestation should be
documented. Specifications and procedures should
be available and should include details of process,
tests and limits for residues.

BEEOHMEMER, ELIF0OMLOAEEYDE
AT 510 DIBEENEILTEIE, HER
VEIBEN TN ERLT, ThiZITEEHOS
BRUBEEOEREZESDIL,

Processing instructions

THEHRRE

9. The processing instructions should describe the
different operations carried out upon the herbal
substance such as cleaning, drying, crushing and
sifting, and include drying time and temperatures,
and methods used to control cut size or particle
size.

0. TIRIERE T, ki, R, 8. BB LIE
I CTITIIESEGMEEIT OV TRAL, 5L
ISR IR, TIBF U B LI F Y X%
g BE=HICANRTEEEDHDHIL,

10. In particular, there should be written instructions
and records, which ensure that each container of
herbal substance is carefully examined to detect any
adulteration/substitution or presence of foreign
matter, such as metal or glass pieces, animal parts
or excrement, stones, sand, etc., or rot and signs of
decay.

10. #¥IZ, IBHEOEA ORERHILER,ME

Z,EUE BIZIEEREC, HSR N, Bk

PEE, B BREQLSLAERNMEVERY

RUBBROKEOFELRH T HIOISEREFR]

ift%ﬁg&iﬁéh%f:&)wx%mu:#a&Ui'.%"ﬂa?%
SHEHZE,
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11. The processing instructions should also describe
security sieving or other methods of removing
foreign materials and appropriate procedures for
cleaning/selection of plant material before the
storage of the approved herbal substance or before
the start of manufacturing.

1. TIREREL. SBL-EYEOFERT. L
(S ELERRBITS BB EO-H O T IHNEE
FEWMIthOFE, RUEDREO RS ERIZE
ERAE IS RSB Sl

12. For the production of an herbal preparation,
instructions should include details of solvent, time
and temperatures of extraction, details of any
concentration stages and methods used.

12 {EMERARGOREORHIZ, RREE. #HH
DRLE, B OREO M. RERER VR A
BEORMEST L,

QUALITY CONTROL

an H B2

Sampling

FRIFEREY

13. Due to the fact that medicinal plant/herbal
substances are heterogeneous in nature, their
sampling should be carried out with special care by
personnel with particular expertise, Each batch
should be identified by its own documentation.

13, XY, N EIIERETFHETHEZEM,
o, BAERITHEOEMREEEE T AHE M
BIEBLTITIC L BN\ FIEI\wF O E
EIZRYBNT BE,

14. A reference sample of the plant material is
necessary, especially in those cases where the
herbal substance is not described in the relevant
Pharmacopoeia. Samples of unmilled plant material
are required if powders are used.

14 ENRHOSERIZHDETHY, BWELRE
& - DO RBHIZRESH TRV G S L
RTHd. MRBEHERTHEE L, HRLTHE
WEMRMOSERVDBETEHS,

15. Quality Control personne! should have particular
expertise and experience in herbal substances,
herbal preparations and/or herbal medicinal
products in order to be able to carry out
identification tests and recognise adulteration, the
presence of fungal growth, infestations, non—
uniformity within a delivery of crude material, etc.

15 Bdk s -MREHEORIZ BEAME. hEHE
OIEREDHEE, BEEY. MEOTHY—4+5E
HERICHANVTREITHIENTELLSIC, HEEE
BB X2, WY iR e & HEY i B B G (et
LTHBOEMRRLEBRERTHL,

16. The identity and quality of herbal substances,
herbal preparations and herbal medicinal products
should be determined in accordance with the
relevant current national or international guidance
on quality and specifications of herbal medicinal
products and traditional herbal medicinal products
and, where relevant, to specific pharmacopoeial
monographs.

16. HEADZE HEDEERASL G B CHEY 1L R & D55
AERET, EMHEERR R MEHENEERO
RELRRICEALT, BETHNIIREORB A O
HRICHINT &, FEE-hEOSHOE RN
sztz.ﬁ,!tl,ﬂi@ﬂ%ﬁ%h‘"ﬁvflﬁ:ﬁéo’@kﬁéhé:
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Table illustrating the application of Good Practices to the manufacture of herbal medicinal products 1

Activity

Good Agricultural
and Collection

Cultivation, collection and harvesting of plants,

Practice (GAGP) *

algae, fungi and lichens, and collection of exudates B

Cutting, and drying of plants, algae, fungi, lichens
and exudates *

Expression from plants and distillationss*

Part H of the GMP
Guide T

Part I of the GMP
Guide "

g

Comminution, processing of exudates, extraction
from plants, fractionation, purification,
concentration or fermentation of herbal
substances

5 ; SO S \m' S

Further processing into a dosage form including
packaging as a medicinal product

=i+ ML EEROEEIZHFE6XPERLTNSY,

572

1%

Good Agricultural
and Collection

Practice (GACP) *

W, S, AR, RO B TRER IR,
RUS RO R

W, A, B, MREL RO IRIL IR
* i

DD FEY EFEH

Part Il of the GMP
Guide T

Part | of the GMP
Guide T

T

R, i OmIT, EhroOht, KEME
DR HE., FEE, B LN

ERELTHEEESHEREFI~DSLEHM

H [
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COMPUTERISED SYSTEMS

A A—{EV AT L

PRINCIPLE

[

This annex applies to all forms of computerised
systems used as part of a GMP regulated activities.
A computerised system is a set of software and
hardware components which together fulfil certain
functionalities.

AXEFGMPORFIEZTLEHZO—SELTHE
RAshda Ea—3 b AT LD EMERICEBY
B, A Aa—AEV AT LY I P R U A—F
T DR EREN—IREE>TRTEOMEEE ET
THDTHD,

The application should be validated; IT infrastructure
should be qualified.

T ) =S qu Ny T— T BT, ESI2, T/
TR FRIEBEHREB-LTNAEIE,

Where a computerised system replaces a manual
operation, there should be ne resultant decrease in
product quality, process control or quality
assurance. There should be no increase in the
overall risk of the process.

aAvE a—REL AT LN FENHREIZIR>TRi-
TWSIBRICK. BanfaE. TRER, RERI
DETHAHLTIEALEN, 2L IROURS
AL E,

GENERAL

—HREIR

1. Risk Management

1LURGR AT AN

Risk management should be applied throughout the
lifecycle of the computerised system taking into
account patient safety, data integrity and product
quality. As part of a risk management system,
decisions on the extent of validation and data
integrity controls should be based on a justified and
documented risk assessment of the computerised
system.

PJRDTRDAUNE, BEOREE, F—A40OES
. HEOREETERICAN, AV E2—4{EV AT
LDZATHAINEEHIZERTLIE VAT THR
DAPD—EELT, T3V DEEETF—4
DEEEOPIEIZEHEL, XE Lo E 12—
LD RATLOYRIFEIEDINTITITE,

2. Personnel

2.8

There should be close cooperation between all
relevant personnel such as Process Owner, System
Owner, Authorised Persons and IT. All personnel
should have appropriate qualifications, leve! of
access and defined responsibilities to carry out their
assigned duties.

TORRF—F— VAT LA —F— HEEEE.

ITEFTE EH L HEEDH LM A IZF L S

ROHHE 2RAIL, BIY A TON-BEE1TA

?é%wwéiﬁtﬂ@%ﬁ\ TIRALAIL, BIELGET
TS

3. Suppliers and Service Providers

3 IR EFEY—ERTONAE

3.1 When third parties {(e.g. suppliers, service
providers) are used e.g. to provide, install, configure,
integrate, validate, maintain (e.g. via remote access),
modify or retain a computerised system or related
service or for data processing, formal agreements
must exist between the manufacturer and any third
parties, and these agreements should include clear
statements of the responsibilities of the third party.
iT-departments should be considered analogous.

Y= —FT—(HRIEHERE, F—ERTONA
A)EAE -8V ATF AR —
A TFT—RNEOEHOT—ERERE, A A —
o BB, 4. N T—b, RS (R
£ VE—F7OREFZEEBELT) (LR, #4541
HITESGE, B ER LY —F I —F—ORIz,
ERLGRMHMEEERIELLT . Shbm -
&, Y—~F R —F—OERORELRHTSL
& THPHIRRRICE &R H S EHET L,

3.2 The competence and reliability of a supplier are
key factors when selecting a product or service
provider. The need for an audit should be based on
a risk assessment.

32 MRBVEH—ERTONA A ERILEDMR
WEORNEEBREETBRERTHL, EED
MBIV RVFHEZEEIZT S,

3.3 Documentation supplied with commercial off-
the—shelf praducts should be reviewed by regulated
users to check that user requirements are fulfilled.

3 HRORECET 5XEG. i—F—OERE
Bt o A REET B bt S R 5 —
":’:'—ﬁfﬂﬁﬁj—%’):&o
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3.4 Quality system and audit information relating to
suppliers or developers of software and implemented
systems should be made available to inspectors on
request.

34 ##4FE . VI T RUERLTWNAV AT L
OERFEBIZETME VAT LARUVERFRIEE
REODBRLVDYRE. RRTEAHIIICTHIL,

PROJECT PHASE

A FE - IRREERPE

4. Validation

4, \)F—230

4.1 The validation documentation and reports
should cover the relevant steps of the life cycle.
Manufacturers should be able to justify their
standards, protecols, aceeptance criteria,
procedures and records based on their risk
assessment.

41 )T —2av DX ERVREEL T/ THAY
LOFBETHEREMES L L, BEER Y
ADEHEZEEICLf-, B2, TOba), FEEE,
FIEE. ALFEEHIETESLRIICTHIL,

4.2 Validation documentation should include change
control records (if applicable) and reports on any
deviations observed during the validation process.

42 N)F—LaV XEITFEERR GETAS
SYRUNYTF—L 3N TECRHLN- R
BT AMEEEEHDHE,

4.3 An up to date listing of all relevant systems and
their GMP functionality (inventory) should be
available.

43 FTATDEETHVATLEGMPTREELTING
?ﬁ&m%&ﬁwi—‘—wzh(—%ﬁ’i)ﬂ)\#ﬁ%é:

For critical systems an up—to—date system
description detailing the physical and logical
arrangements, data flows and interfaces with other
systems or processes, any hardware and software
pre-requisites, and security measures should be
available.

BFEAL AT LIZDOWTIE. EARUGHENIE
B, F—Aa0EN, O RTFLENEITIBEOA
=D AEHLGRRTNERIFTO AT L,
N—FxT Vb7 DBESHORERR Ut
Fal)F4EMNFATESL L,

4.4 User Requirements Specifications should
describe the required functions of the computerised
system and be based on documented risk
assessment and GMP impact. User requirements
should be traceable throughout the life—cycle.

44 BEREBETEEL, VP12 AT LIZE
RaEhf-#geEaEttiL, XEShi) X755 E &
VOGMPADEEIZRINTCIE, A—F—HREIE
&, SA7 A7 NFECCGRIFRIREETH L L.

4.5 The regulated user should take all reasonable
steps to ensure that the system has been developed
in accordance with an appropriate quality
management system. The supplier should be
assessed appropriately.

45 MHESIFHA—F—(F, BULREEECR
F LMD T VAT LD BEFESIN TSI EEREE
TE5-600, HLPIELTEBEELLL, #HiG
FEEUIFEET LI L.

4.6 For the validation of bespoke or customised
computerised systems there should be a process in
place that ensures the formal assessment and
reporting of quality and performance measures for
all the life—cycle stages of the system.

46 FERNTHAETA X Shi-avEa—42kd
ZATFIDINYTFT—L53 2 DNTIE VAT LOES
A7 AINEBLTRERVHEICIOWTELN
BT T RCEEL THRESRIET S0 T
BAHLIE,

4.7 Evidence of appropriate test methods and test
scenarios should be demonstrated. Particularly,
system (process) parameter limits, data limits and
error handling should be considered. Automated
testing tools and test environments should have
documented assessments for their adequacy.

4.7 BEOERERAERURBAHEOINETRT S
& BTV RTF L(TIR) RS A—2ORRIE, 7—4
DRFERVIS—DHFWNEEERTH L, BET
AR YL B URERIBIEIZDULVTI, 3E{ELI=E
[EEMADIEREFFEREFL TSI,

4.8 If data are transferred to another data format or
system, validation should include checks that data
are not altered in value and/or meaning during this
migration process.

48 F—REUNOT—RTH—TubELMEI AT L
[T RIERE, ) F—=a B WTIE T—
AMCOBITNIEBEORIZ, ERU ./ UTEHRNE
HoTWELWIORERESTIE,

OPERATIONAL PHASE

& A ER S

5. Data

5. 7—%
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Computerised systems exchanging data
electronically with other systems should include
appropriate built—in checks for the correct and
secure entry and processing of data, in order to
minimize the risks.

DR T LTAVE a—4F AWV CTF—4%2 TR 7
BAvE a—F Y AT LI VARG ERMNIT S
OIZ, EfETRE2HANRVT—ZNBO-HDHE
P AMREEZED L,

6.Accuracy Checks

6. IEREMEDHERR

For critical data entered manually, there should be
an additional check on the accuracy of the data.
This check may be done by a second operator or by
validated electronic means. The criticality and the
potential consequences of erroneous or incorrectly
entered data to a system should be covered by risk
management.

FHTANSNEEELT T, T—HDEREN
IZRE D EMHERETTHL, COERE, BlDig
EEHVENA)T—rEhf-avEa—85H0 =5
BT TELI RGN, VAT AIZBR-THLME
FIEFEIARNSN=T—AOEBELRIYS 54
RIZVAITROAVMTIEC L,

1.Data Storage

1. T—3DRTE

7.1 Data should be secured by both physical and
electronic means against damage. Stored data
should be checked for accessibility, readability and
accuracy. Access te data should be ensured
throughout the retention period.

17—, WEER A AR BT A A Eo
TIREENLFHL, BESHETF—RIET 7R
DLATE, WEtE, EREEIRET 5oL,

7.2 Regular back—ups of all relevant data should be
done. Integrity and accuracy of backup data and the
ability to restore the data should be checked during
validation and monitored periodically.

12 T RTCOZRET—HADEML R vITITET
ST NI T T T—EDOFTEEEEREERD
T—RERET DN, ) TF— 30 TREEL,
EHMIZE=A—T BT,

8. Printouts

8. ENfi#h

8.1 It should be possible to obtain clear printed
copies of electronically stored data,

8.1 BFMICEESh -7 —2 DB IAIZEIRIL =5
Ee AFHREIZTHIE,

8.2 For records supporting batch release it should
be possible to generate printouts indicating if any of
the data has been changed since the original entry.

8.2 NuFOHAZEHET SRBEDHIC, AYS
WDARDEIS, T—2OWMNEEER N ERSH
'C;,;?73\&55ﬁ"éﬁﬁéEﬂﬁﬂ%’é‘l’Eﬁﬁ'@%é&’)I:L
THlE,

9. Audit Trails

9. EE & EE R

Gonsideration should be given, based on a risk
assessment, to building into the system the creation
of a record of all GMP-relevant changes and
deletions {(a system generated “audit trail”). For
change or deletion of GMP-relevant data the reason
should be documented. Audit trails need to be
available and convertible to a generally intelligible
form and regularly reviewed.

DA EEICLT, HoBGMPLOEER D
HIBRDERSFDIERE L AT LAICHHAND S EEER
FTHE, (VAT LICHAEN-TEEEEWR I THD
Z&)GMP LD T—ADEEH WD THIBRD =D
HHEXELLTHIOE EBAMITAFTIOLEN
TE, —RIChhY LT NER TR R CE
BIZBETLIHENHS,

10. Change and Configuration Management

10 EREIRBERENER

Any changes to a computerised system including
system configurations should only be made in a
controlled manner in accordance with a defined
procedure.

VAT LDRBEREEZEHI-AVE 2LV AT
l—%@’ﬁili\ EBRINEFIRICE>TEBIN A
AT,

11, Periodic Evaluation

1. B EE

Computerised systems should be periodically
evaluated to confirm that they remain in a valid
state and are compliant with GMP. Such evaluations
should include, where appropriate, the current range
of, deviation records, incidents, problems, upgrade
history, performance, reliability, security and
validation status reports.

AVE 12—V AT LIZDWTIR, Y AT LE
WIREERL, D DOCGMPIZHEELTWLWANEFRER
HI-ODFEHMEREZITS L, TOIILEE
3, BBETHNIE, BEEOIRE, BRI, 1
W, 7yTTL—FOREE, e, S5, %)
TARUN T30 DIRIRBEZOETRES

BT,
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12. Security

12. %o} 74

12.1 Physical and/or logical controls should be in
place to restrict access to computerised system to
authorised persons. Suitable methods of preventing
unauthorised entry to the system may include the
use of keys, pass cards, perscnal codes with
passwords, biometrics, restricted access to
computer equipment and data storage areas.

12.1 AE A= ATFLAANDT I A%ERE S
Abhi-(FREICHIBT 50BN ERU .~ X
!at MR EIEAERITAIE, VAT LANDARERLA
ﬁ?&%ﬂﬁ@“%ﬁtﬂmﬁ,ﬂi F— IRAH—F, 15R
J—RIzkBIAAD—R, FFFREL. O 12—
BEUOT—SREEE~AOT I AGIRESH 5,

12.2 The extent of security controls depends on the
criticality of the computerised system.

122 )T EHOEEL, avEa—4{Ed R
TFLDEEEICZELD,

12,3 Creation, change, and cancellation of access
authorisations should be recorded.

123 7O RERDHRE. LH. BIRECERT 6C

[+]

12.4 Management systems for data and for
documents should be designed to record the identity
of operators entering, changing, confirming or
deleting data including date and time.

124 T—ARUVEHEOEWL AT AL, B4 &M
EESt, VAT LADTIEREL, T—4%FEEL.,
ﬁu%%ﬂ}% fﬁ?—;ﬂ'“fof’?a%‘l’ﬁ%a)pﬁkﬂﬂ%?"Eﬁﬂ'%)ck?
:;Qn —

13. Incident Management

13. FHDEE

All incidents, not only system failures and data
errors, should be reported and assessed. The root

AT LOWEEFIERUGT—ORYIT TR H
S AHEREEELIHETHo L, ERGHERDR

cause of a critical incident should be identified and |AREVEREEEEL, ThEEICRIERE - TN
should form the basis of corrective and preventive [BEZ{EY EITHZE,

actions.

14. Electronic Signature 14, BEFEA

Electronic records may be signed electronically.
Electronic signatures are expected to:

BFEHFAVEA—SEAVEEANTESD. B
FERIIUTOBYTHS.

a. have the same impact as hand—written signatures
within the boundaries of the company,

EHNTOFEEDER LRCMNN DS

.

b. be permanently linked to their respective record,

b. BERNFLETHRY. 84 DREGEHEBER TS

¢. include the time and date that they were applied.

c. ERETO-BARBESD

15, Batch release

15. /S F OB HEITE

When a computerised system is used for recording
certification and batch release, the system should
allow only Authorised Persons to certify the release
of the batches and it should clearly identify and
record the person releasing or certifying the
batches. This should be performad using an
slectronic signature.

HER O/ AYFHAORERICAVE 1 —42 AT 4

ZERATIHSE HFHEZEOA /Ay FHED
"_‘HJEOD*EBE’EH!U&) /\‘J?U)Hjﬁjb\li-ﬂi&%'ﬁro
AR EEEHMEICEALERT S8, ChIXEF

EBREEATHIE,

16. Business Gontinuity

16. BEREME

For the availability of computerised systems
supporting critical processes, provisions should be
made to ensure continuity of support for those
processes in the event of a system breakdown (e.g.
a manual or alternative system). The time required
to bring the alternative arrangements into use
should be based on risk and appropriate for a

EFETRERZYR—,3 21— AT LDE
DOz CATLOWRENARELLIBESOT
BOYR— O FREE TSR EEETHS
I zIE, FEELVEREBOVATL), REFH
FHEDBOHIDIZHELRERITVRVICETSE

BRI RTF LR UL AT LD R—h 3 5855208
BLTWAZE, COMNBZEBEUICXELLEETS

particular system and the business process it &,
supports. These arrangements should be adequately

documented and tested.

17. Archiving 17. 7—h47
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Data may ke archived. This data should be checked
for accessibility, readability and integrity. If relevant
changes are to be made to the system (e.g.
computer equipment or programs), then the ability
to retrieve the data should be ensured and tested.

F—RET—hATIBBETHENTEDL, 2O
FT—2E, TORRAOLLTE, Ak, tetEiE
BB, VAT L(AVEL—EOEEBENMITO
LN EBLAHEHEE. T ETOEN%E
REELEE L,

GLOSSARY

FEE

Application : Software installed on a defined
platform/hardware providing specific functionality.

FI)r—ay BEOBESRMET TSN
TH—=ISIN—FI T,

Bespoke/Customised computerised system ; A
computerised system individually designed to suit a
specific business process.

WED A NAFTA RSN a0 E1—FE L AT
L REOBEITET BLIIER TSN z0
o a—SEYRT A

Commercial of the shelf software : Software
commergially available, whose fithess for use is
demonstrated by a broad spectrum of users.

TEOY I LT BEERICAFTEAY I
7 EHESEIXASEOL—Y—(ZiESh A,

IT Infrastructure : The hardware and software such
as networking software and operation systems,
which makes it possible for the application to
function.

(TAVISANSIF N 2y T—7YTNI 27 RO
AR —2a VL AT LIGEDN—R9 7 RUIT
!:r%ﬂ’o TI)r—Lar RS 5 EMTREIC
5%

Life cycle : All phases in the life of the system from
initial requirements until retirement including design,
specification, programming, testing, installation,
operation, and maintenance.

SATY A7V ERE BRAE, TR S LER. HER.
RE, #E. RFEEZIO, HOEREEM
bREEFTOVATLOWBHAMICE TLLER.

Process owner : The person responsible for the
business process.

TAERF—F— EBITHLTCEEEZES D,

System owner : The person responsible for the
availability, and maintenance of a computerised
system and for the security of the data residing on
that system.

SAFLF—F— VBBV AT ARUTR
FhLISHEET ST —80EF2UTAOERIE, K
URSPERIHLTEEEES AN,

Third Party : Parties not directly managed by the
holder of the manufacturing and/or import
authorisation.

Y—F 7 (BERE BMAEEICLVERES
EIhAULEIR,
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MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS

B bRk il

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.

BRI EERGMPORBANEEEMMIT MRS %8
FLTEHETATE, thOHARSA U IFE RO
RPN EE T 528, FIREIZDOWNT
(£, TEEOMBOEMICET-FEIIH L TRET
HHIE RUE GORBEREIEL LD THSD
ENVETHAH,

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
preducts 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.

BRIZBLWTIEERESh-ERRCRESNGES
[ZH B LAHERE (o AU A0 AN S algE{EAY
Bho, RBREMNE~DOGMPOERIL, WHEENIR
iz Ehia e, RUAREYAAERENEICH
KT LRI REMNE, MEUIEITL>TRIR
FENBEINGNCEEFRITH2OTHS. R
FRICBBREBLEA~OGVMPER L, R— O X 38R
ot BB TERAINh-RICRBRED/\vFET—
EftERT e RURRECRRBEMIZHITHE
Egﬁg‘gi%{téﬂEi—'ﬁ1téhé:t%ﬁ<§Eﬂ'%}
=IC o

The production of investigational medicinal preducts
involves added complexity in comparison to
marketed products by virtue of the lack of fixed
routines, variety of clinical trial designs, consequent
packaging designs, the need, often, for
randomisation and blinding and increased risk of
product cross—contamination and mix up.
Furthermore, there may be incomplete knowledge of
the potency and toxicity of the product and a lack
of full process validation, or, marketed products may
be used which have been re—packaged or modified in
 some wav,

BEREALE L, ELAEEENDRNIE £
HARHE THA-HIcaEFFAoNE#I
HoTLEICE, EEALETFRIEOERMNLIEL
(£HbHE, WRTREBEDRELELBEROUA
SIMBRTHoEMD, TIREICHEBLLVEHTH
4, BISABREBEOEDOCSHICETHERNTRT
Stk T ToERN)TF—av A HETY
HhZE RITBEESh—SERA A SN
BREAFERSNDTRENEAHD.

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.

DG ELTRBREADGVPE R EICHE
L. HFIIHEhTOWIEBANDETH L. £

BEREROABEAETETORBREMIEFIZONT
%ﬁéﬁ&’&ﬁ?%iﬁ%ﬁiﬂﬁ%&@iﬁ[’E’l‘f’ﬁ%ﬁ\’%%

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

BLEERECBOTRY—EOEMELSBERLTNS
f=OIC, BHOTEDBRESATLNROLOND,

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.

KT Ao RILHREME DR, Bk, BHICE
FTEHAE L ALEATEY, GCPHARZA %4
igékaﬂ:‘ ZNHEIECEDELTRE ML

Notes ER
Non-investigational medicinal product EREBHEEMR

1/17 R—=%




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 adeguate 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.

RERE, TR A BELS OEEIAERS
MOWERFARBREINSD, FOL5GEAIT. T
fA. E?%R(iiﬁ%ﬁ.td)ﬁﬂﬂb‘%%ﬁﬁi’ﬁ%d)iliﬁ?ﬁ
FIELTHERSADTRIEN DY RV X (L%
DIEEBRPEEREANESNSIEERIETS1=0(Z
BETHL, FTARABERFNEHEFEESS
F=OIRRERET B S >THEAT AN TE
5. ChoO AT AREORIECAENRINED
THhY. iﬁﬁﬁiﬁﬁﬁ%‘m&ﬁ%ﬁl’ﬁ"ﬁfﬁl FoTfEsh
HEUNAWL, RRIEEEIL., ThoOBHAE
ERE ORI RDE M. ERI ;E—a'cmé_&
FEHBORBTEZEELCGRROBMWICELLE
DEGREERT AL, MERGERTEREETH
HhEMN RUBEESNE-LOMEID, ZEEE
j_éhezo IEIEﬁ%bﬁilﬂﬂﬁ.!hﬁ(mh\o)ﬂ%‘cabéﬁ\g
M E BREShTOWAE0OTHENIE., BERIKE
Bl BREIBRBREERETDODHAIZFHS
R/ BEICES>TVWSIE, M ORBREOREE
ERICAKTWDEBEBEORMIZESLRE A, EY
T%%h&%{%umﬂ-égto ;O)J:‘)Eﬁﬁl d:DL‘-C
(F. HAHIEEICKDTRINA RAESE N RSN

Manufacturing authorisation and reconstitution

q
SEHNRURSRORAH

Both the total and partial manufacture of
investigational medicinal products, as well as the
various processes of dividing up, packaging or
presentation, is subject to the authorisation. This
authorisation, however, shall not be required for
reconstitution. For the purpose of this provision,
reconstitution shall be understood as a simple
process of:

ARBRESAER U NAEED T THRUNIT,
B, NIMARESEOH 2RI, St
S5, LWLZOFRNE IS OO DFREIZ L ERS
NTWEWL, ZOFREOCHBIL, BREDOT-HDEEL
FUTORATRRELTEBT I,

« dissolving or dispersing the investigational
medicinal product for administration of the product
to a trial subject or,

SEROWRE~OEYOBREDT-HDRBREND
BREVEEETHL,

- diluting or mixing the investigational medicinal
product(s) with some other substance(s) used as a
vehicle for the purposes of administering it,

TWERETHEMT, BMBEIELTOMRDME L
HITERBREERIRANLEATSTE,

Reconstitution is not mixing several ingredients,
including the active substance, together to produce
the investigational medicinal product.

BEQEOORMT., AREZEETLHD.F
DTS OMDETDEETHIETIEE
Ly,

An investigational medicinal product must exist
before a process can be defined as reconstitution.

BEQ-HORBULEEZShAIEOEIC, JREREE
MNIFELTOE T RIEE DN,

The process of reconstitution has to be undertaken
as soon as practicable before administration.

REDHOH BT, TEHRVREDERICITH
RIS,

This process has to be defined in the clinical trial
application / IMP dossier and clinical trial protocal,
or related document, available at the site.

AL, BBREIMPERR AR ERATESE.
X3 ER R e HE R% T FI A AT BB S I E RS
NEThIEEA0,

GLOSSARY
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Blinding

A procedure in which one ar 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 proeducts.

BRI
— X (E T M DL E ORIRERE (R ) AR5
BB GBI TR LR BB E D BTk, — B
i 30 A A AR TE G UORIED = SE 1
¥ d - BERILERRERE, ARER, £=
5B 5 B OIS A1 KT — SRR AL E A
AR TR RO C LEE . ABRIEICRIL
T BRI AREE OIRE I SH > TAREDHR
AR ENIC BT C LB B, BROBRIEE
B ABRED ERERN S CEEET 5,

Clinical trial

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

iBER

SBERIL. BEREOEIRN ., BEPMERRU X
FFOMOEHZMERERB T oL, XITREEY
AE RO/ RITEBBREOSIERAZRIBHAHIE,
EU/ Xid—fEEX (L EEL L0 BBREOR
R, 924, RERUHE, ikl R 2R
THERIZ, ARTHIEFERLTNLS,

Comparator product

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

FEGES
RBICEVTHBELTRVDREBREX TTTARE
(T bRGEE)  BELUFTIER,

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.

Rk (B
ARBICHINERIRBELTHWLONDEEYMEH
(RE)RITTF7ARORAEET . GH, BIARR
Hl LR BEI TREAXITHER SN S (BFIE X
AEEhD)EE, RILIERROEISEICHBRAENS
EE IEBAREF OV TEMBERE GO0
ICERAShaLZEET,

Investigator

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

SREREEED
REREREREEICBULAREROREE. BL
RERAVAREREREBICELTEBANSTS
F—LELTEESNALESRRETEMIITES
égb—;;g —4—%fEL ARBEEEMEMTEND
—&m °

Manufacturer/importer of Investigational Medicinal
Products

Any holder of the authorisation to
manufacture/import.

SREREILERE CRREWMARS
ik WMADHAERETIE.

Order

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

R
HOLWMOERERZMT, BERU ./ XISEE
I o=

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.

RS
BEEONL, %, AEEERE., \yFHER
VR RARMISEOREEERITTEIH
BlLEhALEREEDIMOBEI7AIL, Xiddh
%&ﬁ}%ﬁﬁ%ﬁtﬁz{»&é}ﬂﬁL,—cué—ﬁﬂa)%
BI7AI,

3/17 R—T




Randomisation

The process of assigning trial subjects to treatment
or contro! groups using an element of chance to
determine the assignments in order to reduce bias.

MAELIE
BT T T RAEDECTHEIBRNGERER
WIBBRE IR 5 SRR (2 TR,

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

HAEREa—k
RIF/IETIETE L OWREICERIY /1T 0E %
NI TEBHI RN,

Shipping
The operation of packaging for shipment and sending
of ordered medicinal products for clinical trials.

Btk
BRICBELTRRERIMT-RBREOBEDHD
BEERLEMEER,

Sponsor

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

SABRIREEAE
ABORE, SERV / XEEERECELES
THEA, St AHBEAITH R,

QUALITY MANAGEMENT

i E B E

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
suidelines applicable to investigational medicinal
products.

L BIEEARVIEHWAEEICKYERET. 3Rar, BT
SNDME AT LIL, FBERECERINHGMPIR
BB UHARSAUEER/LOD RBRKRBEEDOF
IRERIZiEET D&,

2. The product specifications and manufacturing
instructions may be changed during development but
full control and traceability of the changes should be
maintained.

2. BB E LA EIERELRERAEELELTE
BHRETHHN, TEORELTEREI—YE)
TFAEERTHILE,

PERSONNEL

=]

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

3 AREBERBISHBTSERAIL, ARED
iﬁfﬁ#ﬁﬁ@%*%ﬁl:ﬁmfﬁml:#ﬁtﬁ%ﬂlﬁﬂ‘%

Even in cases where the number of staff involved is
small, there should be, for each batch, separate
people responsible for production and quality
control.

BRI HASAVIOENADLENERTH-TE, &
NYFOT-HOEEEHESEEEICHLTOR 4
DOEFEZRBTLLE,

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.

A4 REBREHTEIEILEAT Ry XOEREIE|C
HETOMBEVATLANBAEERIETASEN
FalicmY, ED-hEERFR AR IRICEE
LENERE A 35D & RABRER A AEICGAR8mE
HEETEEOROOTAF AU DTS4
238-41Ztib Y 5,

PREMISES AND EQUIPMENT

2Y R Ukin

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 FZE, B (Bhee) BRI ARETCIIE RIS
RIS TELT, TOEHEXFROL2R49%
RMETDIENBEENBIROSND, BRiHAO
BEOHR RELERTERVEREICBITS
HARBRRIZOVTIEINLYRIOFEERMT 2
& TRV DOWTILEY G EEET S
C&, EiRBHORFRICBLUTIRARED R ERF
BEETHL,

DOCUMENTATION

=

=]

XE
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Specifications and instructions

RBERERE

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.

6. BE(HRERM., — @ty PAMNEEY
PSR N RAR SR . EhEA S, TIRER
ERVAEEREIETEARYSEMNICRHGE
HREBLLAD &, Cho X EIFRFEMMZERLT
EHOICREL. BEICHLTRIIRET S,
&R OBETRISEHT—%. BRFOHM., RUER
HERUVEEHF EOEREBEEZEZRICANTER
L. BERO R —HE T &R T HIE, LVDVED
TELFIEZITH-THD. FOFESEICERER
OEWMEHREEOLSTEBEOREICETS
BHEAFEL L,

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. EEOBEHEEHL. TEOBRALREOR
’iﬁﬁfﬁﬁﬁlﬂ ORBIZRFEL-ZBIRELRRITS

Order

iER

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.

8. lERIZVCOMDELORE, BERU.IE
TOEZREERTHLOTHY, RBRIREAENILL
ORBACS - TRBREEERFITHLTITOC
Eo BRIEXFICESTTVNEBTFHETFRICK S
EDNBHYHD)  WINEDERSLRITERTHLHT
& RIFERICRBESZT, BRRAKERTRR
EHFTEERISEYIR®T L,

Product specification file

HERREE

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:

9. MR HME(REERSR) TRROHRREICK
C. [BRO M —HE) T Z @I ITRERL DD, ##
ATBEIRET S MARGEETROXEE
BLCE RIFERT AL,

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

R, AR, R, L IRAWEY
(SRS B AICEE T HIRME LSRR IR

* Manufacturing methods.

BUETE

- [n—process testing and methods.

F TRERRERETOTE

= Approved label copy.

FRBEINTZRRIANILOIE—

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

BT R ERM EELEEALI—F B2
SEH)

- Relevant technical agreements with contract
givers, as appropriate.

BET HRAEEOEMRN (BRETEHE)

- Stability data.

YREMET 5

* Storage and shipment conditions.

RERUVEREMYH
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The above listing is not intended to be exclusive or
exhaustive. The contents will vary depending on the
product and stage of development. The information
should form the basis for assessment of the
suitability for certification and release of a particular
batch by the Authorised Person and should
therefore be accessible to him/her. Where different
manufacturing steps are carried out at different
locations under the responsibility of different
Authorised Persons, it is acceptable to maintain
separate files limited to information of relevance to
the activities at the respective locations.

FROVARNE, BEHBEBIZBET A0 THL F
= AN TERBELTOSELOTIEILEL, BERA
B RCRERBICECTELRTETHAS, Chb
DEHRE, HAETEICEIBEO/ N\ yFOHRTFY
HEFOENEEHHEORMEET DL, ZOT=0, H
FEEENHEHETARICHERTEL LSS
TWaIE, Bl T-EE T RARL 18 CE
Got-HEEEBOBETICKEm SN E4E, Th
Th OB OEEREEERICRY BT 7ML
DIERBRENS,

Manufacturing Formulae and Processing Instructions

HENASRUIEBRRE

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. FEGEERLMHRIC O VLT TEY A EL
SNE-RRERVRFENDETHD, BhEMEE
ARYEBLITOIGWNES, YA~ SIS ERES
DY LLERT DB EREL, BUEHRFERENFL
hEGEI, BRILAROBEIEICANLAS
AR D XEERICE>THRIZEE LS,

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. SIRRREADRRIT, T8, 2k, aEEHE
AR, RESEHE, MEICRIFMCEDOERES:
T BERICEAYT 52L&,

Packaging Instructions

wEERE

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 guantity of each
product required has been accounted for at each
stage of processing,.

12 AR AROBRE RISt ENEI-E

Exnp, AR, REYER, RUSER
ERETHHIDETEMBESH T, ARTH
DBRARIICIRR Y 5L, BRENF- L REEOH
BN ERTHHC LEREELEOEBIETHLMIC
T o0 R AR E BRI EERMT H0L,

Processing, testing and packaging batch records

TiE. BBk, 8%/ TR

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, AYFERBICIEERICEEShf-C&hbhhd
FOIC—EDEREEICDLNTEMRIZ TR LTEL
THRLTE AV FRBICIE, FRALEFIEEET TS
NEBHICHLTORIEERL, -8RI
FHEEERD ., BUEAEORRBICESTAHL540
BEmRESHLHE,

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

14, Ny F BLERRISELE T HRHIRE S TL
HEMIIPLEELRETHIL,

PRODUCTION &l
Packaging materials s

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.

15 MERUREERORE 1L, R SaENEIC
EAHNYFROHRE EOELOF-HITHETHNVE
BORBRNEINh CLESCEER LT 2 %EEESD
f:%d)f“?ﬁ%}:r‘_‘o

Manufacturing operations

SLEEE
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18. 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.

16. ISR ZEL CEE/ NSA—HTHEL, F-
ITHENEHIIEANCIREEHT LHIFHA
THZE BEMGELE /NS AR ETRATHRIL,
FUBHIMRREEMBONLOEEH THA
DEBIOHTETELTHSS, HELIBHIEFE
L. ZOERELMERHCBoN MR IR
(SIS SHAHIZIE, HEEEICKSIRIRN
ERARDLND, RS, EHEN/N\TA—4
(;té%CDE%;ﬁ"@ﬁ%ﬁi'@%é%ﬂéﬁl:%’ﬁ%E%dt?‘é

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 biolegical origin should be
demonstrated, to assure the safety of
bictechnologically derived products, by following the
scientific principles and techniques defined in the
available guidance in this area.

17, AREQEETRIT OV TTERHETROL
NAWEE T/ T~ HTLEHFTh TLVED
M, BELBRBICONTIIN) T ETRENST
ENFEND, FERERICHTHME TRO /Y
F—au DN EHROBREU R EFLA L
OEETEMT HL, I, RETHNIEL, o
ILADTEMEAL Bz RO EW R RO MO T
DEEAL /BREMN., 1M A T2/00— G BARER
BOREEERILTEH-OIZ, CORHFOHAH Y
igﬁfﬂtb\é%i%ﬂ@ﬁiﬁb?ﬂﬁl:mo-cg‘ggmg

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 teo sterility so enhanced attention should
be given to operator training, and validating the
aseptic technigue of individual operators.

18. 1N FHAXHBIPENEE BEITEO/N)T—
LAV TSRS RENETE TS, COGE . FTA

HUMNETORTARKEEGYS5D. 5L E
FTARETHY. FhUNDOETEEOIEEL 3

L—bTEd0THhIE, HERELTLYRELIEE
EEFRIET 51=0(Z%, KYEROBERTERETS
& RTAEESIZOLWTIE, LIELIERE 451
HORZIRBEETIFHEEANLEEEERT

EEShAZEMNE, HEBDHEIHERUTELD
REEOEERMEN\) T, BIEIKREGT

BHiS2E,

Principles applicable to comparator product

XTHREE D R 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 SR GIRE) (CEREMASBEICIE, Thd
NEFIZE>THR EE) DTOEENAEE
LMol EE RIS BT 2 (HRIE. BE
'Iiialzt sﬁﬁtﬂ%ﬁtﬁ% NAFTFTRASEYTF1 2 AFEL
THiSE,

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. }EBEOTOAEIFEEH SN TLOLHBHAR
(%, FAEQRERELF-IZVMELALGNMBOR
BABARLUBESICITERTEY, oRELLT
BELEWTHAS B ERIRL, HEED
8. BRHERVARBEICRBOREREE
EZREL, EREEFGTZORBANRET S
& COHBIFESBILTEDLIICL, ELTRDOE
BEOHFHPBREMA TEREEN, FHHRESE
REPREOBEEER DL,

Blinding operations

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

21, BEBEOERILEINTLAE., SR AZRH
BENTWS—AT, REASES . SRET0 SR
NUFBSEEHTIERIE ABREORENRE
SNTVDIEERETIODVATLEEET S
& E BRBICBWLWTITEREOHBA AT C
[CTEDHESIZLTHLT L,

Randomisation code

BEHIED—R

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, RERED AL CHNSEEEEO—FOER.
WEREF., BA. ED. REICET 5, RUEE
LiEa—F O EICET 5FIEEEERT A
Lo ChoDRRITEYICEFET AL,

Packaging

ax

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

23, ABEDABEEREICIBT, AFICRLEES
AU TRGSHRERYIESIENDHLIEEELH
B0 MAERRFT VAV TEVVEFIEE ., ik
Eif. BREEE~OENLLETINGEIZL>TR
MEdBHTE,

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

24 REBEQAELISANKR RIS EHEN BRI
ARTETRRERILEWN(FRITEFhERE
THIEEXYRE) I BmAELLTWATE
BRI EREEEERT L%, YRS THL. 0
=&, BT Sh =t EE LSO
URSTFEER ., SAOI TSR, TRENEEOKED
Jizfd:\ SANRMMIZR T 5 EREEHRIETS

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 (L, RREQESER AN e AT
DRELZBLTRIFEESETICEMTWNSECEE
R HDELOTHITNIEEDEL, EhErhcs @ik
DERFPRITANMEASh TSP NRERIZ R
TELESITTBIL,

Labelling

R

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. RZIZHBT B 73026-30D L HBRNEF

FHEDT, SRILFRLEWNWSENIE YL TEANE
YBIZE—mtLE-BFERIE AT LDHER) .
TROBRESANLTRT DL,

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) ;BB | EZER b F K B 525 (CRO) X
[(LIRERERT O AR, i, BIEES CRRRZE. A5
RURRROEHRRARO X EE %)

b) pharmaceutical dosage form, route of
administration, quantity of dosage units, and in the

case of open tria|s1, the name/identifier and
strength/potency;

b) Bz, 5, REBEOE, F—T HE
%i%ﬁl:(iiﬁ%ﬁﬁm% W RWRHANRUEE/ N

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

T BREERICHL T /RRICIET TSR IS0
RBREOAH /" ESENEVEE/ Ll D)
=EDIE,
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¢) the batch and/or code number to identify the
contents and packaging operation;

c) NBLBEXRMNTEH0/ \‘J-?F}S'LU/SUE‘:
O—F&HS

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

o) Bz EAEVG S . SRERIRER. EEER R Y
ARIREZOBA EREEICT HRBESI—F

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

%iﬁ%ﬁ%iﬁ%ﬂﬂﬁ%/i‘mﬁﬁ%\ EEEEY =F
=

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

f) SHERERT DA (), (IRICEFNENGE)

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

o PBE & (SRERFERE XEBREETEEH
[CRAESNF A CEPRORAZTNOED)

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

h DRRAICRL IR IFEHOFEEE

i) the storage conditions;

i) FREEH

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.

) {E FREAR (AR, BRI IEBEICEHLT
HREBE) ., B/ERR, BircERRY R

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

k) TFEHOFOEABLMEFRICE(CEIDEH, 1=
Egiﬁ%ﬁﬁ&%&%ﬁ%hiﬁ EICFLRLELEE I

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. JBEREE L RERICEE 4 A5 RURSBOER
RSO 1= O EEBEDERCERFSIL, R
FHEHEEMAFERE R LRI XELH—FDORE
HZTCNOEBHES>TOAEBEENTHSE
SlBLTIE, SR LEIZFTRTT HBEILLY,

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 reguirements
with respect to the contents of the label on the
immediate container and outer packaging are
summariged in Table 1. Other languages may be
included.

28. FEHER BRIL AR EAEASNIE O HET
T AL, B a0 261 ZHIE L HMERBBITE
ERBRUSN @RI E-T-?‘é_t(tbvazzg 30
THRBRTIIBEER . EERRRUNAEICR
TR ARBABICHEIBRIIERICEED -, thd
EETOLEZTEMLTEHLL,

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, BIE A HERE N LAREX RS TLERIES
Bz, L3026 CHIE LRGSR AR
FahTthanaiEltybMii>THWAEEREA
YeiEsh, —#ICERELTR(CEICR-TINAE
Bk, BLTISRYIEREZEER& L (RITEEESE
%}_%*Et:?ﬁu:?ﬁﬁmwlzﬁﬁﬁﬁt)I:%f%‘n/in?

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

a) SEBRMRIEE . ERMAFAERHZITMREE LD

BEAT O 4 Bl
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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) FlRZ, 54208 (O E R SH TR D 3%
SHMOE, AT RBOESICERBREOSA
. BLERFE A il

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

%W@t BEEMATELNYF RV XIE2—F
=

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

d) fIZFEEAELME S, AR, JABREM AU
SRRERES OB £THEICT ARRBEI—F

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

?—_). BEREMMNES,ARES, R THh(EERSE

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, LLEBRAENRT YA —aXLOREEZ LMY
[FE0La 26 CERESN DB BEAR TR TSN
WP T D ESENSNE B SR AES, T
TERICFEMFRBADO R RETICL, TOESTE,
—RAFECIILUTOREESD L,

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

a) JMERIREEE , ERMFAFIER

R ETHRE R R
EARDAH]

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) FIR ., 52 (1 Q@M AR TIEERA ), B
SRR A—T U HEROBEICITAREDA
oL & Nl

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

%Eﬁc‘:@%ﬁﬁwl’c“%é/\'w?&tﬁ/xli:l-—}f
EF)

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

d) SRR B ARG S JRERIEER , REREET R U
SRERIRIEE OMA) F#BEIC T HRBRBEI—F

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

o) BEREHAES aRET ., RATLILRRE
=

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

instructions may be displayedz.

31. B U-EHREHBEICT B1=HI2, ORI (R
B, 8 CRXFEOEHETRRLTHLL, o

iR, EERV/ ITHBEOLOFEERY L
LRIRETH D,

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

E2. MRS RREROIENGREEELEE
ERGELLYA N

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

32. BRI AR TIL, FRICRTHMEREZTTOR
i&l; TORTNHOMNSEILAET, BT A

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

) AEREREE | ERGHRE EBZANE. ERE
Kl > & Hil

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

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

33 LLHRMEZEH I 20 ERHLEEITIE.
BIMORTERBBEBE~ALMTHIE, COBMOR
RIZIEILWLVERAIBEE R R Ay FESEEERL
FRTAHCE, RETELFOEBMN., TO/N\VF
FE2OLTH BERABBOLEICERSGZE. SO
ERIFA TSN =EEBFTCEREST L, Ll
FBESNBIESITIL, REBRIESR CRREEER
WA O EFERIZL S, RIFTTOEETIZ, HLL
(GO EREMRICL > CEDERHEEFLE
FELTh&ly ST E A LS LI cBE R
Shi-BREZA—HEUF I TERELTHLL,
ZOEEIIGMPEE, SOPIZH-T., EFEENT
((ZUTHES)CERSN, FLTHSEEUNDA
Mz k- THEREEhA L, COBNMRRIEEITE
B EEN\YFRBOWMAICERICRKZEI ST,

QUALITY CONTROL

fmE B

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

34, BERECRATIIERIIMEEILINTEDT . B2
[CRYF =, SN TWEWIEND, KL DY FN
ZRLOHIEITEES L TNDAIEERIET 5 LT
BREALYVEEIZLS,

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 REEHIIAGRKERVERINTHSIHER
ESFLTCERT A&, BRSTFOREUTH -
CEDBEHIEELRFT AT &,

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

36. SR lbeh-BREEZS0RBEDE /N \VYFOY
AT DNTHE B BELHIMEE T S8,

Reference sample: a sample of a hatch of starting
material, packaging material, product contained in its
primary packaging or finished product which is
stored for the purpose of being analysed should the
need arise. Where stability permits, reference
samples from critical intermediate stages (e.g. those

BER:

S EWTRESh TOAHRER, GiH, —
ROEEETHR, XEREARON\VFOY T
IWBETHDL, REMENBOHONDIEE, EEH
REARERRE (5, P ATERER R U TS AELE D)
5, RizEhEEE O EE TR T S0 EH,

requiring analytical testing and release) or HNBEREFRETLHIEL,
intermediates, which are transported outside of the

manufacturer’ s control, should be kept.

Retention sample: a sample of a packaged unit from R¥FMm:

a batch of finished preduct for each packaging
run/trial period. It is stored for identification
purposes. For example, presentation, packaging,
labeling, leaflet, batch number, expiry date should
the need arise.

BROOEEE AR ORBEKO\YFH
LOEEEGEOTLTIV, B BROLHIZHRES
N3, BEITIGCTRZIL, IB5, 8%, SNILE
TORETCE, \yFEE FRE.

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

2{DIFE, BERRURAERIZRL CHo. I
b, RELREEEE, 2O IR TIE,
SERRURERIERTHOLALT CenC
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Reference and retention samples of investigational
medicinal product, including blinded preduct should
be kept for at least two years after completion or
formal discontinuation of the last clinical trial in
which the batch was used, whichever period is the
longer.

BRIESNERREZSURBEOSERRUER
Mld. ZONYFEFERALEBERDEBOST IS
Dlgd &2/ UFERG AR 4 24 ]
OVWThMEWLNVEOHIRE., BETHIL,

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

FRLL-EABEREOATED—RILTRREEZRT
Ry A-ODARRREEZERT2ET. BES
FRETHLIZONTERETLIL,

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

3. BEMBURERORESEHL, KEE LS
FEFEOMIRL TREL, BRI HMFE DL
AUMTTRETH DL,

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

SERIL. BBERETSEHICUBIZIRELE
IMPESRIZHE-T., I\ FOTRTODIRBRELD
gg:_%é:@%ﬁﬁ@'%:kﬁﬁ%ééﬁl:ﬁfu‘tiif‘

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

REROBE, RRARICEETHIEREFES
XIEENODRBATNIIERERET2E5S, B
FRGERELTRETHILIIRHONDS, HE
?h%f~ YRTLIET 2P AN OEREIE % H -

RELEASE OF BATCHS

PAYFYY—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 Autherised Person should take into account the
elements listed in paragraph 40 as appropriate.

38 AEREQHFT (7L av438 ) 1L, BEYE
HEHBEETLIEREHICES L= (I av395
BB EEPAEARITT AFE T, BElLAL L, (WE(C
HLOHEFIESIIBBO I 34012512 5h
BERERNICERTLHIL,

39. [-]*

39. [

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

* AKRIBH(FEU-GMPIZH R ERTHY.
PIC/SELTIEEERAL TV,

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

40. HTTRIDAEBAZ RIEO-HICEHEIN LR/ Y
FOFMITHEIZIGLLL T ORIEEZ ST,

=batch records, including contrel 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;

ABRRERE ., TENERESRUCERAEE,
fEm, RBREBHESLEEL LI F~OBEEL
oo bR HEHEZSE/ Sy FRiE. Shiod
FRERICIE T AN TOBRE ., XSEHBEMLEES., RU%
DEOEMBEESHRBRBELZ0HL, Chid
DEEFEME D AT LICHE>THFAHIEE N
SHERBTAILE,

* production conditions:

BERH

* the validation status of facilities, proceéses and
methods;

BiE. TERUASMAED Y T—av kiR

» examination of finished packs:

R EK R ORRRE
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= where relevant, the results of any analyses or
tosts performed after importation;

RUTAES  MARICERSNS S LR
BEOER

« stability reports;

REMREE

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

RE R UL S O IR ARRERGR

- audit reports concerning the quality system of
the manufacturer;

-HEEADSEVATLICHT SEEHRE

« 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;

-ELEEE AR SR DIABREN SRR T GG
FTHIELEMEE OB ATREBICE>TRRES
NI=CEFARY A XE

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

LT AHIES. BEFREAREDOHDITIREDOE
:R%g BRLE-GMPEERUVGMPES O AR
AFEA

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

-HEHE A REBLTHDAYTFOREICRSE
Bl LD LRUNDER.

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 autherisation,
in the EU or in a third country) and its phase of
development.

EdLEEROBESRITARESORER., 8UE
&, MR omRKR(GLERTERBSOAE,
EURMRIEEZEN) T DRERMBICL>THEE
%215

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.

AT EENEEFHEETIEE, BEREINIFHR
E—FLTWAIEEZERBLTNWHIEEARIKESR
[FREET &, VL3435,

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.

A, RERENE S BN DRG HT R A
OEB TCHE, @fEIhHEE ZY TG
(FENEICHI L,

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. B HIRHEF T IC, REFENEERTE
2 %A EREE B 0D e 2% 3R BREE e B AR 4 B 00 ZE 1)
[ZEBDMRIEFOEEETIZ, BLALERG A
INTWBEBERICBWLWTROERKEERICK>T
EiiahbiE HEEEENChLOEETE%E
REFT Ao EIFERSNAL, — AT RBIKES
(Z[F. EFEEEAETIXECShOMPR A ZE
BLTWAZLEHRTIEESHY, KHEIZONT
HEEEEICLETENARERDBIE,

SHIPPING

(G

13/17 R_R—




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

43. RIS 2BREOHNFIENSE T T5ETOHOH
M., ARIKEEDOESET TRELTE(CE, Wi
EFICIDHEHERGBEBRIKEEICLIMEE
HIcx T AERFHEHROHETHL, BBRBIZR
BEhi-#MEUHEREE CEYBRET SR
M, EEMIC Y BICZEESN M~ AL
. RERIEEISRIIT AL, COEREIEE R
B EERELT A&, BRNIZESE,
AR E R O H RHIE A SR ERETEE DT
RO TRESNEERERICI>TERSN DD
MixbEby, 2B O H R DL TIL, BERMKRIER
RITEBAICEYBEEST BB I7AIWAIZRsRE
h. RETHZL,

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

44, REREDERRIERIERICE DS, RREKEE
_Rld:t%d)‘lﬂ_@)k{:d:off}i%hk?'éI:iita‘fﬁ
i SO

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

45. I—F RS D UR O 3R BR A A ERE e B
iﬂ:}ﬁ%{%&‘d’é&ﬁﬁl:Ii%é&%ﬁﬁz%ybﬁﬂﬁ%"@%é
ANTT oo,

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

46, BLEEE R IIBAREICRYIERSh - B &
OB REREFTIIE MITRIMAOBAIZD
WTREET D28,

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.

HorRmEN LMD ER~NAREERB T2
ISP RYITHIE Tdhdo COTBENLSOPIZHESC L,
BRENMLEREOERMBHIHE . TOBE
%, BIZILABERE= S —RECTDRREMER
WETORESHIRICEDE, RRELARH TS
CENBINEIN DL T DD —IREL TR
BIDoL, FEHBEEEICIOTEISARERSD
AL AREIL, MHREFICLLREBEDHIZ,
@:ﬁ%%ﬂ[iﬂz\gfﬁﬂlﬁiiﬁmE.nxgﬁéhf:ﬁﬁﬁi
RENBHTHOL, BRFRERFL. M—HEY T
ERDITHRETEHIL,

COMPLAINTS

ER G

48. The conclusions of any investigation carried out
in relation to a complaint which could arise from the
guality 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. AEREOREICE O CEFICEELTRELE:
WCONDHRER RIS, ShEEE N ITMAEER
RERREE (RUH>TWABE) MTHET S
Lo OIS, BET SR, AR R UM
BRI AN EE M 2B THE
BEREBLLUEABOBETENSEMTHL,

RECALLS AND RETURNS

[E1AR &3 iy

Recalls

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

49. RBZEORREZFOEIRIZDNTOXEIZEHE
THEIEE L, B 25 X (FMAEE (BT
BIBE) QLT AREBEISI>TABINET
Lo ARERLESA—E L E FEREETFIZEH
BENENOEBLMAT ZUENBHE,

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. RERICEHSN B EE IS OERE RO
BEARSENROMEMSICRELTREAKRES(TE
WETEAVAT LEE - TWALEE, BERIREEIX
BRI H &,

Returns

A& fn

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

51 ABEIE. ZFESh=FIREPICHESATL
gﬁﬁﬁ{ﬁﬁﬁ%‘wE&)f:ﬁ%ﬁ%#'ﬁ‘!:ﬁb\fﬂi:ﬁq

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

52 RSN RERIS AR R & BYICE
HEhTHORARERBANTRE TSI L B
SNIARECEERRERET S,

DESTRUCTICN

R

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

53, JRRRRIEE L, REARF/XITE®MSN -8
BEOMERDIEEETT D, TOIHAMRK
EE%}'J:H“I‘T%:)’C??’(EELT:K%&L!:}‘E‘Eﬁﬁ’&ﬁéﬁb
T &,

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

54. Bk, A, EIREIT-AREDEDE. B4 D
REREBERBEE T T OREBRREIC, AR
HRAEE RITZ O RBA DTSRI LHBUIRAE T
&, RIERBBREQHIRLS L. F—HOFHE
FREL. HEOLERENHY LB -
[CIECHTHBRREEERERBICBLTRILH
SCRBRHIMNICTERT &, BREMLMEEZDR
BRICOVNCIE, TR TOEEEHBTEDIHTIT
L. ZORRIGERIKEE RS DL,

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

55. RBRRERZELN T HIRE, HITAYVDREFEL
SHAEX LT ORBECHRBRKEA~RIET S
&, ChBEOXBEHERALIL Ay FRU/ I
BER. RUEROBREHEZARICHD., 2L
EhL—HE )T ERRT ST,

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

SR ETRFHOEES (2233226~ 30)

a) nhame, 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) JRERRIEE  EEZE A B S 305 2 REAREE (CRO) X
(JCAERERO R, /T, BIEES CARRE. 68
RURZEHOERFROIERKR)

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) Fif . R SR, R HOR, AT R
%i%‘él:l;t;‘ﬁ%ﬁﬁw%W/ﬁ%p?néﬁiiﬂll&lﬁﬁ%m
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¢) the batch and/or code number to identify the
contents and packaging operation;

o) NELAERBNTH-HD I \vFRU ./ XIE
a—FHES

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

) BICREEAGVE S, ARG, JARERM R U
SRERIRIREDRR) TR ARBESI—K

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

%i&%ﬁ%%ﬁﬁﬂﬁ%/%ﬁﬁ%\ RUT DA KRR
=

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

) MBRERMD A (), (MRITEENGZIMNES)

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) R 55 (SRR TMERE XA RIS S B
[CRABShIZHAXELROBRAENSHED)

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

h) DaBRBICRS I XTEEOFESES

i) the storage conditions;

i) RESME

i) 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.

j) {5 PRSI (B FRAAIR . AEIR T HEITRKLT
BHERR) . A/EE, BRSEEM#T IR

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.

W I FROFOEMENERTICE{ZL | OER. =
g%iﬁ%ﬁﬁ’é%&%ﬁ%ﬁ BEITHLRLGOES(E

GENERAL CASE

— BT —XTOIRILETR

Where primary and secondary
packaging remain together

a®b’cde

For both the primary and NEELEERSBORAIC
secondary packaging ( § 26) #Br(toia2e)
Particulars .
4 \
o k a'to kiINSDFEIH
PRIMARY PACKAGE —&ﬂﬁ

—ROBERV ZREEN
ko T

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

a®b™®cde

—Ra%
JYRA—EER (d/Maa vk
(tz433:30)°

6,78
ab”cde

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

3. ERARIHLT, BRISIFT 2R 15 0IE
DABREOAT./HRERRUEE/ i1 &zRL
TWAEEEEHIE,

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

clinical trial and for emergency unblinding need not
appear on the [abel 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).

F4. RERELAMIGH. RUREROFRMED
F-H D FERFEDEFTCEREE (X, HERE LG
HIEER DI H—F DIRHEESR T TS, D
o bEBEEF-STLAKIIICEEIh TSN

TSNV EICETRTAREILL, (27323227)

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

SIS, SM R a6l H SN T HEEHE
BEELLE,

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

E6. BLR GREREE) | IRRERE VRSB O TR
%0;3::&)@Ii@ﬁ%ﬁ‘ﬁ@ﬁﬁﬁt%éﬁﬁ%(iﬁ&)éﬁ
[&7ELY,

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

E7. R SRR EOOREERSOREEERN AT,

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

8. EEROFIMEVCESEOEAEHERER,
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