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CHAPTER 4 DOCUMENTATION

F4E XEE

PRINCIPLE

[ &l

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
System. 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.

BUGEXERT. RERIEVATLORARGE
FEEHBLTHY . GMPEREIEIES T A-HD
BETHDH. BERADMENDZSERUEAE, 2LEESE
DREBEEERATLANTRERIRET S,
XE(L, ERN—X, EFER. EEEKEZETTER
DHETHEET D, XEVATLEZERT S4B
M. EEROREDTRTOEAICERE. ST
MIENICEEE 5258 EE£TEEREIL. BE
L. E=H—L.EBHIHLETHS, AEEEEER
DRTLIE, BERBENERIN TSI EE RIS
EMTEDLSICIELADEEBELETODEHRRIER
[ZDWTCDEEMEFTDICERSRT AEICMAT. E
REEIODVWTHBEDEFEIEL-HDFTERIZ
HMTEREST L,

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

GMPAMDEEMEFEELEIRT HADICHWSXE
EIZIZ2 DD ERNLIEFENH D, BRI (R, B3R
FIH) LR RETHD, BULENEEEEXE
DREFICHIGLTEBASESIE,

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.

XEDIEREMNE. T2, FENE. ZHSETRILET S
SOBU L EEBEFEERT D&, HREX. XEHIC
BUAL, EE TR I CENTESLIE EET
(written) 1EWVSBEEIX. ADFZEHBIRIZHS =T —
MR EICXELSN =, LTRSS I=CE
=EKT 5,

REQUIRED GMP DOCUMENTATION (BY TYPE)

BEREINSHCGMPX E (88 5I)

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

YA REZ—T74)L: B ERROGMPIZEEELT-1E
¥(EHERRMRLI=XE,

Instructions (directions, or requirements) type:

4 BE
ZR&

BEREGETRHEWVEEREE) D

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.

BRE HEIRICBLTEASN, HEES
NBHEMRITHSEABES LEITNIFESAENER

FHEHOFMERRLI=b0, MEFFHEORMELT
DREZERT=T

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

g, BE, aE HBROERZE. T XTOH
FHEH EE. RUVGELHNIT)aVEL—2EIR
TLDEMEZRL,. TRXTOMINIE, G, BIK
R, REBROERERELL-LO, FERAIN-T18
WEIE&PAT(;R WEIZHLT, HIEREELEEIZH
iLTHE,

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

FIRE: (Bl& ., BEFEFIRE. SOPELTHHL
NTLD)BEEDERETIHDIERETEID
Do
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Protocols: Give instructions for performing and

KiestEE BEDEIEEET HIEFRERIT. LR

recording certain discreet operations. T 5-ODEREEZ 51D,

Technical Agreements: Are agreed between contract|ffliiZ2%y: RIEEBLZFTEEB DR TERLIZNEE
givers and acceptors for outsourced activities. (DEZ SR

Record/Report type: SLERE HE

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.

HRE HHREADBEEEETRI=OIZELNT-
FBADOEE. FIZIX 1FE. RELI-ER. FHED
L, RUELEShENAYTFOBAX. BEEEFED
FEGDNYFZEDERDINERET 2D,
EREERTAEOICALLNEET—2EET,
BEFEZICELTIIEEIN-FRENEDT—4
HEET—RELTAHAVANIDODVWTHRETSIE, 4
HEH, MBHEDRELLTHWSTRTODT—
RFET—RELTHETSHIE,

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.

HEBRAEE  BESNBREE~DE S HETMER

RBEVEEET OY T ILICET REBRER DM
BEXIZET L0,

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

1 HBREEICRDEAEELT. \yFICEAET
BPATDY T ILAA LT —30 5Tl (B E &8 i ¥Rk
£) . RBEIZHEIN=/\TA—EORIFIERD
FHiiE . 2EMEWLIEE 2 ICANWWTEEMELTH L
[,\

Reports: Document the conduct of particular REZ EFHFOERE. JOCHM FWNIIEAEEE
exercises, projects or investigations, together with ﬁﬁbf';&’é#% Eim. 1S TR IT 5D
results, conclusions and recommendations. D,

GENERATION AND CONTROL OF XEDEREERE

DOCUMENTATION

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.

41 ERBOXEZHRELESTTHE, EREIE
[T RTOHBEDEIKIZEEIXZEDOHKIZERIC
WHAY 5 EHEATLITEETESLSICL, &
PIZXEIEL, NYT—FENBEDNBETHY.
YR EENAINTINSIE, ZADXE (FERE
8% (X, HAHERITXEFH., thDERS \ld:"f‘ﬁ’\—x
DEIE, BETHIMETHEET D, EXR, IEXLE
A, 720K, BHRFOBREEEF AL,
BEITABADVATLEE—DBEEOTADY
ATLTHRREZVNELH D, ToTL—h EXE
RKDFOBEFXENDHEVLEEBEZERT 5L,
REITRELEBICH->T. DT M EREL
FTHRLOBYLEEEERT HE,

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 XEIX, BEICKETL. ERL. BEL. BBHRT
H2EEIZEHLT, XEIF. iznlﬂi*%%s &
A, RUBLERFGEAZZEDEERFITEET D
e BANSDIEEXEDHEEC our(auﬁi!é
BRETHDRYZFERTLIRMDEBENEDTHBE,
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4.3 Documents containing instructions should be
approved, signed and dated by appropriate and
authorised persons. Documents should have
unambiguous contents and be uniquely identifiable.
The effective date should be defined.

43 EERMAEENTVSIEHEL, BEDOREEZIT
EEENKZEL,. BAL. BHEDT5E, E5F
SRR NAETHEELTHAITEETHS L, HN
HEENHDBE,

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 IERINEENTWSERIL., EYIZESIL., 7
FBLOTLKTHE XEDHKRKEAEIIFERBM
[CEDHLELHIE ZEIREFIEE. (FXEEREIY
A, MR TECZE,

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 REEHEEATLANOXEZ(X., THMICE
EL. RFOREIZLTHLZE, XEFHETT 5L
I FFEICKIBIBRDEREHRSC VAT LEE
FAsE32L,

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 NEFFEZLTIHELHLD, T—2DEA
NLELRXETHNIE, BADE=ODFELLIEE
EHBIE,

GOOD DOCUMENTATION PRACTICES

XEEHE

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

47 FEZMECAIZBEMEIZ, $IFAIEEL, JHETE
HWHETITOZE,

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

48 FLER(F . BERZIToM-FEWMETE T LR
2. EREMOEE BT HEELERAEIAT4E
BHETHERT DL,

4.9 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 XEIZBATAEDISBEETH, ELLAR
EANSGTE, EEIETOEROFZMAALETH D
CE METHNIX,. EEDEREZILHRT HL,

RETENTION OF DOCUMENTS

XEDREF

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

410 EDRENATNTNDEEEFICEET S
M F TR EIZRESN AN EXETHE
[CHETHE, REUHBEZECTERENTEHEE
1RIET 2D HERESEAETL LMERIES (TN
Jy5F—r952¢,

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.

A1 NFOEMNHARBRMNSTERDITHFHIE
FIZKBN\YFOHRAHIEZRDELEDLSERDNG
NHRWEIR., RELEZTNIXGZESENEWLS SR
DERFBENN\YFOXEITEHAIND, RERET
. \YFOXEIL., \yFHEHRASN-RERDER
PREAERDE T H NI RO R DLGELSFIIRTE
T5HIE XEDRFICEHTHMMDEREIEL. 45
TE D B i D FEFE (5] 2 (EAdvanced Therapy
Medicinal Products) IZE8iEL =548 TRah. $H5D
EHICALTEKLYVEWVRFHRNAERINDZE
NRESIN 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
reports or stability reports) where the data has been
superseded by a full set of new data. Justification
for this should be documented and should take into
account the requirements for retention of batch
documentation; for example, in the case of process
validation data, the accompanying raw data should
be retained for a period at least as long as the
records for all batches whose release has been
supported on the basis of that validation exercise.

412 ZDMOFEBOXETEH., BREHBEIEE. Z0
XEICEAOIEEFTHRETH D, BERFTHAE
EMQBEREEFTD. ET—S4ECEELXE
BIRIX, N)TF—=2a R WNEREEICET ) £,
ABNEDLEREIEIRETHIE, T—2HFHLL
T—A—KICEHFIN=GEEE. TIEOXE IR
(X, ) TF—avLbiR— b WNIREERERL R—
FEEMTTVDRET—NEREXENSHTE
MNTEL, COELSLGERIE, XEILL. N\yTFDX
EDRFICEHTHIEREBELZEEICANDIE,
ZIE. FOoERN\YTF—30DT—ADOBEIF. £
NFOHBFRHIEZLREENLAN)T—2avcE
DNTWWBRY ., NYT—2aV [T EDET—4%
RIEFETHILE,

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.

BEREINTLSXEDFIZRD IV TEITS,
MEEEEEVATLATIEAORELREDSR
?li’éﬁ':%ﬁ?‘éf:&)(:E*éhééi%’é%ﬂﬁ?é

SPECIFICATIONS

RS

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

413 HERH. 2EMH. RURREGIIOVT
BHICEZESN, BAD A= IMEELHDE,

Specifications for starting and packaging materials

HERHEBEMHORIEE

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

114 BREE. —RAEHH. KV ERrHED
BREELUTESGCE, £, 4T HBAE.
SREEANDE,

a) A description of the materials, including:

a) UTZETCHEMHDOEEH,

— The and the internal code reference;

RSN HRUHASEI—F

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

-~ERAICRBE SN TVSEEFEERTEDSE
5

O

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

—RBSNEHIERE . RUSSICRYRERMHOR

BT

— A specimen of printed materials;

“RIEMHOERYRR

b) Directions for sampling and testing;

b) BRIAERENEABRDIE T,

c¢) Qualitative and quantitative requirements with
acceptance limits;

o) MBMEZH S -EMMEREIR. RUEENE
REIE,

d) Storage conditions and precautions;

d REXULRELDIERE,

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

e) BARERAIORKXREHM.

Specifications for intermediate and bulk products

PREIEMEUNLIHGDORIEE

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 FRAIERENILVIBEROBRKEN . EETIE
PINLEHEE ., RITZITWAEICFBATESLSIC
HoTWEFNIEESHN, ZUTHIEE. RKE
gé&fﬁﬂ FOIREULOBREEICEAET

Specifications for finished products

REMDOREE

416 Specifications for finished products should
include or provide reference to:

416 RRESOABREEITROERZET ML
ISR 5L,
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a) The designated name of the product and the code
reference where applicable;

a) HESN-BMERUVZRETHEEESRI—|,

b) The formula; b)AL 5,
c) A description of the pharmaceutical form and oFlf & BED MR

package details;

d) Directions for sampling and testing;

DREERIEABR DTSR

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

o) MIBMEZHLEMMNEREIE. RUE
REIH,

EMNE

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

) REEMH. LB T DG & FRIGEEL LD
EIREHE,

g) The shelf-life.

g) A,

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

SENHF RV IEERE

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

AFEEIh XEELE-HELA. ROIEEREZL
ﬁ%ﬁﬂht &U‘/\‘J?"U"fx-_&l 1?523’%)-_&

417 The Manufacturing Formula should include:

417 MENF X TFRRFET L,

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

a) iznn'@l ﬁznn@;ﬁ.*ﬁi( B ELT—%;‘%:‘EHE:—
I\O

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

b) ¥z, RO EERV/N\YFH A XD

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

o) AT ST NTOHERMRUVLNTNDLA
0)3%# EzLOD BETHARTDMEICONTE
P4

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

d) FRBEZF - FERBRINE. RUVEZET D
156, EETHPEINED R,

418 The Processing Instructions should include:

418 IRENEITEZESL L,

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

a) BLUEHAEALLNDELREE

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

b) EELGEEDEBDIEET A, RVITEXTE
DSREBIZIL, Fim. LT RE. BRE)

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

o) EERWMEREMG, URIDOH M., ChhoEE
LESELTLWASIETEERSATOENERER L
FERMBMNRESN TS, RUVEKENFRS

NERISEL TSI EDHERE,

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

d) FFH R A 7e TR R E (B A1, [RA 4, Al
L2 RHORNER. ERLEO/ 545
12N ;EI. E3 (<]

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

e) BEZH - IENEEDERE

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

f) LETHNIL, B, K=, RUKRETIHEE(E
gﬁgﬁ@%%#éﬁ&)f:/ VLB GDREDER
I,

g) Any special precautions to be observed.

g BEREITANESEANGERFRE,

Packaging Instructions

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

4191@’3®§znn~ &ﬁ'i @Z‘Z ;ﬁadt‘ ﬁu-ué
N-BEEHEZRAET I L, AFEREICE.
TERFEZANDD . BWIBSREENHLE,

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

a) NILIVEGDNYTFEES, RIRERDN\YVFES
EEH-HRE,

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

=

[=R==8

b) BZHT S5, Flf. RUE

DECd,

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

o) ZREADHOHBDOH. EEHVIFTETE
LE-g8& 41X,

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

d) DLEGEARMBOHE. TR BERUSE
EMHOBRBICEHAELEI—FPSRESEETRE
23Rk,

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

e) ZAUTHIHE. BELI-RIRIMBORFI RIFE
i RUN\YTFESDSREVELOBEHRE
ZECICRETHAINRTLTVDEYRA,

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;

) RE. RMEEED., LRIOE G, StEIN=-2
HEETEIDELINTWVEWLNESE, SUXEAME

NRESN TSI E, RUEEMNERSNERIC

BLTWSHLDHER (AT IUR),

g) Special precautions to be observed, including a
careful examination of the area and equipment in

g (ERZEFRIRT DRID SV T SV RAEHERIC
THOD. RERVEEDARLGREZEL . B

order to ascertain the line clearance before RIREFREFEFEIE,

operations begin;

h) A description of the packaging operation, h) E%Eﬁﬂﬂ'ﬁ%&ﬁﬁﬁ BXES0. a¥igkn
including any significant subsidiary operations, and |EZauf

equipment to be used:;

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

D REEROERERBEZEC ITENEEDF

i o

Batch Processing Record

SLERC K

4.20 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 BUERFIFEESNSGN\VFIEIZREFTHT
& RFTDARSIN-HENF LR EEREDEE
[CEDIZE. UTORHEESD L

a) The name and batch number of the product;

a) DB MENVFES,

b) Dates and times of commencement, of significant

intermediate stages and of completion of production;

E%?T‘iﬁo)ﬁﬁ&é\ ERGPRIRERVRTERABL
=37

c) 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;

) HETHENDEEEIRRZEEL-EEEDH
AMA=ZI%IL) RUOBETHNIE, ChoDEE
FHERLI-AYD A,

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) ERIHEL-BEHERBMOELELITNYFE
5. HREBRES (W\YFES. RUBEURL-ER
XiZEMLTEBRELERHEZED),

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

o) BEYHEEFRIVTHE. RUERALEE

HEE,

6/9




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

f) TERNEEEENERBLEAEREOM=DvIL
DLk, RUEon =R,

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

g) AEDNDEFNZTNEYLRETORRINE,

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

h) BLEMLA R U IIEBIERIENSD LN ESERIZ
'LTL,'C ABDELLFMZHRAZ S AT RIS/
ERIZBY HECE

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

D BEEROEEEICLDER.

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
(0O0S) data reports.

ENUT—rESNF-IEEZHGEMICE=2)TL.,
FELTWSIGEIC. BEBMICERIN-REE
HEOBER VR HRIESN (00S) T—28EIC
BRB-oTHERATES,

Batch Packaging Record

INYF AL ER

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.

421 INYFBERERIER/N\YF . LT ESN T
'&7/\‘/9‘;&( -L-.I-LJ%#tj_é t E‘. ?E.imng;(
LT HEIFICEDICILE,

The batch packaging record should contain the
following information:

NYFEREHREITROFERESL L,

a) The name and batch number of the product;

a) MADEBMENYVFES,

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

o) BREEEDSEA B LR,

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

d 2ETRERNOERRIRETHEEEDH
AMAZv)L)  BEGSERIFIINLDEXEHER
L/T:A%a)%ﬁﬁo

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

o) IRNEEOREEBH-AERNELOR—
PR UEA EORRD TR

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

HRELERALE-EESIVDSRERZED. X
fEL-EEEXDFHM,

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

) ATREERY , Ny F DRSS, AMHRAE. RUE
ggo)EﬂF'mllG)EK%'é‘&‘)’C ERALERTMHEOTY
)2

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

g BERERENSDUVNELHEBIZH L THHARD
ER%ZL. FAGEESVTEE TRV ERIZH
¥ AR E ANT-EC iR,

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

) WY T HERE 1T OO, TRTORTHHE
ENNWOBEROHE., FR. BERVITREEIEA
REESN-2ESBESHWNIENEFS. RUEL
N8R0, BEEEORBRELEFEELH
i)%ﬁg‘é)i CDBEBREESENLHLEDLELELSNDT

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

D BEEEDEEEICKDEKER,

PROCEDURES AND RECORDS

FIEELRR

Receipt

ZA
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4.22 There should be written procedures and

422 FHFEEH ONILOEE|, hEE L. KRR

records for the receipt of each delivery of each 80 —REBEME. ZREEME. RUERTR
starting material, (including bulk, intermediate or MEO., BEZENDZMEICEHTIXEILSNI-FIE
finished goods), primary, secondary and printed ERRFEMAH DL,

packaging materials.

4.23 The records of the receipts should include: 423 ZADEEIETRREZEL L,

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

a) EACREBRICEH SN TODEMHED AT

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

b) (aLEGHHEIT) R BRI, RV
XIEES

c) Date of receipt;

c) % AH

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

d HIGREDBIEREREDEH

e) Manufacturer’ s batch or reference number;

e) EEEDN\VFESHWIISHERES

f) Total quantity and number of containers received:;

f) FANT-BIRDOLELH

g) The batch number assigned after receipt;

g) ZARICE| Y TON=/N\VFES

h) Any relevant comment.

h) BEd a4k

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

424 HART. HERH OB EETRE., LEMH.,
?g,_lé\&%l ISLT O EMBOFIREEZXEL

Sampling

RIRERER

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

4.25 BIAREIRICAVLNSFELEE. RIT HE
RUBEMBEOFL, SWNMNIGEDELEZETLT-
HOEREEZEL . FIEEXEILTEHIE,

Testing

AER

4.26 There should be written procedures for testing
materials and products at different stages of
manufacture, describing the methods and equipment

to be used. The tests performed should be recorded.

4.26 EDENENRETORM M B R EHER
TRHD, TEREFERITLIEEZRLE-FIRE
ERADTE EIELI-GREREE R T D&

Other

Z 0t

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 BRREFEBRHEIZODDNVTXZILEIN-FIE
EEEMBERRICHEATELIE BHIZ.EESh
FEEEICEAREELOTIGEADHEHIEIZF
FATERE, IRTOEHKE. BESh-EESE
NRATESLE, EELT—RICRLTHAINEEE
EHSEE. BEERT—ADEBELADOIDBELSIC
HOTWABVRTLTHAIE,

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.

4.28 MEIZIGLT, Ny FDOEIRZEIEIZT 1=
i) HWRDEN\YFDRBDEFRERELTHLE

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

4.29 HEIIGEIZIE, FEEDOHIZDOWNT, A, F
B, EMEETE. $]E. 1To-HEEICBET S8k
gWEEEREXEIETHIE,

— Validation and qualification of processes,
equipment and systems;

—IR . EBRUSRTLONYT—3 0 &8
B i

— Equipment assembly and calibration;

-HEDMHITRURIE

— Technology transfer;

-BifigEn

— Maintenance, cleaning and ; sanitation;

-R5F, AR, @&
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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;

-ER )AL, GMP-HfiMEEDOH T EK-#14£.
BEDMRDIRIZECHEDEIR

Environmental monitoring;

“BIETE=4YLY

— Pest control; -Bh RBAER

— Complaints; -E1E

- Recalls; -[E]4%

— Returns; -1

- Change control; -EEEHE

- Investigations into deviations and non— &R, RUTSESDHFEE

conformances;

- Internal quality/GMP compliance audits;

-NEPREEER GMPOECZ A&

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

-BEICISCTERHEOBEBIZA L, HaRhERE)

— Supplier audits.

-HiexEDESR

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

430 EHEE, HEBEEDFEEHICDOULTIEH
HERFEFIEENRAEIN TSI,

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 TE BV EEGHIAR, BLEEE. B
ARESNTVSREDFEREZRERTFI DL,
ENLEFRINIC, R, B 77, RIE. RSF.
AR BEEREEERIAOICERATIE B
BIZGLT, Bt RUCHSDREEEITIA D
AMESHD.

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

432 BRR DAV RTLIZEENANED—
EREMETSHILE,
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B (5) PIC/S GMP HAKSAY FHRYIR6

5°8

FER

MANUFACTURE OF MEDICINAL GASES

EERAADHE

PRINCIPLE

[ &l

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

A7 VORE. BB AOEERVERRAD
ZNHEIZDVNTERYIRS,

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.

FEINERVEESZIEOHMEF SR ERTESE
ETCHEICEEINTWS, BE. T ROEE. B
HOBREIL. YRS HAOHEICET S, EER
ELTHEASNBHRIE, —REFBTHIERENSE
HELALGEELTRYHRHONS,

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.

BVHD A ADEET, KGMPH A~ (Part ) D&
RERZE, K7 VI ADBESS . BEEY St
D7 FZVIAITEEL TSI E,

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.

EERAAADORE X, AGMPHAK (Part I ) DEXK
BREBIE, A7 RVIADEEES . BEEDH S
DHARSAL DT RYIRIZBELTWNSZE,

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

BISNELT . BRAED T ADELEH S E R G 8F|
(REERAR) QEEETOM. HADDMHEET
BOLW—ERETEDEBAIX. 2ITEEDK
DHTADEERERFICEEROZREAZFET)HNE
EROBBELRLTIE, CIFRERFTAREIC
BRfEICEEE 9 52 ¢,

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.

ITEMBEETHITNEX, BRTOEERARAD
S ERUVERWNEIART7 Ry XA TIXBE RSN,
LML, K7 RO RDOEER DL, TDRIEEE
EEORMELTHERAT HIENTES,

Manufacture of Active Substance Gases

AR AT ADEE

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).

AMHA DAL CFE R EPHER ERAR
HASHECHL CRUTEETICECEY BN
B, (BIZIE. ZRABIERIZT)

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

1L.IND2DDEMARP T ADRESEICHKET S
THEFPart I DEAERZFIRICTER T HT L LA
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);

(a) BEMRAHADHFEREM BT HEKREIE
(PartIl | 78) [FZER D BEICL DA T ADE
EICEBERASNGL, (LML, BEEEE, R0
MEFELISN-IRISELTEY . AK[0RED
ZILFEDEARHTRADREITHELGNENSTE
ZREET D)
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(b) the requirements regarding on—going stability
studies (Part II, 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) BrE A EEEDHIR B E (PartI , 11E
6) DIERZHMELI-ETHOREMEFERICEET
AHEREE(11ZFS, Part ) (L. FIEI DR E 48R
Xk T —RICESHRA 1S EIEERALELY,

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

(c) BIEMEMNLZITNIX, RERSERIZETS
BEREIE (Partl, 11E7) (XA S A RIZILER
LALY,

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

2 ERMIIRI=LS (BIA L. EEAH) BHRS
HRADWE TRHNI-REEE=5—FHCE, 2O
E=A—OREE. EATELS TR HECRES
3L,

3. In addition:

3. H[Z,

(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);

(a) EMEN A RNV DIEGELEE L, TREDE
BAATARFOERBIEICESLTWVETAIEEGS
W, (R7RYORADEI3219, 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) VI F—RIIBHEIBEERBZNDENRS
HADHETAIE, Part I9E LREILL. FTEeDEEH
HRERLERZBIEB(ZOTRAVIADEI 322
ME3NITEELTINATE,

Manufacture of Medicinal Gases

ERANTAORIE

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.

—RICERANADOEEFFAHRDOBFRFETITED
N3, K- T, HAmDIIRENODFRIIBH TR
Lo LA, FIS. BREBROBFRAICEST, HR(E
WEHMDHREDRRFR) DRI HNEL ST HE
A H 5D,

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

4. ) B —|TERESN TS EREIE(TA—RIL
[ZHBERIND, (BLNEINT-IKEETRTEL. BBES
NTWBEEZER

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.

5.EERRAAADEGEEHEFICEALIEHE(X, &5
DIEFEICER I REFYLOGMPEEIIFEZ(T5

e EBEX. EEAARDESOBOTEREY
BIE. RV, BEHICEH>TOBENBRIZONTR
BLTWWAZE,

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. N — BWNMINILTORFREZELST
PEEDLIE) ERAAROREICEEERIFLS
ARAXEOBEIEYLHBINIEERITHE,

PREMISES AND EQUIPMENT

B &t

Premises

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

7. D) —RIIBEBEBIK BRI, EERRN
REER A ENT-IGAATRE. &, RTA.RE
FEHE T . EERAARODIYTELEEEERERAR
DI 7B TR TCABRRZDERELLEWNE LH
L.WThOHREERRAARADBFHEIZESL., H
DELEEEMNGMPOEE(IZK>TITHEHOATLNS
HolE. EEAUNDHRZRLCTIY7 THRE, &
E, RTA.RETHELLHBRTED,

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

8. BEMIX. BERIDRIZEETAHT-60., BliE., HER.
B IREZTEIDICR D BAR—REHEATLD
CELEBYMIETEDLIZEDSE,

a) separate marked areas for different gases;

a) NADBREILIZARDRERSNZTT7IZHIT
%

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) ZFNENDALETIEDERBEDI) 2 — 18
BINBKR RS (LR [RBEEBAREIZT 5, (BRI
MREFEL [RCAFEL. THIEFLL. [REE
I RERL THEAEFSL))

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.

NEDERRGLANIIL DR ZEZER T HT=HIZAL
bNBHEIL. ERDEXDMEE. HEH. EMSIC

FOTRFED, RE~NDRR, LY. £V, 2

B, NI, thEY A EA AL NS,

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

CEBR.RTEBEROEDV VA —TEER
Eﬂ*"*ﬁﬁ,m%%%&l}f'f&éhf:“ Nz /T:E—T:
RARBUBEERSEEL. BLENTKRETITE

L. EXIENDSFRHE, TSN ')/'}" -/
EEABREBRBEERRIE. BRHKETZELN
Tlabh, FRSNDIIREISEIGT HIEMNRELT
EHHETITET 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. iz EARFEARBEDERBYIZHEEDEH TET
BTED&IICTTHIE, (BIZIL., FEEEICKYNE DB
MNEEZDHEEHR)

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
systems.

1. BEX. BREICEELA RN BEELRRICHET
ASNBESITEHRETT AL BE. BB EOH
X?é%ziszél\47°7»r/FaElrsaR?§‘wb\7AL\_&
RXEHGNLELGIGE BIZIE BEEYMDFTTAK
i) EHRMETEIC LY ERELEEOTADRXF
FEDVRIMNENWIEERIT HE, ST, v=
R—ILR I EDEGEERTHE oD
BlE. BEREBEVIEIERBIEICHSIRNETHS
S5, A—DFIETAFTTD. FIRBDEHEDOFERIE,
IS DR THEDR TAER AT LIZEE
FEIT=HICHELTEZTEITI—DERERE
2. FEFRCEETHL,
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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. In such cases,
quality risk management should be performed and
documented.

12. 39 B UARAUA—IF1FBEBOHRAEREL. AR
DEEZREICRET DL, LHL, EEERAAR
D@RED., VIEELERRAAOREIZTEL. H
DGMPEEZMEFHLTULNIE, EEATRAE. ZD
FEEEAHAREBLAVY., FHEETBOHIZFED
NBMOBERIIFVH—T. FBXIEBETE
5. TDEILHEEF. MEVRIIRDAVNESTH
L, XEIETBIE,

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. EERANRSAUNCERRAARTA~DH
MEBIET BN T—hENF=HELHLHEEICR
Y. ERAARTZR—IILREFEERAA AT HR—
IWRERRALEARZRIET AT LNEDLON
o

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. T CARZHR—ILRIFIFEEOEERAA X, 5Ly
E. ZTOEERHARDEEMERETHE, His
Bz, ZLUMEIALEE T TETSANIE, BE
AARERADODR=ZAR—IILNIZLSOEERAOBH
THEASNDIEHDHRADFTETCAIZREHONS, C
NoDBE. EEEAHADREMN., D ELE
BHAARIZERSIN TS REICIEEL, GMPE#E
FHFLTNDIE, IBIT. TTAIEF v R— 8l
ETITESZ &,

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. R DIEE., RTFBEECGER. \—VFED)
N EERAATADOREICEZELX5Z TIFEDA
W 8IS, FIETIE., VAT LDOZEENELDA
BIBAREECEELRTARIZBEDRIZES
NEFEKIZCOWTERRT 5L, BEERMICIE, RiE
DEARIEHERIICRRELOREICELELS
2.62:5@5’%%75“7&\:&%%?:&0 SERITRET

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. Aoh—M, EOLa 120 HOEETEER
FAARDEERXIIRTIEERICEERERATADE
EEEICERTHIGEEICIE,. EETREHEEIZD
WTFIEZIZGE R T B E, ThIZX, H TS
EFENBE,

DOCUMENTATION

XE1t

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. )05 — /BB ABEKERHFDE/ \VF DL
%I, BEIT AR TATIREDERLERICONT,
BEAEICHEAGERESC L BEITIELT,
LTOIEBHICDOWTREHT S,

a) the name of the product;

a) MiE%

b) batch number;

b) INYFEHE S

c) the date and the time of the filling operations;

c) T TAF A B ERZ

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

d EEIR(SAVIVT7I0R, ZH. RTARID
#fg. RTARE) =XKL I-{ExE DA

4/12




e) batch(es) reference(s) for the gas(es) used for
the filling operation as referred to in section 22,
including status;

e) FELDIRBEEH=tI 3 22THRLN TUL
BEIRRTAIETERAENSGHTRADNNYFDS
REE. KELEHD

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

f) FAL-H#E I FEFTAT=HR—ILR)

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

g RCARDV) o E— BB RIBEEERDH
E.BROHMNEHR. KEEZET

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

h) RfESN =T TARTEE (0232305 8)

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

D REDEH THEELZETANTON-CEEREL
TADITBELGEE/NTA—E—

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

) BERICFETASNI=CEZRIET D= D@L
HRDHER

k) a sample of the batch label;

k) INFDSRNILDYTIL

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

) RAEEEORIE LA EEEABROMER GLERK
HOREDKREDERZEED)

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

m) RERVI T — B ABEERRDHE.
ERHROHANIFR. TEEEH

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

n) BECEECEEDFMEUVRTAERETRE
MoDEBICET 5FR AYDKER,

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

o HFHIEFTEEICKDHAHIEHERDER, F
ABEEA,

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 @D A INFEEINDTFTEDHRADINYFZ
CDRRFEREFTHILE, CNODEHFIT. MEICK
CT. TEREOFEEANDIE, (FBEEINDIRETIE
BIZEEDESIZKYELRS,)

a) name of the product;

a) MiE%

b) batch number;

b) INVFEHES

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

o) NYFELBADH DR (B h—) DHERITER

d) date and time of the filling operation;

d) RCARFZEITEo=F A B LR X

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

e)J B (BN—) DRTAZEITIEST-ERBDH
R

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

f) BWEICIECTHRBIVH—(R20) DSREIE,
ZETHGEEIRIETOARICET HSREE

g) relevant details concerning the filling operation;

g RCARFICET S5 MB1E

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

h) )RR EMOREEMEEEARBROER GUEREK
RORERRICETLIZSREEEZED)

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

D EECEELGEROFMRURTCARRIETE
MoDEGICET HER AYD KR

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

) HEHEREEEICISHEHERRORR, &F
ABREES,

PRODUCTION

i
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Transfers and deliveries of cryogenic and liquefied
gas

IBAR R DRI R D%k ERLE

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

19. BERDEEZEOT. —REFBHIODIEES

A BWMERIEARDBEEIE, EARFELLEITS

FIZEDHON N T—rSNE=FIBICHSTE 7

ESAVIF FIEFRITBOBDNLERERETERL

TWAIE, ILF VI INEHZERVOAYT) T R—

gaz*oaliﬁﬁﬁﬁm: BRIDHRTISYI VT 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 BOORVOEAVA—DFRTCAITERT 5 EH

—X (. BRICHBEDEGHEEMRLTLNDIE,
I_JEO)#JZI BERELTWVEWIV IR U h—
ADEHRNAIRER TS T2—#FERT D512,
HHIZEET LI,

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. RSN =H AL, HERICKY RE L REE
=9 CEFERLE-LELGSE. RREDHRANRAST
WBAUOI IR TAHIENTED, ZOHYUT)L
(X, BEATE LLEXEBERICZANIVVIZHTEL
F=H AR T 5 EMTES,

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

A BEEDORRICHIBEREDIVIADTETA
[TEo a0 0REESHEOIE,

Filling and labelling of cylinders and mobile cryogenic
vessels

V)F— LB REBEERBNDRETAERT

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. VB —RUOBHEBERBRZNDITTART
. 73)&10)/ \WFEHEEL. REEEEL. RTAD
EKRBr™HE,

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. TIRANTHRALWTVEOLIG—EHETIED
56 ARADRIGECZER T H-HITEYETIE
BEEITIZL

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. VA —BHABEERHRT/NILITEL, B
TR R R VRS EEJL%’G?&%@@JE?'éE
RFEBIEET S L, TNLlE, —BEDHRASH
HPVE—BBEOERRANRAERSYICERATERY
BTE, VT —IFRERIGIZTELY, BRBIZLDH
AMEGTBHE DA —ILBENSEYIIRET D
BRI IEEEDHDHR/NENRFFAEEMRT D
EMEELLY,

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

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

25. V)R — BE}EBEERSIRUNILTIE,

WA BT O ARIARTICRHERL . WY R S
g BHIE, ERMENESITETIE £t
TRBINT-ISE (&, BT B ER R sy
EDRTEDODAHNEFESTT D&,

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

71 EU/EEATIXINGIX, CEXR—IDH S8 TH
5,
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26. Checks and maintenance operations should not
affect the quality and the safety of the medicinal
product. The water used for the hydrostatic
pressure testing carried out on cylinders should be
at least of drinking quality.

26. FER R VMRTERIZMEIL. EERDORERD
REMICEELXEZ TIILESHL, BEEOM EHER
l&:ﬁméfn@km DI ELERBIKDRETHDH

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

27. EEI:I'U&U{%:.FEEE{’E%@ Lﬁtb—c V'JJ@ -
MIKRIEMDFEME THERINTULVENIEEHE
BT BE=HIC NIIVTEEBT DRI A —R
HOBBRREFTLESIZE, ChiE, TREDBAEIC
TS,

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

=)A= RT. AICERBARIZFERSN
HEE

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

-NILIEBRYSNLTERELIZEE M E
FOHBRERBLI-&

AR X IR

—whenever the valve is replaced.

NV ERBLI-SE

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

/\)lfj #T&(i/'JJQ_A@/E%OD{x)\%BE(T"
DIZNIVTERADI=FFICTHE VU F—DA
EOIREEIZBEEZ N BIL, /NILTERYSL, )
B—DELIN TGN = EFRIET B1=0HIC
A EHRET D,

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

28. VoA — BEEBEEERR/RUNILIDOR
FTEERVMEEFEII. EERORAEEEDERE
THD, TNoDEEEEBIZRRITHEEICIE.
SZREEORBRUOBMIBEESCZNMmEET
BE, RREENERT HEEN B EELH
BLTWWAILERERT 50, 2REEDNEES
EiEdHIE,

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

V- BBREBERERSERT/NNIILITD
lg HYEUTAZERIET 21DV AT LNHSH

30. Checks to be performed before filling should
include:

30. RCARINZITHOHREIITREZESL L,

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) YIUF—DI5E . &) A—RNIZEBBEN
HHLERIET B=HIC. BESN=FIBIZH-T
TEHhNHHER.

—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,

OB —ZRINEARFANILITAEY TN
TWBIBE . ZBBEZRY VU FILARIREINT
EOBRIZIE/ LT DN IEEITHEEL TS VERT S
C& NILTAEYNITHREL TUOVELMESIZIED Y
T—BHEIHLE,

—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;

- a—IZ /J\ EARE/NILITHBRYA TSN
TWEWNMEE., VT —HOREBELNLZ TN
[E. ) —%MREEL . KIZKDFLRIZMDE
EMKDFEMNENCEERERT HI-DITEME
BEEREACL EMBEDHELT. N ERIRET
N)T—bENT=FEICKDRFIEENZEIFOND,

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

b) LAATICEALTW=N\YFINILTRTONBRES
NTWBHIEZRELT 1= DHFESR
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c) a check that any damaged product labels have
been removed and replaced;

o) BEDHAEZINIILLBRESNERYEL T
ESYANOL

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) BaDI)o8— BEEIGEERBRU/NIL
TIZDOWNT AZH, BRITETF. BOFE. ZDHMD
BEOHIERIET ) —RIZLBFLEFNOINEE
RREICKAHER, LEICIELTHRETHE,

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

e) RN EF— BEEIBEKERBZOHLEDO
DARIEZ—D, BEETHHEDH RSB EE K
THAINEHIET SO DFER,

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);

) REIQ/NIVITREETESFAHORER (NILT
EEHICRETDIVELHDER)

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

g VU F—RIFBBEBEEEHFL . ERRF
RIFEFRRHNZE > TERSN TLDHERER (B A
(X, ) F—DiEREBRR T ZENERFDHER)
ATEHN AHHRATHLS_EDEER D,

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) fil 2 DEHFNELERFTAZE (BRI HIERD
RgERRREOBRBAEE) CHRESN TS E
SITEBICRDHANATON TSI LEDFERR,

31. A batch should be defined for filling operations.

3. NYFIERTABREZLIZERT S,

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

32. BRETADTE=OITRIEN=V1)F —D R
BRI, ERFEAREICHEIN-FIEIC
RO TEHEEDIRIZR/INRIZTHEIFELTE
b, MHEBERY  RIIN—CBEZED
NEDFIEIE/AN)T—rF BT,

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).

) EHEH ATIL, 15°C., 200barDFETAE A TH
YO LR ETHSH500ppm v/VELTET S
&, (MDFETAREAIZBLTERELTHIL)

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

33. BRTCADEOISRASN-BERBEEER
DREIMLIBERL, BLERTAEEICEEHSNI=F
IRICHES>THERDYRIZER/IRIZT HEIFELT
KT DL S, REDTVBEI R AT/
f—bé#’bf:ﬁiﬁ%ﬁﬁL"Cﬁﬁﬂﬁfﬁ%%%ﬁ’ﬁ?’é:

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

34 BHRDI) U —XIIHBH IR BRI EY]
ga{;ﬁfé]h“ﬁf;bht:&%ﬁéért?éf:&)@ﬁEEﬁ’e}

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

35. BRDITETCAFTHADI)E—IL, kS AR
D=L XIEHESAERNEBFEET DRI, B
HEERVWTRNABRETES2E, (2923236
SH)RENRERE. /NLTOHEOREF LGN
HETITUL, £, L TH5EE. mEFHMEY >
TIVEBRRLE-RIZITESZE,
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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 FETAZ. EEONSDFEEHIET 51812

YT —DINIVTIZHN—FEFTHIE )Y
F—RUBBEBEERBFICHISABI S —ILEK
WIRTAEREEEEETH L,

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

3. LD F—RIIBBEIBEERHICRT
T & NYTFESERVHRZERDSINILIC
RIRLTHELY,

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.

38. ZIEFEULDELIHTRANDESTHEGEINSE

BEARADIGE (RTARIDAVSAVES. BLME

V)UA—THEEES).BEEIEICONTIE,

BrD)oF—RIZEWTEYIREESNTH

)um:::u%?b\i’] THHENSITEETRT=6H12/31)
—2aVETIEOCE,

QUALITY CONTROL

mEEHE

39. Each batch of medicinal gas (cylinders, mobile
cryogenic vessels, hospital tanks) should be tested

39. EERAAADERDNYFITECCF—
PHRBEERER. WREDFV) 12, RiEIRFEAE

in accordance with the requirements of the ENERBIEZR-I-RABREL. ABREEFRT
Marketing Authorisation and certified. F5HIE,
40. Unless different provisions are required in the 40 Bl ERFGEAZEEDTRRERINTLVE TN

Marketing Authorisation, the sampling plan and the
analysis to be performed should comply, in the case
of cylinders with the following requirements.

[, DI E—DiGE ., RIFRIGEED T IETE
DERBIEIROTERT D&,

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) V)R —ET=R— ILRIZF TN ZBEDIZ. <
IWFI)oR—IZR—ILR TR TCASINT=-—FE%E
DEEATADBE . BLKOIT_HR—ILEFETAY
AI9NLDVIELEFIRDI) O F—DHRIZDUNT,
BRHREEEXTTHOIZE,

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

b) —lBEDEBRRARFIAT OVIUE—IZRET
AT BEE . EBHELE-FTETAYAIILIED DI E
:EHIKOD/')/'}" MEDHRIZDWTHERHAER T
EXTHEIE, ERELETETATAIIILOHIE., [
—DEBE . F—DEE. R—DOHRD/\yFERW
1V IR DRETATHS,

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

o) A—DI=R—ILEMS, VYA —RIZZIESE
uJ:G)ﬁZ%:han’C%L?éiﬁAli %/UJ
B—DHRE RN HARZEICHERABREEEEFTT
BOCE, AMBEIDHLHHE . HRRARITT=R—
RFRTAYAIILIZDEIERDV) U F—TITH-ST
L&, ORTODFETASNE=V) S —DIEEE
EHLERTATAIILE) N T—rEN-BF)
f’C/\JDZ%A(DiZ—ﬁ'IJA D)F—DEIT V1T
IR

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

d) BEALEARDFTETAIL. BETRADEHEA>
5’£EJn_t%§%1de~jiﬁA'is —BHEOARERLIES
25D,

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

ALEBLEARDRETAILZEEH ADEFAD

AVRBANTEONGEWNMES I, DU —RNTH
AZRETHEICIYRESNSIERAARLRL
*Ef+l—1ijo

Testing for water content should be performed
unless otherwise justified.

LDIRIMNZVRY , BKRABERET D&,
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Other sampling and testing procedures that provide
at least equivalent level of quality assurance may be
justified

PigdEd RFDRERAENTES, MORALRER
RUHBROFIRERES HENTED,

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

41, RRREERIT, BLERTTRRE THBEESNL
TLWETAE, BB RBEEEROEEHRNDEE
HBROHEZRHRBZEL L, BRTARIDERS
RDZRBARADEZGRFIENMITFSA TSI EN
TENTWBBZEIE, NV FIEDHBRDATELY,

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.

42. BRI N—H B THERE TASNOEER
BOBIERRSR (FROZVIRXIRERBEES
) (X BERICIH—REY ORABRBEE RS
LTWBEE. BRTARDY TV IFRET
Hb. LNLBBFRNDHRDRIEH ., &t T 2BER
EA;O)F'HEI'C“h HFSNTOAIEDIRUERT

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

43. BlFBARESATULEITNIE, SERRUVRESR
EITETHD,

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

UERIDOREERBA T —2ICERZIOSNT
WBEE[FF L T—AV T DRESRBRIITETH
éo

TRANSPORTATION OF PACKAGED GASES

BESN-ARADEHE

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.

15 KTASNEA RIS — RURRERBIE
BRBIE, B, HRMERSHIBEISES TS
ERRE CREARET 5L5RELTHRET S
Z&.

GLOSSARY

FzE

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.

BHDPIC/S GMPAARDAEIZHZLA, EERA
ADEEICETHHBET. A7 RV IATHERAIN
TWAAENDEEIXITEDEYTHS,

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

BEIRA AR BERERDENRAZEEAR

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

ERNEE: AR TOERASBIERE CHBEE
AUOTHAH RICHBERSE,

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

EEAR - EHEMNFoNTIIRETHASh-ELE
[Z-50°CULEDBRETERN[ATHIH R,

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 BRI BERERABUI. 30— DA
AT OBBEBEERR) ., V)T — h—FILX
(Tt DBE T, BEEAREEMTHLD,

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

BAEBEH R :-150°CLL . 1.013bar TiRIL T HH X,
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Cylinder :Container usually cylindrical suited for
compressed, liquefied or dissolved gas, fitted with a
device to regulate the spontaneous outflow of gas at
atmospheric pressure and room temperature.

T F— AREYRT, M. &b, BEELIARIC
BLTEY., KRE. ZRTDHADBARFRHZE
HISEEEZEELTLDER

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

W—RIL: D)o A —DEERT, v=hR—IJLRIZEK
HDHEEHFEETYV) A —FEWIZEEL, A=ykE
LT. Eik. FRHINS,

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

B BRI EBHATMYBRIE A EEVRT
LOFERATIO8barL FOEHNIZT B RT L

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

HRX:1.013bar, 20°CTERLIZRATH S, B L
50°C CES EN3bark B2 2 E.,

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

REABEEES BEORETRERERREZRYT
L. SRR ERE T OB EBERESR

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.

M EGRER : BIBRDRFENTTOEAICWHA LGNS
ENBHB/ERAT 500, BRRFH . ERRH D
BRIZHE-TITEHDHHAER,

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

RIEA R EED=HICIRBINF=E=(Z, -50°CLL
LT, —EAEE (XIZEKR) DA R,

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

Y=R— LR BIRICIRUEDHRABREICHRAE
BEZHRWLV=YU IR TALEEYTES LS TSN
BEY[IEE,

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

BRXEGREGAMY : RTARNZEITEI) 3 —

DRTANEZICFREL., FFRLI-mTREEICHET IR
KIRDOT Y, ZREBEREAZAMYOEL L. E

BHRAOAZEAL. hOIhnlE, Ze2REKRELT
LIRET B,

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

ERAAR BERREDESNEAR HWNIHR
DEEY.

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.

RINEIDRENILT FREOARV) A —R%E
RRELYBEEFMHEL, SV —DAEELEE
BRC=8bDI) o8 —DINIVT

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

BEHUBEERS RICRTREYERET HED
[SERETSN BB EOMARH, TRYIART
(F. COREICFVA—FEFLL,

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

WIE/NLD  —AROIAZFENSEB/NILT,

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—2 BBRIXFIVATLIZ.OOIZCUERTEIAR
T)MEL. RWNTN—ITFERALEARERELT
1.013barlCL THEBHRERETHIE,
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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”.

B RAEA R BWIIBIEE T ADETED =8
[ZEREtSNT-IRA T OBBAR S [BEXIBERER
FIEBLS,

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

BN— TRV ADXARTIE ., RIEH X ABIEIR
HADEED=HIEHFICEESNI-M R

Valve :Device for opening and closing containers.

NIV BHEOHFAADRE

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

ANUMBENFVATLENRICEHKRT A EICE
Y. 1.013baré BB ETEBR R ATLIGEESH
AEBRETHIE,
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[RX 3
Manufacture of Herbal Medicinal Products EMHEEERDEE
PRINCIPLE [ Al

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

HEMIE, ZLDGE . ERTEHTHELVEHMELD
BIEND, HEFROEE FE. MIIL. @
EEROVEICEWTHIZCEETHD,

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

an herbal substance® or an herbal preparation1. 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 production. The
selection of seeds, cultivation and harvesting
conditions represent important aspects of the
quality of the herbal substance and can influence
the consistency of the finished product.
Recommendations on an appropriate quality
assurance system for good agricultural and
collection practice are provided in national or
international guidance documents on Good
Agricultural and Collection Practice for starting

materials of herbal origins.

HEYHEEER ORECHITATHFERE 1ELTIE
ZFREY. EYE X ISEDERANR ML T D,
EYEL, BULERETHRINELGLT . FNEE
BT =P EYERAN S R VEDEEE S
DHLEFEE(ICIRBIN G FNIEGESEND, EMED
BELE-REFRIITAETIEFENSDEREMEL
TOREIZE THLVEMTERADEELSIND,
FEOZEH ., BERVIREOKRIX., EMEDORE
DEELGHEZRTILOTHY .. RKRESORED
—EMICEE452%, GACPOT=-DEY L HE
RIAVATLICETHHREEET, EEREDH
EEED-ODGACPIZETAERNAT MRS A 8
WEEBH (RS, XEITREA TS,

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

AKT7LYVIATIETRTOREMEEREHTHHE
FAHEY) (medicinal plants) . HEZE (herbal
subsutances) B UHEYIZEZR B & (herbal
preparations) [Z@EHIN 5,

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

T AT RYIRIZENTIE, BlEREASN TS
SEEREMEMEERR MEYMERARR X
gﬁﬂﬁ%ﬂt@ﬁ%%/E%ﬂlﬁ%'l‘iﬁl‘*ééﬁ%%J%'é‘

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

3¥2 herbal substance & Uherbal preparation® S
[EZF N % therbal drugB Uherbal drug preparation&
R&ETHHIERLGTEINS,

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

FES BN EZEMAT (EMA) | tHFREHERE (WHO) 2
WEIRZEn#EDXE

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

=RIE. EMEEEZOREIZHITAHGXPERLTLY
%4,

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

4 ZORIIGMPHARSA DPart T DRI1IDEE
BiEYMOEHHELYEERIELTLNS,

KRIEKREITRT >

Explanatory Notes

e
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T..The GMP classification of the herbal material is
dependent upon the use made of it by the
manufacturing authorisation holder. The material
may be classified as an active substance, an
intermediate or a finished product. It is the
responsibility of the manufacturer of the medicinal
product to ensure that the appropriate GMP
classification is applied.
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* 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.
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** 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.
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# EMA, WHO or equivalent
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PREMISES
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Storage areas

RERXE

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.
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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. RERBIFESBRETL, RERF/EIEID
BHGERESEDISIICERET S,

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

SLERX

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.
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Equipment

B4

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.
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DOCUMENTATION

XEit

Specifications for starting materials

H F R D A

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

1T HEYEEERDOEEEXEEXGMPRUE GRS
ARBPEZE(-TCEGEIN-EYEEERB DA%
FRTAHEFRIALEZITNIEESL, HEYEH
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5 EMA, WHO or equivalent

3E5 EMA, WHOB W SRS DRI D B #

8. To fulfil the specification requirements described

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

documentation for herbal substances / preparations
should include:

8. HARSAVUE)TOEARMERSIAICHS VT
MBENTWNSNHELEREFEIEZ BT -0, EYE
LR RICEATIXEIIUTEESL 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;

~BMD2BRDES (8. . BiE/ ZBRUM
25 (1L EU0R))  BETHNIE. HEBES
RUMEREED SSLEEERETT

> 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 radioactive contamination,
etc.);

> O HIE T DM (REE - thig, %249 515
BIXHE, IER (RERFIR. RSN =" Rett
?37;6;%1 BEEME (K HIE R D RTREMER

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

> HEH) D {5 R ERGL

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

>E LT EME AT 558 IS8R A A% A
(295,
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> a description of the herbal substance and its
macro and microscopic examination;

E#E%;T’éd)'l‘ﬂt ERU S ERE. BRREDM

> 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;

> @SR, WEGIGE L. AEEENHL
*LT_EZ \"57 h— 75\'07(-&%)52 @ﬁﬁwu'ﬁ%ﬁé‘a
T HEMEMUDRDEABHGEZRZLOT LG
BIFEMBEIGRBRNADE, EMOSRBEARHLRE
EBMDOIZHEIN TSI,

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

>Fﬂa_l§l IS DEB G IR > TRESN-AEMEE

> 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;

> D EREEDBRAS  BBETIGHIEY—
H—DEE., AHEMDH R ESRE TS BiEY)
BAERVBEEYHRERADHEICHI-FFER
B, ZNoDFENGWNGE L, HIIRILATR
HBEBEI/N)T—rSh=HETHDH &,

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

>WERISE . 7750 b /akx o,
EEAEY.FRAREEEZSO-ERFERVT. /X
(EMEYFERERET = DHER

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

>PBEIZSIGCTHAEERDHAR. EAONDGFLER
U DA ER

> tests for foreign materials, as appropriate;

>BEIZISCTEYDHER

> 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.

>REICECT, BEE- O EFH TOEYE
DHEFELIIEMERRADESE,

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.

BEROHMEYER. ELLLIZOMDEELEYDE
EZEAHNT H-HODHEEXELTH L HIBR
UFIEENZTNEGST . ENIZTEBEYDH
BRUBREEOFHFMESOIL,

Processing instructions

ITHEERE

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. TIEIERE TIE, Hif. 218, IR, EhB7G E4E
PEISHLTITOSES FEAEFEIC DLV TRERL, 82
IREFECRE . DI A XE TR FH A XEH]
HYB=OITAVEAREEHDHE,

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. (. EMEOE 2 DRERHBILER.TUE

Z. BT BIRIEERC. ASRA . BB EY

PHEHY. B, BEREDLIENREYMRUVIERY

BRUOBROKIEOHFEEZRE T H-HITTEZRESC

iit%ﬁ%ﬁiﬁéméf:&mi%{tuﬁﬁE&Unaﬁ
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11. The processing instructions should also describe
security sieving or other methods of removing
foreign materials and appropriate procedures for
cleaning/selection of plant material before the
storage of the approved herbal substance or before
the start of manufacturing.

1. TEERZL. 8 L-EYEDITEAL. Sl
(X ELERIBRTIZITOEMBRE D=0 O FHHIERE
LMD AE. RUEMRERE QRS ZERIZEE
THEYLFIEETRT D&,

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 EHEARBOREDT-HIZ, FEREL, i
DR, Bl RE DM, REERE R VA=A
EDFMRESOIL,

QUALITY CONTROL

mEEHE

Sampling

RIRERER

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. ZREY.  EYVEIREIFTYETHD - EN
o, RARRIXEEDEMBEEZE T IBAENF
ANTEBLTITOZE, BN\YFIENYFIEDOXE
fEICkYERT BT,

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

14 EHERHDSERIIBETHY . BMELEE
E - g DR BT ITURE SN TULELVS S (T S
BETHD MARREEAIDERIE. HERLTLE
WEMRHOSERABETHD,

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. Eekesn=HEMZFDOPICBEAME. HEHE
DBFEDFE . AEEY. MEDOTRY—HEHR
HEBRICBVWTRBITH LN TESLSIC, REEHE
HAXEYE. EMRARG MEMEERRICT
LTHRDEMKRREEEERERIT S,

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. B, EVEREGRCEVEERROR
AEmEIE EYEERRRMERIEVEEROD
mBERBICEALT. RETHNIIREDERAD
BRICxET 5. BEE-EORFOERNA IR
sz‘/ESZL\li[5?‘?573“4!354‘/(:1;‘129’(53&;%3%%):
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Table illustrating the application of Good Practices to the manufacture of herbal medicinal products o

Good Agricultural
and Collection

Practice (GACP) *

Activity

Part II of the GMP
Guide T

Part I of the GMP
Guide T

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

Cutting, and drying 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 including
packaging as a medicinal product

Rt EYHEEEROEEICBTAGXPERLTINSY,

Good Agricultural
and Collection

Practice (GACP) *

S

Part II of the GMP
Guide T

Part I of the GMP
Guide T

HEY). B, B hREORIE., REX, I,

RO DRI

WY, B B KRBT WY ORI
*

DD DIEY EFE +x

B, D OMNI, EmHh o0, EEYE
DR D E. FEE., BB TR

ERLRELTOARZEDHEI~NDSHEHM
I
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BEK(10) PIC/S GMP HAKRSAY FHRYHIR11
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COMPUTERISED SYSTEMS

avEa—SEY AT L

PRINCIPLE

[ &l

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.

AXEIICGMPOIRHNEZ(THEFD—EELTHE
AEhda o 1—2b AT LD ERREIZERT
B, AVEA—BIEL AT LTV I I T RUV/IN—F
DIT7DERBEZN—ARELT>THEDHREEFET-
TEDTHS,

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

TIVr—2avEN\)T—rFBHIE, SHITITIY
TSRS IF R FERZB-LTNDIE,

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

aAVE 21— R T LNFEHREICER->TH#H
TWAIEEIZIE. ESnRE.,. TRREE, RERT
DIETHH-TIFESLEN, EFEMEIEDURY
MNEEMLENTE,

GENERAL

—fREIE

1. Risk Management

1.YRIT RO AR

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

DRAGIRDANE, BEOREM. T—2D%EE
M RHRORETERICAN, AVE1 LI RT
LDZATHAVINERIERTEHIE VAU
DAURD—EREL T, NYT 23V DEEET—4
DEEMDFIBTIEEHEL, XELF-aVEa1—
B AT LD RFHEICEDNTITICE,

2. Personnel

2. B8

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

TOeRA—F— VAT LA —F— HEAFEA.

ITHMLEEH LD LBEEDH S8 (ZF 1% HES

BOHDHE, EHEL. BY L TONEBHFEITH

zy;%&ao)s WU EEN. TOEALAN)L, BRFELEE
E D&,

3. Suppliers and Service Providers

3. g FELY—ERTANAE

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

Y—RI—T—BIZXHRBEE ., S—EXTONS
AHEAVE 1= AT LB WIEELI-Y—E
A T—20NEBD=HNDY—ERERME, 1A —
JLOIREBERE. &N N\UT— RTFEEBIZ
L E—FT7VEREZRABELT) . EH, #iF9 57
HIZFESHE, MG EFEEY—F/\—T—DREIZ.
ERXGZHAFEEERIELLT . ChioD2HIc
. —FN\—TFTy—DOERXORELREHEZSL
ELITERMERIRICEEL DD EHTT 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 HIBHKWNMIH—ERTONAFTEEIREZDH
HEDRENELEEEFITELGERTHD BZED
WHEEIIYRIEEMERIZT 5L,

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

33 MERDERZICETHINEL, A—HF—DEKRSE
BT LRI H-OICREEZ(TH1—
H—HBETDHE,
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3.4 Quality system and audit information relating to
suppliers or developers of software and implemented
systems should be made available to inspectors on
request.

34 HIEE. VI I T RUERLTWVSAV AT A
DREEICEIIREVATLRUVERIFRIZE
REDERILHYRE., BRIRTEEHLII12T5HIL,

PROJECT PHASE

B 5 - 1R B B B

4. Validation

4. \Y)T—3Y

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 NYT—2aVDXERVREZEISATH (Y
IWDEZHTHERMEEMEET S, HEEHIE. Y
AUFHEEEICL-, E#E, Jota)L, FREE,
FIEE. LR FELETEDLIIZTHIE,

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

42 N)T—2a 0 XEICEREHERHE (ALY 515
B)RUNYT—2av D IRRTED LN &I
HIoHmEEESHDH &,

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

43 FRTDEHTHVRATLEGMPTREZLTIVS
#fﬁ%@%%ﬁ@?—@l)x#(—%ﬁi)75“)\%?%6:

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.

BELUVATLIZDONTIE. MEA RV RENLE
|, T—ADBN MDD AT LEWIETIEEDA
UB—IDIARZH LGERTWARTF DU AT L,
N—RY9T7 VI ITTORHBEZFHEDORERR U+
Fa) TR FEATESLZE,

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

44 BRBIEAHFREZL, AVE2—MED AT LIZE
KEn-#eEF R L. XE LSz RV R
UGMPADEEIZEDINTIE, A——EREIF
. 47949V EBLTEMAIRETH D&,

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 MEEZFTH1I—H—(F, BYLREEEVX
TFLIZHS T AT LDNRRESIN TSI EZFRET
THHD. HoWHRZLULTIEELTHELDHI L, HiE
EEEYIFEHEET HL,

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

46 FRERWMIDRETAXEN -V Ea—51ED
AT LON)T—23V[CDVTIE D RTLDES
A7 A4ONEBLTCRERVMEEIZOLTRLN
FHEIFEXICFHEL TREZRILT 5=HDT
BAHLHIE,

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 BYLEREBRAERVHBRTEOIENE RS
EHFICORTL(IB)NSGA—ADRFE. T—4
DERERVIS—DHRVEEETSHE, BT
AMY—=ILRURERIREIC DO TIX, XEL-E
HEHEDHFEREZFRAEL TSI,

4 8 If data are transferred to another data format or
system, validation should include checks that data
are not altered in value and/or meaning during this
migration process.

48 T—REHNDT—HTF—TIPRWNTI AT L
[ZEH|T BIESIE. NYTF—avizBWTlE, 7—
ANZDBRITUREDHEIZ. ERV ./ RITEKRIAZE
o TWEWLWADEREED L,

OPERATIONAL PHASE 12 FR ER B
9. Data 5 T—4

2/5




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.

MO RATLTIAVEL—2ZHANTT 42 EHT
BaAVE 31— RT LK VRIER/MNZT 51=
HIZ, EETEEBANRVT—20NEDI-0 D&
PLEAREBEEFESL L,

6.Accuracy Checks

6. IEMEMEDHESR

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.

FETCAANINE-EELGT 2L, T—2DIEHEHE
[CRE9 % EMEREFTHE, COFEZIL. BlDE
EER NI T—rENF=avEa—4F AW :=A
ETITO>TELX AL, VAT LAIZERSTEHLME
RERICANSN-T—AOEEELEY 555
RIXVRIIRDAVNTIHSCZE,

7.Data Storage

1. T—3DRE

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

11 T3 YEZMAERUVEFMAEIZED
THEEBEEHNLTIHE, BESN-T—R2ET7TIEXR
DLOTE, a5, EHMERERTIIE,

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.

72 I RTOZET—EDERML/ NNV ITVTELT
STEIN\VITYVTT—ANTEHEEEERD
T—REREFETBEEHIE, N T—1 a3 THESEL.
FEMICE=2—FBHIL,

8. Printouts

8. ENfil%

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

8.1 BFHICEEBESN =T —2DEERIZENRIL =&
KEAFAEEIZT S,

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

82 N\ FDHEEHIET DELEN=HIC. AT
IWDADLREIZ, T—2OWAIGEEE R MNERSN
’Clg?#&%\’éﬁ:ﬁéEﬂlﬁl'llfF%’&{’E&’G%%)J:iI:L,
THLIE,

9. Audit Trails

9. BE LIS

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.

JRAFHEERIZL T, HoWPAGMPLEDEE RV
HIRRDEEFEDERZ L AT LIZHANDZEEFEE
FBHE, (VAT LIZHAENT-TEEFH I THS
Z&L)GMPEDT—ADEBH LIZHIBRDI=OD
BREXELTDIE, EBIEMIIAFTHIEN
TE, —BRAICHMYPTNWEXICERATRETER
MICEBETIVELHD,

10. Change and Configuration Management

10 ERERBERTENDEE

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

AT LOBEREFSEH-OVELA -2V R T
LDERILX, EBRSN=-FIEICK-TEEINT=A
ETITOCE,

11. Periodic Evaluation

1. EEMGIRE

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.

AVEA—MES AT LIZDWTIE S RATLOER
HIREBZRS . M DOGMPIZE S LTV SMZHER
BI=ODEHHLEREZTICE, TDISLERE
(T, BETHNIE, BB DECER. BFEGEEK, [
@, TYTTL—RDERE, 1. S5, %)
;%&Z&ﬁ/w T—avDRABREEDRIREE
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12. Security

12. %274

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 AVE1—RIES AT LADT HERZHEREZES
AZONT-EEXEBICHIR T H5-ODYEHRY X
LRENEEEERITAE, VAT LANDFERA
HNEFHTHEUEAEIE, F—. /8RD—F, /X
—KRIZ&BBEANTI—K, £&KEE. avF1—4%
BERUVT—HEREEEADTILRFIEZEDH S,

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

122 X)) T4EEBDEEIX. avE1—421EP R
TLDEEE(ZKD,

12.3 Creation, change, and cancellation of access 123 PO RERDERE. TE. SRRFEHRT H
authorisations should be recorded. &
12.4 Management systems for data and for 124 T—ARUVEHEDEE S AT LIL, B LR

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

EFED VAT LADTORREL, T—R2EFLEEL.,
X FHIBREIT R EBEDBERANZFEIERT DK
(2Rt 52&,

13. Incident Management

13. FHDEHE

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

VAT LADEEEFIERVOT—2DRYEITTEL, H
bWAHEREEELTMIHL EXLGERDIR
AUGREEHEL. ENERICZERE - FHiE
BEEY EIFHIL,

14. Electronic Signature

BETES

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

BEFEHFIVEL—FERNV-ELATED. B
FERIEIUTOREYTHS,

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

a.

SHATOFEZDELELRALHANHS

b. be permanently linked to their respective record,

b. EEEEMNFET SHRY. B4 DELHFEEMT TS

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

c. BREIT-o-BREET

15. Batch release

15. 7\ F D HEHIE

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.

HERVN\YFHEADEERKICOVEL—FVRT LA
#FRITHEEE. HAHEEDH /Ny FHED
HEDHEREZRD., \yFOHFTHWNIHIEETTS
e EZREICEALEEFT 58, LT
EREFERTHL,

16. Business Continuity

16. BRI

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.

FEIREFZYR—ITEa0E2—2{RTFLDE
HEDT=OIZ, VAT LOBENFEEL-BEDT
O R—FOFHGEERIITAHRANEERT S
EWBIZIE, FHBWNEIRBDIRTL), REFE
FELNMEDLDICHELEERBIEURIIZEDIE
B AT LRV AT LN R—r 2EHIZE
[GELTWVAZE, COMEZEYIXELLEETS
Zé&,

17. Archiving

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

T—RET—hATIZRETHENTES, D
T—RIE. TOERADLPTE, Al5%1E. T2 tEHE
BIBIE VARATFLAVEA—SADEESLNETO
GSL)IZEBLHIGEIE. T—RETDRENZE
RILEET S,

GLOSSARY

FAE

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

TV r—ay BEDHEREEZRBET LTIV
7T_A// \_I:rbITo

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

FED A/ HARITARSNF-aVE21—S{EV R T
L BEDFEEISET HRIITERIZFRE SN
VEaA—BRIES AT L,

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

MRDV IS I7 EEMICAFTEDY IR
7. ERBAMFILERDI—Y—IIIAENS.

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

AV ISR OF v : 2T —=0) T 7 RU
ARL—23V O RTLGEEDIN—KDOIT7RUYD
cox 7, 7TV — a0 HeESE AT EMATREIC
A3

Life cycle : All phases in the life of the system from

initial requirements until retirement including design,

specification, programming, testing, installation,
operation, and maintenance.

ZATH AV ERET B TR SLER. BHER.
RE., B RFEEZESOL. VHADOERBEDN
LREFTOVATLOMALARICE T 52K

Process owner : The person responsible for the
business process.

TOERA—F— EBIHLTEEZESIAY.

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 LA —F— a1 BRI AT LRV R
TLEIZHEET DT 20X T(OFRM. &
VRSFERICRHLTEEEZES AND.

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

Y—r\—T4 BERE A MAREICRVEREE
B EIK,
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BEK(12) PIC/S GMP HAKSA4Y F7HRvyHIRX13

JRXC

FER

MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS

RREDOHE

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

ABBREIEERGMPORAILFHEMA MRS/ EE
SFLTEETBCE MDHAMRTAU TR R DB
ERREICIECEYICEE T HE, FIBEIZDOWNT
[T, TEEOMBOEMIZHESI-ERICIHLTERIRT
HHZE RUEGZDORRERBICELI-EDTHSZ
EDBNETHD,

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.

BERICPVLDTIEEMENE-EERTABEINSGES
[CLEER LHRERE (I 9B RO EIT B AT HEMEAY
H5. BRERE~ADCGMPOEA L., #HEEEN R
JIZBEINENZE, RUSE YRR ERLE(ZH
KITDARNEREME. MBEXITEMICL>TAHER
BIENREINBNCEERIETH-HTHD, [
BITAREMEADGMPERIL. B—DXITE
o= AR THERAIN-RICABRED/\YFRIT—
EMETRTE. RWAREDRRBEREICHITIE
Egﬁngjc%ménIEéﬂl:'éhé:&%ﬁ%ﬁ‘é
=8I(Z o

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

ARENET BELEBRBEENDLGNIE. B
BRI RREEI CTHA-DIZBET FAUN LRI
BOTLEICE, EEAILETRIEDERALITL
EHAHE, BMURITRBRBEDOREREER DR
IR RTHIEMNL, TREICHELIVEHTH
%, BITEREDENOEMICE T HFEMLATI
DETE RALETOER/NYT— a0 A HETL
BLWIE, RFBAESh—RBEENAMA LN
RENMEASNDEREELAH D,

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

DX ELTARBREADGMPERAZELICIE
L. BEINFESNTWIBENDETHD, T
BREOLEFZEVETOARBEEERIZDNT
%ﬁéﬁ&%ﬁ@“éi’asﬁmﬁ%&mﬁIEH’E%#‘M\E
—G o

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

SLEERICBVLWTIY—EBOEMIENMERL TS
O BOTHENERES AT LARDLND,

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 D ALREBREMIGDIER. B, RANICE
FRHAZVRAELEATEY ., GCPHARS A%
igé:‘:b’s(a ENLZEDECHLDELTRE T

Notes AR
Non—investigational medicinal product ERBRAEER
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Products other than the test product, placebo or
comparator may be supplied to subjects
participating in a trial. Such products may be used
as support or escape medication for preventative,
diagnostic or therapeutic reasons and/or needed to
ensure that adequate medical care is provided for
the subject. They may also be used in accordance
with the protocol to induce a physiological response.
These products do not fall within the definition of
investigational medicinal products and may be
supplied by the sponsor, or the investigator. The
sponsor should ensure that they are in accordance
with the notification/request for authorisation to
conduct the trial and that they are of appropriate
quality for the purposes of the trial taking into
account the source of the materials, whether or not
they are the subject of a marketing authorisation
and whether they have been repackaged. The advice
and involvement of an Authorised Person is
recommended in this task.

BERE, TSR RIEBELUNDHEF|HIARERES
MOEERBE AN BB SN D, TDLIGHEAFE., F
B, 2T XIEAELOEANSEERADXIIHEFT
FEYMELTHERASNSAEEELAHY . RV XIEFK
NIEEBRNEEBREANEINSIEERIT 51=0IC
WHETHD, TEREFIEBFHRICEFET S
F=OITERERFEZSICHOTHERT HIENTE
B, INLDEFNLABREDHEEICEFENLGTLED
THY. BREKFEE XL EREMICL>THIGSN
SMELNGL RERIKBEE L. ThoDEFIA A
EREMEDEFul [TZR LB ERIZHK-TLVDI L.
EMBEORETEEZELTREROBMICEBLLE
NEmBEEETLH L WERTARBEREIETH
SHMEN. RUBAESN=HDOMNEID ., ZRET
THIE ARENHRERTRBOFRTHLIMNE
M, F=-. BEEINTWS1LDTHNIL, BRERIKEE
FHIX. AREIIARREERT 5-ODHFAIZZRD
B BB TSI L. M OARRBREDIERE
ZEICANTWSAREBEOBMICEBSLAEIEY]
THAHIZEERITHIE COIIGEFIZBENT
L. BEHIEEICKDTRNARESELHESN

Manufacturing authorisation and reconstitution

B
%EE#‘I&U?&%FH@EH%

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:

%ﬁ%éﬁwzuﬁﬁ DHEELE DT TN .
’a RIS EEDOR LT IIEE, FFaI2it
Do Lyb\l,:mEfF‘Il;t;csc'—-?mf:&)@%ﬁ%l:l;t%*é
NTWEWL, COREDB ML, HE5DF-HDFAE
[TUTOERIIBELTERTHE,

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

BEROERE~NDENDEED-HDRBRED
@ﬁ#&U\ /ﬁ%j—%)ut

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

%*L’&Tx%?‘é BRIT. BERIELTOMDYMEL
/\ s/l:l %ﬁ%é%gax‘i/hbm—a-égt

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

?x’a_-o)f'&')@iﬂizli}’ﬁ‘gﬁ;?'é"éizi_?éf'&)@ e
MEREEL OO DEADEET H_ETIER
L\

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

BREDEHORAREERSNDTIEDHIC, FBEBRE
NHEELTULRITHIEESL,

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

BREDE-OHOHAEE, TESRYIREDE
BINEEsin,

BIZ1TH

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

AIRIE BBE IMPEERVAREREE
X IFBERE MR TR ARG EXEICESR
LA b (A ATV A A

GLOSSARY
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Blinding

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

B#R(E)
—X(FZHEEH UL DRRERE (HK) RS
BOET T THAN TELRVREBZE DS HE, — &
BREBEFRENBI CELVIRE D LETE
Y FEZEERIEEERERE. ABREM. E=
—HBYERCGEICEY T —2ETE L NE ST
(TZHA TELRVREBDCEEIET  JREREICAIL
T, BRITBRIKEEDIERICHKE>TREREDH
AMEERMICRT CEEREKRT . EROFARIELE
BRILBBREDIEARZANT LEEKRT D,

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.

}n%ﬁ
BERIE, REREDRRKR ., EREZMERARY X
li%d)ﬂﬁd)%jﬂ%ﬂ’ﬂ’ﬁﬁéﬁﬂﬂlb XIFHREES
BE RV RITBBREDRMERERBOHLH L,
&U/Rli BEXIIZERLULDOBREDR
\ﬁ fhu%&”%hﬁ% ;ﬁ)‘jﬂitﬁé'lﬂi%ﬁﬁmu
?‘é&,\l“ FETHELEEZERLTLS,

Comparator product

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

o FRE
BRICHVTHBLLTALSARE R IGH L
(FahbEHBE) . BLUTT TR,

Investigational medicinal product

A pharmaceutical form of an active substance or
placebo being tested or used as a reference in a
clinical trial, including a product with a marketing
authorisation when used or assembled (formulated
or packaged) in a way different from the authorised
form, or when used for an unauthorised indication,
or when used to gain further information about the
authorised form.

JABREE (BeF)

RERICHE éhéKli‘TﬂE&L’CFHL\B*L%J,ETEfFﬁﬁ
(J?E)Xlijbt‘l'\@izﬁ'l’&?aﬂ' E. BAEH
FILELZDFI THERAXIEER SN S (RFME X (&
BEIND) EE RIFFABOBIVEICFEASNDS
&% x‘iﬂ%ﬁ(nm\%ﬁm OL\—C 7]”" *E%’?%%)T:
[CERAENDEEEEL,

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.

SBEREER
RBRERERNEICATAREROEEE, HL
ABACAREREFSEI B TERE N DD
F—LELTRESh A LS ARBEEMSHEH
87 LI—S—EiEL. ARREEMLHHINS
ZERBD,

Manufacturer/importer of Investigational Medicinal
Products

Any holder of the authorisation to
manufacture/import.

ARERERE RREWMAXE
SLE/MADRAIZRET HE.

Order

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

fER
HOMDABRERMZMNI, B8RV XITEE
—a—é*ﬁ_ﬁo

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.

%uufﬁ*ﬁi

AREONI. K. RBEEEAR. \VyTFHER
UEE%I RAOFMIEBDIERELZRITT SR
BLEENA2BFREZECIMOSEI7M4IL, XITis
EREEREECI7MILEZSRHLTWS—RDS
BI274)L,
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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.

mERE
BT T TINAT R DT DISBRNGERER
WRERE Z I SR X I BRBFICEIY F1T 5 TE,

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

BRI
BELEIRTELOHWEREICEY T -0EZX
AR TED) AL,

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

[iTpe
BRICBLTHETE R T 8BREO#IE
BEEREEER

DI=HD

Sponsor RERIKEEE X

An individual, company, institution or organisation ABEBORK. EBERV /XIIESHAZIEEEE
which takes responsibility for the initiation, I HEA. *i N HBE X IFEIAK,

management and/or financing of a clinical trial.

QUALITY MANAGEMENT mE e

1. The Quality System, designed, set up and verified 1. BEEEH R MIEMAEEZICKYERET. 3R, &RET

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.

SNDMEVAT A, REBREISERASNHGMPIR
B RUHARSA0EEEBLDD RBRIKEEDF
IEEHIZREEEHT D&

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

2. EARELNEEREIFAREBREZBELTE
BHRETHAN . REDTELGEELIN—HEY
TAEHRT DL

PERSONNEL

Ba

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

REBRERERBICHEITOEMA L, ABREROD
*_Eiﬁﬁﬁ@%*$lﬁlzm CTEYIZHFINERT S

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

BRI ERZVITDHNDLGNGETHOTH. &
NYFD-HODHEEELEGBEERICHLTDRI <
DEFEZRET H&

4. The Authorised Person should in particular be
responsible for ensuring that there are systems in
place that meet the requirements of this Annex and
should therefore have a broad knowledge of
pharmaceutical development and clinical trial
processes. Guidance for the Authorised Person in
connection with the certification of investigational
medicinal products is given in paragraphs 38 to 41.

BREHFEEEEIATRYIADEREIE(C
JE TEIMBUVARAT LRSI EERIITHEEH
BFAllZHY., ZD-OEFERFAFREARIIEICIEL
WHIEBZEEF DL, AREHAIAEZSICROBERE
HEEEEDE=OHDHAZVRIZDWTIEEIY T
238-41|Z1h9 3,

PREMISES AND EQUIPMENT

EYMEUHRR

5. The toxicity, potency and sensitising potential
may not be fully understood for investigational
medicinal products and this reinforces the need to
minimise all risks of cross—contamination. The
design of equipment and premises, inspection / test
methods and acceptance limits to be used after
cleaning should reflect the nature of these risks.
Consideration should be given to campaign working
where appropriate. Account should be taken of the
solubility of the product in decisions about the
choice of cleaning solvent.

5. =M. T (3hEE) . BAEMIZABRETIIERIC
RSN THE DT, %0)7‘:&5 EXELDEYRIE
R/METBZEDDLEENBCROOND, FRIE®
BEDHR. REVCHBRAEZRVERERIZETS
HBRBRRICONTIEIINASYRYDEFEE RS S
& FooR—VBEICONWTITBEYGEEET D
C& BRI ZIRICELTITARED AfE LS
EETHLE,
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Specifications and instructions

RBERVERE

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. IIEE(HERH., —XEOEMH., PEESZED
NVOBRIUICRRE M) SLENTA . TI24EHR
ERVEEEREIZITEIRYIIENICREHE
WEBRYADIE, INODOXEIXFAHRMEELT
THMICREL. REICHLTRHIRETHIE,

B R DBRFMITEHT—F. RO RUER
FRUVERALOEREEEZEEIZANTIER
L. [BIRDL—HE) TA4ZHERTHE, LWDVES
FEELFIEBZIZH->TITV. ZOFIEZCIERES
PEMFHURFEDLSHABREDREICETS
BIEEZEUIL,

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.

. EEOEELREL. EEORENSBRED S
BT ORRICRIELLEEIRAELERT S
&

Order

=N

8. The order should request the processing and/or
packaging of a certain number of units and/or their
shipping and be given by or on behalf of the sponsor
to the manufacturer. It should be in writing (though
it may be transmitted by electronic means), and
precise enough to avoid any ambiguity. It should be
formally authorised and refer to the Product
Specification File and the relevant clinical trial
protocol as appropriate.

8. IERIFVOMDEMDEE, BERY ./ X(F
ZTOREEZEFIDILDTHY. RBRIKEEXILE
DREANICE TREREHRSEREHITHLTITIC
EHETREIXEICI STV EFHLEFRICKSIE
EAHYID), LWHEHERILEITEHETHSC
& FERIFERICEARZERIT, HARRER VAR
K EERISEYICERT DL,

Product specification file

SARRE

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

9. RAMEE (RBERSR) (IR OFMRERMEICK
C. [BlROL—HEY T4 ZEYIHERLDD,
AT RHIRET DL, MR BT TROXEE
BUIE REFERTDHIE

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

-HFERA, SEMA, PRSIV ERIEY
[CERARRGMICET M EAERTT A

- Manufacturing methods. -BLEAE
- In—process testing and methods. -TREARBRETDAZE

- Approved label copy.

EABESNFERIINILOIE—

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

-EEYHRBRERAEELEME AL EET
255)

- Relevant technical agreements with contract
givers, as appropriate.

BET HRABFELDRMRN (AT HIEE)

- Stability data.

"REMET 4

- Storage and shipment conditions.

RERUVEESH
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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.

LEREOVRNE, EBEHIBBICRETH1DTHL F
I RTERELTLSED TIEAGW, SEBARI
RO ERBEIZSCTERTETHAS, b
DIERE . HAEEBIZEDIBEED/ NV FOHEA®
HEOBEYEFHEOREELETHE, TN, H
FEETENEFAHE T SBEICHERETELEIITHS
TWBZE, B -8 E TN EL--15FA TR
Ho-HAEFEEDERETIZERINDEE. Th
TSR OEHEEFRICRY DB I 7MILERE
DILIFRRBEIND,

Manufacturing Formulae and Processing Instructions

ENHF RV IEERE

10. For every manufacturing operation or supply
there should be clear and adequate written
instructions and written records. Where an operation
is hot 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. RELEEE L BB OV THEGEY G X EL
SINERRERVEHEENDETHS, BEEE
NEYRLIThEWNGE, YRA—HERRES
JM‘LU’F&?‘%Z\%I;H;L\ BERFEARRMNES
Ni=ZEE, BREAEFEDAREEEIZHAIWGNDS

ERMOXEERICE>THRICEELL S,

11. The information in the Product Specification File
should be used to produce the detailed written
instructions on processing, packaging, quality control
testing, storage conditions and shipping.

N ESRREROFRIE, TE. A% REEHE
HER, RESM. REICRIFMGEHNOHEREE
B DIRICERT S &

Packaging Instructions

BERERE

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 BRETAROBRERICEATAERIICE
'c"*l'%) @, %1—Lﬁlis nnﬁmfiﬁﬁ &U‘%%nn
%1%"“?’67‘—&)( WEGHEUHZSOHT. IR
DFIERTICHAREE T 4 &, BERSIN-BEBREDHK
ENEHTHAICLEZAREEDERBETHLHIC
TOEOICH DTN EREEZERT S &,

Processing, testing and packaging batch records

T3, R 2/ \vFicik

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 FREERICIFERECEESN-CEN DM D
LT —EDEBIERIC DOV TEHMIZE R L THEL
THELZE /N YFREERICIE, EALEFIREEES
NEFRITHLTOR L MEERL., FTEERE(ICE
THMBERD, HEHFEORAEICHFETHLIG
HEMREESHDHE,

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

14. Ny FBLERCERISEE T HRFITRES L TL
HERIEDLEEBLRETHTE

regulations.
PRODUCTION ®iE
Packaging materials DEMF

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 FRERVGEEEORER, EGsaEMMIC
KAHNIFHIONELEDEILDI=-DICHETHLE
BORBINEINTLEIZLZHLETEIAKREED
f:%@f%é:&o

Manufacturing operations

SLEEE
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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. FARHEBZEBLTEE/NSA—SEHEL, T
TENEEIEAWICIELZEETH-HIZFER
T5E EENREE/NSA—FLETIERNEEL,
FUBRHEIDRREZIS/ONT-LDEEH THHT
DREBISHTETEDLTHAS, BDELIEREHE
L. ZDHEREFSERICELN-ARIZ#EN
[SHESSED=OIZIE, BREEEEICKSTFEEN
BREMNRHOEND FESN., BEEBINTz/\TA—4
X, ZDBEATERTEIMBICEOZTELILTS
_&.

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

17. ABREQRETRRIIOVTIIEERETKROS
NBEHEETN\YT—FFBHIEFHFINTLVEN
M BEEERBIIOVLTIINYT—rETHIN ST
ENHAFEIND, BREERICHITIREIED /N

T—2avIZDOWTIETHERDEEAZE K ERLANIL
DEETERT D&, FKIC. RETHNIE, 74
IWADTEHELE  BRERVEYRHED D FHY
DARFEHEIL A/ BRED., NA(ATH/00—FARER

BEDLREMERILTAE=OI2. CORPHEOHA(5F

?L(g,—\fhu\éﬂiE@%i@b?ﬁffﬁﬂ:ﬁtor%ﬁé

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

18. INYFHAXHINSNEE BEITIED/N\YT—
DaAvIIEFRGREENFET S, CDIGEE. FETA

HEUMNETORETARKEELYS5S, L. E
ITRIRETHY . TN DA TIEIZFDOIEE 32

L—rTELDTHNIE., FERELTKLY HE LR
MEHERTH=HIZIE, KYLHDOERMTERT D
& RTAEEFHIZDWLTIEK, LIELIXRE T 51=
HDOREGRBELELGDFEESWIEEHEET

EEINLSIEND, KEBEDHBIFERUVEZLD
ﬁffio)#i@s‘ziﬁ%/ \YF—hFBIEICKRELRTE

,:ér: Aa: o

Principles applicable to comparator product

xtEREDRA

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. &G CHIREE) [CEBEMZ BB EIZIE. Chd
DEBIZE>TEGR (REBE)DTOMHENKREKE
{ELEMN = EFRIETH T —ABIZIL. B
1‘9‘:&@%@&%& INFTRASET0)EAFEL
THLIE,

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. HBBEDTDAEICEEEHSNTLLS AR
(T, AFOREHEZF-ZLAELLNLGNMEOS
BABAELEIBEICITERATEY . BELLT
BELEWNTHAS . @Y ERARE, XRED
HE. RSFERUVESFEICEHORESSE
ZREL. BBRKEEXIZOREBANRET D
& COHBRIFIEHIETEDEIICL,. ELTTDE
EOAEMHREBA TIEGLE, BRHREEER
K ENBARERS &,

Blinding operations

BRIt
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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 AREODERIESN TLDEF, BiREAERE
FSNhTLWS—AT, BEQGE. BRATOGERE
NyFEEEEHT BRI ABEORENBE
SNTWSIEERAT B-ODVATLERHT S
& F RBRICEVWTIHRREDHAMN TS

[CTEAHELIITLTHLZE,

Randomisation code

|iEAIEO—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. ABEOSEICHAWNSEEALI—FDER.
BEEE R, B A, ERIRLY. 1%”'2&513'%>~Z’LU%E1’E
AIiLa—FOREBRAEICETSFIEEEFERTH
Eo CNLDRERILBEYRTFETHE,

Packaging

a%

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

23 RBREDBEERICSVT, AKICRILEES
AV TR HRZERYRIENAHAHEELH
%, BBZTRET BV AVILBULGFIEE. 1473
=ZiE. R UERE~DBEULHFIRICE>TR
IMETBTE

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 BEREQARELESANILRRITETSh S G
LERTHERTHRBFRECLEW(AHFIZENEREH
TEHIEITEYEE)  FICHENELLTWATS
BIL RBREZFRATIEE YRS THD, TD
=8, BYICHBIFEIN-HEEICKEZINILD
INZHER . AV DVTIUOR. IEERNEEOERD
otzfc; SR JLERARFTIZ *T?“&I“%IEEEM:?%

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 B, REREDEHIER EMEHREAT
DREZELTRIFLGFHTICENMN TN LE
REET LD TRITNITESEN, k(25 E
DEFRFHPBES AN MASNTNENNE S IZH
TEHRIITTBHIE,

Labelling

KT

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. R1ZIFERT 510 3026-30DEEHANEE
FEDT=o INILRTLEWIENE HETELULE
YBIZRIE—TAEL-EFERILRATLDFER).
TEDERESINILERTTHIE,

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);

RERIKFEA . EEnnF‘ﬁ%%%"iéﬂﬂé@(CRo)X
li/ﬁ%ﬁl’iﬁﬂio)%ﬁ\ 1EfT. BERS CABRE. B8R
URRKO E*ﬁﬁﬁﬁwi EHEE)

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) ¥, R ERK. BEHMDE, A —TUHER'
?%é‘l:li;‘ﬁ%ﬁﬁ@% Mo RREARVEE/
i

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

E1.ERERICHLT, RRICIK TSR IS0

FREBREDORT/EEHANEVEE/ AfIDER
a0l
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c) the batch and/or code number to identify the
contents and packaging operation;

c) RBLBEFHANTH-ODN\YFRY ./ XIE
I—k&ES

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

d) HISEEEAGMGE S JRERER . BBREE R U
BERIRIEEOMA) R HEICT HRREEI—F

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

o) HEREHANBFS ARBES. &
Eie)

HYHIGE K

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

) SREREEID B ((a). (DIRICEFENLGNGS)

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(SRERIIERELBREEEER
[CAESNERAXECHRDOHRAZNO/HS)

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

BRAICRDIRITELDEIEES

i) the storage conditions;

|) ﬁ': S Jas

j) 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.

) 152 FREARE (e AR AEIRXIIBEIZIELT
BHERR). A/ £k, BRSZEET 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 TFEHOFOENEVGEFRICE{CEIDEE. 1=
g%iﬁ%ﬁié?&%ﬁ%b\é%l EbLIELEWVERI

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

27. RERFELARRICEATIER. RURSFOER
FBO-HOEEREDEFROEZEES (L. HER
BN EREFRRLI-R A XEPA—R DR
EZHINOEERHF- TS LIERESN TS
BIZBEWVWTIE. SNV EIZRRT BDEILALLY,

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. MR ARENFAINSEDAAET

SET AL U262 HFEL-EHMARBEIXE

BEABRERUNBEICRTTHE(EIITU29, 30
TRIRTDIEEZER . EERBRUSNTLEICK
TIDERBARICHRIBERIEIRICEEDHT- D
SETORHEFEMLTHLLY,

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. Bl HERE R ABRELXZIR 5T IEEMNE
E(Z. 0326 THIZELI-FMGEHRERAN S
HINTWANEELEYNMILG-O TS EERSEA
YTEIh, —#BITRELTHLZEIZH-TWNS
BlE. UTICTRTIEREZEZERSSR L (RIIEERS
g_%*tfﬂtf—k%ﬁ%@%ﬁ%%%t) [ZSRILERTR

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

a) RERKIEE . EXERMAREBRIABBEAIIAER
EEmD 4RI

9/171 R—=




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) s, B EFEREOBRREHKTEERS ). 1%
SHMDE, A—TVEHBROGEICITERENS
V3. Lt % Nl i

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

%W%\’:@ LEHANTEDN\YF RV /X [FTI—F
=5

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

d) fhIEREMN MG S ARG, RREMR U
BERRIEE QA R REICT DB Sk

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

o) HEREHAES OBRES. &

=
=

BINILERREE

30. If the immediate container takes the form of
blister packs or small units such as ampoules on
which the particulars required in Paragraph 26
cannot be displayed, outer packaging should be
provided bearing a label with those particulars. The
immediate container should nevertheless contain the
following:

30. LLEEZAEN T RI—BEDHEEZLELNX
l:t‘t'b/HJZGTEXE“*L%Sni"f‘ﬂiuﬂﬂﬂb\ﬁr'téﬁ
WZUTILDESHINSWNA KB ELDIEE. 2R
2k i‘fﬂiuﬂﬁﬂd)i%T’éﬁ5:t ZTDIHZETH.
—RBEIZIIUTORIEZEL L,

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

a) RERIKIEE . EEMMAREBRZABBEANIIAER
EER D £ Al

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;

o) B . 12 5428 (2 O E T WA CIERAT ) . 1%
EEDE . A—T HROBEICTARENS
IETEE I

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

%W@L‘@ FEHATELN\YF R/ X(Fa—F
=

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

d) fhISEREMN GG S RERIER, BREMR U
BERIRIEE QA R HEICT HREBREEI—F

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

o) HEREBANES oBRES. &

=
ke

BINITERE

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

instructions may be displayedz.

31. Lk L= 1EERZEBAEICT -2, R (5B
5. H5)PBRXFOEHETIRRLTELL, D
B, EERV/ XIEEZRDEDEIEERTTE

HLARETH S,

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

F2. SR AHVITRIGRE
TORMGE,

KHEBEE

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

32. B AIBERTIE, FREISTRI FMEBAZTOR
= TTDRTHAOANDEIEHET, BMY S
&o

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

) RERIKIEE . EERRAERBRAKE. BRE
B 0D 4 Bl

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

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

B HLEREREZER T H2LELHLHEFICIE.
BMORTERBREANTTDHIE, COEBMNDE
RIZIEFHLLMERHIRER RL/ N\ FESEEERL
RTITHE. MEEELOEAMNS, TOD/\YF
FEESDO LT IBERAYEEDOLICERSDZE, D
ERIIRBEINT-HESEMTERT S, LML
EEESNBEEICIE, ABRER TREERER
R DERIRRIZESM ., RIFZDOEETIZ, HLL
[T EEEMRICL>TEDERGIZEFLE
BLTHEWD, SR TEEGREE ., BB I
SNT=ARBREZA—HLUEFICIOTEBRLTELLY,
CDEEIZGMPRE|, SOPIZH->T. REELHT
(%49 558) TERSNI., ZLTEHEFUMNDA
MIZE->THERINEZE, COEBMRREZEILA
EBRXELN\YFREFEOMAIZIEREIZEERT S,

QUALITY CONTROL

mEEE

34. As processes may hot be standardised or fully
validated, testing tasks on more importance in
ensuring that each batch meets its specification.

34, RERE(ZRAIEIZEEEIATEST . T2
(2N TF—rEN TGN EN D, HERDINYFMN
FNODMBITEELTWAIELERIIT AL TH
BRENAKVEEIZLS,

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 METEIHEMBEERVERINTLDIER
EEFLTERRY &, BRNFONAEMTH 1=
CEDIREEEEELEFRT D&,

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

36. ERIESNI-RAZETHRBREOEZ/N\VYFDY
DTN OWTIE, R ELHBRETHE,

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
requiring analytical testing and release) or
intermediates, which are transported outside of the
manufacturer’ s control, should be kept.

SEm:

DB TRESNTLWSHEREER . BEME. —
REZEFECER., RITEFBHZDN\FDHLT
IV ETHD, REMEINROONDIGE. EEH
RRELRE (5, P ATEREBR R VO ERICHELLD) M
b, XIFEEXEZEDEETHCHBEITHH/EAMN
LbDEERERETHIEL,

Retention sample: a sample of a packaged unit from
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.

RiFmm:

HEROVEER BB ORRELD/ NV TFH
YRR %140)"5'/7")%.:‘6‘,%%']55’]0)7‘—&)[ RES
N5, BEITGLTHZIE, 2R, BF. INILEK
RAXE. \VTFES. ﬁﬁﬁﬁﬁﬁﬂo

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.

Z24DHE. SERRUVRERIIECTHD, 974
Hb. méfdﬂ_%z@. EBGT, FD LSRR T,
’z%nni’l(}ﬁéﬁnnliE?ﬁ’C&éc‘:ﬂ&T;tb\‘Cé‘
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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.

BERIESN-EREZETCEREDSERRUVRE
mlE. EDN\VFEEALEREDBERDT T Mo
DIgEL2E R, RIFERGPIERDLGEL25R
DLFThhARVADEIRE. RETHIE,

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

FELERBREROABTND—IRELTARBRELZETE
R A-ODARBRREELERTHET. REMS
EREITAHIEICODNWTEET S,

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

3. BEMBRUVREMDREGAII, KEELELE
EERORMBURHTESEL. AR/ICKHERFDIL
AUNFIRETH D &,

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

SERIE, RBREERTA-OIZYBICIRELE:
IMPEEIZRS T, \YF DT RTO LD
g%&_%é:E%ﬁ’rﬁ?é:&;ﬁ%%é;i(:ﬁﬁﬁ%ﬁ

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

RERDBE . XRAKICEHEYTHIFHREFES

XEENODEHE DRI GERERMLTIES. E

FRGERHFEELTRETHLEROOND, BE

?i%és AT LIET RV AN DEREEE -
Z&,

RELEASE OF BATCHS

INYFIY)—R

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

38. BEREDHE (V3 4358 (X, HfrHIE
ENEETAHIERBIEICESLI-(2V23239%5
R EAEERITIHET, LGN &, (BEIC

~

nn

LT HAEHIEE [FRBD I3 40125 FSh
BERERNIEERT DL,

39. [---]*

39. [---]*

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

* AIEHIXEU-GMPIZHEHEMNLGEHTHY.
PIC/SELTIFERAL TLVLY,

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

40. BRATETDIEBAZERED=-HIZEESNBHE/\y
FOEMILEBIZIGCUTORIEZS T,

*batch records, including control reports, in—process
test reports and release reports demonstrating
compliance with the product specification file, the
order, protocol and randomisation code. These
records should include all deviations or planned
changes, and any consequent additional checks or
tests, and should be completed and endorsed by the
staff authorised to do so according to the quality
system;

HEBRRERE. TREASARBRERVERBIRE.
ERARERAEELEELEI—F~DES
fobERTHEHEES T/ \VFiLiEk. Chod
RERIZITT R TOBRE, RFEHEHLTEERE, RVE
DEDENMERRSHBRREZEHDHE, b
DEEEIERBE VAT LIS THAEHIEE MR
SEVKRITDHIE;

= production conditions;

-BLES

F

il

= the validation status of facilities, processes and
methods;

5 lE. TRRUSITAED/NT—ar kiR

= examination of finished packs;

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

LT HIEE . MARICERIND ST XILHER
BREDHER

= stability reports;

REMBRES

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

RERVELER G DORMEARERER

= audit reports concerning the quality system of
the manufacturer;

"HEXEDREVATLICEI SEERE

* 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;

-REEELNWHICHRDIEBRENIHREZEE
YHEEMEE OB GITHRUEB/ICKoTERS
NI=CLZAIATAXE

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

YT AHSE . WERFERZED-OHDITHRLENDE
3}2$§ BEHAL-GMPEERUGMPEES DA
SEERZE

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

-HEHEENZEL VSNV TFDREIZRSE
ML TLWS LRSI 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.

LRU-EZROBEMEIAREFOREER. HiE

&, Haomiiln (BERTAES DA E.

Eéumh\ﬂli”"_lilh\)L‘%@F‘aﬁ%ﬁﬁﬂ%‘l EoTEE
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.

HAEHEZENHAHEEITOIEE, BERIN-1EHR
E—HLTWAIEEFZEEL TSI LEARIKIESE
[TRLTHE, U3 A3BEE,

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

M. REBRENELGSIGMA DR HEEEE
NEETTHE, AEINdEE, HYTH5EIC
FENEICHKSE,

42. Where, permitted in accordance with local
regulations, packaging or labelling is carried out at
the investigator site by, or under the supervision of
a clinical trials pharmacist, or other health care
professional as allowed in those regulations, the
Authorised Person is not required to certify the
activity in question. The sponsor is nevertheless
responsible for ensuring that the activity is
adequately documented and carried out in
accordance with the principles of GMP and should
seek the advice of the Authorised Person in this
regard.

42. ﬁiﬂ@i&iﬁﬁ%lh_—r'ﬂ“@ EEEXRIERTE

EHVREREEND MR TABREE HEE AR O E &AM
I:J:éh\de:%O)E"’*x'FIL & ULIEEIREITEF I
SNTWAEBRNIZEVLVTHOERRKEEICEST
EfShdeE HAREENCNOOERKETDE

RILTBEFERSNAGL, — AT, ABRIKES

([ZIE. £ FEABEYIXELSNGMPR A Z3E

BLTWAILEHRTHGEENHY. KEFIZDOIVT
HEEREEIZEBTRNALRERDBIE,

SHIPPING

[G3FS
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43. Investigational medicinal products should remain
under the control of the Sponsor until after
completion of a two—step procedure: certification by
the Authorised Person; and release following
fulfilment of the relevant requirements. The
Sponsor should ensure that the details set out in
the clinical trial application and considered by the
Authorised Person are consistent withwhat is finally
accepted by the 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. BREREII 2D HEIFIEMNTE T T5ETOH
f. ARIKEEDEET TRELTHE(IE, A
EEICKIEFTHERVARIKEEICIIEEE
BT EEREFHEERDOHEATHS, RERBEIZE
HIN-EHARVHAEEEICIYRTI SN -5
N, EEMIZYBICREIN-HHE—BTEIE
. ARIKEE IR T AL, COEKREIEEZH
= EYIL R EEHILT S L, EARMICESE. &
IR ER VAT SRR ERE O R i7%E
RO THRESN-ERERBICK>TERINDID
NEBELY, 2ERFED HATIZDLTIE, AEBRIKES
XIFREBANIZKYBEES HRBTI7MILNIZEERS
nNRETHIE,

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

44, REREDEE (FEEIERICE DS, JARKESE
RIFFDOREBAIZE>TEZON=HERIZRE-TIT
5:&0

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

45. A—KR RS D EUR O (T AERZEAVA R HE = p il
FANBESNDHENZIEARDIREEREELFIATES
FOIZFTBHIL,

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

46. BEEE R (FEMAEEICKYIERSIN =B E M
DHMBBEEREITHE BFHICZMADHEANIZD
WTRHT D&,

47. Transfers of investigational medicinal products
from one trial site to another should remain the
exception. Such transfers should be covered by
standard operating procedures. The product history
while outside of the control of the manufacturer,
through for example, trial monitoring reports and
records of storage conditions at the original trial site
should be reviewed as part of the assessment of the
product’s suitability for transfer and the advice of
the Authorised Person should be sought. The
product should be returned to the manufacturer, or
another authorised manufacturer for re—labelling, if
necessary, and certification by a Authorised Person.
Records should be retained and full traceability
ensured.

HDREBRMERMNOMDTERNBEREEZBHTHL
(XIS TR E TH D, CDBENISOPIZHES T &,
BRENNEXEOEENHIEE. EDERE
[F, FIZEABRE=F—MECTDRERREER
WEATORERHELRICEDE ARELBH IS
CEMNBUIMESI I Dl ZE T DIRD—IRELTHE
RYBDE, F-HTEEEBICKDTR NS RERD
BT RREL, HABREEICKIHEHAD=HIC,
HEXENIRETHNIMOZBIESNI-BRT
XENBIMTBHILE, BHREREFL. FL—HEYTH
ERDICHERT DI

COMPLAINTS

&8

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

48. REREDSEIZEDCEIFICEELTRELS-
LODDIAERRIL, BEEERITIHAZEER
CAERIKIES (RTS8 B THET 52
L. COBEICIX, BET DA, ARHARRUH
ERE (I T HBENGFEF T MTSE M THA

BEEELLZABROBEEENSMTHIE,

RECALLS AND RETURNS

[E] 4R &5&

Recalls

[E]4R
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49. Procedures for retrieving investigational
medicinal products and documenting this retrieval
should be agreed by the sponsor, in collaboration
with the manufacturer or importer where different.
The investigator and monitor need to understand
their obligations under the retrieval procedure.

49 RERFEDEIREZ DAY DN THXELIZR
THFIRER. HEFEXIWMARE (BGoTW
BBE)DHAT . RBRIKEERICL>TAESNDT
b AREMET=A—18 M E FEIREE TR
BENENDEBEERIILENH D,

50. The Sponsor should ensure that the supplier of
any comparator or other medication to be used in a
clinical trial has a system for communicating to the
Sponsor the need to recall any product supplied.

50. BERICHEASNAXREN (I DEREHKDH#
H"ENHMAENOLEEICEL TREBRIKEE(CE
BTEDVATLEF O TSI LT RBRIKEE(T
RIS

Returns

1R i

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

51 AEREX, AFESh-FIEEDIZHESA TN
géfmﬁ%wmwt BEEHBETIZBLVTRS

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

2. RESNIREREISAEICH A S BYICE
BINTLW O ERARERBATRET So&. B
SNEBREDEERHZEZEREITHIL,

DESTRUCTION

R

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

53 ABRIKIAE . REARY/XILREMSNTIZE

BREODHWIRLSDICEEEAT D, TDHIRERIK
fﬁ%‘blﬁﬁ%o’cﬁn“btii&bk AEREEREL
&,

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, (B F, HIRSNAREDEL. &R0
ARERERREETNTAOARSEIC AR
REEE XL ZDRBANRERLINZHBLURTT
AL, REFABREOWBENS . F—HOBR
EHEL. BEOVGHBIN DY, INSTHREIN %
ISIELHT 4 ARERERME SH L TR E Y
LABRMRMIAICCERYT 5oL, BEAMEEOR
RITOVTIE, TRCOEREBBETESHATH
L TOREBILABRKEENEET DL,

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

55 (RERRERFENS I DRE, B AYDEFEIL
DEAEX I EDZBELRRIKEENEET D
& CNbDXEFFERALIZ/ NV FRU . RIFH
BREHR. RURROBREZHEEHREHR. i
FrL—HEUTAZHERT S,

TABLE 1. SUMMARY OF LABELLING DETAILS
(8§26 to 30)

SRILRTEEDEED (£523226~30)

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

a) JRERIRAEE . E%nnf‘ﬁ%%&’%iéﬂ%?ﬁ(CRO)X
(FBEEREEND R, E7T. BEES CRERE. 55k
RURBHOERFARDE E‘ﬁ%ﬁ'ﬁ)

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) ¥, R ERK. BEHMDE, A —TUHER'
?%é‘l:li;‘ﬁ%ﬁ%@% MoRRHARVEE/H
i
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c) the batch and/or code number to identify the
contents and packaging operation;

c) IBREBEZBANTH-HDN\YFRUV /XL
I—k&ES

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

d) HISEEEAGMGE S JRERER . BBREE R U
BERIRIEEOMA) R HEICT HRREEI—F

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

%i&%ﬁ%éﬁi‘:ﬂ%%/iﬁﬁ%%s ZEUIDEA XK
=

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

f) JREREEM DB ((a), (DEICEFENLZLEE)

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(SRERIIERELBREEER
[CAESNEHRAXECHDHRASZNO/MSD)

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

BERAICRDIRITELDEIEES

i) the storage conditions;

|) ﬁ‘: S

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

) 152 FREARE (R AR AEIRXIIHEIZIELT
BAERR). Ak, BRSZEET 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 TFEHDOFOENEVGEFRICE{ZEIDEE. 1=
g%iﬁ%ﬁié?&%ﬁ%b\é%l ELELEWVERI

GENERAL CASE
For both the primary and

— T —XTOIRILETR
NaAREEEBTHROWAIC

secondary packaging ( § 26) K (EH3226)
Particulars <
4 \ T
Fto k a'to kb DEIE
PRIMARY PACKAGE —RAE
Where primary and secondary —RAZERVZRAEN

packaging remain together

a’b’cde

tyRZHE-T

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

6,78
ab cde

—Ra%
TJYRA—EAER (T/MaZai=yk
G EVER

6,78
ab”cde

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

ES. BREERICHLT, RARICET TSR 1K
RBREDAT MURZEHERVEE/ Hifi1ERTL
TWAithzEH T,

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).

T4 REBRREERRFER. RURSROERMED
O EEREDEFMOEREES T, WERENEF
MR D/NEECH—FDRBZEZIT TS, W
[CCNBZEERFOTLALIIHERENTNSD

TNV LEIZRTRTDIRERGEN, (£923227)

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

E5. SAEENEIaV26ITFIB SN TIVSEEMER
BREEL LS,

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

E6. Him CRBRE) | RKRABRERUVRIBRDOERHA
f&é?;:&ba)Ii@%ﬁﬁ‘ﬁ@&ﬁﬁ&%éﬁ%%li’é‘bé%
R eAYAN

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

T IR ERIRETEODOEKIRS DORREXRRSVE,

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

I8 ERMDFIME VR EEDEFITERET,
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