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1. DOCUMENT HISTORY CEEE

Adoption by Committee of PI 040-1 25 September 2018

Entry into force of PI 040-1 1 January 2019

2. INTRODUCTION XL ®IT

2.1 This guidance is intended to provide a tool to support the risk based classification of GMP
deficiencies from inspections and to establish consistency amongst Inspectorates.
ZDHA L AT, BETOGMP KD U A7 IZHESL 7 7 AT 23 L, B4R
(Inspectorates) [H]D—EVEZ LT D720 DY — /L O EZ B E LTWD,

2.2 This guidance will enable Industry to be informed of the principles used to classify GMP

deficiencies and also provide examples of the classification of different types of deficiencies.
This approach is not binding as the classification takes also into account the context of the
finding and the quality history of the site. It does not remove the responsibility of the company
in assessing the impact of the finding on the products already on the market and/or on their
quality system.
ZDHA L AL, GMP _EDOKKaEZ 7 T ZARNFITER T 57 28U B 5 2 & ZAlREIC
L. SBHEDOZA TOXRWD 7 T AT O Z bRET LD TH L, 207 7 r—Fi3H
WHZEFFIZI20, LD DX GMP EDOXRMaD 7 Z ZARNTIE, FERRFORDL & Y3% L5 O ME D
J@E (quality history) #ZEICAND Z L EMEENLTHD, 2B, BlCHk L=k
FO/E2E, ZOREI AT MIOWTORREHREZT EARX S M E{ToTh, ZOREDE
EEIY RS Z LT by,

2.3 Consistency of classification of GMP deficiencies will assist in the following:
GMP XfaD 7 7 ZHF O—EMEZ, U TFOREIIRILSOEDTH D

a) Improve inter-agency consistency in reporting and facilitate communication between

inspectorates;
WERFOERYF[RNO —BMEE2SEL, ARYRMOa I a=r—va VA RET S ;

b) Harmonise inspectorate response and management of deficiencies classified as “Critical”,
“Major” and “Other”;
“Critical”,  “Major” L “Other’® L H 127 7 ARNT L= Kad, HBRoxit & &4
msw5
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c) Provide transparency in how the deficiencies are classified; and
KM% EORRIZZ 7 ZRNTT 5002 0 TD, ERMEE 525 2L T

d) Simplify international deficiency trend analysis based on harmonised reporting of GMP
deficiencies from different inspectorates.
B RAEER L /N B D GMP KREaDFIAN L 72 @S (2SN T, FERIR KD - L Rt

(international deficiency trend analysis) %Eﬂfflﬁﬂﬁjﬁé o

3. PURPOSE AND SCOPE HHY & A&

3.1 The purpose and scope is the harmonisation of the classification of GMP deficiencies to
facilitate harmonised reporting of GMP deficiencies from inspections across inspectorates.
ZDHA L ADH) & EHFIRIE, BRx e B R 2 BiEIZ, GMP K OFRFN L 72 #d o
Rt ZEtE S, GMP XKad 7 7 ZRNT OFifna 3252 & Th %,

3.2 Harmonisation will help ensure that there is a consistent view across inspectorates of what
constitutes a “Critical” deficiency and what constitutes a “Major” deficiency. Risk
management principles will be applied to the categorisation of these deficiencies dependent
on the type of product manufactured or process. The reference in the relevant code of Good
Manufacturing Practice or local legislation should be established for each deficiency to
ensure that a reported deficiency has a regulatory basis and is accurately applied.

FFNZAT 5 Z L1 “Critical” 72 RBGEIZIZM235% 4 T 52>, £ LT “Major” 72 RMEIZITAA35%4
THNIEL T, AEYREHM L CO—EB LR EZFEIED 2 EMIEICTH 2 &Ikr
DHLOTHD, BESNZRHHESTn A0 A TIESE, ZROXRMBO BT 3V —1kiz

iF, VA=V A bOJRRIZEMAT 52 L1272 5, 5 L72&Kaicxt LT, GMP @B
EOHESA HIOIEAE (local legislation) DZ2FRYG (reference) #5252 &, ZOZ &1, #wE L
RIGIER 2B ILZ S 65, 2 OEMICEA L TWD Z 2 RFET 5D LD,

3.3 This guidance is also intended to:
ZDHAF L ATEL, UTFTOFHEHLANE L TND ¢

a) provide actions to be taken by inspectorates in response to the reporting of critical and
major deficiencies;
critical 35 X O major 72 R DOHE TG LT, EEYFPWMD N HFELZ LT L ;

b) enhance communication, information sharing and scientific exchange to promote increased
consistency and predictability in regulatory assessments and decisions and the rapid
exchange of safety and quality information regarding manufacturers.
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NERIZED L7 EA A R ERETO—EHME T H ATEEME (consistency and predictability) | 33 & O}

MGEEHICEA L TOZEM L WEICEHO L IEHRE TR T 5] ZeomE v e+
LIz, ai=alr—ral, HFHRILA (information sharing) 33 L OVEHFEAIEH D AL (scientific
exchange) & 58{L9° 5 Z &,

4. DEFINITIONS HHEEDES

4.1 Critical Deficiency (See Appendix 3 for examples of Critical deficiencies)
Critical (Bufn#y) 72Kfa  (Critical 72 Kffia D FHNZDUVTik, Appendix 3 # 2D = &)

A deficiency which has produced, or leads to a significant risk of producing either a product
which is harmful to the human or veterinary patient or a product which could result in a
harmful residue in a food producing animal.
ENHDWVTEIDONRA T b (REEEEREsy (O L TASERMSEZ HDVITRR
B (food producing animal) H A FHRFRAFM & £ U 2 b A2 WL 24 U5 KMans, & 250
T EEL X9 2K,

A “Critical” deficiency also occurs when it is observed that the manufacturer has engaged in
fraud, misrepresentation or falsification of products or data.

“Critical” 72 /Kalx, BLEEE NN F72137 — X OFEHR (fraud) . R4 F7R (misrepresentation) . > 5
UMEILELD (falsification) (2R > TWe T ERBIE SN £7-, AT D,

A “Critical” deficiency may consist of several related deficiencies, none of which on its own
may be “Critical”, but which may together represent a ”Critical” deficiency, or systems’
failure where a risk of harm was identified and should be explained and reported as such.
“Critical” 72 RMal%, T8> DRV BTS2 Kol Tl # DRI TS 25 “Critical” TiE7Z2
WS, —REIC/2 D 2 LT "Critical” &7 b KAl HHWE TeE b~D ) Z7 BRRFFESHL TN D
BEDYVAT LOXM DO ENDGER DD, EO%E, EOX I BRRWICHLZ LA
M LT, oG a7 5,

4.2 Major Deficiency (See Appendix 3 for examples of Major deficiencies)
Major 72/kRfa (Major 72 /RFaOFIZEI L TiE, Appendix 3 #Z D Z &)

A deficiency that is not a “Critical” deficiency, but which:
“Critical” CIZ 72\ A3, LA LIRD K 5 2RI & D KK

- has produced or may produce a product which does not comply with its Marketing
Authorisation, Clinical Trial Authorisation, product specification; pharmacopoeia
requirements or dossier;

RLFLTER, BBLZLTHA T IARDH Y ET, FRUTF LD ETOHZREIC LAY FHA,
EFROBEANS, FXTORBARTOEME L AW, £ L THRERESICIENICESITBHEINTT I,
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7GR, TBBRARR., (EKFTOEREFHETHD) WAHK, D WVITARERMNE R
(dossier) (ZiEE LWL Z85E L CTnsd, HAWVTRLET 28NN H 5

- does not ensure effective implementation of the required GMP control measures;
GRIE : i:40) BR SN TV D GMP B BRI R DO B 70 FEhi HARAE S AL TR

- indicates a major deviation from the terms of the manufacturing authorisation;
BUEAGROBLE N OO, BRARENZ R L TWD

- indicates a failure to carry out satisfactory procedures for release of batches or (within
PIC/S) failure of the authorised person to fulfil his/her duties;
ANy FHAHZB LT Gk wmr) B A2 2172 T FIEICHE S 2 L ORI RIS TN D
7>, (PICIS DIk T D) A —Y T A X R/3—2 1/ (the authorised person ; fRiE iR & L7 Ml %
Fo#) MEDOBEBERI-TZ LI L TOXM ;

- consists of several “Other” related deficiencies, none of which on its own may be “Major”,
but which may together represent a “Major” deficiency or systems failure and should be
explained and reported as such.

[4&->70 “Other” OURPLAIBEE LTV A Kl il 2 D RFEOMALES “Major” Tirk7zu
M, —FEICI2 D 2 LT “Major” LR DKM, HDWNE TV AT LAOREA (systems failure) | 7>
bR SND, TDOHE., TOXIRRWICH L ZLZHH LT, »olEx27T 5

4.3 Other Deficiency  “Other” @k

A deficiency that is not classified as either “Critical” or “Major”, but indicates a departure
from Good Manufacturing Practice (GMP).
“Critical” > “Major” & L CTZ 7 ARNT SN2 0D, GMP 2B D X L% 7R LTU 5 K,

A deficiency may be judged as “Other” because there is insufficient information to classify

it as “Critical” or “Major”.

ZOXKEA “Critical” £721% “Major” & L T2 7 ABNT T H7DDERDBA+ 5 THLHDOT
“Other” L LTCHIWITHZ&bH5

4.4 Comment = A b

One-off minor discrepancies are usually not formally considered deficiencies, but are brought
to the attention of the manufacturer as comments.

MBI 72l 7 BV E VIR, ERITIERME E X B 2 203, 2 2 Me LTRIEEROREE %
MIFEEL26DTHD
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5. MANAGEMENT TOOL TO SUPPORT CONSISTENT AND OBJECTIVE
CATEGORISATION OF GMP DEFICIENCIES IN ACCORDANCE WITH RISK
MANAGEMENT PRINCIPLES
VA7 =3P RA v FOFRANCHES TOGMPXKIMaD—EMN 5 Y BEE /2
7 FARNFICRHT HIRTV A - V—)u

5.1 When classifying a deficiency as “Critical”’, inspectors should determine if there is clear
evidence by considering risk of harm as in the definition. An example is provided in the flow
chart found in Appendix 1, Figure 1.

“Critical”& L TOXKaIZZ 7 AT 2+ 25613, AREIIERICALOND L0 fEFE (ham
DY AT HZZDIZT OGN H D0 E 2 POREEZTHZ L,
Fi4 13X Appendix 1DFigure LIk L7 7 B —F ¥ — MR SN TV D,

5.2 When a “Critical” deficiency is not clearly evident, the deficiency may be rated as
“Critical”, “Major” or “Other”. A determination on the classification should be made for
which the following guidance may be followed:

“Critical”7Z2 K s & L COMARRZRGELAN NG Ua%Kiaid, “Critical”, “Major”d %\ MZ
“Other” & L THSFHIT SNAELEEDR B D,
DU T ZRNFOWEIL, LLTIZRRDT RAAL RZHEHI RETH D -

5.2.1 Perform a detailed evaluation of the deficiency to determine an initial classification as per
Appendix 1, Figures 2-5; then

Appendix 1D 2 ~512 80 £ =¥ A D7 T AR GRE : BEEZ1T-> T, & DK% 5

DR LIRED 7 7 2B | ZOBORILTEYY T A ORI BEDIHAN D) &k
ET DI, HHEKMOFMATHIZ1T5 1 &I

5.2.2 Perform an evaluation of factors that would either increase or reduce the risk regardless of
the initial classification as described in Appendix 2; then

Appendix 212X BTN DA =2 v VD7 T AR EIEBHRR S, 2DV A7 RHERKEED
D, B DWITED SE DL HILR WK T ORMEZTT O 5 IRIC

5.2.3 Make a decision as to whether the initial risk classification may be as described in
Appendix 1, Figure 1:
A=%D T T ARNFH, Appendix 1D 1 TR BV TWND N E 5 TR L TOWREZ1T

WA

- upgraded due to effects that increase the risk, i.e. risk-increasing effects,

UR7BERTHEE, T0bb ) A7HIEEN LT 7 2T O BT 245,

RBELTHATIARHY 7, FRUIELOEMEO ETORLREIC LR £ A,
FREOBEH NS,

FXTOEBNEDOEM L AW, € L THRERERCIIENCESITBZ SN TT S,
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- maintained, or
A =X ND T T AT BT D0, F720%

- downgraded due to effects that reduce the risk, i.e. risk-reducing effects.
VA7 &b SELEE, $hbb ) A7 RBEEN LT Y 7 RS 2k T

5.3 Deficiency classification examples (a non-exhaustive list) are provided in Appendix 3 which
can be used to assist in the classification determination if required.
KWaD 7 Z ARNF OFEF| (ZIUTETOEFZETeE O TIEARY) 1, Appendix 31252 541 T
W5, ZOAppendix 3ix, b LMLETHIULY 7 ABNTOREZ ZZT H 2 EIHEATERD

5.4 The format of how deficiencies are written and grouped can also be a factor affecting the
classification of the deficiency.
EDOXIITRMaZE SR L, 21— T D500 E W IR (forma) & FE T2, ZDXIMaD 7 7 A5
FIZHBE 52 5K Th D

6. ACTIONS TO BE TAKEN BY INSPECTORATES IN RESPONSE TO THE
REPORTING OF CRITICAL AND MAJOR DEFICIENCIES
“Critical” BX W “Major” Z2KRKaDWMEITHIE L TEEZYFHE L 5 EHE

6.1 Compliance and enforcement measures are dependent upon a number of factors, including
significance of violations such as a “Critical” deficiency and a large number of “Major”
deficiencies, history of the site, potential risks to products, and assessment of the
manufacturer’s proposed corrective actions. Where appropriate, this may include
assessment of interim risk mitigating actions while long term remediation continues.
ERDNASF & EOEmOREIL, ZEORFITUKFEL TWD, ZAUTIE, RO KD IERDE
KRYERGEEND © [“Critical” 72 R g & 25D “Major” 72 /kffa) . DHZRLEFT OB, 5L~
w%f%)xyj BRO MUEEENRR (HE) LTELREREDTEAAL M,
ZUTOEAE. TR REIBOUE 2k L TWO L RIOEERIZ U A 7 BEREHE (interim

risk mitigating actions) & & F LD

6.2 The clinical impact of the deficiencies on specific “at risk’ groups (e.g. children or
immunocompromised patients) as a result of the observed quality or regulatory failures
should be considered separately, and used to inform quality defect decisions and market
actions such as recall. When assessing the clinical impact of observed deficiencies, expert
advice such as medical and toxicological input should be sought.

BlE s TWEH D WIIERZe RKa) OfRE LT, FrED “atrisk”  (fERICS SN T
W5) TN—7 BlziE, FRSREREDEE) ~DOUERMIZ X DERIRA 37 M
@ik : zoHs 5213 BICBEZDRELDTHD Z L, ZRHITITMMEXRKGIRE (quality defect
RLFLTER, BBLZLTHA T IARDH Y ET, FRUTF LD ETOHZREIC LAY FHA,
EFROBEANS, FXTORBARTOEME L AW, £ L THRERESICIENICESITBHEINTT I,
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decisions) C[EIUX (recall) D L 9 2R TIGICXT T DHEE (marketactions) D%, BETXETHDH Z
L, BIBRENT-RMOBERIIA 7 w27 2T 58413, medical and toxicological input (i
LILEEBRTRETHD,

=
E IR L O A AR 2 12 O N B LA BEET B E Bbh3) DX ) REMEDT KA 2215

6.3 If the findings are linked to patient safety, immediate action needs to be taken.

b L, BAFEPEEOLZEMIIORPLFEHTOHNIL, ELITHHEZIT O LERH D,
6.4 Additional factors that should be considered include:

BRET NS RRFITIRDO b DR G END

a) the risk to health and safety;
fEEERS L OVZRIZHT DY AT

b) compliance history of the manufacturer;
5

YBLESEH OIEFNASTIZE D % JEIE

c) whether the manufacturer acted with indifference or premeditation;
ML ARG SEE DN IERE L (indifference) T o720y, HDHWVIT

BE (premeditation) (AT 272728 9 70 ;

d) the degree of co-operation offered;

GRE Mgy B U728 (co-operation) DFE)

e) the likelihood that the same problem will reoccur;

et

>

7] C RIS 589 5 laelt: ;

f) the likelihood of the enforcement action being effective.

(RIE : MEALEEE N UELTY) RIIEEID R Th 5 A&

6.5 Typically the first steps could include a letter of warning/cautionary letter or a re-inspection
result in a non-compliance or similar rating.

or reassessment inspection for which failure to address risk with repeat deficiencies may

— RN, D AT v 1E, WOFENGENDTHAD [

o PRI (letter of warning) /Y 1
L E (cautionary letter) |, FE72ITARV IS ND KRN HHREDO U AT %5 KT D Z ORIDES DIE
WESFE IR ERE R AT T & A2 5 HICE LT [FALZL (reinspection) 72V LFFT & & A > b 2142
(reassessment inspection) |,

6.6 Depending upon the severity of the deficiency the inspectorate will determine if appropriate
inspectional or regulatory actions are needed.

KEpDERMEIZ L - T, EREYFIE, B@URERICLD, HOLWVIMTERREERSLETH D
RLTL TR, BBELTHATIZABHY ET,

SRR SCOBEMED ETOHLRBREICLZRY E8 A,
FREOEBNS, EXTORHBATOBELHN, £ L THELRBEAICIIEFNVCESTHEZENTTE W,
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6.7 The actions that can be taken may include:
EDORIFBEEICIT, ROLONEEND :

a) compliance related communications which alert the manufacturer to the inspectorate’s
concern, and possibility for future regulatory action if remedial action is not effective;
VRO EB LV, b LB ENE D TRUVO THIUDR R R TEHE E 2 Yt 3
FIlCEES 2 bWy | ESIESFICEb 2 ala=r—v gy

b) regulatory action against the site authorisation or GMP approval (refusal, suspension or
amendment of an establishment licence);
FUEFTEF AT (site authorisation) &> D VML GMP KGR (GMP approval) (2 %9~ A TR HY &
(FXIEFTFA] (establishment licence) DHXYH L (refusal) . 7= L 1 (suspension) = 7= IZE1E

(amendment) ) ;

c) market actions such as recall (voluntary or mandated by the regulatory authority);
B (B FEREU & DT S L AITEA I L DRI

d) prohibition of supply / importation;
itk A DZE LIS |

e) prosecution;
ELER

f) communications to the public using public warning/public advisory or information
updates;
NHVES CANENS, EEHFERENEHNCTORNR2I 2= —a v

g) suspension or cancellation of Marketing Authorisation/Product Licence;
WY 52 H R (Marketing Authorisation) it H #F A (Product Licence) D 7= L 1L, F7/-IZEDIHE L ;

h) health product label or packaging changes.
FERERLEL D L — L3 D VNI EZEDEE,

7. ENHANCING COMMUNICATION, INFORMATION SHARING AND SCIENTIFIC
EXCHANGE TO PROMOTE INCREASED CONSISTENCY AND
PREDICTABILITY IN REGULATORY ASSESSMENTS AND DECISIONS AND
THE RAPID EXCHANGE OF SAFETY AND QUALITY INFORMATION

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,

Pharma-bio Futakami



Pharma Solutions Co, Ltd.
F7NT Y a—av XX EH

PIC/S 71 A & > % [GMP OXKEDZ#EATIF]  P1040-1 (3 Appendices) 1January 2019 Page 12 of 35 pages

REGARDING MANUFACTURERS

NEBBIEOT EA A M EREO—EM L FPRIFEMEEZED 5 2 L 2RET 57
HOAIa=fr—var, FREFBLIUREHEROCVEY | & TREEEEIC
B L CoREMR LU ERROREZLVERY | Om{L

7.1 In the global pharmaceutical supply chain, GMP non-compliance of a manufacturer can

impact many different markets. Although the inspecting authority’s primary focus is ensuring
the quality of medicines for their population, the impact of possible regulatory actions on
supply to other markets should also be considered.

T a—NVRERGEOY T T A F = — Tl fIEHEE O GMP IEMSFIL, FRx THoE < O
B\CA vy N2 D, BEEITOYBROELLIERL. DDA L ~DOERLOMNE
RAET D 2 L TH DA, FTREMED DIEMRTED . O TIG~OMARICE L TRIFT s Li/
WA T ML THERBETRETH D,

7.2 The sharing of non-compliant inspection findings between trusted partners, particularly

when regulatory action may follow, may help authorities in other territories to prepare risk
mitigating market actions.

BRIATBAEE DM 9 56810 B - Tk, Gk w52 m0) (B8 T 5 /73— K~ — (trusted partners : (31

) WBRRICH 55— b — 0k e b ) DAL TO GMP FERSF O FLEFIA (non-compliant inspection
findings) DIFMILAIL, U R 7 KJEZ L 72 THSHEE (risk mitigating market actions) 2 #E{fi 425 Z LTI L
T, IR OITE L R 2348 T 5 2 L1272 D,

7.3 Maintaining close communication between affected inspectorates facilitates coordinated

supply chain actions to avoid shortage of essential medicines. This also ensures that external
notifications to healthcare professionals and patients are consistent and published at a time
which is compatible with the actions in other territories.

WL T O EEMRMOBESR Il a2 —va VEMBT 2 Z L1, RS ZEoHERN
EHMLD Ry 7 g —7— (shortage : HihlcisI 2 EHEAOKE) ZRET DO, ML TZ
AF == ~D @k FRYRICE) HEEZRGIZT LD TH D, THITEL, ERIEFE

(healthcare professionals) <CHEEIZHRIT 2 Grik: sissmrs0) NTEMO—EMELE | gk co

HEEL, FEOBWR R TOARERIET HHDOTHD,
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APPENDIX 1:
MANAGEMENT TOOL TO SUPPORT CONSISTENT AND OBJECTIVE
CATEGORISATION OF GMP DEFICIENCIES IN ACCORDANCE WITH RISK
MANAGEMENT PRINCIPLES
YR =RV A FOFANCHES>TD, GMPOXRMO—EMERH Y . »OFBHIR
BT IVETETEIEZDDSIFIA R« V—L

Appendix 1 Figure 1 — Classification Process — Overview
M1 — 7FR[F7ukvzx — 24#

Appendix 1 Figure 2 — Classification Process — Detailed Assessment Step 1
K2 — ZIRBliFFukvR — FHEMAETERAU M Stepl

Appendix 1 - Figure 3 — Classification Process — Detailed Assessment Step 2
M3 — ZFRBliF7ukvR — FHEMLETERAU B Step2

Appendix 1 - Figure 4 — Classification Process — Detailed Assessment Step 3
M4 — Z7FRBlFFukvR — FHEMLRTERAU M Step3

Appendix 1 - Figure 5 — Classification Process — Detailed Assessment Step 4
M5 — ZFRBliF7ukvR — HEMRTEARAUB Step4d
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Appendix 1 Figure 1 — Classification Process — Overview

Deficiency Detected

Has
there been a
practice or process that
leads to a significant risk of
praducing either a product which is harmful
to the patient or a product which could
result in a harmful residue in a
food producing
animal?

Yes

Critical
Deficiency

Yes

Has there been evidence or
observed fraud, intentional
misrepresentation, or intentional
falsification of products or data?

Mo
Y

Perform a detailed deficiency
classification assessment to make
an initial determination as critical,

major, or other.

Refer to Appendix 1, Figure 2

Y

Perform an assessment to
evaluate risk reducing and risk
increasing effects.

Refer to Appendix 2.

Risk Risk
Reducing Increasing
Effect | Effect

No Net Risk
Increasing or Reducing Effect

Downgrade
initial

Maintain initial

I Upgrade initial
classification. P9

classification.

classification

Classification of the Deficiency

Other Major Critical
Deficiency Deficiency Deficiency

-
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Appendix1 M1 — ZJ7RBlF7rrvx — 2Ek#

C R S h 7= Rbf )

BEIIHTIEELEFERP.
BREICEELREMEEL28R%

HETRIERBYURIBLIPYEA
(practice) »7AEZXHHBH?

"Critical"
A/

SEHL & 7= I3 ERER S M7= 5EHR,
HEIWIERZCT—XDOEBRHNETYR
=, BRNLESELRH-T=H?

Yes

lNo

critical, major, F7=lZother& L T®,
MHDREET 7=, AR
FRRFTERAY F%EITS
Appendix 1, K2 #8BoZ &

!

YRIEBEFEELTY RI7EX
DREETMT 27-HICTE
AAY MEITS,
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Appendix 1 Figure 2 — Classification Process — Detailed Assessment Step 1

Perform a detailed deficiency
classification assessment to
make a determination as
critical, major, or other.

Has there been a significant
contamination or cross
contamination risk?

Yess

Pharma Solutions Co.Ltd.
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Has there been a significant

equipment related risk? Yess

. id
Significant risks for contamination or cross contamination are ones that
may result in contamination levels exceeding permitted daily exposure
levels or other significant situations where drug contamination may
occur. lllustrative examples may include absence of air filtration
systems to eliminate airborne contaminants that are likely to be
generated, malfunction of ventilation systems with evidence of
widespread cross contamination, inadequate segregation between
manufacturing or testing areas from other manufacturing areas for high
risk products, widespread accumulation of residues indicative of
inadequate cleaning, or gross infestations.

Has there been a significant risk

related to personnel? Yes~

Interpretative Guidance
Significant equipment related risks are ones that in isolation will present
a significant risk. lllustrative examples could include autoclave failures
or loss in integrity of a jacketed vessel leaking coolant. Improper
qualification (or absence of qualification) would not be considered
critical unless subject to other risk increasing factors such as evidence
of malfunction or a lack of appropriate monitoring to demonstrate
functionality.

Proceed to
Step 2

-

lllustrative examples of significant risks related to personal could include
individuals in charge of quality control or production who do not possess
required education related to their work and do not have sufficient
practical experience in their responsibility area.

TILTRER, BBELTEATIABHY 7,
S

SRR SCOBEMED ETOHLRBREICLZRY E8 A,
DOHAEMNS, FXTORHNESOHEME L LW, L TRERESICIIFNICESITFHEZENRTTE W,
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Appendix1 B2 — ZFRBNFFrERX — BEMRTEAAL R Stepl
Step 1
Critical, Major, @ % \>{3O0ther& BBIRDI-HDT K54 R

L TOREZITS 1= ICFFEM L R

BFRINA-1HERELRL itted
55 RBFTERAY FETS =2 BRE (permitte

daily exposure levels) ##8Z %581~
LEELSZDHHNEWVEE, HBLIE
EERDOFRLIELDZFAOZOMDOEK
BIKRADH BIHEEIE. BRELEIRRF
FDERLEYRIDPEELTWS,
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FREERMERET H-HD. RS
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BEXRLBER
FR@RUBERDOY RS
BHBH?

Critical s R B

BRIRDI-BHDT F/x4 R

P=Ef (isolation) ICEAL TEXZLV R
IHBEET BIHEICIT, BEEICRET
BERBYRIDH S,

SR -HDEF L LTI, F—F
ILA—=—TDERER, vy bz
Yes | oBBomLMAKbNT, BHFHH
V=03 3ZehEENS,

TEY) A ER MM (X 7= (@R
No o &REN) 12, BWEETR2 O, »
W IIKEEE ZSEBAT B/ DE ) &
EoRUVITORME WS T, DY
RIBREFICIBINTULERWLRY .,

[critical] &IFEZ &L,

1IRRE D
BEXLGYRIDHDEHD?

\
Dy 7 AAF

1

fRIRDI=HD T F /84 R
ZOEEICEHLTERSINIBEZF
LTLWhELEY, Z0EIVEEFZET
Yes SEFICE L THo W EBNERE i
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21EEEEZELHEE. EFEHICEL
TOERBYRIEZFO2EVHHESE
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ERFEICEH D
BEXBVRIDHDZH?
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Appendix 1 - Figure 3 — Classification Process — Detailed Assessment Step 2

Step 2

Continue from Step 1 in performing a
detailed deficiency classification
assessment to make a
determination as
critical.

Has there been a significant risk

related to data integrity?

Has there been a significant
risk related to sterile fabrication
processes?

No

Proceed to
Step 3

(i1

Yes

Yess

Yes

Interpretative Guidance
lllustrative examples of significant quality system related risks could

included absence of a quality control or quality assurance department
that is a distinct and independent unit, lacking real decision power, with
evidence of decisions overruled by the production department or
management.

¥

ii) reporting of a ‘desired’ result rather than an actual out of specification
result when reporting of QC tests, critical product or process
parameters,

It is important to build an overall picture of the adequacy of the key
elements (data governance process, design of systems to facilitate
compliant data recording, use and verification of audit trails and IT user
access etc.) to make a robust assessment as to whether there is a
company-wide failure, or a deficiency of limited scope/ impact.

Individual circumstances (exacerbating / mitigating factors) may also
affect final classification or regulatory action.

Note: This guidance is derived from the draft PIC/S Good Practices for
Data Management and Integrity in Regulated GMP/GDP Environments.

Has there been a significant risk =
related to the quality system? Q
c
Q
.9
(=
Q
Considerations when classifying a critical deficiency should take into C_U
account: O
i) product failing to meet specification at release or within shelf life " —

RILTRR, BBELTHATIZANHY £,

Interpretative Guidance
lllustrative examples of significant risks related to sterile fabrication

processes could include lack of or significantly inadequate validation of
critical sterilization processes, water for injection systems not validated

with evidence of problems such as microbial/fendotoxin counts not within
specifications, no media fills performed, no environmental controls or
monitoring for viable microorganisms during filling for aseptically filled
products, aseptic filling operations continuing following unsatisfactory

media fill results, batches failing initial sterility test without proper
investigation, inadequate environmental conditions for aseptic
operations, or absence of leak tests for ampules.

I

=Cr

Initial Classification

SRR SCOBEMED ETOHLRBREICLZRY E8 A,
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Appendix1 B3 — ZFRBNFFrERX — BEMRTEAAL L Step?2

Step 2
Critical& L TOREZ1TS 1-9ICEH

MR 7 ARNITRRAAV M %
TH5Z&%Stepl hoklr3
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HH3H?
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Appendix 1 - Figure 4 — Classification Process — Detailed Assessment Step 3

Step3

Continue from Step 2 in performing a
detailed deficiency classification

assessment to make a determination

as major.

Has
there
been a
deficiency that
produced or may produce a
product which does not comply
with its marketing authorisation,
clinical trial authorisation,
product specification,
pharmacopeia, or

Yese

dossier?

Have circumstances
arisen that did not ensure
effective implementation of the
required GMP control
measures?

Any non-critical deficiency where there is a failure to comply with
marketing authorization, clinical trial authorisation, product
specification, pharmacopeia requirements, or dossier could be
considered to be a major deficiency.

Has there been a major
deviation from the terms of the
manufacturing licence or GMP
approval?

Yesm|

Interpretative Guidance
Any non-critical deficiencies could be considered a major deficiency if
there is a failure to ensure effective implementation of the required
GMP control measures. Such deficiencies include those that:
(i) affect quality attributes*,
(i) affect operations and critical parameters*, or
(i) equipment or instruments associated to a process*.

lllustrative examples could include failure to validate; failure to comply

with validated parameters, failure of risk based approach to control, or

failure to comply with established control strategy — all which do not
fall into ‘patient harm' scope

*Deviation Handling and Quality Risk Management, World Health
Organization.

A

No

Proceed to
Step 4

Interpretative Guidance
Any non-critical deficiency could be considered a major deficiency if

there is a deviation from terms that have been specified for a
manufacturing licence or GMP approval.

Initial Classification = Major Deficiency

(i1
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Appendix1 M4 — ZFRBIFFotR — BMAETEAAL N Step 3

Step 3
Major& L TOREZITS 1=
HICHRL RIS 7 XBITT
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2h o3
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Appendix 1 - Figure 5 — Classification Process — Detailed Assessment Step 4

Step 4
Continue from Step 3 in performing a
detailed deficiency classification
assessment to make a determination
as major, or other.

Has there been a failure to
carry out satisfactory procedures
for release of batches?

Has there been a failure of
the person responsible for QA/QC
to fulfil his/her duties?

No

Has there been a risk related to
data integrity?

No.

Y

Yes

Yes

Any non-critical deficiency could be considered a major deficiency if
there is a failure to carry out satisfactory procedures for release of
batches. lllustrative examples include release procedures that are

deficient to the extent where the deficiency could result in:

(i) release of product that does not comply with marketing authorization;

(ii) failure to ensure effective implementation of the required GMP
control measures;
(iii) a deviation in terms of the manufacturing licence or GMP approval.

Any non-critical deficiency where there is a failure of QA/QC to fulfil
his/her duties may be classified a major deficiency. lllustrative
examples include situations where the failure to fulfil duties may include
release procedures that are deficient to the extent where the deficiency
could result in:

(i) release of product that does not comply with marketing authorization;
(ii) failure to ensure effective implementation of the required GMP
control measures; or
(iii) a major deviation in terms of the manufacturing licence or GMP
approval.

Note: Not every failure of the person responsible for QA/QC to
fulfil his/her duties will result in the classification as a major
deficiency.

lllustrative examples of risks related to data integrity include:

i) Impact to product with no risk to patient health:
-Data being miss-reported, e.g. original results ‘in specification’, but
altered to give a more favourable trend.

-Reporting of a ‘desired’ result rather than an actual out of specification
result when reporting of data which does not relate to QC tests, critical
product or process parameters.

-Failures arising from poorly designed data capture systems (e.g. using
scraps of paper to record info for later transcription)

i) No impact to product; evidence of widespread failure:

-Bad practices and poorly designed systems which may result in
opportunities for data integrity issues or loss of traceability across a
number of functional areas (QA, production, QC etc). Each in its own

right has no direct impact to product quality.

It is important to build an overall picture of the adequacy of the key
elements (data governance process, design of systems to facilitate
compliant data recording, use and verification of audit trails and IT user
access etc.) to make a robust assessment as to whether there is a
company-wide failure, or a deficiency of limited scope/ impact.
Individual circumstances (exacerbating / mitigating factors) may also
affect final classification or regulatory action.

Note: This guidance is derived from the draft PIC/S Good Practices for
Data Management and Integrity in Regulated GMP/GDP Environments.

\J

Major Deficiency

Y

Initial Classification = Other Deficiency

Note: For data integrity issues an "Other” classification may be considered when there is no impact to product or limited evidence of failure such as:
i) Bad practice or poorly designed system which result in opportunities for data integrity issues or loss of traceability in a discrete area, or
i) Limited failure in an otherwise acceptable system.

(i1
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Initial Classification
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7 FARNF kR — FHMRTEAALN Step4d
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F—RE2MHDOMEN. E4L2DEEHTOT —2DMAXRED
FTRICEALTHD, BLEIE. HI3VIFRIEFIS5ATULARL
M55 R T LD BB, TOZNBEBRBOZNEGF, EENL
AT FEER TV,

EERIEDORME. RIFRESN/-FHEH A > /57 b DRMEHTFET
Z2HENICEAL CTHEBEDH I TR A 2T 370, BEELE
F (F—RDHANF>R (BE) o7ALR, HMEEOEHERY
Zar—ar (RD . H3VE I TaA—YF—DF7orERLGEE) O
BEIEICBI L TORGFREEY EIFBZ EHPEETH D,

E D ZDOFT KA RIK, “drafr PIC/S Good Practice for Data

Management and Integrity in Regulated GMP/GDP Enviornment” 7 5 3k
BLEZHLDTH S,

Major % R

b2 2120V ¥ ¥l

1=

A= LD ZRBILTF

“Other” o ZBiE

E T2 MORMREEICEL T, BRADA /T FHELD,

“Other” 7 3 RFUF EEX T KLY,

i) T —RESMEDMENR. E4DEBETHOT—LXOBREDTEKRICEALTH, BULWEE. H30LIE. R<EZISNT

Wi WHESE R R T L

i) BIDXPY HFTHETE 3> RT L THORENZ R

FRILTER, BBELTEATSIABDHY £7,

HBWIERD & S5 ICRIEDREBHFRERI TH B IHE 1.

FRSUIRSC OISR D ETOHLZREIC LR £8 A,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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APPENDIX 2:
INTERPRETATIVE GUIDANCE ON RISK INCREASING OR REDUCING
FACTORS
U R EWERBT H5RTOMRICEDLTA XA

1. Risk Increasing Factors — Upgrading Initial Classification
YRIZWRKRAF — A=V VDI FRABNTOEKOK BT

A “Major” and “Other” deficiency may be upgraded by one level to either a “Critical” or
“Major” deficiency respectively when conditions may exist to satisfy the intent of the
definition for the upgraded risk classification. This is considered to be achieved when defined
risk increasing factors are present.

Major] X TOther) DKEIX, ZD T EF L7z A7 D7 Z BT | OEFKRD HIJZ
VT2 X9 REMHEPFET Db HILRWGEIX, 2 “Critical” & 721X“Major” d K g~
E—BEOR LT 2 LTHRYY,

Risk increasing factors include:
U A7 HMEFIT, ROBOBEEND :

1 Repeat or recurring deficiencies (Appendix 2 Step 3)
RiaZMEVIRLIZY  BFE LY 35, (Appendix 2 Step 3)

1 Grouping or combination of deficiencies (Appendix 2 Step 4)
RKaD 7 N—vr 7 EI3MHAE (Appendix 2 Step 4)

1 Product risk (Appendix 2 Step 5)
iU 27 (Appendix 2 Step 5)

"1 Failure of a manufacturer’s management to identify and take prudent measures to reduce the
patient risk to an acceptable level for a product distributed and future production from a
deficient practice or process.

i SRS IO [KEOH 500 o7 mE A TOAZICEIE] ([T L T, RSN
LLVETHREDOY R AT 5 Z L1220 T, JEEETOYR VAL MIThERFE L,
A0 BRFRE 72 6 I AT - TV & ) REA,

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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2. Risk Reducing Factors — Downgrading Initial Classification
YRZEREF — A=A 7 TFRBNTOKETIT

A “Critical” or “Major” deficiency may be downgraded by one level to either a “Major” or
“Other” deficiency respectively when conditions may exist to satisfy the intent of the definition
for the downgraded risk classification. This is considered to be achieved when defined risk
reducing factors are present.

“Critical” F721% “Major” 72 KBaix, “BB T L7=Y A7 D7 Z AT (downgraded risk classification) ™ 7D
EFROBZETTZT & OFRMEDFIET HATREMEN & 2551, EZEh “Major” & 5\ “Other”
NE—BEBETETE T LTS LV, BiER U A ZERBIR AT D, ZHEAERTLHILEE
T2,

When considering risk reducing factors, it is important to ensure that these factors are both
consistent and effective.

U A7 KRIA T2 BB 50, T ODERFR—BWHRH Y . OFRTHD I & (effective) DI
Fiw ROl L AMEICT A ENEETH D,

Risk reducing factors include:
U A ZEREE AL, ROBDHEATND -

] Minimising product risk (Appendix 2 Step 5)
Biho ) 27 Zf/ME+ % (Appendix 2 Step 5)

1 Minimising risk of patient harm
BE~OEEDY) X7 /M %

1 Other risk reducing factors (Appendix 2 Step 6)
ZOMD Y A7 KO RT (Appendix 2 Step 6)

1 Actions taken by the manufacturer eg CAPA plan to reduce the risk of the deficiency
RSB D> T DG, BIRITEEK D U A 7 2K % 728 D CAPA OFFE|

The impact of product already distributed to market should be considered when
downgrading a critical deficiency.
“critical” 72 KAz A% T 25613, BRICHBICM@EORGOA X7 FEBETDHZ L,

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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3. Repeat or Recurring Deficiencies — Upgrading Initial Classification
VIR KM, EXBERTLIRM — A=V rD27 F ZFNT O ET

Repeat or recurring deficiencies are deficiencies that were also identified at a previous
inspection where appropriate corrections or corrective actions have not been implemented
F0 IFR G (repeat deficiencies  FRIE : 5V MEEE TR L = & 3%AET5 L0 9 k) 3 D WITER T 5 K
(recurring deficiencies  R7E : B IHEN DD, MU EBE 5 &0 ) K 1, WEZEIEC R IERHE NS
JESITWRWGAIZ, URIOEZECTUREINTZZLOH DR TH D,

In certain cases, recurring deficiencies may be considered to be subject to a risk enhancing
effect to permit upgrading the initial risk classification, particularly if it is apparent that there
is wilful or unsatisfactory effort to resolve the deficiency. A risk increasing effect should only
be considered when:

BONDOEHITIT, H¥HEZ L TODRMIE, FICThR, RBOBRZSEIZEL LIZD . R
FRRBNToH-120 52 EPHAOELEICIE, VAIVHEROEEL L LTNSHHEDT
B, A=V VDY RT O T ARNT O EFERELE 5 LB TRV, RO XD 2GE
Wi, VAW ROPBEEZZEETDH L

] There is a serious failure in the Quality System that fails to satisfactorily identify the
potential root causes for the deficiency or fails to adequately address these causes without
other risk reducing factors being present, or
P Y AT BTIROD K 9 7 BERARREE (serious failure) STFAET D -

- ZDORMEDBIERIRIBRAFTK Z +0 IR ET 2 Z L ITRIIL TV 5 5 E720X
cFELTWDMO Y 27 IRRIKF2HRY BiFs 2 &b, £ b DERIC
HEONHLS 2 Z LTk LT D, FoX

] There are other factors for consideration such that the definition of the upgraded risk
classification is achieved, for example, unreasonably protracted implementation of
corrective actions.

“upgraded risk classification” (# LiF L7=U 2202 72513 DERICY TIEEDL LV K97,
ZETAMOEFPFEL TV D, FlziE, BIEHEZGHALRHEBRBEISED, &0
D EOREHTH D,

Note: It is expected that the upgrading of risk for a recurring deficiency will require
understanding of potential factors that may have led to the reoccurrence.
BETHRMBIZHT DY A7 28 BT 5 2 &%, BEZEI NS LVRWIBTERN R KD
BT b ME LD T ENR TSNS,

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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4. Grouping or Combining of Deficiencies - Upgrading Initial Classification
RMaDITN—¥ 2 TEIZIIHMERE —A =¥ V7 T RFNT O BT

Different issues identified during an inspection may be grouped or combined into one
deficiency, if each issue supports or relates to the core deficiency that is stated.
BEPITHE SNk % 2RBIE, b LERENZ OB 5N TV DL DK (core
deficiency) ZZEfF1F720 . BEAIT 2 D THhIUX, —D2DXKa~& 7 Vv—T1bd 5 WL A
HbEELTH RN,

Acrisk increasing effect can be applied to upgrade an initial risk classification by one level
when the definition of the upgraded risk classification has been achieved.
UAZROFET, TOKEFLEZY A7 07 7 AJNFOEHRICEL T DEAIE, 1 Bk
P A =% VDV A7 2k EF 28T 52 L tiks,

Examples of several “Other” deficiencies, none of which on its own may be “Major” but
which may together represent a “Major” deficiency should be explained and reported as such.
Z Ol 2 TlZ“Major” TILZR WA, —FEIZ T 5 & “Major” 272 % %70 “Other” @ Kt FHA)
X, TORRICR D Z L EFBL, METDHZ L,

5. Product Risk — Upgrading or Downgrading Initial Classification
BRYRT—A =% VY R7 O BT E 713 T

Some manufacturing sites have product and processes that involve much higher risks than
others.

HOTEORNEFTIX, TNLUAORIEFT LD b7 RERQRV A7 2o/ nt 2%
HoTWD,

Product Risk Classification definitions:
U 27 O Z ZBT (Product Risk Classification) D E 3% :

1 High risk - products that are highly susceptible to contamination through the
manufacturing process including shelf life, e.g. microbial or chemical.
YR — BET v A TOHERRIHRD THRURR R, MREOEROREIL, ORI
fil Ghelflife) 2@ bDTHD I &, BIZITEDCATFWEIT K D155,

T Low Risk- products that have a lower chance of contamination through the manufacturing
process including shelf life.
KYR7 — ZOFDHMAED, WiET vt 2 TOFHYEOATREMEAME L,

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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Both risk increasing and risk reducing factors may be applied after considering product
risks as follows:

UTDE DBl 27 2B @ik, VAZERRATBIOY 27 EKEEF O bwEH L
TRW:

1 High risk products may have certain “Major” deficiency or “Other” deficiency
classifications respectively upgraded to a “Critical” deficiency or “Major” deficiency. This
can be applied when circumstances of a deficiency under consideration meets the
interpretation of the definition for a “Critical” deficiency.

WY 27 ORGIE, o0 “Major” DX “Other” ORKaD 7 7 ZRT 1L, £ L
“Critical” ®X[fad> 2% “Major” DX~ EHE ESud s Liviewy, ik, BEXS
DRKGOIRBLAS, “Critical” 7R KKaDOEZRDFRICEET L HEITHA TE %,

1 Low risk products may have certain “Critical”” deficiency or “Major” deficiency
classifications downgraded to a “Major” deficiency or “Other” deficiency respectively.
For low risk products, a “Critical” deficiency may be downgraded to a “Major” deficiency
unless the definition of “Critical” deficiency is achieved.

RV 27 O8I, 8270 “Critical” 72 /Kfa, F721% “Major” 72X[aD 7 7 ZARNT I,
ZEI, “Major” 72 Kfa, &H2DHWIE “Other”  DOKIa~EE FIFEs b i, K
U 27 OBLEE, “Critical” 72 KKfalx, Z4uny “Critical” 72 KIadDEFICEE L TWRiTH
X, “Major” 22 KIEICHE TP LT kv,

6. Other Risk Reducing Factors
Z DD U R 7 KA F

When other risk reducing factors are evident to mitigate the risk associated with a deficiency
then the risk rating may be downgraded.

o> U 2 7RI F- 23 RGBS % U A7 28895 2 L OFEL H 556, €D Y X7 Ok
fFTZ2TFTH L,

Other risk reducing factors can typically be considered only when a secondary system has
been established that can mitigate risks associated with a deficiency. For example, a validated
packaging system vision system that provides 100% verification of every packaged product
may be considered as a risk reducing factor for a deficiency associated with printed primarily
packaging materials stored in a disordered manner that could cause mix-up.
Z DDV A ZRBIR T3, —MRANZ, ZIRRT AT L0, HDHRKMICEE LTI R 7 2
WD Z L BBEICHSL SN TV D EERIZOR, BETLHZENAETHD, HliE, &2To
AL R O 100%DRFEN R D [N 7 — F SNTo@EES AT LABEBRIER S AT &) 13, &
RLFLTER, BBLZLTHA T IARDH Y ET, FRUTF LD ETOHZREIC LAY FHA,
EFROBEANS, FXTORBARTOEME L AW, £ L THRERESICIENICESITBHEINTT I,
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IR A N X 200 b IV WREL U 72 IRBE TS S U7 FIRIGE — R el 25 (2 B E 9~ 25 R BfE D |
VAR FE L TEZTHLREWTHA D,

If there are a number of risk increasing and risk reducing factors, consider all risk factors at
the same time and then determine an overall risk assessment to upgrade or downgrade initial
risk.

HLEHD Y A7 EREFIB LY 2 ZEHEFRFET 2D THIIE, (it : bomsafEL,
zo) FILRRTOETDY AIZRFEBEL, A=V XV AT 2@mboh FTF 500, 2k
72 R TR AA L NEATH T &

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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APPENDIX 3:
CLASSIFICATION EXAMPLES 7 7 25} oZ=4i

Note: the list is an illustrative list to help position the tool and is not an exhaustive and
binding list.
ZOYAMIY—LE LTONESITT Gt Hiz) BT 57200 FI ) A FTHY |
PEMLEY ik : = RS hn-tbordRTs) Tho7e b, MR NZFR 7205 AT
(=N

Examples are provided of deficiencies that are classified as “Critical”, “Major” and “Other”.
In some examples, classification is also based on the type of manufacturer or product risk.
These examples also assist the user in providing a quick reference for the classification of the
deficiency or can verify the classification that has been determined using the management
tool.
Z 2T 5 EEIL, ICritical ). Major), 33X O [Other) & L T2 7 ZABINT &b KhadFH
ZRLTWD, O0DOFEFNCBWTIE, 7 T ARNHITELEZES (manufacturer D, & 5 W EELE,
DYARTDIATIZE-TH, FELASNDIbDERD, ZIIXBIT2HFGIE. DO H
YADA =Y —IIRMD I FAFNT DI A v 7 VT LR (liG~=aT V) 2T 5%
DTHY, DOVRIAL MY —VEFBH L TREEIT O XE T T AR (it ofeg) ZHEE
(verify) 75 Z EVRHEKDBDTH D,

The classification may be in the context of the physical inspection performed, information
provided at the time and its associated risk.

77 AR, i U 7oK DHERR (physical inspection) , £ DR TR SN2 fFH, BLOL £
AUCBHE T2 Y A7 2O LT T s Z &2 5,

For complex deficiencies refer to Appendix 1 for more information on classification.
BHEZR R OW T, 7 T ABNFIZOWTD LY < DFERES D720, Appendix 1 %%
Rz,

1. Critical Deficiency Examples: 7 U5 ¢ 5172 R Ka D24

Examples of deficiencies rated as “Critical” (in the absence of risk reducing factors) include
the following where it can be reasonably expected that the definition in this Guidance will be
met. A “Critical” deficiency is a serious situation that could result in regulatory action being
considered.

[Critical ] (U 2 Z KA T3 72WEETO) LA SN REOEFIL, LLTOHORE *

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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No, L2l 1ZOHA X ADERICEET 2 LAHICHIfGEEND ] L0 ) FHFNIRE L
TW5, [Critical] 7Z2/RMalx., EZI72508 (serious situation) & B X HILAHDTH Y |, TNEEJE
L7EREGEESI I OND EENHHDTH D

) Lack of sterilisation validation (relevant to all sterile products).
WEANY 7 —2 g yoxin (2 TOEERGLICEET D) |

] Lack of adequate control measures resulting in an actual, or significant risk of, cross
contamination above the level of the health based exposure limit in subsequent products.
WO EBF1E (%) (control measures) D/RAN, ZALidfgfe CRLET AT, fEFEICHED < IEE
FREED L~V PL EOEEEDORZ B (b D VIIRXEY I ZTEKRY A7) 24 L5545
Thb

X (FUE) “control measures” % MEFHLRE ] LWIHREELZ HTHNENBENRYY, “measures” % [RE] LIRSS Z
ik, 2L VWX DEHEYEM] WY ERIZORN D Z Eicb e D, ThHIE 2> TRE] hOfWHIREECH - 7=7-

W, AT FONEW THE] ORGEEZH TIDT,

] Evidence of gross pest infestation (relevant to all manufacturers).
RROBEEOZIEOFM (-~ TORIEFEH (T BH)

] Falsification or misrepresentation of analytical results or records (relevant to all
manufacturers).
SIFTHRE R F TR E O RS £ I TEBFN (ETOREEEIZEET S)

] Failure to ensure the quality and/or identity of starting materials (relevant to all
manufacturers).
HEMEOME, BLO/ E3F 2R d 52 Lok (B TOREREIZEET )

1 No master batch documents (relevant to all manufacturers).
Y AL =Ny FRIEKRED R (B TORGEREE (CBE T 5)

1 Absence, falsification or misrepresentation of manufacturing and packaging records (relevant
to all manufacturers).
G RiEE B LRI E ORI, BEE T IIERE T (R TOREERICEET 5)

1 Water system for sterile products not validated (for manufacturers of sterile products).
e [ R S T O BUBK K & AT A3 Y 77— R Z T a0
(B TOERERMOREES ICEET D)

71 HVAC system for sterile products not validated (for manufacturers of sterile products).
R EIMELEH OHVAC (Z53l) S AT LR 7 — h STy

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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(& T OER ER M ORLGE XA ITBHE %)

] Grossly unsuitable premises so that there is a high or likely risk of contamination (relevant to
all manufacturers).
HYD Y 27 P\, & D WIITERDOEWATRENEN B 5 K 5 78 FEHITRIE Y] 7 fiak
(ETORGEREHZRET D)

1 No evidence that mandated recall processes have been complied with (relevant to all
manufacturers).
ERRBZE D B (Y a—1) OFMEENEST L T2 & OFERL 720
(ETOREREIZEET D)

2. Major Deficiency Examples:  Major 72 &g D=4
Examples of deficiencies rated as “Major” (in the absence of risk reducing factors) include
the following:
Major] & U THATIT S 7o RBaD=E] (U A 7 IRIAF 237205 TO) X, ROBDONRE
EFho,

] Lack of validation of critical processes (applicable to all medicines, but could be “Critical”
for low dose/high potency products; particularly sterilization processes for sterile products)
HERT 02O T =g ORI (TRTOERELICEHA SN2, OBRMHE S
TEMESRLL T [Critical) (272 2 FREMEDN D D, 3 QFFICHEEE LT OWE 7 1 & 20 )An)

1 No or grossly inadequate air filtration to minimise airborne contaminants (applicable to all
medicines manufacturers - could be “Critical” if possible contaminants are a safety concern
and “Critical” for sterile medicines)
22T DG G % B/ IMET D T2 D DZEQAMRMMPFAE L TV R W, & DHWEE L < A b)

(grossly inadequate) T &> D,
(ZNFETOEEGLRIEER ICHEA SN D, b LEIUT LD wTRetED & 2159 h i e

RS D 572 BIE, “Critical” & 72 2 b AL 722, £ U THEREERKGL O%GIEL “Critical” & 72

r

O

o

] Missing or ineffective control measures to provide adequate confidence that cross
contamination will be controlled within the health based exposure limit in subsequent
products. (would be “Critical” if resulting cross contamination has or is likely to exceed the
health based exposure limit)

RXIGYH, Z Ok Tl S 28Tk LT, BEICESWIRERENTEIHIND &
W) TEB R A 52 5 2 LTk LT, ZOFELO RAN (missing) . & D WNTIEN RSB 1L (B

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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PR ) (ineffective control measures) s (& LA & U TR XIELENE U TWDE D, H D W TR
SBFBEREZBZ THDLOTHIUZE, (Critical] 7225725 9)

1 Damage (holes, cracks, peeling paint) to walls/ceilings in manufacturing areas where product
is exposed in non-sterile areas
FEHE DA D TR AL 2 R R 5 BLE XK T ooBE  KIFTOHE (O, OO, BEDOFHH L)

1 Design of manufacturing area that does not permit effective cleaning
BRI e 3 T & 7 BLE X D RR G

1 Insufficient manufacturing space that could lead to mix-ups
FLEHDAR—=ANAR+45THY . BFEERZ A< ATtk n & %

1 No raw material sampling area for medicine manufacturers (could be classed as “Other” if
adequate precautions are taken)
EHRMELEEE TH DL, EHOFEMEY 77U o XA R 720,
(BB 72 TRHRE DG U TV A 5E1E, Other) &SN DA[EEMEDR 5 ,)

(] Sanitary fittings not used on quuid/cream manufacturing equipment
BAB LD/ T 7 U — 2 BGEREIC, IERmH&E 2R L Tuian,

] Stored equipment not protected from contamination
TR STV DHERRDY, T50% Grit : ez o) D HIRGE S LTV

) Individuals in charge of QC/production not qualified by education, competency training and
experience
QC/ MEDH M E N, HE., a7 v —ilfi, I ORBROEITIC X » THEASMETH
TV,

] Inadequate initial and ongoing training and/or no training records
FIF L OMke 0 22 IlfiRier S Rl U ¢ v . RO/ U, BIFERRER 20

1 Cleaning procedures not documented and/or no cleaning records
THRFIEPSCE L ST RV, BROVEIL, EREEN RV,

] Production equipment cleaning procedures not validated
RLELEE OV FIESRGEE S AL TR0,

1 Reduced QC testing of raw materials without data to certify suppliers
G EE ZFRRET 57 — 2 NEVLDIZ, JFUEIO QC TORBRZES LT 5

1 Incomplete testing of raw materials
JFELOREBRN AR TH D

FROCILTER, BBECLTHA T IARDH Y £9, FRIFAXOBMFO ETORLRREICLRY FEA,
FREOBEEND, FXTORBANETOEME LKW, £ L THRERESICIENZESITBHEZINTT I,
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[] Test methods not validated
ERFEN AN F— h ER TN

1 Complex production processes for non-critical products not validated
“non-critical” 7o S OB BIE T - AN, N T — kIR TL R

1 Unapproved/undocumented changes to master batch or equivalent documents
N AL =y FRLRE AT FEDOCFITH LT, KRR LFE SN T RWEEZ1T 9

] Deviations from instructions not approved
KRR STV WRIKNIT L 5 it

1 No or inadequate internal inspection program
NEBSERR GREE - “HO AR OBWTHAY) 70T T ARTFELROVDREY TH 5

[ No proper release for supply procedure
@RiE - T o®Go) AT FIEZNEIE TR0

] Product reworked without proper approval
W IEZR AR LI, B LB ST,

RFEW : B L (reprocessing) 1%, BEARDO—DLL ED AT v FOREE R L Th D75, B
(reworking) IZ. ®LET O RADOFIZR AT v T HEDH I EEXERLTWD,
(EZ0E. BRI GMP TOMER THh %)

[ No system/procedures for handling complaints or returned goods
NGRS A ALIRT B 12D D AT A FINER RN,

] Inadequate testing of packaging materials
I ELORBRDB AL TH 5

1 No ongoing stability program and/or stability data for all products not available
T RTOBGLIIKR LT, M2 @7 0 7T A, RO/ IR ENT — 2 M,
ﬁbﬂf%ﬁw#\%éWiﬁbﬂT%ﬁwo

[ Insufficient lighting in production or inspection areas
RIE B -CH A Kk C O FRIA AR+

] Containers from which samples have been taken not identified
BTN BRI DA FRDEA] S IUTUVRLY,

1 The temperature of critical temperature controlled storage areas not monitored and alarmed
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] Inadequate change control system
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] Inadequate deviation system
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1 No investigation into alarms and temperature excursions for deviations from storage or
transport requirements
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