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Name/ %24 Function/BR&E Responsible for Section(s)/ fE & EFY Date / Signature
QA 1% A CCS 14 (Approval of the CCS-document)

A ERAEER T (RTRE) R A [FED 7Y CCS 3L

H ¥k
0. f§ 41 Introduction 7
0.1 HHY Objective 7
0.2 EZEMN4EIEEE Definitions and Abbreviations 9
1. % = R1BLF2 2% 5T Design of both the plant and processes 10
1.1. B2 The Processes 10
1.1.1. R4 F i Terminally Sterilized Products 11
1.1.2. EEF 4L 7 Aseptic Manufacturing 12
1.1.3. (A Y& B /A Y & (e P EF2 Low Bioburden Processes / Bioburden-Controlled Processes
12
1.2. 5% 5= The Plant 12
1.2.1. 7#Hl] General 12
1.2.2. i il Terminally Sterilized Products 13
1.2.3. PR FE i Aseptically Manufactured Products 13
1.2.4. (R4 &aBife /4 Y& A E e EURE Low Bioburden Processes / Bioburden-Controlled Processes
14
2. Bt FIE%f#F Premises and Equipment 14
2.1. Z%Jit Premises 14
2.2. 3% Equipment 14
3. REET AN - THRE Annex 1 FZEHAYNZE No. 3 is empty — left out - in Annex 1 Draft 15
4. A & Personnel 15
4.1. 3EHl] General 15
4.2. FAXESK Gowning Requirements 15
4.3. E 3 EREE Clean Room Clothing 15
4.4, A\ 2% Personnel Monitoring 16
5. /N 245 Utilities 17
5.1. 7K &%t Water 17
5.1.1. 4fi7K Purified Water 17
5.1.2. 7EH FHIZK WFI 17
5.2. 7&%,5 Steam 17
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5.3. i B2 Gases 17

5.3.1. BHEE SLPEEE Y BR 46 25 S (B B B [ B BF ) Product-contact-compressed air (direct or indirect
product contact) 17
5.3.2. 55A N2 18
5.3.3. & {bhx CO2 18
5.3.4. 554, 0,18
5.3.5. 5252 Further Gases 18
6. JFHRE -5 BUFE 15175 (IPC) Raw Material Controls — including in-process controls 19
6.1. JHEHR} (FE4A1 R &2 Raw Material (Starting Material) Controls 19
6.2. BUFE ch 425 (1PC)In-Process Controls 19
7. E LA E M= EHAE Product Containers and Closures 20
8. BLIERI X AL-A0 © BHE ER(F(key component)fEfERS ~ BORFT 1 T (s FH 2 &t (SUS) A I BT B Ak 755 55
Vendor approval —such as key component suppliers, sterilization of components and single-use systems (SUS),
and services 20
8.1. 'F i FZE General processes 20
8.2. iLFERGHYEE4HE = Detailed information regarding vendors 21
9. ¥ Zed MRS - 40 ¢ R - MEFE L (e 5 EEIRse Zeat () - LUECRAZ AV IEMERATT For outsourced
services, such as sterilization, sufficient evidence should be provided to the contract giver to ensure the
process is operating correctly 23
9.1. ‘F#1iFZE General processes 23
9.2. HLFERG YA E ] Detailed information regarding suppliers 23
10. 2352 & i 2F{d Process Risk Assessment 24
11. BUFLHERL(PV) Process Validation 26
12. FEPTMEAEE - K - ARG ~ Sise i G IRt EM4EE) SR E M BN A5 2L E P AR AR
_ Preventative maintenance — maintaining equipment, utilities, and premises (planned and unplanned
maintenance) to a standard that will not add significant risk of contamination 27
13. JE BN H (L TAIEE ) Cleaning and Disinfection (Decontamination and Sterilization) 28
13.1. % f#§ Equipment 29
13.2 3= /72,5 15% Clean Rooms / Clean Areas 29
13.3 J&, 5= k2L Clean Room Clothing 30
14. BEHIAH - SERBIE G AR TTEN AT S - DUE(LERED5 5443 0] Monitoring Systems -
including an assessment of the feasibility of the introduction of scientifically sound, modern methods that
optimize the detection of environmental contamination 30
14.1 EIHFEFF General Procedures 31
14.2 Z%AVESH] Monitoring of Systems 31
14.2.1. 325% Environment 31
14.2.2. 7K f1z%5 Water and Steam 32
14.2.3. 2% = Clean Rooms 32
14.2.4. @2 Gases 33
14.3 A & Personnel 33
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15. THFG-HEA 53T ~ BHA ~ CAPA ~ fift E AR AR A S B (B = TaIHY )3 & TR AYFE K Prevention — trending,

investigation, corrective and preventive actions (CAPA), root cause determination and the need for more

comprehensive investigational tools 34
16. (FLHA _EalcE R4 15/ Continuous improvement based on information derived from the above 35
17. E—D AV (tHEE) E [5)-40 - {E 52447 Further relevant aspects — e.g., with regard to viral safety 36
18. & Bk References: 36

O 44 - fHEE/A FRPY2ERIFISC: Attachment 4: Relevant/Helpful Guidelines and Documents: 36

O Regulatory: 36

O Industry: 39
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0. Introduction f& /T

0.1. Objective HHY

ASHELL Annex 1 Ry Bt - ZERMKDLU TR AIHIE CCS(5[H Annex 1) e

"BgE CCS FERMmAVETFISAEAIE - (BAE) 549 H al BRI A Y Idiiie / (40 - 200 ~ NBER)KHE
K0 - A EAt AT RN v] SRR )" -

FEEAVER > FJY Annex 1 -

i B A AR A Es R T

il Bt

i BT A 2 (TR )

iv. \ &

VAHZER

vi. RV E - S BRE T EYE(IPC)

vil. FE LS B T EH

viii. fEFEPGIZAE > 2 RETEE A (key component) (LR ~ ERAAT 1 JOME(SE A 240 (SUS)HVIR R R AR5 55

ixEAZIMNRTS - W R TEFRIL (BB TRt (R 7)) » DIHECR RV IE R T

x. YRR b A

xi. BUFEHERL(PV)

il TP PEAERE - Bt ~ DA ~ St (G a NG TS/ MV HEEE) Y FF(E NI TN EE A 5 44 B by A
L

xiii. & B H 5

xiv. B HI 24t — SRS T AN R TR o DUE EEREE 5 44

xv. TRF-EBEA AT ~ BHE -~ FEIEFITEPHEHE(CAPA) ~ FEERRA R IR R 3 (B 2 ) s & T AT K

xvi.(BE A Y )RR L

xvii. o] 5 LA B 2R (AR )

CCS SLMHE RSN e BB R - R A 4R DU PR (e )5 Y E K » A E EnE
JeR B A1 (RA) R (AR EE V) cn Y 2R ~ DRI AT S O H YRR AG T30k » AEAH B SO P e A eI aC o
HERIPIE 5 A CCS S B ACEAM S rh BTy 4HER -

FRy(EFR BB AER AR - gL NRRAT |

O % s b Annex 1 ® “i & B3 fp B2 > & 1-16 cn¥BLT 4 b B 4 bl o M fHn T
GEOEE R
« F51 % Annex1 ¥ g2 3 > *AfHARGE B o

O HEEEE SR rh iR (LR e - AlEET ~ SRR U AL a4 f5 (A0 + RS & SRR RIAR FERY fluf
FHRIGAEYZER) » B0 BEIHAHET A AR -

O Jiee P e e B e B (QRM) R AT

O &7 S BRI (e ~ F5EM: ~ SOP F)HISERE « (k)% A CCS S0 - MiFr 4R RIAI s
Hr oo W0 K% SRRy SMF By — 87372 & Y o 5% S S (S5 5 A5 28 vp i) B 2 o /Y 35 it facility
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under construction)Z 4 48 (B 2%) 1Y £ B2 it (major facility revamping) °

0.2. Definitions and Abbreviations 7E FZE A4S EE

CCS

ARFE RS BB - R PR KRR R A

Sefo gl #2432 {2 (understanding) » 12 R AR R o A gpgpgr ;g#-»—a e
R #JM {r % & F F/ % 4 (components) ~ 3 % (% )4 1% 6% 2 ‘@iﬁ_“ e
(IPC) ~ = & &5 1% (specifications) 2 ¥ #3(monitoring and control) (£2 = i foi#f &
KDLl R ek s o Y E

CCS =~ i
(CCS-document)

A ERhT & CCS §OB T 2 e d T &2 Mo ie 2 2 (ascertain) o
g—#‘* /15 4“ ? p Fé\"] °

£ % (The Elements)

Annex 1 ¥ |.XV|.iEah’t Fleop F 0 RAp AT ¥ 1-16 &

PV

#] #2.rx »<(Process Validation)

QRM r‘%%‘r& *& ¢ 72 (Quality Risk Management)
RA b *% 3% (Risk Assessment)/k *& 4 47 (Risk Analysis)
SMF 1 I‘;\ i #% % (Site Master File)

AT R G REET

Fo MKt sk
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1. Ba Tk F5 L BdE
FROLZE fn RN A ZE (RERBARY )3t () - $REEEL T (A RAY) &R -
O i@ R/product presentation (41 : JEHTES ~ /N ~ R£3Uffi/cartridge)
O )y saEsm(tHBIRY) EAN(A - & - K&/ /strength)

1.1 U2

HALFT AR - HIH AP EIER - BOH (R B

O m&OREE - EAE - RAEVEE - BREYER
O Falk > 5d CCS 25 e/ #E V] (adequate)

S (BRI B 2 o S R BE AR 1Y) AR )5 LRI G (type) 1Y E 1 o FRHILABUAR (T B )RR ER & (deactivate))5
TP ES - fRRERZ B AN B TR Y 22 4 (proliferation) o 83l (— L3R5 ) BE Y B H 247
SEREME K (FHIE)E PRV AR © AT (FH B AV ) HE E (determines) )5 L JEl i Y 2% S {4 (Reference) o

1

Bt

LS it (measures) © ([E%E— 515 000) RyifE fr(ensure ) B BURR 22 4= (security ) B 4% U BT 28 i Y i B DR
7K (SAL) T BRER A it -

O EFEFREE(media fill) | HRFIFFEMERL (ongoing validation)

s FAIEAE © Bd (qualification) FIFFERES (RQ)

BIFE © HERY(validation) f1$57 48 16 (ongoing verification)

A& &i&EpEg(qualification) MRS (RQ) K HUF & & (disqualification)

fEA (B A ) BVERER © Rt BRis e Yk B PR

refer product microbial and particulate contamination assessment #&fff (FH BEHY) 2E i 2R YRR 5 2%
STt Y2275 3 {(Reference)

A

0 o o Ry

1.1 1 A WA o
EICR R E/EGEN RS &S
HI R (AR &5 T A 7 Y ) 2 i B e S 2R (ty pess)
Product Name Product Type Container % %
A& LA A i Al Volume # ## Material 44 #L

f i

1.1.2. 4 5 BUFE

FIH (LS B SRR S 1Y ) 7 B ar R Y
Product Name Product Type Container % &
PRy P b=l Volume # ## Material +1

113 (RAEY & H B B A Y S Y BT
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B (DUMEA P& R VB E Y R e B BR ) A A Y o e i Y

Product Name Product Type Container % %
A& LA A i Al Volume #8 ## Material 1 #L
1.2. 55
1.2.1.78Hl]

5 )55 5% 5T FEHE (< (ensure) B AR 7 5 25 R 4

(separate) A\Jfit/P)ifit SR gH = i 1E

1T > HFEGURIE Annex 1. #E A RIS = FF 05 1L 70 Y

O 6 ARNEESREIEE - DU RE 4 (hygienic zones) ~ AR/ ©
O % SMF(EJEE) 2 A E N - fRECEN)IRA IS IYETE ZSTAVIER » 40 © RABS » [FEkzsss » i
e ‘@ZT%@E HVAC Z 4194 -

O FEacBdRe o (3 A 2 SN © S0R

O Tm( E(—L8)FARAVERF = &R - 40 0 B

AT E(interlock)ZE

O TE@?(E—E%)/%«/%*i/E/jVP?WE’JgZﬂ ﬁ[]
HUFE Th 72 45 (airborne )5 L 1y 240 RE A (411 -

RS 7FE¥M§E$

1.2.2 B8 EE v

FUR) » S HTTHETENE

o

,ﬂ%
425 [y 8L & (finishes) ~ ZE R A ~

F-?P?&

7F7J‘ ~ #E A (access) B F

s (viable); 5L AIFE)E 4 (non-viable); 5 FYIH E 122 - Bk
BE[ER) ~ RS ~ EUFEAI HVAC 245/ T8 25 (filters) (5 4 &

Process Step % 4% 75 %

Clean room grade ;%% ¥ & &

S Th e

1.2.3.fi BE A o

Process Step %l 4% ¢

Clean room grade ;%% 3 & %

1.2 4RV &R BIRE /B R Y A SRR A FE R A o

Process Step % 4% 45 %

Clean room grade ;%% ¥ % &
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B4 3 -+ CCS S AR (#a )
HEA B Annex 1 FTYINZS > SR B E LA H (FE FERY) Bse S 4 (Qualification) (SOP ~ FE1E555)1

FIft2 -
215
BEFENE - RS

2.2.5%f

=4

% » F15% SMF » SHEE] SMF «

For major equipment, consider making reference to the SMF — or copy from SMF.
B L
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3.ARETETMEAZ » THRY Annex 1 (draft) P AR

YN =|
4.1.38 71
N B ERE GEEIN & g6l - SE0UHR R AR IHVE R

5947

S
ol
«)
T+

L i

SN

(General) GMP 3% 3"
N

A B 7 e n(qualification)

4.2 FHRKEK

S
ol
«)
T+

fa i

Fle R E R kR R

L i

4.3 B FE
Fu it

EORE R FERHA - B
frek s

RE PR e T

R PRk

PR R

R FAR R T

S
ol
«)
T+

L i

4.4 NEEM
=¥ ¢ Annex 1 EEE 14 B > d > AR N BESHIFE A SET 14.3. - A BRI E=ET 4" A E"
JNAIFAEERT 14 - T FE K2 (a matter of taste) © 28 » [EXX X 5[ -

HEETR AT N 75 5YETE T 7E(methods)FIEE A E M » 557 HHE B/ BB E B & ER 5 &% (qualified) - G fE i
Eas 7 AR E HiER 28 (periodic qualification) o

Cp P A
fa it P -
rff— ‘yﬁn%fu
RAs, SOPs, :*i} (evaluation) L3 14
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Rt EL {7 (preparation) f153HiC (distribution) #5742 M B A= H]

5.1 7K 4%

5.1.1.487K
b‘/&—i’ > i+
f it - — ,
rff— %%fu

& (specification)

B

o fie

% Pl(Monitoring) LF & 14.2.1

5.1.2. %5 F7K
b‘/&—i’ > i+
f it - — ,
I ff— %%fu
& (specification)
w
o fie
% Bl(Monitoring) LF & 14.2.1
5.2.7%)%
b‘/&—i’ > i+
f it - — ,
I ff— %%fu
. #% (specification)
wi
o fie

% Bl(Monitoring)

5.3. 545
5.3.1. Bl i Y R 40 2 SR EL PR e B i)
e 5y
" LA ¥
.1 (specification)
EL
A fie

% Bl(Monitoring)

o
ole
q
i

. ik
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.1 (specification)

A

/w\]‘ﬁa

% Bl(Monitoring)

5.3.3. - &1EhR

B i 2;&—:{,; > i+
v i s
.1 (specification)
o
o fie
% Bl(Monitoring) L¥ & 14.2.4
5.3.4.45
i[),. F 2;(4; > %
v 2 s
.1 (specification)
o
A fie
% Bl(Monitoring) L¥ & 14.2.4
5.3.5. A5
o 530
" L s
.1 (specification)
o
A fie

% Bl(Monitoring)
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6. [REFHE -2 B T ETEIPC)
HH 68 I [ (aspects)
O e e ~ fals

B4R 3 0 CCS ST A5 ()

O sER & (specification) S M AV ZORNINB R IRE

6.1. JER (AR RN 4

. 540
wa 7 e
(& R W Akt ) o B 5
. $%(specifications) e # < ¥ 4%
Ao B F R Y SR (MA) AR
e
F % (sampling)
QC t& =%
R R (ke ) A A A
6.2. BIFE ETE(IPC)
FHGH I [F] (aspects)
O  BU5ZYETEMHRIRY IPC Al
O [EE(the limits)
. FH5 i
it - - S5
(& FEEeN)IPC ¥R iR e 34 (7
(R P en)iic 2 = f e "L
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7. E A e BB
FEER [ 5] (aspects)

O AEES

(HHERY) FEs A& E

O FSesfEsE e g8uEican)
O CCIT BYE #iF2F(routine process)

B4R 3 0 CCS ST A5 ()

o it

S
ol

T

S5

B/ SRR
(specification)

% H A/ & Rt

% Bk ¥uEk 7 (qualification)

CCIT

CCl =¥ 4. iBl(routine tests)
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8. HEFERGIZME-A0 : BHSEENF(key component)BLERS ~ HIEAT 1 K ILEEFH £ 4(SUS)HTRE KR =

8.1 EHUMIE

MHRATH 7] (aspects)

O {LERGEREE(vendor qualification)SOP » 1] GEEA L [ p5 k=8 (supplier qualification)fy SOP fH[E] » FHLEEE
O-FEEHFERT8 ;9 BRI NG[H -

O EHAVALFER L /FEF (vendor evaluation/ auditing) °

O FIHBAsE (critical )RS » 41 1 AREIMBFRE ~ BESEFFEMEC SUS -

- Sy
e T -
v - SHD )
& J& 7 (vendor/ supplier) 7 4%
}i(process)
}@ﬁ? 'T"p

Vendor / supplier auditing

R 5T

8.2. (iR A &

R+ )f_; 9}\;‘; M
i T — ,
i ® 21 B

i g A
B
RS
# B 37 (evaluation)
i A
'54& ﬂ_'s? ]-
ERRE
# R =i (evaluation)
i A
S
AR
# B 37 (evaluation)
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9. BINZINRS 4 WH 0 BRI (RHBIBELEZTLE () » DRI IEHERT
it ATEEIEE] 8 AL - FREEFINEFIVAETESE SMF > 41 ¢ ESMNECE B A TR AE P T A

(o}

A ERUAE
SH ) 8.1

9.2 BLFERHYEFAI A

PRF%

%
ole
q
T+

a
sl

[y
=l

L i

T A

e i

RS

# B 3® iz (evaluation)
PV

g A

B (1t

et F 2

# B 3® iz (evaluation)
PV

T A

o A

RS

& & 31 (evaluation)
PV
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FifE 3+ ces Sz R L)
10 B2 E T A (RA)

R SR b R (SRR B4/ N R EER Y &EE > DL QRM B BB B - R R E
AIFEREE L > DUSREEIE Annex 1)

MHRATH 7] (aspects)

O SOP(s)

O {5 B (Registers)

O HECERA)AEEBERE/RSER RAs

- $ge
o i i HnFL
QRM 1% & # % *( )k g
(SOP)
(4 QA @) RAs cigrp i H
(register)
%] 4% ¢1 RAs

i 7B 42 RAs
i K AR R 0 RAs
V3 A2 R 0 RAS
i< FAZ R i RAs
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11. 22K (PV)

B4R 3 0 CCS ST A5 ()

HE GMP BDR - Fr AR B R I AP RES SR A BTS2 HERS (verification) - SIRZAESE 1205

AR > 1SRT T PR -

PV EEL QRM HY 574 > RCEERN 10 HHEEIHY(EAE) RAs ©

st ¢ CCS IEFE T ARAVE MR » I IEE E N A ] -

G
- PV SOP
- PV
S

SH L

i)

s

SOP it PV fiff&

SOP f il 57 48 B A2 T 55 (process
verification)f:&

fiR#% SOP i 17 ik B B A2 51 i
(APS)

RIBEUAZAY PV S5

APS(media fill)#74

A FAE Y PV s

HHEFR TR PV s

IR ERE Y PV His
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12. FEFIEAEE - It - DR - stinscta Gt BRI RS BRI 48 G E A TIE A S R AV AR e
i

FERAITAT - (A 559) 3635 172 SOP of -

+ Describe the procedure when recurring or critical maintenance

schedule is exceeded and how the implication on product quality is

investigated.

O % (define) sk & feh 58 (40 1 BT S8 ~ N30 ~ 300 P %)

QA %2

dofe ) e B L ORI/ A/ #iTH o,k 5)-2.F 3 £ P 35(log book)

Fl R F DR gR (7 R 7 B Hp )

oo

faikis > hnpaag

Sy M (RETE)R e 2 mik(ensure) A NP EICRETVEIT S UPB LG
Y (R )P En o £4 (977 )2 N T EiR(confirm)id 4 B i e B it
o 742 i (exceeded) b {7 1 (&N B 42 12) B TR ORRE > 2 P B AHAE F ST ORE

OO0OO0O000O00
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135 BN HE (R TRRE
=DM zJE/ﬁD/FJZiE@&F?E?'JﬁZ °
af ¢ Annex 1HYFIERFREEE"RISHIRE" « 28 AmEkELER A A - (PP) a7 -

/)EJ //%;
HEE

FULHIER? - 2275 SOP &Rsie (17 F s 5 (M=% B2 S5 | FI &1 0)
[E - dRaESAVETRRR IR TTA - U E) BRI A BRY5H -
5 H SRR B AT (s E’]x?’h%?ﬁfm SRR R EL AR (H ) -

13.1.3%

N s SEA
=1L (R FE] 7

oo
=R
NNZa= 3
/)él T

13.2. 785 /8 &

I R SE
FERE | %% = P e

J=EEy
=R

Nz ==
A HEE

==y
=P
B HE

R
C JHE

RN
B IER

D T

13.3. 0 E R
SHEEH 4.3
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14. BSHI 241 - SERIE SR AN TR - DB EIREE 534kl

EEAEIE R
O %% RAs #3514 &4k
O SOPs

O 38844 0 2 &5 i 4o@ 485 4 47 (SOP!) & 17 4 i3 -

14.1. 5 R
. SE
ik 7 T
T An] 1] E BR R BE AR 2
MTEIRE
o mE s
SOP on how to perform trending
WHATEE A 73 1Y SOP

14.2. 25 B

14.2.1.381%

SRS A S5 | FHASZH (PERE )RR - 15 20 (FH B B) 6 A= P (viable ) R i R (non-viable) 6y i HIURT i T 5
7% o fHAUE RN A RSN S ITEREE > R B EP TR (R R E

HALERERARAR ~ UBRAEAY > & ¢ Ei(alert) MITTEN (action)[R{EHVE S - SIS EM BRIE AT
ISR -

SEEERIN) B se B - (R ~ BB ~ BE - JRE -~ HERESE Y -

K

S22 A YR E AR 2 = (program) » ZE 5@ F BR N RS R MER(AN © Y& B 5 B i F/settle
plate)Z -

14.2.2 KFIZER

o o SEE
SRl TEFE(EH)) Pz pEn
ST R 7K m ! RA
g0 soP
A% (summary) g
adizK RA
B0l sop
Hagh(summary) ¥ty
JHEE(clean)ZE R RA
EHI sop
%S (summary) g

14.23. 8%
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(E—)F&E WA E A/ B0 F = AR

Fd TESE(EE)

B AEY) RA

BH] SOP

%S (summary) g
A R RA

B2H] Sop

HA%E (summary)
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Regulatory:

O European Commission, Eudralex - Volume 4 - GMP guidelines, Chapter 3: Premises and Equipment, (2014)

O European Commission, Eudralex - Volume 4 - GMP guidelines, Chapter 5: Production, (2014)

O European Commission, Eudralex - Volume 4 - GMP guidelines, Part Il: Basic Requirements for Active Substances used as Starting
Materials, (2014)

O EU, Guidelines of 19 March 2015 on the formalized risk assessment for ascertaining the appropriate GMP for excipients of medicinal
products for human use, Official Journal of the EU, (2015/C 95/02), (2015)

O European Commission, Eudralex - Volume 4 - GMP guidelines, Annex 2: Manufacture of Biological active substances and Medicinal
Products for Human Use, (2018)

O European Commission, Eudralex - Volume 4 - GMP guidelines, Annex 3 Manufacture of Radiopharmaceuticals, (2008)

O European Commission, Eudralex - Volume 4 - GMP guidelines, Annex 14 Manufacture of Medicinal Products Derived from Human
Blood or Plasma, (2011)

O European Commission, Eudralex - Volume 4 - GMP guidelines, Guidelines on GMP specific to Advanced Therapy Medicinal Products,
(2017)

O EU, Guidelines of 5 November 2013 on GDP of medicinal products for human use, Official Journal of the EU, (2013/C 343/01), (2013),

O EU, Guidelines of 19 March 2015 on principles of GDP of active substances for medicinal products for human use, Official Journal of
the EU, (2015/C 95/01), (2015)

O EMA Guideline on setting HBELs for use in risk identification in the manufacture of different medicinal products in shared facilities (20
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November 2014)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, subpart C =Building and Facilities, sec. 211.42 Design and
construction features (b), (c) xiii)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, Subpart F - Production and Process Controls, sec. 211.113 Control
of microbial contamination (a),(b)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, Subpart B - Organization and Personnel, sec.211.28 Personnel
responsibilities (a)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, Subpart E - Control of Components and Drug Product Containers
and Closures, sec. 211.80 General requirements. (b)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, Subpart E - Control of Components and Drug Product Containers
and Closures, sec. 211.84 Testing and approval or rejection of components, drug product containers, and closures (d)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, Subpart D - Equipment, sec. 211.67 Equipment cleaning and
maintenance (a)
U.S. FDA, CFR Title 21, part 211 cGMP for finished pharmaceuticals, Subpart C - Buildings and Facilities, sec. 211.56 Sanitation (c)
U.S. Department of Health and Human Services FDA, Guidance for Industry Sterile Drug Products Produced by Aseptic Processing —
CGMP, (2004)
U.S. Department of Health and Human Services FDA, Guidance for Industry - GMP Considerations for Responding to COVID-19
Infection in Employees in Drug and Biological Products Manufacturing, (2020)
U.S. Department of Health and Human Services FDA, Guidance for Industry - Guidance for Industry Non-Penicillin Beta-Lactam Drugs:
A CGMP Framework for Preventing Cross Contamination, (2013)
U.S. Department of Health and Human Services FDA, Guidance for Industry CGMP—Guidance for Human Drug Compounding
Qutsourcing Facilities Under Section 503B of the FD&C Act, Draft Guidance.
https://www.fda.qov/media/88905/download (accessed Jan 6, 2021)
PIC/S GMP guide, 2" targeted consultation document on revision of annex 1
PIC/S GMP guide, ps inf 25 2019 (rev. 1) draft, manufacture of advanced therapy medicinal products for human use
PIC/S GMP guide, ps inf 26 2019 (rev. 1) draft, manufacture of biological medicinal substances and products for human use
PIC/S GMP guide, PE 009-15 (part i), guide to GMP for medicinal products part i
PIC/S GMP guide, PE 009-15 (part ii), guide to GMP for medicinal products part ii
PIC/S GMP guide, PE 009-15 (annexes), guide to GMP for medicinal products annexes
WHO, GMP for pharmaceutical products: main principles, annex 2, WHO technical report series 986, 2014,
WHO GMP for active pharmaceutical ingredients (bulk drug substances), annex 2, WHO technical report series 957, 2010
WHO, points to consider for manufacturers and inspectors: environmental aspects of manufacturing for the prevention of
antimicrobial resistance annex 6, WHO technical report series 1025, 2020
WHO GMP for sterile pharmaceutical products, annex 6, WHO technical report series 961, 2011
WHO GMP for biological products, annex 3, WHO technical report series 996, 2016
WHO GMP for the manufacture of investigational pharmaceutical products for clinical trials in humans, annex 7, WHO technical
report series 863, 1996
WHO GMP for radiopharmaceutical products annex 2, WHO technical report series 1025, 2020
WHO GMP for Pharmaceutical Products containing Hazardous Substances, TRS 957, Annex-3 (2010)
ICH of Technical Requirements for Registration of Pharmaceuticals for Human use, QRM, Q8 (R2), Pharmaceutical Development,
August 2009.
https://database.ich.org/sites/default/files/Q8%28R2%29%20Guideline.pdf (Accessed Nov 29, 2021)
ICH of Technical Requirements for Registration of Pharmaceuticals for Human use, QRM Q9, November.
https://database.ich.org/sites/default/files/Q9%20Guideline.pdf (accessed Nov 29, 2021).
O ICH of Technical Requirements for Registration of Pharmaceuticals for Human use, PQS Q10.

https://database.ich.org/sites/default/files/Q10%20Guideline.pdf (accessed Nov 29, 2021).
O Industry:
|. ECA Guidelines for the Evaluation and Investigation of Microbiological Deviations
- Chapter 1 - Deviation Handling of Microbiological Environmental Monitoring Excursions in Non-Sterile Pharmaceutical Manufacturing
- Chapter 2 - Lab Investigations — Endotoxin O0S/ OOT/ Atypical Results Investigations
- Chapter 3 - Guidance for Sterility Test Failures
Il. ECA Standard Operating Procedure (SOP): Laboratory Data Management- OOS Results
[ll. ECA Laboratory Data Management Guidance: Out of Expectation (OOE) and OOT Results
IV. ECA Good Practice Guide on Validation
V. ECA Good Practice Guide "Visual Inspection of Medicinal Products for Parenteral Use - Version 3.2"
VI. CCIT of Medicinal Products for Parenteral Use - Position Paper - Version 2.0
VII. USP general chapter discussing contamination control: <1116>; <1072>; <1231>; <1229>; etc.
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