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1. ORGANISING AND PLANNING FOR QUALIFICATION AND VALIDATION
1. BERMEREM, N 7= a ioHT Mk e B E

1.1. All qualification and validation activities should be planned and take the lifecycle of facilities,
equipment, utilities, process and product into consideration.

LI AETOMEEMERM, NYTF—2a 58T, ReEELA—T VT 47 nX LR
DT AT AT N EBELTEIET LI L,

1.2. Qualification and validation activities should only be performed by suitably trained personnel who
follow approved procedures.

1.2 0@ PEREM & N 5T — v a3 UIEENT il an-EEIcLY, ARINEFIEE
o THEMET HZ &,

1.3. Qualification/validation personnel should report as defined in the pharmaceutical quality system
although this may not necessarily be to a quality management or a quality assurance function. However,
there should be appropriate quality oversight over the whole validation life cycle.

13 MR/ NN T — g A Y LAZEEIX, LT L MECHIEEHMIZ LT T2 W
HbOD, EFRGES AT LAOBETEIZLER S TLR—FTB2E, 2FL. Z050EMI
NYF =2 arDI7A 7V A7V RE 2w L TR mEERNZ2ITIER B R0,

1.4. The key elements of the site qualification and validation programme should be clearly defined and
documented in a validation master plan (VMP) or equivalent document.

145 8EY A4 FOMEMEFEMENY T —va VHBOX— L 2 BELHARICERL, NV
T—varyvAL =77 (VMP) £7XAFEOEICTHT S Z &,

1.5. The VMP or equivalent document should define the qualification/validation system and include or
reference information on at least the following:

i. Qualification and Validation policy;

ii. The organisational structure including roles and responsibilities for qualification and validation
activities;

iii. Summary of the facilities, equipment, systems, processes on site and the qualification and validation
status;

iv. Change control and deviation management for qualification and validation;

v. Guidance on developing acceptance criteria;

vi. References to existing documents;

vii. The qualification and validation strategy, including requalification, where applicable.

1L5.VMP E/2i3 2 & FEOCER, L &b UUFICh > TEEEFM/ANY 7 —2a R
TANERESN, EREGFIMELISZRT L L,

WM E N T —2 g VR Y v —

WREMEFEM LAY 7 — 2 g EENIK L TOAL— AR B4 &t ik p i &
i, Mg, HE, VAT A TR 2OMERCEEEFME AN T =3 CoIHR
iv. WHMEFME AN T =g P L TOERER L G~ A b
v R B D NFEHED T A X A
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i WU RGE . BEAMERL A F e, WAAMEREN & NY T — 3 DRk

1.6. For large and complex projects, planning takes on added importance and separate validation plans
may enhance clarity

1.6. KB CTHEMR 7 n Y= b7 M LTI, FFENENS HICEEILRY N TF—v
ar T I ENEITLILTHREZED TH LW

1.7. A quality risk management approach should be used for qualification and validation activities. In
light of increased knowledge and understanding from any changes during the project phase or during
commercial production, the risk assessments should be repeated, as required. The way in which risk
assessments are used to support qualification and validation activities should be clearly documented.

L7RE IV A7 v 2P A MOFEEZRHW T, @EMEREE ANY 7 —2 a UIEEh 21T R iT 1
X270 BB BT IRZ IS 2 MR LA E2 B R REE D LI,
FORIZIGCTY A7 3l # v Ik 2 &

N F—=va U EHZEMTL270ICHWLNT Y 2730 FiEX, W2 CELR LT
X7 B 720,

1.8. Appropriate checks should be incorporated into qualification and validation work to ensure the
integrity of all data obtained.

BN TRTOTFT— D% EmD 5T DI2, WURF = v 7 ZEEEE LAY F
—Tarvicpadasz e,
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2. Documentation including VMP
2. VMPIZEENhDHXE

2.1. Good documentation practices are important to support knowledge management throughout the
product lifecycle.

2.1 GDP (Good Documentation Practices) X, NV T —>a D7 A4 7% A4 7 VEEL T, ik
BHAEVR - T DH2DICEETH D,

2.2. All documents generated during qualification and validation should be approved and authorised by
appropriate personnel as defined in the pharmaceutical quality system.

WREPEREM & NY T —2 a CER SN CET, BERMAE VAT AICERINTL LB
L@Jiﬁgﬁ RV ARSI, BRESINDZ &,

| 2.3. The inter-relationship between documents in complex validation projects should be clearly defined.

23 BN T —varyueveas bTIE, XEMOMAEREENAKICERINTND I &

2.4. Validation protocols should be prepared which defines the critical systems, attributes and
parameters and the associated acceptance criteria.

24 NYF—va VEFEIEZER L, BERIVAT AR, T A—Z L XZICHE L%
ARl ERET D L,

2.5. Qualification documents may be combined together, where appropriate, e.g. installation
qualification (IQ) and operational qualification (OQ).

2.5 B Z AT AT R AP REA (1Q) LRI E A& MEAFAE (0Q) D X 512, WUl RGA . WMk
A SCE IS I B DETH LW

2.6. Where validation protocols and other documentation are supplied by a third party providing
validation services, appropriate personnel at the manufacturing site should confirm suitability and
compliance with internal procedures before approval.

Vendor protocols may be supplemented by additional documentation/test protocols before use.

26 NV TF—v g VEHEHECMO LENAY F—v g Y- R ARG T L5 — FoN—T 4
it e o 56, RERLICE W THYLEBPKRANICEGEZHR L, B0 FIELZ H
TH L,

N —OFFEEL, EARNCGEMXE/T X FFEHEFEIC L > THEL TS L,

2.7. Any significant changes to the approved protocol during execution, e.g. acceptance criteria,
operating parameters etc., should be documented as a deviation and be scientifically justified.

2.7 BIZIXZANIERE BAE AT A =278 NU T = a VEBTOAR S FEEOER
IRAERIE, @ E L TR L, BIFERIICIEYN L TE DM ETZH S 5 Z L,
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2.8. Results which fail to meet the pre-defined acceptance criteria should be recorded as a deviation and
be fully investigated according to local procedures.
Any implications for the validation should be discussed in the report.

2.8 3@67b>E@%@f’%%%@élﬁé\Lfocb\ﬁ%%%biﬁ%?)ﬂfc%é\bi\ WAL E LTtk L. B4R
DOFNEIZIH > T+ ﬁ%ﬁb&?ﬂi&%ﬁb\
/“)T~v@u/ I 25H0D55R1F, EZIZBWTERTDII L,

2.9. The review and conclusions of the validation should be reported and the results obtained
summarised against the acceptance criteria. Any subsequent changes to acceptance criteria should be
scientifically justified and a final recommendation made as to the outcome of the validation.

20 N TF—varObbaliimamEs L, SRl L TEONTERREEZENTHZ L,
THEMNTEERICEETHIHEAE., BFEMICELILTE AR EZ R L, RERHERFRIIA
Vr—varoffe U TERT DL

2.10. A formal release for the next stage in the qualification and validation process should be authorised
by the relevant responsible personnel either as part of the validation report approval or as a separate
summary document.

Conditional approval to proceed to the next qualification stage can be given where certain acceptance
criteria or deviations have not been fully addressed and there is a documented assessment that there is no
significant impact on the next activity.

2,10 WM E AN T —var7nv2BITE ROAT =V ~OEXLRY U —R 1L, i
ORBEEICLY, N TF—va vl @%w —EE L TCEREIMNOY~Y —LELE LT
KBENDZ L,
f%i®iﬁ%d?@L%ﬁ¢”\’i%&éﬂﬂﬂ%ﬂﬁ%@?%of@mZk@ﬁ%ﬂﬁ%ﬁ%@tm
RERFENLZNZ EEFMLIEZXERNDH DL EHIL, WORT — I ~ETe T & % S+ THRGR
LTHHEDRW,
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3. QUALIFICATION STAGES FOR EQUIPMENT, FACILITIES, UTILITIES AND SYSTEMS.

30 BEEE M. 2—T 0 UT 4. VAT A0 EREmE R

3.1. Qualification activities should consider all stages from initial development of the user requirements
specification through to the end of use of the equipment, facility, utility or system.

The main stages and some suggested criteria (although this depends on individual project circumstances
and may be different) which could be included in each stage are indicated below:

3.1 WEREPEREMIEEh X, RO 2 — P ERAREOER, BiZkE., gk, et 20 H»
KTTE2ETOETCOARAT—VE2EETH L,

FHERAT =V EZNICEENDIAEERND D EMEIT (x0T vy =7 FORRITET L
BRsnrbmiendinss), UTICRTEY Th b,

User requirements specification (URS)

3.2. The specification for equipment, facilities, utilities or systems should be defined in a URS and/or a
functional specification.

The essential elements of quality need to be built in at this stage and any GMP risks mitigated to an
acceptable level.

The URS should be a point of reference throughout the validation life cycle.

2 — P ERMHEE (URS)

32 iR, 2—T7 4 VT 4, VAT A, BEICHT HEEEIL. URS O EMHEEICERT S 2
o

BB T AAREMRERIL, TOAT—VTHENY. L, GMPIZEDLL2H LD DY AT %KL
NNVETFITFEILERD D,

NYF—2 9 DT T7H A7 NL%EELT, URS ST 5 L,

Design qualification (DQ)

3.3. The next element in the qualification of equipment, facilities, utilities, or systems is DQ where the
compliance of the design with GMP should be demonstrated and documented. The requirements of the
user requirements specification should be verified during the design qualification.

a% B IR A% PEREAT (DQ)

33. Mgk, =2—T 4 UT 4. VAT A, EBEBOBEKMETMO URS ICH< BEHEITZDQ THY |
A GMPIZHEA L TWAZ EEFEH L, XENLTDHZ L,

2 —PHERMAREFEOERFHS, DQ FITHKRIAET H Z &,

Factory acceptance testing (FAT) /Site acceptance testing (SAT)
3.4. Equipment, especially if incorporating novel or complex technology, may be evaluated, if
applicable, at the vendor prior to delivery.

Tk (FAT) /YA h3z AikER (SAT)
3.4 BRICH CTH = D BHEREIN N MAA TN MEE L, @b, BRI ¥ — T
FEME L TH kv,

3.5. Prior to installation, equipment should be confirmed to comply with the URS/ functional
specification at the vendor site, if applicable.
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350U, HEEARET HEIIC, N X —MIT URSEREERE~O#EE M2 MIRT 25 2
&o

3.6. Where appropriate and justified, documentation review and some tests could be performed at the
FAT or other stages without the need to repeat on site at [Q/OQ if it can be shown that the functionality
is not affected by the transport and installation.

36U RHAN S L BE . BEPCEMERICEk o THEICEER W ERREANIT. X
EHOLE 2T A MO % FAT F 13O BB THEET 225 TE, IQOQ DA VA
NG R A A A

3.7. FAT may be supplemented by the execution of a SAT following the receipt of equipment at the
manufacturing site.

3.7.FAT 1%, BEHSE COEBZ ABICSAT 2 E+ 52 LItk THiETHZ L TE D,

Installation qualification (1Q)
3.8. 1Q should be performed on equipment, facilities, utilities, or systems.

PE AT E 0 AL PEREAR  (1Q)
3.8.1Q 1%, @&, fiik, =2 —T 4 VT 4 ETIEV AT AICHOWTET 5 Z &,

3.9. 1Q should include, but is not limited to the following:

i. Verification of the correct installation of components, instrumentation, equipment, pipe work and
services against the engineering drawings and specifications;

ii. Verification of the correct installation against pre-defined criteria;

iii. Collection and collation of supplier operating and working instructions and maintenance
requirements;

iv. Calibration of instrumentation;

v. Verification of the materials of construction.

39.IQICIEUTREENDIZ &, ENRZHBIZRE LRV,

L T V=T ORRFERICR LT, MR, BASRE, EE, ELFEOCYT —ERXDIELWVK
1& O FH A fife 58

ii. BV LOEDTEFMICH L TCIELLSEMT I & ORGE,

iii. ¥ 77 A4 Yo FR v —v a3y FEEFE, AT T U RABEHOIEE EREA,

iv. FHHIERORE,

v. FEFR OB D RREE,

Operational qualification (0OQ)
3.10. OQ normally follows IQ but depending on the complexity of the equipment, it may be performed as
a combined Installation/Operation Qualification (I0Q).

1 S IR A MR R (0Q)
3.10. OQ /Tl H IQ DHEICFEM SN D, HEOEHM S IZ K > TiE, FKRIZI0OQ & L THEM L
ThEDR,
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3.11. OQ should include but is not limited to the following:

i. Tests that have been developed from the knowledge of processes, systems and equipment to ensure the
system is operating as designed;

ii. Tests to confirm upper and lower operating limits, and /or “worst case” conditions.

3L OQICIHLLTFREENDIN, ZNLITRE LRV,

VAT AREGFEBVBIEL TV ENEZHENIOLTOOT oA, VAT A, FMICET D
ARk A B LT A b

iEERO EREONTFR, [TD—2 Nr— 2] 2ERTHEZDOT A K

—
:I:l
]

3.12. The completion of a successful OQ should allow the finalisation of standard
operating and cleaning procedures, operator training and preventative maintenance requirements.

32 FHEIZ OQ A& T T 41X, IEEMERE FIRE X OWEE BIA, EEFHEIBC T A > 7
VADEMELE R TE B,

Performance qualification (PQ)
3.13. PQ should normally follow the successful completion of IQ and OQ. However, it may in some
cases be appropriate to perform it in conjunction with OQ or Process Validation.

A8 1 R AS MEREAT (PQ)
33IQ L OQ BET L ThbH, PQEHEETHZE, L2rL, ZHICL-oTIHO0Q /2137w
AN TF—vartibEdTEITLTLID

3.14. PQ should include, but is not limited to the following:

1.  Tests, using production materials, qualified substitutes or simulated product proven to
have equivalent behaviour under normal operating conditions with worst case batch
sizes.

The frequency of sampling used to confirm process control should be justified;

i1. Tests should cover the operating range of the intended process, unless documented

evidence from the development phases confirming the operational ranges is available.

34.PQICIILU FREEND Z & ENINHICRE LA,

i, U—2ANr—2Z2DO RNy FH A XT, %L%Eﬂ A PEREN S AV AR S, I Oj
MR CRILEE A & 5 2 LGl S o figE a2 =7 A b,

Tt AOERRELZHERT HT-D ﬂﬂb\é#/7)/7®‘fﬁf75) HUITH D &V )R E IR
T,

ii. BAFEBERE D O OEERFIH 2 AT 2 LB SN TZFERR 2 WERY 7 XA MIER L= 2tk
A DEREIHE I N—F D Z &,

3
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4. RE-QUALIFICATION
4. FBIEEMERM

4.1. Equipment, facilities, utilities and systems should be evaluated at an appropriate frequency to
confirm that they remain in a state of control.

4.1, HEE. O MiHF, 2—TFT A VT4 F LTV ATAZFNORNEHRETCLE EFE>TWVWAD R
BT H-OEU R HE TR SND Z &

4.2. Where re-qualification is necessary and performed at a specific time period, the period should be
justified and the criteria for evaluation defined.
Furthermore, the possibility of small changes over time should be assessed.

4.2. FFEFERANALE T, FFEORMMIE CEITT 2% 4. MRILE 4L S Rkl L HE R E
#IhsrZl,
SHI, BELOWREREITIAEESND Z &,
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5. PROCESS VALIDATION

5. 7rEANYF— g v

General

5.1. The requirements and principles outlined in this section are applicable to the manufacture of all
pharmaceutical dosage forms.

They cover the initial validation of new processes, subsequent validation of modified processes, site
transfers and ongoing process verification.

It is implicit in this annex that a robust product development process is in place to enable successful
process validation.

—

5.2 0% T T 2 EARCHANL, 2 ToERMUAAOMEICHHAT L ENTE D,
ZNHIE, LT et 20HEIANYF— gy, FARKKSEREINET ek 2D Y) F—
vay, WEFROBE, #EHN T a2 7 40— a A I ARA—LTWND,

Z® annex [ZBWT, BELZBMEAE e R T, Trne AR T = a VORI EHEEICT
HZLEHRRELTWD,

5.2. Section 5 should be used in conjunction with the relevant guideline on Process Validation.

52,58, Yab AR T —va i CMT oA RIAEEDbETHWS Z L,

5.2.1. The guideline on Process Validation is intended to provide guidance on the information and data to
be provided in the regulatory submission only.
However GMP requirements for process validation continue throughout the lifecycle of the process.

52.1. 7 EANY T =2 a DA RT7A4 0%, HllSR~0RGFEICBToREfEzND
BRT = OTA X AT DL E2ENT D,

LNLENL, GMP 7 mEADT A 7 A7V EBLTC, 7abANRNY T — g Zikkid
L OERT D,

5.2.2. This approach should be applied to link product and process development.
It will ensure validation of the commercial manufacturing process and maintenance of the process in a
state of control during routine commercial production.

522, 207 7ue—FiF, WAL AW{BELETLIOICEHSIND,
FRITEFEOMEEEFEOR, MEAFE T o ZAONRYF—2 a0, 0B ADA LT F A
DEHREBIZEI»ND Z EZRIETHEA D,

5.3. Manufacturing processes may be developed using a traditional approach or a continuous verification
approach.

However, irrespective of the approach used, processes must be shown to be robust and ensure consistent
product quality before any product is released to the market.

Manufacturing processes using the traditional approach should undergo a prospective validation
programme, wherever possible, prior to certification of the product.

Retrospective validation is no longer an acceptable approach.

53 WET w23, WROT T n—F, FLFBEFEHN TR AR T 4= a2 HnT
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B SN B G EILR 0,

Ll s, W7 7e—F2 0Ty, MiHICHaT 581, et X XBETHY —
BLEMBREARIETE LI 2RI RTNIE R LR,

AREThIIE., MoK, ko7 e —FE2HEHLE-E o 28, PRIBAY F—
YarE L TERMINDIRETTHD,

B ANY T — 2 a VT b IERFRTE 2 HIETIE RN,

5.4. Process validation of new products should cover all intended marketed strengths and sites of
manufacture.

Bracketing could be justified for new products based on extensive process knowledge from the
development stage in conjunction with an appropriate ongoing verification programme.

54 GO T o AR F—v g 0k, E@TCORBORM L EToMEHRE2 D A~ LRITH
X722 57220,

TIT 47, R ORBEREN G OJREHH e A Mk E X— AL LTIE4T D
ZENTE, B RMKENSRY T = a v EHTL L,

5.5. For the process validation of products which are transferred from one site to another or within the
same site, the number of validation batches could be reduced by the use of a bracketing approach.
However, existing product knowledge, including the content of the previous validation, should be
available. Different strengths, batch sizes and pack sizes/container types may also use a bracketing
approach, if justified.

55. HDHHENOHORFE~, FLIERCEFANCTCEH -/ GEo et A RN F—v 30
CﬁLT\A)T*Va/@AV%@i T T4 ITTa—F 2 HEHT DL THIET
LHZEMAETHA), LOLAERL, BEONR)TFT—va v ONEEET, BEFOR M
FFRIHARTRINIE R bRV, BRALIEE, Ny FHA X T L TRy A XBHREIAT
bER, ESY T 77757 0 7 HEEZERALTE LW,

5.6. For the site transfer of legacy products, the manufacturing process and controls must comply with
the marketing authorisation and meet current standards for marketing authorisation for that product type.
If necessary, variations to the marketing authorisation should be submitted.

56%%” BT OHAICE., RET oA WEEHENRIER AR EHIZES L.
ESE=14 @%L%bd%wtwmﬁﬁmwﬂﬁ WAL TWRITIIEZR S 7220,
M%#%hi\%m%x%m$%®fﬁ%$ LR iE7e 570,

5.7. Process validation should establish whether all quality attributes and process parameters, which are
considered important for ensuring the validated state and acceptable product quality, can be consistently
met by the process.

The basis by which process parameters and quality attributes were identified as being critical or
non-critical should be clearly documented, taking into account the results of any risk assessment
activities.

57. 7 AN TF—va i, ANV TFT—va VIREEERBREEZRIET 5 DICEE L E X

biLd, T RXTCORERMEL T EANTA—=23 TR l—HLTHEET D X IMELT

HZ L,

MBS T m A NRNT A= PEENLE S NERET HRMAE, VR 7 IES O REEE
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BIZ AN THMEICCET D Z L,

5.8. Normally batches manufactured for process validation should be the same size as the intended
commercial scale batches and the use of any other batch sizes should be justified or specified in other
sections of the GMP guide

58 8%, 7B ANRY T = arOldIlBET LNy FIF, BREELR LNy FH A4 XT
HO., Bl RNy FH A XZHWVWDIESIZFORMUE RENDZE, £721X GMP A KD
itz va dlHEINTWA Z &,

5.9. Equipment, facilities, utilities and systems used for process validation should be qualified. Test
methods should be validated for their intended use.

5970 AN F—va VIERTLEE, X, =2—T7T 4 U7 4, VAT AIIZONWTILE
BMEEZHEL, NV T —va VICHWAT A NHFEEIANI TR T5H2 L,

5.10. For all products irrespective of the approach used, process knowledge from development studies o
other sources should be accessible to the manufacturing site, unless otherwise justified, and be the basis
for validation activities.

T

500807 7a—FaH0naAancEbos T, £@ToORNICHOWT, BEARMIEEZIZZD
oYy —2hb0 7 20HiL., WEFTICB W THRIHE TR IER 53, E4 kT
HEBMNRWED, N F—v g UIFBOEBELE LT b2,

5.11. For process validation batches, production, development, or other site transfer personnel may be
involved.

Batches should only be manufactured by trained personnel in accordance with GMP using approved
documentation.

It is expected that production personnel are involved in the manufacture of validation batches to
facilitate product understanding.

511, 7oA F—v g, EAE, BRELZITITA FBERICBW TR, EERG TN

HEIILIR W,
BETONRyFIL, KBRENT-LEAMEAL, GMP IZHI»> Tl SN T-EEIC L » THIET 5 2
ko

RESMEOEE L, MAL~OHMAZRET LD, N TF—Ta Ny FoflEicilbsz
ERHFEEIN D,

5.12. The suppliers of critical starting and packaging materials should be qualified prior to the
manufacture of validation batches; otherwise a justification based on the application of quality risk
management principles should be documented.

SI2.BEHEH 2 HBIFEEAM OV 7 4 vid, N T —va "y FHEOFTIZ @SN 2 RS
HT bk, SHpE, WEVAI=x A MOFAZBEHA L, E4{T 2B I0LE CENT S
&,

5.13. It is especially important that the underlying process knowledge for the design space justification

(if used) and for development of any mathematical models (if used) to confirm a process control strategy

© Copyright eCompliance 2015
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should be available.

513 (L LFEHENTWERDE) THEALA U AX—Z2DEYHRL, (b LEHENATWDERDL)
FuatAray b — LEOEERBICHWAKBEEST LOBEREO OO LB 77 a0t 20
KrIZEETH 5,

5.14. Where validation batches are released to the market, this should be pre-defined.

The conditions under which they are produced should fully comply with GMP, with the validation
acceptance criteria, with any continuous process verification criteria (if used) and with the marketing
authorisation or clinical trial authorisation.

504 N TF—vary RNy FEHBICHMT2581F, BN TOERL THE T L,

T H Oy FREGE ST EMBIE. GMP 0N Y F— v a UEESE. (B LEHI TS
2n) B TR ANRY T ¢ — g VR BRGERGR I E T2 IR BUK R F IS
AT D2 L,

5.15. For the process validation of investigational medicinal products (IMP), please refer to Annex 13.

5.15. 1583 (IMP) O 7t ANY F—3 9 2% LTl Annex 13 25 BT 5 = L,

Concurrent validation

5.16. In exceptional circumstances, where there is a strong benefit-risk ratio for the patient, it may be
acceptable not to complete a validation programme before routine production starts and concurrent
validation could be used. However, the decision to carry out concurrent validation must be justified,
documented in the VMP for visibility and approved by authorised personnel.

avhlLy bR F—v g

506 BFICLES>TDY AT « XX T 4w MDD RKREWE D REISH 2R TIE, v—F P
DG SNDANCANY T =2 a7 a s I 88 T3 ERL, avyILby hANYTFT—v
aEHWALZERNHFRINLZENnH D,

L22LeRns, arBLy MR TF—2a UVEROREIZ, E4kIh, AffEEDZDIZ VMP
IR S, BEFICL s TEARBINRTNE RS0,

5.17. Where a concurrent validation approach has been adopted, there should be sufficient data to
support a conclusion that any given batch of product is uniform and meets the defined acceptance
criteria. The results and conclusion should be formally documented and available to the Authorised
Person prior to certification of the batch.

517 a DLy bR F—=varo7 7u—FRngHAEINEHE6. ETORYFRY - THh
D, RELESHEMTICHEAT O WO e YR — b T D2 EORT —FNLETHD, i
B riEEmA . ERXICrEASL L. Authorised Person 25 Hf A ZRBICHEN. » CTRIFH kA L o121 5
N

Traditional process validation
5.18. In the traditional approach, a number of batches of the finished product are manufactured under
routine conditions to confirm reproducibility.

© Copyright eCompliance 2015
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koo 2 Ny F— g
518. kO T I —F TlX, BNy FOKRKEGLZBEOLRME T CRE L CHBEMZ MRS
5,

5.19. The number of batches manufactured and the number of samples taken should be based on quality
risk management principles, allow the normal range of variation and trends to be established and provide
sufficient data for evaluation.

Each manufacturer must determine and justify the number of batches necessary to demonstrate a high
level of assurance that the process is capable of consistently delivering quality product.

519. BV A7~ A POFANZESWT, @ OLEE & A 2SS L, dE 4 5 7=
DI T—2RRETE L9010, "WET Iy FESCERT IV I AEBE2RETDH
CEO

W OBRLEEE G | %#7mtxﬁegbfﬁg@ﬁwl WERLEST ARSI D Z L &
EER VUL TIRIET D7D E RNy FHERTEL, TORMERT L,

5.20. Without prejudice to 5.19, it is generally considered acceptable that a minimum of three
consecutive batches manufactured under routine conditions could constitute a validation of the process.
An alternative number of batches may be justified taking into account whether standard methods of
manufacture are used and whether similar products or processes are already used at the site.

An initial validation exercise with three batches may need to be supplemented with further data obtained
from subsequent batches as part of an on-going process verification exercise.

520.519 I CERTHZ L7, NI, V=T UEETTRELLEKELIZ3I Ny TN T
AN T = a VORKEHALE L TEEISNR TV D EELINZREEZHNTND Z L,
BIXOYEY A FCREBEORGEFIZRE T ot A TCRESZ L TWAZ L2 ZEETNIT., LE
Ny FHROEREZEXTHZEHTE D,

RAINC 3 Ny FTCERBINTZANY T —a i, Bl EHWTEBINDMGEHRY 7 0 Fr—
D EELT ANy TN ELNDET — XL THETDHIERMNBEIIRDIGELH D,

5.21. A process validation protocol should be prepared which defines the critical process parameters
(CPP), critical quality attributes (CQA) and the associated acceptance criteria which should be based on
development data or documented process knowledge.

521, 7 AN F—va VEEEEZERL, BEET — 20X ELI N7 v 2O
%onf RE LT, BEE S AT A—% (CPP) RCEEMERM (CQA). BHHEH T 5%
HEETERTDHI L,

5.22. Process validation protocols should include, but are not limited to the following:

i. A short description of the process and a reference to the respective Master Batch Record;

i1. Functions and responsibilities;

iii. Summary of the CQAs to be investigated;

iv. Summary of CPPs and their associated limits;

v. Summary of other (non-critical) attributes and parameters which will be investigated or
monitored during the validation activity, and the reasons for their inclusion;

vi. List of the equipment/facilities to be used (including measuring/monitoring/recording
equipment) together with the calibration status;

vii. List of analytical methods and method validation, as appropriate.

viii. Proposed in-process controls with acceptance criteria and the reason(s) why each
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in-process control is selected;
ix. Additional testing to be carried out with acceptance criteria;
X. Sampling plan and the rationale behind it;
xi. Methods for recording and evaluating results;
xii. Process for release and certification of batches (if applicable).

52,70 ANRNY F—va VOFHBEEZIL, ULTOFRRZELMLERH D0, LLTFIZERS 720
.7 vt 2O & Z L F 1D Master Batch Record @ 2 i

i # & BT

iii.fHA 3% CQA D H

iv. CPP & & O [R JE {5 o #f 2

VR F—2 g UEBTHEFE - IXE =% —F 5% Oft (non-critical) DFFMER /T A — % O]
oOROZEND E GO -EH

viE 3 @ i (WE/ =% — //RHEELE50) OU X M RUKIEDRI

ViL T HER O, ST %G 0thiENY TFT—v a0 X b

viliA TR REHEZOZHGEME, KOENLDOA 7 e A EH A2 IR L 7B H

ix. FEhE TR Z BN ER & 525 S

x. V7Y T EEEE DR

xi.fit B O G gk 515 & R 7 1k

xit./Ny FOHMRLIAEH O 72 (YT 5586)

Continuous process verification

5.23. For products developed by a quality by design approach, where it has been scientifically
established during development that the established control strategy provides a high degree of assurance
of product quality, then continuous process verification can be used as an alternative to traditional
process validation.

W 7o ANRY 7 4 r— 3 v

5.23.QbD (Quality by Design) 7 72 —FIC X VBRI I NI LT, i/ b e
— VI Lo TR OMENFEICRIETE 5 Z L BB P ICRFHICHYL SN TWD 5 E,
AP 7T e AN T —v g VIR ZA T, CPVEHWS Z &L TX D,

5.24. The method by which the process will be verified should be defined.

There should be a science based control strategy for the required attributes for incoming materials,
critical quality attributes and critical process parameters to confirm product realisation.

This should also include regular evaluation of the control strategy.

Process Analytical Technology and multivariate statistical process control may be used as tools.
Each manufacturer must determine and justify the number of batches necessary to demonstrate a high
level of assurance that the process is capable of consistently delivering quality product.

524, 7n b RAEMERT D HEEERT LI L,

SZANFEFOCEENE R, EE e A NT A — X ZER I D REEICKR L TR R LI B
SWleary b — VIR A2 T, "G ERLHERT L2 L,

ZHiTiE, ar b e — VRO EHRFE S G 2 L

7'v & AfEHNT L5 (PAT : Process Analytical Technology) X°., ZA &N Yk A2 bue—/L
DY —= e LTl E8H D,

EEEIT, Y%7 AR B L ThEDORWRGZRET D2 NINH 5 2 & & &R RGE
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VARV THEIET L2010, RWERANyTFHEEZREL, EX4T5HZ &,

| 5.25. The general principles laid down in 5.1 — 5.14 above still apply.

525. B2 5106 514 12T —RIFERI b H T 5,

Hybrid approach

5.26. A hybrid of the traditional approach and continuous process verification could be used where there
is a substantial amount of product and process knowledge and understanding which has been gained from
manufacturing experience and historical batch data.

NAT YV y KT 7 a—F

526, WEORERBRCANy F T =20 oH o /ML v R ICET 5 MY &0 MR
NEEINTWDHEGEE, ko7 e —F Ll e AXY 7 40— g V&5 A
TV KT rae—FEEHTLZENTES,

5.27. This approach may also be used for any validation activities after changes or during ongoing
process verification even though the product was initially validated using a traditional approach.

527. 207 7u—Fi%, LEAEEMLPENIKEROT e —F TRV TF— Szt L
TH, BEEHZEONY T —2 g VIEFRHBEHRIRY 7 44— g iz, B 7Tov A 7 4
r—a v EHWAZLENRTE S,

Ongoing Process Verification during Lifecycle
5.28. Paragraphs 5.28-5.32 are applicable to all three approaches to process validation mentioned above,
i.e. traditional, continuous and hybrid.

FATHA I NV EBL TCOMGEHNY 7 0 — g
528. XT 757 528-5321F. FDO3I TR TCOTav AR F—r g ThbbitkA,
WA, NA 7Yy FRIIZ L CEHTX 5,

5.29. Manufacturers should monitor product quality to ensure that a state of control is maintained
throughout the product lifecycle with the relevant process trends evaluated.

5.29. %%@%E% =XZ—L, @ ett AR o ZfH i+ 5 2 &Ick-oT, ®HED
FTATHA I NV EBEL CTEHERENHEEFSN TS ZEE2RIETH I L,

5.30. The extent and frequency of ongoing process verification should be reviewed periodically.
At any point throughout the product lifecycle, it may be appropriate to modify the requirements taking
into account the current level of process understanding and process performance.

5.30. MEGERONRY T4 r—va OB EHEEATEHHMICLE TS L,
WEDOTATHA I NDEDRHERTHH-TEH, 7Rt ADHEME T o AOEBOHED L
NEZBE L TCEREZBUICEELTH RV,

5.31. Ongoing process verification should be conducted under an approved protocol or equivalent
documents and a corresponding report should be prepared to document the results obtained.
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Statistical tools should be used, where appropriate, to support any conclusions with regard to the
variability and capability of a given process and ensure a state of control.

STKBINTZFHBEEELIZIENLFFEOLEICE SO THREHIRY 7 4 r— 3 &%
L, #EEEEKRL, BonRz20ELTH L,

WY A, T AOEMECREIICET OMmE AR — T HE Y — 2,
EHREBELRIET 52 &,

5.32. Ongoing process verification should be used throughout the product lifecycle to support the
validated status of the product as documented in the Product Quality Review.

Incremental changes over time should also be considered and the need for any additional actions, e.g.
enhanced sampling, should be assessed.

532. WG T A T A I VBB U T, MY 74— aryEMAL, BERELE R
xXERLL, WEONYF—MRWESR— b TDH2 L,

7L, BEMEGEICE U CThRAICA LD ELEBE L, BINNARES Bl Err 7Ly s
OHIR) OMLEMEFMT D Z L,
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6. VERIFICATION OF TRANSPORTATION
6. BiEDORY) 74— a v

6.1. Finished medicinal products, investigational medicinal products, bulk product and samples should
be transported from manufacturing sites in accordance with the conditions defined in the marketing
authorisation, the approved label, product specification file or as justified by the manufacturer.

6.1. BB JRBRIR, Ly BLEL D B VR BUE IR RGRSO KRR T L B LR
EHOOLNTZ, FHRITREERICL > THROLNTEHKMEICHE- T, BEF»LET 5 2 &,

6.2. It is recognised that verification of transportation may be challenging due to the variable factors
involved however, transportation routes should be clearly defined.
Seasonal and other variations should also be considered during verification of transport

6.2. BEDORY 7 4 lr—a ), BHERICIVEEE R8N D 2 L IFE#EsNn T
WD, AT ERTH I &,
kO Y 7 40—y a o], EHCMOELELEET D &,

6.3. A risk assessment should be performed to consider the impact of variables in the transportation
process other than those conditions which are continuously controlled or monitored, e.g. delays during
transportation, failure of monitoring devices, topping up liquid nitrogen, product susceptibility and any
other relevant factors.

63.V AV MAEERL, B, T=X V7L TWAELMELD S, il Tz ORE, £
:&)/7ﬁ%@ﬁ%\&Wﬁi@ﬁﬁ\%%®@§ﬁ\%@M@%@?é%. . kT o
TATOEEZETHZ L,

6.4. Due to the variable conditions expected during transportation, continuous monitoring and recording
of any critical environmental conditions to which the product may be subjected should be performed,
unless otherwise justified.

6.A4MICEL L IND EF THETICTFHRINDZEEME, Bl X TOBREIZ X > T, &I
NIEINDAEERDD 7 VT 4 DVRBRESN ZEGNICE=F2 ) 7R va—T 4 VT %k
THZ L,
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7. VALIDATION OF PACKAGING

1.8EDONY)F— g v

7.1. Variation in equipment processing parameters especially during primary packaging may have a
significant impact on the integrity and correct functioning of the pack, e.g. blister strips, sachets and
sterile components, therefore primary and secondary packaging equipment for finished and bulk products
should be qualified.

—WEEEEO T 0 AT A= OEIX, FRloaE (Bl 27V A Z— e )
@% @%Ebw%%’ﬁﬁﬁ%%%ﬁiéﬂ%ﬁﬁ%éo
PEo T, BB IOV B GO —KRE X O R EEE L, EAEMERELZ ) L7 i
X7 6720,

7.2. Qualification of the equipment used for primary packing should be carried out at the minimum and
maximum operating ranges defined for the critical process parameters such as temperature, machine
speed and sealing pressure or for any other factors.

TZ@E\%WEE\%ﬁEﬁ@;5@E%ﬁfntxﬂﬁf—&%%@@@%ﬁ@%»k%
KOBEFE T, —RAED - DITH b D & 0wk N 2 5256 L7 i e b 720,
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8. QUALIFICATION OF UTILITIES

8.2 —F 4 VT 4 DODNRYF— g

8.1. The quality of steam, water, air, other gases etc. should be confirmed following installation using
the qualification steps described in section 3 above.

8.1. K&, K. 2K, A, TOMOEIZ, &, LiLoH 3 BTl LT 2 kMR
i D45 AT v 7o flio THER L2 T TR b,

8.2. The period and extent of qualification should reflect any seasonal variations, if applicable, and the
intended use of the utility.

8.2. I LA MEREM OFPH O E L, FEIRRLD), BLOEHTEL20b2—T 4V T 4
DEKLIEHAEGEET D &,

8.3. A risk assessment should be carried out where there may be direct contact with the product, e.g.
heating, ventilation and air-conditioning (HVAC) systems, or indirect contact such as through heat
exchangers to mitigate any risks of failure.

83. W ihlcEHBEHEMIT DI AEMENH D5 H ® — il 21X HVAC (heating, ventilation and
air-conditioning) A7 A, FolE, B O L ICHBERNICEMT S b OIZB N T, HE
DY A7 ZEBMIED LD U A7 A T LR T T s,
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9. VALIDATION OF TEST METHODS
9. BRIENY T —va v

9.1. All analytical test methods used in qualification, validation or cleaning exercises should be validated
with an appropriate detection and quantification limit, where necessary, as defined in Chapter 6 of the
PIC/S GMP guide, Part I.

9.1. WAEMEREM, NV T —va v, WEHEEEICHNLN TR ToOoRBRET., EYl B
REBBRANBEYI THLZ &, LER ST, PIC/SGMP /74 R Part] O 6 EICEDH LT
WAH Lo, RV TF—FrFTBHZ L,

9.2. Where microbial testing of product is carried out, the method should be validated to confirm that the
product does not influence the recovery of microorganisms.

9.2. WEMDMAEMRRE FET 556, U HTIEEIAY T — b LRTE o9, Gt
MDD 3 AN) —IZEB LN L2 ERT DI L,

9.3. Where microbial testing of surfaces in clean rooms is carried out, validation should be performed on
the test method to confirm that sanitising agents do not influence the recovery of microorganisms.

93. 7 U= NV —LhDOREDOWMEMRRZ FE T 556, ABRIEBZOVWTAY F—va a5k
L7226 BRERPBAEDO Y I NY —ICRBELRN E2MRET LI L,
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10. CLEANING VALIDATION

10. BEEANVT— a3 v

10.1. Cleaning validation should be performed in order to confirm the effectiveness of any cleaning
procedure for all product contact equipment.

Simulating agents may be used with appropriate scientific justification.

Where similar types of equipment are grouped together, a justification of the specific equipment selected
for cleaning validation is expected.

10.1. &R ICHEMT 2T X TORBICHT2H P L WHEFIEN DR TH L Z L 2 HiB T2
TeOlT, NV T —va U EERLURTIIERL 20,

WO R FRIC EY b ENTHET YIab—vary- =V NEFEHTLIZELH D,
BRI LBEOKGZ 7 Vv — 7L LIcgG . BRLEBEORGOWEFANY T —2 3 /Ii2nT
T, EH SN OMWPLETH D,

10.2. A visual check for cleanliness is an important part of the acceptance criteria for cleaning
validation.

It is not generally acceptable for this criterion alone to be used.

Repeated cleaning and retesting until acceptable residue results are obtained is not considered an
acceptable approach.

EEEORBRT = v 713, kN T = a Vv OZHREORERE R TH D,
CORER T EHERTL LT, @Y., FRTERY,

OB UIRLL, BEDPFRCEIMBIC 2T THRABRET LI LIE., FAETEDT Y
n—F LEB LR,

10.3. It is recognised that a cleaning validation programme may take some time to complete and
validation with verification after each batch may be required for some products, e.g. investigational
medicinal products.

There should be sufficient data from the verification to support a conclusion that the equipment is clean
and available for further use.

10.3. JeFEANY T —va it BT T2 TRHEMEZEST 20D N0,

WL O OEL =l Z ITIRBRE—IZBW L, NV T —va v ERNy FRIEORRICRY 7 47
—va yTHEBTAHAZEEZHERINDINE LR,

WY T4 —va rh, BaEPEETHRRNICERcCE W imarEizix, +o7%k
T NLETH D,

10.4. Validation should consider the level of automation in the cleaning process.
Where an automatic process is used, the specified normal operating range of the utilities and equipment
should be validated.

104, RV F—2a i, E7 o RAICBT A HEEOL XL EZELARITHRIER S0,
HEfb 7 et 22 HT 2856, 2—T7 4 VT 4 REEORTEIN-BEE OMERAEITZIAY 7
—hENRRTNIER S R0,

10.5. For all cleaning processes an assessment should be performed to determine the variable factors
which influence cleaning effectiveness and performance, e.g. operators, the level of detail in procedures
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such as rinsing times etc.
If variable factors have been identified, the worst case situations should be used as the basis for cleaning
validation studies.

10.5. TrFOFRERON T 4 —~v L ACEEZ L LT EHERN —Fl 2 1EA4XL—%, VU2 2D
FEIEE WO FIREFEOFHEMEDO LNV —ZRET HOIC, TRTOWH T2 RITHBNT,
FEAMG 2 SE i L 72 1T ALIE 22 B 72w,

EEERNFEINTEZROIE, VAN —RZBTL2RNZHEEN) T —a VIHOOR
NI s,

10.6. Limits for the carryover of product residues should be based on a toxicological evaluation'.

The justification for the selected limits should be documented in a risk assessment which includes all the
supporting references.

Limits should be established for the removal of any cleaning agents used.

Acceptance criteria should consider the potential cumulative effect of multiple items of equipment in the
process equipment train.

10.6. WEREO X v UV —F— "= 7O OREIT, BHEFHRFMICESIHRITIE RS2
VY,

BINENRADOEL{ETE HMILIT, VATZFMIZBNT, §XTOHFR—FEEZEFDT
XELS N TIX RS 7220,

FRECIB DT, R LIERERORELHRIFEIZT D L,

SZHEMIE, —#HOT e B REEBOEBROT AT BT LIRBEO AR LI EEEE L
@?ﬂi@%ﬁwo

10.6.1. Therapeutic macromolecules and peptides are known to degrade and denature when exposed to
pH extremes and/or heat, and may become pharmacologically inactive.
A toxicological evaluation may therefore not be applicable in these circumstances.

10.6.1. W &7 F I, @iz pHRAIC S L SNy A, IMT LD FERERT L5 2
ERHLNTHEY, FEMICARIEEIZR DR,
LB o T, BEFNRFFME., CNOORWMTHEATERWEAERD S,

10.6.2. If it is not feasible to test for specific product residues, other representative parameters may be
selected, e.g. total organic carbon (TOC) and conductivity.

10.6.2. B OB T IREICH T HMENATRE TRWAR HIE, R EH R T XA —F (Hlz 1342
A —AR Ly (TOC) LfrEEH) ZBINTHZENTED,

10.7. The risk presented by microbial and endotoxin contamination should be considered during the
development of cleaning validation protocols.

10.7. A B IR U R XV U B RICE>TREND U 27 1F, EANYF—2 9 VEH
EOERTICEETHZ L,

10.8. The influence of the time between manufacture and cleaning and the time between cleaning and use
should be taken into account to define dirty and clean hold times for the cleaning process.
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10.8. it & i O M OFFE] 36 L O EEH O M O RIS & 2 8Ix, {55 LG E Ry
WEZTEHRT LD, WHETa B RAIBNTEREINLIRETH D,

10.9. Where campaign manufacture is carried out, the impact on the ease of cleaning at the end of the
campaign should be considered and the maximum length of a campaign (in time and/or number of
batches) should be the basis for cleaning validation exercises.

109. ¥ ¥ o RX—VAFELEBTIHE. Yo X—0KTHOWEHEORG I ~DFEEBLEEE
Ladhnidesd, v o _X—roiEHE (KON T8 138E AU 7 —2 3 ORI
LTI B0,

10.10. Where a worst case product approach is used as a cleaning validation model, a scientific rationale
should be provided for the selection of the worst case product and the impact of new products to the site
assessed.

Criteria for determining the worst case may include solubility, cleanability, toxicity and potency.

10.10. A FOFHICBNT, HEANVTF—vavrEF L E LT, V=X Mr—2B X5
T —FERHATAILA. VA M — ARG ERINLAEZ EICE LT, BRI R IEY RN
RSN TIE R b 7220,

U— A Nr—RERETDHOO5M1E, e, BiRrlett, &%, Aoz a0 bbb
AR

10.11. Cleaning validation protocols should specify or reference the locations to be sampled, the
rationale for the selection of these locations and define the acceptance criteria.

10.11. ANV F—2a VEHEFIZ, Yo7 732850, TR e EIR LR, %
LTR#EREEZRET 20 RLR2TIE RS20,

10.12. Sampling should be carried out by swabbing and/or rinsing or by other means depending on the
production equipment.

The sampling materials and method should not influence the result.

Recovery should be shown to be possible from all product contact materials sampled in the equipment
with all the sampling methods used.

10.12. o7V 7%, AUTERY VAR, FRIIMBERBICL > TEoMO FIEEFEE T
HIZ &,

T TR E FIEIE, BRICEEL TE s,

TRTCOY TV P REEEREHTAIZLICL ST, EBENICBWT, ¥ XToOHFY 0
SNTEEMMENS D) AN =R THDLZ ENRENB TN B0,

10.13. The cleaning procedure should be performed an appropriate number of times based on a risk
assessment and meet the acceptance criteria in order to prove that the cleaning method is validated.

1013, P HIER AN F— a2 &2l T 5720, U A7 5HEICHE - T, @b 22 [\ o
Wi FIEZ FAT L, RS20 57200,

| 10.14. Where a cleaning process is ineffective or is not appropriate for some equipment, dedicated
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equipment or other appropriate measures should be used for each product as indicated in chapters 3 and 5
of PIC/S GMP guide.

10.14. EFE 7T a2 ANDER 7200, WL OO E I L C# ) TIERWE4E ., PIC/S GMP
A ROIELSETRENTWND LI, Fx0RE DD, EHOEE F - 138072 Hik
AT H L,

10.15. Where manual cleaning of equipment is performed, it is especially important that the
effectiveness of the manual process should be confirmed at a justified frequency.

10.15. #EEO TN L DEE VN E SN D56, ELL S NTZHE CTIEXDOR M MR
NAEZZEIFFICEETH D,
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11. CHANGE CONTROL
NnNAEAEEHE

11.1. The control of change is an important part of knowledge management and should be handled withi
the pharmaceutical quality system.

n

. EROEHIZ. T Ly VEHOBEERT /S THY EKNEL AT LOR TRV S Z &

11.2. Written procedures should be in place to describe the actions to be taken if a planned change is
proposed to a starting material, product component, process, equipment, premises, product range,
method of production or testing, batch size, design space or any other change during the lifecycle that
may affect product quality or reproducibility.

1u.%b%@éhk%ﬁﬁ TA T A I NVICBT L, HEEE, #iaR—xr K 7u

CEE, By, LY BIECKBRICE T HE, Ny TFH A X T A=K
%ODﬁEOD?TE CXHTHHOTHIIT BARESCH G OBFEMICEEL 5 X DA EEICONT,
EHRET v a vl L CE SN FIEN 2T IE R B0,

11.3. Where design space is used, the impact on changes to the design space should be considered
against the registered design space within the marketing authorization and the need for any regulatory
actions assessed.

113, TP A U AR=APEA SN TV 56 ERFABICB W THIH LIZT YA A~ —
AZBHS DI LD A X7 b LUK ARG - 72T B O 2 B 2 5 58 L 7 1 ik 7e
57N,

11.4. Quality risk management should be used to evaluate planned changes to determine the potential

impact on product quality, pharmaceutical quality systems, documentation, validation, regulatory status,

calibration, maintenance and on any other system to avoid unintended consequences and to plan for any
necessary process validation, verification or requalification efforts.

11.4. BB TEHA %7 POR[RENE, ERLME Y AT &5, XEL, XU T —v 3 0,
AR, RE, AT F A, TOMBEKLREWERZEREST H27200H5D D AT L%k
PETDHEOICEE LEZETEZ T 28ICE, WEY A7~F2 VA bEFEH LR TRE R
SR AN

11.5. Changes should be authorised and approved by the responsible persons or relevant functional
personnel in accordance with the pharmaceutical quality system.

11.5. BHIZ, BEEGNE AT A>T, EOONEBEEE T ITEYRMEBOERICL - T
AR EI N TR 5700,

11.6. Supporting data, e.g. copies of documents, should be reviewed to confirm that the impact of the
change has been demonstrated prior to final approval.

11.6. ¥R—=F7 =2 —fIZELEFOIE——NEEOA N7 PEZFEHLTWDHZ Lo
THRLTNDZ LE, BREARORICLE 2 LARTHIER L2,
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11.7. Following implementation, and, where appropriate, an evaluation of the effectiveness of change
should be carried out to confirm that the change has been successful.

Following implementation, and, where appropriate, an evaluation of the effectiveness of change should

be carried out to confirm that the change has been successful.

11.7. EfElcsl &, @MU ThNIL, EHOFNMELZFFML, BEENKNEIZET LI L%
BRI DHZ L&,
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12. GLOSSARY
12. 038

Definitions of terms relating to qualification and validation which are not given in other sections of the
current PIC/S GMP guide are given below.

PIC/S GMP # A RIZIZ#tE TV 2 WS PEFE I N 7 — 3 a3 VICBEE L7 HEED E %X % it#l
‘é—éo

Bracketing approach. A science and risk based validation approach such that only batches on the
extremes of certain predetermined and justified design factors, e.g. strength, batch size and/or pack size,
are tested during process validation. The design assumes that validation of any intermediate levels is
represented by validation of the extremes. Where a range of strengths is to be validated, bracketing could
be applicable if the strengths are identical or very closely related in composition, e.g. for a tablet range
made with different compression weights of a similar basic granulation or a capsule range made by
filling different plug fill weights of the same basic composition into different size capsule shells.
Bracketing can be applied to different container sizes or different fills in the same container closure
system.

Bracketing approach,/ 77 v T 4 V7T Fun—F

HOMNTOWRD I, ELHLINTHRKIFER, I TEELAAy FHA X, Q4 X%, O
MBSO Ny FOBETARNTDHEIICT A v ENTANY)T—v a7 7a—F kI3
FLVRATIZHESWIEANY F—vay, ZEFTIE, ALY F—v g I F— |
SNTZMWBEEIZ K> TRESND ERET H, OFEROHFZANY T — T 2856, BREW
R U2 FEFISE T UE (B 20X, EARICHE U X 5 eiEhiW) % JEMEE 2 28 2 T EET 5 BEA
OFIH ., ETITERNICR CRD 2 RRSICRIET T 7 THA XEOAD T RNVICRIET 50T
EADOHIBIZHT DL, 777y T A I BRHEHTEDLTHAI, 77977 47 I%,
LRGBS AT L2 lio T, YA XBVDORGBICRETIHARCERLIBELRET L5G
WHEHT AN TE D,

Change Control. A formal system by which qualified representatives of appropriate disciplines review
proposed or actual changes that might affect the validated status of facilities, systems, equipment or
processes. The intent is to determine the need for action to ensure and document that the system is
maintained in a validated state.

Change Control /2 E &

WU R EREZFFSTZEBETEN, NV T — FSINTEHEROV AT A, HEilE, o A0RMN, &
BERETAIRREDR D IELTOROCERZ L E 2T 2 EXN R AT A, ZOHMIE, VAT A
MWANYF— NINTREICHERF SN TWD Z EEZRIEL, ek T 5 72D OJEE) O 2 B 2 41 E
THZLITH D,

Cleaning Validation. Cleaning validation is documented evidence that an approved cleaning procedure
will reproducibly remove the previous product or cleaning agents used in the equipment below the
scientifically set maximum allowable carryover level.

Cleaning Validation /$Ei% /XY 5 —3 a »
AR I FIRICH G T, Al o i3EE Iclibns, BIFMICRKRIBFATE S
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FRE LV & TR D BRI A 2 B BRI 5 2 L A2 0R T 3CEAL S TS REHL,

Cleaning verification. The gathering of evidence through chemical analysis after each batch/campaign
to show that the residues of the previous product or cleaning agents have been reduced below the
scientifically set maximum allowable carryover level.

Cleaning verification /¥&¥ XV 7 4 r—3 a v
URTO RS OB 72 13 EEAB PRI KBHAARATEL2HRE LV E TED Z L arnT 4
Ny FIF o = R OARTFER BT 2 8 LT ORERLIEE,

Concurrent Validation. Validation carried out in exceptional circumstances, justified on the basis of
significant patient benefit, where the validation protocol is executed concurrently with
commercialisation of the validation batches.

Concurrent Validation,/ 2> L v v XY F— g v
BEICHERFIENH D W SN HI4 RN CEESND N T —2a T, N F—
valritBEEFETTDLEREFIIANY T —va Ny TFRERILEIND,

Continuous process verification. An alternative approach to process validation in which manufacturing
process performance is continuously monitored and evaluated. (ICH Q8)

Continuous Process Verification,/ EHEH T ut AXRY 7 0 Fr—3 g v
T AR T —va rORBET, WE T e A0EBEEMRENICE=X— LT 5
(ICH Q8).

Control Strategy. A planned set of controls derived from current product and process understanding that
ensures process performance and product quality. The controls can include parameters and attributes
related to drug substance and drug product materials and components, facility and equipment operating
conditions, in-process controls, finished product specifications and the associated methods and
frequency of monitoring and control. (ICH Q10)

Control Strategy,/ = > h o — /LB #%

MR T mE RCET 5 &FTOMEMENLEPN, ot ZOMESCH GO MEZRIET 272D
ERFE S e EBH O A, BEICIE, BESRFORS B EHIEE S 58T A —F KOS
PE, RIGCEE OEBESRM, A e 2B, RERLOBK, £=2 ) v 7B I E
THHIECHEERENE TS, (ICHQL0)

Critical process parameter (CPP). A process parameter whose variability has an impact on a critical
quality attribute and therefore should be monitored or controlled to ensure the process produces the
desired quality. (ICH Q8)

Critical process parameter,/ EE & X/X5 2 —% (CPP)

TRERANRTA=EZDIL, TOEHPEBELEFEICHELZR I T O, o TExDO Tt
AR SINDOMELZEYV T I EEZRAET AEDICE=F—LEHLR2TNE LRV T
A—24, (ICHQ8)

| Critical quality attribute (CQA). A physical, chemical, biological or microbiological property or
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characteristic that should be within an approved limit, range or distribution to ensure the desired product
quality. (ICH Q8)

Critical quality attribute ” B Z B /M (CQA)
MFFSN ARG MEZRIET H2720I1IC, FFRINTHEANSOMEEANICRTNIE R DR 0Y
PR, AR AR E T IIMAEM TR R EOMEE . (ICH Q8)

Design qualification (DQ). The documented verification that the proposed design of the facilities,
systems and equipment is suitable for the intended purpose.

Design Qualification /3% &t FRF & A& 4L 3FfH (DQ)
MERL T AT L, HEEICK L CTREI RS HEMICE L TWD Z &2 MmitL., XE
b9 252 &,

Design Space. The multidimensional combination and interaction of input variables, e.g. material
attributes, and process parameters that have been demonstrated to provide assurance of quality. Working
within the design space is not considered as a change. Movement out of the design space is considered to
be a change and would normally initiate a regulatory post approval change process. Design space is
proposed by the applicant and is subject to regulatory assessment and approval. (ICH Q8)

Design Space/ 7 A V' ARX—2

mEEHERT DI ENLIESN TN ANES (FEOWERE) L7k ARTA—20D%
A G DT EHEEH, ZOT A AXR—ANTENT LI EEFEER L TA RSN
W, THA UAR—ZAA~OBENIER LA I, BFEITAKRBEEHEO LT OO O HLi
FEEXNBEBEIND LT D, THA L A= R THFEHFNRE L, HEHYRRZ 0%
1T> THE#T % (ICHQ8),

Installation Qualification (IQ). The documented verification that the facilities, systems and equipment,
as installed or modified, comply with the approved design and the manufacturer's recommendations.

Installation Qualification /33 {F Br i #% M 524 (1Q)
Migk, AT b, EEBORERMFCELRFIC, KB INTRFPCHEXTOREICHETHZ &
ERGEL, XELTDHZ L.

Knowledge management. A systematic approach to acquire, analyse, store and disseminate information.
(ICH Q10)

Knowledge management,” 175 &
HHRE2AFL, oL, REL, KOLTOOERRRRT 7o —F,

Lifecycle. All phases in the life of a product, equipment or facility from initial development or use
through to discontinuation of use.

Lifecycle,/ Z A 7 %4 7 )V
T CE, R ORBCHEHOMMBEEN AR KTTL2ET, ENbDOHFMOETOHE

.
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Ongoing Process Verification (also known as continued process verification).
Documented evidence that the process remains in a state of control during commercial manufacture.

Ongoing Process Verification,/ ##fEHIX VU 7 ¢ //—3 3 > (Continued Process Verification & &
FEIEN 5)

FAEEENHITONTVWEIM, Zo7aeAanE@HIn-REICHD Z L2l L, CELT
HZ &,

Operational Qualification (OQ). The documented verification that the facilities, systems and
equipment, as installed or modified, perform as intended throughout the anticipated operating ranges.

Operational Qualification / &z B @ #& M 52l (0Q)
Mgk, AT L, HEEN, BASLEEICELT, PELZEEGHMEZEXLZEY ICBEEHT S
EEMREEL, XELRTDH L,

Performance Qualification (PQ). The documented verification that systems and equipment can perform
effectively and reproducibly based on the approved process method and product specification.

Performance Qualification,” #5@) 14 sE @@ & FEM (PQ)
Migx, AT A, HEEEZMEAN TS, AR I NTEHESCHLBEKICESWT, 2o ng)
RWICHBMEISBBH T2 L 2RFEL, XERLTDHZ L,

Process Validation. The documented evidence that the process, operated within established parameters,
can perform effectively and reproducibly to produce a medicinal product meeting its predetermined
specifications and quality attributes.

Process Validation,” 72 ANRY 55— g v
BELTENTA—ZOFEHNT o AZ2B B+, IRNCHRLISBHL, TOHED
DN EREICHEATOEEMZRE T ZEEZENL, BT HZ L,

Product realisation. Achievement of a product with the quality attributes to meet the needs of patients,
health care professionals and regulatory authorities and internal customer requirements. (ICH Q10)

Product realization /H! f; EH
BELCEBRUEFEFEO=—X, B Y RN EOERFHZmM T mENREL AT 28/ 00
#hk, (ICH Q10)

Prospective Validation. Validation carried out before routine production of products intended for sale. |

Prospective Validation,/ FHEIFNNY T —3 3 »
PR DN —F VAEEERIRD DRNCERT 2N T —va v,

Quality by design. A systematic approach that begins with predefined objectives and emphasises
product and process understanding and process control, based on sound science and quality risk
management.

Quality by design /27 Z VU T 4 « XA « THFA
© Copyright eCompliance 2015 32



HEZXREICHEY, Gt ot 20 @C 7 at AEHEZEEMNT L, BB FAMmM L
BV ARV A L MIESWERKRZH 7 a0 2D FE,

Quality risk management. A systematic process for the assessment, control, communication and review
of risks to quality across the lifecycle. (ICH Q9)

Quality risk management,/ fiE UV A 7~ X A b
BWETA T A7 2B LT, BEEMOMEICHED Y AZIZHONTOTEAALS M, av bR
N, AIa=r—vary, LEa—NnbRLIFMIE>T T v A, (ICHQI)

Simulated agents. A material that closely approximates the physical and, where practical, the chemical
characteristics, e.g. viscosity, particle size, pH etc., of the product under validation.

Simulated agents,/ #E#E -~ — = > b
NYF =g gz, WEPEKD, TE2576, (LFPRE (B 20X, R, R, pH
72E) BIEFIZLLSBTWE,

State of control. A condition in which the set of controls consistently provides assurance of acceptable
process performance and product quality.

State of Control /& FE IR BB
—HOEHIZ X > T, ot AVERE K OV S E A ERFE S LTV DR RE,

Traditional approach. A product development approach where set points and operating ranges for
process parameters are defined to ensure reproducibility.

Traditional approach / #EED 7 7 v —F
THRERANTA—HOREMLERFHFALER L, 7ot 2AOHEMELRIET 2RO F
%,

User requirements Specification (URS). The set of owner, user and engineering requirements
necessary and sufficient to create a feasible design meeting the intended purpose of the system.

User requirements Specification (URS) /== — ¥ ER{HEE (URS)
F—F— 2—F— V=TV HOBEREFHTHY, VAT LOEREINTHBIC
HWETHRAAERRIEZEY LT 200 E A5 ERDBD

Worst Case. A condition or set of conditions encompassing upper and lower processing limits and
circumstances, within standard operating procedures, which pose the greatest chance of product or
process failure when compared to ideal conditions. Such conditions do not necessarily induce product
or process failure.

Worst Case,/ 7 — & h &r— 2R

BARR 72 S h L LT IVIE A A L R DERED R O REL RV | FEEBRIEOREANICH DL 7 1
TARRED ERE FTREZGLERGEEITHOSEME, ZNOO0EMGEF, T LHREST 2
T2ADORKE S ZE T EIXRS 220,
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SREVE) X OMRFIT,. EUGMP Annex 15 & B2 AT,

PEU/EEA IZB W T, 2HIZHEE 772U T 4 I0B W TR 5 3K L 8l 2 1

EWCEHTLRADY AV 2 ETDHEMATA K74 Th D,
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