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1 Purpose and scope E [ & 35 A #i[H

This technical interpretation focuses on some of the most important main changes of the
revision 2022 of Annex 1 and also covers aspects that were already included in the
previous version of this guideline and that repeatedly gave rise to questions. This technical
interpretation is intended to reflect the general opinion of the Swiss Inspectorates on these

topics and to serve as a support during the inspection of manufacturers of sterile medicinal

products.

Z DOEANRIAEIRIT. Annex 1 O 2022 FEDOUEM DT b HE L HoN 5 EEDRSNITHERZ
KVIAALTEY, ZOHA K74 DLLRETOR (previous version) [ZEEIZE TN TV D H D=0,
MO LBEMN D >TeBEZ HE =L TS, ZOHNERIZ, Zhbo hey 7128
T DAL ADELELRO—RARBERZKML TND DO THY | BEEKLOREEE O
HERORE L THRET S Z L2 EME LTV D,

2 Basics ZEAHETIE

The Revised Annex 1 to the PIC/S GMP Guide (PE 009), about manufacture of sterile
medicinal products, adopted on 9 September 2022 by the PIC/S Committee and came into
force on 25 August 2023 (with the exception of point 8.123, which will become binding
from 25 August 2024).

L R L O Bl 2 B4 % PIC/S GMP A K (PE 009) OEfEE 1 1%, 2022 4 9 A
9 HIZ PIC/S ZERIZE - TEIR S L, 2023 4F 8 H 25 HIZHZ L7z (Point 8.123 HHZER
<o 5 AU 2024 4 8 A 25 H BRI ZFFO),

3 Definitions and abbreviations ©&% Kk WIK:E
n.a. Z O3 EOEHS

GFRFIC LD a A b« X=UDESTORREN G, WEIZEENT D)

gilju
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4 Interpretation: Questions and Answers  fZIR : ER & B
4.1 Scope (Annex 1, Chapter 1) 1 F &
Q&A | Para. Questions
No. o, i Answers [E] &
h
1 1C apter | Does Aanex ! It is recognised that ATMPs cover a very hetero-geneous range of products and that for
(Scope) apply. W‘1thout some of these products, due to their nature and manufacturing technology, specific
P re-striction also | ¢ongiderations are re-quired.
. to ATMPs or . \ \
E1E= are only defined ATMP (advanced therapy medicinal products ; JeuiERRLG)  (XFEF T LAR 2
WA | ot of Wiz n =L TBY, ZALO/BO—IZON TR, € OMERESIN
ii P LY BRIGREEALETHD Z L ARBSA TS

Annex 1 to be
followed for
some specific
product types,
such as for
example the
allogeneic and
autologous cell
therapy
products?

fHEE 11
ATMP (2 % il
FR73 < JH &
o, i
EHEE 1
DEZ Iz
1R D A DS
191 Z VX e 5
% (allogeneic)
B LoECH
i i B i
(autologous cell
therapy
products) 7% &
DFFE DR
S A TIHED
NS b Y0

N

This certainly applies, for example, to the allogeneic and autologous cell therapy
products, which are to be manufactured under conditions suitable to avoid microbial
contaminations, but which usually cannot be terminally sterilised or sterile filtered. In
addition, such products are made from unsterile patient material.

ThUE, BIAE BEWIG AR T D O LTS T TiRIE S D
DDA W ﬁ’k(}ikl_l F T2 IRIRE A3 T & 7\ [FIFE S R0 TR A
(allogeneic and autologous cell therapy products) < F ZERIAR AR ( autologous cell
therapy products) [ZH 4 TIXED, I HIZ, EO L5 e ®NITIEER O BH M

B biEL TN D,

RETH

Specifically with regard to cellular therapy, Annex 2A, paragraph 5.29(b), requires that
aseptic processing be maintained from the time of procurement of cells through
manufacturing and administration back into the patient. Annex 2A refers to Annex 1
several times (e.g., in connection with the requirements for the provision of systems for
closed processing), but imply.es the possibility of exceptions from applying the
requirements of Annex 1.

FRIHIIRRREICBE LTk, fHEE 2A, paragraph 5.29(b) TiE

5 HiE $%/\(/>}§E#ifﬁuﬂéﬁé{f DI EHERFT 2 2 Lk B
TWo, fEE 2A IHEE 1 121) ﬁx—&bﬂ\éz’)\ (CIEAES 7mg
z ]x“(/)&&f%d)f:&)(/)“/X?AO)TET,\EH‘ WZBHE L O, fEE 1 OB
MBS FEET DA REME A R L T 5,

L iR ATy

It must also be taken into account that Annex 2A became valid in May 2021, i.e., more
than one year before the publication of the new Annex 1 version.

Annex 2A M 2021 4E 5 HIZEMZR->7-2 8, DFVH LV Annex 1 23—
TaryDFITO 1 FUELEITHLIELEETAILEND D

It is expected that ATMP manufacturers, based on the knowledge of their
manufacturing processes and the execution of detailed risk analyses covering all
process steps, materials and systems, develop and implement Contamination Control
Strategies suitable to avoid or largely minimise risks of product contaminations.
Justification must be given for any exceptions to the requirements of Annex 1.

ATMP A —h—%, BtLofE e 20k E, X TOT et AADT
v 7 BER yx%A%%%kbt#ﬁﬁU%ﬁ”ﬁ@%ﬁ CHASWT, B,

HYD Y A7 Z[allEE 7213 KIEZHR/NRICH 2 5 DIz abf_zﬁ/hﬁﬂwﬁéﬁﬂ
%Eijiwiazﬁ“g:k#ﬁ}‘ﬂ#éﬂfb\g; TIEE 1| OBLRIxT 54

WTIE, EHRFRIRINRT TR B0,

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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4.2 Premises (Annex 1, Chapter 4) Jfizk

&A | Para. q
Q Questions Z [ Answers [A] %
No. No.
2 4.1,4.11 | Are grade A and B
& 4.12 cleanrooms required In general, it is expected that new facilities have for grade A and B zones
to have separate air- | segregated airlocks for personnel and material and that the flows in such airlocks
locks for material are unidirectional (i.e., separate MALs for transport into and out of the cleanroom
and personnel a.nd and separate PALs for personnel entry and exit).
must the flows in
such air-locks be I, #F LVOHiERE TldGrade A 3 LT Grade B ¥ —iCk & E
sinietly D, BESNEET 807 1Y, ZOLDBET By MO
unidirectional? )
MTHDIERMESND (DFEV, 7 U= b= A DO
grade A J% Utgrade HOfEB]D MALs (Material Air Lock(s)) & . ~NAHAY HoERo PAL
BOY Y —1— (Personnel Air Lock(s) ) ZFFD2Z L AHIRFEND
ENE LR Existing facilities that do not have such airlock separation must ensure that, as a
SrHELT=2 Y minimum, temporary separation of the flows in the airlocks is guaranteed and that
T BERED | the situation is covered by scientifically sound risk analysis also assessing the need
NEP? of additional technical or organizational measures.
ZL T, #D LD ZOEI Ty 72K D5 (airlock separation) & £F 72 72 W BEAF O ik
BETRYZE | 3, b EBTT R Y 2 NORFEO—H72 S BENMRES L, 2 LG
BREE TR T ISR | o> B A 3 7= AR 7 R D L BERE & BTS2 RS20 YD 72 ) 2 2
TIRIHNEIRETR | 45hiiz k5T ZORBBAA—SND 2 L ARFET D UER B D
VNI ?
The rationale for not applying physical separation of the above-mentioned flows
through segregated airlocks and the risk assessment on which it is based must be
integrated in the overall contamination control strategy.
SRES =TT |y 7 Al D EREOKIN O ERR S BEZ A L2y TR
FHIARHL (rationale : fR7E  F—FICHEM T ShiziE) | &, ZTORMBELRD
U A7 G, SRR RGP RIS ISR S Lo b o ThiTEe bk
Wy,
Q&A | Para. Questions
Answers =
No. g =
3 4.12
Paragraph 4.12, As mentioned in paragraph 4.10 of Annex 1, the transfer of materials, equipment or
point ii, states that components into and out of a cleanroom (incl. the critical zone within a grade A
only materials and environment), represents one of the greatest potential sources and risks of
equipment that are .
. contamination.
on an approved list
and that have been | (g # 1 o paragraph4.10 T~k 9z, 7 V=2 —Lh (FL—F
ass§ss§ddur1ng A BENOZ YT 4 AL /*/@E‘.TB‘) ~D, XZ7 V=2 Ib—Lh5
validations of the ) o
transfer process, D, WL, R T a AR —3x v FOBENX., EER R R K OTE YR
should be BLIOEREI A7 D 1 DThbd,
transferred into
grade A or grade B In order to minimise such risks, great care must be taken in particular when
areas via airlocks or | defining the technical and procedural measures associated with the transfer of
pass-through materials/equipment into an aseptic processing area.
hatches.
ZDEH RV AT BRUNNRICINZ D200, BHEBEEOT Y 7 ~ORE
NTT T 7 4120 | R OREICEIE T 5 HiTAYR L OFIERHE 2 E T D BRITIE, FRIC

JFCEMET, IEMEICTIFR TE TV EH A,
Pharma Solutions Co,, Ltd.
7N a—ar XK &t
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“pointii” Tl AL OEBZHL ) LENH D
S Ak
IZHE S AL, Bk
Tak ADNY T
— 3 PR
SINTEMB LW
38 0 FEIE 0D 7 RN 72 B B DA, BT DHNI 2 T A Y L —Z TR BIAZ
75‘;\ c7avsx | VY T — FEAD VHP B ZHWTT AV L—& T—EI A ﬂ‘ﬁ%ﬁ%ﬂ‘
Ay T | BT ERTED (DEOSyFT, AR VHP (TN B 5 B0 2
ALTHTL—FK A | THETHD) .

FLETLV=FB | the majority of cases, however, it is necessary to transfer materials to an isolator

T TIRB®ESR that has already been decontaminated.
HRETHD L

Only in relatively rare cases it is possible to bring materials into an isolator before
it is sealed and bio-decontaminate them together with the isolator using a validated
VHP treatment (only possible for small batches and if materials are resistant to
VHP).

272U, BREDYE, TTITRESNTZT A Y L— 2 )i & B3 LER

NHITND
»5
Wh%t d(?es For this, all materials must first be sterilised and then moved through the physical
“validation of the
transfer process” barrier of the isolator in such a way that the sterility of the goods and the integrity

mean, for example of the isolator are maintained. Regardless of the technology used (e.g., usage of
for the material double-door sterilisers upstream of the isolator, use of transfer isolators or of rapid
transfer into an

Solator? transfer port technology), the entire transfer process must be considered within
isolator?

detailed risk analysis and be part of the overall contamination control strategy.

BZIE, 74 YL | 2Ok, 2 TOWM (materials) & £ 9 I8 L, RIS O MEE 2 -
—HZA~OYEFEOR | TA Y L—FDOERMENHERIEND KO RFIETT A Y L—Z OYERRYN
Wl Bk | VT2 BRSEI0ERD D, HHSNDEMICBERRS Bl 74
e ADONYF— | VL—HDEFTO ih?@”ﬁ@&m Bk 7 AV L—F E o ikEE
Vary| AR | BER- MERIFOMEM) | BT o AR EFEMR U A 7 S OB
BT 2 000 TEE L., DRIRGREEEKO L L TEETILENH D

In addition, appropriate control mechanisms must be defined to monitor the
maintenance of the integrity and functionality of the systems (e.g., measurement of
differential pressure and control of door interlocks between adjacent zones of the

transfer system).

IHIT, FOVAT LOTERNE L HEREMEO MR A BT D720,
BHA =X L%, BUE LT e by (BlxiX, ERZEE
(differential pressure) DEIE, MONRT « A X0 v 7 Biky AT ADEL
Y — U RIOFIE)

The technical solutions must be covered by appropriate equipment/system
qualifications (incl. smoke studies if applicable) and sterilisation validations and
the suitability of the entire transfer process must be verified through APS

(validations and also regular APS).

B AOMRI T T, W28 S AT L OESMERME GE4 T 25T AT
— I RE = OFEE L) EWEAN) TV ay ROBEV AT AR
ROFEAME (suitability) Z, APS (MEE/ELICL S VoA v Ial—Tg
v RN T = a v L OVERIN APS ) Zal L CHER T D,

Appropriate qualification measures and APS must also be used to demonstrate that

the egress of materials from the isolator does not affect the maintenance of the

grade A zone requirements.

FUCA T, ERICRIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame s rustams
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I7LT - a—a o XkR &t
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£, )R E
WEDHELY L (egress) 737
RN L EGEN T AN D D,

ﬁﬁ@ﬁ“tlwsf&mbf TAYL—ENED
— R A OV —VHEEOHERCE AR 5 2

The arrangement of the installations, the processes carried out in it and the material

movements must also be considered when defining the points to be sampled during

AR B DBL A
A, KWk ORBENL, PQ
I, H%
monitoring :
N
H7EA, BLOWE

PQ activities or during routine or event based environmental monitoring.

(arrangement of the installations) . & Z 2V Tl D 7 rk
BIEr O IEM) ORI, E7ITA R
WIEA R ER— 2D EEEE =% U 7 (event based environmental
R ATEDOIEELEAT - BT, HRHR TV 7 ?) i
T2 ERT DB, BRAFOBLE, £ OHTETE4
OB BRI HLERH D,

Q&A
No.

Para.

Questions

H M

Answers [B] ZF

4.12

Is it always required to
strictly adhere to the area
cleanliness cascade (i.e.,
respecting the sequential
order of cleanroom
classes) for material
transfer through airlocks
or pass-through hatches or
is it possible to skip a
grade (e.g., moving from
CNC directly to class C)
under certain circum-

stances?

Ty 7 RIIENA
A=y FHA LTz
W OB ONT
. VT OVEEEL
Ar—FK (D0, 7
J—)b—2L 7T AD
74 g %) &
bl A N S g R
NHDHON, 0%
FEEDRM T T L—
ReAxo 7452k
IXARETH B (B
CNC 167 7 AC 1T
EHBET 50 L) 2

Compliance with the cleanroom sequence for the transfer of materials via
airlocks or pass-through hatches is expected to be fulfilled for zones A and B

(exceptions from this rule are possible for sterility test rooms).

V=2 A BXO B Tlid, =7 v v 7 £/ pass-through /7~ T

GRIE : N2 R v 7 Z08IF5) 20 LToMEtOBLICET 527 U —1
— LDl ASDOWERN SN D (EERBRECIX. ZoHAl
MEOBIINE T B ENAEETH D)

For cleanroom areas with lower classification, it is principally feasible for
materials to be transferred from one low zone (CNC) through an airlock or
pass-through hatch directly into an area with two grades higher classification
(grade C area), provided that suitable technical and/or procedural measures
are established ensuring fulfilment of the cleanroom specifications in the

respective areas.
TOLOWEEFED 7 T AGED 7 V) — 2 b— 8 =) 7 O, )

HATISAE D72 SNVTWDIRD . #ihE 1 SO L— ROV —
> (CNC) 726, =7 v 7 Fd3 A A b— Ny TFEZHLT2 D

tor7v—RopHEOZ YT (FL—FK C =U7) ICEH#ESRXETD
ZEN, FHIIZATRE TH 5, BV ER] i?llﬁmﬁmﬁn zh
ENOHEIRTY U — 2 — AP DBHEIITH - S D L 91D

The adequacy of the established systems/procedures needs to be
demonstrated by appropriate qualification activities and the results of regular
environmental monitoring. The defined measures and the risk analyses on

which they are based must be part of the CCS.

WSL S NT= > AT b/ FIEOMEYMNEE, #9722 LR OTE &) & &
IR BT =2 ) VT ORI L > TEFESN D MERH D, T
SNTXREEORMEEL 722 ) A7 H5Hr1E, CCS O—ETRIT X
B IR,

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,

Pharma Solutions Co,, Ltd.
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&A | Para. q
QN N No Questions & [ Answers [E &
5 4.20
What are the expectations The company has to perform an in-depth internal evaluation of the current

for older barrier technology | barrier technology and assess whether the installation, its cleanroom
systems that do not meet all | background and all related systems/procedures meet the requirements of the
the requirements according | new Annex 1 or whether technical measures are required. If necessary, a

to the new Annex 1 ? project has to be initiated for example to upgrade the cleanroom used as

By when do they have to be | background and install additional airlocks.

,
replaced or upgraded? Ex. BUED S Y TR OREMR N (in-depth internal

LR E 1 12k evaluation) % FEIT L. ZDiRE (installation) . 7 U —2 /b—AD/y
PO TET- LT 7 7"7 > K (its cleanroom background) 38X ONT X CTOBES AT L/
WZRWE WY THARFS | TFE (all related systems/procedures) 23HT LWFEE 1 OB A4/~ LT
AT NZE, EOLO7% | WDHRE DD FRIFEINIRIR N LEDE D D EFHIT DL ERH
ZEBHIEEND N o MBS UT, 23RNy 7T RELTHERNENDZ U —
YN—LET T T L= L, BMOxXT vy s ERET LT Y
7 NG T D MNEND D,

WO FE TIAME 7217
v T L— T DB
BHDHM? From August 25th 2023, all barrier technology equipment not com-plying
with the revised Annex 1 are considered deficient and deviations will be
issued upon findings during inspections. Depending on the CAPA plan and
interim risk reducing measures defined, an additional implementation

timeline of approx. one year may be acceptable.

2023 4F 8 H 25 HUK, EIN-AHEE 1 ISHEILL T ipna
TONY THOBEHIKER S B & Ale S, BEPICHEAINTE
WAL, R OB EITEN D,

CAPA Gl & | BRINIZEEM U A 7 BHEGRIC L - Cid, 8

DFEEH A LT A (implementation timeline) 1%, ) 1HFIIFFEIILD

NNV IY A WAQTAN

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
Pharma Solutions Co., Ltd.
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operations accepted
for bio-
decontamination?
NA A BRYHTBI L
T, FESIIhD &
Dl =aT v

GRIE: & FOFIC
£5) TOEET
HHM?

&A | Para. q
QNo i;s Questions Z [ Answers [B] 2
6 4.20
What is meant in This refers to the inclusion in such CCS risk assessments of an evaluation of all
paragraph 4.20 by | automated functionalities and processes associated with the use of the isolator and
the need to take the activities taking place in it (from cleaning and disinfection of the equipment, to
into consideration, | the transport of materials into the isolator, their handling and the product filling, to
among others, the | the capping and removal of the filled containers).
“extent of - S . -
exieno ZHUE, CCS U RZFHIC, TA Y L—2 O ICEET 5T ST H B
tomation” wh et ~ et L et
AuIoMALON WS |y st b 7 n b2, BLOZOPTITONHIES (HRBOWH & 11574
I OUCES | it T Y L s OB DRI E T, ZORY L WO T
lated risk I . /.
reea e FHSNEEBROF v v 7 LRI LIE) OFEED S & &iET,
ts of - ) .
CSMEIB OTA | R comiid, b MSRKOBIETHS & L LT, BRROERTH
isolator? ;
%)
TAYL—=HD . . . .
The use of a well-designed, automated, recipe-controlled and possibly robotised
CCSICBRT D , . . .
system, equipped with appropriate control and alarm systems, can increase the
VX7 7R - . S . .
o reproducibility of the operations and minimise both errors and manual interventions.
AU NEITO Y
£ paragraph IlCEEF SN, HEIESR, LY ETOBEA SR, BAlc ko CiknR
4.20TH |2 A > Ml: SNV AT L& L, WEZRHIE S 2T b LR X T L a3
<. LvbiF T5 &, BEOBBMENAM EL, =7 — (errors) & FHEITOIN A (manual
“extent of interventions) D[l Jj Z i/ NRICHIZ 5 Z &N TE D
automation” (H Ideally, such risk analyses should al-ready be carried out as part of the design or
BHLOHEL) selection of the isolator system and should be revised or supplemented during the
i3 TEEES lifecycle of the equipment, as knowledge and experience increases or in the event of
NEZLEER changes to be implemented.
LTWDDH0?
HARANICIE, SO XS RY AT R, 7TA Y Lb—F VAT LD ETZ
ITEIRO—E & L CREZFATINDRNETH D, £ LT, Flik & &R #5n
T2HIZONT, XUFTWEHRD T A TH A 7 s, FEINDIEEDOA N2 b
ELT, RS EIE SN ONERH D
&A | Para. ]
QNo 13? Questions & fif Answers [A] %
7 o : :
4.22 Are manual The decontamination process for an isolator should always be an automatic

process. However, paragraph 4.22 refers to both RABS and isolators, and manual
decontamination processes are most commonly encountered for RABS. Such
manual processes must be designed in such a way to be reproducible and to cover
the entire surface area of the equipment, and their robustness and effectiveness
must be demonstrated by appropriate validation and by regular monitoring.
TAYVL—=ZOBRET o AL, HICHHHTrEATHD
7272L, 422 HTIX RABS &7 A Y L—ZDOWFIZOVWTERLTE
V. FENC K DIHYRET 7 A0 b —RAYITITDI S DT RABS T
b, TOL DIz =a 70 (FH) TOTmE XL, B AR TEED
R ERE I AN—TED LI ITRETDLENRDH D, £ LY
TEBI 7R EERIT K > T DB M & G2 R 2

VR D D

F—=aré,
Nh b,

JFCEMET, IEMEICTIFR TE TV EH A,

Pharma Solutions Co,, Ltd.
7N a—ar XK &t
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“Evidence should
also be available to
demonstrate that the
cleaning and bio-
decontamination
agents used do not
have adverse impact
on the product
produced within the
RABS or isolator”.
How should this be

demonstrated?

M S 2 Beidsl
B L OV ABRYLA
2, RABS F7-i%
TA YV L—ENTE
il o BT
BERIFTIRNT &
ZoRTEHL S AFT
XHMHENBL ] &
DL, FD k)
ICRE S5 R&E T
bHBHD?

QI\IS:)A I;a;za. Questions & i Answers [l %%
8 4.22

The cleaning or bio-decontamination procedure should include steps designed to
effectively re-move cleaning agent or disinfectant (including sporicidal agent)
residues from direct and indirect product contact surfaces within the

RABS/isolator.

Ve £ 7201331 ARG D J77E121%, RABS, 71 Y L— 2 NOEHEB &
[ON[EE iy ﬁMEWE\m@ﬁitimﬂﬁ<%%Wﬁ%ah)@
P % S RBNTERET D L O ICEREFI SN EZFTIARE TN T D LERN
H5,

The effectiveness of these steps should be demonstrated based on validation data.
For isolators, validation data should be available to demonstrate that the residual
amount of sporicidal agent is below the concentration that could be detrimental

to the product quality and stability at the end of the sporicidal cycle.

THEDOTFMEOENEIT. N F—ay s F— 2SNV TEIES R

HUHEND D, TA Y L—4DOWA, BEERAIORE &N, BIFERT A
7V ORET R O SVE &2 EMEICER A 5 2 DR[O B D IRE
FRESTWAZ L REHTADONY F— g0 « F—H0n FIH

AEETHD Z LBMETHD

Control mechanisms must be defined to ensure that the conditions prevailing
during validation are also maintained during routine pro-duction (e.g.,
compliance with the time after completion of the sporicidal cycle, resp.

measurement of the peroxide concentration).

%m%ﬁ:XAl\NU?~V57$@%%ﬁ TR A FE T b R
ICHER SN D LD ICERTHIMENRD S (] BFERF A 7 LETHD

CAEFR
FREE ONESE, 2O Ib i E ORIE) |

The extent to which samples of the surfaces are to be taken during validation and
analysed for disinfectant/cleaning agent residues can be defined based on a risk
assessment, taking into account the risk of transferring such residues to the

product or a product contacting surface of a packaging component.

RYF— 3 %Fmb#/7w%nﬁf FEIE L | VHmAl e
KD 24T 5 FRPEIE, A E 713 TREM OFREICHET AL ~&
%@%@ﬁ%%ﬁ%ﬁTQJX?%%@T@Z&KOMT@)Xﬁ??
AR MCEASWTERTX S

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,

Pharma Solutions Co,, Ltd.
7N a—ar XK &t
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Is it acceptable that
for barrier technology
systems with
unidirectional air flow
other air speed and
speed measurement
positions are defined
than those mentioned

in Annex 1?

— HIRit & m 27
AN TR AT L
[ZoOWTIE, fHRE
1 ICfidisnTng
DA OZFEHE S K
OV BRI AV 25 % 7
FTDZ LIRS
nNoHm?

QI\IS:)A P?\;g‘ Questions & i Answers  [E] %
9 4.30

The most important requirement for barrier technology systems stated in
paragraph 4.30 is that the air velocity in unidirectional airflow systems must be
defined in such a way that unidirectional and uniform airflow conditions
prevail at the working positions where high-risk operations take place, suitable
to protect the product and open components (e.g., containers) from

contamination.

paragraph 4.30 T [ZFRHEi SNV TWDNNY THEIT U AT A O & EE/R
L, — RIS AT AOKICHEN . G - MAEWHYRE %) 5)
#ﬁwmmwﬁﬁﬂﬁbn E¥ALE T, —HIThoT, ho¥k—

7R TE \ﬁ%ﬁ WCHESN TR, B\ R —
Fr b WIRIE, B EHYIN D ORI LTV Z & Th

2 e)

The air speed range of 0.36 - 0.54 m/s is, as stated in the above paragraph
itself, merely a guideline value that has been encountered in the pharmaceutical

industry for decades.

0.36 ~ 0.54 m/s O JiEH
(2, BSOS
RN,

HAEHIDHIX, FOBRBEENRKR TR LD
DlzroTHESTETEHA R4 MEICES

Annex 1, however, clearly allows for the establishment of alternative air speed
ranges or measurements at different heights in the system than the working

position, provided this is “scientifically justified in the CCS”.
LovL, @& 1 Tk, TCCS I W TRFIICIEY L S 417

BIZIREY . VAT ANOVEENE L 1T R D
PR DLW E & BRRIZEF AT L T B,

5] 5
1 T OB O K

It is important that the suitability of the defined airflow conditions is proven by
airflow visualisation studies (part of the system qualification) covering the
entire system and that these are correlated with the respective defined air speed
range at specified height/position. The air speed must be measured

continuously during operations and kept within this defined range.

SNTZKMEM O AN, VAT DR E 13— 5K A1
mmt(VXTAmE@*W) WXL CREFA SN, DR fEE SNz
BSLETO, ENENOER SN KGRI & HHEI L TV D

CENEBETHD, MROGEEITIEFICHEROICHIEL., ZOERS

MNTFHPNICHERF T 2 D B 5,

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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4.3 Utilities (Annex 1, Chapter 6) =——7 4 U7 4

&A | Para. ]
QNo i;s Questions & Answers [A] %
10 | 6.12
Water generation - Paragraph 6.12 gives detailed guidance on the requirements.

reverse osmosis system: | It is important that the system is designed to allow for routine sanitization /
What are the disinfection and a procedure is in place defining this regular preventive
requirements regarding | sanitization or disinfection of the RO-system.

the sanitization Paragraph 6.12 1%, = OENHZRIT 23R8 H A 22 A A AR LTV

Do TEDOYAT ANEN =T 4 ¥—2 3 v WHE EAREICT D
EOCEEFENTEY . OROK-V AT LD EHH 2 TR =T ¢
KOERK - HWREY | B—a vy, XIHEEZEYICHET 2 FIES, BishiTnsdZ &
AT L VAT LADOY | NEETH D,

=74 ¥B—var
(H#) 2R3 52
XED LI RO

(disinfection) of the

system?

It should also include a regular change of membranes. The frequency of
sanitization should be determined based on quality risk management principles
and on the data gathered during the qualification of the system, and it should be
reviewed at least annually taking into consideration the routine monitoring

data.

ZDOFIEIL., ROBEDEM /2L BZDHUEN S L, =T 1 B—
3 Y (sanitization : [FRIE] WL & EF A MLATT- X 5 AR 0LE) DOBEE
X, BV AZEBROFRIE VAT AORERFICNESINT-T—X T
EOWTRESNAIMNENRS Y, EFNRE=2) T - T =255
JELTAHR EBFIC—ERETRETH D,

The system must continuously be maintained meaning that the sanitization also
has be performed when no production is running or when no water is used for

production.
VAT AL, HfEH (continuously) (ZHERF L7z iT VX B0, O F

D, AENRFEITIN TN E & FTFEEIKRBRERH STV
Wexbh=r4¥—T 3% [ThRiFhIebieun,
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Q&A |Para. . e
—_— . Questions Z [ Answers [B] Z&
11 6.13 | What are the sampling

requirements for regular
ongoing monitoring of
Water for Injection?

TS IR DRk 72 7E
WMEeE=2V 27
ongoing monitoring) D7
DOV T Y T
i3 EoXornboT
H DN

(regular

A suitable sampling schedule should be in place to ensure that representative
water samples are obtained for analysis on a regular basis. For WFI
distribution system sampling plans are more important because microbial

control must be much more stringent.

B 72K > T T, %m&%yfuyﬁ-xﬁyl~w%mmb
T, T (regular basis) 723 HT 2SRAE E 4L 5 9D EMEET
%éOWH(&Wmm)/A7JMJWH\M¢%%@#Lﬁ TR LW
LOTRITNER RN, o7 7N L0 EEERD

In general, water sampling for microbial and bacterial endotoxin testing is
expected to occur daily somewhere in the system, with each outlet being
sampled periodically to characterize the quality of the water. The use of cold
loops requires a much closer microbiological monitoring and special

sanitization measures.

—RHNZ, WEMB IO T YTV - = K20 GEMENT

#) RBROT= DK7Y 7%, B HKO SE Z R8T 572
WIZ, EHIRZERK S ALK (eachoutlet) 12X > T, =D (14
FARD) VAT LOEZNTHAREET S ETHEIND

The use of cold loops requires a much closer microbiological monitoring and

special sanitization measures.

a—)L R)L—"7" (FR{E : WFL/RO Water DHEIL CTOERT A ) OfEH
I, GRE: Btk b) w2 OB coMEm Tt =21
vITE B =T 4 B a VORBENNETH D,

Quality control sampling locations in the main distribution system should
include all POUs, having also process control sampling be located before the

first and after the last POU and at other specified worst-case locations.

AA L DOHKRSEY AT A TOREEGHOHKE 7Y v 7 OABEIC
I, AT oMK & POUs) % & HNENH D,
ZHUZiE, TRAIOPOUDHTE . #“OPOUDE| | BT MMitots
EINTT—A DT —ADER (7 AEEAY 7Y v 7L
EEEETLILEND D,

(Points of Use :

POU sampling plans should rotate through all use points on the system, with
the expectation that samples are collected on a daily basis from various use

points, and that all use points are sampled on a rotational basis.

POU (Points Of Use : /K& OV 7Y > FEtiEiL, A7 A E
@¢&1@1~Xﬁ4yh%ubfﬂ~7~yay(ﬁ&:%b&ﬂ
YTV T %) THULENDY, Fixlea—AKRA 2 MroEH
DR=ATH U TAPPREES I, TXTOZ—ARA > A3,
=g NESNWT, T T ERSZE AL TS

0—7

The loop return should be sampled each day of use of the system in order to
provide additional assurance of the quality of water utilized in the

manufacturing processes.

JRSCAVEHET, IEfECHN

Pharma Solutions Co,, Ltd.
7N a—ar XK &t
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= e JE =, BE T o A TR S A KD MNE & BN
FEARMLT B 7201, U AT A AR AT mHICOWTH T
VT HMENG D,

For WFI, it is an expectation that water samples should be taken daily from a
minimum of one POU, with all point of use tested weekly during the
qualification phase. The final phase of qualification may form the basis for the
ongoing sampling frequencies with the goal of ensuring that the system is

maintained in a validated state.

WFL \ZDW L, @SR MO B Cld, K o 7 gk 1 2o
POU (Points Of Use: #HIf&RT) 2>5HOKY TV AL, &2 TOEM
ROEoKERT) A, BET KT EAMFL TS, R
DIHEEEREIE, NU 7 — FSINTREBCTUH T AT ADHEFEE NS

EERGET D2 b gH%(‘~w)&Lf\ﬂ%%&#y79y7ﬁ
JED IR Z TGRS % W REMED &

However, it has become good industry practice to continue to utilize the same
sampling frequency beyond the completion of the performance qualification to
collect sufficient historical data in order to justify adjusting the sampling

frequency.

LinLedih, Yo7 v 7B OTR OB E A2 (in
order to justify adjusting) T~ 572D +372 T — X BWET H7-DIT,
#o) SETHIMABZ T, AUV 7V o VHEAZRM Ukt 5 &
WO BIEREROEITND D

The use of risk analysis tools coupled with stringent periodic data review may
be used to alter the frequency of sampling. Any decrease of the sampling
frequency for routine monitoring should be based on historical data and
should only occur when a large number of historical data is available to allow

statistical analysis.

ﬁbmi%%ﬁ%~&@vfﬁ~&ﬁ@Abﬁtuxﬁ%ﬁ —L D
R, STV T OREEREZD WA T & L Alaethns &
5o HEHIY 7Y 7 OBEE (routine monitoring) P sEs b
I, BT —Z 2SN TWARERDH Y | 2l i%%@(@)@*"?w*‘ﬁ
M, AT OFIANARETH 72T 0N H 5 Z L3k b

)

Based on the outcome of analysis of data and on the regular review of the
performance of the point of use or the system, and if operational SOPs are in
place which ensure also an increase of the sampling frequency if indicated and
regular maintenance activities, e.g. for all outlets, a less frequent sampling can

be justified.

— A ORER L. RS ERIIV AT 2O T p—~ A (M
AE) OEHIMR L Ea—IcE T, £ LT, #EAICEbS SoP 28
*‘i‘ﬂ%éﬂﬂv ME IS T, RIS U TH 7Y v THEE

%%a%é@ﬁ<x/fﬂ/x@@)%ﬁb#&mo_&@%
E"]ﬂ?#‘l‘*’?ﬁ)&% % (can be justified) FJHEMED &

The risk assessment should consider the fact that decreased sampling

JRCAEHET, IEMEICRTIR CE T ER A, LT RCERE ST, NEDOEMR R Z BV W LET,

Pharma Solutions Co,, Ltd.
7N a—ar XK &t
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frequencies also results in a higher number of batches that will be put at risk
and a problem may have a serious impact on supply of products for patients.

VA TEARA L NTIE, Yo7V TEEEORDICEY Y Z27I1T
EHLENBH NNy FENEINL, BENBEE~OREOHAGI L 725
AR

Ba b2 5] FRREPRSDEVIEELEBET OLLERD D,

N

Ql\iL)A Pi;g‘ Questions & [ Answers [E] %
12 6.19

Where should process
gas be monitored ?
Tre AT AL, E
ZOEFTE=4Y

The monitoring of process gas should be performed as close as possible before
the sterilization filter (the level of contamination before sterilization should be

under control to ensure the efficiency of the gas sterilization process).

TR ATHERTHITAOE=XV 71X, WEAZ7AVXDOTEHTE

VT ETOHNENRS | FE TETTLILERS D (TRAREHAD T 0¥ ADNREMHERT D
D ? 72D, BEATOBGE L~V AT 20BN’ H D) |

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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Ql\i‘)A Pi;j Questions & [ Answers [E] 7
13 7.4

This paragraph requires that all
personnel accessing grade A
and B areas be trained in aseptic

gowning and aseptic behaviors.

Z DY TIE, Grade A B X
N Grade B =V 7277k
2T HETORED, MHEH
@m&vmwvy@%m
&L EREEE OB
(behaviors) 2DV NT DI
BT HIERERLTH
%

o

It also stipulates that
compliance with the gowning
procedure must be confirmed
by means of assessments and
periodic reassessments on an
annual basis, covering both
visual and microbiological
checks (monitoring of gloved

fingers, forearms, etc.).

E£72. HUrAERAFIEOIE

SEIX. BULERR & AT
WF=z=v7 EHLEZ 8
— 7 D5, HilEE) O
TR L LRl & E IR
PR & o THRIC—
ISHERR T A E N H D &
ELTHD,

Are these assessments to be
covered by staff participation in
APS?

9.39 mention staff participation

Paragraphs 9.38 and

in APS only in the context of
staff requalification. Do APSs
also have to take place during
the initial qualification of

employees?

ZI D OFMEIE, APS ~D
AH s TDEIMTEL->TH
SN— GRIE : b)) SndH 0

INT 7T 7 938 KON 9.39

To ensure product quality, adequate training of employees working in
grade B and A areas or involved in aseptic processes (incl. the necessary
preparatory activities) is essential. The qualification must be adapted to
the respective activities of the single employee and, after initial training

(initial qualification), must also include regular requalification /

retraining.

L O SV 2 W 5121, Grade B 38 LT Grade A — U 7 Cff)

<%¥% FEME T oA (MWEREREELS ST 2B
TAHUEEICKT AR L —= PR RAIRTH D, wksE

FEIEAE % DREEBOZNENDIFENCHE ST D MR H YD | h
HIHTD R b—=2 7 (A =2 v LOEERAL) 0%, EH
IR FERE R, T R —= 2 S L B DI NERD D,

Annex 1 requires that each employee qualified and involved in aseptic
processes participates in a successful APS at least annually (or every six

months if the aseptic processes are manual) as part of his requalification.

fHEE 1 Tix,
L LT,
GREE - & FoBGRRE T rER) OLEIE,
(ZHRBIEDAPS (&IN5 Z &

BERPERENAS X 20, # LT Z OmSPERT O —ER
Dl EBAEIT 1 A (UEEE Y e AR =2 T L

6 7 HAEIT 11H])
EEEMTLTND

However, Annex 1 is not specific about the scope of the initial employee
qualification, but indicates in paragraph 7.4 that the relevant training
must cover theory and knowledge transmission as well as practical
aspects and that evidence of training effectiveness is required through

assessments using both visual and personnel monitoring examinations.

LU OAEE 11X, #lalo 3@k ORIz >V T
R TIE RV Y TBE 5 b L—= 0 VIR 22 72
R B & HEROMBEL I AS—T DR ENRH Y | HIEE X
O AR O i 5 2 L7-3FliZ @ U T, hL—=2 7%
DFEL ( ) BDE] THHELTWH
%

(evidence of training effectiveness)

o

Although not explicitly required in Annex 1, the expectation for the
initial qualification of an employee for the aseptic area is that practical
process simulations, including manual interventions, are carried out
under the supervision of qualified trainers/QA and are followed by

personnel monitoring as training verification.

H’J%i& I CIEHPRIGIZER STV 720 (not explicitly required)

2, R Y 7 OUEEB OYIE OB MEMRZIL, EkOH Dk
V~T~/@x@%mk°\«¢17w<mﬁ b FOFITEDEME
%%M®W)KI7TD?XA@ME%EU%&%&7DtX-V
= b—1 3 > (practical process simulations) 7233E(T 4L, ZAUITH]

XX, PL—=V 70 GUE: kED) MEBELT, GlE: ==
2V rO) HMEFICL D=L ) UM ThND 2RISR

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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TETIE, R - APSICiES T | D,
%) ALy 7 OBEEFHESO
TNRT DI APS ~D AKX
TDBINZHOVWTEKLT
WD, APSs  GRIE : pliZh#ED
APSOZN) (X, HEEE D
B O EREREC b EHi hbor7rntR vIalb—yarEEBc (72721 APS LA

BTN B 7)) BROGMTT) FATT20ERH L0, £k b APS NITHEA
TEL0EERL, TNOZYMZELLT 200 E 2 00, &3
Kot EICH D,

It is at the discretion of the respective pharmaceutical company to define
and justify whether these process simulations need to be conducted
separately (but under similar conditions as an APS) or can be integrated
within an APS.

Does every employee have to

perform every manual

intervention in APS in order to | 1t is important that the representativeness of the activities to be

be qualified or requalified? performed by the trainee for the actual processes is justified and that the

simulations cover each critical activity to be carried out by the respective

ié‘f*%(/)lﬁ(?'h FITER
FESET 2120k, 2TofE
WEN APS TATOE b FEEO T 1 2Tk U THHEAE (trainee) NEITT D777 4 BT
Dt N DO A{EEWER F4T77 A DIRFEVE (representativeness) 73 1E 4/ X4, il # DUEEE N FAT
2 WEEN & % A0 THREERFEHZS I 2L —a VB, IAR—=LTWNDE I EN
HETH D,

employee.

Equivalent representative interventions can be grouped for staff
qualification. All operators should perform one intervention per year

from each group of equivalent representative interventions.

AR 7 ORG24 5 7212, FSEOREMN 2 b OME
. IN—TT 5 ERFARETH D, B TOEERIL. %D
RER2E ENEDEK T N—T MBI 1 BOE FOA E (R
0o BigEEEY) FITTOLENRD D

FUCA T, ERICRIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame s rustams
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4.5 Production and Specific Technologies (Annex 1, Chapter 8) 47 L & E D H T
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Q&A

Para.

s Questions Z [ Answers [B] %
14 8.36
& Sterilisation : what are | Initially each loading pattern must be validated.
8.38/ | therequiredloading |y fu—F (LSO AS L RN T M BBER DS,
8.39 patterns for initial and
periodic autoclave Re-validation of each loading pattern must be done annually.
(re-) validations? FO—T 4 T DONRE = OFNY T = a UiE R TR T R
W pEB L, | PR,
B A— 7 L If a suitable worst-case load (the same material, same loading pattern, same cycle)
=7 DAV T == | for re-validation (backed up with data) can be identified, not every load of this
v (REEAY T material needs to be re-validated. A theoretical reference load is not acceptable, as
—vay) TR 8.36 states that “each type of load” needs to be validated.
B s =y (m— \ \
e HL, ANV T—vay (FT—XTONRY I T v ) @ LIz —A Nr
T AT e NS — i ' -
. —ADH0r— K (FUWM., FCAER/NZ—2 [T VIR
) . CoRER D = F (R C#dn, (6 C A ‘5% iH;IFI\LbL/rfD BN
= REE AR 2EWT 7 BWETELH:G. 208 o~
DT BH 2 Hov— N “AfE & Wt 5) ZRETE H5A oL/ 2k
TOBMOIRELFANY T — M D MNETRV,  836HTIRARTWND L9
2. Teach type of load (%%« O | 2NV T — M HUENH
HEHEINTWD D, B EOHAEL 72 2 AMTEIE (theoretical reference
load ; iRk LR —F 4 7« RE—LDOEKRTHS ) ITZIT AL
R0,
&A | Para. .
Q Questions & [ Answers [ Z&
No No
15 8.63
Moist heat sterilization : is it Yes, routine (or periodic) validation should include tests providing
expected that routine re-validation evidence that the positions used for temperature monitoring

includes a temperature mapping for | throughout the sterilization process are still representative of and

systems where steam in place is correspond to the slowest to heat locations during sterilisation.

used for sterilization?

BEAGRE: EHNAREANYT— | X, TORE Yo AOIRE 7 0 ALK Am U CRET
voa AR, RIS AERDME A =XV U TIERHENAALEN, IR E L CIE gL

SNDHVATLAORE~Y YV | BDigbEBVVMIEZRBRLTEY . ZUHIG LTS &
TNGENDZ ENIFFEIND HEHHL AR T AT A N A SO ANERH S,

72

ZTOWY ThDH, HER (&) N F—va 12

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
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&A | Para.
Q ara Questions H [ Answers [B] &
No. No.
16 8.128
Is the sterility of the Opening a sterile, closed system should be avoided whenever possible. In
product-contacting general, a closed system that needs to be opened should be re-turned to the
surface of a closed system | sterile state by carrying out a validated sterilization process (if required,
ensured if the system is preceded by cleaning).
opened in a cabinet with HOBB S AT MBS T L%, ATREAIR Y B B & T
lami irfl LAF)? . " —
aminarairflow (LARY? | 7 —gitoic, BANCT 5 05 B BB A 5 LI, (WIS U
H LY AT A, Bt | T, ZORNCEE bz T-o ) N T —v 3 VRSN E T a A
DI (LAF : laminar (validated sterilization process) % F{T L CHEFIREICR T XETh D
irflow) Z 6>, F v b o .
afr ow) &b ! If a sterilisation of the system after opening is not possible, the system’s
F > FATHAIND . . . . .
) opening could be performed in a decontaminated isolator (provided that the
DTHIE, ZOMRE | . . -
introduction of the closed system to be opened or relevant parts of it into the
AT I (closed . . . L
} isolator does not compromise the isolator’s decontamination status and can
DB D
system) O Reh RS be considered covered by successful APS).
PEITRESR ST
B H L. Bt (after opening) D AT ADPKEE (sterilisation) 73 AJHE
ThHEBIEX, Y AT LAOBENL, BREENZTA VY L—4 A
T“ﬁii&ﬁ‘if‘%7 (AL, BB SN DM AT L E T2 D
BIEI 2T A VY L—Z ZTEALTH, 74 Y L—F ORPENEZ
bﬂfib N EMGEETHD)
Opening the system in an LAF with classification A and background B
could possibly be an alternative to the isolator but rather to be envisaged in
exceptional cases only as the risks of introducing contamination from the
environment are higher and require appropriate consideration and risk
mitigating measures.
HEES T2 ATHY, oy 7790 8 OFSEZ 7 A B
» LAF (Bit&it) WTYATLAZL Z &iE. 74 Y L—2 DA%
MERDARMELZ S o TWDHA, BREDLOIHRENFFHIAEND Y A
IR LV EL, ﬁ@ﬁ%ﬁ&927ﬁﬁ%ﬁﬁﬁfbét%\ﬁb
AENEIRGEIZDHRMEIND D TH D,
&A | Para.
QNo. ;l:.‘ Questions & [ Answers [a] &
17 8.128
Are non-aseptic connections al-lowed to be carried Yes, such an approach is possible, provided that
out for coupling closed systems if a sterilization cycle | the SIP process used is appropriately validated.
(SIP) occurs prior to use? O GFATERLD) |
H L. EHRNCIE Y 7 v (SIP : 3RiE R SNA SIP 7 at AREYINI Y F—
Sterilization In Place®B&FC 22 ?2) 1T 9 D TH il FENTWHIUE, DL 7T 7V a—Fi%
3, /=X RRV AT LEFHEEGT DI | AIETH D
MEOBH A FATT D2 LITFFSnDn?

JRSCAVEHET, IEfECHN
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aseptic connectors
purchased from
qualified suppliers
permitted as suitable
strategy to connect
sterile equipment to
each other and may the
end-user rely on the
sterility documentation
(sterilisation validation)
provided by the

respective supplier?

WIS S 7
BT T A hBHEA
L7z THEERRRE D

CEEREMEIEIC L D
axy 7 ) OfFEH
X, HER OB A A
HACHEE T H 720D
W) 72 kg & L CREF
A ENTND N ?

Fm, =y Ka2—¥
—FZEH T T AN
TR 2 O SGE

RE N T =13 V)
ZEFE LTS L0

&A | Para.
Q ara Questions H [ Answers [B] &
No. No.
18 8.128 | Is the use of sterile Provided the supplier of the aseptic connector in question was covered by

comprehensive qualification activities and the validation package/data
provided by the supplier for the connector (e.g., validation of the gamma
irradiation process, data on microbial challenge tests, etc.) have been checked
and found to be sound, the end-user can rely on such data, but must cover this
equipment and its handling during his manufacturing process APS activities.

See also paragraph 4.6.4 on single-use systems.

THEHMOMmRE a7 2OV T A A AIERY e B MRS Bh o
BLipoTEBY, ax7 40V 7 I74vnbitfianiz )T -3
e Ry lr—=U Tk (Bl Ao~ BB T A0 F—
va v, MEMARNRBROT =472 E) BFzv 7SN TnbHIt%
S LETH D,

ZLT, TINMEETHD (tobesound  FiE : BHFAURILICIES X, L
S0 ELIERILE o Tn5) ZERNHA LGS, 22—V —ik, 2D
T—HEEETE D, IZEL, BET me 20 APS [FHPIC Z 0k
B ZDIRYVBNZONWTHIN—TDMERD D, HEMEH AT A
(single-use systems) (ZBH32/37 777 464 LB INIZ0,

If single-use connectors that are sterilised by the end-user (e.g., by
autoclaving) are used for coupling sterile systems, this sterilisation process
must be validated. It must also be ensured that single-use connectors are
suitable for sterilisation and that the latter does not impact their functionality
or integrity (e.g., by causing the material of construction to become more

porous).

H Loy Ra—HF—n (F—h7 =772 28D BE L HA
O a3 2 2 WE S AT AOHKEIE T 2% (for coupling sterile
systems) O THIUL, ZOBPE 7 r A2 N F— N HLEND
V. InO%E GUE : AROBEER O 2 %7 #) OEEVEDR T OEREIC
WREGZINIE B2, EOEEMEIOZ LB b Z5 & 2T
ZLIZEoT) ZEERRAET HDMENDH D,
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acceptable to introduce
small amounts of
product or cells into a
sterile closed system
with a syringe fitted
with a needle through a

septum?

7% L (septum :
[FEE) 2@ L CEEA
IO fHF BTz s
wmaeHL T, &
DR E T 130
% MG OPHEH R o A
TAITEATH L
PR END LEX
HIVE TN

Can the system be
considered closed after

piercing of the septum?

W L2 o A BR U 72

%, VAT AIZHLC
TWo ERedZ &
MTEETD?

Q&A Para.
No. No. Questions H i Answers [a] &
19 8.128 | Is it considered Such a practice should be avoided for aseptic steps, as piercing a septum with

a needle is to be regarded as a breach of the sterile barrier. In aseptic processes
where the above approach is used, measures must be taken to re-design and

optimise the procedure accordingly.

S CIRBEZ ZE &I Z LIXMEREH AN Y T OE E B2 END T, HEH
AT v T TRHEOL I IRITAITRT & THD, LERRoT77Te—F
DEHESNAME 7 1A TiX, ZHIUE U TRIEE FRkEHS LU0
LT 27 DORELH L DLERD D,

If the process concerned cannot be improved and adapted immediately,
consideration should be given, as a temporary measure, to minimise the risk of
contamination, as to whether the syringe should be left with the needle
inserted in the septum after completion of the material addition and

appropriately secured in this position.

MY LT at A% ICUER L OIS TE WIS, EROY
27w/ MRIZINZ D 720 O—Rpp 7 fliE & LT, MEIORMAE T
Licth, TERSREZE T X DB EZFA LI EFICL TR RENES
DERFTHHERHY . ZOME CHEICEETHXETHH

(appropriately secured in this position)

In addition, it should be considered that the top of the septum (prior to
piercing) be protected by a sterile film, which is removed just prior to
insertion of the syringe needle to reduce the risk of contaminants on the
septum surface entering the process and avoiding treating the septum with a
disinfectant, which may also pose a risk of contamination of the product (by

disinfectant residues).

I, BT L0 B (FHIED ITEE T L ATHREINTND
L EBETOVLEND D, WE T 4 VA BT X AREOIGIY)
BERT ot ABAT LI A7 Z8T 57010, EHEHEZHAT S
BRI BRE . B 77 A2 HBHCTRET 5 2 L 2l 5 & TH
%o MHFEAIOREMIZ X 2R OEGO Y 27 48T 5 ATReMEDN &

=

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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&A (Para.
Q ara Questions H [ Answers [B] &

No. No.

20 8.128 | Is tubing welding Welding equipment and processes must be qualified/validated. If such
considered a suitable processes are used in sterile or aseptic filling processes, they must be covered
strategy for aseptically also by APS.
connecting eqQUIPMENt | yebtiei b o ot A LGOI, Y T SN BEN D 0
parts maintaining the F. ZDEH AT O ANEEE L ES R T 0 A CE SRS

1 tatus of
closed staws ofa B, TRH L APS DRIGL R B LERDH Y ET,
system?
However, as tubing welding processes are both less monitorable and entail
risks of undetected integrity deficiencies, such practices should be avoided
Fa— T, v and more reliable systems should be used, which should be taken into account
AT LDOFSHIAES | when-ever possible already during facility and process design.
HERF L 7273 DR ARED . S g P NN
T*M*;)wﬁ“ EEL, Fa—T OB O RIE=S Y IR LIZDOT, B
L | SRV SERIEAND Y A L5 12, 2055 RATA T,
%72 ORI 2Rk
o Li*?” £ O RO AT D HIIT B LER DY | UL L O
S X HIVETH? . " .
AT e A DRI TR ALY B AR CH < BEA D ) £
&A | Para.
Q ara Questions H [ Answers [B] &
No. No.
21 8.129 | Closed systems: in case | Whenever possible, the integrity of critical single-use systems should be tested

of using single-use
systems, can system
integrity tests
performed by the
respective suppliers be
leveraged without
having to carry out own

tests?

7 —X R
BNETO AT A%
254G, mA
DT A b xEfEdd
2, BV 7T A4 n
i 5 AT L5E
BT A N EIFHT
SRV

AT I

by the end-user on site (i.e., before use in production).
It is acknowledged that such an integrity test, e.g., by means of a pressure hold
test using an inert gas, is difficult to establish for small single-use

bags/containers and is also only reliable to a limited extent.

AAEARIR Y |
LoTHET (DEY,
BB,

Bl ZIE, RIEHES A % T 5 E IR £ 520 & 5 fese st
R, IO NET Sy 758 ﬁbfﬁvéé@mﬁta
ERONHEATLAMEETE RN L BB RTINS

ﬁ%t%@ﬁmyx%AmﬂAﬁm Ty Fo—H—
HEHBR CHEAT 5 WZ)TX\Lﬂé%Q

However, the decision in this respect must be justified by well-founded
measures and considerations, be verified by risk assessments and must be
included in the CCS.

72720, ZORIZET HWEIL, o ITHBILO B 5 %R & B H
Ko Ch Emaméwwm%»xn U A7 G-l X - THREE S 1L
CCS IZHAIAENIRIT T B 720,

The possibility of relying for single-use materials (such as bags) on integrity
test results provided by the respective suppliers requires a detailed assessment
of the situation, taking into account, among other things, the criticality of
possible integrity deficiencies on the manufacturing processes/product quality

and their detection probability during the process.

KV 7T A YT D SRR R, O TR (single-use

JRSCAVEHET, IEfECHN
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materials ; 72 &) IEHFT D ATREVEN H B A1, L 0 biF, &R0
mE L 7R APOREHERICOVWTRE o XA TR VG5 7%E
PEXKaDEENM 2 B LT, R EFFANCRI S 2 613 D 5

The adoption of integrity results from the vendor requires an in-depth

qualification of the supplier and must also take into account the risks of sub-

sequent damage to the single-use material during its delivery and installation

in production.
NS —
KMERFM (in-depth qualification) N MEETH Y | Fiz, B L OEHET

DRREFIEETHER Z D%RBEGT 2V 27 HEE L2 T L
BN,

Mo DOEERMEORERZRHAT 211X, 77 A Y OfE 22

Q&A | Para.
Questions & [ Answers [a] &
No. No.
22 8.134 | Single-use systems: what are the | The supplier assessment should be understood as a comprehensive

expectations placed on the
assessment of such suppliers and

what must it comprise?

HE[EE ] o AT A

TD XD TN T T A Y O
PERFHIC X, E o & o 2 s
NEFE SN TND N

E72, AT ARG D D
BN D07

qualification of the single-use systems (SUS) supplier.

This assessment/qualification should cover not only the supplier
delivering the SUS but in particular the SUS manufacturer (or each
relevant manufacturing site, if the SUS in question is produced at
several sites) as well as any sub-contractors involved in critical
services or processes (e.g., sterilisation of the SUS).

The supplier assessment/qualification should be carried out in
parallel with the evaluation of the SUS material and should play a

crucial role in the SUS selection decision.

T 7T A ¥ OB, EOREEH 2T A (SUS) O
7T A ¥ OFER 72 E SR (comprehensive qualification) &
LT 2 RETH D,

Z DR, kS R (assessment/qualification) (£, SUS & #fAA
T LY 7T AXIETF TR, FRC SUS RS ¥EE (F72i3. Y
% SUS MHEHOHA TEESNTODEAE, Mg 550
ERLR) BELOTGESE TR (sub-contractors) & E7- /R ET D
VEENH 5,

V774 Y OBHRIEORETE FBEL, SUSHEOFHI & AT L
THITSNDRLENRH Y | SUSEEEDIREITIUN T HEREE
ZHO LT HIRETHD

For all SUS that the end-user intends to use in his manufacturing
process and that will have direct contact with the product,
intermediates, process solutions or starting materials/raw materials, a

Quality Agreement should be concluded with the respective supplier.

Ty Ra—Y—RNZORET oA THATLZ L EBRL
o, £ LT, TR, o AR, £ EY
B TRRE & BT DT DX T O SUS 12OV TIE, £h
ENDY T T4 % & NEWE (Quality Agreement) 4 #fifG o~ X
Thbd,

This Quality Agreement should cover the SUS specifications as well

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
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as quality relevant service conditions (e.g., requirement to
manufacture SUS in cleanrooms) and regulate, among other things,
the terms relevant for the notification of planned changes and their
approval by customers, the procedures in the event of major/critical
deviations impacting delivered SUS, the terms in case of customer

complaints and the oversight responsibility for sub-contractors.

ZOSEFRIE, BIEEH AT AOHIK (SUS specifications)
BOSHE I\ CBEES A — A% (7 ) —2b—AT SUS &

FET HEMR L) 23— 1L, L TRITIROFIIZOWT
Bl _&ETh D
-ﬂméhtwm$ﬁ@ B & BRI K DR

A SN DSUSIZEEEE 5.2 5 & 5 iR/ Bmn
(major/critical) 723MENFEA LI E DO TFNE ;

RS OFEE  (customer complaints) 233 o 7oA DSRIA
KON
NS5 23 (sub-contractors) DB BT,

Supplier qualifications must include an assessment of the supplier's
quality systems, a com-prehensive review of all relevant technical
documentation received (incl. for example drawings, documentation
of components used such as filters, aseptic connectors, tubings etc.,
certificates and validation/study packages), and audits. It is expected
that audits cover all systems, relevant processes and control strategies
(e.g., sterilisation process and its validation, subcontractor
qualification, etc.) considered critical for the respective SUS and
these contents must be comprehensibly documented in the respective

audit report.
V77 A Y OBRMERHHIZIE, ROFHEZGLNETHD

VT ITA YOGS AT LAOFM (supplier's quality

systems) 5

« SZfH L 72T OB SCE (all relevant technical
documentation) DEIFEI L E = — (Fl 21X, XM,
T AN ﬁmzz/&\%1~7ﬁ£@@m:yﬁ~
2 hOE, FEE (certificates) MUY T — g )/
WAy =V ET)

- BE3 (audits)

FOAL, He OHEBEH T AT ACOWTEHEEL EZ L

5, BhET S 7 o A OVEBLEE (B2 0E, HiE 7 e A
LEDONRYTF— g FFEEE (subcontractor) D k&S
7RE) BEDRETHY . OFONEIL. FOEx DEA
AT T, AR LT AUE R B 720,

FUCA T, ERICRIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame s rustams
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Q&A [Paragraph
P Questions H Answers [B] 2
No. [No.
23 8.13 What aspects should be taken Acceptance criteria should be defined taking into account the

into account by the end-user
when determining the
acceptance criteria of the
respective SUS and in which

form should they be specified?

TnENO HEWEH 2T
L (SUS) DFFRFLUEA IR
ET OB, = Ra—HF—
WL ED LD 72l & B RES
DV D DI

Fm, FNLIXEDOL S
E (form) THRET HHLH
W BN

intended use of the particular SUS in the manufacturing process, the
criticality of its use/impacted process, existing process knowledge, as

well as available SUS experience.

E$?$¥Qﬁ (acceptance criteria) 3, *'Jﬁﬁ AlHE7: SUS ORI
Tl WETmERITRT D REDOHBEEN AT 4
(mm)@@mﬁm BEIZAN, ZOERATD W%z%ﬁ
D7 AOEENE, BEFO T vt 2 iz ZE L TE
HILEND B
Acceptance criteria should encompass quality aspects (e.g., sterility,
biocompatibility, visible particles testing by compendial method,
integrity tests, certificates, etc.), functionality (e.g., inserts and
components required, temperature resistance in operating range,
autoclaving or freezing resistance, chemical compatibility,
substainable pressure, packaging requirements, etc.) as well as
validation/qualification requirements to be fulfilled by the SUS and

its supplier.

A%E‘\@ . RERE (BIXEENE, AREAYE, AEEIC

L AR, SRR, FERTERR O, BEREME (1%
X, BERA Y — R (inserts : fRIE : A A=V ARH) K OR=
AR—22F (components ; FERGH AL ?) | HEEAHIIHPN T O
M, A — b7 L— 7 F I3 H'I]ﬂ*f LS, PREF
J+-7)_(“substainable pressure” ; FRIE : JFLOD “substainable” &5
HAZEIFFEEC/A(E L 22V DT “sustainable” & L7z) | @libgiff7e
L) DIFh, SUS &EEDH T A VAT~ & A E 2
L EENDNEND D

According to Annex 1, paragraph 8.132, the use of SUS and the
associated risks should be also assessed as part of the Contamination
Control Strategy, taking into account the fragile nature and potential
complexity of the SUS in question, possible interactions of the SUS
surfaces with the product, risks associated with manual

operations/connections and risks of holes or particle contaminations.

fHEE 1087777 8132 T IckiuE, SUS offf L%
AUCBE S 2 U A7 b E7 (GYAE FRRIE O —& & L TR
TRETHY, ZTHITIE, BEOMGE LTS HEREFEHY
AT I (SUS) Dffeggik L TEM e ik s, SUS Fim & &R
EOMEANER, /ML (holes) LRI F1ED U A7 OATREME S &
ENs,

The resulting conclusions from these assessments and any risk
mitigating measures should be taken into account, if appropriate,
when establishing the SUS acceptance criteria and the expectations

placed on the SUS suppliers.

To comply with the requirements of paragraph 8.138, according to

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
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which the conformity of the SUS with the approved specification has
to be checked upon good receipt, the quality requirements should be
defined in a written specification (including or referencing a

technical drawing of the material).

ZTNHORMIE, BXONDHETOY AT KRN 45D
NoHkEmmIEL, b LENREEI b D TH Y | HEZifEEH
AT L (SUS) OFFFHIBIEHE NS ST T, SUSOY T
TAXYTHRNHRD D THIIE, BEOMRLETRETH
%, (Annex 1) /3T 7'F 78138 OEAITHENLY 511,

KB ENTRICKT 2 SUS DmiatEE . =i AN ICHER
THMENDH O | MEEEEEIC LD HOBE LM
O A2 Fie, £2IEBRT5) THETRE T A,

The other expectations regarding the functionality of the SUS or the
expected validation / qualification/study package to be made
available by the supplier and to be agreed with the supplier, can be
defined in another document, such as a SUS user requirement

document, an annex to the Quality Agreement, or similar.

SUS (HREIEM T AT L) OKREICET 2 OO, *
TV 77 A Y FIHAREICL, L CH T 94 VP EEET
LFEDNY T —a v YR, P DRy =
I, BIOCETHET D2 Eniks, HlxiE, SUS =—¥
—FE SEWE (Quality Agreement) F721d, [AIER7R S
ETH D,

user inclu-de to comply with
paragraph 8.138 & 8.134?

Jpse

% 8.138 THIS LUV 8.134
HICHEIL T 5 121%, = K
Z—F—TO AW
%GB MTEND DN 2

Q&A [Paragraph
S Questions H [ Answers [B] &
No. No.
24 8.138 & | What should the incoming Due to the special nature of SUS and their delivery in packaging that
8.134 goods inspection at the end- serves to protect them from damage but does not allow for a full

visual inspection of the materials, the scope of a feasible routine

incoming inspection program upon receipt is generally very limited.

SUS (HEIEM T 2T L) OFRERRME & HE» DIRES
LHE 2 RI=H O OB OEAeR A HMRA D TS R 0ie
THIE SN DT, AR FAT ATRE R E M 2252 A M 7
17T AOFMIE ISR SN TN D,

Immediately upon receipt, in accordance with paragraph 8.138, an
initial documented inspection of the shipment should be performed,
consisting primarily of a review of the documents provided by the
supplier, a visual check of the integrity of the outer packaging, label
printing, and a reasonably cursory verification of the con-tents of the
shipment (without complete unpacking of the SUS to avoid the risk

of damages).

ZEZRE BT, #8138 HIZE-> T, EIZY T T4 vinbig
rani=EO V2 —, AFEOREHOBERTF = I, T
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~UVHIRL, A NAEOAEIIZRK E 0GR (RE O G 4 ik
57Dl SUS ZSERIZHIRT 5 Z Lk L7evyy) 2179,

On the basis of a positive result of this first in-coming check, the
SUS can be released, allowing its transfer to the production area to be
subjected to a more thorough examination. This examination must
consist at least of a deep visual inspection of the SUS by qualified
employees according to an established procedure, and the results of

which must be documented as part of the batch record.

ORI DO ATHRE THENRERNG O L2
T, SUS (HEfH 2T 4) Zi#EA E T2 (canbereleased) = &
MNTE, SUS ZAET Y 7VITHE L TH Y RUER A 4=
D2 ENTEDLLIITRD, ZOREIR, LSz FIHE
IZit> TEOBAHEFEBICL D SUS HEFEHT 2T L) O
IR e AR A T 7 < & bR S, ZORERIT Ny T
FERO—IR L LT EL LR T IR B e,

The visual inspection should include verification of the compliance
of the SUS with approved technical drawings, the presence of gamma
irradiation points (if applicable and as evidence of the sterilization),
and a visual examination for integrity (e.g., inspection of the welds,
connectors, absence of critical scratches, etc.) as well as for the
absence of particulates. If technically practicable and indicated, the
integrity of the single-use system should be verified by means of a

pressure hold test.

AR IZIX, SUS (HEfEHT A7 L) DA S 7= Hifi
ICHEILL TV D Z & ORGE (verification) | A >~ R EH & P
(gamma irradiation points) DIFFE GZUT 2856, K OWE Ok
e LC), L Tatto Blms (G, 237 X Ok
T, OB L) | FR LIS, RFOBEN T L ORMERNE
FNHRETH D, HIZIATIRTHD . ORI
TWAEEIEL, W T AT LOZEEMEEZENRET A b
IZR > THEET D ENRH D,

some study or validation data
provided by SUS suppliers
(e.g., validation packages incl.
sterilization or material
chemical and biological
compatibility data) are
incorporated by the end-user
into his own assessments with-

out the need to carry full

Q&A [Paragraph
P Questions & [ Answers [a] &
No. [No.
25 8.134 Is it considered acceptable that | When looking at the wording in the paragraphs on single-use systems

(SUS), it can be concluded that Annex 1 allows principally the

adoption by the end-user of data received from qualified suppliers.

HiRfEH 27 A (SUS) BT 2B O EE D L. (8
RS, BRI A Z T TV DT T T A Y BZIT R
ST =40, = Ra—YP—ZXHEMHEHF LTS Lk
AT ENTEET,

However, this requires that the end-user confirms through a detailed

review of the respective documentation that its contents meet the

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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studies/validations on his own? | user's standards and that the conditions used by the suppliers when

SUS CGHEIE S 25 2) O generating the data are representative (or worst-cases) for its own

T T4 BRtEEND
—EOWGET —H F 1IN 72720, ZhUZiE, =y Ra—H =% K& o A b O
UFr—vay - 7—4%,;,2 | ZLEa—%2@L T, TORNENZ—VF—DFEEL G- LT
FUZITRE H D WEIMED | WHZ &, BLOT—FERRHZT 774 vMEH L= &0
{22 R OVERRE AN | DEHOEBROAEZRETI LD (FEFV—A Mr—2
BETe) (X, BRI E | OBA) THLZ L E2MRTHILERD D,

Lt oz LR, =K
a— = H G OFAM I
BIATe Z LTRSS ND &
EZONDN ERHA
SR F— g U TAHT
1T95HDTHDDN?

actual production conditions.

The extent of the end-user's own studies/verifications or validations
activities depends on the representativeness of the supplier data, the
criticality of the in-tended SUS use in the process, established control
strategies at the end-user which allow detection of possible SUS
deficiencies (e.g., pressure hold test, extensive program of micro-

biological testing during the process), etc.

T Fa—HF—HEHO, FE/MER (studies/verifications) F 721

NYF = a EBOHEIT, U TOFEHICL > TEA SR

2

O ZDOV7TT74XYDT —4% DINENE (representativeness) ;

@ V7 I7A Y OT— 2 ORFEME;

® TrEANTOEMINISUS HEHEHL 2T L) O
fefi ] oD B B

@ = Ro—— TN S AU72 il kS

For example, an end-user operating in the bio-tech area must verify
with own studies or assessments whether possible leachables emitted
from the films of a single-use bioreactor can negatively affect the
growth of cells and it is also the responsibility of the end-user to
verify or provide data to prove whether absorption effects of its
product on the SUS surface are possible, resulting in an impact on
product quality (see para-graph 8.132, «...These risks include but are
not limited to: i. the interaction between the product and product

contact surface (such as adsorption, or leachables and extractables)»).

BZIE, NAFT T /a5 B TR ATy Ra—F—

. HEEHOARAL A T2 2 —0D7 4 L A0S S5

AIREMED & 212 H W D3 MK o0 BEIE | C R B A KA 3 Rl REME DS

BHBHIE D INEINE OB E T2 LFAM THERR (verify) 3 2 M3
N0, TOBEO SUS i ~DOWINHE, S EIE
BERNETNEIDEHRLTHZ E1E, = Ra—%F— (R
o RERAE) OB THH Y ET,

(il 21X, para-graph 8.132% &M «...ZNHD Y A 71X, RO
EORbONEENIN, ZNLETIREIND O TR

Vo d B S R EERE OB O EAER (WA, ERM
W L) »)

When SUS are used in the sterile production, it is mandatory that

they are covered by APS, as required in paragraph 8.139. For cell

culture (or fermentative) processes, the end-user should evaluate the

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
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need to perform a process simulation before starting routine
production to confirm the suitability, integrity, and handling of the

SUS equipment.

SUS (HEIfEH 27 L) PEEEEKLOAEICHER S8
A, 8139 IHTEREINTWS K HIZ, SUS 75 APS (MR-
HBICEd7atR v Ialb—ay) THR=END I ERN
HDOEMTH D, MIREE (L7138 E) T rE 2054,

Ty Ra—HF—ik, BEMNREEZRETHICT ek A -

VIalb—ya ryOFATOLEMZFM LT, SUS HEE D
AVE (suitability) . 554 (integrity) . HX Y 4%\ (handling) %

BT DME N DD £9,

their own extractable studies or
can they use the supplier's data
and when is it necessary to

execute leachable studies?

Ty Ra—HF— {3 E Ol
A (extractable studies)
FATTDMEND D)2
TneEb 774 Yo7 —
S HAFHTE DD

F72. RHEFA (leachable
EIRITT HMEN D
D DA T 5 02

studies)

Q&A |Paragraph
No. No. [Questions & [ Answers [0 &
26 Do end-users have to carry out | Most SUS suppliers provide comprehensive extractable studies

packages to end-users. In recent years, efforts have been undertaken
by international industry working groups to harmonize and
standardize the conditions for extractions and analysis of
extractables. Additionally, many suppliers also provide certificates
covering the product contact films, e.g., Biological Reactivity Test in
Vivo per USP <88>, Class VI.

FaE @ SUS (HEIHT 2T 4) O 774 ik, oG 72
HAREZ2 W 9E Ny r— V% = R —H— 2 L T E

T, UM, [EERNREREERSIC K 5T it L O%hH
WD S E TR S, LT 20 AT LT
T3, FIZ, <DV T T A XL, USP<88>, 7T A VI I
FoS < ERNA FOGTERBR  (Biological Reactivity Test in
Vivo) 72 & BULEEL T ¢ Vv D S—F HREHE SR L C
WET,

It is expected that based on the package of extractables data obtained,
the end-users evaluate the adequacy of the data provided, potentially
“add together” data from different SUS components, and define the
need for additional extractables studies to simulate process-specific
worst-case conditions and perform health safety assessments, as

appropriate.

BoNT T — 2 Oy r— I HEDSNT, = Fa—
F—ix, RS T — X O AT L, Bkx 7 SUS =
VIR—=R Y IO OT =X RN TR L, v a2
—a DD OBEMOKE SOV EN A ERKT D &
DHIRFENES, Trk AEHAOREORT AR L, L3
(i U CRERRZ MRl &2 AT L £ 7,

The decision to carry out leachable studies with the respective
product is usually based on a comprehensive evaluation of the
possible risks of administering leachables in doses that may be of

concern when using the respective drug product.

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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FNZENORENZ DWW TR HFAA (leachable studies) % FEfiti 3~

DE D IMOWRFEL, EH, 2 OEIEZ AT 5 BRI
é\éhéT%ltF(D% METREMEDE 2 &5+ 55512
AHN% VA7 O RFHEIZ A SNV TIThbhE T,

In addition to the results of the extractable data and any resulting
safety assessments, the decision regarding the need for a leachable
study should take into account the route of administration of the
respective drug (e.g., oral, parenteral, subcutaneous), the dosing
frequency to a patient, the use of the respective SUS in the process
(e.g., use in early or late manufacturing step) and the contact time of

the process solution/product with SUS surface.

W) D5 — H  (extractable data) & % DFEHAG B D MR
MOFEFITINZ T, RHEPEFRA (eachable study) D ZEIZ RS
TORETIE, ROLIBRREBETDILERHY T ;
ThENOEROEGREE (O, R, KTRE) | &
H DG (dosing frequency to a patient) . =D/ 12 AT
O] % OELEIEH > AT I (respective SUS) (Bl 21X, #1H1&H
LWVEBHORIER T v 7 TOMH) ROB LT vt A%
/Wi & SUS SR Oz,

Based on an assessment of such aspects, the company may justify
that no leachable studies are performed for products that are still in
the clinical phase and/or are only administered infrequently (e.g.,
vaccines). Since extractable/leach-able studies are part of the filing
dossier for marketing authorization, it is necessary to align the
strategy with the requirements of the marketing authorization or, if

necessary, with the respective regulatory authority.

2O LX) RS OFMICIESNT, T, FEERBRE

\ZH 2RO RE OIS S e RS (FlAE, v
F ) A OW TR MO FEII T hiL TR & EXS b
HAREMNH Y 3, TO LS et R O A IR
TEARRO IO OREHEFH O TH D72, HRIE & I AR
OB A THHET D0, BRI U CRIET 2 B Y
JREFHET DNERH D FT,
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Q&A  [Paragraph
INo. INo.

Questions Z [ | Answers [ &

27 8.80 Is it expected that Annex 1 encourages an additional filtration through a sterile sterilising
there are two grade filter, as close to the point of fill as possible. The installation of such
redundant sterilizing | a redundant sterile filter significantly re-duces the risk of a product quality

filtration steps in the | impact in the event of a failed filter integrity test, which is why this risk-

process before minimising measure is to be considered state of the art process and should
aseptic filling? be used especially for new processes.

MEBRIELICED | (FEHE 1 Tt E‘EiE*”FJT IZTEDRETENEATT, BEZ L—F
FERIOTmER | O7 4 VZIZ L DBEIMONEE %ﬁfbfwii ZOXDRILE

T 2BETOY A ‘|‘§£%%f:’@f:‘(ﬁ§274w§7®ﬁig 2LV, 74 FDOERET A
VEURNDAT | RBREE L R o TGEICRBEOWEITEEE 525 ) AT RK
7 OLEMERT. | BICBBENET, T, 20U A7 ZR/NNRICIA 5 FB
" AD R ﬂ;;mlgu'”a)/mﬁxkyﬂoc‘:n Bl LWt 2200 T
TyT) WHHT | L ERBMEHENDRETT,

ERHIRFEND

The risks and impacts of filter integrity failures of pre-fill point sterile
7

filters should be assessed as part of the CCS evaluations and the decision

not to install a redundant sterilising filter be justified in the CCS.

I A8 & T O MR 7 4 V2 DT V2 EEMEARHE S (filter integrity
failures) DU A7 L 2T CCS FHio—¥ L U CEME S5
ThHO ., IUEMEFFZETIEH 7 4 L4 (tedundant sterilising
filter) ZRX{E L2V & DOWRIEIL,  CCS 2RV TRl py I Y LD
B (justified) 235X TT,

Even in the case of using two sterilising filters, any filter integrity failure

that may have occurred should be investigated.

2EBDWEM 7 A NV Z AT 256 TH, 7 4 /0 F OFENFE
BELTAEERH D DT, GUE: Zhass Lziacd) A d
LB DH Y ET,

Q&A  |Paragraph

Questions & [ Answers [B] &
No. INo.

28 8.83 /8.84 | Paragraph 8.83 makes reference | Relevant guidance can be found in Ph. Eur. 5.1.1, paragraph
to the relevant Pharmacopeia “Membrane filtration/Filtration effectiveness” and in
requirements in relation to the guideline EMA/CHMP/CVMP/QWP/850374/2015.

validation of sterile filtration of B3 4 4 4> Z1F. Ph.Eur. 5.1, /<575~

AR/ AEOEINE] | ROHA KT A >
EMA/CHMP/CVMP/QWP/850374/2015\Z 50k S LT
F7,

fluids. Which paragraph of the
Pharmacopeia should be

considered for this purpose?

8.83 THTIE, MWIEDOWE Sl
ORRFIE B % F 5 /7 A
WWEMLTWET, ZoOH
DT HIcE RO P ok | AR, KOS nD 7T —5 /THEICSNT
BEETRETL LI iZ. PDA TR-26 NEIAD HiIHE] (IZ bRl STV
ENR

Useful details and expected data/methods can also be found
in PDA TR26 “Sterilizing filtration of liquids”.

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
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risk assessments
should be reviewed
regularly”)?

How often does the
risk assessment need

to be reviewed?

23 EHARIIZ L7
SHETH (T
oo U AT G
IREMIRIC RE
NoHXETho
Ny ?

U 27 3L
<HBWVWOMHETHR
EHTMENH D £
ERAY

Q&A  [Paragraph
P Questions & [ Answers [a] &
No. INo.
29 8.91/8.92 | Is a pre-use / post-sterilisation The expectation is that PUPSIT be applied to verify the
/8.93 integrity testing (“PUPSIT”) of | integrity of the sterilized filter assem-bly.
terilisi filt i
sterilising grade filters used in However, paragraph 8.87 allows some flexibility in justified
ticall . . .
aseptically processes cases supported by risk analysis and covered in the CCS.
mandatory?
o PUPSIT (X7'vw k) DA SN D Z LRSS T
EBREIED 7 1 & 2 Tl
‘ VT,
SNLHWH T L— K7 4 )L
— O IR % D52 A 72720, 88THIE, U R I HHTIT ko TEMT &4,
HBR (PUPSIT) 1. MZETT CCS THNR—=INDHEYRT—AIZONTIE, HHEE
39 JEDFMMEEFBD TVET,
&A | P h
Q sy Questions & [ Answers [0 &
No. No.

30 9.4 What is deemed It is not possible to give definitive guidance here, because, as ICH Q9

regularly (“These (R1) states, the frequency of Risk Review should be based on the level

of risk.

ICHQ9 (R1) IZFEHi SN TVD LT, UAZ LEa—DMEI
VAT DUV ESS MER D D20, 22 CRENRTA X
VAEHZDHZ EIXTEERA,

The frequency or timing of a Risk Review exercise may be based on the
type and number of risks identified during an earlier Risk Assessment
exercise, and on the extent of risk control that was required to mitigate

risks.

VA7 LE 2—DOERMBEEFIITZ A I 70E, LRI ) A7
MOFEMFICHESNIZY A7 OFEE K, BLOY 27 2K
T LI OICME IR Y A7 FHOREIZE SO CRE SN HED
H0FET,

It may also depend on the level of uncertainty (i.e. lack of knowledge)

that was present during an earlier risk assessment.

F72, PEiO U A7 FHl AL LT RO L~uL (o F
D HRRO KA TR D AR B F T,

The higher the level of uncertainty in relation to risk estimates and the
related risk-based decisions, the greater the need to review those
estimates and decisions at an early timepoint once such uncertainties

have been reduced.

U 27 OHEE L BT 5 U 2 7 1S S BEIC BT D AN REENED
LUV AUEEIE E L O &) e R SEME MR S iz
B, RO TENOOHEE EELZ RETLEENEED £
T,

An environmental monitoring trend report will be compiled every year

JECAEHET, IEMEICRTIR CE T ER A, HTRCERE ST, NEOEMR R Z BV W LET,
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and depending on the results, the risk assessment might be reviewed. It
should be assessed annually if the review of the risk assessment is
required. Swissmedic recommends to review the risk assessment
regularly, e.g. for a new plant it is recommended to reassess the RA after

one year when more experience and knowledge have been gained.

RET=XV VT OMER-RO LY ROREFZIHEFEELDH

N, TOMRIZE-TIE, VA TERAA L FOREREZ LB LA
MBEE IR L AREERH Y £, b LY AV FHIO KA LA
LA, BEMLT A2 4R H Y F9,  Swissmedic 1L, U A
TEAA NEREMIIZABETZ AR L T ET, B
LW Z o hoBAEE, L% <®ﬁ%&ﬁﬂ#ﬁbht1
ERRIZ RA (VA TREARZAV N ZFHETHZ & 2HESEL
E

Q&A  [Paragraph
S Questions & [ Answers [B] &
INo. INo.

31 9.9 When do we expect More stringent action limits might be necessary if the trend data
more stringent action shows very low levels of detection of total particles and viable
limits? particles with no action limit excursions over a longer time period
FORBL G (e.g. one year).

FEREAEO) WEREME | LRV ROTF =205 KO EWHM ( #lX 1M
X, WIS, &5 EY Tl o TUVEBREEE DO —iE %ML (action limit
NRERDOTL L DM | excursions) 2378 < ., FRLT-36 X OEAFE ATRE KL F- DR H L~
ARIEFIARNZ LRSI TOVDEEIT. K0 Ri& 220 E
FREEME S BT 72 D [ REE B D £7,
Q&A  [Paragraph
grap Questions & ] Answers [A] &
INo. INo.
32 9.10 What statistics do we For a new process where limited data and experience for

expect for establishing

alert levels?

B R A ffe
Himdiz, Yok
WRTEL (statistics) %
PRETIERVWO T
Lxome

environmental monitoring data is available, it is acceptable e.g., to
calculate the alert level limit based as 50% of the action level limit.
When more data becomes available the alert level limits should be
statistically from the environmental monitoring data to ensure that

the alert setting takes into account its own recent historical behaviors.

BRIEE=HF DT « T—=HZONWTT—F ERBMARSNT
WHHET LW it AW T, B 2 I EWLE TR R (action level
limit) D50% DEZR—A L LT, ZHBEE (alert level limit)
ERETDLZLE, FESNET. KL< oTF—2 0 FH
HRE & 7o T2 RE, F OEHRILEMEIY, FORREOZ ORI D
JBIET — 2 O & % BIEIC AN ZERIBPEME E T 572012
ZOBRET— 2D LREHTRETH D,

Traditionally the “2 or 3 standard deviation rule” (alert level =

Average value + 2 x SD) which assumes the data is normally

distributed, has been applied.

FUCA T, ERICIIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame o rustams
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PekiF, TANERSMLTWD ERET D RF-ITME
MR ZENL—V ] (B L~ L= F)fE+2xSD) 2N H ST
xFE L,

As environmental monitoring data are usually not normally
distributed, other statistical approaches such as a nonparametric
approach based on 99.9th or 99.99th percentiles, a non-parametric
tolerance limit approach, or a cut-off Value approach (e.g., at 59th or

99th percentiles) should be used.

REE=FV 7 « F—2TlF X, EHSAL TN
O, 99.9 F721% 99.99% H D percentiles (AN . /
INT AU w7 OFFRRFT 7'm—F (tolerance limit

approach) . E72I Ny NATHET T u—F (Fl:59FBOEL
NERr$, 3399 FH O EMIATED 72 & OO 7 =
—TFREHENLRETH D,

Alert level limits should be reviewed regularly by the company and
be adapted, if necessary, based on the actual performance.
Performance based alert levels that are well below the action limits
should be considered as a confirmation of solid microbial control of

the environment.

HET T — b LoV OIREE A EMRICRE L, SR
CTCEBEONT 3 —< LV AZESWTHET Z2XERDH Y F

T, ATENHIRZ RIEIZ FEl S TWDH /N T —~< 2 A TS
BE LAV, BREOMELRBAEDRIEMOMR S LTEES

NWHEIN D D,

FUCA T, ERICRIRTE ToEtA, BPRCERMELT, WEOERRERESHOVELET. () rmame s rustams
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and volumetric air
sampling systems,
by other integrated
sampling and
testing systems
(e.g. Rapid
Microbiological
Methods, RMM)

TR L E
wEZERY T
Uo7k,
OB AT L
(B z2 0, R
W=

IR TS
WCEEHZ 5 2
LIXFRETH

AR

A

%)

g;g.‘A ;f.agraph Questions Z [ | Answers [o] 25
33 922 & Is it possible to Paragraph 9.22 requires a microbial monitoring using a combination of
9.23 fully replace methods such as settle plates, volumetric air sampling, glove, gown and
928 & microbiological surface sampling. New technologies are available as continuous active air
9.29 monitoring using sampling and rapid microbial testing system, e.g., based on digital
e.g. settle plates imaging technology to detect and count growing microbes.
9.31

Paragraph 9.22 M TIX, & TR kiE, EERERT 7Y o7
T A, RV 7N T E OGRS DY A
WMaze=42) 27T HZLNRROLNTNET,

B LWES IS, B2, T 2 E AR L CEHE T 5729
DTV HIVEEHEATIZ S < N R aREi =Y ) v
B IO MAEYRES AT L8 LCHAMRETT,

Equivalence of methods should be demonstrated and the effectiveness of
the chosen method should be proven, including for in-house germs.
Validation data of these new methods should include recovery studies of
the sampling method. The exposure time should not have any negative
effect on the suitability of the media used.

ENMRE AT O T, FIEORFEMENRFEIES L, BIRS NI HED
BIMENRGEA SN D HERH Y T, T O LW HIEORGE
T2, T 7 HEORIBIEAE £ T D LB
BV FEI, BERHIL, AT 2RHOBEEME (suitability : B A
\CEREZ RIT L TR £8 A,

For the use of real-time viable particle counting and given the non-
equivalency AFUs versus CFUs and current GMP / Pharmacopeial limits
are in CFU, the company need to collect data on their process for the real-
time viable particle counting to compare it to the standard environ-mental
monitoring data.

UT NS A DERERLRHE T 2856, AFU & CFU 233
TIHRNWZ L, RUBIED GMP/ 3775 Ol CFU ThdH Z
EEBETDE, REL UV TALA LOEER T IO Tk
AT 2T =2 HNE L, BENREREE=2) 7 T—4 L
S DB B D E T,

A full understanding of what triggers signals and what is a normal AFU
signal in the process and the development of appropriate alert and action
limits based on this data, together with appropriate procedures that should
define the actions to be taken in response to alarms including the
consideration of additional microbial monitoring must be established. A
scientific justification for the limits applied is required. Data must be
available for at least 12 months.

MPMERD N ) H—=LT2 DD, TR AZEITHEH O AFU
B LN ESERIZHERE L, ZOT —Z TSN T e
CIEIREE 2 R ET 5 & TT, Tk, DITOBEFH
EELT TN L TIARET 7 va Y EERT D072
FIES MLETY, BMOWEWE=2 ) V2L DHEND

U EMET, EREICFIR TE TV EY A, BTHEEZRF SN T, NEDOEMRTEREEZBFEWWN - LET,
Pharma Solutions Co,, Ltd.
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ET, B SN DHIRITET DB FHIRIL (scientific

justification) NI CTI, TDT—H TR EH 12 MHAMIZS

WCHIHARECH D LERH Y £77,

Required elements the company needs to have:

BHEIT L > TUHELRERIFIRO LB TH

— Primary Validation Package of the vendor for the system
FDYAT BDNH—D LGS r—

— User specific Validation Package / Data for Verification of Validation.
a—P—[Ef GRE: Z20oa—F—FD) O TF— g -
=T RO/ XE, NV T a ORI T — 4

* Parallel phase grade A (RRM/traditional active air sampling
method) in operation to gain experience with new technology
under grade A
grade A COFENTORERZ15572DIZ,  “in operation”

(EETOREE) ORETO, AT T=—=X - T L

— FA (RRM//ERDREENNIZZX Y > 7' ) > 7E)

BRIE : LFLOLD “Parallel phase grade A7 &) BEREIL, DBk
WCchHHRMME, IERIETHLINI TV TN - 2T « H
T % T SETRIEEIT> TV LT Grade AO XL &
R S5, 728, “RRM” [ ZZDRD “traditional” DXL
TOHEEEZEZBNLDT, #H < “Rapid Realtime (2
Remote) Monitoring” OBSE L Ex HiLs,

+ Test for interferences to be addressed, e.g., by disinfectants,
materials or product
Bz IX, HFEAL ME. 3R ESITR D, LR
LR DD T A N (test for interferences)

— Operational Approach: Implementation / Alarm Handling

Concept

ER7 Fu—F 0 BT TN Ea T b

Supportive data: Collection and evaluation of data in a

production area grade C and D

HEffiJ7—4 : /'L — RC., DOEMICB T 5T —# D

VAR & BT

Identification of microorganisms must be per-formed as it is essential to
determine the (possible) root cause of a contamination and evaluate the
risk of the contamination for the drug product. If an action limit
exceedance occurs, the agar plate from the system must be incubated in
order to isolate associated CFUs and to allow identification of species for

further investigation and impact assessment of product quality.

MAEBOREIL, BYRO (B2 bihd) WBARKZRFFEL, ER

SHDVEGD U A F T 2 72O AR[ K CTH DT, FIT7T 5

VERBHY EI, b LT 7 va VREEOHBZ ZERENEAE LT

BRI, TDOH T PRI LA i S0, Th

I, WA FEETE DL 91T, BHETHCFUs GREE : ZO8HEER
VT UKMICER SN o e =—) DEEZSRE - 5L, B 55A
&L EEE ORI E T D7D TT,
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Q&A  |[Paragraph

Questions & [ Answers [0l &
No. INo.

34 9.34 What means “frequency” here? Absolute Frequency means that the absolute number of
number of interventions or how often they | interventions that occur during the routine aseptic

occur during a certain time interval? process should be included in the APS.

ZIZTWH THHME (frequency) | &1 BEE (frequency) &1, HEMQREE ok
MEERTL20TLL 2N AFNIFAT DI ADOMERIE Z APS 125
v hOSEDMRHE. ik, D HUENHDHZEEBERLET,

BRI ORI TIC E DML D2, TL
L O?

GRiE) 9.34 HOFRITRDOEY Th D,

9.34 The APS should take into account various aseptic manipulations and interventions known to occur during normal
production as well as worst-case situations, and take into account the following:
APS 13, V~X%&~X@%mﬁﬁfﬁ<\Lﬁ@iﬁ¢t%$#é:kﬁﬂ%n1w R 7R
L L HHR Y (aseptic manipulations) . & TVE R OSTE (interventions) ZfREFIZWL, LT &5 fE T
ETHD,

i. Inherent and corrective interventions representative of the routine process should be performed in a manner and
frequency similar to that during the routine aseptic process.
N—F o OTaAERETLEAER, T L TRENRE NOITE (corrective interventions) (X, /L—F
v OEERAET 0 g 2 LRBROFER OCBE TR 5~ ThH D

ii. The inclusion and frequency of interventions in the APS should be based on assessed risks posed to product sterility.
APS 2t FOIMEEZED D Z &, RO OHET, REOEEMEIC b2 b S DR A~0 U 2 7125k
OLIRNETH D,

QNS::& 1;3? Questions H Answers [B] &

35 9.34 | What interventions should be Each operator should perform each intervention. The worst case must
included in the APS for the be covered, which means that the interventions are independent of
annual operator’s the lot size and the duration of the production. See in more detail in
requalification? the Chapter above about Personnel (Annex 1, paragraph 7.4).
BFATONDOANL =% — | EF N — X —([ZTNEFNOE MIERIEE FATT 2 %8N
DR PEFFFEFEE D T2 HBYVET, TOT—ARNDTr—AE N "—FTHLENHY F
(T, APS [ZiFED LS e | T, ZAUE. B FORER R v A R4 FERIMICIKTE L

RONEEE D DHMEND | RN L EEWRLET, HkE (Personnel) 1ZBI7 % Eito®
D EF 032 (Annex 1, paragraph 7.4) DMl 2 S L T 7230,

QNS;A I:‘I::' Questions & [ Answers [a] &

36 9.36ii What.does “same “Same container/closure configuration” refers to the dimensions, (e.g.

container/closure
configuration” mean? diameter of opening) shape and material of the container and closure, like

M@ Usee /18 e.g. vial/stopper. E.g. has a stopper for lyophilisation a different form than
REJ &IE. 2 EBE | astopper for liquid products, this is therefore considered a different

THDTEN? container/closure system.

oo

AUAR A TR &k, FUFE (B2, ) 4882
BROHE BOBOERRY) ORRE LUMEEELET,
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NA TN e BIZIE RS ORI TR DRG] ot & i3
RIpDIRTHDTD, ZHUTRRDERER AT LRI E
NE7,

QN8:8 };3?' Questions & [ Answers [a] &

37 9.36 ii | There is a filling line with subsequent lyophilisation. Can the No, liquid filling and lyophilisation
liquid filling with subsequent lyophilization be considered as are different processes on the same
worst case, so that APS of liquid filling with lyophilization line, with different paths.
would cover as well liquid filling process without IS AU, IR TR b
yophilization? BIERALS A EDRARS T o
ZDOHRICHAELIRE D MRDOFKET A U BdD, TD | BATHY, BARDHRE

(SR 2 P D RIRD T T A > | 1TV —A hr—2A (paths) ZfED 226 Th D
ELTHRMTZ EN kD02
T, SRSV P O IR TR APS A3, R RO
ZREDRWRIAFIE 7 0 2 B REEICH N—TE 5015
Thbd,
ISfA PNT%' Questions & [ Answers || %
39 9.36ii When can a bracketing If equivalence can be shown between e.g. glassware and stoppers a
or matrix approach be bracketing approach can be applied for the APS. New materials must be
applied ? validated and an APS is part of the validation.
7Ty ME, £7- LZMME (equivalence) 23/ RENAHEA. BlZIX. H T AR
~ b w7 2T | ERIZOVWT, 777y MEICK DT T r—F % APS ICEHMT
OT7 Fa—FIxTED X5, HrLWME (materials) X3V 7 — K &4T 9 LENRH D |
EORGAICHEAT | APS 1X, TONRYTF—a O ISBE R,
T ETH?
Q&A | Para. Questions H [ Answers [H] &
No. No.
39 9.36xi | Does the APS of This is a complex question and the scenario depends on many factors.
i& campaign Consideration should be given to designing and performing the process
xiii manufacturing require simulation so that it simulates the risks associated with both the beginning
the simulation of the and the end of the campaign and demonstrating the campaign duration
maximal number of does not pose any risk. The start-of-campaign (including aseptic
batches and duration of | assemblies if the case) AND end-of-campaign studies should be conducted
a campaign? in any case.
F oy o= ilEe ZHUTEMERETH Y . ) FEL < OBERICELGEND,
APS 1ZiE, Fx o | F oy o= BRI OB LT OWGIZBEES S ) RS 2
— DI RNy T Ralb—FL, FX_—VHHNY A7 200680 %
EHROYI2b— | FHES DL HIC, TrER YIalb—va rORGHE ﬁ%%%
TaryPRETTN | TOLERDL, WTROBETH, Fv o= OaR (5
M & o T MEEEMEIEIC L DML 2 ET) . RO v o X—r
KTROMEZEM T OXLELHD
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Q&A | Para. . e

. o, Questions & R Answers [A] &

40 9.46 Can we differentiate between 1 CFU and >1 CFU like in ISO No. The new Annex 1 is stricter
13408-1 (2015) for 5°000 10’000 and > 10’000 units filled: if 1 than the ISO 13408-1 (2015).
CFU is detected, investigation, and consideration of one APS, if | Any contaminated unit with a
> 1 CFU, investigation, corrective measures and repetition of contamination > 0 CFU results in

failed AP t
validation with 3 APS runs? a failed APS and actions
according to chapter 9.46 should
ISO 13408-1 (2015) T, 5,000, 10,000, > 10,000 <R be followed.
B2\ A e DX o5lc, T1CF >1 CFUJ % N
R FEINTGED L D CFU & CFU] % WOE (RO BRI
GRIE : ZOHEMTIX “CFU” (o =—BaiAn) 13, “Bif7 .
A (Cunitls)” ) ~OHABANLE) KHIT D LT °
Be TN Hri= 72 Annex 1 1% 1SO 13408-
SED1CFU AHRHESHEHEA, 1 50D APS (2ol | 1 (2015) &V b THS
B8 L OMRET 5 = & BLE T, ?5"’”** 2 OCFU 2R 515
. . ETHE B e ENT-HNLARERIEL, APS D
L 1CFU 2 5HDT o { . BXLW
S %A 2 )FJE]/LK V)”H fi ENIES ioj BB A BT B . 946
3 > APS T FEDOHEY I L DT .
] FATIZ L DM HLEITO S 2B P VBT BE 5 S B
AR
o
&A | Para.
Q ara Questions H [ Answers [B] &

No. No.

41 9.46 With identification of root cause and corrective actions No, as it clearly states, that
implemented, would it be acceptable to resume production (with PRODUCTION should resume
batches at risk if a positive) prior to the 14-day reads off test and | only after completion of
completion of successful growth promotion? Release of batches successful revalidation (9.46 vii)
could only resume after completion of successful revalidation (3x VN Z GRIE : I R

2
APS)? W) g R STV D
RARRK 255 E L, BIEHEZFM L%, 14 AR OE; Lok, RN TFT—va RN
HFE R & | f?ifﬂiﬁi’ﬂ@ﬁﬁmrkfﬁ/} RN K A0 B i EFIZET LIS
W2, AFEZFHRLTHL LN THA I GERVBBEOLE (m%ﬂjfuﬂ/)ﬁ&’)@) tF.ffﬁ it
FEARNY FRERICSEENET), ANy FOHML, B | BET220ERH D (946
VT —2a YINEFIZET LIEBRTOABHTELHOT | vii),
b5 (3x APS ; 3[EIHLGE LTI D ASPHEHL)
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4.7 Quality Control (QC) (Annex 1, Chapter 10) 5./&&#H

QNS:)A P;Z?' Questions Z [4 Answers || %

42 10.1 To support the design of Microbiological knowledge (incl. sterility assur-ance) can be
manufacturing activities, acquired by education, training and experience. The best
environ-mental monitoring prerequisite for the involvement of a person as an expert, for
regime etc., Annex 1 requires | example in CCS assessments, the definition of resulting measures
that personnel with or in investigations on microbial contaminations, is an education
appropriate training and (in particular a university degree or an equivalent diploma e.g. an
experience in microbiology institution of higher technical education) in the field of micro-
and sterility assurance should | biology (or possibly other natural sciences, or medicine).
be available. Whats B F Sl (K rmﬁé EEAD) 1, HH, FL—=
considered appropriate VU iRBR A U T#ERT o BlZIX, CCs uTrﬁJE\ (RS
training and experience? L LT B MEEOES. £ 1M E B
ROETRE), REE=4ZY uﬂﬁf;&@@?fﬂizﬁ& LT/\V»I%‘G%LT t&)mﬂifww '}/J:7|<
7%%@50);:1#%47“1“— HE. BE B FALETL B AN Rl =

572012, Anmnex1 T | ZEWE 2 L) “C“B”?) 5. BilzIE, ffri"f?%‘%’ (FE72i3EAI
L BE TR LOERE M | Ko T BARFERES) O EFICB T 2 mEEdii A
RALICET 2EEI 28 E | ) 2% TWDHZ L THD,
BREFOMIEEET S However, a good understanding of the manufacturing processes
LEVHD EREL TR concerned is also required.
T, WOl hlL—=u L
ERE T EDE S b DT L L7 h, BT 250G 7 e 2SN TOF-53 728
SR fR b LETH S,
o] S N
43 10.2 | What limits do we | The need for microbiological testing of raw materials and the limits to be
expect for defined for such testing should take into account the nature of the raw materials
specifications for | (e.g., if of biological origin and whether they can be considered growth
raw materials, promoting) and their use in the respective process. The relevant chapters and
components and monographs in the Pharmacopeia, the requirements as defined in the marketing
products? What is | authorisation and other regulations should be considered.
typical? TR OB R O LB 7 0 J 5 BRI K L CERENS
BER BB R | IREEE, FEAEOME (b LAEWHSR THILE, £ ORHTITZ DA
EDOBKITILE | RIBEEZ SO0 E S0, L) & ThEhO T vt 2 TERHHEM
DX RHIRE | 2SN TNDONEZET HUNERD D, ERGTOMET 5= L &G
(limits)2d PARE | . IRFEKRER L OZOMOERH TEZ SN TV L EGEEET D
ETH? VBN D D
ﬁﬂ)lium 2B O Raw materials, components and products and their handling should be assessed
EORRbOT as part of the CCS. The specifications should be justified.
BT
JEURE, A, B L Z OB BT, CCS O—fE LRl S D
TEH D, BT, ZOmANESEORNAEZAREE T XETH D,

JFCEMET, IEMEICTIFR TE TV EH A,
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Q&A |Para.

No. No. ' M

Questions

Answers [A] &

44 10.3

PN FNR—=F F, AW D
IR IE A AT O TTHRI

DONTT I XTI N ?

Should bioburden be tested on each batch of raw material as incoming control AND

on the compounding solution in which it is formulated before sterile filtration?

FEL LTOREIOE /Ny FITD

Yes

oY) Th
W, KON o

Q&A |Para.

" M

Questions

Answers [A] &

45 | 10.6

iii Different lyophilizers? Worst cases?

lyophilizer ?

[H 2 7 DR WL R B T
ZEWRT HOM? MO LD N2
U—RA Nr—ADFEN? UL, B d
FIZIEIR CHRAR LR N D 570 %
L BHRT 2 bDRDN?

TV

What does “different lyophilization loads” actually mean? First and last?
Does that mean each sample from

a different lyophilizer or samples from different batches in the same

(different lyophilization loads) & X 3EERIC
BRRG L R A3
BRRG R > & D21

Ny FnhboY 7

Lyophilization load means
loads for each lyophilizer for
each batch, if e.g. more than

one lyophilizer is used.

(B[]

DD

HOERRAT & X, b L
D B iz 1 A
TLHLOTHIUEL, K3y
T DA BRRE HLAGE D £
ZEWT 5

Q&A | Para.

No. No. L

Questions

Answers [B] &

46 10.10 | How should situations for products with short shelf
life be handled when data exceeds the established
limits (including OOS for sterility, see 10.) only

after product batch certification?
WE L7 —2 0, ®WihT —
T R ICDBRELID

dnld, B OREREE

2 DiRaE%E R
BN A Y
(R - o F v B %)
(o7 — 4 (EEMEICHE D 500S% & T © Annex
1DHFE10EFH 10 A S H) OB L)
IOV TIE, ZORHWE ED K 512
RETLEIN?

A procedure should be in place in case a post-
release OOS should be obtained to inform
physicians, patient and health authorities, to assess
the risk for the patient and to define remediation

steps as needed.

HF % IZO0SHE R NG BN D HE 1, &AL,
B, SRERICEm L, BEOU AT &R
g5 L, FOWEIZL U TREHEZR
ETH LI, FIEZEET 20N H D

See also Annex 3: 45 and 46.

Annex 3D HASIH L VF46 b ENT-
AN

5 Changes to the previous version LIRiD/N—V g ZHdTHEE

None L
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