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1. DOCUMENT HISTORY  (CCEDEE)
Adoption by Committee 13 September 2005
Entry into force of Pl 023-1 1 January 2006

2. INTRODUCTION  (iZ L ®i2)
Inspections of sites involved in testing of medicinal products should be more and more
specific, thorough and conducted under normal working environment.

AL S DRRERI AR DAY (sites) DALRT, Fhx ., FrRADOFEMIC, £ L THEE OEBEREO T
TITPOND L 911> Tn 5,

These inspections may include a complete assessment of laboratory’s conformance with the
code of GMP or they may be limited to specific methodology or aspects of the laboratory.
Inspection process of a laboratory involves the assessment of laboratory functions in full
operation. Consequently, PIC/S has developed the Aide Memoires, which can be considered
a good tool for enhancing the understanding and performance of inspectors.

ZINHDOELZEIL, GMPHHANZZ AN E L TWDEDD5EERT B A AL N (complete assessment) % 5
Tl L2 D ETTEZEN, TARORRNRFIERELIIMSICREESND Z &I D, T
ROBELZOT vt 2%, BAROVEZE (full operation) (Z351) 5 7 RekfliZ 1 5 . £ D72®1Z, PIC/SIL,
i =%k (Aide Memoires) Z il L T\ D, ZIVUIEEE OHMELAET) (performance) % /g 6D 5 FLU VY —
WD EEBEZBND,

3.PURPOSE (H 1Y)
3.1. The purpose of this document is to provide guidance for GMP inspectors to assist in
training and preparing for inspections.

ZOXEO AL, GMPEZEEICHEZDIIH & WHEOIIBT L2000 A X v A Z2fit4 25 2
Lizdh b,

3.2. The Aide-Memoire was drafted with the aim of facilitating effective planning and
conducting of GMP inspections of laboratories. The Aide-Memoire should enhance the
efficiency of the GMP inspection and evaluation process.

ZOfESikE, 7RO GMPAZRICOWT, ZhRAZRFHE & Tz A5 ICT 5 BN TRES L
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2D THD, ZOfSikiE. GMPOEZELFHED 7ot ADHREEHD L THA 9,

4.SCOPE (3 F#tiPH)

4.1. This document applies to laboratories for testing of the finished medicinal products,
intermediates, starting materials for the production of medicinal products and in-process
controls.

ZOXET, EELORE L TRATOD, Bk EE, PRIEE, HEEEORER 21T
DI RICK L THEAEND,

4.2. At the time of issue, this document reflected the current state of the art. It is not intended to
be a barrier to technical innovations or the pursuit of excellence.

FATHE S Tl ZOXEIIEFORNA KL T\, ZOXEN, Eifidsmd 2 0 ITEFRD
BEOEELRD ZEIFER LTV,

5.AIDE-MEMOIRE  (fif54%)
The AIDE MEMOIRE in Annex consists of 9 tables containing general subjects
and items to be investigated during the GMP inspection of laboratories. Some
important questions and relevant references to the PIC/S documentation are
included as well.
Some more and specific aspects to be investigated by inspectors, respecting the
special type of laboratory and nature of testing, are included in two supplements
of Annex.

Annex |28 72 =ik (AIDE MEMOIRE) (X, — U2 HIH L 7RO GMP BELEFICHHELY T
HEEZGTL I DORNLKY Lo T D, Azoz’))@%%iﬁ B & PIC/S SCEICEET & b /-
GENTND,

FeR DX A 7D T RE LORRZRBRICE L TE, ARESHAETRZE OO LMt s
Bkl X, fHEED 2 DO (two supplements of Annex) & L TEE SN TN 5

6. REVISION HISTORY (& JERE)

Date Version Number Reasons for revision
25 September 2007 PI023-2 Change in !:he Editor’s
co-ordinates

k ok 3k
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Explanation to all tables below:

* PIC/S G. =PIC/S

Guide to GMP;

- It.=item ; (GMP A RDZRIH)

« SMF = Site Master File;

+ IPCs= in process controls;

« EuPharm= 4thed.

ARAETE

2002;

GE Y (A

5. AIDE MEMOIRE

(i %)

Page 5/32

(SEEHT ROAE)

(LLFORTOERITHT 5 500)
(PIC/S ® GMP 54 R)

(A h~RZ—T 74 )V)
(LRENE BE)

(BRI Ry 77
* VMP = Validation Master Plan;

HAWIE 2002 4)

NRYF— g v RARE— - TF)

PLF DT [cCrucial questions <showme...> | (%, BEENEM 235 L 5 REHT

® %k ok

l_iie Scientia

Annex to P1 023-1

1, GENERAL (—fi%xH)55IH)

os;rre;iz; / Notes Crucial questions (_EE?ZC%T f#) Supporting
ltemns <showme...» (RLTFIW) documents
1. General + Name of the establishment | - Who is the contact person (name, phone No, email)
Information Jitizk D4 Fr S EAEE DS E TR (AT, EBEE . E A L)
— XA
+ Physical address, phone
No., FAX
No. Email
fEpT (MBERY) . EBREE
7. FAX &7, E A —
VT KL A
+ Postal address
WY DT
1.1. Test activities | « QC laboratory status and « Licensed by a competent national authority PIC/S G. 1;
ABRITARD activities on site c IHEDITEYRBICL DT AR
SErd RUERTICERIT D QC 7
ROMLE ST &JEHE) + Regularly inspected by a competent national authority
- FTEEDATBCY JRIT K 5 E I 7p A7 42
1.2. | Activities Name(s)/ * Licensed by a competent national authority PIC/S G.
contracted address/addresses) of the PHEDEOKIC L2 7 M2 (DR
out (Contract company / companies 7.1 715
testing) Ztdeoxtto4FrE | « Evaluation / Re-evaluation of the contract laboratory by 713
ZFEL T EGh the customer (contract giver)
DIF¥ (F5t B (FFLHE) ITXK 2557 ROFHN, T
R + Type of activities,

written contract
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FREPHR SN TV D
FTOEED LA T
2. QUALITY ASSURANCE SYSTEM (/B fRFEY AT L)
2.1 General - QA system description; - Document available? PIC/S G.
— A T definition of the quality s LEIIR G RAREN 2 1.2.:1.4.
policy and legal
conditions - Key personnel; reporting lines, responsibilities and PIC/S G.1;
* QA VAT LDFLR ; M release criteria clearly defined? 2.6;2.7;6.1
BARYU—OESHR, BX | - FEAME 574 2. BEEEHR L OHATOH | and Annex
ONERY L WIS ER SN TN D02 16
- Organisation chart /QA - Review period (procedures, processes)
staff s Lo —prEHE (FIE, ek X)
FARE QA 2 & v 7
- Functionality of QA
QA DFKHE
2.2. Suppliers « Suppliers approvals, « Policy for supplier’s quality assessment defined? PIC/S G.
quality contracting cHTIAY—DRET A AL FOFEHE, EFS | 1.2 4.14;
ensuring Y TITA Y —DOEAREE NTNDHMN? 5.25 and
VA G g 7t Annex 2; It.
— OE R « Audits, qualification/ evaluation made? 25; Annex 8
« Purchasing - B EASYERHAL, T S TV D 2 It.3
control/vendors
evaluation
CBEEEE N X —FHT
2.3. Self «Self inspection / audit | « How and by whom performed?  How reported? PIC/SG.
inspection system and performance CHEREDORRIZLTITO O 2 1291
B AR CHOER BRI AT A | FORRICHAE LT D N? 9.2.;9.3.
& EME
*How are corrective measures implemented?
c EORIC U TRIEHELIT>TNDMN?
«Schedule available and is adhered to?
« ATV 2 —F BHIHFTRED ?
ZLTENDBFLNATNDN?
2.4, Trending * Results/OOS-results * Do you assess trends? How and by whom are trends | PIC/SG.
e 5347 FE R 00S-Hili evaluated? SOP exists? 6.9.
c FL Y ROFHliZ LTS ?
s FLU R, HER E ORISR L TV B2
+ SOP JFAFAEL TV 27
2.5. Change e System, responsibilities, | « How are changes documented, managed, controlled? PIC/S G.
control follow up actions CEFIE, FoRiIcE s, v x—Y Gl E) X | 13
W AT A BRI, ., TLTEHEHIN TSN ? Annex
74 u—7 v 7iEH) 15. 1t.43.
2.6. Risk « Risk management « Are all critical parameters included? PIC/SG. ;
management | method/approach CHERETONRTA—EREENTNDEN? Annex 15.
U7~ YR <wR—=T A | It..44
—Y AV b DI/ T Ta—F » How is this related to validation process?

cFRTEDRRIZL T, N TFT—varrakRCH
HATNREIRTWNDE )N ?
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3. DOCUMENTATION (CE4L)

3.1. | General « System description « Defined in writing (format, numbering system, approval PIC/S G.
information (preparation, revision. criteria, distribution, return, interval for revision etc.). 4.1.-4.11
— RO distribution, archiving) of | « FEERIC OV TOHIE Annex 18

documentation (change (FR. AFE T A KR OIWEERE, B, 1t.6.7.- 6.10.
control) EIY, CEOWEFT OO0, RiE LRER)
< E (EREEH) O
VAT LD (R
BE AT — A7)
« Handling of copies from * How is the process of archiving managed (location,
controlled documents protection)?
CERLENLOEGED | c T—hA LY (%) OFmkRE, EOREICYR
EAN —VALRENTNDN?
« Syntax of documents * SOP comprises the authorisation for copying,
(electronic or paper) identification of copies from official and controlled
XEOVUHE I A (B documents?

T, HDNEN—Y | - SOP DEBEDEBITE DRI/ > TV DM 2 A7
—) AT E Y hR— L DOIEN L OBEEHRNT E
DERIZ 72> TN D) ?

FREE (R F&D) v
UE 7 ALII ELEEW |k iREE [T A T LiE CEEREERL,
T %, BB SCFR ED & PERHCASICMY HED LI L TRET 2L ThH
INTEHN STV D NTHE Do

HLEMSE R 528

3.2. | Laboratory « Specifications (SPECs) | « Specifications are consistent with the information PIC/S G. 1;
Documentation | < ¥i#& (W& : SPECs) currently held in the dossier?
7RO AR IE. A EIRAERHC I SOV B ol | 4143

WME—BLTNDH?
* SOPs « Exists for, sampling, testing, equipment handling and PIC/SG.
FEHEVEZE FIEE other laboratory processes? 44,
Avre they complete? 4.19.-4.29
Where are previous versions archived?
s YT T BB BESEOBER WV, B LU O
D7 ROIE (FIR) (BT 2 FIEFIFEL T
DIN?
CENHIEFFEER LD LIRS TNDN?
HBIEORIOMIEL, 7T—H A4 7 ZNTWNDHN?
« Standard form introduced?
CRHLE U7 FEHEII A A 2
« Test instructions, « Specifying equipment, methods? PIC/SG.
analytical procedures, Working details described? 4.15.-4.18.
methods - HEER. HIETHES TS 52
AR fER, AT FIE, c VEEOFERBB R BTN DN ?
ST 5k
« Comply with licence dossier
RBERMALE L =L TNDN?
« Test records/test batch « Data comply with SPECs/instructions, complete, signed, PIC/SG.

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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protocols alterations commented? 4.1.;-4.8.
HEpFsk, RN T T2k, Bk S BT B4 AEa AV
v kha—iu E—ELTNDEMN?
* Log books » What is the form and content of the personnel analytical PIC/S G .
=R/ notebooks, worksheets, general lab notebooks ?
CHEORHD ) — N Ty BT — b g7 | 428-4.29
TARD ) — T v 7 OFERENFILE O L DT
HHD?
« Exists for equipment, calibration, maintenance, standards,
sample receipt etc.?
- BERR. BOE, fRST. JEHE. YTV ORI OWT
DaTT I PFET DN ?
« Standard form includes complete data (lab staff identity,
dedication, data to be recorded etc)? Paginated?
CFHEOKNIT, BT —F (FRDAE v T Dk
. B ? (dedication), FRERTRET—H7p L)
BEEHELTNDMN?
R UBRFIFENTNDO0?
< Raw data /e.g. « What is your definition of raw data?
chromatograms, spectra, CET—HDOERITEOELRLON?
results), out prints
< T —% (FlziX, | »Recorded/attached directly into relevant laboratory
v~ b 7T A AN notebooks data (no scrap or loose paper)
7RI, TV | s LO /HETLTIARD ) — Ty JICE
rFT TR B HF ST —% (scrap & BT loose
paper T2 % D)

3.3. | Data « Procedure, record on « How is traceability ensured? PIC/SG.
traceability receipt and usage of How is the system of identification defined (e.g. how is 4.8.;6.17-
FT—H D k materials, standards traceability of working standards to primary standards
L—HEY < FE Mo E i ensured)?

T4 (B [ZBE L Coofigk, ENES | - L —Y BT 41X EORITRIES TN D DD ?
) BE,/# (identification) ¥ AT AE EDERICH
« Sample tracking EINTNDEN? BlxiE, —KIBEICKHT 5
P TNDRNT F FIEHRED N L —V U T %, EORRITRIEINT
7 (T — 2 k) WD)
« Analytical raw data « How is the (identified) "history" of sample recorded
traceability (receipt log, storage conditions, handling, security,
INTDET —HD kL safety data etc.)
—H ey T q cF TN (FRUE REROREE 20T 5 2 & AT
HEZR) “JBIE” 1X. PO L IIHRESN TV DD
Note: For questions see It (ZRu 7 RESE, N RV T X2 )T
9.1. below g, BEMT —X72Y)
F: FReo 9.l HOEME
I,
3.4. | Electronic No difference in requirements on documentation whether in paper form or electronic form.

documentation/
computerized
systems

B S0E

Aide Memoire related to control of computerised systems (e.g. access control, audit trail, back up) is
covered by PIC/S document P1 011-1

N e L

TERROIIIZAR D, SCFEAITIR D ER L ORNIER BN &,
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v/ arv= A Ea—2 b AT LAOEHIZHR DR B, 77 B AEH, BRI, Ny T v 7)
— S AT IZ. PIC/S document PI 011-1 CTHNN—T& 5,
I

4, PERSONNESL (% E)

Area of

. Crucial questions  (EZ 2 ER) Supporting
op:et:a:::n/ s <show me...>» CGRLTTF&EW) documents
4.1. | General * Number of employees « The number is adequate? What is the annual average staff | PIC/S G
— I (total); specified to turnover? 2.8;
positions and different < NEITEED 2 2.9;6.6.;
testing + QC A Z v 7 DFM DR T2 AN 213 E DAL
- BB (BFH0 ; #ufr e
L A FRRBRICEI D BT
SY g0 iets « Is there a document specifying qualifications,
experiences, duties, responsibilities and staff presence on
* QC Manager and deputy site?
(other key personnel) - WASPE, BB, B, BB L O oRERNICRE T
cQCDOTR—TVy—L HNGERE L XETH LN
Blvr—y—
4.2. | Training « Training system, « System is described? Who is responsible? Who trains PIC/S.G.
ek programme/plan (trainer’s qualification)? 2.6 viii; 2.8;
s hb—=2 T DURT VAT AR NTWSE R 2.9.
VNN =574 NV ] - FENEALE D ? 2.10.; 2.20
CHENRL—=2 T BSEDLON (FLAF— (G
« Training on special FRiEE) OB ? PI012-1,
reasons 7.1.-7.3.
- BERIZREEH T R L— | «Is a competent list available and updated regularly?
=7 - HiERE Y A b (competentlist) 2839 . THITE

HWENCHEH S TN D02
« Documentation on
training » What specific training is given e.g. maintenance, cleaning
M —=2 703 EL staff etc.)?
REOML—=7 BIZIEIRERSI V=T D

« Evaluation of training AB TR EIE, EOXHIBR R L—=0T%T5
effectiveness DH?
(evaluation and
re-evaluation) » SOP/records on training exist?
L= TOHEED | -+ b L—= 2 ZITOWT O SOP,FRIT. FEEL TV
Gl B2
(FHAT & FFREAM)

*Was programme fulfilled?
< U T T ATERINTND D

» What is the interval for training re-evaluation?
s M—= VT OFEMEOMBIZIED L S RbDTH
D2

5. PREMISES AND EQUIPMENT (fitigk 5 & UV fiii)

5.1. | Premises * Location of the QC * Are QC labs separated from production areas? PIC/S G
s laboratories « QC 7 RIFRERIE N HAEES TN B0 ? 3.26.-
- QC 7 A D)L 3.29,;

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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6.5.; 6.6

« Facility design, rooms » Where type of testing is carried out e.g. chemical, PIC/S G.
separation biological (microbiological) testing?  Is the laboratory | 3.1.
(e.g. clean and dirty, equipment located in appropriate area (e.g. clean
different testing equipment in clean room)?
activities). < CAURBETT, EARRBRMMTON TND 0?2

- R DR, EE DS (B2, AL E B (BEwAR) Bk, &
HE (B 203, TEE L5 ATRSEET D 2)
NESW BT3Bk | - ZFRBSE, BWURMEICRES TS0 ?2 (6]
1EH) ZIE, 7V == K27 U — R R E ST
WBHN?)

» Temperature, humidity, * How is the system of PIC/S G.
ventilation and recording ventilation/humidification/temperature designed? 3.3.
systems/alarms. Is it monitored continuously? Is this system separated for
IR B, kB LD QC area from other areas? System of alarms for critical
LR AT ST T — equipment exists?

VA CHBREREOVAT AL, EO X ICEFS
NTNDHD?
« 2OV AT AT O KIS EEN LT, QC XA
ICRREENTWD ) ? GRIMEH Y : FUBR)
BRI DT T — LY AT MIFELTNDH 02

« Storage areas (e.g. for » How are the documents/sensitive instruments protected? PIC/S G.
documents,for samples Are storage conditions monitored? Where is defective 48.;4.9.;
etc.) equipment stored? 3.44.
PR DI (B 203, 30 | - S0/ BRI S ORRICIRGE L TV 2 D ?

b, o7 d)
e Labelling #* 7~ « Is there clearly indicated dedication of rooms, areas
(directions), status?
- R, Kk (directions ; fHiOEEA2) | REBIZEE
LT, BB R L72RARFL (dedication) (38 27>
« Are dedicated rooms/laboratories clearly identified?
HHAOEE/ 7 HRE, HECEI S TS0 2
5.2. | Equipment « Instrumentation « Brief description of major equipment available? PIC/S G.
B A P& © BRI ORI IE S 5 ? 3.34-3.44
2.6.vii
* Assembly * Relevant validation documents, SOP(s) for line with
(DQ,IQ,0Q,PQ) qualified assembly and documentation of all possible
FSTEEE (TRey T ) configurations available? Appropriate environmental
(DQ,IQ,0Q,PQ) conditions clearly stated?
BT AN T g L IGE, 2TOREREOH D
SREIZPE L C oMM MERTf 2 S e Tk 7 U ik
572 SOPs 3 B 7~ ?
R ZENOOT R T VICH LT) MY B
FAITAMISR R BTN D52
« Calibration « Calibration procedures defined in writing?
FIE Documentation (e.g. records) available?

Intervals for calibration defined?
Calibration status indicated?

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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c REFIEEICETHES L TN DN ?
< 3CE (Bl 2B D

- RIERIBRIZAE SN TV D ?

c RIEORIEIFFEREIN TS ?

« Labelling » Equipment status indicated?
Fo - SR OARRE (status) 1FFRSN TN D2
* Log books « Exist for every major equipment?  Are data complete 2.6.vi
=R A (see also item 3.2. above)?
s ETOTERBRBFET 202
s T ZFFEEN? (LRD32HEBROZ L)
*Cleaning 7 U —=127 | «SOP(s) exists?  Records available (require for critical
equipment (as applicable)?
« SOP(SIIFFIET D h 2
CRLEITH D02 (FUNT550) HELBERRITK
Note see also item 5.4. LCHEREINTNAEN?)
below
E: TR 54 HL S
Dk
5.3. | Equipment « Qualification «1Q, 0Q, PQ was carried out prior to first use? PIC/S G.
validation A REA < 1Q, 0Q, PQ i, HAIDOMEHRINIATHLILTINE N ? 2.6.vii;
AN and
T3y « Design qualification (DQ) | * Who approves?  Fully documented (including possible | Annex 15

* BRI RS VR

« Installation
qualifications(1Q)
AT g R PR ATG

« Operational qualifications
(0Q)
MR A PR ATG

« Performance
qualifications (PQ)
P R A R A

Note: For more details on
PQ of different laboratory
apparatuses see
Supplements 1 and 2 to
this Aide.

o KO T RO
PQIZEIL T XV FEfl

involvement of suppliers and/or third party)?

FEDEGRB LIZD? il S TS 2 2
(suppliers and/or third party 235 L 7= & D23 i

X, FhEETD)

« Included intervals for revalidation?
Requirements and specification for delivered equipment
(URS) exists?  Relevant checks were made?
cHARY T a VOMBIEEENTWDN?
&R Sy E? (delivered equipment) D Bk & {145
(URS) 13fFET 2702
BT ST =y 7 IR ENTWD N ?

« Details on specifications and acceptance criteria are
provided? Operators have been trained?
- Bk PR HIBT R ED T 5 A BTV D n?
BRI 2 T TV D2

« Sufficient details of procedures, materials and certified
reference materials are available? Results are recorded in
a manner amenable to establishing trends?  Results are
checked and evaluated by supervisor or delegate? Raw
data are consistent with data in summary report?

Results are within acceptance criteria applied?

- FlEH, i (=7 V70 B K URBRER D HEHENL O
53 R TR GRE: 0 I CREMZR FIEE R ) 13 H 500 2

CHRERIZ R LY RERD ZENRESRFTIETHERS L
T2

FERT, BEBEED D DITOEREE (delegate) 12 X
D, F=vz&h, DOl TND A2

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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E, 2 OXERD
Supplements 1 33X 2
BRI,

AT HTERREEDOT —F L= L TN LN
SERITVEA STV DRI EEIENIC S 57 2

5.4.

Cleaning
Sanitation
7y —=r
o

V=7 =
Efvg

« Cleaning/sanitation
system
V===
—a DV AT A

« Validation was carried out? Relevant documents
available?  What are the limits for equipment
cleaning?

N F— g U ThNEN?

« ORI 2 SCESHITR M AT RE A 2

RO V) — = S TOREMEIZEDOL >R B D
2

* Which equipment, glassware and other containers are
used for cleaning/sanitation?
V=== a i ED KD etk
W AT AFHB L O OEZERN, HEH Sz

*Who cleans?  What are the intervals for cleaning areas
specified? SOP?
 FEDEELDVEREZAT 5 D2
s KIROWEFILOFRIZ, EOXSITHESNATVD
N

PIC/S G. 3;
3.37

5.5.

Maintenance
AT v
2

 System
VAT A

* Preventive maintenance

TPitRA

* Documentation
EAL

« How is maintenance programmed, performed and
documented?  Avre the critical systems, areas,
equipment included? Which work is contracted?

CAVTFURF, ool er T ash, Eit
S, FleXFE LI TNDEN?
CHBERVAT L KL BERIE EORA TR
T 7T NIEENTNDN?

c EORRIIEREIBEFEL T D92

« Are the regular/extraordinary maintenance programs
available?  Who "releases" equipment after
maintenance/repair for laboratory performance?

- EWIRY e BE RO (extraordinary) fRE7 0 ST A
Do DIN?

CHER T A OMRRICEI L T, REe MEFE O
D “releases” (FRIE : fEHDOFFF) & T D02

« Is there a schedule including time frames available?
Is there inventory of items to be included into the
maintenance system? Is there system for the formal
acceptance of equipment back into service (and vice
versa)?

WA BT AT Y 2 — A D D2

- BV AT ATHAIAT N E R Y A b (inventory of
items) X3 57> ?

CRBASERT (BHDWTTOMD) BEEROIER K
HEDVAT MIHDHN?

PIC/S G.
3.2.

6.

MATERIALS AND SUPPLIES (J5iA1 Bl X OVERS

6.1.

Materials

« Laboratory reagents,

JE R

« List(s) of materials available?  The suppliers are listed,

standards

assessed? (see also item 2.2. above)  What are

PIC/S G.
6.19.-6.21.

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,

BN OBRREITE

&, BT EXIZEDNTIT>TTEL
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7 ROMIE, s

« Reference
substances )RM

S (RM)

« Handling of highly toxic,
hazardous and sensitising
materials, poisons
mmVVENE, EBRME, B
FOREEE ., W

requirements of identification tests? ~ How is labelling
(e.g. date of receipt)?  Testing kits used?  How new
lots are traced back to the previous lots?

JEMERY 2 MXB D2

CHTIAY—FTY AP ENTEY, FHESATWDS

e (Ef22HEbLBHROZ &)

BRBROERIZE O L D)2
CTAULETRIZED L IR o TWEN? (Bl
ZHHH)

B Y MIEH LT D

- my NI DEior y MR LT, EokEl

M—ARy 7 STV DHDD?

* How are RM handled, labelled, stored (expiration)?
Primary standards are available? Which?  Are the
secondary RM are acceptable? Traceability to official
standards assessed? Working standards prepared?

How used? Is there an SOP for the in-house calibration
of reference materials. How expiry date and potency
value are assigned to each reference material
characterised in —house?

CFMELOBIR, ToULER, RE (ERIRGIN)
iE, EORRIZL TN D02

< CWREEESE, R WTRED 2

s Ebbh GRIE: —REEERZHEML TS0 ? %
NEBEHLTHRVDD) 2

< TR FEUESL (secondary RM) (TRFA SN DM ?

AR EERO S L—Y B T o TR STV D
N

- B FREYE (working standards) 23RBS LTV BH 082

CEIUTEDRITEHER SN TN D02

- JLUEW)E (reference materials) D H ZARIE D SOP 116
DIN?

« BR TR & LA SRR LT ARIR
A & Z DIl DOMEDFA STV D702

* How are these materials handled (stored)? Are there
relevant instructions available? Which measures are
introduced to avoid cross contamination?  SOP for
waste disposal available?

cERS GRIE : EROWE) X, TOoFICH - T
5 (RELTND) m?

- B4 2 Fe AR E (instructions) 12 3 5 7> 2

c RXFEYERET D202, EDO XD R FENEAS
NWTNL)?

* RIEMITAR D SOP 1XdH B h 2

6.2.

Water and » Water system/quality
water systems K AT L/ WE
S SENOVIN

VAT I

« Is the laboratory water system described? How is the

laboratory water prepared? Water quality is defined
(SPECS)? What is the quality of water used for
microbiological testing?
* TIROKY AT DFTFBRENTND N ?
© TAROKOFIIL EDERIZ LTS
CKDOEBEITBE SN THD0? (Bl 2)
ERBICE T KO BT ED LS b D

Annex 1 to
PIC/S G.
1t.35;44

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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N
» Water sampling » Where, when and how is your laboratory water sampled
KOV 7 (Ssop)?

s ZAHROKIT, LT, fiRE, FokolcLTH T
IVOFRERET 51?2 (SOPIIHHH?)

» Water testing » What kind of quality testing is done for your water used
K OFER for different types of analyses?
c BHEOSPIHE T 2 BED T ROKIF, LA
BObDERMEMT D002

7. SAMPLING AND SAMPLES (> 71 v 7 & H 7))

7.1. | Sampling * General policy « Show me the description of sampling system PIC/S G.
Ty v — e R Y — (authorisation, statistics application, sampling 1.4;6.11-
7 tools/areas)! What is the number of samples taken and 6,14 and
justification for reduced sampling? Annex 8

YT T VAT AOHFEHERIC L TTEI VY (K | 1t.1.9.
BB, MEHNZ2E A, o) v HOBE SET) | P1012-1;
c EONOEEY TV T L, T AEORSIT | 111
BRLCiX, ok D 25T (ustification) 73 | Annex 8 to

WTNDL)? PIC/S G.1.
1t.2-5
« Sampling « Sampling performed how? By whom? SOP(s) for PIC/S G.
VN sampling available? Includes the details on containers, 6.7.-6.11

labelling, equipment cleaning etc.?)

T Y T EDKITAT o TV D D)2
< FEDAT O DA 2
WY T D SOPE)IEH B0 ?

e nn

C KR, TR, PREIEA R P ORI, (SOPsIZ) &

FNTNDHD?

« Place of sampling for raw | < Is there separate sampling area or area in stores? How is
materials the risk of cross contamination/bacterial contamination
FERtOY 7V 7o prevented?

il cBES L= T IR, BTIEATNIC D &
D IR IR B D D> 2
- BXIGYe FEIE D Y A7 1%, EORRIZHIN T
D7

« Starting/packaging « What is the representative amount of sample as defined in
materials sampling the SOP?

HFEWE OIEMELD | - SOPS ITHUE STV DT T ORER R E LT,
Ty T EDX S IeEIN?

« System of IPC’s/intermediates sampling described (SOP)?
s LREAEEAY 7 PRS0 7Y 7D
VAT AE, (SOP 2R BTN D02

« What type of air sampler is used and why? What is the
sample volume/testing time, media used, transfer time
« IPC’s sampling (SOPs)? Is equipment calibrated (protocol)? What
/Intermediates sampling disinfection procedure is used?

THENREBR (PCs) @ | - =T VT T7—DXA TIFEDER LD ?

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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VANV
NY A N4

« System of air sampling
ROV TV T
AT I

« System of water sampling
Kk 2% 7Y
TV ART A

* Procedures/records
FIE,FosA

* Retained samples
g (B3BL?)
7

 Re-sampling
LN IV

Note: for re-sampling see
item 9.3.below

FEHYTY Tz on
TiE, TR 93 HES
Boz L

CREEOIIBRIATEHEHLTNDN?
TV DORY v b HREREER, AL WA R
i, BRI E Ok b D22 (SOPs 1 & ki
o TWNWAHN?)
BRIV T L= SR TWAEN? (e ha—
NI EIEHBN?)
CHBIEILEOERLOZMHEH L TWEN?

* See item 6.2. above
c B 6.2 HEZBOZ L

» What sampling techniques including equipment used?
c#AEED T, AT LTV T DT =y
TEDL I RE DN ?

« Show me the store for retained samples of raw materials
and final products! SOP (time period, number
specified?) exists?

< FAT, B AL OPRAEAL (retained sample ; FRE
7 PIC/S GMP Part 1 O FC#I% “retention samples”) DR
BHERERETHLO2ETAN?

< SOP (Hiff, HEIIBESNTNDN?) BFET
D72

7.2.

Samples
VA%

 Handling of samples
AV e AN

* Retained samples
BwFEr T

* How are the composite samples blended? How are
(labelled, transferred, registered, distributed) samples for
testing and contract testing handled (if applicable)?
SOP(s) available?  Proper accountability of samples
assessed? Are there used some contract facilities?
Responsibilities defined?

- A3k (composite samples)iX, ED L HICRAT S
D2

- RBB LOEFERR T 2058) T o
B EORIZIBO o T0Dh? (FoRid? Bk
L2 =ZAME? BAIEL?) FoLolcL TV
N

- SOP(s)i&d» 57> ?

s T OW T O IEAR A EE (accountability)
AL TV D02

AT S POEFERR ZFIH LT D02
ThodN?

BRI

» The amount, time period, storage conditions defined?
How long are samples stored prior testing? Show me the

PIC/S G. It.
6.4.; and
Annex 8
1t.6-9

PIC/S G.
64; 6.14.

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,

EHNOERETHIL, BT EXIESNTITH>TFEW
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» Samples tracking
P TND T X
7 (BB AT REME)

Note: For samples tracking
see Item 3.2. above
H:YrILorsy
X onTE, b
W 32HES MO Z
&

documentation!

- B BHNE S RESBIIRES LTV D 2 ?
- RBRATIC EONL O (W) RESh D52
CENLEEZFUIRETFEIN!

7.3 | Personnel for | e Staff « Specifically trained? Annex 8 to
sampling AR T BN, AT T Dh e PIC/S G. It.
VAN NS 2;P1007 1,
VECE] =1 8.1.-8.9.

8. TESTING (REp)

o':gf;iz; / Notes Crucial questions (&% 7 &) Sup%ortm
lterms Lshow me...>» GRLTF&EW) SRS

8.1. | Testing * QC system « Written document available? Which types of testing PIC/S
general QC v AT A performed (e.g. microbiological, immunological, G.6.15-6.21
AR DO— % chemical etc.)? PI012-1,
7R 2T s X bINT-FIRTH D0 ? 11.2.

c EORRR A TORBEEIT o TWDE? (BRI,
PAEMFR), S FH, D WIMMEFER, 72 E)
* Flow sheets « Specifying important steps?
i HERAT v FIIFESHTND N ?
» Methods * Which methods are used for testing:
(see also item 8.2. below) standardised (e.g. Pharmacopoeial), modified or
Fik developed "in house?
CLTo82.bzMoz < PO FEEFRBRIEH L THE 1 ?
&) FEMEAL S 72 50 (B 2R 3E R 5 LG S L 7= 7 1K)
N RFOEEE, HAHWT B TR I
FFEm 2
« Contract testing » Which analyses are performed on contract?
ZeRtalr E DRI T & BFEICH L T 5702
(see also item 1.2. above)
(Fdo 128 BHOZ L)
* Re-testing
TR
Note:
for re-testing see Item
9.3.below
HRBRICE L Tk, B
T 93HAEZHD
e

8.2. | Testing of raw | « System « Procedure(s) available? SPECs exists? Comply with PIC/S G.
materials AT A marketing authorisation? Which is extend of (all raw 4.10;5.31
B R material tested, full testing made)? Identity testing made? | and Annex

Which materials are released on base of supplier’s 8, I1t.3-4

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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* Methods
J7ik

certificate?

s FEL S INTZHERH D2

- Bik& (SPECs) MEFTET D/

< (R BBROFIET) RGERFEE (marketing
authorisation) (Zi#& LT A2

CRBIL, MAETEAL WA ? (RTOFER%
HREELTWVWDEN?)

c WEREBII L TV DN

c EOFMEIRY T I A4 v — OB RS EL R E LT
HFLTWDHDMn?

Approved/validated? Acceptance limits specified?
KB INTNWDN? /AT = ENTNDN?
R EEIRES LTV D

8.3.

Testing in
process,
controls (IPC)
TRNE R
(IPC)D B

* Testing
methods/equipment

ABRIE s

« Testing in the processing
areas (laboratory)
RSN (HDVIET
R) TORBR

« Procedures available? Approved, validated? By whom?
Parameters/limits comply with SPECs (or to values
specified in processing documents)?

- FIEFILH 502

« GRIE : £ SOP 1) KGR/ NV T — M EHIN?
DS GRIE KGR NU T — &) 1TH D
cNT A= JIREEE, Bk L (F3REOSE
WCHE SNTZEICHLT) —F|LTnDHn?

« Who prepares and controls quality of reagents and
standards used? Who controls the equipment and quality
of testing? Personnel (operators) trained? Where is
documented?

- M 23S L OMEER OB T,
A 502

< FEDS, RBROBIR L EEZEHL TV 00 ?

B (FEER) I3 hTndne

< EZOBETT, SCELIEEEAT O O

AEDTHE L, B

8.4.

Testing of
intermediates
HF AL D
3

 System
VAT A

» Sampling
VAN NS4

« What is the testing strategy (extend, methods, parameters
and limits used)? Which results are transferred into the
final product protocol?

R T E O B 02 (extend_GREYE : L2
FCRBEHERIESEA SN TV D002 OFEED)
B, R A—F BLOHINWDREMIL?)

C LOfERE, RGO Ta ba— L~ EF LT
W52 GR&E - Bl iXE &R E D, AT
T 2ME022)

« Who takes samples for this testing?

ZORBOTFEDOOY TN R B ?

8.5.

Testing of final
products

I A& B iy D R
iy

 System
VAT A

« Sampling

« In which stages of processing are taken samples for final
product testing? What kind of control is performed on
final packages?

< NLD EDBRET, Fofilin OB Yo 7L &£
BT %002

- EOX O REEOBEME, BREETITOON?

» What is the sampling plan (which norm is used). How do

PIC/S G.1.
1t.1.4. vi;
1.4 vii;
6.14;

6.17;

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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AN NS/

» Samples handling
TN DOEIN

you ensure the representativity of samples per batch?
BT IFEIT EDAR b O (AL TH
HFEIE 2 L FUE O FEHRY Rk & B B =0

s Ny FHY ORKRHY TN R EORRICRGET S
D2

* How you handle the rests of final product samples (e.qg.
large volume containers)?

BB LD rests (k)& ED X D ITHRY o
TV (FlAE, BREBRORDR) 2

*(

glilj“

FUE) O BURREE, “retests” DH A I AN

8.6.

Stability
testing

L E AR

 System
VAT A

« On going
EIEREY

* Premises/equipment
s, e

« Approach/policy described? Matrixing/bracketing
applied? Performed in place or contracted? Full testing
made? Critical parameters defined?

T Ta—F R TR TN SR

« Matrixing/bracketing ® 7 7" 0 —F Ik 5T\ 5
N

< ZEMRBRIL, TOREFTTIT> TV 0n? £
NEBEFEITHL TV DDA ?
cHBERANTA=ZTHELTND N ?

* What is the program (intervals, number of
batches/products defined)? Analytical methods are
suitable? What is the extend of testing in case of
changes? Which measures are taken in case if OOS
results were tested?

s TR T AIEDRRb DN (HkE, Ny F
A DBUTHE SN TND ) ?)

< ST TR B Td 2 > 2

cEEOEA. RO extend GEE 2 JLIERDE ?)
X EDRRIR B D2

- 00S DRBFER L g 0T/ HIE, ZOHE, LD X
D IRRIRIN END DM 2

« Appropriate storage stations available?
Dedicated, validated, labelled?

O RPRERIEL 72> T D22
B, N T ESRTNDn?
CFREINTNDHN?

« Thermometers and humidity meters calibrated? Is there
continual monitoring of temperature and humidity? How
are stored light sensitive materials?

ARBEFHRS T OMBEFHIRIEL TS 7 ?

CREBLOREITEGAICE=F ) T IATVD
N

c HREZEOWIE, EOFICLTRELTNDN?

« Alarms system exists/described (log book)?
SRS 2T MIFEL TV AN ? SRR Eh TS
22 (a7 Ty 7EoFbNTNSEN?)

CPMP/ICH
2736/99;
CPMP/ICH
4104/00;
CPMP/ICH
420/02;

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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8.7.

Validation of
test methods
AR ED
NYF—=v
EVg

sPolicy (Ji#t)

« Validation process
N F = a rOJjik

« Validation data
NYF =g rDF—
ol

» Method validation is part of VMP? General SOP on
method validation available? Validation report formally
approved? Who approves?

cARBIEDO AN F—2 3 VIEVMP (N F—va v -
YAE— T T) OD—EERoTNEH)N?

CBBRFIEDONY F—2 g 2O T O /e SOP

xH 257
AN T =g AL, ERXICERT 002
c DGR D DN

« Validation purposes specifies? Validation completed and
documented in each protocol for parameters defined in
ICH:

cANYF—a OBRE GRE: N T —va Ui
HFC?), HEENTNDMN?
AN F—=a URFET L, ICH ICHE S L%

A—=Z I LENTNDN?

- precision (System and method)
WE (AT LB LOHIE)

- intermediate precision

ENFHBUEE

- Accuracy,
HE

- Specificity
ey Lk

- Reproduceability
AT

- linearity (range),
ELH 4 (A ),

- limit of detection,
TR RS

- limit of quantitation,
ERPRA,

- robustness (including solution stability and filter
compatibility)
RN (B DL ENEE 7 4 )V Z —DE AN
ZETe)

» Documented in each SOP or protocol:
« £ SOP HHW\NI T\ b a— ki) 5 3rElk

- Acceptance criterion for each parameter defined and
met,

FrRTA—Z DERHELERBE STz, o
WAL TWDHZ &

- System suitability test procedure has been developed,
VAT LEAMHERBROTFIEL, fESNTNDZ
&

- Acceptance criterion for each system suitability
parameter defined and met.

K AT DA MENT A —F OERKIEHENHE S
. WAELTWLZ &

» Raw data stored
ETF—ZIIREINTNDEN?

PIC/S G.
4.10;
ICH Guide

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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* Method transfer
R T IEDOREL

* |s there a SOP on method transfer?
KBRS IEDOBERD SOP 13dH 5752

9. RESULTS AND RELEASE OF TEST RESULTS

(R R & ABRKE RO Y U — %)

o'::err?tiz;/ NS Crucial questionsji%f£’f£Fuﬂ) Supporting
ltems <showme...>» GRLTFIW) documents
9.1. Handling of | « Transfer of raw data « How are testing results (raw data) transferred into the Annex 11
test results T —Z DT summary protocol? Are analytical data reviewed by to PIC/S
AR RO responsible person? How? G.
i€/ CRBAER (BT —X) X BT e ha—b GRYE
HRRAEE 2) ~&. EORRICEAT 2002
COMTRERIIEMEN L E 2 —F 200 ?
CEEEE, FORICLE2—T 500
« Laboratory Management « Is the system validated? Training of operating personnel
System (LIMS) was carried out? Is the access authorise and controlled?
R SV SV NS How? Security of results ensured? What is your change
7 A (LIMS) control system?
CEDVATAEIN) T RINTNDDH?
- BEEOIFIIIT o TN DH D0 ?
< T 7R RITMHERETRI SN D TH DN ?
MOEFEHINTNDN?
c EORRICHFAIRERA L LTV D)2
CHEROEX 2 VT A IIRFES TN D ?
DX RERER AT AL RS TNDDHN?
e Summary of raw data » Who writes the final protocol? How and where are the
AT — 5 OEH raw data archived (see also item 3.1. above)?
cIEDTE R a—r FUE  REEEE?) 1. FERME
s DD
AT =EDOT =4 TIE, ED XD RIRET, L
WKHRELTHL20) (LLD31ELBROZ L)
« Evaluation of test results * Who is responsible for comments and evaluation of the
P B DR results (QC manager)?
FORBFEROFE L 2 A > MIBELAF T 201
« Trending Hn? (QC =R —T ¥ —n?)
w5 HT
Note: For questions see
item 2.4. above.
BRIz oWTiE, EiEo
QAE RO L
9.2. Failures « System/O0S « Is there a SOP for OOS result investigation?
- Out of AT I,/ 00S - O0S ft FFHAE D SOP 138 55 ?
Specification
(00S) test « Laboratory errors « How is laboratory investigation and formal investigation
results (operator, equipment) beyond the lab performed?
i — Bk S- TR x=TF— s TRRAEITZEORRICTHDN?
FER (00S) (BeEE . M) - IREBAT FUE: fIAXRETMETKS) ©
FRBRRE R ERXRFTAEITI TN D D2

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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« Process/Procedure related
errors
a2 FIEIC B
THTT—

 Evaluation of OOS results
OO0S 7 SO FFAf

« Test results invalidation

NGRSO 3 a

 Corrective action

» What is your reporting procedure? QA is involved?
s WMEDOFIRL L ORRIZIR > TV D2
* TOHEIZ QAFRFNEBI G LT\ %722

» What is the procedure on decision related to OOS?
Reasons defined?
- O0S (ZfR HWEDFIEIT E DFTe b DA~ 2
- GRIE  DVEICERLC, ZOMRILE 72 %) HhIEH
FLEATWDMN?

« How are invalidated test results? Who can invalidate the
testing results?
- B RO BRI EOERG AT O
- HEARBRE R OB OHW AT H Z L BHEKDLD
AR

» How a corrective action implemented?

A IEFH 1 S E DL 51277 5 D> ?

9.3. Failures- « Company’s procedure * How often can a retest be performed? How many times Pl 012-1
Retesting and (re-testing programme, could be testing repeated (testing into compliance)? 1t.13
Resampling criteria for re-sampling”) c EONOBETHRBREIToTHhAEN?

AN BEEOFIEFFRBRT | - (MEE THRREZHEY KT DONn? (2 7IFA4T R
— R =R A NN A A I DM & SN HRBROEH ?)
AN 7 O] B )
» What are criteria for re-sampling (e.g. if the sample was
not representative)?
BT T ORI E DR b D2 ()
2 T 7an (BERZ) fRET 20 TER
nolzl)

9.4. Release of * Process release of test * SOP available? PIC/S G.
test results/ results s FlEEEH B0 2 1.2.Vii;
analytical AR RO TR~ 1,4,
reports/ H 2.6.i;
certification 5.59-
PERAER | « Feedback to batch release | » Who's responsible for review, decisions, conclusions and | 5.60
TG E Ny FHFF~D T — formal release of batch? How much is taken into the
/B D NATR consideration the validity of analytical results?

FEH ANy FOLEa—, WIE, fam. LOER HEE

* Preparation of Analytical
(summary) Report
ST (EH) MEFOME
154

* Preparation and release of
Certificate of analysis
AR OAFRL & 12
H

FEDOFELD?
COHTERORY L BREOTIZ, EOMEYIAA
TNBEDN?

Who prepares and approves Summary Report (QC
manager)?

c HENERIHmEELER L, KRBT 50?2 (QC~
F—=Tx—In?)

* Who approves Certificate of analyses? QA involved?
- FHEDN B ATE A KRBT D DM ?
c QAT ST DN

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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Note:
Some more details and specific items related to testing in chemical, physical-chemical and microbiological laboratories to be
investigated in addition to above described subjects, are involved in Supplements 1 and 2

FROFEEIIINZ T, AETREALEN, DI, BLOMED T R TORBRIRLFTTO, oD XD
M2 HER L O EOHEEIL, 2RISR <% Supplements 1 BLW 2 TV HITF LR TW5,

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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Supplement No. 1 to Pl 023-1

AIDE-MEMOIRE FOR INSPECTIONS OF PHARMACEUTICAL QUALITY CONTROL

LABORATORIES

GMP inspection in chemical and physical-chemical laboratories

{58 KO ELS 7 RO GMP #%2

ogfaiizz / Notes Crucial questions (&7 &) Sup%ortm
< o> OF \
ltems SIS sy documents

1.1. Chemical * Procedures in place » Up dated? Valid? (see also AIDE Item 3.2.) PIC/S
testing WY 7k - GRIE - Z2oRBI7ED) Bt G.6.15.-6.
bR c NRYF—KI? (ZOADED3I2HELEBROZ L) | 21

» Reagents preparation » Date of preparation and factors indicated on label comply | Eupharm.
EE o bl with relevant method? 421

c T VLZERRENTWOMBA L 77 7 #—id, 3% | 4.2.2.
B LHEE—H LD THLN?

* \olumetric glassware * What is the level of volumetric glassware (e.g. pipettes PIC/S G.
BEIWTT Z A4 calibration)? 3.41.6.5;
A RESNTHAN 7 AMEOFEH L ~UIEOHER B O | 6.19;

N2 BIIEENy FOREIZLTHND0?)
 Volumetric solutions » How are solutions labelled (indicated date of Eupharm.
KESHT AR preparation)?  What is the accuracy, stability, storage
conditions defined (SOP)?
DT NNVFIRIFE D o T D2 (BRI,
FHAORRIIENTNEN?)
SHE BEME, RESIXEORICHEL TV E 0 ?
(SOP IZHIE LTV H A ?)

« Indicators for titration « Show me your system for housekeeping of indicators! Eupharm.

T 7E FHE 7R3 RO EIHDO VAT A EHR FE W ! 2.2.4.
» What is the interval for titration indicators change?
TEH O REDOEHOBEITE DL HWVIn?

« Water bath « Scale of thermometer/calibration level correspond to the
K parameters specified in relevant methods?

IR BIE VSV DA —n g, Bdd % A
HESINTWENRTG A—=ZZHIELTWEN?

1.2. Physical and « Titrations « Performed visual or using instruments?  If visual how Eupharm.
physicalchemical HE is personnel trained and tested? 2.2.3.
testing cHRTITo T D00 ?

WER)E L O CHEEREEHL TV 0N ?
FAL 0 70 3R b LEMTHOIIX, EOXHICLTHREZIFEL,
R L TCNDD00?

 Conductometric and pH | ¢ Under which conditions is sample solution measured? Eupharm.

Measurements Temperature adjusted? If not how is result calculated? 2.2.38.

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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R3S L OV pH IE

- EHL RE B R ofMT, YU VE
WAERTEL TWDDN?
CREIXEORICTHE L TWDH 002

CIREAHE L TOARVDOTHIUE, FOREEZ LD
FRICEH L TWB00n?

» Temperature controlled/adjusted? Eupharm.
REIHE L Chd o/ GRIE : BHET?) % | 2.2.6.
L T2 D03
« Refractometry » Temperature controlled/adjusted? EuPharm.
JEAT R E 1 REIHE L Chd o/ GRIE : FHET?) % | 227
L TN D03
« Relative density testing | ¢ Temperature controlled/adjusted? EuPharm.
ST REEHB L T2 00 RIE: B T?) % | 228.229.
L T2 D03
« Polarimetry * RM used? What is traceability to official standards.
TRICoH T How many readings made?
RM(ER¥E : AifDJ7 T MBI 5 Reference materials ;
FEEMDOIE S & B D)2 H L TWDLDn?
NI FEREA~D N L —H B U 7 ¢ (37 2
EDNZ L DFAHIY 2 L TN DD ?
* Viscosity testing
R RAER
1.3. Qualification « Balances « Are balances calibrated prior to use by suitable masses PIC/S G.
for some KEg < RFREGE RN E# Y 705386 (masses ; BI30E) K | 1t.3.41
laboratory ELTWD?
apparatuses
KOMND TR « Are masses certified? Is certificate available? How often
AT DN T is certification performed?
D AR MERAR c SPERITERGES TV D 2
< GREE : R0 ?) RBEFETH 5002
c EOMOBET GRIE : REED) RiExfT-> T 5
N
« Show me your in-house calibration programme? Is there a
SOP? What are the acceptance criteria and how is it
linked to the external calibration results?
HATORIET B 7 7 A& AETINETN?
- SOP 1X&H 572
« FFAHIET A TEEIL SO b O T, ThITHES O
ERERE EDRRIZY 7 LTWDHDIN?
» How often balances are calibrated? Are calibration
certificates available?
» EOMOBE TR ERIES 2 D02
- RIEDOGREGEL S 2 D> 2
* pH meters « How and when is calibration performed? (daily, before Eupharm.
pH A —%— use)? 2.2.3.
- EORRIC, Aoy, BOEETT O O 2 (R,

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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FRHT?)

« Calibration buffers are relevant for pH range measured in
laboratory?
- RIEARE R L. 07 A CRIET 5 pH #iFFLZ R
Bol=b D

« Conductometer * Which calibration material is used for determination of | Eupharm.
R cell constant? 2.2.38.
CEAVEROBEIL, EOLSWEEFERLTNS
2
« Titrator (KF « Which material is used for the calibration of the titrator?
determination only) c THEIEEAR LI EOFERWEEHER L T a0 ?
i EHE ( — v 7 o
v ¥ —IERIED )
« Reference thermometers | ¢ Are the working thermometers compared with a certified
FEUEE R thermometer within relevant range?
HHAOBREFX. A o A OB AR E
At E L TWna e
e« How often the certified thermometer is sent for
calibration? Are records available?
cRREESNTIREFHE., EOMOBEE TRIEICH LT
W52
- EOFEITH D020
 Melting point apparatus | * How is each instrument calibrated (SOP)? EuPharm
P R A A Which certified materials/device is used? 2.2.14-16;
cBIEBEOTEIL EDORRIZT ZDH (SOP IXH DM ?) | 2.26.;2.2.7.
« Refractometer CRREINTWE WD EH L AT 500 ?
JETET
« Polarimeter
hES T
« Disintegration « Is instrument calibrated? EuPharm
AR CHEERHIRIEE LT AN ?
« Is thermometer for water bath suitable and calibrated?
< KA DI REFTET ORIES NI H DN ?
« Dissolution « Show me the documentation on physical calibration (shaft | EuPharm
VA R wobble, level, spindle speed, vibration, vessel

temperature)!
cMBERIE (U 7 FDSBOE, LUL ALY
YRV ORE, KB, Ny EAORE) IZONWTO
XEERETTFIN, !

* Which materials are used for chemical calibration of the
system (USP calibrator)?

cFOVRAT ALK EIEAT 0K, Eo
BieWE a#ERT500n? (USPDFx ) 7 L—X
—n?)

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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UV VIS » Absorbance accuracy, A accuracy, resolution, limit of | Eupharm.
spectrophotometers stray light controlled for UV equipment? 2.2..25.
RO TR 43 D0 cWOCEOREE, L OBEE, SfFEE, UV IO
FEGT THIE PTEE 72 R FE DR EE L & DAL )~ 2

* IR spectrophotometers * Verification of wave number scale has been carried out? A | Eupharm.
RIS RE R accuracy, resolution, base line flatness controlled for the | 2.2..24.

instrument?

BB ROMERIL, Thh T\ 0?
c ZOBIBTEISN TS L OB, SfiRfE, ~N—
AT AV OFAE T EDNMN?

« Atomic absorption (AA) | ¢ Performance monitored? Linearity and trends assessed? | Eupharm.

AU (AA) How (by choosing frequently analysed elements or | 2.2.23.
another element such as cooper)?
HEREAEE=Z—LTNDMN?
CEMBMEE LU REFEIIL TV D2
N GRE  BEBIEE FLYR?) BEDRRICLT
W52 BRBECOHTT e, @ &5 2 fto
THREBRSZLICE>THTHTHDEDON?)

*«HPLC/GC « Is there well defined system suitability tests? EuPharm.
r PEREIRAR Rk Acceptance criteria have been defined? 2.2.28.
av N7 44— c VAT LEATERBRIT, ToICBESR TS ?

- TP, HESHh TV D

« Water testing TOC « Which material is used for calibration (RM)?
equipment CRIEICIEEO X D W EEEH L TN B2
KR TOC &R (RM? %)

Hir

* : (BR¥E) RM X, Reference materials; B ¥ 5 & i
%o

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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Supplement No. 2 to Pl 023-1

AIDE-MEMOIRE FOR INSPECTIONS OF PHARMACEUTICAL QUALITY CONTROL LABORATORIES

GMP inspection in microbiological laboratories

(I8 E¥ 7 R D> GMP #4%)

Avrea of ] ) Supporti
operation/ Notes Crucial questions (&7 &) ng
Lshow me...>» GRLTF&EW) documen
Items
ts
1. PREMISES AND EQUIPMENT  (fiii%3s & OH#R)
1.1 Premises « Areas / Sterility testing - How is the design and fittings of the area? Where are Pl 012-1
e A% area sterility tests carried out?  In isolator? 1t.8.1.; 8.3.
X5k, M A B X Ik How is assessed protection against microbiological Pl 012-1
contamination during aseptic operations? 1t.11.6
Appropriate instructions for access into the critical areas | Pl 012-1
exist? 1t.8.1.2.

« Areas for positive
control tests and fertility
testing

ErPExT R & fertility
testing GGRIE : B
A OB OIERE
S DR, TR i
PERERRER > ?) DXk

« Air supply and
ventilation system in
microbiological
laboratory

WA 7 R OZEKMAE
LR AT A

« Area of preparation

< CORRICERFH SN, OZFOKBICES SETWS
e
« MEE BRI CTIT 9 D> ?
e

TAL—HDH

- BERBRAETD OBEMIG YA DRI, ORI

M LT 5 ?

s HERKIRICT 7 & AT 572 0w R FE R IR

FIELTNDEN?

« Fertility testing performed? Where?

Fertility testing
- R : EOMEI) 13 T-> T o0 ?
AT TIT > TV DD 2

« Is there area for positive tests/fertility testing separate

from areas where product is tested?
B A SRBR S I ST, BRI fertility
testing O XIk A FF> TN D) ?

* Is the system properly designed? Show me the

schematic drawing. Is the ventilation system separated
from other areas? What are the pressure differentials (e.g.
airlock-test room)?  Are there visual alarms?

VAT AIELLEEI STV DEN?
- BR¥E =R 0) MifEE RE TR a0
« ZEFRT AT MR, ORI S S NETTICH D

DI

CFEEIZEDRRICR o TWDE? B, w7-ny) L

AR

- ARTHRR T 2L 0T T —o (FRE - B2

oA MDLESRED) XHHMN?

» Where are prepared materials for aseptic operations?

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
EHNOERETHIL, BT EXIESNTITH>TFEW
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Wi X I

» Washing room

Vi X Ik

Where are prepared culture media for testing?
Is there any segregated area/room for manipulation with
culture media?

< I EMED T D O FITATALIZ N LTV D52

- B OBE UL S TN D H 2

« FEHL OO AR\ N 0> 72 8 O KI5 D X 53 43
INTWVEN?

» How and where are decontaminated materials from
microbiological testing? Is there some segregation of
washing area to the clean and non clean part?

- PAEMRER CHITZ AT, EORRICERGE L, [T
ENPINTND D ?

s 7)==Vl e ) 7 ) =S LT, TR
IR AT & D KA T ITHFAEL TV D02

1.2. Equipment « Isolators used for the * 1Q, OQ, PQ made? Show me the results (report)! Show Annex to
Hias sterility testing me the results of leak test in general (same as LAF)! PIC/S G.
MEERERICT A VL < 1Q,0Q,PQ I T T B0 ? It. 7-9;
—ZHMEA LTS CRER (WEE) ZRETTFEW! P1014-1
N R (Z =7 —Tr—¢RL) V—7&
BROfERE RETFS W !
« Incubators » Show me the document involving the temperature
BiAgam mapping! Calibration of instrument for measurements of
humidity was made? How is tested CO2 (calibration)?
CRESY Y B IR L LEEZRE TSN !
VR DRITE D72 OMEER DELEIIAT > 7272 2
+ CO2 (L EDFRICEABR (IIE) LTW5 2 ?
 Autoclave « Show us the results of validation (cold points, cycles Annex 1
F—rr A7 number, stacking)! How do you maintain autoclave. to PIC/S
What is the quality of steam (quality SPECS)? What G. 1t.36;
kinds of control test are performed in the steam?
N TF—=va O RERETFEN! (=R
RA M, ATV AE x0T (A ER))
A= LATIE, EOEIITATLTNDN?
CARRDOWEIL, EOXObDh?
C FREUSH L TED K D W HRBR A AT > TV D 2
« Sterilisation by » What equipment is sterilised? How is equipment Annex 1
autoclave sterilised? Raw data available (cycle/temperature to PIC/S
el N G el & records)? How are goods handled, which have beenruna | G.
% WA failed cycle (SOP)? 1t.55-68;
< EARTEOIRENEE SN D D02
s TR E L ORRIZEE T 2002
T —F (A IV RERSR) XD
KRG LTS T EE YA NV EZT IR, o
FRICED D D22 (SOP IZHLESNTNDH?)
* HEPA Filters » What ways do you have to ensure the integrity of filters Annex 1
(validation/maintenance) (HEPA)? What is the frequency of their replacement? to PIC/S
HEPA 7 4 )V &% — How do you ensure there is no leakage after replacement | G. 1t.29;
NNV F—=varv /A |« 7 4NH (HEPA) O RIET 501X, Yo | PI012-1
FF L R) KO R HEN? 1t.8.1.2.

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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- =D (FRIE : HEPA) ZRHABESE 1 & DALH> 2
C THBIZ Y — 7 RN B, EORRITRRET B D
N
1.2. Equipment « Colony counter unit « Calibration made? How?
Hias an=—R ¥ — | - KEIAT>TN5H)1?
B CEPORRIZL TN D ?
« Particle counter « Show me the document on qualification!
BT B — BRI OV T OCEE R T T E N
* Microscope * Which type used? Was qualified?
BATNEE c EORRR S A TERBALTNDIN?
c BAEMEITEEl S TV D A 2
2. MATERIALS  (5#1EL
2.1 Testing « Settle plates « What media type is used (Bacteria &yeasts moulds EuPharm
materials BT B AR suitable)? Have the plates been irradiated (zero results!)? | 2.6.
HERICE L T What is exposure time and how is it calculated
W5 (dryness!)?
c EOMBRTHEOE M AHEH L TWD e iEB X
OBERE A B8 ?)
OEAREFHUIRSHRE R O b 02 (FLRErER )
CIRBRFEIX EOfn e T LT, (ERE L &) FHE
LTV
« Culture media(kind, + Is there tested each batch (growth promotion, Pl 012-1
purpose) selectivity, sterility)? Is there an agreement 1t.11.3.
Reth (R & Hid) available on shipment (plates) of prepared media?
How is shipment validation performed? How do
you guarantee that shipment conditions are kept
constant
< Ny TR (BRHIMERE, IR, EEMEL) REBR L
TS N2
RO (EHTER D) HEIZ oW ToOAEEE
GRE : 774 v —L HtLOMD) 1ZH20°?
cHONY F—va vid, EORIIAT-oTNDD
N
- W D&M %2 —EITRAORFET. £ DRRIZIT> T
HDN?
« Culture collection/ « How do you store the reagents and strains used for the
Reference. Standards identification? Show me the inventory!  Are
EERTa L7 v a identifications of strains carried out on arrival?
IR AEYER Expiration indicated on labels?
s FECAE A 2R FE Lk E EORKITRAFEL TV D
DH?
cFDYARNERETFEWN!
< BERFCEMROFEEIAT > TOET A2
s T IHIRITR TSI TN D0 ?
2.2. Protective * Preparation » How are gowns washed / sterilised?
Garments He{ig - EORRIC LT, REKEUREWHE L TWDH?
R

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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« Use in performance

» Which protective garments are used by operators at

FEHERFCOME A sterility testing?  Are they suitable for intended use?
Are the laboratory coats located in appropriate manner?
Instructions for use exist? Training of operators was
made? What standard for micro assays is used?

< BETEARBRIE R 1, IRAERIT E LTV D02
- TORERIT, HRCHEY b DH?

- FAMOa— ML, BRI L THEHYTH D52

- IARMDa— I EWERGIETENNTND D ?
fEHORRIFFEL TV D ?

- VEEE DOIBIAT O TND M ?

- WAEmERE GUE  AREGBR L EEND) 1Tk
TOREET, COERLOBEMLTWDE2 2 GR
I RBRONE L IRIEFEHED IR ?)

3. TESTING  (FBh)

3.1. Microbiological * Incubation « Show us the limits of incubation! What is the incubation EuPharm.
testing (product) pEi S time and temperature? What is the frequency of 2.6.1. and
A R R observation of sample during incubation? Suppl.4.7.

(HL51) - R OMREAE GRIE: A ? Zh & bER LR | 11.2.6.1.13.

TLHETORM?) ZRETTIN, PI012-1,
- BRI S RIEE IR E O b O TT? 11.3.-11.6.
CEEPOY T NVOBEDOREILE DR D2

« Growth promotion *Do you have records (registration/incubation)? P1007-1,

B RE Which micro-organisms used? 5.2.-55.
CEERAE Lo TV BED (A RER) 2 9.9.1.-9.9.
< EORBRMED ZER L TN D02 2

« Positive controls « The procedure for sub-cultures available? Which controls | Pl 012-1,

R St R do you have? How often do you perform positive 1t.11.5.

* Negative controls
[EXEFI

* Bioburden
N FoR—F

*Micro-organism —
identification

WA - [FRE

controls and why?
c ZUEROFIHITH D2
c EORRERAIToTNDN?
< EOMLOBE THIESRE L > TV DA 2
« T OBREERE UTo ZS ORI ) 2

« Do you perform negative product controls?

Show me SOP (number of containers/samples)!
R RE L o TN D2

- CORER GRIE : BBV 2) o SOP z R TTF
SN (B T INOEIL?)

« Limits defined/used in production/in process controls?
Does bioburden IPC’S show the worst case conditions?
-SSR TRNER (IPC'S) IZIREMAHE AL

TS ?
CNAFNR=F D IPC’S 1L, V—RA MNr—R &M%
RTHDERSTNEN?

* Which system do you use to identify? If certain system
is chosen VITEC- how is validated?
CAEIIEED LI RV AT LEFERAL TN DN ?

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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cHLLHDVATANRVITEC ZEIRL TWBHDOTHN
X, ORI T =R LTWDN?

3.2.

Microbiological
Testing
Environmental
WA AR
BREE

« System of performance
FERLTND AT A

« Sampling location
YT TG

* Swabs
AT Tk

« Settle plates

% B AGE

« Contact plates
BEflEAR A

* How is monitoring performed at rest/in operation? What
is the frequency? How is testing verification performed?
Is the monitoring involved in validation plan? Are there
available documents on
pre-qualification/re-qualification?

- rest (JRIEIRF) in operation (EZW) TED X H I
AEE LT DHn?

HHEIZEDL BV

« EOERIZ LT verification Z 3Bk L T\ 5032

AN T = a VOREICEDbNSE=2 Y 7 13b
D2

« SRS MERTATI AT, AR M PG IS B9 5 S0 T H B
N

« Location/sampling sites selected? How is worst case
determined? Water system/area included? Which
mode/method is used (SOP)? How are deviations
handled? Validation made?

CBET YY) TEMLTIRE STV D2

c =R M= R EDORRITIRE L TN DD ?

KV AT B EBITE ER TS 52

C EOMRE— R/ HARER STV 2 (SOP
LH 50 ?)

- BLIE E ORRICE Y o TV D A2

cERE AL TV HED?) N F—r g IS
NTNDD?

« Which types of swabs/solutions are used? Which
swabbing techniques are used?
- swabs/solutions (FRVE : 2 U 75 b HE &l 2 A1)
I, EOXIB2ATDLOMN?
AERLTWD AT TIEIZ E DR S D) 2

« Which media used? What is the method, time exposure,
surface area/limits and recovery rate? The recovery plate
for the surfaces validated: How?

c EORRGEMEZEA L T 50 ?

- 7k BRERIER ., KA TREE, B L OmEINE GR
1 : USP @ contamination recovery rate 7>?) X £
iz boine

- RENCHT DECER L, N T — ST

M2 L BNULE DRI S D) ?

« \endor verification was made? Preparation/expiry date
specified? Sterility test of contact plates performed?
Incubation and frequency described (SOP)?
Identification of organisms made? What is the time lapse
from fumigation to taking sample?

« RUF =T K B verification (GRYE : B MERER R
M) XIS TWDHN?

CFRA ERPHIRAIIEE SN TWND A ?

- BEAREE AR O MR GR&ETE - 22853& 2) 13T

PIC/S G.
1.3.;
Annex
15. 1t.43.

PI1012-1,
1t.10.3

P1012-1,
1t.10.4-10.
5.

MRXICIR RN BB IRI(THHVES . RXIIEXEERT2-HDSEENTT,
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* Limits for
microbiological testing

AR O R i

HBILTNDHEN?

- BEERFR L GRIE - BB oBIED) BHEIHES
nTnsh (SOPIEHDH?)
CWAEMORIEIZ SN TSN ?

JERMEBEN Y UV E E D ETOEEERE (time
lapse) (ZFEDL BHVDEIN?

« Limits defined for raw materials/finished products, water,
air quality, equipment within processing and testing
areas, for personnel, storage areas, detergents (cleaning
validation)? Limits justified? How?
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« What are your action/alert limits? What is the procedure if
the limits overshoot?
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Note: The particulate matter (with respect to situation "in
site™) should be controlled in addition.
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