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1. AT % - |1. INTRODUCTION
1.1 Bay | 1.1 Objective

AXNEERMERELTFRLAT & This document (Guide) is intended to
Ay B UG REFRE | provide guidance regarding good
BHomERTRGENRER . manufacturing practice (GMP) for the
manufacturing of active pharmaceutical
ingredients (APIs) under an appropriate

system for managing quality. It is also

help ensure that APIs meet the

ARBET E THS RERMEZR )
Bl s £ E s R ERGE S EHR K
Q8BRS TR SEEH - RAIT 6
BREHUARBHGETHELIFE - £
WEP TR GERAE AR GEE |
PRI EREE & §6, 2 424748 B M R
HBERDEERTHREEVFAELERE

ok B 22 4 %, IR A TR AR

be 1napphcab1e modified in any relevant
annexes to the GMP Guide, or replaced by

an alternative demonstrated to provide at
least an equivalent level of quality

assurance.

BT AR ER The GMP Guide as a whole does not cover
T2 REF Rz REARL safety aspects for the personnel engaged in
AU ERE A G TIE IR B Rk the manufacture, nor aspects of protection
of the environment. These controls are

(‘*

inherent responsibilities of the
manufacturer and are governed by national

laws.




IRBEIFEEREERBRW/ MO TR
R ERHE L ARBEELE FEHA
LIRS PF/ERFTYIHET #HE
HEgRtHmisn/ Mz 2By &
B R AR SUAE P AT 2 AR R B S
,‘:&'\ o

This Guide is not intended to define
registration requirements or modify
pharmacopoeial requirements and does not
affect the ability of the responsible
competent authority to establish specific
registration requirements regarding APIs

within the context of

‘marketing/manufacturing authorizations.

All commitments in registration

documents must be met.

1.2 %5

ARBAARARERZRH B Y - K
REBANERARBEZ RS > FRWBH
ERARBIN  BERMBYABHREH
EFOSAELRET @ 28 EE AR &
REERUBRABE AWM 1 2480

o
legislations and interpreted in the GMP
Guide including its Annex 1.

B M

#772 PIC/S GMP 4} so AR HE4T 4 B2 fa' 9
KERMROHLER T ARRELE L 4
B o A2 @A Rk B, S 3 A BT S
Gy R -

This Guide excludes whole blood and
plasma as the PIC/S GMP Guide for Blood
Establishments lays down the detailed
requirements for the collection and testing
of blood. However, it does include APIs
that are produced using blood or plasma as

raw materials.




Wz ARBFARRRCE RS AR
AR A ERRR c SEFREHEAR
B ESE R HEHRRE 2 3 R0 AR
ZAFTA S ERT - TH2-3 R 64
B %R R 2 A AN -

Finally, the Guide does not apply to
bulk-packaged medicinal products. It
applies to all other active starting materials
subject to any derogations described in the
annexes to the GMP Guide, in particular
Annexes 2 to 7 where supplementary
guidance for certain types of API may be

found.

ARG A -

"R o Bt i
SR PNV Lo L T SRR

Bk Rtz s BHETRAAEREZZ
B A o

An “API Starting Material” is a raw
material, intermediate, or an API that is
used in the production of an API and that is
incorporated as a significant structural
fragment into the structure of the API. An
API Stariing Material can be an article of
commerce, a material purchased from one

or more suppliers under contract or

- commercial agreement, or produced

in-house. API Starting Materials normally
have defined chemical propertics and

structure.
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gl

The manufacturer should designate and
document the rationale for the point at
which production of the API begins. For
synthetic processes, this is known as the
point at which "API Starting Materials" are
entered into the process. For other
processes (e.g. fermentation, extraction,
purification, etc), this rationale should be

established on a case-by-case basis. Table 1

gives guidance on the point at which the

BRI ARERE 2B o) GMP
HANZEFEEHR/ KRR
T BEOREHEL T ERRRLY
Mst i SRR o Al > AR ER W

EEA VR REAN-BEESE > £

b F B A PR M -

fact that a manifacturer chooses to validate
a process ste];)ff%ﬂoes not necessarily define -

that step as critical.

WIZpa T o b ~ SR ST A
IR (i~ Mwit) o BE VA
AR R AT -

The guidance in this document would
normally be applied to the steps shown in
gray in Table 1. It does not imply that all
steps shown should be completed. The
stringency of GMP in API manufacturing
should increase as the process proceeds
from early API steps to final steps,
purification, and packaging. Physical
processing of APIs, such as granulation,

coating or physical manipulation of particle

size (e.g. milling, micronizing), should be
~ conducted at least to the standards of this

Guide.




AREFRBAAREZ TR EALLRM This GMP Guide does not apply to steps
EANRRZATHT R - prior to the introduction of the defined
"API Starting Material".




Table 1: Application of this Guide to API Manufacturing

A—ARARAENENE Hs

Type of
P . Application of this Guide to steps (shown in grey) used in this type of manufacturing
Manufacturing
ity FREA ﬁ%i%uﬁiﬁ éﬁmﬁrﬁﬁ
Chemical Production of the
Manufacturing - | API Starting
Material
B AR
LZHig
e L&
API derived Collection of

from animal

organ, fluid, or

mixing, and/q

R initial
sources tissue .
processing

BEHRBRIT | BF M RER
EX YLy 18412 fo T
API extracted Cutting and
from plant

sources

B AE 1 R R

Tty SRR}

Herbal extracts

Collection of

initial

used as API plants | ) exiract;

: extraction co
GEY LT 12 . L S e
PN TTEI T T S i £ *-fi@;&*
i T RN i
API consisting | Collection of ‘I _Phy_sic'alr‘l_ ERE
of comminuted | plants and/or Cutting/ processmg,
or powdered cultivation and comminuting “and- :
herbs harvesting packaglng ‘.




B A AR
Z 5 R AT
R by R B

kK A/
RIFF HHRAM

Biotechnology:
fermentation /

cell culture

Establishment of
master cell bank

and working cell
bank

fElm R T
EBIT B e et
2T R S )
: 3
“Classical” ‘ . .
. Establishment of | Maintenance of |;

Fermentation to 2

- | cell bank the cell bank
produce an APL
AR A ESE UL | fmBa Rty S o IR R )

#

£ ERWE

Increasing GMP requirements




g A 2. QUALITY MANAGEMENT
2.1 RAR 2.1 Principles
210 B EAL YR 2 AMAABGE 2.10 Quality should be the responsibility of
1E all persons involved in manufacturing.
211 B KBRS REYRTHA XY 2.11 Each manufacturer should establish,
mEER ARG P AL - document, and implement an effective
ABROSEEMREABEHEAR system for managing quality that
HEHEE o involves.the active participation of
' ent and approprlate
212 RHRELBR AL AEERME - £
FABAER RRLEHIEE
DR ECH LSBT RAE
ZRAEROEC - FHRBEH
MZAE R R B AR R T
e
2.13 2.13 There shoulg;:e‘be a quality unit(s) that is
independenf:of production and that
fulfills both quality assurance (QA) and
quality control (QC) responsibilities.
~ This can be in the form of separate QA
and QC units or a single individual or
group, de_pend'ing upon the size and
structure of the organization.
2.14 HAT P R A BB B eI A 2.14 The persons authorised to release
JEFIE & - intermediates and APIs should be
specified. .
2.15 #R 75 HAEAEMAETRERD 2.15 All quality related activities should be
AT hu Ll e 4k o  recorded at the time they are
performed.




2.16 SLBR AR ZAEATR £ % JE Av 2L 3L
b3 T LB A - BlsEERIIR 2R
mAEE o AZAERELLEHRET
LA S AEAL -

2.16

Any deviation from established
procedures should be documented and
explained. Critical deviations should be
investigated, and the investigation and

its conclusions should be documented.

217 Bt se &l B0 E X RS
MARHATRER » BB AEE
o A AR E A (Blde 42 5 10.20
e Py L &Y R BRI BT AT 0 AL
R R P R E AR ARG AT R
) e

217

No materials should be released or used
before the satisfactory completion of
evaluation by the quality unit(s) unless
there are appropriate systems in place

w: for such use (e.g. release under

2,18 #EFHMAKRE - B E GMP &
%~ F TLIBAL R AS B 64T B (7 4o -
BEEHMZPHF - SRR ETK
W HIAT 08 IR B AR R FIE
koA B EEZHT - '

2.2 Respo_ilsibilities of the Quality
Unit(s)

2.20

2.20

The quality unit(s) should be involved in
all quality-related matters.

221 REFRREERMEAARBT

2.21 The quality unit(s) should review and -
A B 8938 F A approve all appropriate quality-related.
_ documents. |
222 Fah R EEAZ EEMEARIEE | 222 The main responsibilities of the

HE BT - R EREE
BHRA BB LA ERSRNT
7l &4 ¢

independent quality unit(s) should not
be delegated. These responsibilities
should be described in writing and
should include, but not necessarily be

limited to:




1. BATRIE R /B FTE BT o AT

1.  Releasing or rejecting all APIs.
CRIER/EUR TR EAME AR S EE Releasing or rejecting intermediates for
Wz ey ER - use outside the control of the
manufacturing company.
2. BIABATRIER/BEBRRN - PHAE | 2. Establishing a system to release or
- AR AR TR AL - " reject raw materials, intermediates,
‘ packaging, and labeling materials
3. ERMBEMITES A BFEOLK 3.  Reviewing completed batch production

BEMEEET BRI M RULRE
BE B ko

T

and laboratory control records of

teps before release of

5. BMEFAEREREETHZEL .

6. BEAHETHANRBERESY
6P A AR ”

7. BARCHATNEE S (B RBH)

(self—inspecg ns) are performed

Approving intermediate and APT

contract manufacturers

Approving changes that potentially
impact intermediate or API quality;

10. F & AL EEBTE 10. Reviewing and approving validation
protocols and reports
1. #fr T LY REERE 11. Making sure that quality related
3t A - ~ complaints are investigated and
resolved;
12, BEARAE FI A 20 A S oA M3 SRR IE 12.  Making sure that effective systems are
BlSEME sl - used for maintaining and calibrating
critical equipment
13.  Making sure that materials are

13, ZE AR R bt 42 38 38 F R B 3R 3R
HUER - ' '

appropriately tested and the results are
reported

-10 -



14 BERE R R R/ R A BT R
EMAZEHEEHIFLEARAIN
F A B BT RF

14. Making sure that there is stability data
to support retest or expiry dates and
storage conditions on APls and/or

intermediates where appropriate; and

15. BT A AL THH(oE 25 HFa 0

-15.  Performing product quaiity reviews (as

) defined in Section 2.5)
23 4 ey EiE 2.3 RGSIZ‘)O.II'Slblhty for Production
Activities

HAEREYEEREANETHHA > &
B 2 RSRP T FIAE

The resp0n51b111ty for productmn activities

1 HEETREARITFE - HAER
HHTEMRENENE LR

»{-(\u

2 KBIEAEEZISS  AERRE
ROWAEAETHAY -

3 EEATE R
hinsk LT

3 Revieﬁving sproduction batch records
and ensuring’that these are completed

and signed.

Making sure that all production
deviations are reported and evaluated
and that critical deviations are
investigated and the conclusions are

recorded

5 AR A EBERBEAREY  EE
HE (o) -

5 Making sure that producﬁon facilities
are clean and, when appropriate,

disinfected

6 AEIERzRFCLEHTEREL
X

6  Making sure that the necessary '
calibrations are performed and records
kept

7 EERERERGHBBERGEFRAL
AR fe bk o

7 Making sure that the premises and

equipment are maintained and records

kept

-11-



8 HAAGETRALEE
.

I
&
N

8  Making sure that validation protocols

and reports are reviewed and approved

9 WAL HENRMHLAREY

9 Evaluating proposed changes in

BEUR product, process or equipment; and
10 #RIRE7 - RAWIFEH R LR 10  Making sure that new and, when
B BB AR - appropriate, modified facilities and

equipment are qualified

24 WA E(B REH)

240 A@E M B % GMP 2 B8] &
HRBEAR R B B AR R AT A HA 8 P37
fE -

2.4 Internal Audits (Self Inspection)

241 FEM AR EHEET A
o ERMAAHATEREA - R
B2 B BB LR e

2.5 éunua’gi“;}

2.5 Product Quall,ty Review

ST B

2.50 Regular quahty-rewews of APIs should
be conducted with the objective of

verifying the consistency of the
process. Such reviews should normally
be conducted and documented annually
and should include at least:

- BSEEAR T SIRBASERM B RR
R A -

« A review of critical in-process control and
critical API test results

o RAABER B2 P B B M o

« A review of all batches that failed to meet

established specification(s)

. HEMNBRBERFEARENBEY
it -

o A review of all critical deviations or

nonconformances and related investigations

o B \*ﬁfz‘/itﬁﬁﬂl. ZAETER
#aREt e

« A review of any changes carried out to the

processes or analytical methods

-12-



o RAMERGEZERHMI - o A review of results of the stability

monitoring program

. FEBSEEMZEE - PHAEKE | o A review of all quality-related returns,

wmE o A complaints and recalls; and
o BEMHZEEHEAR - ' « Areview of adequacy of corrective actions

251 FAgst 2 &R JERATHAE - LA 2.51 The resuits of this review should be

R B IR B35 R AT AR evaluated and an assessment made of
oo HBB EHENE G E T whether corrective action or any

PG o &2 R A6 NE A
A AT AR

revalidation should be undertaken.

-13 -




3. A% | 3. PERSONNEL

3.1 AB B 3.1 Personnel Qualifications-
3.10 EAEMEHE -~ DRAR/REHREE | 3.10 There should be an adequate number of
BEFEFTHRAGRHAR » RPAT personnel qualified by appropriate
AEETHEAMRRMN BRI - ~ education, training, and/or experience

to perform and superv1se the

‘manufacture of intermediates and APIS

3.1 $ R PR AMRRMEZHB A | 3.11 The responsibilities of all personnel
FABZHE BREBMEZ - engaged in the manufacture of
' intermediates and APIs should be

312 IREHFESARHOAER T
o AEL RS EAEARRAZ
BRFERPIEEABRABES
M= GMP - B4R i85 18 T 1% 7F - %
BIEE T -

3.2 AL

3.2 Personnel Hyg;_.ene

3.20 Personnel should practice good
sanitation and health habits.

321 Personnel should wear clean clothing
suitable for the manufacturing activity
with which they are involved and this

clothing should be changéd, when

appropriate. Additional protective
‘fH'ﬁﬁ BlE R - apparel, such as head, face, band, and
arm coverings, should be worn, when
necessary, to protect intermediates and

APIs from contamination.

322 EEANB RS G HEHE ‘1’ Fl £ 4 3.22 Personnel should avoid direct contact
RPAFLE - : . with intermediates or APIs. '

-14 -



323 B~ Ak RERRBBIAL -
FE R4 2 5 B B e 2 K45
i -

3.23 Srhoking, eating, drinking, chewing
and the storage of food should be
restricted to certain designated areas

separate from the manufacturing areas.

324 BAMRHERRSBZRELD
HRBMEGOHAR » FIFEHAT
EERBRBHEZSLTERGHE
¥ o EAABLEEAED (BHH
RAETHFORE) BRK WA
mAMAESE D BEEREREY
BHE2 LY TREERARBE

o EHER AL B/ EN AR
TR RO BREABRE
ZEZWATEREZRHESR

é‘ﬁ-‘-’fiu"\?ﬂg%i o

3.24 Personnel suffering from an infectious
disease or having open lesions on the
exposed surface of the body should not
engage in activities that could result in
‘compromising the quality of APIs. Any

own at.any time (either by

tion Or supervisory
to have an apparent illness
excluded

inclusion w

safety or qu of the APlIs.

3.3 Consultants

B e e

"3.30 Consultants advising on the
manufacture and control of
intermediates or APIs should have
sufficient education, training, and
experience, or any combination
thereof, to advise on the subject for

which they are retained.

331 WA - bt - FAA LR
PSRk 2 IR R 80 ST T A
;r? o

3.31 Records should be maintained stating
 the name, address, qualifications, and
type of service provided by these

consultants.

-15-




4. 2w 4. BUILDINGS AND FACILITIES
4.1 % #ﬁii%la 4.1 Design and Construction
410 AP R PRI EZHRRMEZE | 410 Buildings and facilities used in the
EHmRBERETERE - RHRE manufacture of intermediates and APIs
o RASH SR RSB AR should be located, designed, and
PEE S R RRARE - b constructed to facilitate cleaning,
JETacs » BB ASTERI & maintenance, and operations as
- HIHEHIERECELL appropriate to the type and stage of
WA WE L HIRMEE > AW ] manufacture. Facilities should also be
BHRLIE TR URBERERN demgned to minimize potenua.l
RETZ AW T T 1Y - :
‘Have been established for
te or APL facilities
4.11

HEEMRBEER HEERER
BB A Z 0 % R

IV Bk :’bb%&

to prevent mi; ¢-ups and contamination

Where the equipment itself (e.g., closed
or contained systems) provides
adequate protection of the material,

~ such equipment can be located

outdoors.

P&

SRR R 5 R o

The flow of materials and personnel
through the building or facilities should
be designed to prevent mix-ups or

contamination. -

4.14
KEMCER 2G4

HRATIMER  BAERTZER

4.14 There should be defined areas or other
control systems for the following

activities:

FEHATRIER Z BB e 3
e~ B~ Hh AR R TR A/

» Receipt, identification, sampling, and
quarantine of incoming materials, pending

release or rejection

- 16 -
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R & 2 BB AT B A BAT RIE R AT 2

% /A B

« Quarantine before release or rejection of

intermediates and APIs

o P EBARBKEGIE

» Sampling of intermediates and APIs

. 35

E ~

R

BB k—FRE (bl
FRIERAR) WX

+ Holding rejected materials before further

disposition (e.g., return, reprocessing or
destruction)

o EXATZRPFARES

Storage of released materials

o« A AR

Production operations

o TERREEBRBFEES M&

labeling operations; and

« EHREFE

- 4.15

BHPABRBEHLEFZER
B o R R S AR B
Aﬁhiki%%&mﬁﬁ‘ﬁ%
B RFERERAMLD - BER

RS E e EEMNMER - 5
Wy ERERMEEHZHRCR/LE
REGEH 4

facilities for showering and/or changing
clothes should be provided, when

| appropriate.

4.16

ﬁ%‘ Elﬁﬁb@%ﬁﬁ (BB
iﬁC? s BB R B ARNE T
FHOERmE(E) -

Laboratory areas/operations should
normally be separated from production
areas. Some laboratory aréas, in
partiéular those used for in-process
controls, can be located in production
areas, provided the operations of the
production process do not adversely
affect the accuracy of the laboratory
measurements, and the laboratory and
its operations do not adversely affect
the production process or intermediate
or APL

-17-




4.2 > A B

4.2 Utilities

420 RHERE BB K AR B
(Bl 5 A B EAR
ERAGL) BTRELRERE

B LEAREMRAA Y EIRBRATE o

JER BN R A SRR -

4.20 All utilities that could impact on
product quality (e.g. steam, gases,
compressed air, and heating, ventilation
and air conditioning) should be |
qualified and appropriately monitored
and action should be taken when limits
are exceeded. Drawings for these utility
systems should be available.

4.21 Aiéﬂ-*f  BRAEGHER - 2R
BEASRAASK  BLAARER
STREE  FFRARIBERN
ﬂ%%ﬂﬁﬁ'i% R RS
Ftbﬁxi?;ﬁ@ﬁ A (43
B‘T) ~ R LA RS W3 )
A o i‘}ﬁ"}? MERBRBERYE
BoRETHMNEE -
appropriate 1: he stage of manufacture.
Particular atghtion should be given to
areas where’APIs are exposed to the
environment.
4.22 o If air is recirculated to production
M | areas, appropriate measures should be
J e taken to control risks of contamination
" and cross-contamination.
423 KAMEEE 6% S B E ) - 4.23 Permanently installed pipework should

A A PR g X
%~ BHEHNAS > RERBRY
HERZ c FHRBEBRNBEM
EouBELTHAMRRMEZS
% 0 R o

be appropriately identified. This can be

“accomplished by identifying individual
lines, documentation, computer control
systems, or alternative means.
Pipework should be located to avoid
risks of contamination of the

intermediate or API.

-18 -




424 BEAKSBARBGRS BREE
AIBEE E > RAASBHFREREY
EE AL RE R o

4.24 Drains should be of adeqﬁate size and
should be provided with an air break or
a suitable device to prevent

back-siphonage, when appropriate.

4.3 7k 4.3 Water

430 B Ez WL RKEERAHAL 4.30 Water used in the manufacture of APIs

EZHIE - should be demonstrated to be suitable
for its intended use.

431 BB FEEE LS ERAKEE 4.31 Unless otherwise justified, process
b AR A M AR E
z33 -

432 BRAARE DAL B B2 Y

BB KRR RS 2
LEgk G RAEE > BAITHWE/M
SRM A BN RO TOME
Y AE S RS YOE e

appr@phate
physical/ch
microbial cﬁunts, objectionable

lical attributes, total

organisms, and/or endotoxins should
be establigshed.

4.33 4.33 Where water used in the process is
treated by the manufacturer to achieve
Mo EEEY é’HTﬁﬁ-—-f‘f’c a defined quality, the treatment process
should be validated and monitored
with appropriate action limits
434 &R BHEZHERERLETR 434 Where the manufacturer of a nonsterile
ks RN REs 1’% */r‘ AL API either intends or claims that it is

UAERRBESLE  HR&HA
ARz A RKGBERE - R4
B A Yy VAR N F R B B R B
B o |

suitable for use in further processing to
produce a sterile drug (medicinal)
product, water used in the final
isolation and purification steps should
be monitored and controlled for total
microbial counts, objectionable

organisms, and endotoxins.

-19 -




4.4 B

4.4 Containment

440 £ HBEMEWT > blee > FRER
BRTFHENLEL  BERER
EEE > BETOHERAE - ZHE
BRHBR/ R YR -

4.40 Dedicated production areas, which can
include facilities, air handling
equipment and/or process equipment,
should be employed in the production
of highly sensitizing materials, such as

penicillins or cephalosporins.

441 MREI L EFEERZ FKFLR/IR
FRBEFHEN ESRAREAY
RHEEFFTH XD HEESYE
(fl4e » F A E BER bm B F 1 b
WERE) ' LEETREERALAEE -

4.41 Dedicated production areas should also
be considered when material of an
infectioys nature or high

sactivity or toxicity is

442 BEHIZTERATE S SHE > AL
ﬁékﬁ&ﬁ%ﬂ%& @%m@

materials, et¢;'moving from one

dedicated arga to another.

4.43

Any productlon activities (including
weighing, milling, or packaging) of
highly toxic non-pharmaceutical
materials such as herbicides and
pesticides should not be conducted
using the buildings and/or equipment
being used for the production of APIs.
Handling and storage of these highly
toxic non-pharmaceutical materials

should be separate from APIs.

4.5 B8

4.5 Lighting

450 AAfABRBS BRBELHGEHR >
O EENER MR E s DR
¥ -

4.50 Adequate 'lighting should be provided
in all areas to facilitate cleaning,

maintenance, and proper operations.

4.6 75 K #1RBp o

4.6 Sewage and Refuse

-20-



4.60 AR NAL R EE RS
Gk~ BHAEERER (Hlio
B H s ERE - R S AR A8
AM) BAke -~ B RAAY
AEE - REWNEBR/REGE
A o

4.60 Sewage, refuse, and other waste (e.g.,
solids, liquids, or gaseous by-products
from manufacturing) in and from
buildings and the immediate
surrounding area should be disposed of
in a safe, timely, and sanitary manner.
Containers and/or pipes for waste
material should be clearly identified.

AT kiR g

4.7 Sanitation and Maintenance

470 FRIAMARBEH B PitgE AR
By BEEHGEERERYLS
BRFHFARFRETF -

471 BHTEBRAE  HEBEEAREZ

O BERARAEREMRBTEZEFE

L ReFE R AR kR
VAR A o

4.72

When necessary, written procedures
should also be established for the use of

suitable rodenticides, insecticides,

4.72

fungicides, fumigating agents, and
cleaning and sanitizihg agents to
prevent the contamination of
equipment, raw materials,
packaging/labeling materials,
intermediates, and APIs.
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5. Bzt 5. PROCESS EQUIPMENT
5.1 Fatdsg 5.1 Design and Construction

500 vRIEHREH E2 HERp o K 5.10 Equipment used in the manufacture of
KBEARF RPN B intermediates and APIs should be of
RKABGHME > UBEATAELA appropriate design and adequate size,
B-FER-AERZRBARERSE and suitably located for its intended
EXEE use, cleaning, sanitization (where

appropriate), and maintenance.

S11 WHpERBEES  UELBEEE 5.11 Equipment should be constructed so
M vPREHRRMENER K ces that contact raw
CRETHAMRRMEN TR intéfthediates, or APIs do
ik R A BB TR -

512 A A REALELRBBNFEER
ElRER -

513 £+ EW
FHEAGOER storage conlainers) and permanently
ERE> installed p}%éessing lines used during
. the production of an intermediate or

API should be appropriately
identified.

514 sfimthz a4 -5.14 Any substances associated with the

BT R R SRR
o H A AR Nk
oo BN AT E 0 o sh
PG UEEREHS TR AN RR
Mz ALY BRANRRAEY
BE - THF - BERARLKNH
gl

SRR LR

operation of equipment, such as
lubricants, heating fluids or coolants,
should not contact intermediates or
APIs so as to alter their quality
beyond the official or other
established specifications.

Any deviations from this should be
evaluated to ensure that there are no
detrimental effects upon the fitness for
purpose of the material. Wherever
possible, food grade lubricants and
oils should be used.

22




5.15

Ail

& iBNE o JEAEF B A o B kY
W - EE MBI GRM Rk
BT RO o EAREGE E A B sudy

¥ BT RO RRE IR -

5.15 Closed or contained equipment should

be used whenever appropriate. Where
open equipment is used, or equipment
is opened, appropriate precautions
should be taken to minimize the risk

of contamination.

5.16

WA MR E (Flio BRER
BRNRBEALK) F BAGF—F
ERHMegigaE -

5.16 A set of current drawings should be
maintained for equipment and critical

installations (e.g., instrumentation and

52

s R AR

5.20

ARG Z AR E AT
ﬁ%’t&ﬁf? (’TA fEHAER) -

utility systems).

nd procedures (including
ibility) should be

5.21

BB ZERAEMENATR P EE
%aﬁﬂ&z%ﬁﬁm,ﬁgii

wsuﬁm#-
R FERE

LATﬁ-iﬁ.ﬂ_%ﬁ

Cleaning pro ¢dures should contain
sufficient details to enable operators o
clean each type of equipment in a
reproducible and effective manner.

These procedures should include:

Rz FEEESR

Assignment of responsibility for cleaning of

equipment

AR 41 ﬁ’@%

AREAREHRER

Cleaning schedu.les, including, where

‘appropriate, sanitizing schedules

A

EEFERAMBZ R ERA  &5FR

WHER X FEBORBES L

A complete description of the methods and
materials, including dilution of cleaning

agents used to clean equipment

A
(=)

=]

WeE o WA R Rt

S A LAFEAR EAEZ AR

When appropriate, instructions for
disassembling and reassembling each article

of equipment to ensure proper cleaning

-23 -




o RATHIARIRZ B IR F R e HE 4

Instructions for the removal or obliteration

of previous batch identification

o PR H T fﬁ'ﬁ_‘fi}ﬂ AT RN Fe 45 4

Instructions for the protection of clean

equipment from contamination prior to use

o VAT AR ERMBZHFE S ML | o Inspection of equipment for cleanliness
A immediately before use, if practical; and

o HWE BUANETAKREREFE | o Establishing the maximum time that may
AT 8% 49 05 B B e elapse between the completion of

processing and equipment cleaning, when

5.22 e&f%&%%ﬁf@%%&% ~BBE A
AT REARIERREA - AL
BERAGHNBE > LEHE P

MEMREHEADEBEEZR

B E Z A ©
523 ERMBANEHANRIHA AR
— T EH &S * continuous production or campaign
EE R R Ej—jj‘fa production @f)successwe batches of the
e same intermediate or API, equipment
should be cleaned at appropriate
intervals to prevent build-up and
carry-over of contaminants (e.g.,
degradants or obj'ectionable levels of
microorganisms) .
524 FFEMRMBATR Fl47R o & & R G | 5.24 Non-dedicated equipment should be
I LUFE B 0 BB s )Liz‘i Z o cleaned between productions of
different materials to prevent
cross-contamination.
525 REMZ AR ERFREZFEFE | 525 Acceptance criteria for residues and the
B EE BPREEEALS choice of cleaning procedures and
# - cleaning agents should be defined and
justified.
5.26 WHs 2 P B4 BOH R K R X 5.26 Equipment should be identified as to its

WEHET RS -

contents and its cleanliness status by

appropriate means.
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53

Calibration

530 AR PR AHREHBLE  H
etz EH-RE-ERH-ER -
ARBR M BEEBRFA
BE E B4R & T BURE -

5.30 Control, weighing, measuring,
monitoring and test equipment that is
critical for assuring the quality of
intermediates or APIs should be
calibrated according to written
procedures and an established
schedule.

531 koA TERB] NDARENBES

B AR A AR B PUTRAARLE -

5.31 Equipment calibrations should be

performed using standards traceable to

532 MIE&ETIRE

533 Bk

WX R AEAK G
THE - ‘

534 ARERAFSREREHRS -

SRAMTREAR
RRE B RE

535 BSEMR B ZALE

should be i

these coulqﬁmve had an impact on the

vestigated to determine if

quality of the intermediate(s) or
API(s) manufactured using this .
equipment since the last successful

calibration.

54 ERLA %

5.4

Computerized Systems

5.40 $2 GMP 7 Bl & EHAL %
o #2080 R A B R T AL
WV EET-T: R L I3V F 2
M o : |

5.40 GMP-related computerized systems
should be validated. The depth and
scope of validation depends on the
diversity, complexity, and criticality

of the computerized application.

W EEERE AR AN
EHABARE B LN - AT
R -

5.41

5.41 Appropriate installation qualification
and operational qualification should
demonstrate the suitability of
computer hardware and software to

perform assigned tasks.

25—




542 BB TEREHBAERER 5.42 Commercialljr available software that

REGAE - A LKA EWRLR has been qualified does not require the
B W HBEXHRE R same level of testing. If an existing
TIATE R EERL - system was not validated at time of

installation, a retrospective validation
could be conducted if appropriate
documentation is available.

543 TRMLASKRA LT ZER - U 5.43 Computerized systems should have

b R BEANRE TS | sufficient controls to prevent
e RABLERER (Bliw & unauthorized access or changes to

STHIR TR ) HEH o BAT
R RS E ~ RATH A - %
BITRE » DAITRHBTEERA
L '

re should be controls to

544 THMCA B ZBERERMBRA

5.45 ; B 3 {545 Where critical data are being entered
; | 3 manually, there should be an
additional check on the accuracy of
the entry. This can be done by a
second operator or by the system
itself. '

546 BTHRBE T A
g~ s RRB s

5.46 Incidents related to computerized
systems that could affect the quality of

BLASREMZENES  BTw intermediates or APIs or the reliability
AL o of records or test results should be

recorded and investigated
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547 ERALASKZIS T  BERBERF
Az BEEEXEH - XHHLR
B AHBE - SRURA LK
z Lot ety AEBAAHRZ
FRESRE  LusgHRTAGF-
WA EEH A KA IR
HKRET o

5.47 Changes to computerized systems
should be made according to a change
procedure and should be formally
authorized, documented, and tested.
Records should be kept of all changes,
including modifications and
enhancements made to the hardware,
software, and any other critical
component of the system. Thése '
records should demonstrate that the

LT

RAEM AR T REEKZ AL
fekE o BABRALSG - HPmE
LHSIL & 4
b

5.48

T RELEGLERNT

549 BRTHS A SOt 0 ARAFAE AT
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6. XA Rk R &bk

6. DOCUMENTATION AND
RECORDS

6.1 XM/ Z KRR

16.1 Documentation System and

Specifications

6.10 Ay R EdREHE2 WL H M
FiR XA RARERRF » 3TE
FE~ BAERTE - AT A
AREFHFA -

6.10 All documents related to the
manufacture of intermediates or APIs
should be prepared, reviewed,
approved, and distributed according to

written procedures. Such documents

can be in paper or electronic form.

FR R SUHEZARAT ~ 1537 ~ BURA#H

6.11
B R RAREEETEE -
6.12 B IR ATA B E XM (Fldo
MG RE2ZHRE - BMAHBEZHR
A HEBEZRE - HRERZ
3R~ DIGEEE - L E Sk R
S8k MRS MEF - 3
b2 AR 0
control receords and distribution
records). The retention periods for
these documents should be specified.
6.13 6.13 All production, control, and

distribution records should be retained
for at least 1 year after the expiry date
of the batch. For APIs with retest
dates, records should be retained for at
least 3 years after the batch is
completely distributed.
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‘%%ﬁzf

WAk~ S ﬁﬁ LR LRI LA
FARAETAE F

6.14 EREAFETRENESE P T 6.14 When entries are made in records,
W B BE A EEERGS A these should be made indelibly in
P RAR R T A 0 HR spaces provided for such entries,
BXAR - RBRENZEE - B3 directly after performing the activities,
B AfIESE HRERRS AT and should identify the person making
BB E - the entry. Corrections to entries
should be dated and signed and leave
the original entry still legible.
615 EGAFRME > KX ERAIBARE 6.15 During the retention period, originals
B A 3L SR80 AR LR 8 R B IR
F e BREFUETFREETERA
— 3BE L RPHAECE 0 R R e
6.16

retained eithgr as originals or as true
copies suchas photocopies,
microﬁlm,l microfiche, or other
accurate reproductions of the original
records. Where reduction techniques
such as microfilming or electronic
records are used, suitable retrieval
equipment and a means to produce a
hard copy should be readily available.
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6.17 ¥E# ~ ¥R AEMH(L 2~ B
%o UBRBRTHLEMMEITER
M3t P OAAFAL o phih o T E R
ot > o ER TR AH KR
MEGLEY  TREERLELY
By B - AR R e o 3T
R TRAGEN - B2 FPEH
Z SUHAR B T 33 UL -

16.17 Specifications should be established

618 AXHLERETHREXE 5%
EERBEEGERES -

and documented for raw materials,
intermediates where necessary, APIs,
and labelling and packaging materials.
In addition, specifications may be
appropriate for certain other materials,
such as process aids, gaskets, or other
materials used during the production
of intermediates or APIs that could
critically impact on quality.

Ak ce criteria should be

6.2 XA ERAEM L5k

620 * ;%\ﬁﬁﬁﬁ
B/RFBE 0 R EERA Sk

6.20 Recetds of djor equipment use,

cleaning, sanitization and/or
sterilizationﬁ%d maintenance should
show the date, time (if appropriate),
product, and batch number of cach
batch processed in the equipment, and
the person who performed the cleaning

and maintenance.

621 RHEFARPL—H PR EPER |

i TREL LY
Sh R ARAE T 36 902 NE B > BIAE B
W R B - A EA
REOEL  FE - ERERE
R R A MK AR — 3
o RAFHARSG -

6.21

If equipment is dedicated to
manufacturing one intermediate or API,
then individual equipment records are
not necessary if batches of the
intermediate or API follow in traceable
sequence. In cases where dedicated
equipment is employed, the records of

cleaning, maintenance, and use can be

_part of the batch record or maintained

separately.
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63 BAt - R EY - BRI
P8 62 M8 R

6.3 Records of Raw Materials,
Intermediates, API Labeling and
Packaging Materials

630 TR Z bk 45

6.30 Recbrds should be maintained
including:

o HIERHE > HB-HRZEMN PHAE
i FETFHFRCER ST K
o LB RAMH  WHAKE KR
WA HERGERRSE (oK)
A AR R4S R e B 895
SRR A H s

o 'The name of the manufacturer, identity, and
quantity of each shipment of each batch of
raw matetials, intermediates, or labeling
and packaging materials for API's; the

pplier; the supplier's control-

RAT AL ARSI BB R 0 RAE
PAT A W

]

o SEHUR MR 2 AR R 6 KLt

« Records’traci

of materials

.ﬁﬂ%ﬁ%ﬁﬂﬁﬁﬁﬁﬂﬁﬁﬁi

« Documentation e examination and

review of AP1 la_ay__,elmg and packaging

materials for confonmty with established

specifications

ﬁﬂﬁu?ﬁﬂéﬁ

The final decision regarding rejected raw
materials, intermediates, or API labeling

and packaging materials

Mlﬁi%iﬂﬁﬁ%%_
69 4% B b 3 '

6.31 Master (approved) labels should be
maintained for comparison to issued
labels. '

-3
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64 Rt BHREE (LEREH L
%)

6.4 Master Production Instructions
(Master Production and Control
Records) - |

6.40 HFERMILRE IR 2~ > $
F-FHEMRRNESELER
REERE G —ASTE - WA T
RE EBSEFEM P A
YR AMREE-

6.40 To ensure uniformity from batch to
batch, master production instructions
 for each intermediate and API should
be prepared, dated, and signed by one
person and independently checked,
dated, and signed by a person in the
qualitgunit(s) |

641 HEBHERETR O

pduction instructions should

e Wk FRAMKXEHBHLBRA
B2 E5E (hoBAR)

iate or API being
ity cument

A TG

ik e Yo ﬁéfcﬁaﬁ% ;

A coniplete list of-raw i

intermediates de gnated by names or codes
sufficiently specific to identify any special
quality charactefi%tics;

" An accurate statement of the quantity or
ratio of each raw material or intermediate to
be used, including the unit of measure.
Where the quantity is not fixed, the
calculation for each batch size or rate of
production should be included. Variations -
to quantities should be provided they are
justified;

s R A BRREESL M

o The production location and major

production equipment to be used;

o gy A AL 04

» Detailed production instructions, including

the:
- BHEEIRS — sequences to be followed,
— ranges of process parameters to be used,

- RERZEEZSHGEE -

-32.



- idE S RAE KR E(S ) 2
WAz b AR

- sampling instructions and in-process
controls with their acceptance criteria,

where appropnate,

— AT BRI RAEE (68
Z 5B E TRA 5 R

#)

— time limits for completion of individual
processing steps and/or the total process,

~ where appropriate; and

~ fEEE iJﬂJ’—l‘*é"ﬁxiB#Faﬁﬁﬁﬁzé%/ﬁ
RFRE

— expected yield ranges at appropriate phases

of processing or time;

AR BEBAEREER AN
Mo RHBLREBRBEHHEARESL
AR '

riate, special notations and

FRIEMRBHMBZBAEES  HER
LBAM - IR TH R & R
SA BB R R IR (A-3FF ) AR
HHRAE -

6.5 bk 8ig *aﬁ

6.5

Batch Productwil Records (Batch
Production and Control Records)

%iﬂﬁﬁ&di&%l@%
%iz%%%ﬁmﬁ
:}bb %ﬁé*ﬂﬁo‘ﬁai r"%l#ri%i
B 3% 50 IR 61,5 R 52 B8
zfﬁ,ﬁ% HEHBRRE -

—_— E

6.50 Batch production records should be
prepared for each intermediate and
API and should include complete

_information relating to the production
and control of each batch. The batch
production record should be checked
before issuance to ensure that it is the
correct version and a legible accurate -
reproduction of the appropriate master
production instruction. If the batch
production record is produced from a
separate part of the master document,
that document should include a
reference to the current master -

production instruction being used.
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6.51 FHBCRF o iFdb s bk I I BUMR 5 6 it
FAMH RGeS ~ =N A NER
¥ gL F o NEREAES
BT ASARAREREH B Mg
EREREHRINBREA - |

6.51 These records should be numbered
with a unique batch or identification
number, dated and signed when
issued. In continuous production, the
product code together with the date -
and time can serve as the unique
identifier until the final number is
allocated.

6.52 MR Btk (MAHERETHE
%) ¥ L RTRE—EESR
UM REIE a4

6.52 Documentation of completion of each

significant step in the batch

s (batch production

o SR (SRH) ;

s ERZE
M AR E ) SR

HH (Pl RIEE - -%’iJfF

o FHfhkz AT GiEAN S TS
ﬁzﬁﬂ‘#mé%’%&ﬁﬁﬁﬁz
THAEMHEE 5

2
R

e Y

Actual results recorded for critical process
parameters;

o B E2Z BT A

Any sampling performed;

s BATREHET R
M b B AEZEE

Signatures of the persons performing and
directly supervising or checking each
critical step in the operation;

ﬂﬁ ‘P &-’E‘%ﬁi -Z_iﬁ']-\%,

In-process and laboratory test results;

HEBEEBRAFENERET/ AR

Actual yield at appropriate phases or times;

FRIEAHZ RN EZ CERRBHR
8 ; :

Description of packaging and label for
intermediate or API;

ol Rt 0 BOMHE R TR B AR
R

Representative label of API or intermediate
if made commercially available;
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@R ZAEFIBE BT RS - A
F (H#%) > REMZALE (oo H

W)

« Any deviation noted, its evaluation,
investigation conducted (if appropriate) or
reference to that investigation if stored

separately; and

HATHR R G R o

« Results of release testing.

6.53 AL bbb M E S SEH B2 B
e L R REASGNKNE BEXS
@ﬁﬁi%ﬁ%o#ﬁé%k@i

”uﬁiﬁéii E A
ﬁ%%z%mm

6.53 Written procedures should be
established and followed for
investigating critical deviations or the

failurq_ﬂgjf a batch of intermediate or

6.6 o % & H 4tk
6.60 TExE ﬁﬁ%%% SPTAEBRA
PAT Z Rt 7 BB/ BN oA s 1R
ﬁé%mﬁ%&%yduﬁwﬁﬁ

standards, ingluding examinations and

"\

assays, as follows:

HBH O LR
T EARABOE

A description of samples received for
testing, including the material name or
source, batch number or other distinctive
code, date sample was taken, and, where
appropriate, the quantity and date the

sample was received for testing;

L R EA— . ) S
# s '

o A statement of or reference to each test

method used;

Yo F) F kAR ARG —RBRZES

%é%&gﬁ%&i'%%%%ﬁ$
B B /&/ﬁi%’%&/ﬁ‘] EEN:ak 4

%@ﬁﬂﬁxi&ﬁ’

« A statement of the weight or measure of
sample used for each test as described by
the method; data on or cross-reference to
the preparation and testing of reference
standards, reagents and standard solutions,

-35-




EE-RMVTELE2E BRGEE/E
Meg bk - SN SRBEOLALRAT
RERBLKENE - KRS L
SHBERB LGB EHE > BT
PR 2 45 B A B s

A complete record of all raw data generated
during each test, in addition to graphs,
charts and spectra from l.aboratory |
instrumentation, properly identified to show

the specific material and batch tested; .

AR ESERBEMzmA L
0 G440 0 BRI B - IRGEY/
BE# RS h/ R

A record of all calculations performed in
connection with the test, including, for

example, units of measure, conversion

- factors, and equivalency factors;

HBRERWRER L/ TRHEEZ L
PR FE L

WEey B AR

BoAzgFALBE  BBFHRYE
RARZ M - RENT LG TR
ZHAEHNCERESE

acy, completeness, and
i ! stablished standards.

5.61 Complete records should also be

maintained for:

Any modifications o an established
analytical method,

ERERS - KE -
EZ RIMBE 5

Periodic calibration of laboratory
instruments, apparatus, gauges, and
recording devices;

e HEMBIITZAH R TIRE D QR

All stability testing performed on APIs; and

. HREHA (008) ZWE -

Out=of-specification (OOS) investigations.
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6.7 R BELHEKES

6.7 Batch Production Record Review

6.70 #hk 34 RFME T H sk i
FPRECERBIHFEERBR
REXEBRFLEBZ > AR
B 4 SRR A B R AT A
SRR -

6.70

Written procedures should be
established and followed for the
review and approval of batch
production and laboratory control
records, including packaging and
labeling, to determine compliance of
the intermediate or API with

“established specifications before a

releas d or distributed.

671 MrH BRIz ULRETRE

B sk 0 AR ROR B RHAT &,

AT B R R TSRS

M ESR2UBRTRET |

Fleesk HhBGERLAEEAR

HEGERE R E AR ZRE

FEE2Z -
following procedures approved by the
quality unif(s).

6.72 All deviation, investigation, and OOS
reports should be reviewed as part of
the batch record review beforé the

‘ , batch is released.
6.73 FriEix £ 8 3 A 4 b 6.73 The quality unit(s) can delegate to the

W B R B
FEABEESAE BRPITZ -

production unit the responsibility and
authority for release of intermediates,
except for those shipped outside the

control of the manufacturing company

-17-




7. R ER

7. MATERIALS MANAGEMENT

7.1 — &4

7.1 General Controls

7.10 JE A 4 5B k2 480 ~ 3A 9

BEME R B BRI ~ dE Rl
BRUERERGERRS -

7.10 There should be written procedures
describing the receipt, identification,
quarantine, storage, handling,
sampling, testing, and approval or

‘rejection of materials.

7.11

FREMR/RBEMEN LR &
AFEL MRS ER Y R

7.11 Manufacturers of intermediates and/or
APIs should have a system for
evaluating the suppliers of critical

7.12

B RAR B BAHRE > (&R

BERRGEZ —FR$ FHREHEK
B o

"Ma_t;c,rialj_ hould be purchased against
= d Sp - -

at from a

7.13

BE SRR ot Z A 8 7R JR SR R A 8
Wiy YRAEAWBR/SEHEY
poE3 Y S EA LR E R k]

nd/or API manufacturer.

Changing ﬂhe source of supply of
critical raw materials should be

treated according to Section 13,

Change Control.
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7.2 W R BB/ B

7.2 Receipt and Quarantine

720 e ERNERWAT 0 BB RE—
mB M AEB Y REE R Rk E LR
Tz AR (SRR ERZE
LN AR R LR e
M) S EBZRE - HEZ AR
ARG ROBE - BB T RM
B B RRH (A3EF) DA
HATE BT JE TR B/ B T ARAE -

7.20 Upon receipt and before acceptance,
each container or grouping of
containers of materials should be
examined visually for correct labeling
(including correlation between the
name used by the supplier and the
in-house name, if these are different),

container damage, broken seals and

evidence of tampering ot

AR f"
—ZT P Hik

721 BRZBHARA BAFam (Hlde
B ORI KO A
FEAR A By E 7k > 3 @R (A 8eF)
BLHAT - Ffﬁﬁi\ﬁf}? » DAL ak
dlschargmg commg materials
wrongly into the existing stock.
7.22 If bulk deliveries are made in

non-dedicated tankers, there should be
assurance of no cross-contamination
from the tanker. Means of providing
this assurance could include one or

more of the following:

o« HFHEWHE

» certificate of cleaning

o BLE R ELA By R

» testing for trace impurities

« audit of the supplier.

IB.k&%ﬁE%&in
WEEHHEH  BTEE

}81

7.23 Large storage containers and their
attendant manifolds, filling, and
discharge lines should be appropriately
identified.
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7.24 )‘?'Hzﬁ BR—BEHE (FHR)
FE LA —JE 4 A ~ bR B IR
i X REA c AT -HRZ
RE LRSS - BAE R
F-dkz kB &k o

7.24 Each container or grouping of

~containers (batches) of materials should
be assigned and identified with a
distinctive code, batch, or receipt
number. This number should be used in
recording the disposition of each batch.
A system should be in place to identify
the status of each batch.

7.3 BBk A E 2R RO BRI

7.3 Samphng and Testmg of Incoming

730 B 732 & B 0 B0 R
AT RER 0 AsEME LR
Bl—i - HusmE -2l Ew4is

FRBERE  HEBHZSWER
45 A U BRABAT AR5 -

| suppliers.

731

e
T IR
B S % 87
g -

7.31 Supplier approval should include an
evaluation that provides adequate
evidence (e.g., past quality history)

 that the manufacturer can consistently
provide material meeting
specifications, Full analyses should be
conducted on at least three batches

“before reducing in-house testing.
However, as a minimum, a full
analysis should be performed at
appropriate intervals and compared
with the certificates of analysis.
Reliability of certificates of analysis

should be checked at regular intervals.
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732 RAAHERZaVEAEL Bl
ReyE - AAENNHRDHERLR
B RS BR  RBHREN
AEFNZ S —E SR
ERAE  HERME T RATH
R -AB -BEARTELSEZ AR
Mo 0 JEA BHYIE ILEF R 63
B o 3%E BRI RPUTRG RS
JEE I B A M 3P LA UL -

7.32 Processing aids, hazardous or highly

toxic raw materials, other special

 materials, or materials transferred to
another unit within the company's
control do not need to be tested if the

- manufacturer's certificate of analysis
is obtained, showing that these raw
materials conform to established
specifications. Visual examination of
containers, labels, and recording of

bateli niimbers should help in -
i > identity of these

733 4R IE RAA I 2R LR R K
M o B AR 5 AL P B TR
2 FBOKE - BRZE B O

B ABRKESEEABHRZE

B RAR IS
%ﬁf'ﬁﬁﬁ,

sampled, which part of the container

~ to sample, and the amount of material
to be taken from each container. The
number of containers to sample and
the sample size should be based upon
a sampling plan that takes mnto
consideration the criticality of the
material, material variability, past

- quality history of the supplier, and the

quantity needed for analysis.

m4%%ﬁ&ﬁ£%mﬁim&ﬁ%ﬁ
FAT 0 BAB Ak Bk Bk
R BT REARH

7.34 Sampling' should be conducted at
defined locations and by procedures
designed to prevent contamination of
the material sampled and

contamination of other materials.
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7.35 BB LG EBENCRE - 1
LREEENFEH - OHEBRES
ZREBRETIRR -

7.35 Containers from which samples are
withdrawn should be opened carefully
and subéequently reclosed. They
should be marked to indicate that a

sample has been taken.

T4 8%

7.4 Storage

740 FH LT LG~ FH 0 A
AXFRAGFXRBEREELS -

7.40 Materials should be handled and
stored in a manner to prevent

degradation, contamination, and

cross-contamination.

741 BTG - RRETHRMES
g BAWE - BAENG
UBRFEFRERKRE -

BAEA S E ST BT YTk

7.42 be:storédundér

HFREAMASE  LRTEFE a period that have

S SRR AW RAF “E  RAAHLA
7.43 7.43 Certain maférials in suitable
| containers can be stored outdoors,

provided identifying labels remain
legible and containers are
appropriately cleaned before opening
and use.

7.44 ERAZBMRAEELEHZ R % 7.44 7.44 Rejected materials should be
ATEA A F 0 Al identified and controlled under a
g AN EE - system designed to prevent their

unauthorised use in manufacturing.
7.5 BIF4E 7.5 Re-evaluation

7.50 4iEeF 0 BORE AT B 0 g
REERZEAGHE (Bl £1£ R
BAERXEENSRHBEZH) -

7.50 Materials should be re-evaluated, as
appropriate, to determine their
suitability for use (e.g., after
prolonged storage or exposure to heat
or humidity).
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8. 4 AREREYEH

8. PRODUCTION AND

IN-PROCESS CONTROLS

8.1 A E4e ¥

8.1 Production Operations

8.10

Yot HARREHEQ R B
AR R SRR AT 2
THEXRE AEAFRLEY
W RS2 A -

8.10 Raw materials for intermediate and
API manufacturing should be
weighed or measured under
appropriate conditions that do not
affect their suitability for use.
Weighing and meaétiﬁng devices
should be of suitable accuracy for the

8.11

Bt R A B EZER MGRK
FoOBRREUEMNZERESE A
HEMAEEA THER:

o Bt AR %, 50

o MR E FIIRAS

« Receiving or con

number;

Weight or measure of material in the new

container; and

« Re-evaluation or retest date if appropriate.

8.12

MM E - FH
REREBERBZEHE
A A A E B R R R
kbR RARE > HRAEAZT
Pl 7 0 SR B 0 R o

8.12 Critical weighing, measuring, or
subdividing operations should be
witnessed or subjected to an
equivalent control. Prior to use,
production personnel should verify
that the materials are those specified
in the batch record for the intended

intermediate or API.

8.13

HAMstF ¥ RE AR RERF
FohEdl -

8.13 Other critical activities should be
witnessed or subjected to an

equivalent control.
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814 AAEMBE P2 B —HEIHAHT 8.14 Actual yields should be compared

MEB/AERBEBRMEF/AR with expected yields at designated
HEATHE - BFATHEHZANE steps in the production process.
B/ER  RBBAWNERE 4% Expected yields with appropriate
BREXNEETH R - SaH ranges should be established based on
WSS/ EReEE previous laboratory, pilot scale, or
FEATHE B ERHTEER manufacturing data. Deviations in
RouB AR R EE RBLEEE - yield associated with critical process

steps should be investigated to
determine their impact or potential
the resulting quality of

8.15 1xf{ £ T oAU HL 3 AR
Z AT B4R IR AR RATHE

8.16 TR RMBAHIEERE > BAET
EABRABBAE - RSB E X
HEE - THEHN 24 ALLHE
K AR

systems, or alternative means.

Materials to be reprocessed or

reworked should be appropriately
controlled to prevent unauthorized

" use.
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8.2 BRI MR

8.2 Time Limits

820 i E4REE T A RMRAZA

F# (LR 64141%) » BHFALEBE
Pl SREE LR P ARk e
H o e 2 RETF AL ALRS
z o FHRERKX BE-BRE (4]
o pH 3%~ B4~ R ETAREY
WAL B BA A R R B
B 2y R KA ¥ BRZ AR AN
Bz b 2 hh AR AR

8.20 If time limits are specified in the
master production instruction (see
6.41), these time limits should be
met to ensure the quality of
intermediates and APIs.Deviations
should be documented and
evaluated. Time limits may be

inappropriate when processing to a

target value (e.g., pH adjustment,

Bt — e T T AR P A
%ﬁﬁﬁk$mﬁ#T,uﬁﬁ
B 2 BAHE

83gﬁ¢zﬁﬁ&a

8.3 In-process Sarnplmg and Controls

BERTRFZHE
R e

8 30 Written procedures should be
established to monitor the progress

and control the performance of
processing steps that cause variability
in the quality characteristics of
intermediates and APIs. In-process
controls and their acceptance criteria
should be defined based on the
information gained during the
developmental stage or historical
data.
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831 P2 ABEERBRAEE » R
RN HENFRIAMREREZR
STz RREXERZFH  UA
SEREA LTz R AR
E-BRrEAGEETEHANE
HERTETREES Ak
HEESER (Bl DRSS
B o mBITBEANES -

8.31 The acceptancer criteria and type and

extent of testing can depend on the
nature of the intermediate or API
being manufactured, the reaction or
process step being conducted, and the
degree to which the procéss

~ introduces Variability in the product's

quality. Less stringent in-process

controls may be appropriate in early

processing steps, whereas tighter

832 Mg+ éd (AHaERE
) O AEEHEBRFEAN R
REGRAL G LT FMZE -

8.33

personnel ang the process adjusted

~without prlcr quality unit(s) approval

if the adjustments are made within
pre-established limits approved by the
quality unit(s). All tests and results

should be fully documented as part of

the batch record.

834 T EESFBREUAETFH - PH

W BBt R A T ik o bkt
E AR A BREFE LR E 0
TH - |

Written procedures should describe
the sampling methods for in-process
materials, intermediates, and APIs.
Sampling plans and procedures
should be based on scientifically

sound sampling practices.
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8.35 HiE ¥ MR BE M EF AT ] 8.35 In-process sampling should be
AT 0 ARy bk de AR R A AL § conducted using procedures designed
M EWRBATEZTE - BHTR to prevent contamination of the
Bl Eg 2 ey e sampled material and other |
- intermediates or APIs. Procedures
should be established to ensure the
integrity of samples after collection.
836 HABAR/EBEYEX B MM | 830 Outof-specification (00S)

e P RIR AL ZGBEER
%(mm)%%ﬁﬁ%%$%%v
R (00S) e1lE » $E

CRAR/RALEEZ B A RITH R

Ry BFEAFRER -

investigations are not normally

needed for in-process tests that are

& purpose of
d/or adjusting the

YT LT TET TR

ermediates

840 BAXMHZ B RAEAFREAK
FaAn B A 2 R A SR R B ed as the process of
&bk Lifii'*%’%’fiq’lﬁﬁ%‘k wi '
VR ok Lok R e E—
LR é’J"‘”‘Fn 7 _(4§‘H!ﬂ ’ 4}’&*—4_@

In-process n -1ng of fractions from
single batches (e.g., collecting several
centrifuge loads from a single
crystallization batch) or combining
fractions from several batches for
further processing is considered to be
part of the production process and is
not considered to be blending.

841 AFAF/EMMEZE G M lEE 8.41 Out-of-specification batches should

ﬁ%Z%kﬁﬁwﬁkﬁAﬂﬁﬁ
LA BRSSP Z iR

op R e Bayi ﬂﬂm
AR > WAL B EHORA

not be blended with other batches for
the purpose of méeting specifications.
Each batch incorporated into the
blend should have been manufactured
using an established process and
should have been individually tested
and found to meet appropriate

specifications prior to blending.
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8.42 T2 RASEEE
AT 3 &R -

JEEE ¥ N

8.42 Acceptable blending operations
include, but are not limited to:

o R ERA  BIBAME

» Blending of small batches to increase
batch size

o PR P A REREZRE MK
&AM (IREr  AMENEZ 53R
é%’kﬁﬂ' JIRA U R E R e

» Blending of tailings (i.e., relatively small
quantities of isolated material) from
batches of the same intermediate or API

to form a single batch

843%%ﬂﬁ@ﬁ%%%iiﬁm°%
AR AZIRFSBREMRKE
l@ﬁﬂ'bﬁ i(A@lﬁ‘)

8.43 Blending processes should be
adequa y controlled and

8.44 %

MRS R BA Y
J?ﬂ&.i%ﬁkﬁ A %-Z.}é-'f.ibb )\éﬁ
T
8.45
use in solid pral dosage forms or
suspensions.), blending operations
should be validated to show
homogeneity of the combined batch.
%K'J > ’\#ﬁ Validation should include testing of
BE) o critical attributes (e.g., particle size
distribution, bulk density, and tap
density) that may be affected by the
blending process.
846 RAHEEMTHRAEFRBESL 8.46 If the blending could adversely affect
AT RS R T R stability, stability testing of the final
B e ' blended batches should be performed.
847 RAPRZ KM B MM AR ADH - 8.47 The expiry or retest date of the
AR RA )+ R T 49 BH bR blended batch should be based on the

ZHBEAMITEZ -

manufacturing date of the oldest
tailings or batch in the blend.
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8.5 F &

8.5 Contamination Control

B2 R R

8.50 wAHBENTH  RGHTRAEY

KEHET BB R T EED
KB EHBEHR Y o RTH
BL3E T 2 A 4 dm 1L Aoy A5 A P9 BE L Y
G o kR G R BE M
BYR o ARG
HEIEE YT —ELHE > #
BEEFREDOKZARBRLES -
A AR AR R e R
PSR BBBRTRTER
#) 30208 PR R R B R s M d it

8.50 Residual materials can be carried
over into successive batches of the
same intermediate or APT if there is
adequate control. Examples include
residue adhering to the wall of a
micronizer, residual layer of damp

| crystals remaining in a centrifuge
bowl after discharge, and incomplete

discharge of fluids or crystals from a

ch carryover should not
{ degradants

8.51

A EFERL ab R E

ottt B AR

prevent co itamination of
intermediaies or APIs by other

materials.

8.52

Precautions to avoid contamination
should be taken when APIs are
handled after purification.
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9. BHRR M AN E KA 9. PACKAGING AND
2% 542 | IDENTIFICATION LABELING OF
APIs AND INTERMEDIATES
9.1 —f&Z#MAE 9.1 General

9.10 EH Z @A - LT RABR
A E R~ T~ AR -
oD AR/RAR - MAT O RAK
}E o

9.10 There should be written procedures
describing the receipt, identification,
quarantine, sampling, examination,
and/or testing, release, and handling
of packaging and labeling materials.

0.11 GRRAFTHHEFESREHRE
ARG ERRAOHHRTIER -
DB ERBSZHBERNAE
EH¥ -

9.11 Pack ing and labeling materials

912 MER AR HZH—RKE > &
BRFEA B TR - E
KPR ARERRIER -

9.2 Packaging Ma?érials

9.20 Containers should provide adequate
protection agairist deterioration or
contamination of the intermediate or
APT that may occur during
transportation and recommended

storage.

921 BEMAERS > B
BHEaHT AR R RS
WA AL AR
o HERBERARHA KRB ho
PR SRMCE > B F B A
SEHB BT - R
MAa -

bR AW

9.21 Containers should be clean and,
where indicated by the nature of the
intermediate or AP, sanitized to
ensure that they are suitable for their
intended use. These containers
should not be reactive, additive, or
absorptive 50 as to alter the quality
of the intermediate or API beyond

the specified limits,
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922 REREERA E 3 3 AF P B AR
FhellEE » BRARTORAERETE
F#H5 RIRRK - '

- 9.22 If containers are reused, they should

be cleaned in accordance with
documented procedures, and all
previous labels should be removed

or defaced.

9.3 F &AL HI

9.3. Label Issuance and Control

9030 EEMEFERANKEIEAEB BT
A o

9.30 Access to the label storage areas

should be limited to authorised

personnel.

931 BEER—EXMEF > UAMMIRZ
A AR RRE R - BT
PR LERTESHEEFHE
HMZAEHENHER -SEER
ETRE - ﬂmﬁé%%&gﬁm
BT

9.31

Procedures should be uesd to

932 WA LI R AL
mmmﬁLﬂ

a‘bt R A8 fif] 2 EP.

printing should be
destroyed.Returned labels should be
maintained and stored in a manner
that prevents mix-ups and provides

proper identification.

933 Reday RBH AR ofE 4

1933

Obsolete and out-dated labels should
be desiroyed.

9.34 fR MR ER R A K 8
CELES Y 4 BEE T
Z2EFABMARE SR T R

F=

L

R |

9.34

Printing devices used to print labels
for packaging operations should be
controlled to ensure that all
imprinting conforms to the print
specified in the batch production

record.
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935 #—EIRBRZ CHER - £
R ELBEGEIBREE AL
B E — RGN BRELERE
FoaspHt - '

9.35 Printed labels issued for a batch
should be carefully examined for
proper identity and conformity to
specifications in the master
‘production record. The results of
this examination should be

documented.

936 BULMERZCEHREE T B—4

REDMAM I Y B R -

9.36

A printed label representative of
those used should be included in the
batch production record.

94 K RELERBETE

9.40 A I 2 UHILE RS - K
PRAE R EAEZ 5 4 3 SR H R BAR

ﬁ [=]
9.41 BA/EE R TR - ABHILRLSE -
VAR EESRE PR E R
BHBRZRREE  BATBRRE
P 4 P -
9.42 Labels useds%n containers of

9.42

intermediates or APIs should indicate
the name or identifying code, batch
-number, and storage conditions when
such information is critical to assure
the quality of intermediate or API.
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943 FHEMRBBERTELIH
BB ERE R %éﬁ"“ﬁ%ﬂz_%%‘
HE S Bag Lol - WEF ~
45 %) B9 AR A RAEATHE B Y
FREBER LEBANERY - H
P BA Rk B EA 6 ¥ & B 3Bk
o BA AR TEEEAS
WEHEEL  $NAEBRENN
PHIAMREMNE HAKBBIE
BT AERER/ RS ERAETL -

9.43 If the intermediate or API is intended
to be transferred outside the control
of the manufacturer's material
management system, the name and
address of the manufacturer, quantity
of contents, special transport
conditions, and any special legal
requirements should also be included
on the label. For intermediates or

APIs with an expiry date, the expiry

944 EEERA > BREFSERCRERAR
TR AREBRAET —EERE
BEEREE2mMARMRECH
B o S B IR ik 2 i
SR~ BOEE 5~ R HE A
BE % % oo examination; hould be documented in
the batch production records, the
~ facility log, or other documentation
L system.
0.45 @K KKK ' 9.45 Packaged and labeled 1ntermed1ates

BR&ERETRE
o BB R B R

— I BB é*%j%éﬂi%%’t%ﬁ%i
36 oSk K F Hl sk P -

or APIs should be examined to ensure
that containers and packages in the
batch have the correct label. This
examination should be part of the
packaging operation. Results of these
examinations should be recorded in
the batch production or control

records.
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9.46 EiER YW BTS2y PR A

 RARBENES BEREHEKE
mABRE LT BRAFCELR
EA B RF CHBEZ T
FRBITHE -

046 Intermediate or API containers that

are transported outside of the -
manufacturer's control should be
sealed in a manner such that, if the
seal is breached or missing, the
recipient will be alerted to the
possibility that the contents may have

been altered.
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10. fEAFREH

10. STORAGE AND
DISTRIBUTION

10.1 B ft42

10.1 Warehousing Procedures

10.10

BABABEES Bl 28
B > 32 8RR BB ) TR
B 0306 o BRI BRI R
kb v BB GEIEA  BAF ek
1 0 S bk e LLAR TR ©

10.10 Facilities should be available for the
storage of all materials under -
appropriate conditions (e.g.,
controlled température and humidity
when necessary). Records should be
maintained of these conditions if

they are critical for the maintenance

10.11

BIER A A A L TR B/ - 3
A REROlz R E
RABEHZER > ERTERR
ERE B ALY AR
B HBEE - =

it the unintentional or

srised-use of gudrantined,

102 B85 A

éﬁ kt,--_:«r.;t,:ﬁlg‘- j[_
P & 4 2] W
FEHRIKRAETEHSZ

10.20 APIs and ij;‘i':{ennediates should only
be released for distribution to third
parties after they have been released
by the quality unit(s). APIs and
intermediates can be transferred
under quarantine to another unit
under the company's control when
authorized by the quality unit(s) and
if appropriate cohtrols and

documentation are in place.

10.21

bt B Y H) & e AR A RA
BEALEG T AERZ -

APIs and intermediates should be

transported in a manner that does

10.21

not adversely affect their quality.

-10.22

ey ER Y- XS Lk £
At AR L -

10.22 Special transport or storage
conditions for an API or
intermediate should be stated on the

label.
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1023 AERHER PR EAHeER » E% 10.23 The manufacturer should ensure that

R ERERARLERF (A HNFE ~ the contract acceptor (contractor)
BB FEE 2 FBEMBEREBET R for transportation of the API or
1 - intermediate knows and follows the

appropriate transport and storage

~conditions.
1024 REBAT HAELEH P EHAE/ | 1024 A system should be in place by
RKEBEHBLESHG AL MELF which the distribution of each batch
LB - ' , of intermediate and/or API can be

readily determined to permit its
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11. *"’L%ﬁ"’ B

11. LABORATORY CONTROLS

111 — & Wl

11.1 General Controls

11.10

ﬁi%%gﬁﬁﬁﬁﬁﬁi%%_
BE TR

11.10 The independent quality unit(s)

should have at its disposal

adequate laboratory facilities.

11.11

JEAT 34 3R Pkt 2 4 4k
EXERRATREHB/FARGE

S SARAE 2 AR - SR E

IR 6.6 HZRBMATFZ -

B

There should be documented

procedures describing sampling,
testing, approval, or rejection of
s and recordmg and

11.12

AR B s iR £ 0 AR RERRE
@&ﬁ’%—*il’@{%%ﬁi@% ' A BE %
R PR A RAE

ARER
2 TR TR é\u"u ’E’R/i%

of quality and/or purity.
Specifications and test procedures
should be consistent with those
included in the registration/filing.
There can be specifications in |
addition to those in the -
registration/filing. Specifications,
sampling plans, and test
procedures, including changes to
them, should be drafted by the
appropriate organizational unit
and reviewed and approved by the

quality unit(s).
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11.13

B BRARAKAR R Yl 2

— R ERME - SRR LR
sy (frlde - R 6t ~ BHA
B R GERD) TR - RFE

ho B AN E L2 hERAEE R

Z«%Jﬁi‘?"ﬂ L HRBRAAEMEY
BB REEFEZ - R E
WwHEREFREE BEILAE
AHRELEHFEZ -

11.13

Appropﬁate specifications should
be established for APIs in
accordance with accepted
standards and consistent with the
manufacturing process. The
specifications should include a
control of the impurities (e.g.

organic impurities, inorganic

impurities, and residual solvents).
If the API has a specification for

11.14 T E FH
F AL A2 12 AT 1
BEYET XS ; time of perf rmance. Any

' ' ~ departures’ from the
above-described procedures
should be documented and
explained.

11.15 7 124716 B A& COOS 11.15 Any out-of-specification result
AT E iR AT obtained should be investigated
A2 e B R BB/ EH and documented according to a
HERPIAFAGNTN B E procedure. This procedure should
2 TRl R R GRS

ERB O EEMIBRR/REH
A F BB R S BAT
_Z c

require analysis of the data,
assessment of whethera
significant problem exists,
allocation of the tasks for
corrective actions, and
conclusions. Any resampling
and/or retesting after OOS results
should be performed according to
a documented procedure.
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11.16 HAHAZERRERERETBRES
B BAESR o AiBEE - AT Al &
BEEREEARETRHAE -

11.16

Reagents and standard solutions
should be prepared and labelled
following written procedures.
“Use by” dates should be applied

~ as appropriate for analytical

reagents or standard solutions.

1117 Rk e # BIRE-&Y
BAZEL(SER) - &Y BE
LR ERET AXHIL &—
BHBERELZBFHERL
o PREMERGOERREFZ -
FAEEEFHMHMRTZRES &
HEEEr AAEaMREHXER
— Byt TREES BT REA
HEPT A -

11.17

Primary reference standards
should be obtained as appropriate
for the manufacture of APIs. The
source.of each primary reference
rd shouldl be documented.

er condjtions consistent with

the supplie s recommendations.

11.18

TEEE RN T E
ATRE QAR LR

PRI o

Where a primary reference
standard is not available from an
officially recognized source, an
in-house primary standard should
be established. Appropriate testing
should be performed to establish
fully the identity and purity of the
primary reference standard. _
Appropriate documentation of this

testing should be maintained.
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1119 —@#HBRELBATHEE B
BB RS B
BEBRELGEAN BEDR
ERAT &d i — R BARE DL
HOERZ o B BIE S
SRR E R EETEBITRHAR

N

}t a

11.19 Secondary reference standards

11.2 b B & M BB 3 0 B3R

should be appropriately prepared,
identified, tested, approved, and
stored. The suitability of each
batch of secondary reference |
standard should be determined
prior to first use by comparing
against a primary reference
standard. Each batch of secondary
reference standard should be

1120 #7085 — Btk b P BE SR
W0 3 BHATEE TR E AR
PET &L 2
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1121 BEHERRE BE L@ dH
REH 2 A BAEE LSRR
Kb KA B AZ TET T
Ay B ok A SRR 20 ) TR o
o AR R A B R
RAESH AR (e B EER) S
Rl E 25— R B E >
B — B R st ey 3] (5]
Ju o fRAeg - ARG~ BRD o F
XL S Y Lk
AR EAR R HR R

BYEREm RS asz B E
BERAERY - AHRIFHEE
EIEHEMN ICH 53] Q6B ¥ -

11.21 Animpurity profile describing the
identified and unidentified
impuritics present in a typical
batch produced by a specific
controlled production process
should normally be established for
each API. The impurity profile
should include the identity or

some qualitative analytical

designation (e.g. retention time),

covered 1nTCH Guideline Q6B.

11.22

ELEPEES Lot
£ 0 RIE kB TR

The impurity profile should be
compared at appropriate intervals
against the impurity profile in the
regulatory submission or
compared against historical data in
order to detect changes to the API
resulting from modifications in
raw materials, equipment
operating parameters, or the

production process.

HE R RN ST Bk
o A M RUB R R RTINS
BBk % L R, -

11.23

11.23 Appropriate microbiological tests
' should be conducted on each batch
'of_ intermediate and API where

microbial quality is specified.

113 S #HBFGEL-FLALE 12
&

11.3 Validation of Analytical
Procedures- see Section 12
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114 P HERE

11.4 Certificates of'Analysis

1140 BHEBRHE Rz THEY

KB BEATRERBELTH
BB RE -

11.40 Authentic certificates of analysis

should be issued for each batch of

intermediate or API on request.

11.41

PREIEMREMNEZ SHEAE
BEN BOLSLHB 8 %
REMATEB(EAT) - YRIAES
ZEMBEEGEARLBHRE
RO FEM LA MAARS
ERAR AR ab"i&/i \ifr““ﬂﬁiﬂ-‘
)

11.41

Information on the name of the

intermediate or API including

- where appropriate it_s grade, the

batch number, and the date of
release should be provided on the
Cert1ﬁcate of Analy51s For

11.42 4#73%

e shouldist each test
performed 'iaccordance with
compendiegl r customer
requiremeﬁts, inctuding the
acceptance limits, and the _
numerical results obtained (if test

results are numerical).
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1143 pHEHEEGRERMZ 8
Mo ABRAL LAY LR
R A e B R
oo hhEFEROERR
EREBALE SHEAERR
FESE RO R R E R TR
A Wk R ERIRE  BEAR
Wit 545 -

11.43 Certificates should be dated and
signed by authorised personnel of
the quality unit(s) and should
show the name, address and
telephone number of the original
manufacturer. Where the analysis
has been carried out by a repacker
or reprocessor, the Certificate of

Analysis should show the name,

address and telephone number of

1144 Z#eanERAELAIEF R K
QB FRAER REHKEH
AR 0 B A B R BT BT
AW ZERENLT IR TR
SEAB 0 3t JETE R S B2 B AR
bk BAR Rk S 4 E
ZALAR

performed the analysis. They
should also contain a reference to
the name and address of the
original manufacturer and to the
original batch Certificate, a copy
of which should be attached.

115 B e R e iR

+11.5 Stability Monitoring of APlIs

11.50 #F& g
3 SABRUR A S R A
BUE4RERERNERRBE S
EXR R TR R e R

11.50 A documented, on-going testing
program should be designed td
monitor the stability
characteristics of APIs, and the
results should be used to confirm
appropriate storage conditions and

retest or expiry dates.
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1151 4 MR ERRRGRBEFE 11.51 The test procedures used in

Sk 0 B RAR IR - " stability testing should be
validated and be stability
: indicating.

1152 52 5 M 3k BR 2 A 50 JEAS T2 O BLaRE 11.52 Stability samples should be stored
LTHASHESRT o fFlde BRE in containers that simulate the
BEABEBNZIRTHES X market container. For example, if
TR Z AR AT & AL AR R A ' the API is marketed in bags within
2 RTFAATEfMia 48 E fiber drums, stability samples can

HEERZRTE D GHAERT - be packaged in bags of the same
' i maller-scale

1153 BEREURMEMEAEE IR M
ZAEGMAE P AERAHKE
IR B -22 RATARZ
%éﬁ/%%ﬁfﬁﬁfﬁﬁﬁ%%ﬂ#ﬁ*ﬂ&ﬁ

1 B b 7 =48

show that the APT is expected to

remain staiﬁe for at least two

years, fewer than three batches can

be used.

11.54 - ' , B 11.54 Thereafter, at least one batch per - -
' year of APl manufactured (unless -
none is produced that year) should
be added to the stability

monitoring program and tested at

%ﬁt—-:}( > LJ.LE?&;E--?? PE o

least annually to confirm the
stability.
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RIAE o pldo 0 BAEEEBM—FR
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Moo taRB=EH  E/R
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S/ EM BT HEH B RRT
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B (4o - % ALME A e RIER) -

11.55 For APIs with short shelf-lives,
testing should be done more
frequently. For example, for those
biotechnological/biologic and
other APls with shelf-lives of one
year or less, sfability samples
should be obtained and should be
tested monthly for the first three

months, and at three month

intervals after that. When data exist
thatgonfirm that the stability of

A 5 5B A B B S
ICH #% & M35 3] — 5 -

11.56

s

11.6 X% B A HRY

11.6 Expirg; and Retest Dating

11.60 & Fil & 4 ¥4 2

11.60 When an;;ﬁtermediate 18

intended to be transferred outside

. the control of the manufacturer's
material management system and
an expiry or retest date is
assigned, supporting stability
information should be available
(e.g., published data, test

results).

11.61 BA Sz k2 A RBERE L -
JELLB S R R AT B/ R
Mz AR o —REHEE
BB MR A

11.61 An API expiry or retest date
should be based on an evaluation
of data derived from stability
studies. Common practice is {0
use a retest date, not an

expiration date.
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11.62 4o R(1) B AT abR A H

BARERNEES :\ia‘ﬁ.ﬁZHi
BEROESEFTERRAF > B
Q)& H AR AOE B E AR
Bz WEE  RBBEMEZY
FRM A AR HMFALT
AR A S o

11.62 Preliminary API expiry or retest

dates can be based on pilot scale
batches if (1) the pilot batches
employ a method of manufacture
and procedure that simulates the
final process to be used on a
commercial manufacturing scale
and (2) the quality of the API
represents the material to be

made on a commercial scale. -

11.63 BHITHHZ B > BMIRA K

ﬁ'l’i%ﬁi:ﬁz o

11.7 G4 /B4 5

1170 9 Sz L ERBEG RS
BB IR & 2 kR e i AT
15'3 T ﬂ”ﬁéb‘%?‘l’ikﬁ’]#i}i:ﬁ‘l

purposes.

11.71

11.71

#ﬁﬁﬁ%a%;
ﬁ{] % ﬁ%uuf@’f% % i%‘tl%}%( g
FETC T EL R

Appropriaf%ly identified reserve
samples of each API batch should
be retained for one year after the

expiry date of the batch assigned
by the manufacturer, or for three
years after distribution of the
batch, whichever is the longer. For
APIs with retest dates, similar
reserve samples should be retained
for three years after the batch is
completely distributed by the
manufacturer. |
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11.72 S BEAAERENBE2HE 11.72 The reserve sample should be

EEMASERAEART R stored in the same packaging

TR N R AR AR R ~ system in which the API is stored

PAREMHOALT BRELA or in one that is equivalent to or

é*] HE UHEHRITEIRREEY * more protective than the marketed
Ry RESERERGE B packaging system. Sufficient

A7 E. YRR SRS - © quantities should be retained to

conduct at least two full
compeﬁdial analyses or, when
there is no pharmacopoeial

two full specification
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12. mxk | 12. VALIDATION

12.1 2Bz R 12.1 Validation Policy
12.10 28 #7rak s 2 H8ER ~ 8 o5/ 12.10 The company's overall policy,

EMRMERBET XL 0¥ intentions, and approach to
B-FAEBR -THTE-HE2T validation, including the validation
RS TILA Kok of production processes, cleaning
BoRAR A FEAERERZR procedures, analytical methods,
H-FE - BERAXSFHEHA in-process control test procedures,
g computerized systems, and persons

responsible for design, review,
‘ ‘documentation of each

1211 8% - et 5 8/8 MR AR
£ 69 0 Fa] A8 R 3L 9B/ B e
AERR > 3 BB HAREBRR IR

By B HBRRARE - ANEE

Iy -

o BLERSEHE o

. HHEETHERMNE

HEEH L o

Identifying process parameters that
could affect the critical quality attributes
of the API

Determining the range for each critical
process parameter expected to be used
during routine manufacturing and

process control.

12.12 s e @k B # B F &6 12.12 Validation should extend to those

5o B HLER T B R B4R R BRAE - operations determined to be critical

to the quality and purity of the APL
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12.2 2B X P

12.2 Validation Documentation

12.20

AT E AN EERT B
HATH W g -2t EE

EEREERARAREELNE

%SR-

12.20 A written validation protocol
should be established that
specifies how validation of a
particular process will be
conducted. The protocol should be
reviewed and approved by the
quality ulﬁt(s) and other
designated units.

12.21

EHHEERACHELRESR
BRI B » DL RAF AT 208 U
(14w o G ~ BEAME ~ ORAT
M) BRBERPAITHRE -

12.21 The validation protocol should

12.22

R R B 4 Rt 2k
A %Jf‘iﬁ.ﬁxﬁé’l XS
ﬁﬁ?ﬂz4j R B R

Rk )

3L, -

commentil__:fé on any deviations -

observed, and drawing the
appropriate conclusions, including
recommending changes to correct

deficiencies.

1223 M E %z&ﬂ’

LA EEEd

12.23 Any variations from the validation
protocol should be documented

with appropriate justification.
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12.3 B

12.3 Qualification

1230 eh®y sk F £ 2 A7 B
REY A KB ETRBRELT
Ao B E 0 BRI b E B A B
PATT IR R IEZ |

o WiERE (DQ) : BERM - &R
HHEZ ARG EESONFARB I
BrALey R E - '

. R¥EERE Q) (BBRAGKETE
RAEHE - RFONBGR AL
BB XA REE -

o HBMAERE (0Q) 'HRHBRALKBRE
RG> AT OREEE FRAT
RE Bz XL eERE ¥ -

o Mgt (PQ) : AHUEM RS F

CREGRMGEAHE  BRBRASK
BE O R HRATE LB RN 2 X
AR &

wh

12.30 Before start.ing' process validation
activities, appropriate qualification
of critical equipment and ancillary
systems should be completed.
Qualification is usually carried out
by conducting the following
activities, individually or combined:

« Design Qualification (DQ): documented

verification that the proposed design of

¢ Operatiofial Qu

documented verifit
| equipment or systems, as installed or
modified, perfoi‘m as intended
throughout the anticipated operating
ranges. '
Performance Qualification (PQ):
documented verification that the
equipment and ancillary systems, as
comnected together, can perfoi'm
effectively and reproducibly based on
the approved process method and
specifications.
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12.4 Approaches to Process Validation

12.40 # #2 7% 2k (Process Validation » PV)
At Tz 2 HNRE

oA R LB R S

AXAEESE B TH AN
HBAFE 2 LI BE -

12.40 Process Validation (PV) is the
documented evidence that the
process, operated within established

- parameters, can perform effectively
and reproducibly to produce an
intermediate or API méeting its
predetermined specifications and

quality attributes.

1241 H 4R F ik o o BRtE AR Bk
AR 8 F ik 1B Bl SR eY
B9 o AR AT ik o B ik

REFAMIELT -

1242 @% AR
e REH
aﬁﬁ%%ﬁ

dAe k1212

normally be performed for alf API

processes aés,’-;;%eﬁned in 12.12.

Prospective validation performed
on an API process should be
completed before the commercial
distribution of the final drug
product manufactured from that

APIL
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1243 ERAEA EH M2 B #HR
B-BHERRAE ZRARBRRIE
B bR LA SRR S B 2 O
L E mBEREAREESEL
ENE2B/ERS  FHRATH
ATHERE R o A OFAT MERE R AR AT
U EHERRZ A ERR
PR BHRAAT RS S4B AR
4 A EEH LI REAER -

12.43  Concurrent validation can be
conducted when data from replicate
production runs are unavailable
because only a limited number of
API batches have been produced,
API batches are produced
infrequently, or API batches are

produced by a validated process
that has been modified. Prior to the

completion of concurrent

1244 gRCREZIHEE SR

R ARE R R R Bk
FERHRE RBRALRRE

13450 51 k30 =) At ok
B HATF A% 42

'Tiﬂﬁiif;‘% :

(Uﬁ%%ﬁgﬁ’"

% 3

Q) aEz ey
Ny

() A% TRAAR KR A
BRAMEMZ RHANR A&Féﬁﬁ

B ﬁﬁﬁxﬂﬁ@wkagsu&“

4) A RN ECE I RehiphaiE -

changes in raw materials,
equipment, fsystems, facilities, or
the production process. This
validation approach may be used

where:

Critical quality attributes and critical
process parameters have been
identified ;

(D

(2) Appropriate in-process acceptance
criteria and controls have been

established ;

There have not been significant
process/product failures attributable ‘

()

to causes other than operator error or
equipment failures unrelated to.
equipment suitability; and

mpurity profiles have been established
for the existing API

(4)
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12.45 ©F R RE R B 2 4bk 0 B A ELAR

HEmAEENAAERRZARE &
354 S A B R A HLAS SO 1EfT 0
R HREA R ABRBAER
X M AR RFRATRR
AR S/ B M w e
ﬁ:’_ o

© 12.45 Batches selected for retrospective

validation should be representative
of all batches made during the
review period, including any
batches that failed to meet
specifications, and should be
sufficient in number to demonstrate

process consistency. Retained

samples can be tested to obtain data

to retrospectively validate the

125 Haskatd

12.50 A sk T 2 {AREFHR

8o REBGARN RRAMERE EY
RUGARE - HARHATH
B AR RN EAD
RBRR - 49755”1'%%’1&7503“ B
ok THAR
(f5]%e > %E_%&
TR 2

batches shouild be used as a guide,
but there may be situations where -
additional process runs are
warranted to prove consistency of
the process (¢.g.,complex APT
processes or API processes with
prolonged completion times). For
retrospéctive validation, generally
data from ten to thirty consecutive
batches should be examined to
assess process consistency, but
fewer batches can be examined if

justified.
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12,51 izt sRoninr Matdlas
HBETEHRER LT M=

Wiz st oo HEEBHIERE

B R B AR AE Bl 6 B B R
Fashfgnt -

12.51 Critical process parameters should
be controlled and monitored
during process validation studies.
Process parameters unrelated to
quality, such as variables
controlled to minimize energy
consumption or equipment use,
need not be included in the -

__process validation.

12.52

W R R — R R
L ARTNREN R
Mgl An E R RENE B/
B mBEAN BAENRE
e AR AR R A R R e
et BE AR R 1 AR R
B 2 A e M 4 3l -

- 12.52 Process validation should confirm

w of Validated
Systems

A B -

12.60 Systems and processes should be
periodically evaluated to verify
that they are still operating in a
valid manner. Where no
significant changes have been
made to the system or process, and
a quality review confirms that the
system or process is consistently
producing material meeting its

specifications, there is normally no

need for revalidation.
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12.7 Cleaning Validation

12.7 #HE#EK ,
1270 BE o HFEBF R — %

E s AR R B
Z W RS A RARR
HEARERTE - fl KED
fith G sAey B WK
ot EMBTREALERHEL
B HFRRA

12.70

Cleaning procedures should
normally be validated. In general,
cleaning validation should be
directed to situations or process
steps where contamination or
carryover of materials poses the
greatest risk to API quality. For
example, in early production it
may be unnecessary to validate
ipment cleaning procedures

12.71

HRREF XA RSB XK
oy R K oo R Rl 6y B
Kb EMAEIEEGRE LR

%o BURBEBRESFE
RITB4E — KR M T R 2K
B R T A R

8RR
£ £t -

intermediate or API can be
selected for cleaning validation.
This selection should be based on

the solubility and difficulty of .

cleaning and the calculation of
residue limits based on potency,
toxicity, and stability.

12.72

AR B AT R
By AL W THEROR

BRE HERREHGEE U

Rtk -SstEEom LR
BRAFZ AR SIAN R Ty R B

~ @

K.
e
=

1272

The cleaning validation protocol
should describe the equipment to
be cleaned, procedures, materials,
acceptable cleaning levels,
parameters to be monitored and
controlled, and analytical methods.
The protocol should also indicate
the type of samples to be obtained
and how they are collected and
labelled.
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Fl(Blho - BEFG - HEFTR
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BEETRARME GRS -

12.73 Sampling should include

swabbing, rinsing, or alternative
methods (e.g., direct extraction),
as appropriate, to detect both
insoluble and soluble residues.
The sampling methods used
should be capable of quantitatively

measuring levels of residues

remaining on the equipment

surfaces after cleaning. Swab

12.74

FRUAZEMEZE
- -ﬁ.‘ﬂ iﬂfﬁ}i& ﬁ:ﬁ%ﬁi
B RRE T -

12.74

Validated analytical methods
having sen':gitivity to detect
residues or contaminants should
be used. The detection limit for
each analytical method should be
sufficiently sensitive to detect the
established acceptable level of the
residue or contaminant. The
method's attainable recovery level
should be established. Residue
limits should be practical,
achievable, verifiable, and based

on the most deleterious residue.

* Limits can be established based on

the minimum known
pharmacological, toxicological, or
physiological activity of the API

. or its most deleterious component.
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12.75 Equipment cleaning/sanitation
studies should address
microbiological and endotoxin
contamination for those processes
where there is a need to reduce
total microbiological count or
endotoxins in the API, or other
processes where such
contamination could be of concern

12.76

g FERABRABER RN
Rl AR B ) > ARRARE SR E R
FANAT A BRI R B R

Wy o STATEE MR FETES S
AR A B R E A ER - AR

B T IRA TR b2
B EAR t

A T LAt A
N & 3 6 B BRI
B/ &5 77

= o
FI

feasible. Visual inspection can

allow detection of gross
contamination concentrated in
small areas that could otherwise
go undetected by sampling and/or
analysis. '

12.8 547 75 ik #E 3K

12.8 Validation of Analytical
Methods

12.80

P R P e R R
GETES S N
BT BR BA KT AR -
M Z B A R ik e 8 A A 47
BB BAE R 4R T Uk

o AT o

12.80 Analytical methods should be
validated unless the method
employed is included in the
relevant pharmacopoeia or other
recognised standard reference. The
suitability of all testing methods
used should nonetheless be
verified under actual conditions of

use and documented.
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12.81 S FEmEsty » L ia4 ICH 12.81 Methods should be validated to

IR L 3 R v G include consideration of
o MR IATHRE B characteristics included within the
S¥Z AR B EE PR - ICH guidelines on validation of

analytical methods. The degree of
analytical validation performed
should reflect the purpose of the
analysis and the stage of the API
production process. |

12.82 Bilde 47 ik 2 AT BA A | 12.82 Appropriate qualification of
MR B L R - 1 1 equipment should be

12.83 @rEXM Z 5# kAT L %

' BRIk B Ea
ARG ENEGAREHHIE/E
Fho UBERBSEE £ BT F ik
AERZRHERTREHGER -

are as accus te and reliable as the
established method.
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13. # 2 &4 - 13. CHANGE CONTROL

1310 EXMSREHALMBFREL X | 13.10 A formal change control system

BT REBE TR ARSI R E should be established to evaluate all
ZAEBERERHFERE - changes that may affect the

production and control of the

intermediate or API.

13.11 HREF A& W Fik 2%~ | 13.11 Written procedures should provide

F® A% BH(ALALTHER) for the identification,
AT BT RORMH AR documentation, appropriate review,

TR B2 % B3]~ XN
- BEEEAME BRAED
d R o

13.12

vy the appropriate
organisationéﬁ units, and reviewed
and approved by the quality unit(s).
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13.13

EBRBZGEEHFTHEHIAM
Bz BHEGTHRYER TS -
R E2 5 BERTRA BR
R 2 BB R R XA AR
RE UBAHERERZ RS
GRExHEM-FRTREENHS
HRAERE URMKIELS P HIY
RN E ok 538 (Blde > &
BMARERER) - ARG HEE
B 5 AT RE Wt Ao R 3R B AR R
SRAREAGEL LY RNG R
Z A3 - '

13.13

The potential impact of the proposed
change on the quality of the
intermediate or API should be
evaluated. A classification procedure
may help in determining the level of
testing, validation, and
documentation needed to justify
changes to a validated process.

Changes can be classified (e.g., as

minor or major} depending on the

13.14

Frelin e 8 D0 BEIRG
B AEEAR 2 8 B R 2 A E U
W eAEIT -

13.15 ;

13.15

After the change has been
implemented, there should be an
evaluation of the first batches
produced or tested under the change.

13.16

Bz BEHTE

T

B85 B RBL LA
R & H B ek
huik B M E RIRT AR T
BRI E

13.16

The potential for critical changes to
affect established retest or expiry
dates should be evaluated. If
necessary, samples of the
intermediate or API produced by the
modified process can be placed on
an accelerated stability program
and/or can be added to the stability

monitoring program.

13.17

BMEtAn Rz EHEFE
PRV ERMEZRTE RE
SR ATAE R 35 Bk 8 2 A

13.17

Current dosage form manufacturers
should be notified of changes from
established production and process

control procedures that can impact
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14. REJECTION AND RE-USE
OF MATERIALS -

14.1 46 A

14.1 Rejection

1410 FHLOBEMMKZ PHAHASE

F 3 B T DA 36 1 A o 15 8 o 1
AW BN E  FHRERTAEP
ERERBmITER PHE AW
BEMBHRERERT & -

14.10 TIntermediates and APIs failing to

meet established specifications
should be identified as such and
quarantined. These intermediates
or APIs can be reprocessed or
reworked as described below. The
isposition of rejected

s sheuld be recorded.

142 R 3%

1420 P A RBHE SR T4

BEXRMELN  FOREE
34 AR Wb BRI
SR SR iR E IS
KA FH (Hlhe %48~ 8
SRR ERAERER
B B hm o B ER
BLAAE B SR B B 2 b0 B JE 4
AAR YAy

distillation, fill
chromatography, milling) that are
part of the established
manufacturing process is generally
considered acceptable. However, if

such reprocessing is used for a

majority of batches, such

reprocessing should be included as
part of the standard manufacturing

process.

1421 fA—fAEETEHEmE OLEHE

FHERTBRRRLL SSBL
HEREAEFTEBG 5D
kB ERE -

14.21

Continuation of a process step after

. an in-process control test has shown |

that the step is incomplete is

considered to be part of the normal

process. This is not considered to be

reprocessing.
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TEHILERER BRATAER
BomrARERES Ty -
WE R I AT OIS ) AR
RrEAEMIBHESLETRE
HRNEWMRBEREYE 0T
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14.22 Introducing unreacted material back

into a process and repeating a
chemical reaction is considered to
be reprocessing unless it is part of
the established process. Such
reprocessing should be preceded by
careful evaluation to ensure that the
quality of the intermediate or API is
not adversely affected due to the

potential formation of by-products

143 HBjoL

1430 ok T HARKLBE AR E R
B PR B TAT AT R R B4
2R heEE -

perfol"med

14.31

Z EE R
BmIERFEA

'l’ﬂﬂﬁﬁiﬁﬁiqﬁgﬁ,
BT IR B 3T HAT

14.31 Batches thathave been reworked

should be glbjected to appropriate
evaluation, testing, stability testing
if warranted, and documentation to
show that the reworked product is
of equivalent quality to that
produced by the original process.
Concurrent validation is often the
appropriate validation approach
for rework procedures. This allows
a protocol to define the rework
procedure, how it will be carried
out, and the expected results. If
there is only one batch to be
reworked, then a report can be

- written and the batch released

once it is found to be acceptable.
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14.32

G — Bhe Loy bR FLEE a1 BR
FEaYS 2 RO TEHH UL
Z B BRERF - BT T
R AR B Tk 2 AR
BF o MEAE A B Aoy ik o

14.32

Procedures should provide for
comparing the impurity profile of
each reworked batch against
batches manufactured by the
established process. Where routine
analytic_al methods are inadequate
to characterize the reworked batch,
additional methods should be

used.

144 B (SRED~ TRAY
BB ) RER 6 EK

14.40

EREW P EMRBAER
Mt E AR A BE 2 E B e
1A% A2 Res o Bl e (4)

Joo BAERBIER) BAE AT
Fi”_ o
14.41 A B EL R B

e LLLLE{%%Z{

ame processes or in

differentp%;)cesses, provided that
the recovery procedures are
controlled and monitored to ensure
that solvents meet appropriate
standards before reuse or

co-mingling with other approved

~ materials.

14.42 764 R EI s &

B Aby R El
Bt A 25 A A AR E B
STREARE R 2 A A B RAEME

AR B 0 RRT 6 BOEDECRY AR

14.42

Fresh and recovered solvents and
reagents can be combined if
adequate testing has shown their
suitability for all nianufacturing

BT LB - - processes in which they may be
used.
14.43 ® ﬂiéﬁa&’ﬁ"fl R AR AR ENE 14.43 The use of recovered solvents, |

R BT 3L

mother liquors, and other
recovered materials should be

adequately documented.
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14.5 R & dn

14.5 Returns

14.50 iR ey ] £ 4 R B AHEE T U
BRA e a8k -

14.50 Returned intermediates or APIs
should be identified as such and
quarantined.

1451 ZREMTREHRER S LR

i.EEJ LA ﬁﬁ‘z%ﬁi‘i%jﬁéﬁ{%jl* ’ -gi .

HEEBKA BT A PRE
w0 B R ) 49 b T A UROH B3
REATRERIE - BT sy

9

14.51 If the conditions under which
returned intermediates or APIs have
been stored or shipped before or
during their return or the condition
of their containers casts doubt on

ity, the returned

; reworked, or

14.52 B w168 & R & 4 KB4 B 2 sedk
BT - e —RahiFx
s

W AZ 3 f Aot

BREZ YR EDRFAEHIIFRE

kA

i
o)
3.
b
B

RE 2 P E R B A R R

destrgye@'f; as appropriate.
: fied intetiediates

Reason for returp;
Use or disposal 6f the returned
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15. COMPLAINTS AND
RECALLS

1510 &% 2% unﬁii@%ﬂzﬁﬁ
HEELEAMAT R B ERBED
2RI AE -

15.10 All quality related complaints,
whether received orally or in
writing, should be recorded and
investigated according to a written

procedure.

1511 3 5% 08 6035

o WiIRHEZPEL RMAE

- BUZEHRGAZLL (RAEH
HaEHr) REERS

« WKZAYE (A45FHENLH/ARM
%)

o MCE] P IREYH I

o AEIFRERNITE (@
ARAANBOESN)

o AEFTATIRIRZEIHAT )

o RBLBEFIHA qﬁ
feth B ER) |

. %}#Faﬁg%iﬁﬂéﬁ thkf

848 RRIATEZ

15.11 Complaiﬁt records should include:

sent); and

Final decision on intermediate or API
batch or lot

wuz%?%ﬁ%aémmﬁ

BB SR A B Rl |

(AR B ERAE S B R s
FARAF -

15.12 Records of complaints should be
retained in order to evaluate trends,
product-related frequencies, and
severity with a view to taking
additional, and if appropriate,

immediate corrective action.

1513 AHFEmh FETPRAEAMRE
AR EE B G E I -

15.13 There should be a written procedure
that defines the circumstances under
which a recall of an intermediate or

API should be considered.

-85 -




15.14 BB F BT LB/ ZEN

A B ~ o TR B B L~ SENL
AR ot £ 0 DUR JE do i R B2
[‘3 "[in% e

15.14 The recall procedure should

designate who should be involved in
evaluating the information, how a
recall should be initiated, who
should be informed about the recall,
and how the recalled material
should be treated.

1515 AREXTRARLEFZHN

o Byt AEA/REL

TEHRMBENRLER -

15.15

In the event of a serious or
potentially life-threatening situation,

local, national, and/or international
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16. CONTRACT

MANUFACTURERS
FS"’ = lj ‘&' s Aﬂ =
6. Z/gnRefk (BXRE) | (NCLUDING
LABORATORIES)

16.10

AL Rtk (2 THRE) RE
F ARG T AT L oy GMP -
By ok X X RARF T B MR
FHANZE

16.10 All contract manufacturers

(including laboratories) should

comply with the GMP defined in
this Guide. Special consideration
should be given to the prevention

of cross-contamination and to

ability.

16.11

EaE AT i RS ER
T ) 0 R AE R IAITZHE
EAEERS GMP -

16.12 &£
HE@DEHS
J2 GMP & agreement | Setween the contract
R giver and the contract acceptor
that defines in detail the GMP
responsibilities, including the
' ‘ quality measures, of each party.
16.13 #4H T /AT HN The contract should permit the

6% 2 B 13 #) GMP.JEA

16.13

contract giver to audit the contract
acceptor's facilities for compliance
with GMP.

16.14

EBEFRELD FEELF WS
WAL RHOE TSR

B ZHAEFFRIEMERBRENE
PRt LA g = -

16.14

Where subcontracting is allowed,
the contract acceptoj: should not
pass to a third party any of the
work entrusted to him under the
contract without the contract
giver's prior evaluation and

approval of the arrangements.
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16.15 H i B K 8k bk AR A7 L AT 3% 16.15 Manufacturing and laboratory
YER B2 3577 B 5 7 BT - records should be kept at the site
where the activity occurs and be
readily available.
16.16 Fpdbifism itk @i A5 16.16 Changes in the process,

A - Rl RRA L AR
Ffob 2 2 RFRELRE -

equipment, test methods,
specifications, or other contractual
requirements should not be made

unless the contract giver is

informed and approves the
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17. AGENTS, BROKERS.

17 R H AW B | ORI e
AN : & = ?
giﬁqA%ig&uEJ%%JE&ZQ.351%<7FJQE REPACKERS. AND
| ' RELABELLERS
17.1 A 17.1 Applicability
1710 AEmANB LS #ER 17.10 This section applies to any party
H 5?‘5 RF M EMZ T G R/RTF other than the original manufacturer

EHERAE  FER lféli~
ééﬁ&ﬁﬁéﬁ&ﬁ x e

who rnay trade and/or take

FERER -EHH G&8H-F
PRROEBRRELETREYER
A AR AT FEZ GMP -

17.11
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17.2 Traceability of Distributed APIs
and Intermediates

1720 REH-E HH - E4H - T4 4
HEEBRE Tm}ﬂ'&}f&ﬁﬁ,ﬁéﬁ
éﬁiz’.f?ﬂ?ﬁﬁi*lﬂié%ﬁﬁ 7
3B AN o JE PR AR 3B 5T BAF é’-‘Ji#F
3£
o BB
o B H G

o HMITE
--%%@%ﬁﬁﬁ(E?éED
o B

o BN EE PR E MG & RIS

o HERAR

o EIEHEH

s MIAAEWMSHEAE a4 RER
BB E

o A5RB AR KKDH

ELHE

17.20 Agents,-brekess-traders,
distributors, repackers, or relabellers .
should maintain complete
traceability of APIs and
intermediates that they distribute.
Documents that should be retained

and available include:

« Identity of original ma,nufactlirer

All authehtic Ce
including those
manufacturer

. Retest or expiry date

.173Dn§”;

17.3 Quality Management

17.30 4327 -
uﬂ%ﬁ-ﬁiiﬁ Tiﬂi}ﬂ% -

ﬁk%i%ﬂiwﬁé;%%
HAT AL R B AT 2

17.30 Agents, brokess=traders,
distributors, repackers, or
relabelers should establish,
document and implement an
effective system of managing
quality, as specified in Section 2.
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aE - FEFUBRLT

17.4 Repackaging, Relabeling, and

Holding of APIs and
Intermediates

1740 BB BRI AHzEnERE

B EARR ARG e B AHR T
Fr R E 2 38 % &) GMP 2 $l34T >
R F B R PR AR
LB R EHRK -

17.40 Repackaging, relabelling and

holding of APIs and intermediates
should be perfofmed under
appropriate GMP controls, as
stipulated in this Guide, to avoid
mix-ups and loss of API or

intermediate identity or plj:rity.

17.41

Eo R RCERARTEREES
FHAT  UBEFTERRLGE

17.5 & &%

17.50

ERBRERFHEMET R R
BENARMERFRENTE
BRATiE R 2 8 BRA AR B AL
PATE A 35 ERCERE
RGeS

- different type of cohtajner than .
that used by the APl or

intermediate manufacturer.

~4717.6 Transfer of Information

2 AL T B e e
7 M i AU B ¥
ERBRBRGEES B H
Fii WL E éﬁﬁ*ﬂ.%%@éﬂ,;ﬂ ¥

Pl A4 MR -

17.60 Agents, %ﬁ;diétﬂbutors,

repackers, or relabellers should
transfer all qﬁality or regulatory
‘information received from an API
or intermediate manufacturer to
the customer, and from the -
customer to the API or

intermediate manufacturer.
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1761 HBRHER TR ABGEL Z

RIEH - EH B EHE
K 6, B S EAD B - AR B
BRI EDZR LSRG LRH

17.61 The agent, besker-trader,

distributor, repacker, or relabeller -
who supplies the API or

intermediate to the customer

Bt P B e g B3R, - should provide the name of the
original API or intermediate
manufacturer and the batch
number(s) supplied.

17.62 REBBZREERMZBL R

PERAHE R PR A2 R
0 & B - RAR IR A 2 I g At
B S, P R A M R B e
EEMA REERTARRES
MERZREHDEETHH -
(fesb - Tk EHhed i
Rt ) -

17.62 The agent should also provide the

identity of the original API or

in liate anufacturer to

17.63

The specific guidance for
Certificates of Analysis included
in Section 11.4 should be met.

177 ¥ m iy RE

17.7 Handling of Complaints and

Recalls

B ENE RO RRE
BABGERE  BIRE 15 b ey
R ARAE TR M 2 h -

g5 |

17.70 Agents, brekers—traders,

distributors, repackers, or
relabellers should maintain records
of complaints and recalls, as
specified in Section 15, for all
complaints and recalls that come

to their attention.

02




1771 R FEAHT REZF - 5HH
EHF -EERCER - ERF
FREREMGERTRAENEEE
B g E R AR REFTHTAE
BB SAMNER TR AN R
EPE > RIXREEETHEEEE
i —F ahAT 8 o ¥ A YR B
HAEREGEEZEFAIITE

17.71 If the situation warrants, the
agents, beekess, traders,
distributors, repackers, or
relabellers should review the
complaint with the original API or
intermediate manufacturer in order
to determine whether any further
acﬁon, either with other customers

F A SR o who may have received this API
or intermediate or with the
17.72 A9HERILBHES PRE

hz BRERE REH - H 5

W EHH - B RAARRRE
AT R FTAR cr AR
G ERAUP-T % AT I

B AT B AE ( B35

traders, disttibutors, repackers, or

relabellers’should include any
response received from the
original API or intermediate
manufacturer (including date and -

information provided).

178 BE &Lz R E

.17.8 Handling of Returns

17.80 R & & JE 35 5 1452 > R

2o R H G EBHH
R R R B AR
ZBEZ R ER T EHEX
oo

17.80 Returns should be handled as
specified in Section 14.52. The
agents, breleesss-traders,
distributors, repackers, or
relabellers should maintain
documentation of returned APIs

and intermediates.
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18. 14 4 fo 32 A& /B B2 % 3% 2 &34 | 18. SPECIFIC GUIDANCE FOR APIs

S 1t A e 33 B " MANUFACTURED BY CELL
REE AR CULTURE/ FERMENTATION
18.1 — &M, B 18.1 General
18.10 AEXEHAANETH F R4 18.10 Section 18 is intended to address
WE O EH BN HEERR specific controls for APIs or
ARed ARy BT intermediates manufactured by cell
b B 3 A R B R 3 R culture or fermentation using

FRADBFZGEH - RERL natural or recombinant organisms
oL IEHI A —
S s o e S B PR 2 AR B
AER A EHE RS NGT
EHE 2B REENA LR R
wRIEHFUEMEMRELE
A Y R/ K% Ik BEE R I & A8 F
W ERGFRARLEEHORE -
AEBHERARALRRARL - — K
e MeLERETR/IRS K
Z kAT RRAE R R8BS
B B Y

general, the GMP
t-sections of

non-recombinant organisms for
production of proteins and/or
polypeptideg are the same, although
the degree of control will differ.
Where practical, this section will
‘address these differences. In
general, the degreé of control for
biotechnological processes used to
produce proteins and polypeptides

1s greater than that for classical

fermentation processes.
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18.11

" EMTEAE ) (EH)ARIE M e
B d E4 DNA
JE R A A R R A E R

o T AmH YR AR RN

E-BRERAR>TENE kb
B SR BARAREARRER
AT — BN ST EHRMELR
A E - R A E R KL
A4 BiEEd E 4 DNA ¢ 545
Rk E o NTFRMEE S
#2 B Ao (R Sh sy BREE AR AL o
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18.11 The term “biotechnological

process” (biotech) refers to the use
of cells or organisms that have been |
generated or modified by
recombinant DNA, hybridoma or
other technology to produce APIs.
The APIs produced by
biotechnological processes normally

consist of high molecular weight

substances, such as proteins and

18.12

The term “classical fermentation”
refers to processgs that use
microorganisms existing in nature
and/or modified by conventional
methods (e.g. irradiation or
chemical mutagenesis) to produce
APIs. APIs produced by “classical
fermentation” are normally low
molecular weight products such as
antibiotics, amino acids, vitamins,

and carbohydrates.
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18.13 Production of APIs or intermediates

from cell culture or fermentation
involves biological processes such
as cultivation of cells or extraction
and purification of material from
living organisms. Note that there

may be additional process steps,

such as physicochemical
modification, that are part of the

manufacturing process The raw

the process at appropriate stages

may be necessary.

18.14

&ﬁﬂ%zwl | -
ta f 3 A BB 2 H R Bk
zm%%ﬁ(ﬁﬁ’%i@%ﬁ)

BRBEHF R TR ARRE |

iR .ﬁmﬂ@)ﬁﬁl 9% B 46 de o 32
RIS EGERE -

Appropriate controls should be
established at all stages of 7
manufacturing to assure
intermediate and/or API quality.
While this Guide starts at the cell
culture/fermentation step, prior
steps (e.g. cell banking) should be
performed under appropriate
process controls. This Guide covers
cell culture/fermentation from the
point at which a vial of the cell bank
is retrieved for use in

manufacturing.
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18.15 Rt Ed

TR RBILEH 0 B
1 75 Je B9 R T B AR © 3T R I
SEH AR ERENARAER

ﬁpﬁﬁ’*ié*ﬁ%&ié{%#( F

FHERERESLRL) -

18.15 Appropriate equipment and
environmental controls should be
used to minimize the risk of
contamination. The acceptance
criteria for quality of the
environment and the frequency of
monitoring should depend on the .
step in production and the
production conditions (open, closed,

or contained systems).

1816 @ % » REEHELE ©

TAF g B 4 (S RE%)
R A Rt AR K

R/ A M X HARA SR

a B

Sy BEREEzmibs k- 55
(WA M iBE) BE
é%'

E A0

ﬁ%&%&m%gu;

wAﬁmri%ﬁmﬁ%%wE
R ER L LY ke S = E Ty
R A PRI

growth, viability (for most cell culture

processes) and ﬁ?oductivity, where

appropriate

Harvest and purification procedures that

remoiie cells, cellular debris and media

components while protecting the
intermediate or API from contamination

(particutarly of a microbiological -

nature) and from loss of quality.

+ Monitoring of bioburden and, where
needed, endotoxin levels at appropriate
stages of production; and

« Viral safety concerns as described in

ICH Guideline Q5A Quality of

Biotechnological Products: Viral Safety

Evaluation of Biotechnology Products

Derived from Cell Lines of Human or

Animal Origin.
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18.17 Where appropriate, the removal of
media components, host cell
proteins, other process-related
impurities, product-related
impurities and contaminants should

be demonstrated.

1182 B B2 4 R a5k 2 A%TE

18.2 Cell Bank Mainter_lance and
Record Keeping

18.20 4 i /B 2 3 AJER A JB JRA 42 3B %
NG - '

18.20 Access to cell banks should be
o authorized personnel.

- limi

18.21 dm i J JE 3% £ 8 83T 2 BE A7 14
BT B e RS

-i')é a

18.21 ild be maintained

“tinder'stotdge conditions designed

“to migintain viability and prevent

1822 RAmMAE AW N MZERR
FEGAR A 8 885 8 o DR AF -

mzaA@ﬁ m%&%iﬂ 5] 0 LABE
g ] :

mmtﬁ#m%ggﬁf

18.24 See ICH Guldehne Q5D Quality
of Biotechnolo gical Products:
Derivation and Characterization of
Cell Substrates Used for
Production of
Biotechnological/Biological
Products for a more complete
discussion of cell banking;
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18.3 Cell Culture/Fermentation

1830 wmps A E A - BEB AN
R TR BENT S id T HEEE
R EREREEEG R K
RN E B FHRATHRAE RS
R R Gm(EH A - SEHER)
B BEARERAES > IES T
B B B R -

18.30 Where aseptic addition of cell
substrates, media, buffers, and gases
s needed, closed or contained
systems should be used where
possible. If the inoculation of the
initial vessel or subsequent transfers
or additions (media, buffers) are

performed in open vessels, there

should be controls and procedures

1831 A EH B2 RE Tt
ZHRNBE FRARAMESZ
B B A A M A P SRR R

B H 2 B P AT -

18.32 E‘&I_Eéuaﬁ@iﬁé y
_4%311#33%%%

precautions Kandling the cultures.

18.33

X?;@i(%kféﬁiz@ﬂ@éﬁi
fﬂ‘-) ﬁﬂ‘f iﬁi'@%%%@

s 2B THM E AR %o W

gy mEE L2 g (flho o b
WHER) THREZEA -

Critical operating parameters (for
example temperature, pH, agitation
rates, addition of gases, pressure)
should be monitored to ensure
consistency with the established
process. Cell growth, viability (for
most cell culture processes), and,
where appropriate, productivity
should also be monitored. Critical

- parameters will vary from one
process to another, and for classical
fermentation, certain parameters
(cell viability, for example) may not

need to be monitored.
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18.34

il R R B EER SRR T HR
MR - oM BERHETF
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18.34 Cell culture equipment should be
cleaned and sterilized after use. As
appropriate, fermentation equipment
should be cleaned, sanitized, or
sterilized.

18.35

A0 3SR AT e B,
B A REARENLY -

18.35 Culture media should be sterilized
before use when appropriate to
protect the quality of the APIL

18.36

R BEHEFARS AR T
BoR R BIRATOH I - BEHES
Jo LIS A B AT R
B IS5 S SRR T — b
RELGHEEERE LT R
o RABBREEY  BRH
SRR BT OGRS BN
B CHSLERHEESLENY
BT AR o SRS B A R IR
HEAMRBENEF -

18.36 There should be appropriate

s in place to detect

processes shot 1d be identified as
appropriate ;and the effect of their
presence on product quality should
be assessed, if necessary.The results
of such assessments should be taken
into consideration in the disposition

of the material produced.

1837 FREH ﬁaﬁ‘}@ ' * 18.37 Records of contamination events
should be maintained.
1838 54 E Lty L Ai@F T £HHE | 1838 Shared (multi-product) equipment

GENRET Y E S E T
FARBGR & 0 F Rk > B8
FERIGH T e RIH AT R
#) R 1 B AR -

may warrant additional testing after
cleaning between product
campaigns, as appropriate, to
minimize the risk of

cross-contamination.
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18.4 Harvesting, Isolation and
Purification

18.40 L E & BB > R A SR ba i R fa
B4R AR A 0 KA b R AR B
tmip ity HEABE HERBR

B A RIE T R TR

JA M 2w

18.40 Harvesting steps, either to remove
cells or cellular components or to
collect cellular components after
disruption should be performed mn
equipment and areas designed to
minimize the risk of

contamination.

18.41 W& R 4bILIE A i F 09 A2
Fo a3 REinied A ZM
A e R Rk ek
(BB~ BRA SR RAR
B RAR) » AR P E 4
REVERL-HLEY -

18.41 t.and purification

18.42 rrik & B E
JﬁﬂTﬁlﬁ fﬁk%ﬁ

cleaned and, as appropriate,
sanitized after use. Multiple
successive batching without
cleaning can be used if
intermediate or API quality is not

compromised.

18.43 &

18.43 If open systems are used,
purification should be performed -
under environmental conditions
appropriate for the preservation of

product quality.

1844 % 3464 B8R A~ Eh—

o3l % o) R T HE R A Y 0 Hlde
1R 6B HHER 0 KA Al
Z A, -

18.44 Additional controls, such as the
use of dedicated chromatography
resins or additional testing; may be
apprbpriate if equipment is to be
used for multiple products. '
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18.5 Viral Removal/Inactivation steps

18.50 FAM 2 %45 E3M > 48] ICH #5
O3 £ HFHEMERGZE © R
B ALK Bt B 1k 2 A R
VoLl E e Tiara

18.50 See the ICH Guideline Q5A
Quality of Biotechnological
Products: Viral Safety Evaluation

- of Biotechnology Products
Derived from Cell Lines of
Human or Animal Origin for more

specific information.

1851 #n Ry AEIBRRELSE
C S B HMEHURS R -SSR

P A 48 3B A 2 2 5 385 6] P BT -

Viral removal and viral

18.51

18.52 EHIGEE ey TP HE > AL A
B EZ BB/ EEICF AT R S ER
12 Bl A H 5 R o Bk B
B e AR LR AR R R
Rz E o mE R
%ﬁ\%m*

should be

are separate from other processing

rformed in areas that

activities and have separate air
handling units.

18.53

%ﬁm uﬁ%@&fﬁé’m
BEREE dAeENFHERT
5|'¢o

18.53 The same equipment is not
normally used for different
_purification steps. However, if the
same equipment is to be used, the
equipment should be appropriately
cleaned and sanitized before reuse.
Appr‘opﬁate precautions should be
taken to prevenf potential virus
carry-over (e.g., through
equipment or environment) from

previous steps.
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19. B5 AR B A Bk

19. APIsFOR USEIN
CLINICAL TRIALS

9.1 —RAT

19.1 General

19.10 #FAAARBATNES F2 4
Bl AT R A SR A L
AR e Bt - RIS E
I LIRS R ALE -

19.10 Not all the controls in the previous
sections of this Guide are
appfopriate for the manufacture of
anew API for investigational use

during its development.Section 19

provides specific guidance unique

BRI B Rz Hi kA
HEH BILF SR RN
ALz RBERENEH—%- U
BRERAZAEE N R H gk
W2 30 e RO B E H 2 BEARR
R R R AT P B BE AR P P 2 38
BmB e — s R #R

19.11

XA B SR 2R 4GRS
z%%%%%_ i

process increases and clinical
testing of adrug product
-progresses from pre-clinical stages
through clinical stages. Once drug
development reaches the -stage
whete the API is produced for use
in drug products intended for
clinical trials, manufacturers
should ensure that APIs are
manufactured in suitable facilities
using appropriate production and
control procedures to ensure the
quality of the API. ' |
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192 &8 19.2 Quality
19.20 @ % &) GMP # 23k AN EE AR 19.20 Appropriate GMP coneepts should
REARMENAR SHBTZ be applied in the production of
PLRBATHF - APIs for use in clinical trials with
a suitable mechanism of approval
of cach batch.
1921 AEARRHBA AN EZH K 19.21 A quality unit(s) independent from
R RIER R EBHAINAEE production should be established |
LAY A for the approval or rejection of
19.22 SRRy REE F b 0 H E4
174 FLladFanPaT
_z o
1923 K MR OH B - SR HH
TREEY  ARBHEGRRA

19.24 19.24 Process an quality probléms
should be évaluated.

19.25 Labeling for APIs intended for use
in clinical trials should be
appropriately controlled and
should identify the material as
being for investigational use.

193 %5 :19.3 Equipment and Facilities

1930 #A£E KR Ffﬁ%*iﬁﬁ’%‘l‘%’—}gx‘l’ R 19.30 During all phases of clinical

M T ZBERT n%ﬁiéﬁ‘fiﬁfl’
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W BHAE RS LRERRR

@A E B F M AEA ,\?E;&ﬁi

development, including the use of
small-scale facilities or
laboratories to manufacture
batches of APIs for use in clinical
trials, procedures should be in
place to ensure that equipment is
calibrated, clean, and suitable for

its intended use.
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19.31 Procedures for the use of facilities
should ensure that materials are
handled in a manner that
minimizes the risk of
contamination and

cross-contamination.

194 B##& %J 19.4 Control of Raw Materials
19.40 B4 ARAR R R 8 2 A & A4k 19.40 Raw materials used in production
BB R AR & R e 2L *T"H-' ‘k of APIs for use in clinical trials

BMABRER G SH BT
HWATE BRI - & R ERE ﬁ% -2
SEMR BAL T Z 54 R R A
BALRIE -

should be evaluated by testing, or

T 1

s analysis

A bR P Bk e 38 A A
A AT AR MR R B (TR BR > 3R
M@%T%x&%u}&z M

19.41

than on anc:ﬁytlcal testing alone.

19.5 Production

RARREMRZERENE N

19.50 The production of APIs for use in
clinical trials should be
documented in laboratory
notebooks, batch records, or by

_ other appropriate means. These
documents should include
 information on the use of
production materials, equipment,
. processing, and scientific

observations.

TAMMEE/ ERLERANHER
BRY2RARGEE/ A RTHRER
BEBRBAHEL HAER/ A E2
BEREEEITRE -

19.51

19.5t Expected yields can be more
variable and less defined than the
expected yields used in
commercial processes.

Investigations into yield Vanatlons

are not expected.
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19.6 Validation

19.60 424 & B — Bl bt Red AR
MEMEPAREY R MEHRR
A B R R B AR R A
B#z t gehHaig@¥t
FRiBEH - AP B ER AR
BB et 4o T AL SRR PR R
REBEFHEHRE -

19.60 Process validation for the
- production of APIs for use in
clinical trials is normally
inappropriate, where a single APT .
batch is produced or where
process changes during API
development make batch

replication difficult or inexact. The

combination of controls,

19.61

EhRTAEBHER ML E B
R EMRGE A ERBE KR
BAE - RRE 12 EREIAT
A2 RE -

19.7 Changes

19.70 Changes are expected during
development, as knowledge is
gained and the production is
scaled up. Every change in the
production, specifications, or test
procedures should be adequately

recorded.

19.8 B8 % & 41

19.8 Laboratory Controls

- 19.80 $harfbu AR IER A R B 2 i
R IAT 80 54T 5 i B AR T S
ERER AR E KSR LB
Ry

19.80 While ané.lytical methods
performed to evaluate a batch of
API for clinical trials may not yet
be validated, they should be

scientifically sound.
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19.81

A system for retaining reserve
samples of all batches should be in
place. This system should ensure
that a sufficient quantity of each
reserve sample is retained for an

appropriate length of time after

‘approval, termination, or

discontinuation of an application.

19.82

Bz BORHEE c MO R R

KA BNABEmRBH wRF 11.6
5 TR R A WA BB AR

19.82

FH 11.6 8 7 3 A P ER KSR 6Y
FHRAFEH -

Expiry and retest dating as defined
jon 11.6 applies to existing

19.9 3¢/ 3044 8 1k

19.90

A — 18 % 4 > #E R EE AR5 A
B EAMBERY BTN
HR 0 48 AL B KR B AR -

available.

19.91

The development and
implementation of the ana.lytiéal
methods used to support the
release of a batch of API for use in
clinicat trials should be

appropriately documented.

19.92

A G A B AR AR AR R SO

Fo kAR £ A S 4R X 19.92

P B RS 3 2 MR SR
k24 AR BT ER -

A system for retaining production
and control records and documents
should be used. This system
should ensure that records and
documents are retained for an
appropriate length of time after the
approval, termination, or
discontinuation of an application.
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20. GLOSSARY

SAARH
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E-mERACBENEAE -

Acceptance Criteria
Numerical limits, ranges, or other
suitable measures for acceptance of
test results. '

VRak WX

RN B E L2 e
T4 8 40 8 iR adn - & E4E AR
B d Erb RASBIDZHER
SoMEWMEEAHERZ DY 4
BB REXRHRUEERSS
KA ABRYE RELEBE

BRI - '

i3 Ed

Active Pharmaceutical Ingredient (API) (or
Drug Substance)'

LT ERT: T

Sar H 8 —F U EZ R
I8 R IR R A BN E R
H-@¥% AHBExEHARER
RZACREE R i -

BRRIEEY

API Starting Material
A raw material, intermediate, or an
API that is used in the production of
an APT and that is incorporated as a
significant structural fragment into
the structure of the API. An API
starting material can be an article of
commerce, a material purchased
from one or more suppliers under
contract or commercial agreement, or
produced in-house. API starting
materials are normally of defined

chemical properties and structure.
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Batch (or Lot)
A specific quantity of material

produced in a process or series of
processes so that it is expected to be
homogeneous within specified limits.
In the case of continuous production,
a batch may correspond to a defined
fraction of the production. The batch
size can be defined either by a fixed

quantity or by the amount produced

B10burden

The level and type (e.g.

obj ectionablé or not) of
micro-organisms that can be present
in raw materials, API starting
materials, intermediates or APIs.
Bioburden should not be considered
contamination unless the levels have
been exceeded or defined
objectionable organisms have been
detected.
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Calibration 7
- The demonstration that a particular

instrument or device produces results
within specified limits by
comparison with results produced by
a reference or traceable standard over
an appropriate range of

measurements.
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Computer System
' A group of hardware components
and associated software designed and
assembled to perform a specific

function or group of functions.
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B Contamination
Bl PR R B A K The undesired introduction of -
s %i{i@gii%%ﬁ@% - p impurities of a chemical or
BREEP BRI ERMUAE S microbiological nature, or of foreign
R R e R E IR o ' to or onto a raw material,
REBBE RIS LR T B
B MR -
hEz=SeAu)
Describes a Pt tess step, process
condition, tesﬁequjrement, or other
relevant parameter or item that must -
be controlled within predetermined
criteria to ensure that the API meets
its specification.
"z Deviation .
(kAL 2 5 A . Departure from an approved
instruction or established standard.
B E RS Drug (Medicinal) Product
ARKEZOE Y ER LT 2 The dosage form in the final
A e (%% ICHQIA) - immediate packaging intended for
marketing. (Reference Q1A)
¥ 2/ oo B Drug Substance

See Active Pharmaceutical

Ingredient.
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Expiry Date (or Expiration Date)
The date placed on the
container/labels of an API
designating the time during which
the API is expected to remain within
established shelf life specifications if
stored under defined conditions and
after which it should not be used.

ZN R
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Impurity _
Any component present in the

T S ik
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P304 b4 2 AL -
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N

appropriate, te-adjust the process
and/or to enspfi:e that the intermediate

or API conforms to its specifications.
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Intermediate

A material produced during steps of
the processing of an API that

~ undergoes further molecular change
or purification before it becomes an
APLIntermediates may or may not be
isolated. (Note: this Guide only
addresses those intermediates
produced after the point that the
company has defined as the point at
which the production of the API
begins.) '
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Manufacture

All operations of receipt of materials,
production, packaging,
repackaging,labelling, relabelling,
quality control, release, storage, and
distribution of APIs and related
controls.

Bk

R AR (Aede R ~ A 8
B - A PR R B
DR A S 6 B SRR — iR
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Mateﬁal

A general term used to denote raw

tarting materials,

Ivents), process aids,

R

k@A RBERA DT LAY
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further pro cessmg

ckaging Material

Any material intended to protect an
intermediate or API during storage

and transport.
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=1 Procedure

A documented description of the
operations to be performed, the

precautions to be taken, and

measures to be applied directly or

indirectly related to the manufacture

of an intermediate or API.
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Process Aids

_ Materials, excluding solvents, used
as an aid in the manufacture of an
intermediate or API that do not
themselves participate in a chemical
or biological reaction (e.g. filter aid,

activated carbon, etc).

LY

JB B 2 5 R P AR B
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FEROE -

Production

All operations involved in the

S H AR

BARARAT A ROR B A TR A i
EZRERESDY A BB
B FAZ R B R -

A3

Quality Unit(s)

An organizatiiénal unit independent
of production which fulfills both.
Quality Assurance and Quality '
Control responsibilities. This can be
in the form of separate QA and QC
units or a single individual or'group,
depending upon the size and
structure of the organization.

RS A P A A SR Bk
Mz e ded ~ B AR 6 — A

2h o
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Raw Material
A general term used to denote
starting materials, reagents, and
solvents intended for use in the

production of intermediates or APlIs.
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Reference Standard, Primary
A substance that has been shown by
an extensive set of analytical tests to
be authentic material that should be
of high purity. This standard can be:
(1) obtained from an officially
recognised source, or (2)prepared by
independent synthesis, or (3)

obtained from existing production

material of high purity, or (4)

ZHRHBEEL

Y BEITERE \*Frz—ﬁﬂ”iﬁ—ﬁw
4iﬁﬁ é’]%)ﬁ_wng .?%E_Z.% B’ LA
FRGEEAE-BREBRELGL
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EIRE
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Reprocessing. s

Introducing an‘intermediate or API,
including one;fgﬁat does not conform
to standards or specifications, back

_ into the process and repeating a
crystallization step or other
appropriate chemical or physical
manipulation steps (e.g., distillation,
filtration, chromatography, milling)
that are part of the established
manufacturing process. Continuation
of a process step after an in-process
control test has shown that the step is
incomplete is considered to be part of
the normal process, and not

reprocessing.
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Retest Date
The date when a material should be
re-examined to ensure that it is still' -

suitable for use.

BT | _

BRI AAE T RAMZ P R EH K
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Reworking
Subjecting an intermediate or API
that does not conform to standards or
specifications to one or more
processing steps that are different

from the.established manufacturing

54 (BHEY)
 AREREENRE -

& . .R%E(FL)
AT — ¥ RATH S
& o W RHATA . :
TEFERSL review.This record can be initials,
FHETRF - full handwritten signature, personal
seal, or authenticated and secure
electronic signature.
& - Solvent

1R 3

FRASETEY Tt R
BRI R W e BB B
R M RH R

An inorganic or organic liquid used
as a vehicle for the preparatibn of
solutions or suspensions in the
manufacture of an intermediate or
APL |
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Specification _
A list of tests, references to
analytical procedures; and
appropriate acceptance criteria that
are numerical limits, ranges, or other
criteria for the test described. It
establishes the set of criteria to which
a material should conform to be
considered acceptable for its |

intended use. Conformance to

& 3%

th—BE Xz R Y
BT AG REGERELE
R B0 E LB SR AMRE

ance that a
methiod

meeting pre-de termined acceptance
criteria.
HHAFEE ¢ Validation Protocol
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A written plan stating how validation
- will be conducted and defining
acceptance criteria. For example, the
protocol for a manufacturing process
identifies processing equipment,
critical process parameters/operating
ranges, product characteristics,
sampling, test data to be collected,
number of validation runs, and

acceptable test results.
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Yield, Expected
The quantity of material or the
percentage of theoretical yield
anticipated at any appropriate phase
of production based on previous
laboratory, pilot scale, or

manufacturing data.

EmEE/ AR

BBAEERMEHE EERAE
LS4 TI8 k R AW M AR
THEAMBRAERSE -

Yield, Theoretical
The quahtity that would be produced
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