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CHAPTER 4 DOCUMENTATION

EAE SCE(E

PRINCIPLE

IR

Good documentation constitutes an essential part of
the quality assurance system and is key to operating
in compliance with GMP requirements. The various
types of documents and media used should be fuily
defined in the manufacturer’'s Quality Management
System. Documentation may exist in a variety of
forms, including paper-bhased, electronic or
photographic media. The main objective of the
system of documentation utilised must be to
establish, control, monitor and record all activities
which directly or indirectly impact on all aspects of
the quality of medicinal products. The Quality
Management System should include sufficient
instructional detail to facilitate a common
understanding of the requirements, in addition to
providing for sufficient recording of the various
processes and evaluation of any observations, so
that ongoing application of the requirements may be
demonstrated.

BUIGNERE, RERIEATLOFRTRGE
FEEBHELTHY., GMPEREB|ICHEE T 51-5HD
BECHL.BLROBEOEERUERE, 8EEH
DHEEEREE LV ATFLANTREICHET AT,
XEIT,MA—R, ETFEA TERFESTHER
DEETHEET D, XEVRATFLAGFHTHIELE
ML, EEHOREOTATOEICERE. LT
BRI E4 52 2 ER T EIH HETL, B
L. E=5—L.EHTASLETHD. MEEHER
DAT AL, ERBIEABRSN TR EETT S
EDRTELLSIZEADFEEBELETOHEEE
[IZDWTOFMEF TR T D ECMRAT. E
REEIIODWTHABOEEASELEHORAIC
HMIERESL L,

There are two primary types of documentation used
to manage and record GMP compliance: instructions
(directions, requirements) and records/reports.
Appropriate good documentation practice should be
applied with respect to the type of document.

GMPADESHEZETIELERTI0IHALSXE
IZF2 oD ERNLIBENH 5. IBRIGET, B3R
FIH) LG RETHL BT EEEEE
DOFEF/IHIGLCERIED L.

Suitable controls should be implemented to ensure
the accuracy, integrity, availability and legibility of
documents. Instruction documents should be free
from errors and available in writing. The term
‘written’ means recorded, or documented on media
from which data may be rendered in a human
readable form.

NEDQEREE. =2%. FEN., RESEEILTD
FOWMUIEREERT AL, FERE. XEHIC
BUAL, EMTRBToENTELRIE, TEET
(written) |ELS AR, AR DBz liok-T—
AHMER LIS B ESh-, LS REEh I8
FEKY 5,

REQUIRED GMP DOCUMENTATION (BY TYPE)

BRESNASCGMPIE (FBEA]

Site Master File: A document describing the GMP
related activities of the manufacturer.

BA LT AZ—T AL BIEFTOGMPIZEEEL -4
EETEiaALE-XE,

Instructions {directions, or requirements) type:

REE (R EEREE) O E

Specifications: Describe in detail the requirements
with which the products or materials used or
obtained during manufacture have to conform. They
serve as a basis for quality evaluation.

MEE WS TRICEOTHERIN, RDEES
NHFEHRITEBAIEE LT A ISTASIENER
EEOFMETRLI-E0. REFHEORNLELT
DEEREERT=T .

Manufacturing Formulae, Processing, Packaging and
Testing Instructions: Provide detail all the starting
materials, equipment and computerised systems (if
any) to be used and specify all processing,
packaging, sampling and testing instructions. In—
process controls and process analytical
technologies to be employed should be specified
where relevant, together with acceptance criteria.

fEnE, 2E ak HBRoERE T ToH
REH, ZE. RUOGLANE) 2 E1—2{ET R
TLOFEMERL, TRTOMIMNE S B
R, SBOEHEREL-LO., FASh =158
WEIEJ:PAT[L WBEIZIRL T, FIE & EELLHICH
B AHIE,

Procedures: (Otherwise known as Standard
Operating Procedures, or SOPs), give directions for
performing certain operations,

FIEE: (W%, FEREFIEE. SOPELTEHS
hTOD)FEQRELITIODERETLESL
D,
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Protocols: Give instructions for performing and
recording certain discreet operations.

EHETEE FEDIEEET SEREREIT. Sk
TH-HDEREEZ5E0,

Technical Agreements: Are agreed between contract
givers and acceptors for outsourced activities.

B SEELZF AT OMTRELHERER
DEK,

Record/Report type:

RLERE T

Records: Provide evidence of various actions taken
to demonstrate compliance with instructions, e.g.
activities, events, investigations, and in the case of
manufactured hatches a history of each batch of
Tproduct, including its distribution. Records include
the raw data which is used to generate other
records. For electronic records regulated users
should define which data are to be used as raw data.
At least, all data on which quality decisions are
based should be defined as raw data.

LRE . EHE~OBESSERTRDICELN:
BaOBE. BIxE, FE RELEER AT
SEHL, BRUSIEEh -/ WFDIGSE, BEFE D
BB DN FIEOBREOIEIRZET HLD.
RREEETAE-HIZTRVSh AT 4551,
EFRICELTIEESL-MEENALEDT—42
HEHEF—RELTHWANIDNWTHETDIE D
e, REHEORELLTAHNDTRTOT—
Al ET—RLLTRETELE,

Certificates of Analysis: Provide a summary of
testing results on samples of products or materials'
together with the evaluation for compliance to a
stated specification.

HREESE JEShERE~O#ES LS

RRVEFEET OV LI NICET 2HBRER OB
EXRMTHED.

1 Alternatively the certification may be based, in—
whole or in—part, on the assessment of real time
data (summaries and exception reports) from batch
related process analytical technology (PAT),
parameters or metrics as per the approved
marketing authorisation dossier.

1 RBEEECROLARELT, /Sy FICEET
BPATD T ILEA LT —ROFHE (B E SR B
£), RBEIHHEIN -/ ASA—2PREEE O
FHiZE. £EMIDITHLMICACTEREL TEE
Ly,

Reports: Document the conduct of particular
exercises, projects or investigations, together with
results, conclusions and recommendations.

B REOEE. 70T dh RO EHEESE
ﬁ’tELTn_c‘:"é‘f*% R &L TRERT 51
0)0

GENERATION AND CONTROL OF
DOCUMENTATION

€ 0L 9 3

4.1 All types of document should be defined and
adhered to. The requirements apply equally to all
forms of document media types. Complex systems
need to be understood, well documented, validated,
and adequate controls should be in place. Many
documents {instructions and/or records} may exist
in hybrid forms, i.e. some elements as electronic and
others as paper based. Relationships and control
measures for master documents, official copies,
data handling and records need to be stated for
both hybrid and homogenous systems. Appropriate
controls for electronic documents such as

A1 EBEONEFRELETT S L, BEREH
X T RTOREOEFI LI XEDORAICEERIC
BET A, EHESVRAT LAEXERTESRLSICL, B
PHIXEL., N T—hENBTEABETHY
B EEAINTINACE, Z<{OXE(FRHE,
R (X, HOE DL E TR, WD BRI~ —R
D &S5, BUETIRETEET D EX, EX4E]
. FT—AOIEL. BREORREEBEFEE.
BATABSOUVATALE—DBEEOHEADY
ATLTCRRBBENRSHS, T IL— EX R
EDLOUEFNEDENGEREFERTLHIE.
BETAELIBRIChi-> T, RFOFEEHERIT

templates, forms, and master documents should be | T 2X5BLNTEREERTIH L,

implemented. Appropriate controls should be in

place to ensure the integrity of the record

throughout the retention period.

4.2 Documents should be designed, prepared, 42 XEX EECEFL. AL BEL. BEFRT

reviewed, and distributed with care. They should
comply with the relevant parts of Product
Specification Files, Manufacturing and Marketing
Authorisation dossiers, as appropriate. The
reproduction of working documents from master
documents should not allow any error to be
introduced through the reproduction process.

HTEHEICT r“L,t NEL, ARdRE., 88
", RO EERSRTEOEERSIC ;EA?‘{%
Tl BRMOEEXZEOERIOLTIE, HE
BRETCOBYZFERTI2HBOLEVEDTHAI L.
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4.3 Documents containing instructions should be
approved, signed and dated by appropriate and
authorised persons. Documents should have
unambiguous contents and be uniguely identifiable.
The effective date should be defined.

43 BEENEENTOAERL, BHEOETEEZT
EEEMNKEL. BAL. BAEDFHIL. 25
ISR RAETHEELCRATTEETH LT, %3
HEESHLILE,

4.4 Documents containing instructions should be laid
out in an orderly fashion and be easy to check. The
style and language of documents should fit with their
intended use, Standard Operating Procedures, Work
Instructions and Methods shoutd be written in an
imperative mandatory style.

44 RN FENTOLHERIT, EUIEIIL. FE
BLLI(T AL XEDHNXEHBISHERBM
ICEHhEACL, FEREFIRE., ARERELL
A, MR TECE

4.5 Documents within the Quality Management
System should be regularly reviewed and kept up—
to—date. When a document has been revised,
systems should be operated to prevent inadvertent
use of superseded documents.

45 REEEHERLATLROXEL. THMICE
EL. BIOREICLTHE L, XEEREITT 5L

L, FEFEICEDIEROEREFCO AT LEE

Hst#die,

4.6 Documents should not be hand-written;
although, where documents require the entry of
data, sufficient space should be provided for such
entries.

46 XEFFEZLTULIELLGLS ., T—2DFA
NBREBELGENETHNE, TAD-H OIS THREE
EHAHLE,

GOCOD DOCUMENTATION PRACTICES

XEEH

4.7 Handwritten entries should be made in clear,
legible, indelible way.

47 FESORAXBREC, BRI, JHETE
ITWAETIC

4.8 Records should be made or completed at the
time each action is taken and in such a way that all
significant activities concerning the manufacture of
medicinal products are traceable,

4.8 RLER (L. BAERZET R NIT T LB
2, EEROISICET S ERGTEE B RE
BAETHERT S L,

4.9 Any alteration made to the entry on a document
should be sighed and dated; the alteration should
permit the reading of the original information. Where
appropriate, the reason for the alteration should be
recorded.

49 XEICHRATLHEDIOHHEE T, EKLAN
EANGTE, EEIITOBROGIAAEETHS
CEoHETHNE, TEOERARRT LI,

RETENTION OF DOCUMENTS

XEDORE

4,10 It should be clearly defined which record is
related to each manufacturing activity and where
this record is located. Secure controls must be in
place to ensure the integrity of the record
throughout the retention period and validated where
appropriate.

410 EDREHNPENTNOEEEHICEET S
A, E 2 ETNLAE IR B SN A0 E T E TR
[CHRET L REHMEZELTERORE LML
REET HFHISEREERETLD, BEQFAE/AS
J7r—h3biL,

411 Specific requirements apply to batch
documentation which must be kept for one vear
after expiry of the batch to which it relates or at
least five years after certification of the batch by
the Authorised Person, whichever is the longer. For
investigational medicinal products, the batch
documentation must be kept for at least five yvears
after the completion or formal discontinuation of the
last clinical trial in which the batch was used. Other
requirements for retention of documentation may be
described in legislation in relation to specific types
of product (e.g. Advanced Therapy Medicinal
Products) and specify that longer retention periods
be applied to certain documents.

411 NUFORDERENLIERDILHEHE
FHIZLHN\VFOHFTHEZRDLTELSER DT
nHAENERM. BFELURITAEGSIENELSHER
DOERBIEA/NFOXEICHERAShDS, BEBET
. N\UFOXEE, Ny FRAEREW-BROE
RABROBTEHOMIP IO # DL ELSETRE
TH L. XEORFICEHETHHEOTREEL,
EOH & DFESE (PR (XAdvanced Therapy
Medicinal Products) [ZREEL =L TRaEh. 2
ERICEHLTERIYEWEERRAEREIN LI
MNRESNTINS,
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4.12 For other types of documentation, the
retention period will depend en the business activity
which the documentation supports. Critical
“tdocumentation, including raw data (for example
relating to validation or stability), which supports
information in the Marketing Authorisation should be
retained whilst the authorisation remains. in force. It
may be considered acceptable to retire certain
documentation {e.g. raw data supporting validation
reports or stability reports) where the data has been
superseded by a full set of new data. Justification
for this should be documented and should take into
account the requirements for retention of batch
documentation; for example, in the case of process
validation data, the accompanying raw data should
be retained for a period at least as long as the
records for all batches whose release has been
supported on the basis of that validation exercise.

412 ZTOMOBEREOXETE. REHBEIE. TO
XEICEbIRERHRETHD EERSTEAE
EhOEREEMNTE. ETHFESLEELGXE
WAE, ) T—LavB WMEIREEICET S I,
EANEDLBIERETHIE T—2HEFLL
F—a—HKIcEHFINEGEIE, TROXEWHIZ
(£, A F—Lav L R—rE L EREMRBLAR—
FEERTTNDET N EREXEI AT L
MWTESZ, COIEENLGERIL, XEEL NAYFDX
ENGREFICEIIZIEREFEEBEIZANSGIE, 4
ZIE, TOERNAYTF—Lav0T—320EEIE. £
RyFOHRFTHEELEEESAN)T—avicdE
TOTWBERY N F—2 3 FERET—2%
REITHZL.

The following section gives some examples of
required documents. The quality management
system should describe all documents required to
ensure product quality and patient safety.

%XE‘S#’L’CL\éYEU)%’EJw)‘EOVH L TEITDH,
REEEEEVATATRERORELEEEOR
%‘iﬁ’i‘ﬁ&@“%fz&)h%*éhéﬁiinﬂ P )

SPECIFICATIONS

RigE

4.13 There should be appropriately authorised and
dated specifications for starting and packaging
materials, and finished products.

413 HFEEH, 285HE. RURBRARIZONT
BEYI-EREIN, B0 AT HBEAHLE.

Specifications for starting and packaging materials

HERNEOEMHOREE

414 Specifications for starting and primary or
printed packaging materials should include or
provide reference to, if applicable:

414 HEERH, —RIEHH. :!ZL\{ii-nHﬂa)
B ERLTESL &, Fi-. AT 585K
SHEEANDTE,

a) A description of the materials, including:

a) LTFEELRM DR,

- The and the internal code reference;

RSN A HRUAASEI

— The reference, if any, to a pharmacopoeial
monograph;

;E%Evﬁi:ﬂiﬁéh‘cméi%él:tl_%?"‘n‘:éu%%d)@ﬁﬁ

" |- The approved suppliers and, if reasonable, the
original preducer of the material;

—fﬁ?n.aé:ht{ SCESNVAN RS EEEEETOL

1_.313

— A specimen of printed materials;

~RAHMHOEYMRE

b) Directions for sampling and testing;

b) BEERCSROER,

c) Qualitative and quantitative requirements with
acceptance limits;

o) FREEE->LEMNERBIE, RUEENER
REH,

d) Storage conditions and precautions;

D EEEHLRELOIEEE,

e) The maximum period of storage before re-
examination.

e) BHERRT DR KR EHIMHE.

Specifications for intermediate and bulk products

PSSRV LR ROFREE

4.15 Specifications for intermediate and bulk
products should be available for critical steps or if
these are purchased or dispatched. The
specifications should be similar to specifications for
starting materials or for finished products, as

415 P& RSNV IHGOBREN . EETE
BINGEEE. MIBITWABIZFATESLLSIC
o TR IEELAL, RS T 215, RigE
%é&flﬁﬂ HNVIERESOREEIZEET

Specifications for finished products

RRALOBEE

4,16 Specifications for finished products should
include or provide reference to:

416 BREARORBELTLOE BESTHEL
FBRIHIE,
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a} The designated name of the product and the code
reference where applicable;

a) HEShEMEUVZETIEEEEEI—F,

b) The formula;

byl

¢) A description of the pharmaceutical form and
package details;

A ADE:S LR

d) Directions for sampling and testing;

DRAEEIEABRD IR,

&) The gualitative and quantitative requirements,
with the acceptance limits;

o) REEEFEMMHNEREE, RUEEHNS
xglﬁo

f) The storage conditions and any special handling
precautions, where applicable;

f) REEM., LB THES . FAGRELLED
FESBIHE.

g) The shelf-life.

o AP,

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

HEMARUTEENE

Approved, written Manufacturing Formula and
Processing Instructions should exist for each
product and batch size to be manufactured.

Aepan, XEEL-EELS, RUIEENE:
HRIE RUNRYFHAXIEIERT DL,

417 The Manufacturing Formufa should include:

417 EEMF I TFRESD L,

a) The name of the product, with a product
reference code relating to its specification;

a) Bfsk, HAOBRREICHEL SRS~
Ko

b) A description of the pharmaceutical form,
strength of the product and batch size;

b) e, MROEER U/ \UFH AL XD R,

c) A list of all starting materials to be used, with the
amount of each, described; mention should be made
of any substance that may disappear in the course
of processing;

c) FRT AT NTOHRERRHRUVZTAEFNLDLA
%a)ghxho SLEDRETHATAMEIZOLTE
=h9bHIE,

d) A statement of the expected final yield with the
acceptable limits, and of relevant intermediate
yields, where applicable.

d) FEHEE - P HEERIRE. RUK?
55, BT HHEREDR .

4.18 The Processing Instructions should include:

418 IERHZEXTIREST I,

a) A statement of the processing location and the
principal equipment to be used;

a) ESFEALLILTIERE.

b) The methods, or reference to the methods, to be
used for preparing the critical equipment (e.g.
cleaning, assembling, calibrating, sterilising);

b) ERGEE OEMOEELE. NMIEFEAE
OB\ BIAIL, FFR, T RE, HED.

¢) Checks that the equipment and work station are
clear of previous products, documents or materials
not required for the planned process, and that
equipment is clean and suitable for use;

c) BEERUEEE NS, LHIOES . Chh bz
LESELTWAIECRERIW TGN ESES L
FEMEIABREEINTINDIE, RUSEEANERS
NERISELTWAIEORESR,

d) Detailed stepwise processing instructions [e.g.
checks on materials, pre—treatments, sequence for
adding materials, critical process parameters (time,
temp ete)];

d) FEMGERRE R TRR4EEIE (WA (£, RAH. BT
%Eﬁ\ Eg@iﬂéﬂﬂllﬁﬁ~ BEEIREONTA—2(FF
Bl EEI. I3z, ) ) o

e) The instructions for any in—process controls with
their limits;

o) RBEZH--TENEEOEHE,

) Where necessary, the requirements for bulk
storage of the products; including the container,
labeling and special storage conditions where
applicable:

f} BETHNIE B, KR RUZHNTHEHE
gﬁé@{i%%#’éﬁ&ﬁ:/i‘)bé‘?%%s?nﬂ){%%"@%ﬁ?

g) Any special precautions to be observed.

g BERET ~ERRTTIEEIE,

Packaging Instructions

ARREEE
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4,19 Approved Packaging Instructions for each
product, pack size and type should exist. These
should include, or have a reference to, the following:

AERE LIS ??E\é

419 BAOHE, AEF =,
hi-aEiEREFZRETHIIE BEEREIC]
THEHEEZANSD, ZWISEBEELHLIE,

a) Name of the product; including the batch number
of bulk and finished product;

a) INILOEBONRVFES. BRE RO/ VTFES
EEH-ERE,

b) Description of its pharmaceutical form, and”
strength where applicable;

b) BL T 2GS, A, RUSEDRR,

¢) The pack size expressed in terms of the number,
weight or volume of the product in the final
container;

S ERBAOTOREOR. EERV AR CE
Li-asEd (X,

d) A complete list of all the packaging materials
required, including quantities, sizes and types, with
the code or reference number relating to the
specifications of each packaging material;

d) BELGLAEMHONE. TE. BERUEE

EHHOBRICEAELLO—FLERESESTR

&R,

e} Where appropriate, an example or reproduction of
the relevant printed packaging materials, and
specimens indicating where to apply batch number
references, and shelf life of the product;

e) ZHTOHE. HEL-RFAMHOEG X IE
S RUNYFESOZRRUHEGOH IR
EECICRBTOIMARTLTVOGRYESR,

f) Checks that the equipment and work station are
clear of previous products, documents or materials
not required for the planned packaging operations
(line clearance), and that equipment is clean and
suitable for use;

f) B, RUEREMN., LaTO& &, SfESh e
BEEETEBBEESNTOVEWESR, SO XEMM
AlREINTOSCE, RUBEANAFRSOEAIC

HLTWDDDFEE (SAVDITTUR) .

g) Special precautions to be ocbserved, including a
careful examination of the area and equipment in
order to ascertain the line clearance before
operations begin;

g) 1’?%’&%&‘*?‘%%@54:7')7592"@2&@%1_
F5H0, RERUVEEOASTREEST. E
R REHITIEFR,

h) A description of the packaging operation,
including any significant subsidiary operations, and
equipment to be used;

h) EEMEERLEAEELST. AR D
Eai}-r‘-a

i) Details of in—process controls with instructions
for sampling and acceptance limits.

i%ﬂ#ﬁf*ﬁéﬁnd)}ﬁ LIEREZSCTENEEDE

Batch Processing Record

ShERmi

420 A Batch Processing Record should be kept for
each batch processed. It should be based on the
relevant parts of the currently approved
Manufacturing Formula and Processing Instructions,
and should contain the following information:

420 BERSRLELESNS/\UFCEI-BRT b
L BRHORBESN RSN AL EEREOEE
cHIE LTOBBEISIE,

a) The name and batch number of the product;

a) BlROBMEN\VTFES,

b) Dates and times of commencement, of significant

intermediate stages and of completion of production;

kﬂ:%;;i‘zj‘i‘%jwﬁﬁﬁéh BEOPERBRUOERTEARL
S ,(| o

¢) Identification (initials) of the operator(s) who
performed each significant step of the process and,
where appropriate, the name of any person who
checked these operations;

o ETHNOREEZETIEFZFELEFEEOH
Bl(A=%)L) | RUBETHhIE, ChioDEE
ZREALI-ABMDATT,

d) The batch number and/or analytical control
number as well as the quantities of each starting
material actually weighed (including the batch
number and amount of any recovered or
reprocessed material added);

d) ERICAHEL-EHEEEOSEEBIINAYTE
B2 AHEERS V\WTFEE, RURIRLEH
XLEMLTHELELEFEHESD) .

e) Any relevant processing operation or event and
major equipment used;

EETAELEEERVITREERE., RUEALIEE

e)
HEE,
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f) A record of the in—process controls and the
initials of the person(s) carrying them out, and the
results obtained;

) I?zlﬂ”i@&%h”é%ﬁﬁb)‘:i’ﬁ%%@{:

il
MDELk, RUHFLh R, :

g) The product yield obtained at different and
pertinent stages of manufacture;

g BEDETNTENTERETORERINE,

h) Notes on special problems including details, with
signed authorisation for any deviation from the
Manufacturing Formula and Processing Instructions;

h) BLEAS RUTIRENENSDLNE RN
LT, AKRBOERLFMLSRAE S A AR
HEmicET HEEHE.

i) Approval by the person responsible for the
processing operations.

o

) BLEERDEEHICROE

Note: Where a validated procéss is continuously
monitored and controlled, then automatically
generated reports may be limited to compliance
summaries and exception / out—of-specification
{O0S) data reports.

T\ TSN TEERERMCE= 2T,
FELTLHHEIC, BRMICERShREE

B OBERVERE./HESN (00S) T—2 &I
BoTERATES,

Batch Packaging Record

Ny F e AL

4.21 A Batch Packaging Record should be kept for
each batch or part batch processed. It should be
based on the relevant parts of the Packaging
Instructions.

4.21 Ny F LRI H/ VT, :EL\!:J:LEEH’LT—
BINuFZEICHLRETAIE. BEBREDH
LI BHEEE DI,

The batch packaging record should contain the NYTFRERERFIITROEREZET L,
following information:
a) The name and batch number of the product; a) BlROEIENVFES,

¢) The date(s) and times of the packaging

o) BEMFEEOF A HEREL,

d) Identification (initials) of the operator(s) who
performed each significant step of the process and,
where appropriate, the name of any person who
checked these operations;

d) A TEANOEELTIEFTH>-EEEDH
AMAZiw)l)  BDERESIEIChODEREERET
L= A¥D&H,

e) Records of checks for identity and conformity
with the packaging instructions, including the results
of in—process controls;

o) TENEEORERELZEO-EEERNELOR—
HRUESEDERDRLE.

f) Details of the packaging operations carried out,
including references to equipment and the packaging
lines used;

) RELMALLAESIVOSHEEREED .2
TEL- BB DM,

f) Whenever possible, samples of printed packaging
materials used, including specimens of the batch
coding, expiry dating and any additional overprinting;

f) ATREARY . AN FORE. ADHER. RUE
Z]jqaaEﬂﬁIJa)Ezs%ﬁ&rc‘ FRLE-EZERFMHOY
Lo

g) Notes on any special problems or unusual events
including details, with signed authorisation for any
deviation from the Packaging Instructions;

g) BEEREN SO IS EERICHLTELEED
BREL, HHGMERNMIBE TEELERICE
AT E AN TR,

i) The quantities and reference number or
identification of all printed packaging materials and
bulk product issued, used, destroyed or returned to
stock and the quantities of obtained product, in
order to for an adequate reconciliation. Where there
are there are robust electronic controls in place
during packaging there may be justification for not
including this information;

) BRI R EITOROIC. TXTORTHE
ENLOBEIRORE. ., BESZVTESBRT~
EBRHENLELSEESHMIENES. RUEDL
hi-MGEhE, AEFEZOMMELETEEND
i)fjg%f)i\ COFREEENLELEBE RSB

i) Approval by the persen responsible for the
packaging operations.

D BEEEOETBITLHEE.

PROCEDURES AND RECORDS

FlEF L%

Receipt

2 A
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4.22 There should be written procedures and
records for the receipt of each delivery of each
starting material, {including bulk, intermediate or
finished goods), primary, secondary and printed
packaging materials.

422 FHHFEEH GULORFA hEEE, SR ER
FE0) . —RAEHH. ZRAEMH. RUKTR

HEO, BRI EOREICET HEIN - FIR
EERENHD L.

4.23 The records of the receipts should include:

423 %1@%&5&!&?%&?&“&&::& '

a) The name of the material on the delivery note
and the containers;

a) BEGELEHFICRHFE SN TODIFEHMHDATH

b) The “in—house” name and/or code of material (if
different from a);

b) (a&ELHHEB R R HDIHLRIBTF. KT
XIEE=

¢} Date of receipt;

c) 2 AH :

d) Supplier’ s name and manufacturer’ s name;

d) HEEEORREMEXRFOEW

@) Manufacturer’ s batch or reference number;

o) HEXFDN\VTFHESHNEBEES

) Total quantity and number of containers received;

) ZANFEHOBEEY

g) The batch number assigned after receipt;

g) ZABITENLToNF/\WTFBE

h) Any relevant comment.

h) BEE S A

4.24 There should be written procedures for the
internal labeling, quarantine and storage of starting
materials, packaging materials and other materials,
as appropriate.

4§24 HAER. PREENORELTE. R .
gg;_z?r:usur. OBRMEHOEIEEE XL

Sampling

HRFERER

4.25 There should be written procedures for
sampling, which include the methods and equipment
to be used, the amounts to be taken and any
precautions to be observed to avoid contamination
of the material or any deterioration in its quality.

175 BRREBRCRVSN 5 A ERLER. N o8
RUBHSOES S0 0 E OB E R 51
HOIEFEERD . FEEXEILT HIL.

Testing

4.26 There should be written procedures for testing
materials and products at different stages of

manufacture, describing the methods and equipment
to be used. The tests performed should be recorded.

426 BEQ TN ETNEBTORMHERRESR
4510, FELERTHEELLRLLTIES
EHABCE ERLE-EBRELHT AL

Other

Z it

4.27 Written release and rejection procedures
should be available for materials and products, and
in particular for the certification for sale of the
finished product by the Authorised Person(s). All
records should be available to the Authorised
Person. A system should be in place to indicate
special observations and any changes to critical
data,

427 SREFSGRATIZ OV TXEIESh-FIE
EXFMAHESRICHBETESIE FIC EESh
F-EEEICLIBRUGOTHBA~OHEHIEIZFH
BTELE TATOREL, BESh-EEE
MRIETELIE, BEEG T R U THERIEEE
EHSIEE EERT—HAQEENDLMSELIIC
o TWAVATLTHDIE,

4.28 Records should be maintained for the
distribution of each batch of a product in order to
facilitate recall of any batch, if necessary.

428 HECIHEL T, /AAyFOERAETEIZT 5186
i)\ AEOEINVTFORROEREEFLTELC

4.29 There should be written policies, procedures,
|protocols, reports and the associated records of
actions taken or conclusions reached, where
appropriate, for the following examples:

4290 BEGIFEICE, TEOMIZONT, H#t, F
IE., EMEETE. |5 ToIEEICEET SRk,
HNMIEREXELTHIL,

— Validation and qualificafion of processes,

TR BRI LN T—Sa EamRE

equipment and systems; B il

~ Equipment assembly and calibration; -HEBEOMITRURIE
- Technology transfer; it

- Maintenance, cleaning and ; sanitation; —RFER. &%
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— Personnel matters including signature lists,
training in GMP and technical matters, clothing and
hygine and verification of the effectiveness of
training;

~BHYAL GMP-EINMEEDOHE ., BR-HE,
BEOHROBAEEUHAOSE

— Environmental monitoring;

“BEE=5)7

— Pest control; -RR AR

— Complaints; ~&iE

~ Recalls; ~[E14%

~ Returns; B

— Change control; -EHEEHE

- Investigations into deviations and non— - Bt RO EEDIRE

conformances;

~ Internal guality/ GMP compliance audits;

~-NESEEE GMPOBCE AR

~ Summaries of records where appropriate (e.g.
product quality review):

-BEISLTEHEOBR B2, SR EEE)

— Supplier audits.

-HREEOER

4.30 Clear operating procedures should be available
for major items of manufacturing and test
equipment.

430 HEEE ABRESOTEIFR(COWVTILA
HOEEFIEENAEShTAIL,

4,31 Logbooks should be kept for major or critical
analytical testing, production equipment, and areas
where product has been processed. They should be
used to record in chrenological order, as
appropriate, any use of the area, equipment/method,
calibrations, maintenance, cleaning or repair
operations, including the dates and identity of
people who carried these operations out.

431 TR, BNMIERG MR, BLEEE, Ha
AHEBESh TR OERRRERTT AL,
ENOIEERRINC, R & 5%, BIE., &F,
iR BEERERRTOLDICHERAT L, &
ZICWHLT, B, RUChSDIEEETIADE
WEEHSL,

4.32 An inventory of documents within the Quality
Management System should be maintained.

432 REIRUAVP AT LCEFTENALED—
BREMHET AL
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BIFE(5) PIC/S GMP HAKRSA FHuiIX6

medicinal product should be clearly defined in each
Marketing Authorisation dossier. Normally, the
production and purification steps of the gas belong
to the field of manufacture of active substances.
Gases enter the pharmaceutical field from the first
storage of gas intended for such use.

[E=3 IR
MANUFACTURE OF MEDICINAL GASES EEHAADEE
PRINCIPLE _ IR Al
This Annex deals with the manufacture of active EKFRIR L. EHESHAQOIER VFEERA
substance gases and the manufacture of medicinal |ADEEIZDLVTERUIES,
gases.
The delineation between the manufacture of the EEIAERVEEJEEOVETREEIRFTHKER
active substance and the manufacture of the ECHEICIBEINL TS, B . TACELE. B

%'zo)ﬁﬁﬂ%[i BYESHAOEE BT H. EEMA
ELTHERENDHRIL, “éﬁﬁTﬁTéEﬁﬂEﬁ‘bE
EoELELLTRYRHNS,

Manufacture of active substance gases should
comply with the Basic Requirements of this Guide
(Part II), with the relevant part of this Annex, and
with the other Annexes of the Guide if relevant.

B DHADEE (L, ZGMPH AF (Part I ) D E:
AERBE, K7 vV AOEEES, BET o4
DT AT ELTLNDIE,

Manufacture of medicinal gases should comply with
the basic requirements of this Guide (Part I), with
the relevant part of this Annex and with the other
Annexes of the Guide if relevant.

EEAAAOHEL. RGMPHAK (Part I ) DEXR
FEREIF, ATV IAOEES Y. BEOH DM
OHARTAL DT RV ACEHELTNAI L,

In the exceptional cases of continuous processes
where no intermediate storage of gas between the
manufacture of the active substance and the
manufacture of the medicinal product is possible,
the whole process (from starting materials of active
substance to medicinal finished product) should be
considered as belonging to the pharmaceutical field.
This should be clearly stated in the Marketing
Authorisation dossier.

FISELT, B AHAOHEN S EREREE
(REERAAR) OHEZTOR, HADHEET
BOGL—ESETEOESIE, £ TEEMK
DHAOBERHILEEHOSRAREONE
%Uﬂ@%ﬁaﬁfé’g—l—t t—h!iﬁzﬁﬂ-ﬁ.ﬂ.ﬁmuﬁ -
BAREICREHE T A&,

The Annex does not cover the manufacture and
handling of medicinal gases in hospitals unless this is
considered industrial preparation or manufacturing,.
However, relevant parts of this Annex may be used
as a basis for such activities. ’

TEHGZEETETNE, BRTOERERAAD
HERVRBNMEIET 2T ATIIERASNIILY,

LML, FT7 Ry AOBERT T, £DRIEIFE
EBORMELTERATHIENTES.

Manufacture of Active Substance Gases

BYRNTAOEE

Active substance gases can be prepared by
chemical synthesis or be obtained from natural
sources followed by purification steps, if necessary
{as for example in an air separation plant).

EMHESHAL, LEERIC J:é%:if&li%ﬁﬁ
ﬂﬁ\BZ\ELEL'CF%I&E"i_H &UELH
5, (R IE, ZROBERIZT)

1. The processes corresponding to these two
methods of manufacturing active substance gases
should comply with Part Il of the Basic
Requirements. However:

1. ZhB220FHRS T AOEESZIZEZH TS
TRIZPat I DEREREBICHEHEG T H & L
L.

(a) the requirements regarding starting materials for
active substances (Part II, Chapter 7) do not apply
to the production of active substance gases by air
separation (however, the manufacturer should
ensure that the quality of ambient air is suitable for
the established process and any changes in the
quality of ambient air do not affect the quality of the
active substance gas);

(@) BRRASAAOHEREHICET5EKRER
(PartTl . 73) IRER DRI LS BRI A T ADE
EloidEAShGL, (L, BEERIE AE0
REFEIShE-TERCGELCBY. ARORED
TEEDRS A RAOREBICEELGLENDIE
R T AL
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(b) the requirements regarding on—going stability
studies (Part I, Chapter 11.5), which are used to

- jconfirm storage conditions and expiry/retest dates
(Part II, Chapter 11.6), do not apply in case initial
stability studies have been replaced by bibliographic
data; and

(b) BrEL AR EADHAR ./ Bl (Part I . 11E
B)DREREFHMELE-ETPORESSERICEY
AERFBEIES, Part ) 1. MR OR TS
ENHT—AICEERZ ESITEALLL,

(c) the requirements regarding reserve/retention
samples (Part I, Chapter 11.7) do hot apply to
active substance gases, unless otherwise specified.

(c) BlFRENEITHIE, RES - S2RIZHT S
EREE(Part I, NED XEHRIHRICILER
Lpfd:li\o :

2. The production of active substance gases through
a continuous process {(e.g. air separation) should be
continuously menitored for quality. The resuits of
this monitoring should be kept in a manner
permitting trend evaluation.

2EFEMT TRRICESBAE, EESE BmRS
HAQRETHENICREAE-4—T 328, 2D
Eff“”"‘%%‘i* {E A S A A BEAL A SR CR T

3. In addition:

3. &Iz,

(a) transfers and deliveries of active substance
gases in bulk should comply with the same
requirements as those mentioned below for the
medicinal gases (sections 19 to 21 of this Annex);

(@) BB HANNIOBELEEL. FTROE
BAAAREOEREEIZESLCOETAIELS
T, (KT RO 2AOET3219,.21)

(b} filling of active substance gases into cylinders or
into mobile cryogenic vessels should comply with
the same requirements as those mentioned below
for the medicinal gases (sections 22 to 37 of this
Annex) as well as Part II Chapter 9.

b) LU A—RITBHEREEEE~DEESD
HADFETAIL, Part I 9E LR FTROEERHR
HALBELERBEH(COTFRyIADEIL9,22
ha3NITHELTWAIE,

Manufacture of Medicinal Gases

ERANTAOSE

Manufacture of medicinal gases is generally carried
out in closed equipment. Consequently,
environmental contamination of the product is
minimal. However, risks of contamination {(or cross
contamination with other gases) may arise, in
particular because of the reuse of containers.

—RICERAIAOHEEIXFARRAOEE T4

No. o T, MGROBREMNSOBERILEH T4

Lo LWL, FIZ, BBOBRAICEST, B (8

ﬁli%@ﬁx&@fﬁiﬁ%)@'JZO?&"EU%EIE‘E
A d.

4, Requirements applying to cylinders should also
apply to eylinders bundies (except storage and
transportation under cover).

4, A —CHEBASh TS EREEIIA—FIL
[CHiE SIS, (BOESHW-RRETEHE. BiEx
NTNBIFEERL

PERSONNEL

BE

5. All personnel involved in the manufacture and
distribution of medicinal gases should receive an
appropriate GMP training applying to this type of
preducts. They should be aware of the critically
important aspects and potential hazards for patients
from these products.

5EBERAHAQHEELHMACELIERAIL, 8
DFEFAICHEAT B LGMPEEIIEL S5
CE.EREE. ERAAAOETOEBHTEEY
. B, BFICE-TCOBEMGERIZ DTS
HWLTNVBTE,

6. Personnel of subcontractors that could influence
the quality of medicinal gases {such as personnel in
charge of maintenance of cylinders or valves) should
be appropriately trained.

6. S — HMINNLTORETERFIELT
SBEOIINEERAARDRBEICHELRIZLS
ARAEFORBAIEULATIEER TR,

PREMISES AND EQUIPMENT

B EHAR

Premises

&)
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7. Cylinders and mobile cryogenic vessels should be
checked, prepared, filled and stored in a separate
area from non—medicinal gases, and there should be
no exchange of cylinders/mobile cryogenic vessels
between these areas. However, it could be accepted
to check, prepare, fill and store other gases in the
same areas, provided they comply with the
specifications of medicinal gases and that the
manufacturing operations are performed according
to GMP standards.

1. A —RIIBES R ER SRR, FERAS
AEFESEN-EFCRE. B, TTA.RE
FTAHIE, F, EERAROIYTFEFERRHTA
DI THETABRROEREZLGN I Lk
L. WIFNOFREEERIAAOFBICEESL, M
DEEEEMNCGMPOREIZH>TITHDATWLS
HoIE. EEAUNOARERALTY7ZCIEE, ©
. HETA. BETDHIELHETED.

8. Premises should provide sufficient space for
manufacturing, testing and storage operations to
avoid the risk of mix—up. Premises should be
designated to provide:

8. ML, EROURIEEITS-0 ., BliE, B,
FRIBEETESOIIRILARN-AEHBA TS
E BMIETROLIICEDHHTLE,

a) separate marked areas for different gases;

a) ARDEFAZLICHRORREN-TYTIZHT
%)

b) clear identification and segregation of
cylinders/mobile cryogenic vessels at various stages
of processing (e.g. “waiting checking”, “awaiting
filling”, “quarantine”, “certified”, “rejected “,
“prepared deliveries™).

by ThENDOEEITREOBREDI I 4 — 128
RSB AR TR, R T 5, (IR E
THESL). [FETARSL L THERS L TREFR
H1. T FREE) THE/FGD

The method used to achieve these various levels of
segregation will depend on the nature, extent and
complexity of the overall operation. Marked-out
floor areas, partitions, barriers, signs, labels or other
appropriate means could be used.

NEORRGEL AL OREHEERT S-HIZFHL
SNAAEG, SEOEEOMLE. HE. EHSIC

& TRESD RE~OFTR, BEUY, TV, &

B L, BTG ITEA AL LS.

9. Empty cylinders/home cryogenic vessels after
sorting or maintenance, and filled eylinders/home
cryogenic vessels should be stored under cover,
protected from adverse weather conditions. Filled
cylinders/mobile cryogenic vessels should be stored
in a manner that ensures that they will be delivered
in a clean state, compatible with the environment in
which they will be used.

0. Aig. BFEHEREOEDOV) - HEERE
Eﬂiﬁﬂim&%ﬁ&lﬁﬁf&éhf—y Yo —HE
ARSHERESESRE. BULENMTTRE TR

L. EXENISTFDIE, BRTASHEVYLE—7
CEARIEGEEERL. BHERETRELY
Thbhh, RSN ABEICELT ACENRIIT
ELHETHRE TS &,

10. Specific storage conditions should be provided

10. %LE&JL%;UEOD%XIELJ[ BEDEHTE

as required by the Marketing Authorisation (e.g. for |EECTEHL3ICT AL, (FIAIE EiBICEYMRSRE
gas mixtures where phase separation occurs on ARILESHR)

freezing).

Equipment B

11. Equipment should be designed to ensure the 1. B, ERICEEGA RSB EGEREIZTET

correct gas is filled into the correct container. There
should normally be no cross connections between
pipelines carrying different gases. If cross
connections are needed (e.g. filling equipment of
mixtures), qualification should ensure that there is
no risk of cross contamination between the different
gases. In addition, the manifolds should be equipped
with specific connections. These connections may
be subject to international or national standards.
The use of connections meeting different standards
at the same filling site should be carefully controlled,
as well as the use of adaptors needed in some
situations to bypass the specific fill connection
systems. '

AENBEIICHFTHITLHIE. BE. BUSEHEOSN
X%i@ii?%fV?“ﬁ»f:zf'aﬁ'cﬁl?%%mb\‘m.\_é:
TREGALELBEWRIE. REYWORTAR
i) . RS REICLYRLEIEEOIADRRFE
SDYAIDGNZEEFRIRT AL SHIZ T2
=R TS EDEREZERTHE CNODHE
e ERBEHOIIERNBRIZHESAETHA
3, Al—DORETAFTO, JFRKROEROERE.
AL DORRTHEEDTE TCAERERATLICAE
FETEHINELTAIT7TH Ta—0OFEA LR
. IEECEEYT LI,
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12. Tanks and tankers should be dedicated to a
single and defined quality of gas. However, medicinal
gases may be stored or transported in the same
tanks, other containers used for intermediate
storage, or tankers, as the same non—medicinal gas,
provided that the quality of the latter is at least
equal to the guality of the medicinal gas and that
GMP standards are maintained. In such cases,
quality risk management should be performed and
documented,

12. BB UR AT BEOAAEREL. AR
DREHRAECHETLE LML EEERAR
DREN, PUCECLEERARADREICEEL ., H
DOMPEEFMEBEL CONIE. BEEAARE, 720 |
FEFAARERLZ Y, FRFBEO-HIZFED
NAHOBBI(T2H—TC FEXEBETSE
Do TDEIEHFEIE, RBEVARAIIRDAUEITE
L, XEbTB2E,

13. A common system supplying gas to medicinal
and non—medicinal gas manifolds is only acceptable
if there is a validated method to prevent backflow
from the non—medicinal gas line to the medicinal gas
line,

13. EEFABHRASAUMNSEBRAARASA~DHE
RERLTHR)TF—rShE=HENHDEEIZE
U, EEREIT AT FR— I FEEEBRAAN=T—
IWREERLEAREHET VAT LANEDH O
3,

14. Filling manifolds should be dedicated to a single
medicinal gas or to a given mixture of medicinal
gases. In exceptional cases, filling gases used for
other medical purposes on manifolds dedicated to
medicinal gases may be acceptable if justified and
performed under control. In these cases, the guality
of the non—medicinal gas should be at least equal to
the required quality of the medicinal gas and GMP
standards should be maintained. Filling should then
be carried out by campaigns.

14 RTAYZHR—IRIEIEEOESRRAA 8L
T, TOEERRBHAQRESHERETLHL, Fli
B, ZEUAIBALEE T TETShNIL, BEE
AARBEROT = m—ILRIZ&2 0 EEROB Y
THEESNEROHADFETALLE DN, <
NoDBE. EEERAAOGEN, DhdtE
AT RCEREINTODREIZEHL . GMPRLHE
FHFELTWAIE, 512, B CAITT v R— 8l
ETCITHSC &,

15. Repair and maintenance aperations (including
cleaning and purging) of equipment, should not
adversely affect the quality of the medicinal gases.
In particular, procedures should describe the
measures to be taken after repair and maintenance
operations involving breaches of the system’ s
integrity. Specifically it should be demonstrated that
the equipment is free from any contamination that
may adversely affect the quality of the finished
product before releasing it for use. Records should
be maintained.

15. BEDEE., RTBEGER. N\—2%30)
N EERAAOREICEEZESS5 2 Cidhnt
Ly, Bz, FIECIE, VAT LOEEENBLEHN
ABESUHNBEESCEEIMETARIBEDRIZED
NAOXEITONTCERBMT B8, EFEICIE, R
DEAAEHEMIREAROREICEEZES S
%éi:iﬁiﬁ%fﬁﬁt\:é:éﬁﬁ“:&o ElIEEFET

16. A procedure should describe the measures to he
taken when a tanker is back into medicinal gas
service (after transporting non—medicinal gas in the
conditions mentioned in section 12, or after a
maintenance operation), This should include
analytical testing.

16. Bh—M, B2 a3 1A R 0EBTIERES
RAROERERIIETEERICEERATAO®
EEEICERTIESICE. BETAZHEICD
WTFIERICRRTEIE, Chizld. S EL
EFENDE,

DOCUMENTATION

XEik

17. Data included in the records for each batch of
cylinders / mobile cryogenic vessels must ensure
that each filled cylinder is traceable to significant
aspects of the relevant filling operations. As
appropriate, the following should be entered:

17 )3 —  BEABEERESOZ/ \WFD
L. BET AR TCAIEOERLEEICDLT,
WEFEICEITERESO L BEIZNET,
LTOERIZODNWTERETLIIE,

a) the name of the product; a) Bl 54
b) batch number: b) INYTFEZ
¢) the date and the time of the filling operations; c) FTATEAHBAEER

d) identification of the person(s) carrying out each
significant step {e.g. line clearance, receipt,
preparation before filling, filling etc.);

d BREIE(TAVVT IR, 2, FTARID
. ETCALRE)EREL-EEE DR
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e) batch(es) reference(s) for the gas(es) used for
the filling operation as referred to in section 22,
including status;

e) FaeDEBESOH-tI 302250 T
BLIUETALRECHERASNAHADN\YFDE
BEIE, RELEH5

f) equipment used (e.g. filling manifold);

1D ERAL-#sE R RTAT=R—

JLE)

g) quantity of cylinders/mobile cryogenic vessels
before filfing, including individual identification
references and water capacity(ies);

g) FETARDL) A — BERBER RO
2. Beo#iER. KEELZED

h) pre—filling operations performed (see section 3Q);

h) BIESNI-FE CARHRME (L2330 08)

i) key parameters that are needed to ensure correct
fill at standard conditions;

D HEDEHTERELGTETCAIThN =T EEREE
TEODITHELRTENGA—H—

i) results of appropriate checks to ensure the
containers have been filled;

) BERlc R CAShCEE R T SR HDBEYL
HERDIER

k) a sample of the batch label;

k) 1S FDOTRIILDYTIL

I} specification of the finished product and results of
quality control tests {including reference to the
calibration status of the test equipment);

N BEREUSORKBESEEEABOBR GlEE
BOREODKROEREED)

m) quantity of rejected cylinders/mobile cryogenic
vessels, with individual identification references _and
reasons for rejections;

m) eI A —  RBEHRIBIER
BRBOEBIER. FEHEEY

SREOBE.

n) details of any problems or unusual events, and
signed authorisation for any deviation from filling
instructions; and

n BECEETEEOFEMRUIE CAERER
MoDRFICETEFRAYDEEE.

o) certification statement by the Authorised Person,
date and signature.

OHFHHIEREBICLHHFTHERRDIEE, F
ABEEASA,

18. Records should be maintained for each batch of
gas intended to be delivered into hospital tanks.
These records should, as appropriate, include the
following (items to be recorded may vary depending
on local legislation):

18BN I TIZBEENSTFEDARADINYFZ
LDRERERFTHL CNOORRIL BEITE
CC. TROFBEEANDIL, (RBHRINLTE
BEEEDERICRYRLESD.)

a) name of the product;

a) B

b) batch number;

b) AVTFHES

c) identification reference for the tank (tanker) in
which the batch is certified;

o) INFRERDHEH Y (F51—) DR TEEHR

d) date and time of the filling operation;

d) FCABREETE--E R B LR

e) identification of the person(s) carrying out the
filling of the tank (tanker);

e)J B (B DR TCAZTHT-EEEB DR
il

) reference to the supplying tanker {tank), reference
to the source gas as applicable;

f) BEIZIGLTHREB 2L H— (VD) DS REIE,
ZETHESFHBTOHRICETHSRER

g) relevant details concerning the filling operation;

B FECAAREIZET H5E1E

h) spesification of the finished product and results
of quality control tests (including reference to the
calibration status of the test equipment);

h) ) mRERORKLAETESROER GRS
BORERRICEYHSREELED)

i) details of any problems or unusual events, and
signed authorisation for any deviation from filling
instructions; and

) FECEECEEOHMRUETAERIERE
MoOBRBRICETIERAUDER

i) certification statement by the Authorised Person,
date and signature,

RN EEE ISR RO, B
HAELES,

PRODUCTION

s
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Transfers and deliveries of cryogenic and liquefied
gas

BEEODRIED ADEEEAE

19. The transfers of cryogenic or liquefied gases
from primary storage, including controls before
transfers, should be in accordance with validated
procedures designed to avoid any contamination.
Transfer lines should be equipped with non—return
valves or other suitable alternatives. Flexible
connections, and coupling hoses and connectors
should be flushed with the relevant gas before use.

19. BEROEBEESHT, —RETBMOOERH
A BWTHEEH ZAOFEIL, EARELLEITS
FBITEDSN, N T—FENTE=FIBIZKSZE B
BIAUAL, B FRIMOBILAEREERL
TWhol. 2LV T ILERR VYT Fh—
REARTRIERRICBEMOARTIZYI ST
Al

20. The transfer hoses used to fill tanks and tankers
should be equipped with produst-specific
connections. The use of adaptors allowing the
connection of tanks and tankers not dedicated to
the same gases should be adequately controlled.

20. RO RUBRA—DFRTAICERT 82A
AL HRICHAOERHBEERLTLDIE,
EREOARICEREL TNV IR U —
~DEGA AL TS ﬁ@—’éﬁﬁ@?‘%iﬁ‘*l (.
B EETHILE,

21. Deliveries of gas may be added to tanks
containing the same quality of gas provided that a
sample is tested to ensure that the quality of the
delivered gas is acceptable. This sample may be
taken from the gas to be delivered or from the
receiving tank after delivery.

21 BRE S - H AL, HEIC kY REIREEE
FEEEERLEEELE BREOHANRAST
WAL IR T RIENTED, COH T
&, BoEBMELIERERICR AN ZHTL
FHANSEINT H5IENRTES,

Note: See specific arrangements in section 42 for
filling of tanks retained by customers at the
customer’ s premises.

SV BEEORRICHIBEREDIVI~ADETA
o3 205 MOEEES B0,

Filling and labelling of cylinders and mobile cryogenic [$/
vessels

VIV —EBBEBERERENDFETAERT

22. Before filling cylinders and mobile cryogenic
vessels, a batch (batches) of gas{es) should be
determined, controlled according to specifications
and approved for filling.

22, L) A —RUBEBEBEREBADTETAH
[Z.HRDAYTFEEEL., REEEEL, TTALD
REEEBDL .

23. In the case of continuous processes as those
mentioned in ‘Principle’, there should be adequate
in—process controls to ensure that the gas complies
with specifications.

23. BRI TR RSN TNA LS L—BEEETED
BE, HAOEEESAHET -8 Y4 TR
"’é‘ﬁ”&ﬁ')‘_k

24, Cylinders, mobile cryogenic vessels and valves
should conform to approptiate technical
specifications and any relevant requirements of the
Marketing Authorisation. They should be dedicated
to a single medicinal gas or to a given mixture of
medicinal gases. Cylinders should be colour—coded
according to relevant standards. They should
preferably be fitted with minimum pressure retention
valves with non—return mechanism in order to get
adequate protection against contamination.

24, ) —RBEIH AR RS RO ILT L,
UG EMRERUVESERTREE @Eﬁﬁ’g_ég
KREBEIGEETHIE. Thbid, —EBEOHAH
SWE—RBHOEBRRAARESYICERTCERT
BHlbo LA —ITBERBICHEL, EEITLDH
BMESTHIE, DA =B BETRETS
RO HSR/NENREEREERTL
EMEELLY,

25, Cylinders, moebile cryogenic vessels and valves
should be checked before first use in production,
and should be properly maintained. Where medical
devices have gone through a conformity assessment

1 -
procedure, the maintenance should address the
medical device manufacturer’ s instructions.

25 S — RO EE SRR UNLIE.

HEELECOSE FERIATTICREEL . B IRSrE

BT HIL, EEEBENESHTMEEIEY 21246
TIVBESh 1581, BT ERITERLRaE:

EDTREONBEETTLIL,

Note 1 In the EU/EEA, these devices are marked €
GE>.

F1 EU/EEATIEC LI, CER—DDHAHETH
5,
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26. Checks and maintenance operations should not
affect the quality and the safety of the medicinal
product. The water used for the hydrostatic
pressure testing carried out on cylinders should be
at least of drinking quality.

26 RRRGRTEERET. BRADKERTD
TEMWICEEFEZ TIELEL, BROIMIEHER
féﬁﬁ%éﬂ%ﬂk!i DPULELEMAKDORETHH

27. As part of the checks and maintenance
operations, cylinders should be subject to an
internal visual inspection before fitting the valve, to
make sure they are not contaminated with water or
other contaminants. This should be done:

27. RER RS EHEED—RELT, VT —
MK RITOFREPETELESN TWNVENWIEETE
FETBEOIZ, SN ITEEFET BRIV T—R
o BEBEEITEOSE, ChiL, FREOBSEIC
T52&,

— when they are new and initially put into medicinai
gas service;

A — IR T, RPICERAARCERSh
B&E

following any hydrostatic statutory pressure test or
equivalent test where the valve is removed;

- JERYSALTRELEENR EHEX IR
HFORBRERBLIE

—whenever the valve is replaced.

-NWIJERZBLI-IES

After fitting, the valve should be kept closed to
prevent any contamination from entering the
cylinder, If there is any doubt about the internal
condition of the cylinder, the valve should be
removed and the cylinder internally inspected to
ensure it has not been contaminated.

NILVTEFRIEDI A —~DEREOEAZRCTE:
BIZANTEFADEEEIZTEE VT —OH|
HoRBIZBESHHNE, NILTERYSL, 2
A —PUERENTIVEDN I EFRIEY 27=OIC
NEERETLCL,

28. Maintenance and repair operations of cylinders,
mobile cryogenic vessels and valves are the
responsibility of the manufacturer of the medicinal
product. If subcontracted, they should only be
carried out by approved subcontractors, and
contracts including technical agreements should be
established. Subcontractors should be audited to
ensure that appropriate standards are maintained.

28, LY E— BEEIREERRRRVU/ALIOR
FEBRMEENREL, EEROREEEOER
THDH. ThODEEEERIIFRATIHFSICE.
SHEFORERURNGEE S ENRHEET
Blb, BREENEES SEELN BRI ELH
BLTWAILEERT 5126, RAEBDEEE
g bH L,

29. There should be a system in place to ensure
traceability of cylinders, mobile cryogenic vessels
and valves.

29, oA — BHEBEEREREUVAILITOR
L—YE T4 ERETE-HDUATLDNHSHL
&S

30. Checks to be performed before filling should
include:

30. ECARICTASHERETRESL &

a) in the case of cylinders, a check, carried out
according to defined procedure, to ensure there is a
positive residual pressure in each cylinder;

a) YU A—OGE . ZUI I —RICEEGER
HHEERAT DHIC, MESHEFIRITKEST
FTah SRR,

—if the cylinder is fitted with a minimum pressure
retention valve, when there is no signal indicating
there is a positive residual pressure, the correct -
functioning of the valve should be checked, and if
the valve is shown not to function properly the
cylinder should be sent to maintenance,

oA CRMNEDRFALTARYM TN
TWHHE. BEBEERY I FUDRRRINT
DRI/ UL TR ERICHEL T O ERT S
"o 7LT BT EEL TWENE ST )Y
F—zBRTHIL.

—if the cylinder is not fitted with a minimum pressure
retention valve, when there is no positive residual
pressure the cylinder should be put aside for
additional measures, to make sure it is not
contaminated with water or other contaminants;
additional measures could consist of internal visual
inspection followed by cleaning using a validated
method;

- R—ICBRINEARF AL THARYS TS
TWEWMES., YA —ROEEBEALTA
£, ST —FFREEL., KITEDFERITHDE
KB IE NN EEER T A HICBMNE
BEFRAZL EBNMEEOAELT,. AEEESRBEET
NYTF—rEN=FHRICEARBREEREITLONS,

b) a check to ensure that all previous batch labels
have been removed;

by AR AL TWO A FINILT RTHRES
NTOBEILELRILT - DFERE
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c) a check that any damaged product labels have
been removed and replaced;

c) BEOHAHG SN KR ESHERYEShTO
éb@ﬁ

d) a visual external inspection of each cylinder,
mobile eryogenic vessel and valve for dents, arc
burns, debris, other damage and contamination with
oil or grease; cleaning should be done if necessary;

d H2OL) A — BEEEERESRRU/AIL
TITDWVT, ~CH, BRITET. BOMNE. F0M0
BEOHIEER T Y—RIZEDBELEENONE
AEEICEHER HEIZIGLTHRET SIS,

e) a check of each cylinder or mobile cryogenic
vessel outlet connection to determine that i is the
proper type for the particular gas involved;

e) B2 DY) 54— BEHABRKESROHELO
DRI E—hY EET R EOH A CHE AR L
THADEZHET S H DR,

) a check of the date of the next test to be
performed on the valve (in the case of valves that
need to be periodically tested);

) REONILITERZTESFA BORE LT
EEHNICRESTOBESNHIES).

g) a check of the cylinders or mobile cryogenic
vessels to ensure that any tests required by
national or international regulations {e.g. hydrostatic
pressure test or equivalent for cylinders) have been
conducted and still is valid; and

2 L) BRI BEIBER AN, ENRE
XILERRRRICE-TERENTOEHEBR (R
(X, I F—OERBRRIE TN EEFEDOER)
ATEhh, BHARNTHLEDOHER R,

h) a check to determine that each container is
colour—coded as specified in the Marketing
Authorisation {colour—coding of the relevant national
/ international standards).

h) B4 OEHVRERTEIE BRI LIEND
R/ BRREOREMNEE) THEShTODE
DZEALIDFEAMASITHN TVHIEDORER.

31. A batch should be defined for filling operations.

3. NYFIERTAREZEIZER T L8,

32. Cylinders which have been returned for refilling
should be prepared with care in order to minimise
risks for contamination in line with the procedures
defined in the Marketing Authorisation. These
procedures, which should include evacuation and/or
purging operations, should be validated.

32. BRCADEHICRAIENI- Y H —DRTL
BYERE, SLERTRBEICRESNEFIRIC
HOTHRDURZRMRIZT HEIFELTE
W HTE MBEBERT XL/ \—DREEZED
NSDFEIREAN)T—FTHIL,

Note: For compressed gases a maximum theoretical
impurity of 500 ppm v/v should be obtained for a
filling pressure of 200 bar at 15° G (and equivalent
for other filling pressures).

E)EHEA ATIE, 15°C. 200bar®FTETATENTH
H O R LR {E T#H 5500ppm v/ VEL T ET S
S (MDETAENEVTLRIFLTDHE)

33. Mobile cryogenic vessels that have been
returned for refilling should be prepared with care in
order to minimise the risks of contamination, in line
with the procedures defined in the Marketing
Authorisation. In particular, mobile vessels with no
residual pressure sheuld be prepared using a
validated method.

I BRETCADEDISRNEN -BHEAREESE
ORILIEE R L, BEHERBEIHEHIN-F
JEIZHE>THEDYRAIERMPRICTHESFELTC
T AL BFIZ. REOLNBBAERL/ VY
Z‘"—Fé‘hk?ﬁi’&ﬁﬂL\Tﬁﬁﬂi@‘[’ﬁ%%%ﬁﬁ?’é:

34. There should be appropriate checks to ensure
that each cylinder/mobile cryogenic vessel has been
properly filled.

M FHaO A —RITFESHEBEBRSIZED
%ﬂ;?ﬁ‘(&?ﬁ‘ Tt CEE R T 5O DHEER
AZL,

35. Each filled cylinder should be tested for leaks
using an appropriate method, prior to fitting the
tamperevident seal or device (see section 36). The
test method should not intreduce any contaminant
into the valve outlet and, if applicable, should be
performed after any quality sample is taken.

B BELOTETCAREAFDU) A —IL hE AR
L RISHRE AR EEEE T HHIC., St
FHEFRWTENRBETEICE, (523236
S RNERIT. SLTOHHEIAESRLAN
FHETIL, T, ZL 32588, REFHMEYY
TIEREBRLERICHTESIE.
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36. After filling, cylinders valves should be fitted with
covers to protect the outlets from contamination. '
Cylinders and mobile cryogenic vessels should be
fitted with tamper—evident seals or devices.

36. T TAZ. EEOMNLDFFREHIETHHIC
B =D IV T ZIN—FREF T DL VY
A — B UBHEBEEER CHRIEAER—ILEH
NSRS AR EETER T &

37. Each cylinder or mobile cryogenic vessel should
be labelled. The batch number and the expiry date
may be on a separate |abel.

37 RO T — Rlif?@iﬂiﬁ: AR C TR
ET L, NFESEEHHMREANOS IS
FRRLTHEL.

38. In the case of medicinal gases produced by
mixing two or more different gases (in—line before
filling or directly into the cylinders); the mixing
process should be validated to ensure that the
gases are properly mixed in every cylinder and that
the mixture is homogeneous. '

3B. “REELULFOELLIAADEETHESNIE
BERHTADOBE (FETARDOAIA RS LM
N —THEERES) .. ESIREICDOVLTE,
4131&0)/&/9 MIZBLTETNSESSNTE

U, BB —THHENSTEEFRT=HIZNY
F=LavETEHl &,

QUALITY CONTROL

mEEE

39, Fach batch of medicinal gas (cylinders, mobile
cryogenic vessels, hospital tanks) should be tested
in accordance with the requirements of the
Marketing Authorisation and certified.

39. Eﬁ%ﬁzwﬂﬂfz@/u?_t(v',l/ﬁ 7
AR R R, WD), %‘aﬁﬁﬁJL%a.u
?%)EQR$IEI IR EBEL. RRAEEERAT

40, Unless different provisions are required in the
Marketing Authorisation, the sampling plan and the
analysis to be performed should comply, in the case
of cylinders with the following requirements.

40. EERFTAREH THEZRSNTLVET L
(£, 2 —DiEE ., BEEREREEILMT R TR
DERBRICH->TEEIT S L.

a) In the case of a single medicinal gas filled via a
multi~eylinder manifold, the gas from at least one
cylinder from each manifold filling cycle should be
tested for identity and assay each time the cylinders
are changed on the manifold.

a) U F—HE T = R—JLRICHITN R AT
WF A —T =R — LR TR TAShI-—EHE

DEERAAADOEES., Ba0?_ik—IFRETAY
47)b®’]‘f&<&%1$®7')./9 —DHAZDNT,
Emuuﬁﬁ&ﬁ%%fﬁ&j‘—t

b) In the case of a single medicinal gas filled put into
cylinders one at a time, the gas from at least one
cylinder of each uninterrupted filling cycle should be
tested for identity and assay. An example of an
uninterrupted filling cycle is one shift’s production
using the same personnel, equipment, and batch of
gas to be filled.

b) —FEEBOERRATRET 75@’39')‘/51“—[:_3%(
AT RIS BELERTAYAINLIEDDIELE

FIEDI T —DEDOHRAIZDONWTHEERELE

BETESZ &, EELETETATA2LOHIL, [H
—QDBE. . F—O¥E. B—0HAD/ N vFERWL
=12 IR DI TATH D,

¢) In the case of a medicinal gas produced by mixing
two or more gases in a cylinder from the same
manifold, the gas from every cylinder should be
tested for assay and identity of each component
gas. For excipients, if any, testing on identity could
be performed on one cylinder per manifold filling
cycle (or per uninterrupted filling cycle. in case of
eylinders filled one at a time). Fewer cyiinders may
be tested in case of validated automated filling
system.

o) A—DTZh—ILES, SULSF—RIZTiESE
PErOHAZRELTHETHIHESIT. &V
F—DHRE EaHAZ LIRS BREEEXTT
HAHZE. BMFIOHHEE. BRARE T =R—
RIETATFATILIZDEIEDI) T — 'C{‘ﬂfrfc
ey, (IXKFORTAShEVI T —DEEIE
BELFTETATAINL &) NYF—hEhn-88
ff&bxﬁ-.&@%%[i, o E—OR(EDELT
&Ly,

d) Premixed gases should follow the same principles
as single gases when continuous in—line testing of
the mixture to be filled is performed.

d) BEELEA AT TCAIL. BEEHADOERY
5%3/%@%’&??@5%%@\ —EEOH AR LIEE
(255,

Premixed gases should follow the same principle as
medicinal gases produced by mixing gases in the
cylinders when there is no continuous in-line testing
of the mixture to be filled.

BLESELE-HAQETA, BEEHRDESEA VD
A RBATEONENESE, V) F—HNTH
AERGTLILEYBEShAERRAALREL
B\EIZHES,

Testing for water content should be performed
unless otherwise justified.

fhDIBMAZNRY . SKEBHBERERT HIL.
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Other sampling and testing procedures that provide
al least equivalent level of quality assurance may be
justified

DHEL AEDRERENTES. MO B KRR
RURBOFIESEET LN TES,

41. Unless different provisions are required in the
Marketing Authorisation, final testing on mobile
cryogenic vessels should include a test for assay
and identity on each vessel. Testing by batches
should only be carried out if it has been
demonstrated that the critical attributes of the gas
remaining in each vessel before refilling have been
maintained.

4. RREFERIL, HSREAFECHREESN
TN, BHEEERASOEEHOEE
ABRUERHBRESC L. BRETANDES RS
RNOEENADEETRHESEBESh TOAIEN
TENTWBERRX NuFIEDRBOATEL,

42. Cryogenic vessels retained by customers
(hospital tanks or home cryogenic vessels), which
are refilled in place from dedicated tankers do not
need to be sampled after filling, provided that a
certificate of analysis on the contents of the tanker
accompanies the delivery. However, it should be
demonstrated that the specification of the gas in
the vessels is maintained over the successive
refillings.

4. ERA A~ B CERETAShIBEERE
HOBEEER FEROS I RILRERABIEER
) (E, EEE CALh—NE YO R B REE S
LTWBGE . BRTABRDY LTV FERET
H5. LOLERHROHROFHEA S A2H%E
E/ua)ﬁaﬁﬁh HIHShTWAZEDBIERT S

43. Reference and retention samples are not
required, unless otherwise specified.

43, BEBARINTORITAE, S ERRUEES
EFETHS.

44. On-going stability studies are not required in
case initial stability studies have been replaced by
bibliographic data.

U RIOREERESA X T —2BEI SN T
WAEETA o T—A T OREERBIIFRECH
Ba

TRANSPORTATION OF PACKAGED GASES

BEINHAOH®

45. Filled gas cylinders and home cryogenic vessels
should be protected during transportation so that, in
particular, they are delivered to customers in a
clean state compatible with the environment in
which they will be used,

45. RTASNF=A ALY VA — RUREREIE
BERT, FIC HRRERAENLEEICEET D
%i%fi#ﬁﬁ%‘@ﬁﬁ@*\ﬁﬂiﬁ?’é&5{%5%L‘C$§ﬁi£’d‘%3

GLOSSARY

i

Definition of terms relating to manufacture of
medicinal gases, which are not given in the glossary
of the current PIC/S Guide to GMP, but which are
used in this Annex are given below.

FETOPIC/S GMPH A KO REEIZI LA, EERA
ADEEICET ABET, K7 RV IATHEEASH
TWAHARBOEEIITEOBYTHS,

Active substance gas :Any gas intended to be an
active substance for a medicinal product.

BB AR EEROENRSILLAR

Air separation: Separation of atmospheric air into its
constituent gases using fractional distillation at
cryogenic temperatures.

ELNE KEPOESHIOBREECHEEE
AWTH S A RIS EETSCE,

Compressed gas : Gas which, when packaged under
pressure is entirely gaseous at all temperatures
above —50°C.

ERHA - EHZEMIOhE-RECHASR =S
|Z-50°CLL E DR ECEENEETHIHR,

Container : A container is a cryogenic vessel, (tank,
tanker or other type of mobile cryogenic vessel), a
cylinder, a cylinder bundle or any other package that
is in direct contact with the gas.

Fav: Banld WERRR IV 20— D4
1T DBBRBIRRRIR) . LU — h—FILX
[FOBR T, EEAREEMST L0,

Cryogenic gas :Gas which liquefies at 1.013 bar at
temperatures below —150°C.

HEEH R -150°CELF. 1.013bar CRIETAAH A,
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Cylinder : Container usually cylindrical suited for
compressed, liquefied or dissolved gas, fitted with a
device to regulate the spontaneous outflow of gas at
atmospheric pressure and room temperature.

A — FREERT, B, &b, BELIRIC
HELTCHY, KRE. ZRTOAROBRFHZH]
I 2EETEBELCLOEHR

Cylinder bundle : An assembly of cylinders, which
are fastened together interconnected by a manifold,
transported and used as a unit. '

H—FIL S —~DEESHRT, vZFR—ILFZE
BAHEABEES TS —FEHENIEEL. A2vhéE
LT, Elik, FHEND.

Evacuate : To remove the residual gas from a
container / system to a pressure less than 1.013
bar using a vacuum system.

B BRI CEREARERVBRCE A BEEURAT
LOFEATIONEbartBl FTOERNIZTLELRAT A

Gas : Any substance that is completely gaseous at
1.013 bar and +20°C or has a vapour pressure
exceeding 3 bar at + 50°C.

712 :1.013bar, 20°CCRLEIZHRAETHS. HIL
50°Cj6$.fsﬁ!£75“3barﬁﬁzé%%:’°

Home cryogenic vessel :Mobile cryogenic vessel
designed to hold liquid oxygen and dispense gaseous
oxygen at patients’ home.

EEAEESEE EEORE CRRBEERE

L. SRERBERARET 2B RBEERR.

Hydrostatic pressure test :Test performed as
required by national or international regulations in
order to ensure that pressure containers are able to
withstand pressures up to the container’ s design
pressurs. '

TERER: AR OZFEAETOEAICHALNS
EhBRBRERIT -0, BRRT. EERERD
ERICHE S TITAH AR,

Liquefied gas : A gas which, when packaged for
transport, is partially liguid (or solid) at a
temperature above —50°C.

FBIEH R BEO-OIZREIN=EFZ, -50°CLL
T, —EARIK(ULER) DH R,

Manifold : Equipment or apparatus designed to enable
one or more gas containers to be emptied and filled
at the same time.

T=AR— LR B IARULDHRABRFICHAE
BB Y R TALEY TER LIRS
BENLEE,

Maximum theoretical residual impurity : Gaseous
impurity coming from a possible backflow that
remains after the cylinders pre—treatment before
filling. The calculation of the maximum thecretical
residual impurity is only relevant for compressed
gases and supposes that these gases act as perfect

BAEREB RN R CARMIIZEITSL) 5 —
ORHLBRIZREL. MR- AR SRR T 58
KIRDOF i, R XEREEFMMOERIL, E
WMARDOAZEAL, hohblE. FE2R/EELT
ERET B

Medicinal gas: Any gas or mixture of gases classified
as a medicinal product.

EEATREERESESNEAX BHDNEAR
DEEW,

Minimum pressure retention valve: A cylinder valve,
which maintains a positive pressure above
atmospheric pressure in a gas cylinder after use, in
order to prevent internal contamination of the
cylinder.

BIPNEARENILT EREOTAVI T —RAE
KEFEIVBERMERZEL. A —DRAEEE
=M ) B —D 8T,

Mobile cryogenic vessel :Mobile thermally insulated
container designed to maintain the contents in a
liquid state. In the Annex, this term does not include
the tankers.

BEHEEEESES: AR TARYERETOLD
[CREET SN BBR QAR R. TV IART
(X, CORREICEVI—EEFRLY.

Non—return valve : Valve which permits flow in one
direction only.

WIE AT —ARDHFZFNSE S/ ULT,

Purge : To remove the residual gas from a container
/ system by first pressurising and then venting the
gas used for purging to 1.013 bar,

= BEXFCATLIZ, MIDICFHERTAHR
TYMEL, RDNTA—TICERALETAZTBIHLT
1.013barf CLTHBEARERET S L,
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Tank: Static thermally insulated container designed
for the storage of liquefied or cryogenic gas. They
are also called “Fixed cryogenic vessels”.

A2 GBI H R, BNIBEERH AOEED-H
[CERETEh B T OMERS. [EEREEESR
FiEblg,

Tanker :In the context of the Annex, thermally
insulated container fixed on a vehicle for the
transport of liquefied or cryogenic gas.

AP PP ADIIRTIE., RALA R, EER
HADEEOHICHMICEEIN-MBELEE.

Valve :Device for opening and closing containers.

N7 BHROFFAROEER

Vent :To remove the residual gas from a container
/ system down to 1.013 bar, by opening the
container / system to atmosphere.

ANUb BRIV ATLEARICEHRT AIEICE
U, 1.013bark i AFE THB XTIV AT LANLEEH
AERETIIE,
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3 FOER
Manufacture of Herbal Medicinal Products EMEEESOSE
PRINCIPLE [=HI

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.

. 2{05E. ERTEHT HELOEELSD
BIEMD, HERHOEE, &, MIIL, EpE
EEHOUBCEOTHICEETHS.

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

an herbal substance® or an herbal preparation1. The
herbal substance should be of suitable guality 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 product.
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 Callection Practice for starting

materials of herbal origina.

EYNEES oG CRTATHERM IELTIHK
BENEY. EOEI N T ERR S AR T S,
ML B RETRTNELLT, ThERE
1B F—AbEMERS S R T EE R
DELEREECREESNETAIEELAL, HEYED
RELEREERITTA LT TROOEEYEL
TOEEIZHETALYEMTERAGEESNS,
BOER . HERCINEOKRRL, EMEDME
DEELHEAZZFIIOTHY. EREGORED
—BHICEE%E 52 5, GACPO - DOFE S E
BEFRAT LICEAY EEREL., EEREKOH
ZERDT-HDCACPIZET Z2ERA A T8
WEEEHARSAULEITREN TN,

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

AT 2 UIRATCETATOHEYDEHRERATHIE |
FEHE (medicinal plants) . HEY1ZE (herbal
subsutances) B UEZERR 8 & (herbal
preparations) [T FAES,

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

FE1 AT RYVAICENTIL ARBENSh TS
HEEREMEYEERR BV EERMEM T
MEfEiEERE R CHRIEDEERERES

IS _

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

312 herbal substance B Uherbal preparation® FHEE
[LF N Fhherbal drug® Uherbal drug preparation&
RETHLIERLTEIND,

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

3 B EZE AT (EMA) | HR R ERES (WHO) 5
WIREFOBEOXE

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

L. EYHEESOEEICBHAGXPERLTL
3¢,

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

T4 CORIIGMPHARS A OPart I DRIDE
AHEYOENEF LYFHIEL TS,

KRIEKREIZFT >

Explanatory Notes

e
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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 material
may be classified as an active substance, an
intermediate or a finished product. It is the
responsibility of the manufacturer of the medicinal
product to ensure that the appropriate GMP
classification is applied.

THEYEHOGMP EO BRI K., SLEERFTESIC
KO TEEShAIMOREXRETHS. BEIL. A
AL, BE R I ERE R A EIND, B
ZAGMP E O ERLATERIh TSI ER RIS 5
—EI.EXERREXEFOEFEITHD,

* 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 naticnal
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.

* BEEEE, ChoDIENSLERFTREE
BEHREICH-S>TERShDIEARATHIL, Sl
RFERFE BHREBICBVDTEE LI T
FEShHETNOOBHOITIRIZT, BEEHEOH
HEHDO-HOENGACPE L MEE B GACPAE
? gﬁgéa EASUERE VIR TIEIZIIGMPAE 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
guality of the product within the approved
specifications, it is acceptable that they are
performed in the field, provided that the cuitivation
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.

w EYMHSOEUYRVEEICELTIE. Chod
FAREKRESN-BEOHBEATERORExHE
BeaOICIRf#O—EELLTCERT LHERN
$HhHBEE . HIEMNCGACPHOE REES L L ER
HEIZH-TWWBELE. ThoDIEEE B TT
HLEMTES, ZOLIRRIZFSRTHY .
UL HERFTEREE SHEOXEICBOTIEL
#RTIE BN TCERShAEETIL. GMPOE
Bzt >T- B EE, BB RN T—3y
RHEAShAIE, BRLBIIThonEEAGMP
[CHEELTANEINDERERETATHAS,

# EMA, WHO or equivalent

HEMA, WHORLLVZ RIS DB D B

PREMISES

L7

Storage areas

RERE

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 prevent
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,

LEMERIRGTSAEM-RETLIL. BE
REISER, BLNMIEOMDEY. B EEHY
DRAZHCCENTEDLIICERMEHR AL,
AR EEBISEEN AN LB R UHEDO
SHERGIE, FBAOOE OHMERUE X EEERLE
TOHRRMTIBEEZELD L, RANEYED
REEED:D, RUSHELIEMEDDIZK
AENFIGEERAT AL,

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 REREEIEMBERETL, REBFHRIERD
BHGEREZSELLSICEHET 5L,

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

3 BERBORBER OGRS B
EEERLOCL HIRNRET 2800 AR
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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 EMERCEDERHERORE L EE.RE
RITESE DR MEREEGHP VDR THLHIZD.
NHDERERZ, BRI HIE,

Production area

RS

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 MR CIEYEARAOBRERI, BE. E
ERUMIEERTIRIC. BESELHEEIE,
BT EEEECERAEREZERTLIGE, BRI
BEROTE AXEENHIETELIITERRT
HEEHLDI L,

Equipment

B

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 BIEICEEL B ALVAVEAYIE ORERIIT
FLLAT W IR E BT AT-HIC. DEMGEEOEET
BECHEAShIREIHE B cEa R IET
NIFEARBAEL, _

DOCUMENTATION XEL
Specifications for starting materials HEEREORE

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 quality 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 HEMEEEROEEZEEIGMPRUE SR
RAZEICH->TEESh-EMIEHEEROAF
AT AEEEFLANEALAL, S
REHOMRES N T IEMEEERREE
. EBLLIZoREEIZIAEEICEHT IBEN
X ESF AT TUWRTRIERESE0 §E
MBI T AN —YE T A EREORE
ELTHATH D, EEEE X, LETHNAE, EY
EEMERLROBEENCACP E-TFLT
WBh, F5THVGEE, REURITHRT AL
(Q;%_M) [ZH->-ENAEEEZERAL TSI EERE
|3 RS

5 EMA, WHO or equivalent

75 EMA, WHORE L MZRIE O RO &%

8. To fulfil the specification requirements described

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

documentation for herbal substances / preparations
should include:

8. HARSALAE)TORRMEREBIEICBLTER
MENTWAHBELEREEEFNI-T 286, {EYE
LRI ANELLTESD O,

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

>EPO2EROFE4 (B B, B EERUMm
BE(FERITIR) . BETHNE, HIFLEA
RUMEEED LOUEEFERLTY .

>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,
ete.):

>EMOEBTOEM (REE- ., 2289415
B IEFEE, IR, SREFIE. SRS - aEE
?&)é%% MEHEMEICLHE RO AR

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

> D EFRERM.

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

~HELLETE R pha R AT
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>- a descripticn of the herbal substance and its
macro and micrescepic examination:

>EYREO MR, RO, SMRE. BHEREOMT

a

> guitable 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;

> PR ER. BDELG S, AREEN S
NERDOT—A—MOLERD OWEEREES
T EMESMDZDRATBAZLOT G
BIIHEMENERNLE, EYOSEREANR
EBHOEHIZABESh TWSTE,

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

>EEE- M OERFI—H-S TR I F-iEHE
DIKTES

> 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;

> AREREDEERS BEREEET—
h—DEE. IRMEOHIEELEETATT HEY
HAZERUBEET HERFOHEIZHSI-FHBER
B, ThoDAENGLESIE, fBISIEIALL
BEBEUNZ/A\)T—ENAEZETHLH L,

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

>BERIGES FIS5MLY BOTA O,
FEEY. FEREEZEH-REEFERU X
(S EMBLEERET SO

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

>PRICIGCTEEEEORR. EA0NAFER
U OHER

> tests for foreign materials, as appropriate;

>HEICICTEYDEER

> 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.

>BHEICRCT, EEE - EOERS TORME
DEFELITEMERARROEE.

Any treatment used to reduce fungal/microbial
contamination or other infestation should be
documented. Specifications and precedures should

HEFVHEYMES FAZZ000EEEDOE
LG 5D EENELTHE, BB R
UFIEESGTNELELT, ThiziZBEBBOR

be available and should include details of process, |EBERIAEEMOERESHoL,
tests and limits for residues.
Processing instructions TiEEXE

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

9 TIRIERETIL, 3%, HE. 0 ahliE
MREEI R L CITOSEE FARMERIZTDONTERL . &
TR SR E . YIS A XE LT F Y1 X% %
HI A=OICAWNW-FEESHLL,

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. ¥, IBMEOE2OEEARILER TE
AVELE BIZIERES, AR, B EES)
P, B BAEDQISHENA R R U
RUBBOKEOGFEEERHETH-0HIFEZEC
Eﬁ%ﬁﬁbﬁiﬁéﬂét&;@ﬁ%{tuﬂﬁ%&U%‘Eﬁ
NHbIE.
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11. The processing instructions should also describe
security sieving ot 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. TRIERZX., SBRLEIEMEOFFEA, 2
IS EEBERTIZIT S MR RO - H O FHrEhHR
RWMIthoAE, RUEMEHORSE.ZAIZE
JHEYGFIEE AT SHE.

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

12, IEMER B RORED DI, FREK,
OEE, B, REOHE, REREBRURALES
EOFMESTL,

QUALITY CONTROL

mmE EH

Sampling

R

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, EREY. - EYEIREREITREETHLEN
o, BAERIISTEOEMEREE BB
BNSGEELTITIS & BNV FIT I \wF T EDO X E
bIZRYEERIT BT &,

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. BPEHOSEREBETHY . YRS BHE
H- g ORBA(CIRE S TOLLES IR TR
ZTHH MEREFRTHESIE BRLTLE
LHEMES DS ERNBETHD.

15. Quality Control personnel 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, ete.

15. BESh FHEEHZORIZ, EAME, AEHE
DEFEOFE. EEEY. MEOF Y —EE4TER
HEBICHBWTREHBTAENMNTERLSIC, REEE
BB ITEDE., EVERNULS BYHTEERIzH

(LT ORMRREEREERT L.

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, M. EDEREE LU ER S OE
RS E (L, Y EER R RS MEER 0
S LSBT, BECHNIHEDER SO
BB S5 5. BEE- R ORHEOENA AR
;fft/EJZL\IIB%Eﬁﬁ’ RSA > TREShES
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Table illustrating the application of Good Practices to the manufacture of herbal medicinal products ’

Activity

Good Agricultural
and Collection

Cultivation, collection and harvesting of plants,
algae, fungi and lichens, and collection of exudates

Practice (GACP) *

ek

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

s i

Expression from plants and distillations*

Part I of the GMP
Guide

Part | of the GMP
Guide T

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

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

T
Sttt

TS
i

e

R, HEMEEERORECSTAGXPERLTNSY,

S

Good Agricultural
and Collection

WY, B, BE, hREORIE, 3. UGE,
KOO HER

Practice {GACP) ¥

e

fE, FiE B, MREL MO LR
*

B SO L

9 MM IT, AL O, EEYE
DHESGOEL R RIEOE R

EERLLTOAEEEH IR ~OELIEN
T

Part H of the GMP
Guide T

Part | of the GMP
Guide
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HEK(10) PIC/S GMP HAKSAL 711

"X

FIER

COMPUTERISED SYSTEMS

O 1—RES AT A

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.

AXEICGMPORHEZHAEFO—RELTHE
Aanbdarta—2t AT LD BEICEAYT
Do A A—BIL U AT LTV IR 22T RUEN—F
NI OEREREN—R LT EOEEEL T
THOTH5.

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

FI)r—SauEN)T—hAlE, ShIZ ITAY
TSAMSOFrITESERI-LTVAIE,

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

A a—A{E U AT LARFEREICE> Tt o
TWAIEHICIT. WO RE. TEEHE, RERE
DR FTHRH->TIELESED, 2EMEZTIEDYRAY
AEmLANT s,

GENERAL

—EE

1. Risk Management

1. YARGT DA

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. i .

DRORHZDAVE, BEFOREN. T—2DTE
th, BMEOREEEE AN, OV 1 —2EV AT
LOSATHAINEEI-ERTEIE VRIS
DADO—EREL T A TFT—avOfEEET—5
DO5EEEOEMRIZELSEL, XEkLFaVE1—

LS ATFLOYRIFHBIZEINTITIS L,

2. Personnef

2. A

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, level of
access and defined responsibilities to carry out their
assigned duties.

TRERA—F—, DARF LA —F— HEEEE,
ITEFE Hop HBEOH OB T BT A H
FEHHIE, EBBIT, BYBTOLEBBEETE
27;%&)0), WA TUALA HELEE
FOI&s '

3. Suppliers and Service Providers

3 EHFEY—EXTONRAY

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.

=K NR—F1— BIZIEEERE, —ERTONA
A EAE 12— AT LR WNMIEEL-Y—E
A, F—RMBEO DY —EXERE, AV AR
W EBESE. &R T — BFEE (A
(ENE—ITFHOEAERALT) (EE. #EI L
OIZESHE ., BMEEE LY —F A\ —T4—OMIZ,
FERXGZBHNREEELQILLLST. Chb® 28I
(&, =R _A—F—OHEEOBEBELGRAEELC
&L ITEPEERICEEAHEHLALT 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 MR SHNMIY—ERTAONAA L ESESDH
WEOEEAEEETIITELERTHL. BEED
PEMITYRVEMERICTSHIE.

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

33 MIROHKIZHTINEL, 21— —DERE
BEHEZY LEAERT ALOICREER TSI
H—HARETDHL,
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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
reguest.

34 HiGE . VI T RUEHL TSR T L
NEEEICBTIRELATLARUEERRITE
REOERMNBYRE, BRTEDLSICTHIL,

PROJECT PHASE

% - RELER [

4. Validation

4. /) 7T—S3

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

1A NYTF =23 OXERUVBEZIESAOHAY

LNOZATHEEERET O L BEEEL, )
AUFHEERICL=, B8, 0oL, BrEEE,
FIRE. BHZEHETELLIITTEHIL,

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

42 N F— A X ECEREHRR (G LT o5
) RU/ YT =230 TR TRH NI
Y MEEEBDHLIL,

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

43 FTARTCOERYT AHUATLEGMPTRAEL TS
HEORHFOT AN —ER)FAIAFCZLC
&

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.

BEOQVATAIZDNTE, MHEHMEURIEMNLR
. T—ADFN MO RATLABENLITIZED A
A=A RFFH LR AR TNARFD AT A,
N—FYTF VI FONEZEBOER RV
Fa)TARENFATEIILE,

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 ERFEABEE. P14 AT LIZE
RENT-BREE AL, XEE SO R &
UCGMPAMNEE(IZEDINTIE, A —F—ERER
. A ONEBLCGENRTRETHD 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 HAFEZFFH1—HF—F BHARBEEER
TLIZHS T, VAT LARAR SN TNAIEERET
THO0, howHFUTIBELTHELLIL,
FHEETIFHEET 628,

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.

4.6 FERMIARBT A SN 31—y
ATLDN)F—231220THL, VAT LDES
AT7HAONEBLTRERUMEEICOWCELN
FREIFERICEHL THREZRETE-60DOT
EhhaTE,

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.

47 EPEEERA R R U EBE E O RE R T -
Lo FICVRT LT ISA—ADRAE. T4
DRAMERVIS—ORNEEETLHE, BET
ARY—)LRUSRBRBREICOLTIE, XL
MEHIDERERALTHDIL,

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 T—R3ERDF—R 74— IbEELMET R T A
[ZE#RI BB EIE. ) F—2a B0 Tk, F—
ARCOBITUNEORBIZ. ER U/ RITEHRNE
Ho2CTWEWIOERESH IS,

OPERATIONAL PHASE

1 R B

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.

O AT LTAVE A —3FANTT 25T
B a—2bL AT AL YADERNMZT BT
HIZ. FETREHBANRUOT—2UEDT-HDE
AR EBEE ST L,

8.Accuracy Checks

6. EREVEDRER -

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.

FETANSNEEELT 2L, T—2OEHEYE
IZRE4 BB MiEREA AL, COREZE, RDE
fEFH NI T—hEN O E A —2FRNEA
ETHH>TELXZLWD, VAT AIZESTENME
FEFEIZANShE-T—AOEEELREIUSLEE
B URITRDAUNTHCCE

1.Data Storage

1. T—2DRHE

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 to data should be ensured
throughout the retention period.

71 T—R&, PEFHAERVEFHAREICES
THERESESHNLFLIE, BIEShET 27X
OLOTE, Al EREEREREY 68,

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 RTORAET—AOEMIT/I VI T vTELT
3 & N\ TYTTF—EOREMEEFERYT
T—RERETIEENIE, N TF— 3 THREEL.

|EERIzE=A4—F BT,

8. Printouts

8. FIRI ¥

B.1 It should be possible to obtain clear printed
copies of electronically stored data.

8.1 EFHICFESNI-T — 2O R(ZHRIL =&
AEAFARISTH L

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 NuFOHFZFHETHRROE-HIZ, AT
ILDAFBRIZ. T—2OLHNELEHREESNL
Tg?b\t&‘ﬁﬁ\’&ﬁtﬁéEﬂﬂﬂ%"&‘f’ﬂﬁ’@%ééﬁl:L,
TR E,

9, Audit Trails

0. EREEE BN

Consideration 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 decumented. Audit trails need to be
available and convertible to a generally intelligible
form and regularly reviewed.

JREFMmERILT, HHRELGMP EDOER R
BB DEBOIEREZAFAIBAANDGILEEE
FBIE (VATFALICHAFN-TEEMITHD
ZEL)GMPEDT—2OEBH MIHIBRD D
BHAXELRTHE ETAHITIAFTLIEMN
TE. —BEHIThM BT NELICER AR TELR
RICEET2BENDH L.

10. Change and Configuration Management

10 ERIEEREOEE

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

LAFLOBEBREESH-IVEA—FEVRT
ém%%ii\ FTEShEFIECH#>TEESN-A
FTITH

11. Periodic Evaluation

. CHAhREE

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.

UE AR AF AIZDONTH . S AT LA
KA RS . A DGMPIZESL TR ERESRT
A-HOFELHMEEBERTI L TOLOLEE
X, HVETHNIE. BROE., BN ER. M
B, 7y L—FOEE. thaE. 8. E3aY
';%&gi WF—2avORRREENEIIRES
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12. Security

12. %17+

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, personal codes with
passwords, biometrics, restricted access to
computer equipment and data storage areas.

121 OV 1—RbS AT LADTHEREIERE S
ABN-EEFICHRTA2-HOMBHREU. X
[TRENEEERTDEIE, VAT LAANDFIELA
HEFHTOEUEAERL, F— XA —F, 1{R
T—RIZkBEAT—F, £FERE . 214k
BRUT—AREHEAGE~OT7 I AGIBEEH S,

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

122 X a7 EBOEER, O F1—41v R
FLOEEEIZLS,

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

123 PURAERORE. £, BREALHET L

=]

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—ARUVEHOEELATFLL, BT EBRE
2D VAT LADTIRAEL . T EHEL,
BRNILAIRE T B EEORMNERE T LS
IZERETT 524,

13. Incident Management

13. BEHOEHE

All incidents, not only system failures and data
errors, should be reported and assessed. The root
cause of a critical incident should be identified and
should form the basis of corrective and preventive
actions.

VAT LADBBEFERTT—E0ORYIZT TR H
L LHEMEEELAM T S &, BERGRHOE
FHGFERERFEL. EhEREICREME-FIHiE
BZEYLEFHIL,

14. Electronic Signature

14, BEFESR

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

[

BYEEE P eV EBENCED. B
FEALUTOBYTHS.

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

a. ZSHNTOFEEZDEALALDINAHS

b. be permanently linked to their respective record,

b. EBEAFET HRY. HROHKLEEMF TS

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

c. BRZE{T>LBHEEY

15. Batch release

15, 7\ F O E

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 performed using an
electronic signature.

HERGAYFEAOEHICOVE1—2 T 4
AT AGE ., HAHEEDH /S FHED
HEDERERD ., NyFOEFTHNLHEET-
FEHRERMEICEALRERT o L. ThIXET
EREERTHIE,

16. Business Continuity

16. SR

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 rigk and appropriate for a
particular system and the business process it
supports. These arrangements should be adequately
documented and tested.

BEETEZV A3 33E0—%ELAFLDE
PIEDLE=HIZ, VAT LOHEAFRELIBESOT
BOYR—tOBREEFEIT 2BA24E/mT 52
EBEIEL, FRENMIRBOLAT L) RBFEB
FZENEHLDICHBELEHRIXJR IR OZ 45

BT AT LR AT LAY R 2 EKICE

I:ﬁ:gcué:&o COLEEEDIERLEETS

17. Archiving

17. 7—Hh4AT
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Data may be 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.

T—RIT—HATIRETHENTED. COD
F—Alt. FOEAGOLLTE, GRS, T2t EE
BB, VARTL(@AVEa—A0EEH NI IO
HSIVZEBNHLERE. THETDENE
RIFLBEEITBE. ‘

GLOSSARY

Az

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

T —ar BEOBEZEET IV
77]——_&/} \_I:'-?170

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

BED, NATS RENEIUE 7RIS AT
LBEOER(CET L5 CERIZRE SN
1L AT L

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

TMEROYVILIT7 BEMICAFTEHY I
T EAEE IR EROA—Y T I SN D,

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

T4V ISANSIF% b T—0Y Dz F RU
FRL—2a3 D AT LIEEDN—FOT 7 ROV
b7, PTUS—Sa a e S E A2 EAAREIC
A

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

ZATHA 7L ERET, R TOT 5 LR, SR,
iE, Bk RTEEEZESOHE, PHOBRREFES
LEEFTCOIATLOMARMI-S TR,

Process owner : The person responsible for the
business process.

TOERF—F— EHICHLTHEEEEIAY.

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.

SAF L —F = asFPa—BE AT LBTYR
F LT AT —AD X1 T DARK, &
CESFEECRLTEREES AW,

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

H—R—T0 BEEH A BARBICRVEREE
BIhGOEE,
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FIER

MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS

ABREOTLE

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 he flexible to provide
for changes as knowledge of the process increases,
and appropriate to the stage of development of the
product.

AREIEZERGMPORAMNEFMA NS/ EE
SFLTCEET D& DH ARSI T EL RO R
ERISIZIEUEYICEET 528, FIEEIZDINT
X, TREOMEOE M- -ERIHL TR T
HHE RUESOBRBEBI-ELEZEOTHSD
EDRNWETHSL,

In clinical trials there may be added risk to
participating subjects compared to patients treated
with marketed products. The application of GMP to
the manufacture of investigational medicinal
products is intended to ensure that tnial 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.

ARIZBODTCHIHEShEERRCRESKLES
[CHELESEICRT DRI E T e A
HD. REBRENEADOGMPOBEAIIL. #EREMN)R
DIZIBEENENCE, RURBYIG RS EZH
RTEHFRFERHEEM., MERIEEDLoTAER
FRAEMNEEIWDO A RIITH-HTHS. R
HITAREALE~DCGMPERL. B—0O X T’
o BB TCHERSh-ELARBED/ N\ vFHT—
EME R ol RUGABEORRERICRTIE
;Egﬁggjc1téh1Eéﬂtéh%>:t’é1%§E?‘é
—&(Z o

The production of investigational medicinal products
invelves 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

ARESEX EELEEERENDLENIE
BB E CTHLLOICEETHFIUMNEEC
HHTLESTE., EfeAalbaRIEOERMLIZL
dhdob MMIEABEOXTIFLEEROUR
ORI B, HTREICHELIVEHTH
b, BITABEDOENOCERICHET LERS T
BEIE, RALETOLANTFT—LavhiHETL
MNCE, NEFaESN— I EENMAohi=Th
HREEAFE SN AR A H S,

‘| 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 guality of
investigational medicinal products.

NLDORIEELTREREADCGMPHE AT 2 ZHE
L. HFNESA TV IBENKRETHL. T |
ABEOREFEUETCOABEEIERICOLNT
%ﬁ;ﬁ&%iﬁ?éi’aﬁ%ﬁ%a@mEfﬁ%ybw\%
FC‘: o

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

HEERCEVTIU-BOERESBRLTNS
FBI BOTHENEREVATLANRDEND,

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.

A7 29D AILABREMB O R, BiE, KA

TAHAF AL EATEY ., GCPAARSA L

ﬁ%&&%i:\ FhoEDIECELDELTREMAMITS
Do

Notes

R

Non-investigational medicinal product

R AERR
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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 invelvement of an Authorised Person is
recommended in this task.

BEE, ISERRERBE LA OHFINAES
MOHEBRBA~RESNID TOLSGEANL, F
B, P RILABELOERMSEREAOIITHT
a?e%amﬁménéﬁrﬁam%u\ BEU/ LT
NEEEAEBREABEINDIEARITT 551
WETHD. AT EBEFHREEHET S
OIS ERERHEZICH->TERTLIIEMNTE
B cnOORFIERBREOEEBI-SEhEVED
ThHY. ABEEEVIEREMICITHASHh
AMELNGL BEBEESEIL. ThoOEFINE
BREROHFCEL AN ERIZHE>THNSIE,
EMHOERTEEELCABROBMICELLE
NHREERTHE, %zﬁﬁ«ﬁ_!bﬁmbg;kgﬁ—c&)
AOEM. RUBGEIN-EOMEIM, ZREL
FARIE, REBEMATE SRR EONETHEIIE
M. F. BAEENRTWSEOTHRIL, JBERIKTE
FHid RERIABEYERT L-HDHFTICED
B/ BEIZH->TNAZE A DRBREDCREES
EEICANTOSBEO BMICEBLLRAENEL
THIIEFRIMTHE COIITEFHFIZEINT
(%, HAEEEICEATRACRESEMERSH

Manufacturing authorisation and reconstitution

B
%iﬁ%#'?&fﬂﬁ’éﬁ@%‘]%

Both the total and partial manufacture of
investigational medicinal products, as well as the
varicus 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:

B2 ARV HEEEOTE T THEMNIT,
’ﬂ§ RiTEHBESEOFELAIEL., FFaicf
3, LOLCDH AL RS D - ORBITILERS
WTWEWL, ZOREO B, BE5EDHDERE
BFUTOEATRELTHERET DI

- dissolving or dispersing the investigational
medicinal product for administ_ration of the product
to a trial subject or,

CRROBEBE~OENOREOHOREBRED
BREUVBEETHE.

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

-EThERETHEMT, BEFELTOMOMEL
HITERELZFRIILEET L,

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

BEO-HOREL. ARELHST SO0 F
MEREECIDIDHESDRES @'/}:‘_&'Cizt&
LY

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

B5OHOHMEERSNOTIROAFIC, JARE
HEELTOET RIS,

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

HBEO-HORAEL, TEHRYBREOERIZTH

pg (AR

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

AR ABRE -/ IMPEERUVGRERES.
RIGABEEES CR AR EICERS
AT REESEN,

" |GLOSSARY
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Blinding

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

BHEE)

—RIF=HFEL EOARBREZRE (HF HEE
BOE T CEBMCELLREE A%, —~F
BREIEBHEEENBN TIIOREO IR
. EECEERILRAEHERS, ABEM. T
A—iB Y E R TIE ALY T —2 & A B B <t
[THEMNTELVREDCEAET, AR IZEL
T ERILABKESOERICH->TABREDH
BlEERMIZETLEENRT S, EROBBILE
BAREOEREHEN CEAERT S,

Clinical trial

Any investigation in human suhjects 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.

B -
RERIT RESEDORRERMN., EEEMERRT X
IXZFDHOENEMEREZR YT IE, XITEET
HIE RO/ RILAEBEORERZRESH L&,
BU/-NE—HEERIZTERL FORBEOR
2, . RKMEUH#E, BTk
FERERIZ AETHIEEZERL TS,

Comparator product

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

popicEd
BERCBLTHBELTHWSBRREN (hika
(FHbhbHENEE) . HLALT SR,

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.

BERE (BIH)
BERICHEIh A REHMEBEELTRL LN LELYE
(RR)RFTStRORAEET . 48, BERER
FlERLLF R THRANIEER SIS (AL R L
BEEIND) EE NRERBOFEGEIERSND
EF | REBEABHAN OV CEMERESL=8
[CERINHEEEET,

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.

AEREM
AEREREEMREICES T IAREROBERSE. L
BBRNAREREREBICSLTERADLLS
F—LEL TRBShAEEAREAEMIIETSH
%vz‘;aéxg—@—%}ﬁb\ AERIEMEEREND

Manufacturer/importer of Investigational Medicinal

BRERERS ARENARE

Products W& WMADHAERETLHE,
Any holder of the autherisation to

manufacture/import.

Order R

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

HEOHOCRBHMNENT, SERUY -/ RITEZE
¥ HIET.

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.

B R E
RBEONT, 9%, REFEAR. \oFHER
VERICERIHBEORREBLRTTIRIZH
BLENH2ERESTIBOSBI 74U, it
BELeBHRESTIPMIILESRBLTWA—HROS
Bo7Ail,
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Randomisation

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

HEAL
BT TIAT AL DT DROERERRE F
WHEREZ RSB X IBEICRUMITDTIE,

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

ALK
EE AL TETEAOWREIZEY M NEE
DRI TED YRR,

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

[R5
BBRICELTIERES TS
BEEEELETEE,

EREDEEDT-HD

Sponsaor

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

AR
RBORE. BERV/ RISERARCEREZE
Téflﬂ)\\ =Fi. ’\ﬁ%EEEIR{i{ZKO

|QUALITY MANAGEMENT

mEEHE

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.

. BLERE RN OITEAER| T LY ERET., BaL, &5
SNBRELAT L, BBEEICERASNAGMPR
BIRUHARSA L EEELDD, RBEEEDOF
JEEIZEETHIE,

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

2. AR E NS EREAHAAREELTE
BUHETHLN. REOFZELEEELI—FEY
TAERERTHIL,

PERSONNEL

e

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

3 AREREERICREIIERAIL, ARED
f_@bﬁﬁ’ﬁ OERBRICECCHEVI-HENRT S

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,

R DAY TOENLLNMEETHTH. %’
NFOF-HOELEEBRIMEETRICHLTON A
NEEEFEEREET DL,

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
conhection with the certification of investigational
medicinal products is given in paragraphs 38 to 41.

4, BREHNNREEEIET I AOERRIEIC
BATIREVATLANELLEARATA2EER
BAlChY ., TO-HEERFRRB LA IIZICEL
WEBE D&, AR AT AE (LR O AREEE
HEEEEOROOHAFURIZDONTIEEI3
WRE S A T et 37 N

PREMISES AND EQUIPMENT

EMRUER

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 E;iE, A (hae

Y. BRI REBECESERIC
FBRASNTELT . FOEHRELDOLEYRTE
RIMET BEDPHEMENRBCRHLNSD, FiFE
BiEnHE, BREOEBAEZRUERRICBITS
HBRERICONTIICALYRAIOEEERILT S
Z&, o R— B CDNTIREYGEERETS
C& EEBRHOBIRICEBLTILARED BHENEE
EETHIL.

DOCUMENTATION

XE
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Specifications and instructions

HEERVERE

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. FARE (KB, —FEEHH, PREGRY
AILORFH TS BUENS, TiEiEN
ERVEEIERE A TEIRYaENIC RIS
HEBRYAD &, ChoDXEIFHFEMREELT
THMICREL. REIZRLTEHIRET EIE,
BRDOBIHIRTEFT—2. RHOEN. RUKIR
FARVCERALOBERBEEZEZRICANTER
L. IBMDORL~—HEY T BB THIE. LD
EELFEIFBICHE->TITD. FOFERICILETH
PEMEHEISEHOLSAREOREIZETS
BEXSDILE,

7. Rationales fqrr_changes should be recorded and
es of a change on product quality

7. BREOEHELEL, EEORENRBED R

JHEEETROBRICRIIL-EELRELTET S

and on any on— ﬂgomg clinical trials should be —&a
investigated anzg documented.
Order Br

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 encugh 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 BRIV COMDEMADENE aERTU NI
TORZELEETHLOTHY, BBREKEE LT
DREANCI>TABRREHEEEI ML TITS
EFERIEEBIC RS TITWN(EFHAEFRIC LR
EADHYUSBH) ., WA SELETERTHELS
& FERISIERIZREE ST, BLEHEERUEER
EEGtEERICEICRERTHIE,

Product specification file

HmRRE

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 M GIRRERE (FRESH) IR S OREEEIC &
C. [BiR®L—HE)F4EBUIHEZELDD. #f
ATRPRET DL MRBEREXTIROXES
BLIE XFERTRIL,

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

Hﬂ.%ﬂg*—l BEMHE, FRSG. ALJEFAT
RREGICET SRR ERBRA &

« Manufacturing methods. BLEAE
- In—process testing and methods. -TRENGRBEFOAE

- Approved label copy.

EBEINLERRINILGIE—

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

gfﬁ_\'a;%»n REREELEEA LI —FELT

* Relevant technical agreements with contract
givers, as appropriate.

-BEEY ARAT EOEMZH (ENTEESR)

- Stability data.

ERTF—2

* Storage and shipment conditions.

-RERUEGRSEH
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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.

FEOYANME, BHIEHICRET SLDTHLF
= RTEFRELTOLDLOTIEEL, THAERIX
Bl B OSBRSS REI TR U CEIL T ATHAD. Thb
DOEHE . HEEEEICLDIEED/ W FDHEE G
HE OB MOEREETLHE, TOH. H
AEEENERHE T HRBICHERTELLIITE
TWATE, Bl -BETENEGHT-IETE
Ho-HEEXEORERXTICERSNLLEE,. Th
%fhwiﬁﬁﬁa);ﬁiﬂafﬂﬁfiﬁ%ﬁl:llﬁuﬁ%@wﬂb?&%
o:é:latae:a.uéhéo

Manufacturing Formulae and Processing Instructions

BERA R TEREE

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, ZEIEEELEBIZ DO THETETTXEL
Ihi-ERERUVEBENNETHD, BiEEE
ABYERLITHhIAENES, vxa—%@‘a@%%
HTLLERT ABEZGL, BERTRENAES
hi-5&id, fREEoREECHLLNS
BIRIEOXEERICESTRICEE RS,

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. BSIRREROFERIZ, TE. 2. RE5EHE
BER, REEM. BEElC ﬁé#%ﬂ]ﬁ%ﬁ@?‘:.ﬁ’&
RS AT 5,

Packaging Instructions

@23%3‘

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.

%ﬁ%lifa%ﬁd)?&%ﬁ%‘ﬁE-%ih-%hilﬁl;“:llf =
éih«% AEHEAHKT. REEEA RUSER
HRETA-OICRESENKEZSH T, 8KIRE
ORAMEETIZEAEE T 5. BEREW-RABEDOH
BARERTHALEEEREOREMTHLAIC
FTAOICTHESTIN T REREEEERT L,

Processing, testing and packaging batch records T2, S, B/ \vwFRlsk
13. Batch records should be kept in sufficient detail {13. /Sy FEIRERICIZEREIZE RS -Cobi b
for the sequence of operations to be accurately EONT—EDEHMEZIC OV CEMICERLTREL

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.

THLIEL 7y F I, ﬁﬁ?jbtiﬂlﬁc‘: =Sk
NFEBIEICHLTORSEERL, FBRBREICH
9 HRNEEERD %‘%iﬁ?’iiﬁ@ﬁﬁ%l:ﬁﬁ?‘%éﬁ&
HEMREEDHEH L,

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

14, Wy FRGE LIRS RIEY SRR F r_iﬁﬁéhn\
LHREIFDACEBRET B L.

regulations.
PRODUCTION &g
Packaging materials DEME

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 MERURECEORER, Basa BRI
FANUFRONELOELOEHICHBETHRNE
BOREBIESNTLEICEEHILTEHEESD
LD THHTE,

Manufacturing operations

ShEfEx
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16. During development critical parameters should
be identified and in—process controls primarily used
to control the process. Provisional production
parameters and in—process controls may he
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. FFEN Mz BL TER/N\SA—FERHEL, Fi-
TRNEESERYCIEZEES-HI<HEH
THE HEMARENATA—FLTIRNEEL,
FYURHIORARZEBMNORIONLOEEHTHA
DRBNLGHETELTHD D BDELIERIZEE
BL ., ZFOIERES BLERITH O 0 -5 RICHE R
[SESSELHHICE, HRREEICLDTERL
BENROLONG HEIN, BRSNS A—4
&, TORRATERATELMEICEIZESLTS
&

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/removat 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 technigues defined in the
available guidance in this area,

17. 3 BBREOHETRIC OV TILEREEETRHS
NAHEEE TN TN BIEEFFSL TOAL
MBS LSBT DL TIE N F—rETHEIN A
EREIF NS BRMRICHTIHELEDAY
T3 A DNTEH RO AR Z EEL )L
DEETERETLIIE, FEIC. RETHNIE, 941
NLADARFEH L/ BRERVEMRED MO
DT BED, AT o/0T L BBE
BEOREMERIITEE-0H1C. ZONHOHA5
?Ll:::—:fnu\éﬂ#%ﬁﬁbﬁ%ﬁi:ﬁéaf%%&é
H

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 technigue of individual operators.

18 IV FH A XMNPENEE  BEEFTIEONYFT—
Lav(XBAGEEAREET S, COBEE.ETA
HEugMARE TORCABRRMEAYS3D, L E
TARETHY . FAUA DO ETIEFDITEEV 3
L—FTELZOTHNIE, BRELTEYBELEE
BEBERITHLOICE., SUEHOBEGTERT S
CE BTAEBHZDWTHE., LIELIERE T 51
HORELFHEELLHFHRERNMIEEEEET
ERShL2E00, REBOHFINIFERUEZAD
REEBOEEBNE/ TN 3ZEIcKELE
BHHISIL,

Principles applicable to comparator product

xR DRH]

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. i CHRE) [CEREMZHBHITE, Chb
DEFIZF>THGE HRE) O cOEENREE
ELGM > CEERET 5T —2 (BIAIE RE
Tiﬁt(l:i’;‘a‘tiﬁﬁ%%\ INAETRAZEUT ) EAFL
THL

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
hot be later than the expiry date of the original
package. There should be compatibility of expiry
dating and clinical trial duration.

20. AMEDQTTOBEICHHIN TOHEMHE
X, H%G){%HE%E EEFF-LABLAGLMLD R
%E*\E—‘fﬂ LSS ICITEATEY, wEELLT

SLIELVTH A, BYIERBRE, dEED
Tiﬁ BREUERUVESHEICERORESEE
FREL.ABRIKEE T TOREASRET ST
& COHBRITIERETESLSICL, ZTLTOE
EOHSMBEMA TITAESTL, AREIR LA
I EDBREHERDITE,

Blinding operations

Bzl
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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 necassary, including the
batch numbers of the products before the blinding
operation. Rapid identification of product should also
be possible in an emergency.

[EShTLa—AT, PDEIGE

21, RABREQERIESh TOWAE, 5R{EAER
BERETOREREE
NYFBEEZSHTIEELELS %ﬁﬁe@ﬂﬁvﬁ\“m

ENTWAZ t’é{%prt?%t&)a)/zTA%“ﬂﬁ‘*'%

[o&e T BEBICBLTITABRECRMNATC

[ TEAEIITLTELCE,

Randomisation code

BRI

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.

2 BAREQEECAVIESRALI—FOERK.
Bz B, IRL. REICET . RUEE
Bta—FOREARICETLIFIEEEERTHC
& CHOMEFILBEYIREFETH L,

Packaging

'ﬂ%

23. During packaging of investigational medicinal
products, it may be necessary to handle different
products on the same packaging lirie 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.

EAREQOIEFZEIBVOT. RKIZHALEES

: ’f_/'_CET:LOT_%z RERYRSICELDHLEE LD

5. MRFEETAURY TEIIFIES. $HG
B, BRI LA~ OBYLHEIRIL TR
MEFBIE.

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, RBREQRELSALERT EHTEn -8 5&IC
HARTESETREREFRCLAVD (FRICThERH
FHEERYEE)  FITABENELILTOSTE
B ABREFEHT HLE. JURMTHS. TO

=, ﬁ@]l:#ﬁﬁ?ﬂlﬁéhtﬁé%éﬁl:d:é%"i}izd)

INFHER . SALINTFTISUA, TRNEEDQHERD
J:z?:h SARNBEHICRT AT EREFRIET S

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 discernibie.

25, El¥L, m%ﬁio)ﬁﬁ?:i&l}ﬁﬁi’ﬁqﬂﬁaﬁiﬂ,ﬁf

|DREZECTRIFLEEHETIC %ﬁ\h’CL\é_tE

RILT 21O TRTNITEEEL, AP e
DEIEH PR A MA SN TOEDE ST
TELHLITT DL,

Labslling

EHE

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, B1IZIZHBRT 519 a326-30DEHARE

FEDT-, FNILERRUENIEMNEHETEGORE

YRR IE—TTELE=-BFE mtvzﬂ_\@{iﬁ)
nam'léiﬁ’évwbi-ra‘é_t

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);

) ARRIEE. X LR cE (GRO) X
LABEMOS I, (£07, BEES CARE. AR
RUB SO HRERO TR )

_|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) #If. 1B 5-RE. BEHMOE. A —TUER'
%%%l:liiﬁ%ﬁ%@% o ERBAIRUEE/ N

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

. S RRRIALT. BnlcE Io ik (F®UE
g@%%%ag%ﬁ/@&as&ﬂumﬁﬁ%mﬁﬁm%ﬂﬂ
B CCs

87117
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c) the batch and/or code number to identify the
contents and packaging operation;

o) AAEAEEDAS b0 \vF BT X IE
J—FEBE

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

J MI=REATIRE . AR, ARE ML
SAREFIEE OB £ W EECT HAREBAT—K

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

%i&%ﬁ%éﬁﬁﬂllﬁ%/%ﬁ%@\ AT HHEEER
=

) the name of the investigator (if not included in (a)
or (dY); ' '

) BREEID B (), QEIZEFAENES)

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):

g RE5 & (GRIERIHEERE L ARETEEH
[CRESHEBRAXECRORAENLESD)

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

h) DERAIZIRS IR FELDFESESE

i) the storage conditions; .

D REEMH

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

i) fiE A (e FREAR ., BRI BEICELT
BolSE) . A £ BRSEERT AR

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

K EDFORBMIVMERIZELZ LIORE. -
E(iﬁ%ﬁ%é?&%ﬁ%ﬁa%l:ﬁ“fad%emxi%éli

27. The address and telephone number of the main
contact for information on the product, clinical triai
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. aBRELERICET AER. RURAROER

HED=H O ERAEDEFOEZESIL., 5

FHHAFHETESRERR LR A EDA—FOEH
FRITCHhOEERFE S TWALSBHEERLTWDE
FZEOTIE, DRIV EIZEFT T DHBETLL,

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 FEHIERBRILABENERSWLIEONBET
BT D&, B3 26120 F U - SE R B ITE
BERRUIEEIZRRTIIE(ESSa29, 30
TR DHHEEE[R. EEERBRUNELECE
R BDEEHNARICHRAIERERIZFEED -, o
BRECOTELEMLTHELL,

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, HlEA HIRENLAREA RS TIEENS
FHIZ, 20 a 26 CHIEE L M4 B RAYED
HENTWAREELEyMIA-TUVAEEESA
UTESh, —#EICBELTE(CEIZH-TDS
B, LFISRTERZERRS L (NIEEES
§§t§§¢tfz?ﬁgﬁ DEHHE EICORILER

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

a) MERMKAE | ERLFREESZERER LA
M D & A
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b) pharmaceutical dosage form, route of
administration {(may be excluded for oral solid dose
forms), quantity of desage units and in the case of
open label trials, the name/identifier and
strength/potency;

SR 0 1n1E  RE LE
EEMDE. AT RBOBE I AREDS
W BRER . A

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

c) ABELSEZHANTEAINNYFRU /- ITO—F
&5 -

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

LEALLEE, ,n AERME R, CEERER R
I9HABRESI—K

d) ftiZ
JRERIEE D) T8k

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

e) WEREHANES ARES. RETNERRE

=
=

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:

0. LLEEAENTYRAI-BEOBEEZLLINMN
[d:'t"JJHJZGTE?é‘#L'B#‘ﬁHaEEBi)\iT’C%E
WPUTILD ISP SVEREBEALGDIES. =KX
BEICHAREAORTEITICE, TOHETH,
—REBEIZILTOREZEL DL,

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

a) RERIKIEE | ERERRAREBZTERENLER
ESOEZET]

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) iRz, I H5RR (EOEBREAICIIERNAA). &%
SHEEOE, F—T U HROESICITABREDOA
FR/ B Al J1{

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

%E%’-&ﬂ%&%”ﬁﬁﬂﬂ’@é‘él WFRY/RiFa—F
Fy

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

d) fhICEEEA LSS ARBR, AREMKU
RERIKEEE OB BT SBREEa—

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

o) WMBREHBES . ARES. KRBT NITEKREE

=]
EF)

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

instructions may be displayedz.

3. FRLI-ERE BT S-HIZ. oL (B
2. FE)PRXFEDEHETERLTEEL, ftEcD
1*$E\ EER U RITEIRWD EOEEETRTC
LAEETH D,

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

T2 SR GEOEENTREEREDRL

BERSE IV

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

32. AR R T, FREISRTHMEBAZTOR
i‘?flm KORTHLMEEIEHET, BINTH

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

) RERIKES | EXERBEREBEZIRE. 8 %ﬁ@
Bl 0D 45 Al

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

iy SRERIGRT, SREREM . HERE DBRBORIEZ A
el HmBREEI—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 additicnal labelling should
be properly documented in both the trial
documentation and in the bateh records.

3. L AR E RS A ENBLESIZE.
EBENOFRREBBEARFTHIE, COBMOR
RICIEFLWVERERERTL/ \FEBSEEEL
Ford Aol mEEE ETOEHRMNNS, TO/VUF
HEO LT HEABBO LIZCERPZ4, 20
ERIEE RSN EEIBT CRE T A8, LL
EHEShAEEICIL, ARES CLREEER
HEOEFE-LSh. RITFOEBETFIZ, ELL
(Z D EEEFARICL->TEORRHEEFLE
BLTHLL ChhRaI A EE, BYICEEF NG
ENFABECA—HLHICE>TEBELTEEL,
ZDEEEIGMPRE|, SOPIZH-T. HEREYT
(BETHEE) CERSIh, TLTHEZLUSNDA
Mk THEREShAZL, COBMEREELS
B ELN\ T REORBFICERIZREETIIE.

QUALITY CONTROL.

mE g

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

34 BBECRATIEIEELELShTEST . B2
(2T —FENTOVENIENS B R DA FH
FNOOMKICEELTWDIER R4 5 L TR
BRENLVEEICLS,

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 mMEEHITERERERUVERIN T H1HEIR
FESFLTEET S2E, BRMASFONENTH-T-
—EDBEERIIERLS SR HE,

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

36, BRI E-BAL2S0ABREDENYFOY
DTIZOWTIE, RELGHBEE T LIE,

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

BE R

STHBMTHRESNTLAHEEY., s, —
RAEEFELEG LIBRBMIZONVFOYLT
WHHETHD, REMNBHONIES EET
P R EL S (5], DT B R UHHICRELRED) A
5, NIXEEEEOEETHN-BET &M

requiring analytical testing and release} or HOSERERETHIE,
intermediates, which are transported outside of the

manufacturer’ s control, should be kept.

Retention sample: a sample of a packaged unit from |[fE7FE &

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

BROBOEEE GABRPEOSRYURZAD /N F H
SOREBRMGDYLTIL, BRI BHOEHICEES
N5, BEICIECTHAEL, BF, Ak SAULE
R, RAXE AvFEE . FHEIE,

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

2GS ZFERAVREFERKERELTSH S, T4
Hh EEUREEERN, TO LSRR TR,
SERRUREREERTHILAHTIEMNTE
Do
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Reference and retention samples of investigational
medicinal product, including blinded product should
be kept for at least two years after completion or
formal discontinuation of the last clinical trial in
which the batch was used, whichever period is the
longer.

BRIESN-EREFSUABREOSERRURTE
GlE. TONYFEFERLEREDRBOT TS
D Ep24E R, RITIERA I D EH25 R
OLThhEOLHORIR, RETHIE.

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

FELEEBEROEEO—BELTERELRE
BRI ORBREEFETLIET. RER
ERETHLITOVTEETEIE,

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. BB RURELOREET. KB
22D EROTESL . 4Bk ABERO I

|AusEgETREC L

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

BELIL, AREERT L-HIZLRICEBLE-
IMPEHIZ - T v FOFTRTHNHHEED
g%&_ﬁ:@%ﬁﬁ?‘%:.tﬁ’@%%ct5l:ﬂ'ﬁﬁﬁ%’@

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

RBEROBE. SRaARCHET IBEREFES
RITFNLDOERBHFEAUFREIRUTIES. B
FHAREEELTRET S EEEBHLOND. A
?%f\ LRATALRT AU I AN OERFEE H

RELEASE OF BATCHS

INYFUY)—R

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

38 AREDHA (I3 43308 1%, BEEIE
HHELETIERBEICES L= (293395
) EIABE4 T HET. ERELEVLIE, (HEIC
BT R EE L EBROEI 340125 ZEEN
AEREEMCEIETIIE,

39.[1*

39. [---]*

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

* ZAIEE ZEU-GMPIZIEEMRLGERTHY.
PIC/S&ELTIFHRAL TLMELY,

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

10, E A O R RO BN 58/ v
FOFEIFBEICBLUTOEEES .

~batch records, including control reportts, 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 guality
system; i

HEEERE. TEAHBRRS RURRSRESE.
R CGABRERIESLEEALIFAOES
o R HEHEEZESC/ VTR ShoD
SERICIE T A CO®ENE, XITFBEMGEE, RUE
OEBEOEBMERARITEBEEEZEHO L. Chb
OFEERTHRE AT AL >THTHEES T
SHLERI DI

» production conditions;

-ELER

~ the validation status of facilities, processes-and
methods;

BB R TERUSITAZEDNIT—Iav IR

= examination of finished packs;

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

BT HEA . HALCERSA ST XERR
REDHR

* stability reports;

-REMRES

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

-RERUBELEEH ORMEARFER T

= audit reparts concerning the quality system of
the manufacturer;

-HEREOREVATLAICET AEERE

= 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;

R EE N SR A RRE X (L BEE ELE
TAEEMBE OB TR Y RIS L TRAS
hi-CEEIIRT A E

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

"ZLTHES, A ERTAEOFOOTHREDE
3}2$§‘ BEALI-GMPEEREUGMPEES O AT
SR

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

CHEHEBENARSBLTOANYFOREBIZRLE
SELCWAERUSNDEE,

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.

EPBLEEROREMIEREZORER. 8:E

5, WRomkE (AERGREFEOHE,

Eéumyﬁ\md:’%?—;rim\) EFEORBEBIC L CERE
Zit5,

The spensor 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,

HR R AL AT oeE. BRaN-Ta5
E—BILTWABEAEBEL TWA LA BRIk E
[IREET B &, T I 435 08,

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

M. ABRENRGSGEN D R>-HRERE
DEBTCME, fEdh L& BHTHERIC
[IEMEICHES 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, T OFEFFET TIZ, ARFEEITRRE
FHVAREMOER CARERE SO EXN
IZRDNRTZOEE I, HLILEBRH THA
SNTWLHEANICHEDTHOERRERICLST
KEahslE HAEEENChLOXKTEE
REEY SO EFERSNAD, —HTRBIKRES
1213, EHEBHE T XE L ShOMPE R 2
RLTWAILFHRET HEENHY . FHIZ D0 T
HEEEEIZCEDTR A RERDDHIL,

SHIPPING

B
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43, Investigational medicinal products should remain {43. &

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

] EI 2RO FENE T THETOH
R, ABKEEOEETREELTH(TE, HEH
EFICEAEFPERVABKESICLOEEE
HIon T AHAFHEEROLEETHS. ABRREIZE
HINW-HARUVHEAEEERICEUEHSh -3
A, BERAICYRICSEINEHE BT HIE

% RBRIKIEE LRI T AL, COBERBEER
BB EEHEL T8, BEAMICES L, 8
MEBERUHFHIES & RBRERS OBITNG
RO TRESh-ZEEFRBIZL>TEREIN LD
AELLL, 2EBEOBAIICOVLTHE. AREKES
NIEREBACIUBEET LA T77A LA RS
h.REITBIE,

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

4 BREOREEEXERICESE HBRKES
RIFFORBAIZE>CER LN RIS TIT
&

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

45, A—F RO IGROILAREN R EN R EE
BAAELEENDENZIZABREEFESHATES
&INTT D,

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

46. %L%%Riiﬁﬁk%%f J:LH’FEZM’LT‘EE;&:.
OFMBBREREFT D& FITEFIMAOHAMIZD |
WCEETLHIE,

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
ancther authorised manufacturer for re—labelling, if
‘inecessary, and certification by a Authorised Person,
Records should be retained and full traceability
ensured.

HEBEBRENCMOESR~RBELEEBTL L
ii@lﬂ&’]?&#ﬂ%'dﬁéu CDIEENEISOPIZIES &,
ARENANEEEDEENCHIEE ., TORERE

I:J: PIAITABRE_FA—MECTTDE %ﬁ%ﬁlﬁ?@

R TORBEADRICESE, ,nﬁﬁé%@ﬁ'é
ZENETINESHOEHET SR —RELTHE

nluﬂ—‘él—& iT_&rEﬁE%[ JZ%\TFI\'fX"a?;E&)
Ll RBEE, HEEEEICLSHHEOHIC,
EREEIVHETHIEBOETSN-BRT
EEARITBHILE, Eﬁ’ﬂ%?‘b Fo—HEYFo
ERNICHERTLL,

COMPLAINTS

A

48. The conclusicns of any investigation carried out |4

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

8. RREDREICE S(HEICEELTREL:
WO DERERRIL, BEXEXITHMARER

ARREE (BU->TWSE8)ETHETSC
& COBECE, EES DR, BREARRUHE
%‘%%kﬂﬁ'éi&ffﬂ’]&%?%éﬂﬁﬂ‘é B B CHfr

and those responsible for the relevant clinical trial in | B F&EEHZABOFEEENSNTELL.
order to assess any potential impact on the trial,

product development and on subjects.

RECALLS AND RETURNS Gl

Recalls N '
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48. Procedures for retrieving investigational
medicinal preducts 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.

9. HBEDENEZDEMIZDNDTOXEIZHE
THFIEZ L. BEREFEXIMAEE (BT
21EE) DI T AREKEEICI>TEESHhDLS
& BAREMETESA _$_H.é%‘[ilﬁlllﬂf’ﬁ¥"ﬂ:3‘a‘l‘f
HENTNDEREEBTLILENDD.

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.

0. ARICEHAIhAXBEN TMHOEEZOH
HENEGEUROSHESICEL CARKESICE
WTELVRTLERF>CWAILAE  BEBKEE L
BETHIL,

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

Returns ﬁﬁ:ﬂ:

51. Investigational medicinal products should be BEREX KESNFIEERISRESh T
returned on agreed conditions defined by the /5,:3 BRIKESOEDEEERSETIZBLOTRSET
sponsor, specified in approved written procedures. |52 &,

52. Returned investigational medicinal products 52. WANEN - AEBREXBRREIZ SR Zh, @Yz

BN TOLERRERENTRETHIL, B&
Shi-BBEOEERBRERETHIL,

DESTRUCTION

B

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. 5?5‘%%&@5%@, EFEHRV/XILREESN-E
BREOWIEALSIZHIEZE TS, TO-HREBREK
iﬁﬁi}?a%ﬂfﬁ( AL XEGLICRBEEAREREL
T&L\l_

54. The delivered, used and recovered quantities of
product should be recerded, reconciled and verified
by or on behalf of the spensor 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 heen 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. B, i, BUShEBREORIF. &4 D
ABREREEBEEThTLOREBIMIC, B
m%&%zri—%@{tﬂ)\fa\uafil,ux&ﬁﬁmuﬁnﬁ
BIL REMAREORBELS L. F—HOEE
FHREL, BROVLGRIANGY ., INTFHEREShHE
[CICHTHEAREREE#EIZE L TILH
FOARMRINICTERET A BELSEEDR
BRIZOWTIE, T RTOEEEHRETELRETEHT
Ly, ZOREERIEABKEENRET SIE,

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.

5. AREFFEEIS T DL, HITAYDBEFEL
SHMPHER XFOZEELABRKEE~EBETS
e CNLONXEGFERLE-AYF R XL
BEY. RURBEOBEEHEFAREIEM. H
(EhL—HFE )T ZHRTEIE,

TABLE 1. SUMMARY OF LABELLING DETAILS
(826 to 30)

SARMBRREMOFEELYD (523226~ 30)

a) hame, 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) SABR{REEE Eﬁ&f‘;ﬂ%%i‘%;*ﬂ%&(caom
RERERORIR. . BEE S CARE, A
&Uﬁﬁuaé’f@%*ﬁﬁ%}ﬁ@i gk oy

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

b) iz, B E5ER, BEHUOE, A—TF HE
f)i%é[:fatiﬁﬁﬁ@% Mo RSB AR/ A
il
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¢) the batch and/or code number to identify the
contents and packaging operation,

c) ABEAEFHANTHOHD N VFRU/XIE
 pl N

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

d) G HA TGS ARER., AREMRY
BBRIKEEE QM) ZRRECT HBBEI—F

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

o) HRARMNES AEES. . BLTIHAXR

#wS

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

) JAREMMO L FF (@), (DEIZSENLEVES)

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

) HE % (SEERIIERE NLaREEEER

NICABSh R AN ECLOFRARENSHD)

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

h) GARAICRSIRITHLDFEETE

i} the storage conditions;

N REREE

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.

) BRI (PR BB LBE LT
BRRE). A EBR, BRSEERT

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

K IFEROFOBMIVEFRIZECEIORE, =
g(iﬁ%ﬁ?ﬁ%*&%ﬁ%ﬁ“ﬁ EIFbRLBLNESIE

GENERAL CASE —ﬂEHl]/J'—Z"GO)'E/\}bifR
For both the primary and NaEELEERBOmAIC
secondary packaging ( § 26} Feon (2223226)
Particulars
. 4 Y el
1o k a‘to ko DEHIF
PRIMARY PACKAGE —RE%E
Where primary and secondary —REBERVREEN
packaging remain together yMMIiEoT
a’b’cde a’b’cde
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PRIMARY PACKAGE
Blisters or small packaging units
(§30)

6 78
ab cde

—RaE
TJYRA—ERER (TN EE Yk
(23307

7,8
ab®cde

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

I3 BEaARRICHL T, /RIZET T SR80 &
FEREDOL M/ ESRERUVER/ Nl ERRL
TWHRBRZEELTE,

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

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

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

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

4 ABRELSRIER. RUREBOEREED
OO ER DI PERTE (L. I
MER O/ OH—FDREEF(FTHD, B
[CCNLERBEE-S>TLWALSICHEREhTLA®D

TN EICRRTHABEIIGL, (03227)

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

F5 ANEEAES I 2BICFEESN TSR
BEETEE,

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.

X6 B R CREE)  BREEBREVORABOERE
f%a:s;:&)witﬁ_ﬁ%ﬁwﬁﬁﬁt%‘ééﬁﬁ%liﬁ&)éﬁ
BE(dAy,

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

T BERBIIROOEG RS ORERERS A,

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

38 EXRDEBRMREEOHMLERY,
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