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General Overview of the drafting process
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Update to the Annex 1 Guideline on Manufacture of Sterile Products
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Ref. Annex 1 Implementation IG, PDA

Let me try to summarize my take away from the meeting with the EMA Inspector Working Group on March 9, 2023. Pis be aware this is my understanding - official
minutes from the EMA team have not been issued yet. They will be shared once received.

EMALZ # i F5g B en o 2
-Will EMA implement a platform where industry could request clarification and ask questions - e.g., to verify Annex 1 requirements for special cases?

Any question/doubt should be submitted/discussed by each company/site with the local authorities first. Should the inspectors or the professional associations
identify topics requiring (or for which there is a benefit for) wider discussion - they can be escalated to the EMA IWG. This might result in a Q&A session on the EMA
Website,

-How are inspectors using the revision during ‘pre-implementation period' inspections? G Lk o A

New requirements cannot be enforced before the official deadline (Aug 25, 2023 and Aug 25, 2024 for #8.123). Industry must be aware that some requirements
are not really new, just better described in the revised Annex, thus observations will be raised for those, as applicable

-If, inan exceptional case, a company is not capable of implementing all the requirements by the prescribed due date(s), will inspectors accept a longer
implementation plan, provided that it is duly justified? EE2APFERY A iR A Bt d ?

Industry must do all efforts to comply with all requirements by the deadlines. Whether this is not possible (eg Inspectors are aware of some technical challenges
for the implementation of specific requirements), a discussion with the local regulators must take place - providing & reasonable implementation plan and
sound, risk based, mitigation actions. This is not different from any other gaps vs regulation that a site may have. Inspectors will decide on acceptability of the

plan and compliance status of the site, based on the above information.

- At @& A Tatwan Parenteral Dug Asscciation
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8.87 The integrity of the sterilised filter assembly should be verified by integrity testing before use
(pre-use post sterilisation integrity test or PUPSIT), to check for damage and loss of integrity
caused by the filter preparation prior to use. A sterilising grade filter that is used to sterilise a fluid
should be subject to a non-destructive integrity test post-use prior to removal of the filter from its
housing. The integrity test process should be validated and test results should correlate to the
microbial retention capability of the filter established during validation. Examples of tests that are
used include bubble point, diffusive flow, water intrusion or pressure hold test. It is recognized that
PUPSIT may not always be possible after sterilisation due to process constraints (e.g. the filtration
of very small volumes of solution). In these cases, an alternative approach may be taken providing
that a thorough risk assessment has been performed and compliance is achieved by the
implementation of appropriate controls to mitigate any risk of a non-integral filtration system.
Points to consider in such a risk assessment should include but are not limited to:
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3. Annex 1 8.50 -- PDA IG ANNEX 1 IMPLEMENTATION

Q : How are folks planning to implement section 8.50 to existing and
older equipment? Duplicate monitoring could be a chart recorder
(paperless or not), for example. But would both devices have to be
reviewed and meet acceptance criteria for every cycle, or duplicate
device data only consulted if issue arises with primary device?.

T OEREEERB R 0 3 = L
S EEREE L B ? s
R IET E ey
s e B A RA 9
|
B AP Pk ? |
|
= FHFREFSEEERE)? |
m B4R 4 4% 8%, audit trails) ? i %
3
w52 #HERT K. URS? e ’ |

Ref. EN 285 Figure 3 Illustration of the measuring systems
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Ref. Points to Consider for Implementation of PUPSIT, PDA 2020 p.30
Sterile Venting Sterile Venting
and Sampling and Sampling
Integrity Tester/ Integrity Tester/

Gas
Filter

Airline Connection

Airline Connection

Gas
Filter

Gas
Inlet Inlet Filter
Sterilizing Filter Sterilizing
Filt
Barrier Filter : e;
Flush Bag
Figure 4 Two Options for Venting/Flushing when Performing PUPSIT
, HEEA
P memanmiGe 57
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Y2 22 S G A L& r / '_)'_, / 2
l% R TR /é\' E‘]f@ ETJ;DE'T' / pé‘(PUPSIT) 4/7
» HEFER(H) QL %wmfé 1% % A (RTU) FaB RiBRE
QbR Hel | F 2T AR S w;@w*ﬁixp FRT A A
Table 1 Sterilizing Filtration Use Scenarios
— . . S In-house Pre-use In-house
Scenario Filter Type Sterilization Approach (Pre-sterilization) IT? PUPSIT?
Number : .
1 Cartridge or Capsule Autoclave Yes Yes
2 Cartridge or Capsule Autoclave Yes No
3 Cartridge or Capsule Autoclave No No
4 Cartridge SIP Yes Yes
5 Cartridge SIP Yes No
Irradiation (purchased sterile
. Bape e from filter manufacturer) e =
7 o Irradlat|qn (purchased sterile /A No
from filter manufacturer)
Ref. Points to Consider for Risks Associated with Sterilizing Grade Filters and Sterilizing Filtration, PDA 2020 (P. 12/27)
/ AHEA
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0 R AEERE S SITERGE AP F T MY

3.1 Pore Size Rating

The rating of filters always has been controversial, primarily due to the lack of manufacturer unifor-
mity in measuring pore sizes. (12) Thus, pore size rating has limited value in predicting microbial
retention or in providing a basis of comparison between different materials of construction and

manufacturers.

e A B G - R ¥ £0.22(Millipore, Annex 1) £ 0.2 (Pall, USP)

Since the classification of a sterlllzing-grade filter by pore size has limited value, this measure-
ment has been replaced by defining the filter in terms of its bacterial retention. (13,14) Classically,
a sterilizing-grade filter has been defined as a filter that will retain 107 cfu (colony forming unit)
of Brevundimonas diminuta* (B. diminuta) ATCC® 19146™/cm? of effective filter surface area under

rocess conditions. (12) [ . .-, . N o L
P (10 [ psipmee 88 k2 J hpr Wi

Ref. PDA TR26 Sterilizing Filtration of Liquid, 2008
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i SR E 1S e B R 3 (PUPSIT) - 6/7
s HELRE) R HcBREAITRGE M FF TR
1.1 Relationship Between Integrity Test Results and Bacterial Retention

A physical integrity test is meaningful only when it can be related to specific filter retention char-

acteristics. Validation of filter retention capability requires bacterial challenge testing to detect
microorganism passage. Since these tests cannot be performed on a filter intended to be used in

productlon a correlation is made to a nnndf-crrnrnve nthw:ﬂ integrity test in the laboratory

AP RHEY G ‘WB-‘]/%&’F?“%E‘J 7R

Retentive capability can be assessed by challenging successively “tighter” samples of the specific
membrane under standardized test conditions and analyzing the bacterial passage results. Typically,
the retention pattern observed will allow the identification of physical integrity test values, above
which no bacterial penetration is observed. The integrity test value established by this exercise is
linked to the sterility of the filtrate. Figure 7.1-1 illustrates a typical relationship between the gas flow

profﬂe values and filtrate sterility from a series of five filters with decreasino maximum pr\rp size,

s LRI aLT ST iillY ALAnSALii A

T ,“__//,%n%-d /f;-_ét\ J mﬁl r-r'lg- 7 47’ Al H'_'ﬁ SE Fé‘rgﬁ; 2 F’]J}"”’ \:3;:56% j\ KLF"-"}%
Typical nondestructive tests used to verify sterilizing-grade filter integrity include: bubble point,
diffusive/forward flow and pressure hold/decay (a variation of diffusive/forward flow). These test
methods can be used for both hydrophilic and hydrophobic membrane filters and can be performed
manually or with automated integrity test instruments. Each integrity test method has its advantages

and limitations. 7 % Ff8 @ 354202 Bb ~ FHAon ~ FR AR 3 PR

WA nemaNA B 30
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Figure 7.1-1 Gas Flow Profile Values and Filtrate Sterility
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4 A& 14 i e APS

Ref. PDA Annex 1 IG Web

pda.org

PlggybaCk APS (Can we use for Manual Operations 9.397)

9.36

xii. Where campaign manufacturing occurs, such as in the use of Barrier Technologies or manufacture of
sterile active substances, consideration should be given to designing and performing the process
simulation so that it simulates the risks associated with both the beginning and the end of the campaign
and demonstrating that the campaign duration does not pose any risk

xiii. The performance of "end of production or campaign APS" may be used as additional assurance or
investigative purposes; however, their use should be justified in the CCS and should not replace routine
APS. If used, it should be demonstrated that any residual product does not negatively impact the
recovery of any potential microbial contamination.

* Piggyback APS alone does not address the set-up of the line and the risk
associated with the beginning of the campaign
* Piggyback APS cannot replace routine APS

* The APS program should consider hoth "full pracess APS" (incl. Length) -
in particular in the initial qualification - and Piggyback APS

PEOPLE

cE COPYRIGHT © PDA 2020 CONFIDENTIAL

Piggyback APS - continuing the conversation — PDA Annex | [G
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o EMA GMP % = 7Q&A

2. What are the sampling requirements for sterility testing when a finished
product batch of a terminally sterilised medicinal product is made up of more
than one steriliser load? H+V October 2008

The sampling plan for sterility testing should take account of the definition of a batch as
stated in the glossary of the GMP guideline [2 together with the recommendations of annex 1
section 93 (section 127 in the February 2008 revision). Each steriliser load is considered to
be an independent sub-batch. Consequently, one sterility test should be performed per sub-
batch. The number of samples per steriliser load should conform to European Pharmacopoeia

[4 requirements, section 2.6.1.3.

Can there be any exceptions to this rule?
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g‘}gﬁ * 3 bt = /‘ ':‘ ]}]Fé%gﬁ‘*iﬁiﬁ( %A)

EMA GMDP Q&A% =t Annex 1, Q2

Can there be any exceptions to this rule?

For large-volume parenterals where the sterilisation cycle has been qualified with an_gverkill

level, an alternative sampling plan in accordance with a specific internal procedure agreed
with the supervisory authority can be accepted (unless already specified in the marketing
authorisation).

This procedure should state the need to sample from each steriliser load including the coolest

location identified during the steriliser qualification. The number of samples per load should
be defined based on a risk-based approach and the overall number of samples per batch

should conform to European Pharmacopoeia [4 requirements, section 2.6.1.3. An alternative

option, which would require a variation to relevant existing marketing authorisations, would

be to introduce a system of parametric release, thereby avoiding the need to carry out the

sterility test.
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In this example refer to the case where 1in 1000 units are expected to be non-sterile. Ideally, a sterility test will correctly identify this level o
contamination. However, the USP <71> test does not accomplish this. The chance of correctly identifying this level of contamination is 2, 05 and O1%
when 20,5 or 1 units are tested. Thus, even when 20 units are tested the USP sterility test will miss the contamination event 98% of the time

Mon-sterile (F) Mon-sterile (F) Units Percent chance to fail sterility Percent False NegativeResult
Rate Rate Tested (N} test (F) o I~
ES N el
11000 0001 1 a1 999
11000 0001 2 0z 998
11000 0001 3 03 997
11000 0001 4 0.4 996
11000 0001 5 05 995
11000 0001 6 06 994
11000 0001 7 07 993
11000 0001 8 08 9932
11000 0001 9 09 aa]
11000 0001 10 10 930
11000 0001 20 20 980
11000 0001 40 3a 96,1
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[Equation 3] | Ref. PDA TR30 Parametric Release, 2012 Appendix A : Significance of the Sterility Test

Probability of Lot Rejection = 1-(1-p)"

Where,
p = the proportion of samples contaminated

n = the number of samples tested

Ql0.- # & &4 5 X ¥R F - B & FRSR B
% B + # =t (sub-batch)3v B~ 2 & 4 7 ik 3 &
HiTaE ﬁ?ﬁ:%(f}d&r—? FE>500% 5 B2% 204 ) s

Table A-1 illustrates the probability of lot acceptance with contaminated units based on various levels
of contamination and sample sizes. When 20 units (the most common sample size specified in the
USP Sterility Test) are tested, the tables illustrate that passing results would be obtained for material
contaminated at a rate of 1% approximately 82 times out of 100. The reliability of the test is not im-
proved by lower contamination rates (e.g., 1 in 1000), nor by increasing the sample size to 100 units.

Table A-1

Probability Acceptance of Various Contamination Based on Sample Size

10
20
50
100
200
300
400
500

% Contaminated

Number of -
Samples Tested '# [ s

0.1

0.99
0.98
0.95
0.91
0.82
0.74
0.67
0.61

0.3

0.98
0.94
0.86
0.74
0.55
0.41
0.30
0.22

0.5

0.96
0.90
0.78
0.61
0.36
0.22
0.13
0.08

0.91
0.82
0.61
0.37
0.13
0.05
0.02
0.01

0.82
0.67
0.36
0.13
0.05
0.002
0.000

3 4 5 10 15 20 30 40

074 067 060 034 019 010 0.02 0.006
054 044 035 OM 0.04 0.01 0.001

022 013 0.08 0.005

005 0.02 0.01 0.000

0.02  0.002
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(negative product control)

AZTEBPEHR? IR APRRAE S BR143 001 > £k

A2 R BT RSRAMENEKRGPT) & fEHr 1238 5 (stasis test)
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a PIC/S Guidance PI 012-3 Recommendation on Sterility Testing
11.5 Negative Test Controls: Media sterility test, Negative product controls

11.6 Positive Test Controls: : Growth promotion test, Validation
(bacteriostasis and fungistasis) test, Stasis test
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m RETE ﬁ,\‘ﬂléﬁ%‘]‘
VAR FE TR RIE
. REFHETRFRF ~opEI i B A 5T % Gloveless Isolator
Y e
Ref. Parametric Release of Moist Heat Sterilized Products: History and Current State, PDA
Journal Nov —Dec 2022, MICHAEL J. SADOWSKI, and STEPHEN E. LANGILLE
= Something (% B % Su#-A [Edg » p #514 » 3% 2 SAL)
for Nothing (#c2 4= & #] : & F3#% > EM > APS)
Ref. Something for Nothing Jim Agalloco, PDA Journal May-Jun 2023
Providing The Global Sterility Assurance Community A
Dedicated Site for Parametric Release
ZETTITIIT o
PDA 112TPDA04023
é R ) 3 3 )- ““ L\ Pareateral Orug Association  Connecting People. Science and Regulation
‘)\l i g — Xk S Y
Jessie Lindner Started a new
discussion. June Virtual IG
" Sessnon Summary
= %4 5 TPDA RN 2 RPDA s Interest Group sy

[\

W

2

?\.

m
% FIPDA Annex 1 Implementation IG 3 #%; 3% 48 - & &
What is the acceptable background for open RABS, knowing that
some interventions will require the doors to be opened? And what

are the requirements and precautions to be taken, before, during and
after an open-door intervention?

How should indirect product contact surfaces be managed in open
RABS. (e.g., how to handle the installation of a sterilized stopper
bowl ? Is it acceptable to IPA sanitize the stopper bowl after
installation, due to the level of intrusion required to install 1t?)

When 2 filters are used in series, as redundant filters, is PUPSIT
necessary? Does that not mitigate the risk of masking? Both filters
would have to fail and be masked to cause a concern.
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