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B FIR
CHAPTER 4 DOCUMENTATION FA4E XEL
"|PRINCIPLE ]|

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 fully
defined in the manufacturer's Quality Management
Systemn, Documentation may exist in a variety of
forms, including paper-based, 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. .

WA ELL, RERICATLOFARGEE
FEBRELTHY. GMPEREF ICFHE T 510D
BETHDH ER2DOBEOEERUEHE, SSEE
DREEEEEATLANTERICHET 328,
XEE, EA—X, BEFERF. TERKESHER
DRETHEETD, XB VAT LEERATSELE
M. EEROKEDTATORITERE. KL E
BIEMNICREE S 522 EHERIL. &8
L.EB=42—L.R8B35LTH, mETHEE
DATALIE, BREBEEMBHENW TSI ERRTS
EMTEDLSICHRAOEEBRIREETOREER
ICOWTOFHEFEFICERBTSECMRAT. E
RFBCOVWTHRBOEBESES-ODFESRIC
HMskEEESDCE,

There are two primary types of documentation used
te 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.

GMPADBE S ZEELEHFTIDITHNSXE
EICIF2DDBEFNTEELSH 5. BRIGER, EXR
B LR BETHD BN EEELNE
DEEICH G L CERSESCE,

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.

XEDLEREN. T2, FIFEN. HBIRBRATS
FOBUNGTERBERET DL, BREBL, 3c#EHIZ
RUAL  BECHRETIENTELIE BET
(written) |EVLVDIARREIE. AR HIH(E>1-F—
SHEAE BT #E TN, RN ERZESh - CE
EkY 5,

REQUIRED GMP DOCUMENTATICN (BY TYPE)

BRENHGMPICE (FELE )

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

PATRA2—~T74 I EEROGMPIZEEL - 1E
EREEERLEXE,

Instructions {directions, or requirements) type:

ERE(eRRNMIERSFE) OB 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,

REE METRECBOLTERASh, RLEEL
NWAHEPRXEREHIBE LGN IEESENER
EEHOFHEERRLI-L0, REFHORBELT
DHEERT=F,

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 aceceptance criteria.

LB, BE RE HBOERE . $TOH
REH. EE, AUV GBLAWD I F1r—4EVR
FLOFEMEZRL, TRTOMINE, G sk
B, RROERFHELELD, ERsh -1
WE%&EATII, MHEIZIELT HIEEELELICH
BTaHIL,

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

FlgE: (A4 . ZE2EFIEE, SOPLLTEHHS
HTWBMFEDEEFITI-HDIEREITESE
D,
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Protocols: Give instructions for performing and
recording certain discreet operations.

EEE RO s BT AR EERT. b
FH-ODERESZ L0,

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

R 2K ERE LR AEOMTERLMRE
D,

Record/Report type:

EREHE

Records: Provide evidence of various actions taken
to demonstrate compliance with instructions, e.g.
activities, events, investigations, and in the case of
manufactured batches a history of each batch of
product, 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.-

HHRE BHEBEAOFESEERTHICELN:
EROKE., PIAE R, RELE-BR. AED -
L. RUSESH NV FOBEE. BEETED
=B ON\FIEOBEDNEFIZET LD,
HBEERTAEOICBLOKWEET—2%28D,
BFEGIHALTIEEBSh-MASHEDT—F
HFEF—RELTHWAMNMIDWTHETHSE 4
et REHEQRLELLTRHWSTARTOT—
RTEF—2ELTHRETHIE

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.

ABRRRE FHESNHREADOBES e R
REVEEST 097 ILIZET SRR R OB
BRI L0,

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

1 RBREEEICRDEFESLT, Ay F(CHET
BPATD )T ILAA LT —ROFHE (B LR 3R
&) ERABICEHINEASA—SPARERD
SEiE . @ EASELIEESNICAVCIHEL TH&
LY,

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

BEE - FEOERE. 0PIV RVEREEE
HLI-CEERE. R, S5 TREBRT 5L
Do

GENERATION AND CONTROL OF
DOCUMENTATION

NEDFEREEE

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
templates, forms, and master documents should be
implemented. Appropriate controls should be in
place to ensure the integrity of the record
throughout the retention period.

1 RO EE Rl BT T 5., EXER
39 R TOBED BRI LB XBOB RIS
BET 5, A AT LITEBTESES(CL. #
BlC@IEL, /U F— RSB ERBETHY.
FOLEEASSN TN E, BLOXE (EEE.
B8 1%, HHBAEETM. MOBHLES—Z
DE5%. BT HWETHEET 5. A, E2E
K. F—AOIEL, BREOBREEEBAAR,
BATABEDLRATLLE— DBEDTEH DY
257 LCHRARSBEN BB, T TL—b. BR . R
ADESBBIXEQOBYEEBEENETHL,
RET <=L WEIChoT., RROESHE R
THESELERERL T HL,

4.2 Documents should be designed, prepared,
|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.

42 XEL EECHFL. /EREL. BEL. BHT
Bk, BREIIELT, XEIZ. BRI HwE., 8LEET
AEE. BUSREREARZZOEERSSHETS
C&, BEEMNMSOEELBOHERMIIONTE, ER
BETOBYESBRITI>RMOLEVEDTHHIE,
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4.3 Documents containing instructions should be
approved, signed and dated by appropriate and
authorised persons. Documents should have
unambigucus contents and be uniquely identifiable.
The effective date should be defined.

43 BENEFENTLHSERE. BEORBEERT
EEEMNREL. BAL, BEEOTHL. B
:J:BﬁﬁEfaW@’C##EL’C%‘EEII_I‘E‘E’C&&_& 3
HEEHBHE,

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 should be written in an
imperative mandatory style. '

44 ERHNFFENTOHERL. #ICERSIL, ¥
BLPTTHIL XEDHALFABIERB
CHhE L AREREFIRE. FEREEEEH
AR, I RHRRTECE,

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 REFEEEVATLROXEL, EHMICE
BL. RFOREBICLTECE, XBFUETT 5L
F(X, FEEICKSIBROFEREHC AT LEE
HE#3dl4,

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 NEBEZFESLTIALALE. T—EDEA
%‘b?%‘g{i’cﬁhli SEADT=HDIES EHZE
HHIE,

GOOD DOCUMENTATION PRACTICES NEER

4.7 Handwritten entries should be made in clear, 47 FE=DEH AITHAEIC, HISEA el 5T
legible, indelible way. RWNVAETITIC L,

4.8 Records should be made or completed at the 48 fofk(E. HIEEFTo-FR NI T LK

time each action is taken and in such a way that all
_|significant activities concerning the manufacture of
medicinal products are traceable,

(C. EXEBOREICHET SRR LFEIN BRI A AE
BHETERTSIE,

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

49 XEICEATHEDLIGEETH, EALAS
EANDCE, RERITOEROTRATRETHS
SEMETHNE, EEQEHELHT S,

RETENTION OF DOCUMENTS

XEDRTF

4.10 It should be clearly defined which recerd 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 EDORBNENTNLDOEEFTHIEETS
M Ef- FNLBRECICRESN AN E X ECHRE
(CHREYTHCE REHMTEL TEHROTLEE
PREEY S HICHERGEEZTL, BBELE&EIA
Ujd:_[‘-gpé:&o

4.11 Specific requirements apply to batch
documentation which must be kept for one year
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 years
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 NYyFORHBEENSIEFNTERFPE
BICEBN\F OHEFIEER DECEESERMDLNG
hWHAEVHIR. RELLEFRIEAESELELSER
DERFBEHSUFOXBICERAShD, BBET
X, Ny FOXEIL, N\vFHERSh-BERORE
FREBOBRTRNEIFEHO®BLLELSEITRE
THCE, XEDRFICETHbOEREIEIL, 4+
5E O 8 5 D EBLE () X (EAdvanced Therapy
Medicinal Products) IZBBLI= &S TREh., 5
FHICALTRIYVENMEFEHRASASh AL
MBS TS,
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4.12 For other types of documentation, the
retention period will depend on the business activity
which the documentation supports. Critical
documentation, 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
reporis 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 FTOMOBEHEOXETIE. BEHREIE. TO
XECEALIPMETBRNETHS, BERTHKE
BhOIEREEMN TR ETFSESTCEELE
B, AT —2avBNEREECET D) I,
RENEPEBIERETSE, T2 L
F—a—H(cEFIh-ESE. TEOXEE X
(£, 7 F—lavlR—bR IR EESABLAR—
FMEFFTVRETF—NEREEXEHOATIE
NTELE, COENERBE, XBEL. \vFOX
EBEORFCEAIIERFEESEICANDIE B
ZIE. 7oA\ F—=1a0DTF—2OEHEIE. £
NuFOHREHEEL-R&HELS/T—a ik
SNTWBRY., A)F—2avcTHEOET—4%
REITHIE,

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.

BERINTVWIXBOPERD I3V TETD,
REEFEEEVATLTEIHGORELEEOR
%li"éﬁ‘:%ﬁ“éf:&)I:E*éh%éﬁ%’&%ﬁﬁ?‘ ?

SPECIFICATIONS

HiEE

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

413 HERH, BEHN. RUREBRRIZONT
BHICRESH, B OA o= BREAHDHL,

Specifications for starting and packaging materials

HEFEH AR HOMIEE

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

414 HEEH, —REEHHE. SVEERREHO
HRBILUTEED L, o, RAU T BB
BREFANDIL,

a) A description of the materials, including:

a) LTFEECHEMB ORI,

= The and the internal code reference;

~HEEESh B MR UVHASEI—F

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

gtﬁi%?ﬂ:ll}lﬁiéh’cméiﬂﬁlilzﬁpﬁ:%%ﬂ)?}ﬁﬁ

— The approved suppliers and, if reasonable, the
original producer of the material;

EEENRRRE . RUB A LR RO

BT

- A specimen of printed materials;

~RIEHHORMRES

b) Directions for sampling and testing;

b) A BRIEHABROET.

c) Qualitative and quantitative requirements with -
acceptance limits;

o) Mg EZ Ho-EEMERFE., RUE=EMER

d) Storage conditions and precautions;

d REEMGLEELDOEESAE,

&) The maximum period of storage before re—
examination.

e) AR BRI DRARERRE.

Specifications for intermediate and bulk products

REESEVNAILIBASOHEKRE

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 B RENLIBEROBEES. BRTIE
VINLEEE. XIZHISBRICHATESLSIC
HoTWRIThIERLEL, LT HES. BHEE
gé&fﬁﬂ BDEREEMOBBEICRFT

Specifications for finished products

RREROBEE

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

416 ZEREBOEBE I TROBBRZSO ML

TBRITHIE,
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a) The designated name of the product and the code
reference where applicable; .

a) HESh AR UZATHIESEIBRI—F,

b} The formula;

by A .

c) A description of the pharmaceutical form and
package details:

B} ASIELTNE 2 T TAEGRT

d} Directions for sampling and testing;

ORFAFEIREHBOE T,

e} The qualitative and quantitative requirements,
with the acceptance limits;

%gﬁﬁéﬁo#E&MEi$ﬂA&UEim¥

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

) REERHE. EZATHESE. FATIRENLED
EBEE,

g) The shelf-life.

g) ﬁ %Fﬁﬁo

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

SLENARVIIEEHE

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

ABESh, XB{LELLEELS, RUTRERERE:
KA, RUNYFYH AR EIERT S8,

417 The Manufacturing Formula should include:

417 BERAETREESLIL,

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

i) Bama. BMeOHBEICEEL:

SO —

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

b) Hlf . GO EERV/uFHAXDILE,

¢) 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;

D ERT AT A COEREBRUENENOER
20 %xh, E‘éiﬁ@i@fﬁiﬁﬁwémﬁt:ouf%
SREBHOL.

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

d) FEREEZH-ETHEERNE. RUZSTS

BE . BEEY SHEUNE 0 S,

4,18 The Processing Instructions should include:

4.18 TIEERIEETaLzsL s,

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

a) EHiEBMEAL LN AELEE,

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

b) ERGEE @—Eﬁ@(’ﬁ%?’i% CANEN(E Fop S
DBREEBIA, FfR. 1T RE. BE).

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

c) B R UEERMNS. ld\ﬂlld)ﬁznn‘n_hb\b%ﬁﬁ
LESELTVMA IR CIEERSIN TLVELEFESR
XEFHHIBREINTNBIE, RUEBHIERS
hEBICELTWAZ L DR,

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

d) sERGER SR TR G RE (HIZ . [R# 3, Al
%ﬂ Eﬁgiﬁ%mu[ﬂi EETRRO/NSA—5 (%
Bl. :'E-II = o

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

e) M EEE->EIERBEEDERE

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

) BRTHIE, BHE. KT RUZLETHBRE
ggﬁﬁ%‘%#"&ﬁ&)f:l WORGDREDER

-0

g) Any special precautions to be observed.

g) BRETERNTTEERRA,

Packaging Instructions

BEEKE
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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:

419 BA2OH R, AXRE. QBB LITRES
hWi-aXiERELHAETLICL, ARSI,
TREEFZANSD, RNISRELHLIE,

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

a) ILIRE O RyFEES, BB RO N\YTEHS
’é‘é‘&)f:ﬁéﬁ:% a

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

b) ZHTHES. Hl. RUBSEDER,

c) The pack size expressed in terms of the number, [c) ZRXBEADTDRHBDOH. BEERVIFETE
weight or volume of the product in the final Li-®aiEy (X,

container:

d) A complete list of all the packaging materials d) HWELGEaEHOME. _l"f MERUVEE

required, including quantities, sizes and types, with
the code or reference number relating to the
specifications of each packaging material;

EMBOBUEICRHAELO—FPBRESEITR
£ Rk

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;

S GETBE . BELE RS B OER X TR
0O RUNAYFESOSERUEIOAMAME
#ETITRETONRRLTNSEMRE,

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;

fY 8. RUEEED. LaT0E &K, stESh-a
HEETIIREESh TWENES, S0 XEHH
ARETRTNEIE, RUEENERShERIC

BLTWENDHER(FAPVTF TR,

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

o) FEEMIAY MDA 77 5 REEEI=
THLH0, EBEVEEDARTRER2EC.E
AT AREHEREEEEE,

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

h% EETHIERLEREEERSD. ﬂé#ﬁ%f‘ﬁd)

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

D BRAREROERIERREESCTRREEDF

-}

Batch Processing Record

E T

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 IEFRBIFIHESNSH/\wFIEITRET S
Lo BRFORESN-EENS LELEEHEDER
--ED% I’J--Fa){dgﬁéatl—to

a) The name and batch number of the product;

a) BlROBMENVFES,

b} Dates and times of commencement, of significant

intermediate stages and of completion of production;

b) BLEDEHR. BEELTMBRERVETEFRARL

BFZlo

¢} [dentification (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;

) B TIEANREET A EEL-FEEDH
BA=vIL), RUBBETHNIE, ChoD{EE
ZRBL-APOLTH,

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) REICHELE-FHERHEOELELIT/N\VFE
2. RBERES (V\FES, RUENRLEZEH
XIEiEh L'Cﬁﬁlﬂbtﬁiﬂi‘ = )

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

e) BETOREEFRNEER. RUERLEE
TEE.
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) A record of the in—process controls and the
initials of the person{s) carrying them out, and the
results obtained;

f) TERNEHEEhERBLE-EEBO=—2 v
MLk, R EFLh =R,

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

g BEDEThEThBULRECORRINE,

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

h) BLE A RUTERIERZEM QLIS ERIC
HLT. RBOEBLLERGHBAES AT LR
HERICEY 5aEH,

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

) BEFEDOEEEICLDKE,

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

o) TF—rEhEIREEHRSEHICEZRILTL.
BFELTWSEA1C. APMNICERSh-RERL

BOBMERENR. /K5 (008) F—a &z
[RHoTHERATES,

Batch Packaging Record

N FE TR

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.

A2 N FERBEE YT . B EESh T
BTy FOECHLBET Hok, AEERENH
Y3 ZERCEICL,

The batch packaging record should contain the
following information:

NUFEERRIITEROFERZEL S,

a) The name and batch number of the product;

a) HROAHENNVFER,

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

o) BEMEEDFH B EFU,

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;

O BETENORERLITEEZTH-EEEOH
Bl (A=2v)l) BBREHEETNoOERERER
L= A¥)DATT,

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

e) TRANTHEOKATEH-EEERELOR—
ERUBEEOHER DR,

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

) KBELERALE-EES M OBBEREED. E
ELi-a&EE DR,

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

) WEERIRY . S\ F DR . EDHEH. RUe
ngﬂﬁﬂ@ﬁxii—%‘&J’C. $HRL-FZTRHMHEOY
o

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

g AEERENMOLMESREICHLTHRED
FELEL. FAEBRERNIER TIHEOER(CH
3 hetfils stk E AN, '

i) The quantities and referenice humber 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;

i) BTN R ETIOIC. TATOERRHH
ENLIRBOHE., B, BERWLIZEREBHTA~
BHch-BESBESHWVIENEFS. RUED
hi-BR0E, BEEZORABRLGEFETELH
i;f&ﬁg, COFEHESTNACELEZ NS

i) Approval by the person responsible for the ) AERFEEOEXHICIDIEE,
packaging operations.

PROCEDURES AND RECORDS FIEELLH

Receipt 2A
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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 HHEFREHULOEE, BEES . RS

EEL) . —ROEMH. —XREEMH. RUET
HHO. BREZEOZBICETIXELSNI-FIR
ERBNHEIE,

4.23 The records of the receipts should include:

423 ZADNERFITIREILIE,

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

BRI R CaREN TR0 T

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

b) (al BB BE ) FHHOIHAIAT, KT
XIFE=

¢) Date of receipt;

c) ®AH

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

d) A EFEORMEBEHEFT DL

e) Manufacturer’ s batch or reference number;

e) BEEEDN\YFESRIWISEES

) Total quantity and number of containers received;

) RAN-BRORELH

g) The batch number assigned after receipt;

g) RARICE L TN \vFES

h) Any relevant comment.

h) B&9 a4 b

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

458 AR, IR DIRBELETAL, ALSb A
BUBEILT RORHADFIRE XA

Sampling

BIREE

425 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 aveid contamination
of the material or any deterioration in its quality.

425 BAKERICAVLGNh S EESR . BT 0=
EUBEHHAOEE RVNEREDEBLERT S
HOIEREEEL., FIREXELT DL,

Testing

426 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 BEDQENTNERBETOREMH R mERER
T30, FELERTIEBELRLEFIRE
ERADE RELI-HBRERET L,

Other

01 —

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 SR EFABHBRIIOVWTXELSh=FIA
ELXEHHEMRICHATESIE FIC BESH
F-EEEICLIBRRA[OTIZ~OHEHEIZF
BTELAIE, TATORRE., BEShEES
AR ATELCE, EEATF—RICHLTENEEER
ST && BEELT—ROEERHLMSLIIC
o TWAVATLTHLCE,

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 MEBIZIHEL T, AyFOEIRERRIZT -8
ix HWADE/UFDFRADERERTFLTHC

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

429 BELBHICE, FEROBIDOVT, I, F
JB. EIEETE. |, ToBBICHET SRR,
KNSR EXELT DL,

— Validation and qualification of processes,
equipment and systems;

IR BERUVRT L0 T A  ERRIE
S

— Equipment assembly and calibration; -EEBOHANTRURKE
- Technology transfer; ~Hithi¥s
— Maintenance, cleaning and ; sanitation; - -, B 4
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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;

-EH/AN GMP-HiTRIEIEOHE . B -H4E.
BOMROBRIEFECHADOEIE

Environmental monitoring;

-BEE=4)5

— Pest control; ~fA R E

— Complaints; “=tE

— Recalls; -2

- Returns; ~-1= &

- Change control; -LEEE

- Investigations into deviations and non— %, RUFESDHRE
conformances;

- Internal quality/GMP compliance audits; ~-NSREEE GMPO B2 A

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

-BEICHLTREHOSZEPAL. ARRERE)

— Supplier audits.

-RiIaEXEOER

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

430 BLERE, HBEEOFTEFHRICDOILNVTIXEA
BLEZEFIEENABESh TWSIE,

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 chronological 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 ANFERCHOFHR, REEE. /&R
HARESN TV IREDERERERETI L,
ThoFHRINC, R, BB/ 5E. KE. &F.
B BEEEELEISLOICERTH L
BEIZWLT, Bt RUCHoDREEITIADE
BlEEHD,

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

432 RBEIRVAVPATFLIZETEN RO —
BEREFRBEITDHIL,
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54 R
MANUFACTURE OF MEDICINAL GASES ERREAIOEE
PRINCIPLE 3=l

This Annex deals with the manufacture of active
substance gases and the manufacture of medicinal
gases.

A7 ruHRiE. ANERAAOBERUVERAS
ADEEICONVTERY RS,

The delineation between the manufacture of the
active substance and the manufacture of the
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,

REFERVEEGELEOBEXLHERTAR
ETCHECEHSh TS BE. HROEE. B
HOBEE, SRS AOEE RIS, EEA
ELTHASNDH AL, — XTI HERBEHLE
FERAELLTRYIEDRDS,

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.

BHESHAORE L. ZAGMPH AR (Part ) D&
ABERFE, X7 Ry ZQOEEE 5. BEES S
DT YD AIEELTINSTE,

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.

EFEAAAOEEE, ZGMPH AF (Part 1) D&
ERER. £7 v ADOBEERS . BEOH S
DHARFAVDF RV IRITHELTNDE,

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 Marketmg
Autherisation dossier.

B ELT, B AH RO ENSEE R A
(BRREHRAAR)OREFTOM. HAOHEE
BOGTW—BHETEOBSE 2T @M
AHADQERFEHISEZGZOBRREGET)NE
ERORELRLET L, ChidRERFTREEIC
BIREICRE BB &,

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.

TENLGEECLHTRE. R TOEBERATAD
S35 B UOERWIEE T Ry ATCIRBE ARG,
LAL., &7 HvOAQOBESR L. TOEIEEE
EEORPELTHERTIIENTES,

Manufacture of Active Substance Gases

BT HADHEE

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).

AP AL, (LB RI-FHBIE X S RAR
HALBHEICHELTERIEETICLICEUFELh
%, (BIAIE. ZEROBIEERICT)

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

1. Chb2 DB RN HADBEFEICHITS
THRIEPart I DEAFRBEICSES T HL, L
L" .

{a) the requirements regarding starting materials for
active substances (Part I, 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);

(@) AR HAOEXERHEICHTHIEREE
(PartIl, 7E) (X ZER S EICIEBHR DT ADHR
EICIRBRAEShEL, (LML, BLEEFE. ARD
SYEEIEShE-IRICELTRY . A RORED
ZERIFZAVRSHAORBICRELLENELSILE
HRELTHE,)
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(b} the requirements regarding on—going stability
studies (Part I, Chapter 11.5), which are used to
confirm 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) FEAEELH DR, BFAREH (Partl, 1E
6) DHERFANEL-ETHOLEEABRICEEY
SERFBIE(11FS, PartI) I3, B DR EIERER
AT —RICEERZEBSITERLLL,

(¢) the requirements regarding reserve/retention
samples (Part Il, Chapter 11.7) do not apply to
active substance gases, unless otherwise specified.

(o) BlFREAGHNIE., BFER - E5RICETS
%75‘2$I.E.(Part11 OEDIFFEDRESH RICITERB
LEsLY,

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

2 @EMT TRICEDBIZE. BRHE Ahms
HADEESRERICREEE=—S—F 5L, O
gf-f—a)ﬁili BRI AR AR CRET

3. In addition:

3. El:\

(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 TR IDEREEEIL, TiDE
BAAARHOBRFBEICESLTOEFRIEES
B, (BF RO ADEH3:,19, 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 Il Chapter 9.

b) YA —RITBEFRBERER~DETNRS
ARAOTTAIL, Part 193 LRILL. FitDEER
HRAEBLERBEBE(COTF R vIADEII 322
PEIDISEELTINGT &,

Manufacture of Medicinal Gases

ERBAADOEE

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.

—RICEERAARAOHELAEZDORBTHTED

N3, #->T, HRADBENDFETEBOTLE

W LWL R, BBOBAAEICKEST. F (R

@Ii{%d)ﬁ;iéwiﬁi’é%) DURL L ATEE
NHd,

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

4, LY F—IERSh TOWAEREE(TA-FIL
[CHBERENS, (BLESKIKETIE., S
W TWBBEERO

PERSONNEL

Ba

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

SEEBAAOIELHAEICEADLAZESHE X, &
DEBICHEAT ASHE D GCGMPR EFHIEE 25

e RHEAIR, EERAAOEROEHTERL
fIE, R, SFICL->TOBEMERICOWLTE
BLTWACE,

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. (A — KNI/ TOBRTFARFAET
AEENIINERAIHAOREICEELRIFLS
SERAEEORBIIBULHETIFEZRITECE,

PREMISES AND EQUIPMENT

EY &R

Premises

Fe20)
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7. Cylinders and mabile ecryogenic vessels should be
checked, prepared, filled and stored in a separate
area from non—medicinal gases, and there should be
ne exchange of cylinders/mabile 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.

7. LA —RIIBHEEER SR, FEEAS
AREFESEN-BRCRE. &%, TTA.RE
TEHLE - EEAHAROIUTEEERADR
DIVTETETCABRBOEREZLGDNIE LL
L.WFhOHRALERAAAOREIEGL. i
DELGEEEANGMPOREEIZTE>TITEbATS
HlE. EEAMSOARZERLCT)7 THRE., #
E.RTA EETHILLHTETED,

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

8. @Mt ERDOVAIERITL-6., 8L,E. HER.
i TIRE{THEIDICEDLEAR—ZAZEHEATLD
CE. EMITTROLSICEDHHI L,

a) separate marked areas for different gases;

a) DADOBATLZRZ DERRSNF-TUTFIZHT
)

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™).

b} FNEhDEETIEDREDOL ) F—BH
RBE DB, REARICTS, (BFIAE
M[REHL), [XTAGLL. THEHLL. BEXR
&1 FEE] THEFBD

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.

CHODFERGELANILOREEERT H=HIZANL
phdhEid, EEQEXROES. @H., EHSIC

& TRED, RE~DFRT. BTV, £89Y. T
. oL hoBEDEHESALGNRD,

9. Empty cylinders/home cryogenic vessels after
sorting or maintenance, and filled cylinders/home
cryvogenic 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.

o AR BT EEROEDL T — EERE
BREERRRRUR CASNI LI~ T
ABHREEREH L. BUOENHRE TR
L. BRBOSFHoE, ECASHEIUVE—/
EEABUNEESREE, HFRETRELA
b ERENABEICES T A0 LA REET
ELHECHRT AL,

10. Specific storage conditions should be provided
as required by the Marketing Authorisation (e.g. for
gas mixtures where phase separation occurs on )
freezing).

10. EERFERZEOERBYITHFEORE T
BTEDLIITTHBIE, BIAIL, EfBISRVBASH
MEZDHREEHR)

Equipment

B4

11. Equipment should be designed to ensure the
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
sysiems.

11, BB, BRCHEELGH ADNBELRRCHKET
AENBESICHETTHTE, EE. RESEHOH
REBETENATSA B TR IESENRINIE,
RRESGIVHEGTES BIZIE. BEMOETAR
%) . R ESEMIc kY B ABEDHRADRERE
FDYRIIIENCEFRRET B, EHIZ,. 7=
R—I PRI EOERETERT I L. Chodik
£, EREBRBHWDITERRBICEINETHS
5, A—DETAFTO, ABEOESEOERIE.
ASADKRTHEDRTCAEGEVATLICHIE
EBT-OICBHELTE7HT2—OERERG
(2. ERRCEET LS,
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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 quality of the medicinal gas and that
GMP standards are maintained. [n such cases,
quality risk management should be performed and
documented,

12. B OBRUAA—IBAOH ZAEREL, HA
ORBEEHBICHETSE LML EEERHAR
DRER, PEELEBRRA RO KEIZEEL ., »
DCMPREXHIFL WAL ERBBAHRE. 70O
FEERRAHRERLALS, PRBBOI-HIZED
h3thDEBRITEH—T, FBR IR TE
B TDLIEEEIE. MBEVRITRDAUMETE
L. X&E{TBIE,

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. EEBRAARASAUNEEAI AT/~
RERIET B/ F—rEhi=AEAHIEBEICE
U, BEAHATZHR—ILREEERAH AT =F—
IWREEBLIEAREEBTEORTLANEDHLN
B

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 quality
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, FCAX=F—ILFIXIBEOEBRRAA R, &L
. TOEFRRAAOREHERETSE, A5
B, ZAEMFHHALEE T CRITSh AL, ER
AARBEROR_AR—IFICLSthDERROEN
THAShZEBOHRADETAITEADENS, =
hoDBS. EEERAHAOSEMN., ULt E
BAHACEREN TSR E(CLEL, GMPE#E
#HFLTNAIE, LI, FTAIEF v _R—1 8
BTITEOC L,

15. Repair and maintenance operations (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. {IBOERE, RLBECER. \—C%8D)
N.EEASAOQREBICESZES5 2 TITELE
Ly, S, EIETIR. PRATF LD ES DA
BEIGRRETUBEERTRBIRIEORIZES
hHHAETHONTRIRT BT &, BHEMICIT. B
DERATEHEMCREARORBEICELELS
iéi:—‘ﬂétiﬁ%ﬁm\:t%ﬁr?:ao HRITEED
é: [+ ]

16. A procedure should describe the measures to be
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. 2oA—H, O a3 R OEECTEER
RAARAOEREITRTEERICERRARIOH
EEEICERIAESICTE, BETASHEEZD
WTCEERICRRTEIE, ChICIE. DHHES
FENDE,

DOCUMENTATION

XEL

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. U8 — BB EIRERB R DS/ \UF DL
it AET A3 TCATEOEELEREIZONT,
BERARCHESGERESL & HBITIELT,
DTFOERICOWLWTE#ETAL,

a) the name of the product; a) BR4
b) batch number: b) /1\wF &S
¢) the date and the time of the filling operations; c) RCAFERB LR

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

d) BRTIEGAII7IUX, RE, RTARMD
#iE. RTARE)ERELI-{ERE 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) FTRRMOEHRESH-EI a2 TRALA T
BISETTCATIETERINEHRD /I \YFDE
BEIE, REtE5H5

f) equipment usea {e.g. filling manifold};

f BRSO R A= ILF)

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

g X CARIDI U T —  BEEEBEREROH
&. B4 OREIFR. KEEESE

h} pre—filling operations performed (see section 30);

h) EiESh =X TARTERME (7232308 8)

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

N AEORETEELETE CALB ITOh - EE R
TADICHBELETFENFA—E—

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

j) BRICETAShEILERIET =D DBE S
EAOE RS

k) a sample of the batch label;

K XY FDSNIIOH T

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

) RERARORKESEEEABROLER GLER
BOREORREDEBREZTE)

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

m) AEHIIA—  BRHRBEREFFONE.
EBBOFAFER. THKEH

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

n BREAPEEHEEOFARUTE TCAEERE

PoOREICEYTSFRAYDEE,

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

oMM HIEFEE LK SHHFHIEBER DM, F
ABLEAR,

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):

18 AR D R I BEENE T ERHRADINYF
LORBERAETEHE, ChboOREIX, HEITIE
LT, FEEOFEEANDIE, (RFShEIAEFE
BIZEEDESIZEYRLED, )

a) name of the product;

a) WEm4

b) batch number:

b} I\ F&ES

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

o) 1\ FRBRDHBE 7 (Zh—) D HATHR

d) date and time of the filling operation;

d) ECAREZTE--EA BERZ

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

e) BT BUh—) DIETCAEITHH>I-EEEZDH
Al

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

D BECHL CRE L H— () DBREE.
FuT BB EERETOHRCETEBEEE .

g) relevant details concerning the filling operation;

g T CABREICEY 53 E

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

h) ) RERFORRESETEAROER GRS
EORERRICEY 2ERFEESE)

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

) BECRELBROFME VR TCAERETRE
MEOEBICEY 5FH AV DR

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

j) R EEEEICISHEFIEEROERE, F
BBEEA,

PRODUCTION

2iE
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Transfers and deliveries of cryogenic and liquefied
gas

BIEEDREIEHT ADBE L

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 refevant gas before use.

19 BEANDBEEEZSOHT. —XAFEBIADERS
A HWNMEIRIEA ROBEIL, FALRTELEHTS
F3zBHLh., N TFT—FEh=FIFZHIZE B
EIAE, BRI FbOFDERBREERL
TWSLE ILF LT IVESE RV TY T R—
gaz*bﬁldﬂﬁﬁﬂut BRIDHARATIZYI T

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

20. B G RU BV h—DFETAICERT 5858
=R BRICEEOEESEERLTLSCL,
RHEDOH RCERIELTWENEL I RUEH—
D HEGAATHE 7‘&75"79—’&'&%?%3‘“[ .
BEHIEETHIL,

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. BESN A AR RRICEYRELRIBES
Fg CEERBLELEGSE MGEOHAMNAST
WBRVICHRY B EMNTES, COYTIL
(&, XS LFEERICRARS L JICHT L
T=HADLIRIY & TED,

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

FBREORRICHIBEERBEDIVIADTETA
7 av208550EEEBOIL,

Filling and labelling of cylinders and mobile cryogenic
vessels

) y&'—&%@]ﬁ‘iﬁﬁiﬁ%‘-?%*@ff&kiﬁ

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, V) —RUBHREBEEERZ~DIETAR
(2. AADNAYFEEEL. PEEEEL, RTAD
RBE/LHIL,

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. TERI THREN TWB RS —EEETED
BE. HAORKBESERD T 5-OIHE L T8
BEE{TICE, .

24, Cylinders, mobile cryogenic vessels and valves
should conform to appropriate 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, D)o A—BHABERER[ECNAILTIE. B
DA MRB RV RERFTAZZOHEETIE
KRPEICHETHE Thnld, —BEOHRAH

LHNE—EEOERBRSAERSYIcEATHERT
Bl LA —IBERE (L, BEICLDHE
AMEFTLEIE, VI —TFLEISBEI(EETS
BRI R D HAHBR/PNEHRIFRHERERT S

EMBELLY,

25. Cylinders, mobile 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

procedure'. the maintenance should address the
medical device manufacturer’ s instructions.

25. VA — BEHEBERRBEUV/SILTIZ.

PE BE COERABRBAICREL . BYIRTE
BTHIE, EESSAEAETEEIEE £I12i-o
TRBEhBESE, EFEEIESBSEIEE
EDIRTEOATETYETT AL,

Note 1 [n the EU/EEA, these devices are marked €
CE».

1 EU/EEATIZCSIX,. CER— D H 5B TH
S
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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 BRERURTEEREL, EERORHERY
R2BICHEEEXTELELEN, BRROMERER
E‘Eﬁﬁéhéml'&\ DI ELB KD RETH S

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:

2. AR UVRTEEREEED—BELT,. P —
HAR GO FTEME CTERINTIVENI EETE
BT AHEHIC ALV TREFTARNCVIE—RA
HOERBEEITESZE, Chid, FTRROESIC
532 &,

—
—

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

S AHET. RICERRD ACERER
BLE

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

-SILTERYALTREL-EE R ERBRXIXE
LORBFERELE

—whenever the valve is replaced.,

NI EZBLEES

After fitting, the valve should be kept closed to
prevent any contamination from entering the
cylinder. [f 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.

INVTERBITDI T —~DEBFEOEBAZRCE
Bz TIXFADIFEEITTEIE, VIS —DR
HoREICESABhIE, ALTERYSAL, DU
H— B HEENTLNVEN S EERILT ST
AEERET L.

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 subcontractoers, and
contracts including technical agreements should be
established. Subcontractors should be audited to
ensure that appropriate standards are maintained.

28 DU —, BOEEERERRU/ LI DR
FEERCEEELE, EEQOLEREOHE
Thb, TNODIELERHIRET HBAICE.
SHEEORRRUEMBEES L 2OMRET
Bk, BHLENEMT HEEN B EEE
BLTNBCLERET 510, DHEEDRES
EiETHoL,

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

29. YU F— BHEABREESREUFANLID
b—HEUTFAERIET B-HDU AT LRHHE
&

30. Checks to be performed before filling should
include:

30. ETARICITASHZER FaazaT Il

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) VA —DBE. ZEUUVE—RICEREETEN
HECEFRIITH-BIC HESh-FIEIZHK-T
b 5%,

—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,

- ) —IZB/NEBREANLTHERYF o0
TWABE. BEBEEZTI I FIAERRSNT
HLOBHZIZ AW TR ESICHEREL TWANRERET D)
& AT HBEGIC#EL CLVENESIZIXI UL
H—%Rdoie,

-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;

) E—ICRINEABRRALTHRY Ao
TWEWME S, DA —AORKRBBELSGRITA
£, ) F—%PRBEL . KICKDERERIZEDE
S KB ERATNCEERE T L-HITEME
BEIRACE, BMEEOHELT. REBRARET
NYF—pEh AR EREENETLND,

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

b) BLETHHELT W EAYFSANTTHRES
NTWBTEERFT O DR
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“|e) a check that any damaged product labels have
been removed and replaced;

S BHEOHLHERKSNIHAFEESRERYERSA T
2hDHEE _

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

d) e D) F— BEREERRRFRU/ UL
FIZDWT ACH, FEHET. BOMNE. 0D
BFCMIE I T —RIZKDFLEENLOHERE
*ﬁﬁﬁl:ctéﬁgggo !‘Z\?f:ﬁ} L:-C%;‘%j—é:to

e) a check of each cylinder or mobile cryogenic
. lvessel outlet connection to determine that it is the
proper type for the particular gas involved:

) BRDOL F— BHRBEREROIHEO
DaRy5—i, BET RO XICHE YR
THEINEUET B0 DIEE,

f) 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):

) RBEIONIINTREFITESERBOBEIRILT
EEHMICRETILENH DSBS,

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 oylinders) have been
conducted and still is valid; and

g V- TBBRIBEERRD . EIRRH
XILERRHICE > TEREN TSR (X
£, E—DMERBEX T ThEREDHER)
AMTEbhn. ANHIRATHLEDHERRU.

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) {82 DRFAEERTEAZE (BFRTIEAD
Bk ERREORENRE) THESA TS L
IZEBICKHHRBITORTNBIL DR,

31. A batch should be defined for filling operations.

3. NYFETRETAREZLIZERHET L,

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.

2. ERTADEOHISRHEN =) —DRTR
BRI, HERTRERICRESNI-FIEZ
HHTHEREDOVAIEBR/MNRIZTHEIFELTE
MBI AL, MEBERV / RiTNA—DBEESD
ZHhOOFIEX T —RFTEIE,

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° C (and equivalent
for other filling pressures),

F)[E#EH ATIE. 15°C. 200barQFTECAENTHE
i ORERN ERIETH A500ppm v/ vELTET S
&, (BDFETCAEAZBILNTERE LT AL

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

B BRETADOICRNEN-BHRIEEERE
DOETMEIERIL, BERFERIEICEEH AT
B> THEHRDVRAVER/NMRIZTBESEELT
RETLHIE, B, BEOLGWEEIRARIL/ N
Z"—Féhfzﬁ;‘iéﬁ WCHTLEBEEFRET 5

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

34. B2 D) T —XISHEEUEERERISHEY)
;{'fﬁté;ﬁﬁﬁbﬂf::t’éﬁ%ﬁ”éf:&‘)GDEEE%’\E
Do,

35. Each filled eylinder 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 introduce any contaminant
into the valve outlet and, if applicable, should be
performed after any quality sample is taken.

35. HADETABRHFDOL) A —1F. "EALET
D=L RITHX AR EBEEFEFT A8, Wi
HEEXRWTRAEBRETESZE, (993236
SHE)ELFAEZ. LT OHEOREFELEN
FHETITL., £ BUT58 51, REFEY
TUEZERUBICTEITE,
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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. ETAE. FHONSDFREHLETH-OHIC
S —D NN T IThIN—FEETBHE, U

H—BUBSHEERRERICHITARN—ILK

WNEIREABREBEEEFTHIL,

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

37. BROI)E— Rliﬁi‘l?’-—_ﬁ{& AL e
S &, I\ FEBESEETHIBEEIOSAIIC
FZRLTEELY,

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.

3. _ AU LEORGEHADBEESCHESNLHE
BAHADBE (XTARDAFAVRE . BME
IO —TOEERE). BEIREIC DN,
ﬂﬁl/za)vU./’f—Wl SVWTEYIZREShTE

) GREEMOIH—THDENITEETRTIHITNY
T—/El/’é-f‘[Tfé-'Jhto

QUALITY CONTROL

mEEE

39. Each 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 EERAARAODEADONRyFIECIIT—
BREERER. BeD42) (2 BLERFERE
§2¥&*$Iﬁl~ﬁ£otisﬁ’&b AERRRIEEERIT

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. BLERARBEF TRHRBRSNTLVEITH
(£, UL —OEFE, RIKEIET BT TR
OERFEICH->TRET I L,

a) In the case of a single medicinal gas filled via a
multi-cylinder 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) YA —H#T = R— LRI ASENNC. 7
WFIN B —2 i h— LE R TASh-—iE5
DERFAARAOEBE . BLKOI=FR—ILFETAY
AI9NDLIEERIEDL YT —DITRIZDNT,
BEARBEEEFITEIC S,

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
unmterrupted filling cycle is one shift's production

b) —HBEOEBAARAEIERT OVIF—IZFET
ATBBE . EELETETAYAILIEDLELE
HIRDIYL T —PEDHRIZDNTHBRBETE
EBETHSCE EBELETETAYAIILOHIE. B
—OE. A—0EE. R—OHARAD/\yFERAL

using the same personnel, equipment, and batch of 1L 2R DRETATHD.
gas to be filled.
¢) In the case of a medicinal gas produced by mixing [¢) RI— DT =rRk—ILEMG, UL SF—RIZ”1E5E

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 manifeld filling
cycle (or per uninterrupted filling cycle in case of
cviinders filled one at a time). Fewer cylinders may
be tested in case of validated automated filling
system,

DEDHAZRELTHESTIEEIT. &V
H—DHARE PR ERFREEREFT
W3 e, BMBEDH LGS, HEABRIIT=F—
FIETAH AN DEIRDIYF—T{THELT
1y, (FRTOETAShEIY T —DBEE
BEL-FTTAFA2LEE) ) TF—rEhi-B8
?Et;"cm/x*Am%%m YA —DEITPTELT
Kby

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

N ALESLEHADORTAIL. BEHADES1
5*{&?3‘?@%‘??@51‘5‘%]32. —BHEOHALRLIEH
[:I 50 ’

Premixed gases should follow the same principle as

- Imedicinal gases produced by mixing gases in the
cylinders when there is no continuous in-line testing
of the mixture to be filled.

BRALIEARADFTETAR EEHRAODESR 1S
AoRBAITEbREWNE &L LU —ATH

AERETAHIECKYEEShAIERAA th-lL,
8IS,

Testing for water content should be performed
unless otherwise justified.

BOBMHIZNRY, EKEABERRTIL,
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Other sampling and testing procedures that provide
at least equivalent level of quality assurance may be
justified

DgLEL, RFEORBRIALTES, hDOBAKIRER
BRURBROFIREHETHEHTES,

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 hefore refilling have been
maintained.

41, XMAERRIT, BERFTAZETIRARSH
TLVEHIIE, BMEEEIRROREROER
AREUEDABREST L, BETAMNDERSE
ROZREH ADEBLHEN RS TOSI LN
TSN TWBIBE L. v FTEORBOH TR,

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.

2 BRIV HA—IASHh TERTASh IR R
FOBREBRESR (FROFA HIXIZEREBRES
2%) 13, BERICAVA—ABY O AERREE S
LTWAEE. BRCARDY LTI T EFET
H5, LNLEBADHADEENS. EET2EFRE
'tCAJUDFEﬂ'Gh HEShTWhWaIEDEMAERT S

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

43. AEBAREESN TR A, SERRURESR
FTETHD.

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

UM EHOTEEHRBRS XM T —RBBRASNT
%‘é EEFTA T AT DR BERBIEITETH

TRANSPORTATION OF PACKAGED GASES

BESNI-H ADH*

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. RCASNE=ARL) U F— RURERBE
BERE, HC, ARAERShIBEICESTD
ﬁﬁiﬂﬁﬁﬁﬁfﬁﬁ@«ﬁﬁ%?é;ﬂﬁ%L'Cié’h‘i?’%)

GLOSSARY

EE

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.

BETDPIC/S GMPHAFOHEIZLWLA. EERA
ADEE(CETIHET. AT RVIRATHEEASH
TWSABEDEEIITREOEYTHS.

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

HAER TR EERODANESITEEHR

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

ERSE: AR OEANBERE THEEE
AWTHASARICHBEITICE,

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

ERAR:EDEMToh KB THAShLE
IZ-50°CEL E DRET2AENRETH LA A,

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.

B BRL. BERERE G7. 5o~ 0%
ATOBYRIBERDR) U5 — A—FILX
b ST, B REEMT 510,

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

EB{EREH R :-150°CLL T, 1.013bar Gil{ETEH X,
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Cyvlinder :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.

YA — AR, T#E. &b, BRELIA AL
BLTEY, KRE., ERTOHAOB AT =
3 AEEZERLTVNSRE

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

A—FIL ) —DEGET, v=F—JLFIZ&
AREFEA TV A —EHINMIEZEL. A=vkE
Ll‘-C\ Ems Eméhéﬁ

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

B BRI RBEHRATNYR(CE A BRI T
LOFEAT1.013bar Ll FROEAICTHV AT L

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

R :1.013bar, 20°CTERIZRAETH A, ML
50°CTCESAENBbarE BRI DYWE.,

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

FEARERER:  BEORETRAERERE

L. fEiRBRERUTIBHEEEERS.

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
pressure,

THEAER: RO BRI ENATTOEACHA LGNS
FEABRBERETH-00. BRRF. ERAH O
BERICTH S TITEH HFHER,

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

EEA R BEDD I BEENT-LE =, 50°Ci
EC. B AT (L ILEHE) DF R,

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

ToR— LR R AR EOHRABRRICARE
R Y FETALRYTEES LIRS
ANi3EE,

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

BABGRRETHY ETAMIZE TS A—
ORTNEZICEHL, BFEL-TTHIcHET IR
EROFEY. BABRERTHDOELE. E
WHAOREAL, AOhLX. BE2EHELT
LHRET B,

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

ERARTRX BEEREFTRASN-AR, BRDNMEAX
DREWY.

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.

BNEHEFAULT FEREBEOARIT—RE
AREXYBEEMIEL, LU A —DREFLEE
=0 E—DisLT,

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

BHRBELES RN THRENERETOES
SR EN BB ONRER, THRYIRART
(F. CORGEICEA—EETEL,

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

|FLIEANT  —FRAO#HTFEREEEILT,

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,

N—T BRENEVATFLIC. ODICUERTHHAA
TYMEL. ZNCHA—DIERLUEARERELT
1.013barlL CTHREH AFRETEHE.
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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”,

A BALA R, RWMIBEEEHADFBED =8
[CEErSh - IR T ORBER, REXIEERS
AP AL

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

Bh— 7O ADXARTIL, BILA R, BEER
HADEED-HICEHFHIC BRSO - HEH,

Valve :Device for opening and closing containers.

NILT BEROHARAORE

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

AU BRIV ATF LT GICHABRT AC8ICX
U, 1.018baré R 5 ETHRBNII D AT LMSERH

AERETHILE,
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BIFE(6) PIC/S GMP HAFRSA4Y 7HRYIRT

JR3C . N
Manufacture of Herbal Medicinal Products EMEEEROEE
PRINCIPLE IR A '

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

B, Z{OB&. ZERTEHTIELSEELS
HIEME, HERHOEE, #%. NI, @it
EESOEECBVWTHIIEETH,

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

an herbal substance’ or an herbal preparation‘. The
herbal substance should be of suitable quality 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 preduction, 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 Collection Practice for starting

. . . . 3
materials of herbal origin”.

HEMBEEER DEECHTRTHEERIELTIE
EREN. RSB EARR R B,
HEHE L, BYERECRIThIEELT . ThER
H+5F— R ERRN S RUHETEES'
OREEEICREShETRIEELEN, EYED
RZELIREERIT A LFThOORENEL
TOFEIZE T LYEREHIRSBEEEN D,
FBOER, BRERUOIREOIKRIL. EMEORE
DEELEEFRTLOTHY. BREGORED
— BB E 525, GACPO=-HOBEYERE
RV ATALICETAHBEREG, EFEAXOH
EEHOODGACPIZET2EAHAFS1 8
WEEREH A RSAUXEITREN TN,

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

A7 RUPATIRTRTOEMERREHTHLE
a4 (medicinal plants) . {83 %E (herbal
subsutances) B U HEEE SR & (herbal
preparations) (B fAEh %,

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

F1 A7 RO I RCBN T, SRREAEh TS
Barhe BMEELR EMELRNA G
R ER R, GRS A

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

2 herbal substance B.Uherbal preparation D FIG&
[&FNFherbal drugB Uherbal drug preparationd:
BIETHALRGENS,

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

E3 ERMEFES T (EMA) | SR BRI (WHO) 3%
WERF OB D E

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

=& EYEERGOBE(CHE T EGXPERLTI
%% '

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

F4 ZOERIICGMPHARSA U DPart I OFI1DE
FEHoOEsELYEREL TS,

KRIIKEITTT>

Explanatory Notes

PG
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T..The GMP classification of the herbal material is
dependent upon the use made of it by the
manufacturing autherisation 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.

HEYEHOGMP LD IRV, BLERRGEEE(IC
FOTHESNINDBERETHD. BHE. H
AL PRIES ITREBEKICHESID, EY)
HGMP L OEIRLVASERASh TIWNAIEE RS 5
CEE . EEGASEEDETITHD.

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

* HEEEF ChoD IR ElRGTRAE
EHREBICHH>TRBSNACEERIATIHE, 8E
BRFERDE ERBICBONTEYLENEHHT
REShA3FNODRIOIIRICIT. BEHEOH
FEHO-HOERNGACPR L LERSGACP A E
?ﬁgéo BRHUFHEVERTREICIEIGMPAER

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

w* {EPHALOEYBRVEZICELTIE,. Chbd
TTANRRBINZHEROBHRNCEROREEH
B o-BIciiEO—BEXLLTEBRTINELN
HHEE, HEAGACPEDEREESRL VT ER
HECHH>TNBELIE, FRODEEEHHTIT
STEMTES, COFEKRIZHMTHY., &
Y sERFRAE SHEOXEICBL TR
HRT & B CEBENAEETIX, GMPOR
Blzft»i- @&, S BRUNYTF— 3y
PEFREShAZE, HAMUBEIRSOEENGMP
[CEELTANEINDBRERET ITHDI.

# EMA, WHO or equivalent

#EMA. WHOBL B R DBE O EE

PREMISES

et/

Storage areas

REXSE

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 quarantine incoming herbal substances and
for the approved herbal substances.

1 HEMEREIESTEShERICRETSE RE
EEHTER, LI ZO MDY, FCEES Y
DRAZFHSTENTEDEIITHBEMA D&
HEHEESHISE TN ALA LB RUMEHD
BRI, REEOOE QIEER U UERERLE
ITAMBNBREERBLEC L RANEMED
fREERED=H, RUSHEL-EMED-HIZK
DENLEBREERTSIL,

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. FERBIESBERETL., REFREIERD
BHGRRESEHLIICRETHL,

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

3. REREOFFER CMFEL R ER (ST
giﬁf?&i:to FCRARETDESE, &
D&,
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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 EMERVEDERRGORE R BE.BE
X IFERLGEOFANEREFHADETHS 8.
hoOEHERA, BRI ST,

Production area

S X

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. EMER VEDE RS OKRFTN. FE. B
BRUNIEEEZTIERC. RENELSEEX.
Bz ISEELEBOCEABESFERTELE. BSIC
ERATE RFLENFUETELRSTEEML
FEEELDHILE,

Equipment

g‘l‘la

S

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. HRICHEBEEX DL EIMEOBFH I
FLALRINE B BT, 5BHGEORET
RTEAShIRFIHHBRCESEEZRSSN
NIFESIEL,

DOCUMENTATION XEik
Specifications for starting materials HE R ORE

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
matetial. 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 HEMHERROSE EFICMPR U EIERSE
REBERICH->TELMESh YL EERHOAF
[EATAIEHRE LG RITAS WD, B
EEHOMBEEF CHIIEMEERRRESE
= BLATFORBE - LIBEECHT IAEM
AR BRI > THOERIThIEELE0. &
ST AN —FE YT I EREOSE
ELTRHATHD, BEEE L. RETHIIE. D
5/ EERR S ORBEENGACP EBTLT
WBH, FA3THELNESE. REVROITRDAVE
(Qir%) (CH TR EEFHRAL TSI LER
EEE :&0

5 EMA, WHO or equivalent

35 EMA, WHOERWME RIS OB D B4

8. To fulfil the specification requirements described

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

documentaticn for herbal substances / preparations
should include:

8. HARSAAE)TCOEFMNEREHICBIVTE
BENTOWDIMHELERBEE 7726, B
CHRRBICETANEFIBTESD L,

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

>HEYD22XDF4 (B, J8., BiE - EER U
AF (LA EVIR)) BETHIEL. BERIEA
RSO LSGEEFRLTY . '

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

>EWOHKE T OFM (REE- i, ST 55
Bkt IR, TR, SRSh AT RERE
?E)é%??l BEH MBI RSB RO RS

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

> Bk,

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

>R RL-ENEERTSEA TR EEHE
[C9D&,
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> a description of the herbal substance and its
macro and microscopic examination:

>HEMREOHER ., RU. SHARE. BRGERECH

o

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

> WYL R, VECBEX. AEEELSNS
N PT—h— k2R S0OHIREES
L, EMENBORDEA FEZZLDVTUNE
SEBRMENGBRNALRE, RO BSBRENR
EEHHDEHICAESh TS E,

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

>PEE- gD ER A > TAEah iR
DKAEE

> 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;

>EHOEFAEDEAE S WRUEBSEY—
h—DEE, ARREDOHEREFRERTT HEY)
BHRBRUBRET ORBADHAICHHI-HFER
FEfE, MDD HEAGNEEL, MICRIA L
BEEMZANYTF—rSh=TETHE L,

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

>HELREBES, 7725V i< /arFI 0,
FERLEY. FEREEESO-ERAFLERUL X
[T EDBLEEANETH-HOFE

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

>RHBZGLTAETERBOAR, EALNSEER
UF Y OFER

> tests for foreign materials, as appropriate;

> EICGLCRORER

> 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.

S BEELC. DR ERORE 5 COEnE
D& EELHEMEER R DB,

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

HEEPHMEMBER. BLIEZOBOFEEYDOE
EENHY 5= DEEEXELT IO L HER
UFIREAZTNERLT . ZhICTZREHOR
BRUREEOFREEL L,

Processing instructions

TEERE

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

9. TIRIEREBTIL, k%, &1, IR, FRLSHE
MEIZHLTASIETFLERICOLVTERIRL. 8
REEERE. YY1 XE LR FH A XEH
B L-HICAW-FEEEDHDHTE,

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.

10 451 EMEOCELX D FRERHRITIER /IR
A ELE FIAERRAS, ASRAF ., 9198k
PEE#EY., B BREDQISESNERMEUERY
BRUBBORZEDEEERE T H-DISERZELS
%E%gf%iﬁéhéfzbd)}t%{tbfﬁﬁ%&UEE%%
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11. The processing instructions should also describe
security sieving or other methods of removing
foreign materials and appropriate procedures for
cleaning/selection of plant material before the
storage of the approved herbal substance or before
the start of manufacturing.

11 TIRIEREE, SHBLEYM RO AT, s
(XELERABTICITI RMRE D=8 O FRHRIERE
&t E, RUCHEDRN Q%S 2 AICH
T hEULFIEER R T Dk,

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

12. EMERE FOREED-HIZ, BRIEZ. W
DA, B CEE DR, BRERRUANA
ZOFHEST L

QUALITY CONTROL

mEEE

Sampling

BAEE

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. EYEIEEEIFHETHLIIEN
b, BARRIIBCOEMHEET AT IRE N
RISFEBLTITICE B\ FIEINyFIEOXE
{bIckYEMTEHIE, ' “

14, A reference sample of the plant material is
necessary, espedcially 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 EHEHOSEREILETHY . BRI HE
- IO EF/ T (i@ SR TOELE S FCB
BETHP. MRBEERTIHSE. BFLTLE
WEMRHOSERNBETHD.

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, etc.

15. iESh - HAREHEODIC, EAYE. /ER
DOREOFE., AELEY. EOTH—EEfE2
REBICHEVWTERTAIENTEALSIC. REEE
S (TAEMEE. AR R B ERR T
LTHBOEMEREEERER TS,

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. {1, DERHR R CEDIEERROK
AlemE T, EMEEERRVEREMERROD
MELBICELT. R EZETHNITHEOER LT O
ERICHEY S, BEE il O RFORRH A
Z'ffzﬁb\lililﬁ%ﬁ'ﬂfﬁ"f&[:ﬁéﬂ’fﬁiﬁ'&hé:
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Table illustrating the application of Good Practices to the manufacture of herbal medicinal products 4

Good Agricultural
and Collection

Practice (GACP) *

Part Il of the GMP |Part I of the GMP
Guide ' Guide T

Activity

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

Cutting, and drving of plants, algae, fungi, lichens
and exudates %

Expression from plants and distillation®*

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

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

FIEEMEEEROIEIH T EEXPERLTLS,

Good Agricultural
ek and Collection

Practice (GACP)} *

Part Il of the GMP [Part I of the GMP
Guide T Guide T

B9, R, . REO RS, R, IR,
RO DR |

1Y, B, B hRELS IO ESE R
*

HEHMSDBEYEFRD ok

B, oL, s oo, EEME
DR 7E. BH., RS (TR

EXRELTOBELESO-EBFI~OIHLEIM
I
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B (10) PIC/S GMP AAFSA2 ParudA11

B3 FER
COMPUTERISED SYSTEMS a1 —2E AT A
PRINCIPLE ' e

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.

AN EBIIGMPORTFZTLEBFO—FBELTHE
AEhda P1—4 b ATFLDEREICERT
B AVEA—S{L AT ATV IR 2T RUN—F
7 DERERN— RG> TREDHEET BT
TEDTCHD,

The application should be validated; [T infrastructure
should be qualified.

TIVr—2avizn\)F—hd 528, SnlS T Y
TSRSV F Y IEBEEB/LTNSIE,

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

A BB AT LR FEBIRECESTRD
TWAEEZIE. RRoRE., TRER. nERT
DR T ARHoTIFEELEL, EAMBEIEOURY
ALz,

GENERAL —HBREIR
1. Risk Management 1L URIT AT AVE ‘
Risk management should be applied throughout the [JRAZI AT AVK T, BEFDORLE. T—2D7%EE

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, '

. BAAORBEEFERICAK, AVE -2t AT
LDSAITH A NEEKIZERTEIE, VRAITH
DAVRD—HELT, AUF—LarOHEBEET—2
DORE=EOHEIXEZREL, XBLaVEa—
B AT LD ZAVFHEIZR T NTITIZE,

2. Personnel

2. B8

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

JaeAFd—F— VAT LA —F— HEEESE.

ITERM L E H i SEEDH IR (TE LR HE

ELHHIE, EHEEBIL. YL TONRBE{TA

;%bwéﬁﬂmﬁ‘éﬁ, FoRALA, PRELAEE
=25 Tl

3. Suppliers and Service Providers

3. fRFEY—ERTONAE

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

H—R i —F1— (B EHEE. —EXFAnA
AyEavE 21—k AT LD FEEL =Y —E
A, T—HREBO-HDY—ERERE., 1V A—
L BT £, T BFEB(HA
E£VE—F7oRXEZRALT) (ETH, #5757
HIZFEIBE, BEEE LY —F/—Tr— DRI,
ERXEZHNFEERIERLT . Cho@BHIC
£, ¥—FNR—F—OEFEORBEEHRETST
&L TEFIERHRICEELRHIEALTT 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 BIASR NI F—ERATONAFEESNEETD
BEDOREDLEHEETIEELERTHDH. EED
HEMHIIYRZFHEEREIZT S L,

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

33 MBROESICEHTEINEX, 2 —F—DEKE
BEEHETILERBTA-OICANER TS0 — |
ﬁ—ﬁ{ﬁﬁjﬂé:&o
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3.4 Quality system and audit information relating to
suppliers or developers of software and implemented
systems should be made available to inspectors on
request.

JAHBRE VI I T RUBRALTWAL AT L
DHRFEEBICHTIRBE VAT LRUVERIERIGE
BEODERNHYRE., IBRTEELLSITTEHIL,

PROJECT PHASE

PR3 - HR e B FE

4, Validation

4, N\ )F—L3%

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

41 N) T2V ONEBRURERIISA7H42
WDEZRTIERBERETLIE, BEEHET. Y
AOFHBEREIC L=, £, TOkaL, FEEE,
FIRE. BHEFHELTELLII=TEHIE,

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

42 N)T—2avNBICEETREG (RN T 518
B)VRUN)F—2a v OITETREDLNI- &I
B HREBEIHLH L,

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

43 TR TOZUETEIVRTAEGMPTER-LTIVS
fﬁ%wﬁ%ﬁwﬁz—auzh(—ﬁi)ﬁui‘c‘%é:

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

BELQLVATLAICONWTE. ENRURENESE
. T—AR2OFN . O RTFLENTITRBEDA
A—TxA AEFLGERTWEBEHD L AT L,
N—FIT7 VIR DS AFEDGRREUE
Fa)FARENF A TESDIL,

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.

A EREEAEEL. o1 AT LCE
RENF-MEEERBL. XBILSh i) R HFEER
UGMPADEE(CEISINTI b, A—Y—EREIF

=

&, A7 A2 NEBLTCERIFIRETHEI 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 MHZER T 51— — &, BEHHEEEL X
TLIZHLT, VAT LBRRRESh TSI EEREL
50D, HoWHRIALBBELHELCH L, #ES
EEBYIFTHET S,

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.

48 FERWIHRET I XShi-avE 1 -4
ATFTLDIN)T—2aV (20T, VAT LDES
A7 A NEBLTRERMEEICOLTRLN
FBEXERCFHEL CHRELXRT H51-HDT
BAHBL,

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 BUVEREBA ERUSEIB O ERT =
E BTV RTFLA(IIR) S A—4DBRRE. F—4
ORFRERVIS—D/RVNEEET L, BET
ARY— LRV REBRIEEICOWLTIE., XEEL-E
BB BEEALTILAIE,

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—RERDT—EITA—T YRR NI AT L
(CEH|IBIFEEIL, N T—2avIZBLTiE. 7—
FHRZDBATREDEIZ, ERU/ XITERAE
HOTWVEDIDRERERSD L,

OPERATIONAL PHASE

13 F R

5. Data

5 T—4
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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.

MmO AT LTIV EA—8FRAWTTF—2%ERY
A 1a—2{EL AT LIE VRIEZINZTE=
Bz, FRTREHRANRUVCT—HDEBO-6H 0E
UL HARERZST L,

6.Accuracy Checks

6. ERETE D TEE

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. : :

EHTANSh-EELGT—HE. T 2O ERHEME
[ZEd5EmERETHE, ORI DR
EFR LN EAYT—rEhfarvEa—2ERALNEA
HETITH>TELEALN, VAT LIZES T
FEREIZANESN T —20OEERELREIYS55E
B VAIIRDAVNCRHCTE,

71.Data Storage

1. T—RDRHF

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 engured
throughout the retention period.

11 F—2E. YEBEFHFERUVETFHAKCE
THREENOTHE, RBSNEZT—H2ETIER
OLATSE, ATEEE. EREEERET IS

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 RTOEET—IOEHNLE/ O PYTETT
3T & I ITYTT—EAOTEEMEERERD
F-BERETIERAE. AUT—a0 THREL.
ERIMICE=4—-T 54,

8. Printouis

8. FNRI

8.1 It should be possible to cbtain clear printed
copies of electronically stored data.

8.1 BFHICAEESh =T —2 DS ICERIL f=&)
FEAFRIZT DI,

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 criginal entry.

82 RyFOHEEHET HELEDHIC, AU T
LOAABREIZ, T—20OWNESEBaNEREN
'C;;é)ﬁ\t"%b\’&?ﬁﬂ'éEﬂﬁﬂ%"&i’ﬁﬁ'@%é&‘B[:L,
THLZE,

9. Audit Trails

9. EERLEp

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

YRZEEmEEIZLT, HoWSHGMPLEOEB R U
B OB DEREVATAICHANDGILESE
FTEHIE, (VATAICHAEN-[BEEIFITHS
Z& )GMPEDT—E2DEBRLNIHIRD=HD
HhENXELTIE, EFMIAFTIEN
TE, —EBHichMYOTNERCTRAETEH
HICBETINELRHS.

10. Change and Configuration Management

10. TRCBBRXEROEE

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

DRFLOBERREEH-OVE 3LV AT
;CD’JEE{EL FHIN=FEICEKH->TEEINES
BETITOCE,

11. Periodic Evaluation

1. BHMAEE

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.

A=A ATFLICDOWTIE. VAT L AR
IREER RS A DGMPISES LTS ERERET
5= D EHRGBEE{TICE, TOLSIERE
X. BDETHRIEL, EHORGE. BRALGER. B
. TYTTL—FDORBEE. 1568, 588, EFal)
Z%&zg; \JTF—SavORRBEEORERES
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12, Security

12, EXal)Fa

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 A2E =B RTF LANDT I REZHEBES
(AN FEEICRHIBET 20 DOHMEBMETR.X

(LHENEEERTSSE, VATALAADFIELA
HETFHTDBEH AL, F—. /18ZAHh—F, /Ix
T—RIZKBDBEAS—F EHEHL, avE2—4%
BRUT—HEEHEE~OT7 I ZHEEEDH 5,

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

122 X2 )T EBOERE, O Ea—4{EL R
FTLOEEEIZLS,

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

1& 237 0RAERORE. TE, BRELETSC

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 F—ARUBEOEED T L. B{TERM
EBD ., VAT LANDTIEREL, F—42%2EEL,
SR ILHIRET - IEEOBAEIHT LS
[TERETT 5T,

13. Incident Management

13. FHOEHE

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

VATLOBEBEELRUT—2ORYETTE H
bW LEREETELIM I HL, BRALERDRE
FHUGREZEFEL. ThEEICRIEHE- T

should form the basis of corrective and preventive [B&EY LIFAT4,
actions.
14. Electronic Signature 14, EFER

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

EFEHFOVE1—4EAVEEANTES, '3
FERARXLUTORYTHS,

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

a.

RHATOFEZOZRLALH NN HS

b. be permanently linked to their respective record,

b. &EBAFETHRY. B4 DEBRLEETITS

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

c. BREFT>AREST

15. Batch release

15. 13y F DB ETHIE

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.

HERC/ v FHADRECIVE -2V T LA
#ERATIBEIE. HEHESDHZ/AyFHETD
HIEDMERERSH. Ny FOHBEEWNIHEERIT-
T=EEEZARECHEALEETIE, ChITETF
EHEEHATEHE,

16. Business Continuity

16, BERBIE

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

BEEIREFYR—IFTA3F1—RESAFLOA
PED-OIZ, VAT LOBENREEL-BEOT
BOYR—tOEGEEEFRIET HRAUNEIERT IS
EREIE., FBBWNVIRBOLRATL) RBFER
EENVADIDICHBLGERIXIAZICEIE

BV ATLARUS AT LY R—F T 3% (2E

rﬂtn\é:ao COMEE BN X EILLES TS

1. 7—h47

17. Archiving
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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 (eg.
computer equipment or programs), then the ability
to retrieve the data should be ensured and tested.

F—RITF—HATIRETHIENTED O
F—Al%,. 7oEAOLOTE, AEHEE. T FHE
BT HIE, VATFLAVEL—EOREERKIMITO
FSL)IZEBLRHIBEE. THETORIE
FELEEITHIL,

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

FAVr—ar BEOREERETETIVE
77i__-£\/’ \_Frj17o

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

HED / HDAITAXSNfzovE2—5 VAT
L EEOFEIET ALSICEBIZERESh-a
o a—BE AT L

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

FROYIFDr7 BRI AT CEBY NI
7o BB AT EERD L —F —(CIEEEh S,

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

ITAISANSOF v 2yhT—=HYIR 27 R
AR a3 AFLBEDN—F T RV
bz 7, FFUS—La a5 &M ATREIC
755,

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

SATHA9)L BREL B, TS LR HE.
RE. 2. BFEEESOR. PHOBRBEM
SEEETOVATLOMARBICEITAEEE.

Process owner : The person responsible for the
business process.

TAERF—F— EHITHLTEEZES AN,

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.

AT LG —F— AP a—S T ATFLEUV A
FALAECHEETEZTF—20OEF1) T OF K. 2|
URFEFRICHLTEEEXASAY,

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

H—RN—7¢ BEEE MARECRYEREE
BV EE, |
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MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS

HREDOSE

[nvestigational medicinal products should be
produced in accordance with the principles and the
detailed guidelines of Good Manufacturing Practice
for Medicinal Products. Other guidelines should be
taken into account where relevant and as
appropriate to the stage of development of the
product. Procedures need to be flexible to provide
for changes as knowledge of the process increases,
and appropriate to the stage of development of the
product.,

AEREREERGMPORAIEZFMAT RS0 E8
FLTRETHE, MOAARFA TR ORFR
RS (CR L= E BT S &, FIREIZONT
(&, TIEOHMFDEMIHFSEEITHLTREKT
HdoL RURRDOMERBEIZELHOTHHC
ENBETHD,

In clinical trials there may be added risk to
participating subjects compared to patients treated
with marketed products. The application of GMP to
the manufacture of investigational medicinal
products is intended to ensure that trial subjects
are not placed at risk, and that the results of clinical
trials are unaffected by inadequate safety, quality or
efficacy arising from unsatisfactory manufacture.
Equally, it is intended to ensure that there is
consistency between batches of the same
investigational medicinal product used in the same
or different clinical trials, and that changes during
the development of an investigational medicinal
product are adequately documented and justified.

BRICBVWTR EHRESh-EERTEEShIEE
[CHBLHERE (x5 RoM ST A e hefe At
HB. BBREE~DOCMPOBERBIL., TEEMNUR
DICRSHBNT &, RUTEYLRBRESLEIZH
I HFFEABREME, RBEXEEHICE->TRER
RN SEEINGTVWIEE BRI 51=0THD, [F
RICBBZERE~DGMPERLZ. AI—DXIETR
Eol-iRBTHEASh-RCABRED/\YFET—
BHERIE. RUABEORRBEBRICESITAE
fgﬁglzx{ténmé‘xitéhéct’é{%éﬁ'é
= [: ‘50

The production of investigational medicinal products
involves added complexity in comparisen 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

EREEE X BEL-EREENDLNIE. 2
BB AE THA-OICaXETFAUNEZHIC
HoTLESZ L, EEALEFRIEDERMLIEL
EHDIE, WPITREBEOREELEERDYR
OB RTLoENS, TIREICHBLEIYEETH
5. BICABEOENOEMCETAERNFTE
P E. TR ETOERN\)F—La A ETIN
BNIZE, NFEaEISh—HEEAMALHI-T
BENEHAhDAREELHD,

These challenges require personnel with a thorough
uniderstanding of, and training in, the application of
GMP to investigational medicinal products, Co-
operation is required with trial sponsors who
undertake the ultimate responsibility for all aspects
of the clinical trial including the quality of
investigational medicinal products.

SO ELTRBEANDGMPEAZTTE(CH
BL. HHIRSh COOBANVETHS. -
BREOREFZLETORBHEEBICOVT
%ﬁg&’&ﬁ?&éﬁﬁiﬁ%t@fﬁﬁﬁ ENBE
THd,

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

SEEECBLTIY—RBOFEREASRALTINS
O BHTADIEREATLNRHLNS,

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 RLABRERBOIER. Bk, REIZH

TEHAE U RAEZTATEY . GCPHARSA V24

5:1‘:'”9‘“6&.’:%[:‘ FhoEDHECHOELTHRE TS
3o

Notes
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Non-investigational medicinal product

FaBRERM
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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 physiolegical response,
These products do not fall within the definition of
investigational medicinal products and may be
supplied by the sponsor, or the investigator. The
sponsor should ensure that they are in accordance
with the notification/request for authorisation to
conduct the trial and that they are of appropriate
quality for the purposes of the trial taking into
account the source of the materials, whether or not
they are the subject of a marketing authorisation
and whether they have been repackaged. The advice
and involvement of an Authorised Person is
recommended in this task.

BBE. JSERRIHABEUNOERINEERS
nOEEE~REENSS, TOLIEHANL., F
f5. S iTAELOBHRMSEBEADOX (EHIE
EELTHERASNDIAHEENBY ., RU/XIEE
DEERIFEBEAESNAHCEERFAT IO
HETHD, T-AAFTEBEMEEESZETS
I ARERTERIZE->THEAT I ENTE
b, CchoOERAITABEOHBEICEFThENED
ThHY. BRREE N LEBEMICI->THEBESN
BAhELAGL, REIREE X, ThoORFAE
EBEEOHFTICFE58HM/ ERICHE>TNNDHIE.
BEHHOMETEERBLTRROBMICEL LR
SUEREFEFRTLHL. BERGERAEREETH
LHZOEHN, RUBAEN 500 ESH, ZRAT
TEHLE RBRENERFTREOIRTHING
M, El. BAZIh T30 THNIL, AERKE
BT, ABEIRBEERTLROOFAICHS
BH_ /BFHIZHE->TWACE N DBRBEDR RS
ERICANTOWSRBOBEMICELLRE L EL
THAEFRIT AL, CORITERKITBINT

Nidk, HEHREFICEDTRAARESEA RSN

Manufacturing authorisation and reconstitution

60
SEHRTRUERSHOAR

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

BRESARUESSHGENED T THIN T,
A% N(THAREEORALIEE, Falci
5, LALCOHFTATES DO OREICITERS
hTWEN, COREBOBMNIL. 5D -HDFRH
FUTOREIRILTEEITDIILE,

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

-AROEBRE~OENOFREOOHOBEED
BRERVBRET D&,

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

-ThZEE5THEMT. BREAIELTOhOMEL
HITEBEESFRNIRETIHL,

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

BEOOORAAR. BHRRERETLLOHD.F
MESEELVONDESDRET HETITA
AN

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

BEOLHORAELEREINDITIEOMIC, BERE
BEELTOVRITNIEESEL,

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

B5O-HOHEE, TEAHRVESOEAICTH
AW E (A =Y AN

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

ATIRIL. BBRE/IMPEERARERTEE.
RILRBEREREETHATaETEEXEICERS
hizh (3,
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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.

Hig({t)

—XIZZHFEH L EORBREARE (BH) LS5
BORMN T THITEAWREBE DDk, —F
ERIFBE B ELSBATETNKEOCLEE
T FELEERIESHEBRE., AREM. =
S—{ENER TS ICIY T2 E AN E R
(TEHRNTESHNRBOLEET ABRECEL
T.BRILEREKEESORBRRICE->TEREDR
ANEBRMICEYTILEB®RT 5, EROBRITE
BRICEREOEGRERANT EERKT S,

Clinical trial

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

Jda

BRI, AEBEDRRN., EEYMERARY /X
(FEOMDEAFXERAZER NI L, RIKRIET
& BRU/ RIEABEDIEREZREDSHTE,
BRU/RE—BAX T _IEHELUE DRBREDOR
IR, o KRR UEEE, St rER
THERIZ AETHLEEERL TS,

Comparator product

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

BBRCEVTARBELTRAVSARE EHRE
(SDbRARE) LU,

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
"lauthorised form.

JRERSE (B
ARICHEh AR IFHBELTALLNAEENH
(RB)RETS5 R ORAEET 46, RREH
AR SH R THEAXISHMEN D (EAHE XX
AFEhd) &E, NTFRBOBIGEICEREND
EE, REERRBHA OV TEMFEREFD1=0
[LERAThDEEEET,

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.

o ERERD
RRERERMECHITIAREROBRTE, HL
RERAEBRREESBEICEBLTHEEEANSES
F—LELTEESNHEERBRFTEEMITLES
%Z‘g;g—’f—’&?ﬁb. REBEEEMETHREhD

Manufacturer/importer of Investigational Medicinal
Products

Any holder of the authorisation to
manufacture/import.

AERERLE RS AREWARXE
WE/WADHFAERETHE,

Order

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

R
HAMDRBRERMEMT, QERV /X ILEE
T 5T,

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.

& DiHEE

AEBEONI, o KEEERE. /\vFHERE
VEGERICE LML E OISHEE R{TT B
BLEhH2FRESLIMOEBIFIIL, it
%héf*iﬁ’&a:’aw«f)béﬁ%'cué —Mmns
BI7A),
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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.

" |EEAL

B (T THRATRAEDELTDISBRILGRRER
WEREER S E IR BRIV ST,

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

#|EALLI—F
AL TR CTE A OHRFISRYMAT-LER
A TEDU AL,

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

Bdxx '
RBRICBELUERERHABREOREDHD
AEEFLEMER,

Sponsor

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

SRER{RIEE '
RBROME. FERV XFELRAE-HEESR
THEA. i, AREEEEE,

QUALITY MANAGEMENT

mEER

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.

1. ELE BRI THMAESICKYBE. BB, R
ENAREVATLIE, ABEICHEASNHGMPR
BBUFARSA EEEBLDD ARIKBEEOF
IR THIE,

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

2. MR ELASEREEMERREEBLTE
BARETHLIN . EROREGEBEL N —HE)
TAERERTIIE,

PERSONNEL

Ba

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

3. AREEAEBI ST 52 BAR, BRR0
SR OB R AL CHORE TS

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,

BERT IR TDESNDENEETH-TE. &
INWFO=HOREETESCREEEICHLTOR 2
DEFEERET S,

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 develepment and clinical trial
processes. Guidance for the Authorised Person in
connection with the certification of investigational
medicinal products is given in paragraphs 38 to 41.

4, BBRERGEGEERXET AV IAOEREIEIC
BETAIREVATLNBELCEERATIEEN
HAZHY. FO-OEESMFRLSABRIIEICEL
DN D &, R FTEIERICROEERE
HEFEFEOEHDHAE U RIZDONWTIEEIL S
23841z B,

PREMISES AND EQUIPMENT

BYE USRI

5. The toxicity, potency and sensitising potential
may not be fully understood for investigational
medicinal products and this reinforces the need to
minimige 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 sclvent.

5. &%, 2h A Ghas) . BREEITEBETIERE SIS
REAIhTELT. FO-HRIELOL)RI%
BMETBEORBEIBCROEND, EiEe
WEDHRS. BEOHABAZRTERRICHITS
HFARBRICOVTIRChLYRIDSEERBT S
C&o ¥y R— BT OWTIRETNLREEFTS
C& S BROERICBLTILABEDORRENE
EETHIL,

DOCUMENTATION

=3

X&Et

4/17

~—g




Specifications and instructions

HRERVIERE

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. B E(HFEH., —XEOEHH. PERKAERV
ANILOEBETNCERENS), BLEA . TiRiEE
B UVEAEERBCIITEARY QEMICETTE
WERYADIE, ChoDCEBITMARIBEERLT
FHMICREL., BREICKRLTERTRET S &,
&R DBYIRIEBE 7 —42. BRI ORN. RUER
FRUVERALOBRPELFEICANTER
L. [BROL—HEYTF AR TEHIE, LGS
EFHELEFIFRICHEH->THL.. TOFIERICITRENR
PEMEMRFHOISTEBREORBICETS
FEEFSOIE

7. Rationales for changes should be recorded and
the consequences of a change on product quality
and on any on—going clinical trials should be
investigated and documented.

1. EEQERZIRL. EEORRNEBREDOR
BEETHPORRICRFLLZETTHELLETS
o

Order

EpE

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 electrenic means), and
precise enough to avoid any ambiguity. [t should be
formally authorised and refer to the Product
Specification File and the relevant clinical trial
protocol as appropriate.

8 FERIEVONDHELDELE, SR U X(Z
FREEZEFTHLOTHY ., BRIEKBEETE
DRBAICI->TRBRERBESICHLTITIC
& BRIEXBICEOTITLVN(BFHILEFRICE DR
ELNHYSS) LWANEDERSLE ITERTHAC
& ERIFIERICRZEZ T, HRRAEERUEER
RIEFHEEPITEYNCRR T HI L,

Product specification file

REBEE

9. The Product Specification File (see glossary)
should be continually updated as development of the
product proceeds, ensuring appropriate traceability
to the previcus versions, It should include, or refer
to, the following documents:

9. MBI E (BERESR) IS OB
C. IBIED R —HEUTE&BYIHERLDD., #
ATERFNETHE, WRAHAKBITREOXES
BLLEXEERTHE,

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

- FRE, LR, PR, NIRRT
(CRBHBICETIRELABH *

HERE

* Manufacturing methods.
* In—process testing and methods. ITENABEFORE
* Approved label copy. R BEhF-FZRIR)ILOOE—

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

BT SRR EECEELALI—F (ST
SHE)

* Relevant technical agreements with contract
givers, as appropriate.

-BETAEEE LOBNRNH (LT HEE)

* Stability data.

- RENET—X

+ Storage and shipment conditions.

RERUVELESM
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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,

LEROUAME, BEBERHICEETH2EOTHE &
=3 RCEHBELTOAHIOTIEIEL, BHARE
O ORRBRBCECTELTITHAS Chb
OIEHRE . B EEE LS ED A yFOHEFO
HETOENESHRORRELTH L TOH
FEAENHEHET SRR TESLSIL
TWAIE, Bl - EETENEG--BFTR
oA BEFEEDEETICERShLEE, Th
Fh OB OESEEFRICRY BT 71 LER
DIEEFEEND,

Manufacturing Formulae and Processing Instructions

HEMARUVIERRE

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, BELEEELERIC OV THETENGEL
Shi-IERBRURHENDETH D, REEE
ARBRYBLITOIGEWNES, TAF—SLEERE
BFLULIERTDRBEREL, SUERFTRELES
ni-Ba 3, BRTBEEOREEEICALLNhD
BRIROXBERICE TRHICEE LGS,

11. The information in the Product Specification File
should be used to produce the detailed written

1. RSBARBADOIERZ. TE. o GEHER
HE, REEMG. BECRIFATEOORRESL

instructions on processing, packaging, quality control |[{ERk T SERICERAT S,
testing, storage conditions and shipping.
Packaging Instructions ARERE

12. Investigational medicinal products are normally
packed in an individual way for each subject
included in the clinical trial. The number of units to
be packaged should be specified prior to the start of
the packaging operations, including units necessary
for carrying out quality control and ‘any retention

" |samples to be kept. Sufficient reconciliations should |

take place to ensure the correct quantity of each
product required has been accounted for at each
stage of processing.:

12 AR ARORRE A TN enERca
ExnG, QLY. QETER. RUBES
FEETHHIBELBENESH T, AETE
DEALETICBRRT Bok, BRESN -5 AREDK
SN TR THH LA BREIELNDEEBTHASMIC
T Bl S DI EEE R T 5L

Processing, testing and packaging batch records

I8, HE. X/, \vyFiisx

13. Batch records should be kept in sufficient detail
for the sequence of operations to be accurately
determined. These records should contain any
relevant remarks which justify the procedures used
and any changes made, enhance knowledge of the
product and develop the manufacturing operations.

13. Ny FRBICTERICRRESh-CERHMNS
KA —EDEHIEEICOLTEERMICEERLTHEL
THLTE Ay FRRICE. FALEFIREERS
hi-FEICH L TORYEEETRL., FEBREICHE
THHHEEFED, WERZORRICFTEETHL5%4
BELERMREZEHHTE,

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

14, /3y FELEEL R IIEE T HFFNHESHL T
HHR XD ELRETHIE, '

regulations.
PRODUCTION £
Packaging materials BEHH ' :

15. Specifications and quality control checks should
include measures to guard against unintentional
unblinding due to changes in appearance between
different batches of packaging materials.

15. B RUVREERORER. RE58EMHIC
LBENRYFEONBLEOELD=-HITHETENE
BROBBNEENTLESICLEBLETEAEESD
T:-'E»G)"G‘?)é:to

Manufacturing operations

BhE 1R
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16. During development critical parameters should
be identified and in—process controls primarily used
to control the process. Provisional production
parameters and in—process controls may be
deduced from prior experience, including that gained
from earlier development work, Careful
consideration by key personnel is called for in order
to formulate the necessary instructions and to
adapt them continually to the experience gained in
production. Parameters identified and controlled
should be justifiable based on knowledge available at
the time.

16. AR BRAZEBLTEE/ASA—4%¥EL, -
ITEASEEEAMCIELTETI-HI-FEH
THCL, WEMGELENSA—SETIRRATHEL.
FYUBRBORREBEISBONELOFSTHTHAT
DEBISHETELTHAS, HDETIEREBHE
L. FOIERELFELEHFICBO AR ICHER
(S ESESHICiL. BEEESEICESEEREN
ERMNROOND, FESh, BHEIN /544
lié%a)ﬂ#ﬁ'éiﬁm‘éééméﬁﬂzgﬁéméiﬂ:?‘é

17. Poduction processes for investigational
medicinal products are not expected to be validated
to the extent necessary for routine production but
premises and equipment are expected to be
validated. For sterile products, the validation of
sterilising processes should be of the same standard
as for products authorised for marketing. Likewise,
when required, virus inactivation/removal and that
of other impurities of biological origin should be
demonstrated, to assure the safety of
biotechnologically derived products, by following the
scientific principles and techniques defined in the
available guidance in this area.

1 BBEOHETR I ODVWTITBEEECTRDL
NAHFEAET/)T - HLEHFESN TG
A BELSRHIC OV TIEN) T—rETHER A
EDRRAFEINS, EFENRICHITIREIERDNY
T—2aV(ZDOWCTIEHROBERZHE G EFALAIL
DEETRETEHIE, RIS, BRETHIIE. DA
ILADQTEEAL / RERVEYBEOMBOTH
DFREE A BREDS, A TH/ 00— HRE
EOREUFRIAT DO CONHFOHAE
igﬂ“fhtb\éﬂ%ﬂ’lﬁﬂbﬁﬁﬁt - TR

18. Validation of aseptic processes presents special
problems when the batch size is small; in these
cases the number of units filled may be the
maximum number filled in production. If practicable,
and otherwise consistent with simulating the
process, a larger number of units should be filled
with media to provide greater confidence in the
results obtained. Filling and sealing is often a manual
or semi—automated operation presenting great
challenges to sterility so enhanced attention should
be given to operator training, and validating the
aseptic technique of individual cperators.,

18, NyFH A ZXAIhENEE, BETEONNUT—
LAVIIBAGRENTFEET S, cOBS. BTA

HErENEECORTABRRYEEZYSS, 1L, E
TARETHY . TRUA DA TCRENOIEREL 30

L—hTEIZDTHNEL, BRELTRYREGERE
HEBRBRTIL-HICEK, LYVEBROBETERETS
& RTAEERFICOWTIE. LIXLIERE Y 51
HOREGRBELGIFEERMIFAEET

EKieShdi &b, REBDHFINBEUELD
ﬁfﬁ@#%?ﬁ’ﬁﬁ’&nu-r—f-?é._t[ REhE

B%5h3

Principles applicable to comparator product

R DERA|

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, Sl ) [CEBEFMAABE2E.,. Chi
DEF(TE>THG GHEE) DO EENREE
LA o=C AR 5T — 2 (PRI, &
ﬁét(tisféﬂi%its&. NRAFTTARLSE)T4)EAFL
THLZE,

20. The expiry date stated for the comparator
product in its original packaging might not be
applicable to the product where it has been
repackaged in a different container that may not
offer equivalent protection, or be compatible' with
the product. A suitable use-by date, taking into
account, the nature of the product, the
characteristics of the container and the storage
conditions to which the article may be subjected,
should be determined by or on behalf of the
sponsor. Such a date should be justified and must
not be later than the expiry date of the original
package. There should be compatibility of expiry
dating and clinical trial duration.

20. EFEOTOAEIZEHE I TULSAHRE
%, BFOREHELR-ZLNMELAG MO
BABREL-BECIEATCEY, WBFELLT
SLEWTHAS, BYSERBRL., XBED
T8, FRSERUASHEICREBORESESS
EEL., ARKEENIFORBANRET S
&, COMRIXEL{ETESESZL, FLTna
HOBFHHREMZ TSN, ﬁ‘ﬁmﬂﬂafasﬁ
EiEHEEOEEHERSE,

Blinding operations

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

21 RBEOERIESh TO SR, BRIEAERH
BEhTWA—AT, B EBUES. ERATOARE
NFEEEEHTIERIE LABREORENARD
SNTWSCERRATHODLATLERRT S
C&, Fi RBRCEWTIEABREDENNIC
[CTESHLIICLTHELZE,

Randomisation code

BiERa—F

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

22 BBREQARXICANSERAELI—FOIER.
R {RE. Bh. IR, FEICET 5. RUEE
A{bO—F ORI EICET HFEEEE/RTEH
Lo ChODRFTHLN-R/FETHI L,

Packaging !

aE

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

23 RBEOAEEEIZBLT. FRCRLAES
A TRESF-RBERYIRSICEA LN HIBELH
5, O EZRRT ARSI ITEDLTIEE. 5574
B, BREER~OBEYEHF IR E>TR
METBHIE,

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

24, BREREOAEESANLFEREILITESN-HAIC
R THESEGRREARECLSN(EECEFhERE
TAHIEGTIVERE  FCABRIELLTWSTE:
Bl AREXFERTLHEE, KYEBTHL, TO
=0 BUICHFIFEENEXBICLLEIAINLD
WD, SAVIUTSUA. TRAEBROEAD
K312, SANBRMMTICHI 2 FEFEEEZRILT D
:to *

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

25. AL, AREOEEREM PRI T
DREEZELTRIFLEEHTFICEMMTNIILE
RAL S 2H0 TRIFNITESHL, Xt a
O OREANMALNTNENABRIZH T
TELHEITTHIE,

Labelling

E B8

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. Z1ziXB AT 5E92326- 30D BHHNETE
FEDt, SRNILERLGWIENTE B TELLE
YA IE—TLE-BFERILVRATLADER).
TREDERESANETTSHE,

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

a) SRERIKIES . EE AR EHS ZEEHE (CRO)X
IFAREMOA, (£, BEES CABE. B8R
RURRHOTRFARO X ERE)

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) Filfs. H5EMR. REHMDOE, A —TUHEB’
%%%t:ltiﬁﬁ’ﬁéw%#ﬁ/ﬁ;ﬁ:%ﬁi‘:ﬂ&tﬁ‘é‘i/ﬁ

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

1 BRRBICHLC, BRI TS ER IR
CABED AT, SRR RUS B/ il Dt

=Y I
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¢) the bateh and/or code number to identify the
contents and packaging operation;

c) NEEBEZHRNT SOV F RV XIE
a—FES

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

d) thICRREALLNE S, ABKR. ABREMAY
ABEEAEOHI FTRICTHEBEBAI—F

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

D FRERAES . ARES BLTBERE
FT

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

) RBREMDAM (). DBICEENLELMEE)

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

o) B5E (GRAFRIIERS VT ARETEER
[CABEh =R XE LD HEAZNSHS)

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

h) EBRRAICRSIXITRLOTERE

i) the storage conditions:

D EREEMG

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

) SRR (A AR . AR ESHEICHLT
BARR) . B E£0X, BRIEEEY SR

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

K T FHOFORBRMNILVBAICELCEIDER. 1-
g%iﬁsﬁﬁ’&wﬁ%ﬁE%{:ﬁ%dﬁem\%ﬁli

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

27. RERR ERER(CA T AR, RURSHO TR
R O-=HOIEER EOERCEFES T, B8R
EHA G ERE S L= R B AOA—F DRt
ZRITChoEERF->TLA LSRN TS
AIZBVTIE, SRV EIZRFTTHBHEITEL,

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. RSB BRELEAShIED A RET
T HIE, EUa261CHEL-FFHRRITE
EERAUNARCRTTHOLE(RI7229, 30
THRERYIBEERO, EEESREUNRECK
T OEBARCHRAIBRERUCELD . thD
S COEHEEMLTEEL,

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. MBA HEBREX LAREERETIERNES
HZ, L3226 TR L - E R B AYED
B TWA9 Q%L MG TS EERSFA
YTEsh, —#ICEELTE(CECE>TNSE
ik, U TFICRIERTEEESR L (RTEEERE
_Z&L‘girfﬂ L= 5 AOERESE L) ICIRNLER

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

2) BRREE .  ERR R RS BN a8

EERDAAT

9/17 _"—%




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

b) Bl | X E 2Rk (IR O ER HH TIEERSI A | 3%
SHfEOR., AT RBOBSICEEREDR
/8RR, D

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

%g RABLBELZERTESNNYF RV XIFa—F
k=2

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

d) {BIZFRRMAEVBE RN, Eﬁlzﬁﬁ&u
RBEBEEOEA EARICYHABEEI—

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

S ERERAES  ARET. BET NEARE
T

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: s

30. LLERESENTYRA—AEOREEFLEMX
iZt o a 26 CERESNDEMBSALRRTER |
WPYTILOESHENEWRRE G ELIBE. Z R
BEICHARAOEREITICE. TOFETH,
—RABECIFILUTOEREEEDIE,

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

a) RBIKEE EXAFNREHZAMEX LR
BB DA HI

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) Flfz . 52 (RO RRRFITIERSAT) . %
58O, A—T RBOBEICTAREDA
. BEER . D

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

%Wetﬂﬁi—%ﬁﬁﬂtéél WFRU/XIFa—F
=

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

d) IZEES LB S, RBMER. mEﬁEEEﬁ&U‘
BRBREEEOBI) ENEEICT S eRES

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

e} HEAEAANES /IBRES . BATHILK RS
k=2

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

instructions may be displayedz.

31. ERLT-TEREBRRICT 516z, >R IL (B
2. A VRXFOEHETERLTEEL, 0
B85 BERU/ XTRBWEOXEERTICE
LA HETHS,

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

E2. St RARNIFITRERHELRE
FTERRGE,

32. For clinical trials with the characteristics the 32, HARR G, TRISRTHHRPAEZTOR
following particulars should be added to the original BmdasS

container but should not obscure the original
labelling:

BT TORTHOINDEIEHAT.
&o ’

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

RBRREE. EEL AR D, AR
RO 2

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

i) SAERIBAT. msﬁl’éﬁﬂi #&5&%‘0) SEBORIEET
BCTHABERE
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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 additicnal
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 [abelling should
be properly documented in both the trial
documentation and in the batch records.

B LLEHHREERET 2HENHIBRICIE,
BIOFRRERBEAMMAITEZE, COBMIDE
RICIRFHLLMERRBREXRRL/ A FESEREL
ERTEHE, REETBLOBEAMNS, TO/\YF
HFE5OLTLE BEBYBO LIZEBREIE, 2D
ER LB ESh - BEISFCRIETAIE, LML
EZEEhAHECIE, AB R CARERER
W DOFERERIZ=XE 0, RITFOEBETFIZ, HLL
[Zith D EBREMRICL>TEOERH EYFLE
BLTEL ChATR TR EE ., BYICHEIIE
NIRRT —HEF(CIOTRIELTEHLL,
—DEFIIGMPREA, SOPIZf->T. BEFRZTHNT
(RUTIHES)TERESh, ZLTLEEFUADA
MICk->THEREZNATE, COBMBRIEELE
BN EBLAYFERBOTMAICEREICRBITLIL,

QUALITY CONTROL

mEEH

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

4 REREICHRAITIEIIEELIWTELY., B2

(CRYF—PENTNVENIZEM D, HR Dy FMN
ENLOBBICHEL TWSIEERATT 5 £ TH
BRENLVERE (RS,

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 MEETEHIRGHEBEERVERINTNSIER
EBTFLTERTLH L, RSSO EMTHoZ
CEDIRELIERELARSRT AT,

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

6. FRESh-RAFEDRBREOR /Yy FOY
VFNZDONWTIE., R ELBIRERE TSI,

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

SES:

SR ENTREShTHAHRERY, Qs ., —
RAEHESCE R, NIEEXNG O \yFDOY T
LWBPHETHL, REENZBOONSES. EED
EIAERES (81, TS B R U CHBELZEO) M
5, RiFELEXHEOEBTHMIBE TS0 EHEN

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

manufacturer’ s control, should be kept.

Retention sample: a sample of a packaged unit from |{RTF 5

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.

B/R @ﬂ&i’ﬁ%/,ﬁgﬁﬁﬁf’aﬁlG)E’fﬁﬁnnwl\'ﬁlﬁ\
SOREBEOH LTI, HABRO-HICERES
o, BEIZIELTHRAEL, 18R, . SALE
R BAXE, NV TFES., ERMER,

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.

ZLDEE. BERBRUVEERIIRLTHS, 71
HE. TR RAKH G, TORITRRETIL,
SERBRUVRERIERTHLEARTIENTE
%o
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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.

BRbeh-Razs08RE0SERAURE
L. FONFEFERALEREDRBOTET D
I 24ER. RIFEX Lk #4240 R
OWLWTFhHEVWSFORIME. 894528,

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.

FELEABEROATO—RELTABREEZRT
BETH-0OEBREEXERT IET. REMS
FRETHEICOWTERTLHIE,

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
+|lauthorities,

37. BERAVREERORESAIE. KEAERE
EEWORFIROTEERL . AR(CLHERF DL
AUDNTFRETH DL

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

SHEMIT. ABREERRTAEOICEBICRELE

IMPEEICHE ST, N\ F DI RTDOHIHAEED

g@‘:%:@%ﬁﬁ?‘é:c‘:ﬁ’ééédﬁt:ﬁif&ﬁ%‘@
B,

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

BEROBE. RRAZICEHETSEHETES
XFENOORBAENLFHRERHEITIEG. G
PRI GELTRETLILEROOND BE
gi%f‘ VAT AT RYIANOBEREEE R

RELEASE OF BATCHS

INYFY)—2R

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).

38 ABEOHE (T7av438B) X, BT
EHEETIERFEICHESL- (722308
B8) SFEAZ A H{TS HFE T, LI L, (WBEIC
L O HEHEE XBEDOEI a2 0125FE S

The Authorised Person should take into account the |3 BEEEFTHICEEITHE,
elements listed in paragraph 40 as appropriate.
30. [-+]x 39. [--]+

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

* AIEHIFEU-GMPIZEEMLTEHTHY.
PIC/SELTIZERAL TULVELY,

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

40. HETRTDRERERBDO-DICEEShEF/N\Y
FOFHEIILHEICELULTOEEEZED,

*batch records, including control reports, in—process
test reports and release reports demonstrating
compliance with the product specification file, the
order, protocol and randomisation code. These

_ |records should include all deviations or planned
changes, and any consequent additional checks or
tests, and should be completed and endorsed by the
staff authcorised to do so according to the quality
system;

REBERERS. IBERABRERUVHAGHIEE.
fER. AR EELEAL{EI—F~DBEL
froETTHEHRES D/ \vFRE. —hiod
SEHBICIFTRTOER, XXFHEHREE, RUE
DEOENEZR (IFABREZSEHHE. D
DORBITIBFAFALICHE>THEH EE TR
SE.RBTHIL;

* production conditions;

-FLESRH

* the validation status of facilities, processes and
methods;

R TRRUSMAEDA)T—a K0

= examination of finished packs;

-RRVEROABRE
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* where relevant, the results of any analyses or
tests performed after importation:

FZETHEE . MARICERSN IS XITHR
BEDHER )

= stability reports;

-RERRGE

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

HRERVEERGORBEBIHER

* audit reports concerning the quality system of
the manufacturer;

-REFEOREVATLICETAEERSE

= 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;

BOEEA A CHROABREX T HBELHIE
FHCLERHEDOBNZITHY BICLH>TRES
Ni=CEZERAYT HINE

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

-ZETHEE WERERAQ-HDITHRLOE
*@g‘ HHALI-GMPEE B U'GMPE & DA =
SifER

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

-HEHIEENRRBL OB/ U TFOREICHEDE
AL TWSER LS DER,

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

LdL-2ROREEICAREFORER. HE
&, HaniRiKR (SLERTRBEOHE,
EUAMRIFE=ZEMN LEDFRRBICE>THE
2115,

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

HETHIEESHEFEIEETIEE ., BRIWIFH
E—HLTWAILFEEL TSR A RIKESE
(R T B L, B a 043808,

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.

N RBREA RSB A ORI B TS
OEBTTHE. akihdizEx BNTHERIC
[LEYEITHES T,

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 Persen in this
regard.

42, D ERFHEF T, BEEERIIERE
¥ ABREMD B TAREREAEE O EHE
ICEBEMRITTOEETIC, BELATERH T
SHTLSEERCEWCTHOEREEEICEST
EipEhoeE, HEBETFENAChLOEFEH%E
RAETHIEFERShEN, — T, ABKES
[Zi&. BEFSABTI BN GMPEBZH
SLTWAIEERERBTIHEELNSHY. B DOINT
HEBEEICLEDTRIMRERDETLE,

SHIPPING

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

43 SEBEICEEOBEFIENTE T I5ETOH
Bl AERKEEDERTTRELTHELIE, HifFH
E%l:d:é&ﬁﬂ#l]%&lﬁi’aﬁf&iﬁ%LJ:éBﬁﬁ%
Biod T AEDAFEZROHRETH S, RREICE
N -HARUVHEEES CLYRISh 554
fﬁ E#CEI’J[ LRIcRBEIhEFAE BT HIL

. ABRKEEIRIET S, COERFEER
=BG EERITHIE, BEAMICESE. &
ﬁiﬂ#&%mﬁﬂja’ﬁﬂi%t;‘ﬁﬁ&%ﬁﬁ%@ﬁﬁﬁm
RO TRESh EBERCIH>TERSNDID
HEHEL, 2BEBEOHEHZ DL TIL, AERKIES
RILREAICKYBES HABT 7ML RIZRHES
. JGETHIL,

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

AREORE IR E D=, ARIKES
zrit%a)maxu:oﬁzanua@t_ﬁtor

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

45. A—F RSO EGRD IXLEBEREN Eﬁ%ﬁ‘rﬁl@ﬁ%
B~ BhESHSAETIC li#é«%ﬁ&%‘?ﬁ\?llmf%é
AT S,

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

46, BB R E TMA EFICEVERISh - EEm
OFBEBERETHL, BICZRAORIIZD
WTEHT I &,

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

&Zo:"aﬁﬁﬁﬁéﬁb\l‘oﬂﬂd)ﬁfﬁéﬁf\iﬁﬁﬁi%@ﬂ“é:&
li@l%ﬁﬁ%?‘éﬁf&ﬁéo O EHELSOPITHST
RBEFAEEEECERMNIHLBE. %@EE

(X Bl [EARE=S—RE O TOARERER
BETOGRESGEBICE ST ABRELBEYD
CEAEYIANESHOFHIEE S DERD—IRELTH
B HIL, FHBEFEHEICROTEIARERD
Bk, SRERET, HEREEICEDEAMOIHIC,

product’s suitability for transfer and the advice of |ELEEHE N (IHBETHNIFLORIAENIBERT
the Authorised Person should be sought. The EEA~ABNTLCE, BREERFL. NL—E YT
product should be returned to the manufacturer or |EFEFICHERTIIE,

another authorised manufacturer for re—labelling, if

necessary, and certification by a Authorised Person,

Records should be retained and full traceability

ensured.

COMPLAINTS 1A

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

8. BBREOGEICEO(EIFICEELTREL:
WO DT RG, MEREEIRAEER
CARMRIEE (RA->TWABE)ETHET S
&, COWMEICIT, BEYT R, RARREVIE
BEICHTHERENGTELIMT 5B THE
E&%&é:&%ﬁ%ﬁwﬁﬁ%‘ﬁ?}ﬁu?é:ao

RECALLS AND RETURNS

BUIR &35

Recalls

S0

14 /17 R—




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

9. REREDRUNEFOEILIZDOWNTOXEIE(ZE
FTHFIER(L. EEE X IMAZE (BT
SEE)DWBAT. BABREREEICE>TEESNAC
LRBEMETE=4—IBLBFIIEIREETICET
S3ENThOEBEBRITILENSD,

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. RERICHEAShAMBER FBOEEROMH
HBELAESEUOMEMIZAL TARIKEEITE
ﬁ%ﬁ%’{??h’&ﬁo’a\ézkis SRERMKREEE X

Returns

ili;'ﬁ':

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

BERE X, RESh-FIERh(HHEIh TL
o iﬁf&kiﬁ%‘@%bfn‘— SEEETICBLTEMT

52. Returned investigational medicinal products
should be clearly identified and stored in an

52 IRF=h AR XIS HIEh  EICE
BehTWOHFAREREBRNTRE S SL. BER

appropriately controlled, dedicated area. Inventory |Shi-ABECEEBRHRAFRETIE,
records of the returned medicinal products should

be kept.

DESTRUCTION [ 3

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 Sponscr.

3 BRMKERET RERARV/XILERESNAE
BREOWBENSICHEERT 5, TOLHABIK
Eﬁﬁﬁlﬁﬁ%cfﬁéﬂbti%ﬁbl::‘é‘ﬁﬁ%’&ﬁ%L
AN P o8

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

54, Bk, . BRShABEOERE. 42D
REREREASBLIENENOEBRERIC, B8
KEBEXZTORBANZELINERILRIIYS -
Bk, REFABRROBRMLLL, T—-HOHE
ZREL. HROWERANDY, INXHEESh =12
[TIELHTHEARERERHRBICBLTIIEY
A NICTRET B0, BEAMERDR
BT OWLTIX. T RTOEEERATESHETIT
L, FOREITABRKEZINREFTIIL,

53, 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 ARRTRRELS T ORI, BT AYDBESL
SAAEXFEOZ BT ARKEE~RETD
&, CMEDXFIEFERLIz A AYF RV XIEH
BREYH. RUERORZEHEZHRICHR. 8
ErL—HEYTAEHERTHIE,

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

FANEREMDEES (29332,26~30)

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

a) ;AERREE ., ER MR XA (CRO)X
(ZBEREMD S, 7T, BEES CARE, B8R
RURBROERFAROEERE)

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) ¥l B ERK. BEHNDE, A—TVHER
%Eﬁt:l&iﬁﬁﬁﬁ@%#ﬁ/ﬁ%ﬁﬁﬁumﬁﬁi/b
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c} the batch and/or code number to identify the
contents and packaging operation;

c) AR EBEFFANTH-ODN\YFRUE/XIE
a—F&S

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

d) (RO E | AR, ABRERRY
ARBRKEEORA) £FREICT H5BESa—F

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

%ﬁisﬁ%ﬁﬁﬁﬂﬁ%/%ﬁﬁ%\ ZL DB AERE
=

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

) AREMROAT (). (DREICSFLGLES)

g) directions for use (reference may be made t0 a
leaflet or other explanatory document intended for
the trial subject or person administering the product

o) B5Z (SRIFERIRRE X EREEREH
[CRABShIRMIXECORHAENHD)

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

h) CABRICRS I OFEES

i} the storage conditions;

D REEK

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.

) AR (IR . AR X B BRICIEL T
BAERA), A/ kK. BHSZRETIRN

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) TFEDQFORMEVERICE(CLIDEH. 1=
g%iﬁﬁ%ﬁ’&?ﬁﬁ%ﬁ BEICHLRLEWES

—BRT—RATHTFRINET

GENERAL CASE
For both the primary and HEELEERBO®/AIC
secondary packaging ( § 26) TR (2033226)
Particulars a |
N I8
Sto k a'to kNS DEIH
PRIMARY PACKAGE —Rak

Where primary and secondary
packaging remain together

a®b’cde

—REERUVZREEMN
tukizfioT

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

6,78
ab“ cde

—RE%
JUYRA—BER TNy
(532300

6,.7,8
ab cde

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

3. BERABRICHLT., BRIZIETTSEARIZHULE
FAREOER./ ARERRUSE/ @I EERL
TWhWaadEEa{cs,

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).

FACRBRROLBRIFR. RURRROERERO
OO EREDEROEFZESIL. HEBEIE
MERABONEFEOH—FORBEER T TS, HY
[CCHSEERFE>TLAISCEREhTNAD

T.IRNILEIZERFRT HHETEN, (2 3227)

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

IS shAagA o a26ICHIEESh TSR
PEETES,

&

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.

6. WG CRRE) | BB RURARO TR
ﬁrg: ;:&J@Iﬁﬁ%ﬁ'&@{ii’ﬁ&ﬁéﬁﬁ%l;ﬁé‘&béﬂ\
X A

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

A7 BERBEEOOEFR S OREBERAT,

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

8. EERMOAHR VRS EO R EEA,
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