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picred

EHREAT

B g L FEA 74940 %% (The Pharmaceutical Inspection Convention

and Pharmaceutical Inspection Co-operation Scheme, f&fE PIC/S)

ARIFERAL

i Heal th Products Regulatory Authority of Ireland (HPRA)

G

10 H23H-27H

HiRG

T BEEfEMR National Institute for Bioprocessing Research and
Training (NiBRT)

HFEAR ¢



2~ FRNBERMEE

— ERSE
HEA e
10 H23H | » FFEAEEE (Welcome & Introductions)
> B
o FEEFLTT (General Inspection Skills)
o {TRIMEMHEIFELETE (Inspection Preparation)
o A VHEEELREET (Facility layout and design,
Process flows)
o AfERFEE (Warehouse & Dispensary)
o {LFEHEM (Supply Chain)
o JEMER B ZE MFEE (Inspection of Non-sterile
manufacturing)
o WIRAHR (Utilities)
10 H24 H | > HEHE#
o MEF AR (Inspection of garbing)
o MEHFFUFEEFZ (Inspection of Aseptic Manufacturing)
o RIUMBEEME#E (Autoclaves & Filtration)
> SrHHERE
o Groups 1- 3: fHEEER (K - MEEE KR LY)
e Groups 4 -6 @ HEE (LEY%EMIEE Upstream &
Downstrem) ; AR CHRER - A& nEiE)
I0A25H | » fEEER OS5 (Debrief on Virtual Inspection
Workshops )




B EE
o (EEFEZ=AEM (Inspection of QC Chemistry)

o AW EE:=E A (Inspection of Microbiology

Laboratories)

STAHERRE
e Groups 1- 3 : BEEEEM (FAK BIRE R TIR 24

HEEE (EEELFER)
e Groups 4 -6 : BUEEER CHEWE - &8 EEE)

10 H26 H M E M OS2 = (Debrief on Virtual Inspection

Workshops )

LV

o EBMER AT N FEPIE (Inspection of cleaning

validation and contamination control)

TEHERE

e Groups 1- 3: fHEEER CHER - £PEEnEE)

e Groups 4 -6 fHEEER (K - MEHEERLY)
10 A 27 H Ty EHERAE

e Groups 1- 3 fHEEER CHMER - AYEE5nEE)

o Groups 4 -6 AN (FEAR - MEERIE KR Z8)
B

o EIESEEEME (Data Integrity)

o WEEMEE (Quality Risk Management )

o 44l (Classification of Deficiencies)




= gRAR

(—) FEEFTY (General inspection skills)

1.

et B EEAAEF R ME - IR ATk 3 - B—
fa Ry BT EAZUE (Closed questions) > BZEHHE FiE 8 HA S0
BEEE > B RFHENIRE (Open questions ) » ZZIETE H
FEEENERERZ » e —E L[ EAE (Probing
questions) > HHEMZHKERE - MEHEEHAT—EME - 558
AR — AR M e e B PR AG - B AR [E =R
R WA E RS R AP RS - 55> n[EEE
FEHNIRIE (Difficult behavior) REESR[EIEAIEEM: - Bl
EEH LR ~ BT B ERTTREN RN ERNEE M
RE AR AR -

TEE BIEFFEE - (REFAFE - IO~ FELLREASRRT - 18
T - FEE AR N 5 7y - RIS T4
1k - FEERY - FEF I EGEEROT IR B SRR AT & GMP HYAHBE RS
(Evidence) » ERT AR AR REIE QWP fFF &1t - B
FES Ryt ok o

PO - R BRI AR BN - SRR RS - -
B~ H 9 AT TSRS - AN - BRI
VTR Bt - ST AT P BIHTRPREENE (code) LUTIEIEN -

FEA BT (Behavior) » JERESCIE EEB A ZBIRIN =HEKL
HIH - [FRFEAAZE SRS R - EEBEEL O ERE
HE > DU TR AERRAY H (R SE - MEREORTE ARy — 2 - 6
BN EER VO RER - BRI 0 18 B n] DU L EER
e o[ H| Er R T R > (B O U R

(=) 1THIZEMHEIFEEETE (Inspection Preparation)

PO At EHVEEMAE N v BT E B 5t TSy A A AR
EEA

ZEUTFE R - FER RS AR EREETE - FEE
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(1)

Pl g A ER (Site Master File, SMF) - EMERN ~ BZME R
MBS - FERLPREER S i R S THE & - —RAVIEETIEE
EOUERITRER - WEINERE - R RERE - BiERY (B
BE -~ AEEskERE) B RECAMEEREHE -

% o T e B E 4R 55T (Facility layout and design, Process flows)

W P Bsea T HERT S RS (R SR R A B SR A s - 1 755 R N
E?EEFHD%@ fEEEHAEROARART K (NEEEM) 3K

TR IEEE (OEENE - SREMEEE B ES) > SEFEAR
R > SGTRHE R/ ME N B ATREEE AR TS > B REEA SO T4t
JE\b ~ B KR ﬁﬁﬁ%@iﬁ%i@ﬁ%%m%ﬂﬁﬁ - R E AR & RS
KRNE > W RIRnE N\ i ABUEIRY - W5 ~ SO R as (AR 4
R PRE R R A L B ISR S SR B A A NERTT -
5 0 R E W A i e S S T B M AR B IR

B RS (Warehouse & Dispensary)

BIENE A R R Es E S e B -~ SMERE SERY  EE AR
TNEEELE ~ i IRV T ~ A RSk R RS HUS BURRE TS
LAY FE U 2 O R DRl 2 B R R s B N s B AR & [ e el P L~
RAFAV RSBV AR ZE UL - R RHE U I TR A BESh
B E M - BEHA L RE R (Security seals) ~ FFRITTT KA
HFRE B afS UL IER SR SRl COA % SEREIIERF% > TEME
R » WA s R P B T - BRI AR R 5 1 [ T

T E B AR FIERAT - FURFF RN ER TS E BT - I
FERMNERE  FFERFEEERIE - SRR ERIEERFHITER

BB BRI X055, - MHRIFEERE A RS E 408k - IHECRTE
EIVIEREN: -

{LEEETE (Supply Chain)

1. BLEmEHEEREELY —  BERAERMEER S EEMRLES
B BUGRY SE B - (ERE R &R R B B R A R
) FEREK QA ol AT AR QC HERE TS » FURAER

5



JESE (L nTAEMIME EBOERL - P e A E - B RIERE
Hlafarhs - SfEEdER -

2. JEYPRIRUCHSFERT A CoA (The certificate of analysis) @ &

I FERE R PR (I Ry L MEp e i - A ME AR S B e

2 QC AEEH CoA » Bl ABREERE 5 S MERATERE CoA i

el ~ RNEEREL CoA &EIRLLERHVIE TS » MRS A ER
(EPEEERtg &%) VR EFE i -

3. (EpfEXERE bR LR ESRR - WEHETRE AR &K - 18
REEE ST - LSRRGy - % AV LER
PR E RS ~ FEMERIR ~ AN IEMESUF S B A S - e
e PR EFE A0 37725 P ASET ~ S DIRE R RS th S AR 1L
e -

(7)) JREERHEESLEE © i - BERBEMA (Non-Sterile

Manufacture: Tables, Capsules & Powders)

1. & RAREERE e A > P RFE &R i ) A PVEEAE A IR
N W LAEEROG e RGE E SRR P AR B - BLRE H AR PR L
BRI S R > Wi ftHRBIRVACE: -

2. —fieE REE -

(1) #&fr (Granulation) BAEUHELEAVEZ ~ JER SR DLSORENR
L PERISEETERE -~ EeR R > WERES T EREL
BLHIE -

(2) Jeer (Blending) B2 - & RVIGHBAER - AR EMAS
HNNIRFZA -

(3) T 8 ( Compression ) %2 - # ¥ & £ ¥ 78 7T 3¢
(Pre-compression) PAEBRZZR, » BEREAN S - EfLER
BEFEEEH - 2ERBENTTEBR IR EE 28 7
FT5E% - Al gEEEeEiillzs (Metal Checking) > &HX
0 FE W 57 E AR R (Limits ) M A [E & B 2 8L E



(Sensitivities)e

(4) 1 (Conting) U7 - EIATEOESMEIEAL - MEHDEEGZEENE -
SRR SR PR R 5 IS W i e BB
FE RS A

(5) 4% (Packaging) BUFZ » #f% S BL LI B R A (FE5 5 -
b (on-line) HEREAEITENEAEHEME R ERERS -

Ty EESE RV MRS BB SR IEE

AR BER G R ~F R A B Y RS IS th RSB I R F > A LLEE
HAR BRI RG2S T B A 2 2 MR PSR HAF ROR BT
BlAFERE > REGEIAEEEHER - iR HER LI

BURRHERY © A EBEEME AT EE - MRGTEE s - 1
WESFEEER R/ DTS 3 it - IS TE kST E (B
GBI M E R T RS B~ PRI T e AR
e BT ~ T~ RIGRAVEES) ~ ABEGSSRHEHI 4R
FAHBRRIARER T R &8 SRR S

() EZH (Utilities)

1.

PG | SR B BAER (0.36-0.54 m/s) ~ HAREL (E /D
20 %NS ) ~ ZESTRIEL ~ HEPA JR4BSREME RIS - IS (RIS
ERIZED 10-15 pa) ~ EHEMERRER (15-20 578%) : FlgsssaRi
A BT 6 (B 1 2 - B AT 6 (B | SRS 94 1 K
FIREEGE  HMRIEE/D | F 1 ] BEEKHE BRI
5 -

IKEHT - AR B AT L 2 A0 FERERE A SR/ K SRS IIETE
HUiEES ~ BEoTTIhRE ~ BR ~ M dRE M ~ R EEEE - B
TERR RGN > EMEEE R E T EE TR ~ BRBN S MR
5 o MEFTIC RN o FERESD PRID [E - B - BEEME - BEERL
R B PR o /K S ey 4R BB ZEEAEIRE ~ S ~ pH {H



(O fEE

1.

(L) fEE#

—_

UV V58PS ~ AR ~ AR TOC 55 - TG /KB B sl
MEMERIRESTE RGN - FEEMAEYITREF - BktalaiR
B tRFSF o

BN (Inspection of garbing)

—MEZ A SRR TR EAORED - Rl e N RINFE A A
FEEGR - RN T EREE B TR AR i DUE A SRR E
R HRII RN & - N 5 T e AV B EARRE o M el 5 P A A 2T
BFEIEREZETIT30 ~ BFRBRIMRES ARG B R B R <IN
7 2R A BB RS T Sk ST T RS IR &5 - SR E
AR B AL BB AE B R A Ik P9 S 1 S A IR L By A 3t - T I
FHAHEA > S 2 DA ALLE DI — 2 -

NEF AR 2B 5 22 BEEE S0P~ Bk faT 2
SR ERREGH N B SR A SE VR W DARRAZ S THY > (HER T
MBRSCE: - B R RMEAC R 5 BB R B - (HE TR E AR
SRR R REA 1 G o4 (L ES e 528 S EL T /EREES © 55 SOP
FEIHE T ERREARR -

REEE R ¢ Bl SRR L EBORA AGB RIE - RIS £ AT D K&
T EAKESRE BABR S £ —RBEHET %%Eﬂigﬁ*"“
TTEAHER 1’E]IITIET%$UE/;[L& BiEEETE A Bk S IRETATRE
AREEER - ACE B R R G EB E R 9#‘55@@@%% :
AR TERE A BN ]G £ 4 EFERRE T hiE S
PUEREE 5y anhlER (A AR — AR - (EREHE
R E SR H R 2 R R -

FE&HRZ (Inspection of Aseptic Manufacturing)

A B 4B AT 0 FE O ER W U7 HE EY M BURE & koY ] M
(visibility) ~ ZEEHHE (productlon schedule) ~ REFEIERIESD
ER B FER R A 48 K R E A RE VRS 5% -

I AR Y TR R A B9



3.

(1)

(2)

(3)

(4)

NE (Personnel ) : Ry ARVBAE RS > MUEMETTRAIGEIERE 2
(On-going monitoring) » & FERLHEE 7 I AKES IH Mt B R Y
BRI - B EDISR (e mE - =
RAF RIS T Ry IR E IR EROT S ) ~ IRIREE AR - T

WKEREE ~ T (FEE/D 2 R) EEFEENTT B
% o
55 st (Premises and Equipment ) © Wi/ IE € BHETH

5 0 MG E T B R B R T A A RS
B NBFZENH A P R BiE MR E (Contact

time) °

sl (Utilities) * FEREORSE (LR i 22 SR A B = 1Y 22 5
HEEZRG - Bz RS RSN CEEE BB RREE R
TERA T e BT

B (Process) © ZBEMSTHETIHETERG - EXIG 1 5EML
i TRV IR LR & R A (A — IR s
BB L HEE - ERHHEEEE (ST - R
55 WO iR BRI R ERESHIRMITER » {E5E
PR h— R RO RS O TR R BB MR
W GITHTA TTE B AR -

IRIESPE (Environment Monitoring) :

(1)

(2)

A - AR ERESE  E AV R R AL I B R ] 2 S S i
s NEBEE I EIERE SRR (E 218 S BB BLE IR IS - i
17 N B HURIF A ST BRI IRIY « BUEEUGH R
PENE AR BIRE KRR DU A e R B2 - B ESE RE R
ST > HIERYIFTA REED A ERGER TS -
PRORL T+ AAZI IR B (L B & R RASR (2 & - Badziy
[ e 2 {1 o] 2 A R e » Ay - SoEmEST HIUAR
BRERIESR  —RITE » 1.5 ARRN S TES - RNg
A 30%HY 5 wem GRLTI0E  REARIF IR BB Ea G R i

9



TTEIRAE » T DR i 5 A B8 L B B T BN {E e A
it °

(3) ERZIRETRCNGE R - EROT TR AV S G R E R Ry 00 1R
FRE B R B R A28 IR HIEZ IR RE Y R E
HIIREE

(4) FHAEEAR: % 0 E R R IR A TR R E 4R
BIERAEEREMS  HURSA AB RE » EEREERENE 5 D
RIE - HAREH BRI [F AR & RV B - MR EER
T2 EE R ISR - RECA A E DB A B
Rz FEOR A HEERREA - 86% %= BAilE AEYm
#E A FEHEE AR Trans fer room o 3%k {E FAMER Kit BHEE
FEBE RIEREG  K—EiRERAE - NS E 2R
AR - STERCEEREARS PIC/S OMP 20K > A1z
HBLTHEEARAEERNE - EETEERER 1 [T
TEtHEss o [HZ R Stopper Transfer Device » %
ABTRAH E R R A A TCIE T e TR R ) i SRR AR
FRIEPRASH HEPA JR4E - H N TsEA R AT S > & T
AET TR (R AH 2SN e e T T B2 R B 2 Y -

s e b

(+) REVFHBIMEE®E)E (Autoclaves & Filtration)

(1) fEEAE R 455 3 f-E4E * PIC/S GMP Annex 1 ~ EMA guideline on
the sterilization of medicinal product active substance,
excipient and primary containers ~ HIM 2010 Part 3 ({&
UK 7EEH ) ~ EN 285 ~ ISO 17665 -

(2) JRAT:

i, AEYEREIIRIERE - WIERFEEFESLT - 2
MERF ] 2558 E(ETRDTRE D HE R/ D-Value -
JRRIISEY O0%SE TR AV o H AT SRR R AT A

10



11.

1v.

Bacillus stearothermophilus & 121 CHF#HY D-Value £
1.5 578 » MENE Clostridium sporogenes BllEy 0.8 47

B o

T AR R A R E T R IR IR Y Sterility
Assurance Level (SAL)E 10" —f&& A worst case °
Bl 4% Bacillus stearothermophilus ° 1% 5% 1F
Bioburden Z£54 10°HF » JHE H FEHIZ 2] 8 {H log EAY
/D R R 8 %6 D-Value  fi23% D-Value J% 2 578
RIS (ree 2 8 MR R T e 8%2=16 708 - {547
BB 121°C ~ 15 a8 - HAhOR S B 258 B
B -

FolE B ERY 121 CRE TSR T - RIL 1 978
121CHY FofE B 10 JREFN B EHIEZR/DRKINER 8
(SAL=10"°) -

BEIFREZAE BRI AR - HACKREREF AL
AR 2 Y22 R e R T A WA AR
WY R L o [EFEEERIZ RS m BB E K
B 84 00 B 1 2R DN A e B TR PR B T 7
SR BT E ZE R AR BRI R o 5 H IR A 7 PR
&5 (air-removal test) MEECIEHELRZER » &
IR LGB R T S Kit SREEHIREE ST - EIEHE
T—REZHRAGE (Vacuum leak test) > FREES]
<70mbar FYIEDIL N AILAMERF 10 7rg8 - —fokERE b=
1. 3mbar min-' (YOI Z AT DA RRZAY - RS 1
FET IR R E MR - AiEA A2 R LB/ N R
3.5% ~ Superheat ARFEKFY 25°C K Dryness value ER
0.9

T RS S FP AR > B R AR B A o B AR 2
PR - AHZERE DR 15 7D CRE 2 8<8000)
25030 ) CREEAE>S00L) » HHEF SRR Gz

11



R HITREEESIE HAR -

(3) BT - EREORATA A 2/ VE TS 3 20
I FE AL B 22 S AR S 2O el o AV RS » worst
case RZEFE/VEF—R » Bfh 2D 2 F—R - BLIFE
el H ' e B B ] ~ DRSS T B AR Y R HRE I
rE ~ SO I B o Ao [ R 5 AR AR I A R B SR - 55 0 T
F18AY holding time 7 FETLINEST -

i

4 )

e

.y
BITiN
VARYY

G

Bl

(1) A BT = H ARG T ey kLT R AR F LR -
PHEERE ST H B IREH 2 —EELBIRIER » INIELE Bioburden
WENNR - PR ARt i BTt

(2) FESTEIERERA T B IR & 57770 Bubble Point Test »
JRAE[{EEH Diffusional Flow Measure > HRTEFNEZ S
AIE BT A Tk - IR RTETHY E e B4 T A & AR
EIHREE -

(3) EfXERHEMAEFEARES O EER - JBLetdEE
W~ B EEE AR ORI (A AR EE S
H > NIERRGHEGESMAEYIER) - SO HEERR
AL~ B 2 HEE N EAE - RGO R R
HAEJEIRI/T A ~ Bioburden HYHUERIFIE (— R s fr il
JERT) > BRATIERACERIERE - MRS BEE - B8R
AR BRI ~ AHREACERAVIRESE -

W

TR - EFEEN - BRI TR iy - —Fita
ILLEE RS N B F7 PRID B EF T B BLies - M TR AT - FEAE
POl T BRI ERAF RS A SERCRE R IEA T E T
e R E MR E Y > B FSEN - n] [E] R SR Al
By RIT A RER - R E Yo R E AU IE RIFEZRIREE - NR4E
RIS - SEROREC#RE - SRARIORE RS
REERRAERIF DT - AH fu 07 R EE A IR R HE O B H B 40 Il

12



SERR X

(+—) AEEEFEBH=ZESEH (Inspection of QC Chemistry)

1. (EERISEISCHESE @ PIC/S PI 023-2 K& WHO Good Practices
for Pharmaceutical Quality Control Laboratories (Draft)-
PI 023-2 Inspection of QC Laboratories Aide memoire (FHH
9 K Aide memoire A& > FEE B KIEEMZ 2 Blpa 25 - B
B T R FERE Y ST M A ) -

2. B EREFEES P

(1) —fieMEayEez

1.

11.

1v.

(2)

1.

1v.

A B 5 = FZ AR LB SR
T LU Aide Memoire 3122 MEREZL SEIH H 7700

R EIERE (F1L) BEE—RERZEREZFN
P e

AR > FRIF R E I TER Z BRI A E S -

AR HARE AT REAH & FER

RMERVER (RESTERVERD |

i — LL S I AT ETT AV SRES M E4% » 40 Marketing
Authorization B ~ pHE BN — L8 (B RE
i) % -

1R HEE) (Market Surveillance activities)
RS EIAME EE ENET T TEY H IV TEFER -

EHETRIS MY © HBR B e (A 25 8
F L -

JERESY Product Quality (Annual) Review : NES
EHHRN R S FEEH - 00S(out-of-specifications)

13



V1.

KIERERIERY (non-routine) ZE7E Mt -

HUEHVEA © Ml S AR ~ T 7 7AR R
MR i e MR -

HE BB B A ¢ R E AR RMERY -

B C BEaE 2 NEEE SR ¢

(1)

(2)

(3)

(4)

(5)

(6)

(7)

1.

11.

— MR IENERY ¢ {5 BV R (e S W P T T Z
JEENAWRL -

onE REE R RS SR ILAERERY B RS ~ BEEE
HIREFe b b BB T3 -

X EEEEHRENVEF & RCRFEREEIT (10
Logbook 40§ s3I AR A0 8% B hiasc (A 5 P / LI / 4ER€ 4T
FONFER - BREEGHE - 00S HE - ST -

ANB 2B BE o BCE i E AR -

s iR © Bl CEIHE AR ~ e ~ Bss (F
Bag ) R AHBRR AR Rt - DU FHRERY AT i &A% (JE]
i NBERIEST ~ BEEIR - FUARHR B S Rl S th
BE)-

JFme R R - BEEBR{E A Z AR RE FRPIR ~ SUBIEEEE

= -

HUBE Rt i
FRanEERE S > 40 > HHEEEUEE ~ AT E QC BhRE
I AR fn BB S R an A (T EUSE R B ~ Bt e i B (R
B LINS &%) ~ =i A RGeS (Logbook HERE)
KB AR A AH B S AR 341 T3
BBl > BatEERm 2 EhRE PR (10—
EUEIREENL ) ~ SUBRTT A B/ AR L RSN ~ K

14



FranfF T\
i, HESEREHER > Ge % ZHEREHE - 7
ik CEWIEE) F-

(8) ol - EEEYRalEs - pimatBe s 2 e e B T S AH
BIAFER — 3 - Wi Bi - BRERTZ 903 R T
AT A - B A LR~ SRR A CoA

(Certificate of Analysis) & -

(9) sBR&ER RBATHIE © slSadi R BB K3 E 00S 24
[BE A -

SN TEAR kSR (in-process testing) ZHERE :

(1) RRERSy 1PC EER=ALR AL - Bl Kot al gE
Al N BT - BT eSS AR ATED - ST HIEHY
PR~ TPC HIBAGEIRAC S, ~ MR A BRI LS IH -

(2) —MRSERIERTTHY IPC ol H » 40

i Ry (B ZEREE)

1. i &
111. a/KE
1v. Wi
V. HE
Vi. ARHNS
vii. AR

(3) —fBIE B THY IPC fgHIE H » 4 -
i. pH B
i1, RLAEE

15



(+=)

L.

111. I

il

(4) 54h—LL Biotech facility BfTHY IPC g0 HITEH - 40 ¢
i A EE
ii. RIS
i1, R FGetg )
B T B4 e M B R A B s e T e
(1) MEEZIEE AR - EE R a2 E R E S8 ETE
Critical Quality Attributes ( CQA ) - % % A 1%
(polymorphism » Sz ZE8eY) B AGERE) ~ &7KE (FIRET AL
A TR ) ~ g8 (FERL) R8N CREAIE IR 5
UONE I
(2) 1A By B A EAENEHER (494

JERS ~ CoA R ) FUBBIAR ~ TR R ERZ GHM: - &6
T AH I B Bl A B SR e T P B R DA 5

(3) ZEMRES (ongoing stability program) :

i, ZEMEtE Z BRI E 2R G 2 T B MR A o
MAEEAE PR RHY R GROE T > B2 Sl an'E )y =] TR
PRIEFEHARIEA -

. JERERSERMERT AR e MRt BUTHEE
LM ERE 2R CRRE) ~ MBS REh A
EREEBIE > MHEIFEREZ e tsls o B
(T Eb ] S0 SR b= Tl o

WMAEYEEZESR (Inspection of Microbiology Laboratories)
1A K $5 51 X4 B FE ¢ PIC/S PI-012 Recommendation on

Sterility Testing -~ PI-014 Isolators used for aseptic

16



processing and sterility testing ~ PI-023-2 PICs Aide memoire

(Inspection of Pharmaceutical QC Laboratories) e

HRAMAEYHR S RIVEE BAGR - ERMEY EREEH
HARERIERY - A PAFTH PIC/S Frfgfit Aide memoire ACEIT &%
WAEYIEBRERE - WEREGAR S AR - &R E T
FE AR B BErE R > I{EE) Email BCEERLSEFERAL P EY
AVFISIER R ZIEA R - DIERZERENG OMP BE - R
R EEMAEY B E A AR ERYIBAT

(1) FEERETE  FEESTENHRE - BTN REANEREX
2 (4REEEET Grade A LAF / Isolator > BEA L XTHEE
&) o

(2) BRERFEIUAEE  BUEAER (W7K'E K Bioburden 4N HUAk -
FERT & PIC/S Annex 1 AR&E) ~ FEWUER? ~ BRanffifr ~ &k

[=1= P o

BEEERERY o

(3) BUMFFEVEYE © BEPEAEAVERE CERZME) - FEEHE - (4t
rE T~ B AELCEY SOP ORE - Wfelfcsd ~ FI(HEE )7 =0a s
TR~ AT R R / oK S/ Iy Autoclave loads /€
Bt/Fo (& ~ KRG Bulk ~ Z/EMBIER ) - B RONEETE - 55
BREMS (AN ~ BN - AETRIEES ) - 558
By aeatEe /o FIE FHRYEERT (Expiry dating) ~ Bo#/K
J5 (Endotoxin &8 ) ~ B ME ~ B E A ES 8N E hE
ERRE G AR -

(4) BERREER: N BRERT I SRBLIPIEE R ~ i 7 /ARER -
EAREEIE (AUREEE - WL sample) ~ SEEMNEL (7
V5~ BT Retest B - AR e msiids - BB HIE SOP
(GERE Ry 0 B ZRFHI% & ) ) Bioburden~LAL/Endotoxin
BREEEEE ~ AKERM ~ DR EIREE N ~ Rk E % -
BEEFEIEE CRURFE ~ Plate HERUVEFEL S, ) -

(5) DREREEHE  WESUERIEETE SOP (Eaki=X - BEdiinss/ k2
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& BRFEN (BEERAEEIEE KERERIETERE AN B

ABE) ~ Plate IERRT (AR MEENINETEER -

HUEE AT A DUBE H AR U RS ) ~ B4R 52 3 L 3t

S3HT S ERE/00S B - B E K N2 R AN A B 2
(+=) A£EgEr FFEFE (Biologicals Upstream) X

1. HEERIES[SCHEERE @ PIC/S Annex 2 ~ PIC/S Part 2 ~ Annex 1
~ chapters 3 5 5~GMP chapters and annexes ~ AMIMP for GMPS -

2. LDRBGEEEE AR (AOAREER - EpaEitke@ni
JRAHEVERD >R B R A R T EE B UK S 758
MERAE ~ RO AL FLAEE TR > #E A T EE (Biologicals

Downstream) °

Starting materials | Processing Processing
“aides”

MCBs/WCBs Media Fermentation
MWVS/MCS Buffer Mixing
MABs Eggs Cell disruption
Human Donations Purification
Harvesting Separation
(collection from
animals)
3. EKEE:

(1) TERAAR R ARE - 4 > BRUFUAE S BRI -

(2) FEEETIE S A E B R A2 E(Ups tream process Map )
AR A BAE T S ek TR

(3) HBIAIFR - EHERRIEAT R 2R - PRAEY) & AR 722 AR K
(Master Cell banks ~ B/PJAE - ABGEHER AR ~ Master
Viruses ~ #f2#72 Plasma...... ) JEA BAFHH] (s
(LrERrE Ltk - SEEGRIEE G/ ' E ) WEIRELE
EfR T EHE 2GR - 5B R A E BE AL ER Y R
BT SR AR RE - E2REKRM -
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(4) TREHETE

i. Processing aids RIS ~ 729 I (Advent i tious
agents FFRlEMEEE mycoplasma) @ ZAPRHUNEHYTE
FEHE - AN FERE/E RS I B AR -

ii. Processing : fl & a5 oaH4% 5% (Small scale /Large
Scale BUK ) ~ BERUTFE 77+ (HHHEEL# Cell disruption
B 4MAEYNEFR extracellular expression) ~ &i{b R4y
e (FIFZEIE ~ & ~ pH {8 ~ 2K/ ~ BT ~ Bel
FhH=0)
iii. fEE Critical Performance Parameters (CPP) ~ &%
T BR RIS (endpoint ) ~ BV RS AT A wF 2 &
M -

(5) TPC Hufk * MERESRAUE ~ FrE oy TRE ~ pHE ~ SEE#EE (A
FrEHR R 2 R & -

(6) a5 ashtiactf © hmaeat ~ 2258 RoK&4t ~ N9/ BB E
P ~ ST EEIIE SOP ~ B st S BV S BEE ~ IR RHE
0 (Rl 25t ) S e ORaEiet] -

(7)) NB * RoIEMERE &S 2 #iT AR -
(ru) AL NERFE (Biologicals Downstream) &%

1. NSRRI A & Bioreator HURZ SR EIFRZATIS >~ Harvest
AE AT HE O 4B B oy B LR Y A2 (Centrifugation and
Precipitation) D&% E K E 2 7Bk i B i BiEE 1 Ac s
BT #ETE O EALBE>HHE LR (Viral Removal and
Inactivation /Nanofiltration ) K & & (b # &
(Solvent/Detergent ) >EHGHEIEEIFE (Gel Filtration) >fE
EEEE K 754E (Sterile Filtration and Filling) e
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@an

Labeatily .
feed
- —
Ereteed Borescter  foed Boceacher Biote achae Centituge Congeriraion  DAIGERdFuaton mﬁ

e 4 ﬁ@

Anety on Exchange Slente Fitvabon
Chiematogapty Corcentraticn / Digh ration Cheomtog aphy Via Fitration ) Gel Fleation g Kiling

2. ERZEE:

(1) BECs R AT BE DB 3UFE © FEF B E RS S By 2 B S8
TR RFE ~ B B MR EHERR R (BIME dead legs
HEHOKEE free draining pipework Fra 0% 7 i E i ) o

(2) Iy (EEBESEPER) © FrEk i Z 73 A Z Rl S 2 8L
S8 (B - & ~pHE...... ) e

(3) W& BT A 2 77 = (Normal flow filtration I%
Tangential flow filtration (Ultrafiltration (UF)
Diafiltration (DF)) - JEREZEEHTZ M ImaSE ~ IRERE
A EEM - ORE - REEE - pH - EEEHENEEE

HEHSE -

>\5+

(4) ENEJET 247 - BAE Column AEZ4E - [ R4 R EAAR
EEM M =0(Affini ty Hydrophobic Interaction(HIC )~
Reversed Phase (RPC) ~ Ion Exchange ~ Gel Filtration
Chromatography Y& AR FEIRHFESE (HAIES AN UV &
Fir{s F < fetHE e e ~ AR B E =

5 WHEEREEE/EBER © X% 35 (Nanofiltration IZX
Chromatography ) M Z=/E{E (BT ~ JEEH ~ BEERA&AE (I
W) ZFETE SR SR HERY -
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(1)

(6) Wi/ 800t/ 5% « ZHEA » HI5E Annex 1 BRI FAE 2 5
Ko WIHEREEN - SIEASE B b E 8 R AA &R 5
TR AT M B 1% 2 M B B 5 1 550 / s 5 B AE Bl A & i
4

(7) ZEFEMER—EEE © EAHEERGIR R OTH, -

AN BV B R NI .%%*ﬁ?%i%%%@

Fea el S - BEICREH AR E L EREZTRK
HEAZ ARG E - &% H?f%ﬁ%%ﬁmﬁ%ﬂfﬁé@@qjﬁﬂi  BEfE R
Media (JZUIU:IT?H’E) HLEZ PR (I Small scale ¥ Large
scale » EIUHON B FEHES TAHREVE Mol K B RIEERY ) S BUAR IR
TR RS 2 NS ”k (CEEEIREHE B~ 2808 ~ JgA ~ TPC ffll ~
FEMWELER) - KATEREIRHER R F S48 (s e
VREE - 7 FESS s —UME[#H 2 wave bags ~ large reactor vessels »
TR EE RGN © Nt B VIEIEE R ~ B O
Tangential Flow Filtration ~ @825 - JERHZEE « EMTER4H

s AETE AT ERE ~ ARG (28dE)) -

T BRHER R A T4 1 &% (Inspection of cleaning

validation and contamination control)

T Po et S s Y E AL ~ BaT ~ BRI nﬁﬂi@&@%%rﬁ@é\ﬁ\ﬁi
P THIMESE © FLRC B B ek TR 2 20 sl ey e [ 21 e (K
BERPAEE RS ORE > DI 0554 » B EEEC5YE
HZ EL B e W i B A (AN B S HEE - (LRI ER R
7E IR 1B ST AR R 1 SRR B i i 5o — R B E 0 5
Fe o RiplR BEENSAVASEEMEYE - aF EieH 7%
il ~ FELATEE S - S R A E S ERE - 55 0 A
AL ~ RBE R SRR SR E - JERH RS
R\ E i > AR TT A NG A P E AR T B i R T B
A 00 7 S OS5 HY . HIEHIS ER Fp e Bite &5 1k
R GHHE A RNE -
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2. GHA I RE RIS AR MR N E s EE A S A Vial
Big - AB%) silELELSHVE (Emds  JEEmik - R/
B ) REEE RSN IR OF R E RN 3 U5 FE T
St ~ B R T E MR R E R AR - BRI
Al RO S IHA T

(1) HASSOFHT 1k 2 85T S T8 B AR AR
(2) {DMofidE )T SRR B (VISUAL/SWAB/RINSE? )
(3) BV

(4) BB AR

(5) Frfe = o5 P s P Ry fe]

(6) FIRAREZ Z R RHIRE Ryfm] (ERley /BRI /5 2  ph sk
[ 2 o)

(7) EEREESIT A (RS seIlEREE A (ALl TOC =
PRAFHI NaOH T 728 - A =3y )

3. 5o GEENIREE TR B E R A TR AR - 4D
(1) SHTEE e N\ A 2 T 7 o < T 5 IS
(2) FracmBEA
(3) R anBC T R
(4) B EHRT TR
(+7%)  BdR5EEME (Data Integrity)

1. RS | SOfEHE - PIC/S PI 041-1 Draft 2 (August 2016) -
EMA GMP Q&A on data integrity (August 2016 )~ WHO Technical
Report Series 996 ~ Annex 5 (2016 ) Guidance on good data and

record management practices °

2. BuRseREMEE HAEE A B e AT EE - st ATA AR
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AR N FTE BB AT > TENSE R R 2 - KT EE
G JFRAA0T (ALCOA+ 5 +AT{{F B Complete ~ Consistent ~
Enduring ~ Available):

Attributable Identify who performed the task

Legible Must be readable by eye or electronically and retained in a
permanent format

Contemporaneous Record of actions or decisions as they take place

Original Data in the same format it was originally generated or “verified
copy’ which retains content and meaning

Accurate Data is true/reflective of the activity or measurement performed

Complete Information critical to recreating the event

Consistent Good Documentation Practices including capturing changes
made

Enduring Record exists for the entire period needed

Available Records can be reviewed at any time during period

ST AT A E mZ B L an B - A R EMHRE G E R ET
BV Y BHR R R ERUERF R 2 88 H - P 1812 & e g 1L
e B MR AN > Data lifecycle H&%EIE4 AL (Generation °
ZFEER (Metadata)) ~ EREEE A (Processing) ~ ik
(Reporting )~ #EZY (Checking )~ AR K HIE (Decision making )
KT S R AE N 7 aEFE (Storage ) FTAER 2 SERMEHERT.
P BEAIEE L (Retiring Discarding ) o HiIRIEL » &g fE 2
17 RSPV E BRI TR FE RV B RS 55 it » A e AT & b —
o BN ERSHE LB ER B SAHEREEEN IR
7 » SERAR BB 1T B e B R e UL - W TR TR FERY
ANB GNP #(5 » AREMEERE -

s BIE A ETERAE T H B E e = Bag ME & A M55 - I
TR HEFNEE e B MR MBS » FEERER
B C BT - FER R R A S E AR > B ER=E 008
S AERTAHIEBEET > BURAYRBIEEST > BIEERACH T -
FIRHV BRI E g 2 = R Macsk - B A RRAE LA
Audit-trailed THRERVERHE L 280 > AHIEHIARAGCERTIIE AT (LB -
I SR T B Bl RAZ E R > 598/ h— R IR AE th SR B ml i B o Y DL
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()

(Archival ) - 7 EREZSH DURITE 5 20 R AR (A (R RS B e B > e
I F S5 A A O B S e - RS > ZeANEENHIAH R A
B BR TN EMECR AT G I — R > 59 fEGm BT sRARAC B e A
MEER > WAFEBIEE B -

B EEET (Quality Risk Management )
FEEAEAE R FE S S0 ¢ ICH Q9 S/ s B -

oo A i B R R HH R SR SO VAT TR B b - T RH
JR\pg S HE ~ ST ELET R > ST R R (RTREZ B A i 2 )
B DUBIREGE 2 an B b - ELAK H e HH A e s BB ML
AR AT TRl CRAREEMRB A& - EEREE) KR
Ay — e B e e B AR - TCHQY 2 anE b B (QRM) 1524
a2 AL -

(1) SETRBRET (5 7 DUR R AT B8 3 LUR S5 10 o R B
-

(2) FEZH SERR - S Ea SRR R B - %
SV BIBUC TS -

ICH Q9 - QRM

Initiate Quality Risk
Management

R. Assessment |
I Risk Identification l

T

[ Risk ;\nalysls ]

[ Risk Evaluation ]

Risk Control !
Risk Reduction

[ s|qeidaooeun

|

S

[ Risk Ac;eotance |

[)

Risk Communication

s|00] juawabeuepy ysiy

’—-( Output‘Re sult ]

Risk Review !

e

Review Events I —

Rz e e AT o S AERREREG R (Chance &
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(+/0

Consequences ) > E{EFETHERIRAE XS - KAOFFET -
AT TERRERER » MR E HES BB H R ER AT
FHYARENE (TR ~ AJREME RAEEMES ) MIRESER AT REE
MEEYE (BF ~ A ~ BEREMIIERE) F - DIBEEEE
KER > EER BZSREEHE S e o MR OMP ZEkg
% 100%HEREE D SEin e e > TFE— L E LT &
Y Aok A ~ AR aRE 3 ~ ST ~ SR n e A ER . . .
% B ARSI R T ”Ekﬁﬁié?“ INFEE B
SERGTEILNT - IEMECREUSRUE BT BT Eﬁnnéﬂﬁﬂ%@&*ﬁ%ﬁ
JE\Bga At - DA S ORas & n 20 2= 0 R (R e

(1) e RHIRE 2B AR IR E R EENGES

op

Risk = Probability x Severity; Risk = (P x S)

(2) WAL BIEEREDLL risk-based 5= EETT GMP (E2E » FEH
&= 2R E R b R 2 DA S A Rt R
JEB T H AR~ EAFRISR A B R AR B -

SRR HEE AT A 48 B] DUy ZER T b A Y T 240 Hazards &
Failure Modes ~ FMEA % » & HHZE 0173 4H 1 am 07 2R ERa e A
B 2 BB AE TR ~ Fratet il e 2 &M (risk
acceptability criteria) ~ JEgH#E R/ S /FHEN B E SR
PR o WITECREER  BURR - B~ AR e E AR Y R AT
P2 R THY R E T H B S H R 6 2 DIECREEY)
fnE 0 59 sEANIRRE - R EEAVE R T EEMET QR 1%
TSR FRI(Root Cause ) KA 2478 ~ THIRE EFE Tt ( CAPA )
R A1 T e B A D Bl R (R B 2 i Ry e R AD
KEHd R e E R R IEe M 2 By - g R EE Y B bnaRiE - &
MEREEMGEY B A BIF 2 OMP IREL - W DABE 7 /B TREE RE 2
B ERERE - MIERNEMNTEEE -

a4k /88 (Classification of Deficiencies)

A T 25KF PIC/S GUIDANCE ON CLASSIFICATION OF DEFICIENCIES
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(FLZE) MPETER B A PIC/S 4HE PRt 2 FEEf55 | TH -
iin Bl RS & B AL B 2 B > R TP IR (R
FANESZ FlE AL - F8E B (P B IR A SR R S B B
B R B At ER AL - BRI EABGER W ERE E A n] AN
A LA -

GElEE PRV

Appendix 1 Figure 1 — Classification Process — Overview

Deficiency Detected

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

Has there been evidence or
observed fraud, intentional

P or al
falsification of products or data?

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

major, or other.

Refer to Appendix 1, Figure 2

Perform an assessment to
evaluate risk reducing and risk

increasing effects.
Risk /- Refer to Appendix 2. -\

Risk
Reducing Increasing
Effect | Effect
No Net Risk
Increasing or Reducing Effect
Downgrade Maintain initi o
classification -
i ; i
Classification of the Deficiency

Other Major
Deficiency Deficiency




EE

DR RER

—~ AU GEEEFE K (FI—2R 2011 ) > i PIC/S dHAK LM -
FARE HPRA 3 > HAYZIR 88 B T IEZ BV HTE & R EfxqlleR - i
GABKE 1T HERAETREERMIET 34 > BHEESGIRT - W
PAEHINBARUR L BIA G > S5 A 2L A EE > LRI AIEES SRR e IR
ZEECA > SERGEI SRR T i Ry LEEBRAZ A b BTV IR N - BOFE

(—)

(=)

CEFEE A S PRGIEENELE b EREEAINZE - [N GMP
B IEIFE AN - Feir s E Ve e & B BT =R EIEAE - it
REAIICEAIER B S FEE TR E I M R B 2 1Y R A B
FENNE > A[REEEE S BRI EREE - WA H A EREE
SAEREAFHYE R SR % AR & B BT 6 Ok LA EE B A i
5 FEETEFRREEERARMETIEN AW =IGEER - sharAViER
F AR S AE G AT RS R LIRS R A Y GUP Fr &t B = st i
A DURIEE & ARG 2 B A 1 S LR S DO s S s e Y RTRE ~ SRRSO
HEERISHERSE - # e E B fET T EXEE

EAECLAETAERE & B SRRV - AR SR HEEL > TR
iy sHaTam BB R - NIEAFT 22 B EMEE - Al RT3
T RS EH T SRR AN R E RN - 7 BEE A F R A E
G > M (B A B AR A B 5 5

ATRIEHEEAL A EBAAAAAREE (University College Dublin) HYAEY)EE
7T a4k 0 (Bioprocessing Research and Training) @ EFTE2
i o LS A EEAVAH REIIGR - 0 BT 2 SR M R AN S it Bl e A B
SRR - T E B GBS S B E RE s (Bl BB MRS - W
IFIE & B AT AN BER AT - e st 2 BB R B Y > =&
&8s - ARG ] BIE T e IR FBlE HUT= - SR SERE
AR T AREIE L RE T A E KRB 4

T AR E SRR R

(—)

YIEEREK B2 PIC/S EREEH)
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(=)

AERIEHE S IE & A EERTE - (HENTEERENAVEMAEAHEX
MBhz > BFEEAEREE - BRE ~ £O7 M EEm PSR - NILRE
SR > B KR RS B E 7 A BB A PR VB IR [F] - SRl
FERLDEZEFRFAL > MG REER - SRR RRTAE
R TR > SYNHEBE IS REEGE O SRV E IR - AA]
ELEAE TRE R B [F S E R - BUESRA KR E RIS EIRE
210 PIC/S @E?Eﬁ/ e HJLE%{[:&I%@?EE’J?V ﬁ%ﬁﬁ'ﬁ? » i
WAL BIREIEZAER - ABIREIHEEE T - IE5h > 1EE 2L PIC/S
JEENATBLEA PIC/S & B EAVIE & BAH A 20R %E%IE’JF"%
HARR B 1 B 2S5 AU AR SRR 52 - 2 BLUTE B A BT
BEERGHRA (7 > DUFIRREPE S TESE B HIHESD

ESEAANE ) P Gl e S S IS S e

AKX 7 MRS BLE R BEE R - AT S /R EREERE -
RHATFEENIER TN ERE PAORE RGBT > A EH &%
BEEEN RN A FHMMEFERS > ST EEE A
BHEL OB Y - SonkEl DAE R Eﬁﬁﬁfiﬁzﬂﬁ AV = 17
E¥rERE & B AR AT & TAF - HE R EE L E VA
BLEAE TR o NS ~ FEEEIHE Aﬁﬁ@ﬂ@iﬁﬁlf’ﬁleﬁl &
S & BEE TIF 2 NEBERE AR - Bl AE N HERE i3G5
A FEIHEHRZ BTG E B A FIIE & £ SRR ARSI EE
SENGE L R BIRERE ZE ST R AR B4R - ST RS & B E U R
RN > WREEILHE RAF B (50 - B E RN R B R AR G i 1 PAd &
sfont S O at g B R L SR 2 [T R EE ) BTN RE A TE & E
B BT -

T‘“l
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