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China Food and Drug Administration

Beijing, China

eMail : gmp-cfdi@cfdi.org.cn

RE: Guidance on simulation testing of sterile processes (sterile products)(for
comments) L LZBULIALGHERT CCEGIF) (TERKE L)

Dear Sirs:

PDA greatly values the opportunity to review this draft document and provide
suggestions to improve clarity and harmonization. In general, PDA
recommends looking into the terminology used throughout the guidance and
harmonising with the terms commonly used in other similar globally recognized
documents such as PIC/s and WHO guidelines.

PDA has noted several instances where this new draft guidance diverts from
currently accepted industry practice in aseptic process simulation such as:
volume of filled containers, personnel designated to participate, and amount of
environmental monitoring sampling. PDA encourages harmonization of
requirements wherever possible and the current industry practices noted have
been accepted by inspectors representing health authorities across the world.

In support of this response, PDA has referenced three current technical
publications which discuss the best science and practices for aseptic processing:
Technical Report No. 22, Points to Consider for Aseptic Processing: Part 1, and
Part 2. These publications are available from PDA. Please see the detailed
comments for further explanation.

The Parenteral Drug Association (PDA) is a non-profit international professional
association of more than 10,000 individual member scientists from industry and
regulatory agencies. Many of our members have deep technical expertise in
injectable, sterile products and work closely with global standards in this area.

If there are any questions, please do not hesitate to contact me.

Sincerely,
Mo

Richard Johnson
President and CEO, PDA

CC: Richard Levy, PDA; Denyse Baker, PDA
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In general, PDA recommends looking into the terminology | Adopting commonly understood terminology will improve | N
used throughout the guidance and harmonising with the the understanding among manufacturers worldwide and
terms commonly used in other similar globally recognized | facilitate their compliance with the desired requirements.
documents such as PIC/S and WHO guidelines.
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PDA has noted several instances below where this new PDA has documented recommendations with rationale for | Y
draft guidance diverts from currently accepted industry Aseptic Processing in several publications most notably
practice in aseptic process simulation. Three examples PDA Technical Report 22, Process Simulation for
are: volume of filled containers (section 6.5), personnel Aseptically Filled Products, and PDA Points Consider for
designated to participate in the simulation (section 6.13, | Aseptic Processing, Partl and Part 2. (see References)
6.8.4), and amount of environmental monitoring sampling
(section 6.7.4, 6.12.1). Please see additional comments
and details below.
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X} SCA I BAR S Specific Comments to the Text

6.5: The volume of filling during PDA recommends no limitation PDA Technical Report 22 Y
APS is only expected to be 1/3 | should be required. recommends two criteria to
to 1/2 of the container determine fill volume. There must
volume. be enough medium in the

container: to contact all the
container-closure seal surfaces
when the container is inverted and
swirled; and enough medium to
allow for detection of microbial
growth.

The PDA Points to Consider for
Aseptic Processing part 2
(rationale) also mentions “Aseptic
process simulation should as
closely as possible simulate the
actual production in order to
capture any potential inherent
risks or variables that could
negatively impact the process (e.g.,
foaming, splash up).”
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6.5:
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6.6.1 The duration of the simulation PDA recommends deleting this PDA aseptic process PtC Part 2
testing will be equivalent to [that | statement. does not necessarily recommend
of actual] production; the use of full or extended
duration media fills without
evaluation - “Where there are no
risk-based duration-related effects,
and/or where longer duration does
not add any scientific merit, then it
should not be necessary for a
process simulation to equal or be
longer than the maximum
production duration
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6.6.4 Simulation after the end of PDA recommends deleting this PDA believes this approach should
manufacturing requirement. not be recommended, as it does

After the manufacture of a batch
of products, filling of the culture
media is directly undertaken
without disassembling, cleaning,
disinfecting, sterilizing or other
activities.

not include the set up and start of
the filling line (arguably the most
critical and risky time). Actually it
does the opposite by not including
the inherent interventions in
beginning a product batch. PDA
defines this in Technical Report
22. Again this approach can lead
to a false sense of security.

6.6.4
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6.7.4 Environment In-such-an-envirenment-one PDA disagrees with the premise.
The poorest environment | sheuld-econsidertakingasingle Media fill is not the way to ensure
poses a challenge for simulation | batech-efproductsattheendof that the environment is suitable
testing. In such an environment, | thesterile- manufacturingeyele. for aseptic processing.
one should consider taking a Environmental Monitoring
single batch of products at the data should be used to confirm
end of the sterile manufacturing | suitability of the
cycle. The longest time interval is | environmental conditions with
after the intermittently-produced | media fill as a back up to catch
air conditioning system has been | any unforeseen variable.
repeatedly started, or after
periodic sterilization during
continuous production
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6.13 Personnel Factors PDA recommends this addition In Technical Report 22, PDA
All personnel who are authorized | for clarification. Participation recommends there is not a
to enter the sterile filling areas, in simulation test may not be requirement for participation in a
including observers and required prior to initial entry | successful media fill prior to first
maintenance personnel, should to sterile operations if other entry into a sterile operation. The
take partin at least one means of qualification is language in the draft as proposed
successful simulation test of conducted and documented. is consistent with periodic
sterile processes each year. Only qualification but should not be
if this is done can they interpreted as a requirement
participate in sterile operations prior to initial personnel entry to
in normal manufacturing. a sterile filling area.
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6.8.4 Personnel Personnel who do It is suggested to rephrase to the Y
Inherent interventions that are interventions in Highly complex | last sentence. The intention must
standardized and simple can be operations, such as those of be to ensure that all persons are
implemented by some operating | assembly filling machines, etc., certified to perform aseptic
personnel and evaluated by should be trained and certified | interventions/connections, and
others. Highly complex to perform these specific that the APS includes the relevant
operations, such as those of interventions and allpersennel | interventions, not that all
assembly filling machines, etc., who-engage-tn-such-operations personnel should participate
and all personnel who engage in | should participate in the during the APS.
such operations should operations in simulation testing of
participate in the operations in sterile processes, and the
simulation testing of sterile operating conditions should not
processes, and the operating be superior to the operating
conditions should not be conditions of daily production.”
superior to the operating
conditions of daily production.
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6.9 Ordinarily a transparent Add the following text to the end | Clarification of when the selection
container will be used instead of | of the sentence: As long as the of transparent container is
an opaque or brown container. transparent container does not | appropriate.
perform better than the
opaque or brown version.
6.9 WH A ALER RS AE AEWE | GR/E BN TE: A= | BEMNIEEEEI AR
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6.10.3 Post Culture Testing After the culturing has finished, Clarification: The use of the term
After the culturing has finished, all products undergoing filling “sterility testing” may be
all products undergoing filling simulation will be subject to interpreted as compendial
simulation will be subject to steriity-testing- ordinarily visual | sterility testing such as filtration
sterility testing . Ordinarily visual | observations for evidence of and further culturing. PDA
observations will be made with contamination-will- be-made believes the intent is to subject
the products at suitable with the products at suitable these vials to visual check for
temperatures. temperatures. Any vials visibly turbidity.

contaminated are subject to
further culturing and analysis.

6.10.3 I EY At BIRA R, FEEE MR IR | Wi Wk T Re N 2
BIRGER ), NI A B | PrA SR m AT A AL | SR IR, i At — b
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TR R b AT H R H AL ] LTS G 7 NS — 2P 5 | SOl ROV AT H A
2, TG T o

6.10.3 Post Culture Testing Add this text: Alternatively In PDA’s experience transparent
When opaque containers are contents of the incubated containers even of similar design,
being filled, consideration should | opaque containers can be may actually run better on a filling
be given to making the transferred to a transparent line and therefore not truly
observations on filled container for visual check for | simulating the opaque or brown
transparent containers turbidity. counterpart conditions in the

media fill.
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6.12.1 ....environmental monitoring If this requirement will be kept This appears to be an unnecessary Y

that takes place during PDA suggests to focus on increase in EM, if there is no indication
simulation testing should include | personnel sampling in order to that the sterile processes are not under
extra monitoring results. have a better data material to control.

define routes of contamination in | Justification:

cases of failed APS - (personnel - EM sample locations are defined by

being the biggest risk of risk assessments and concentrated

contamination) on locations critical to product.

- EM sample locations are determined
after an extensive monitoring during
process qualification with extensive
activities and worst case s scenarios

- Particle monitoring in critical grade
A is continuous, i.e. sampling already
takes place for the full duration of
the aseptic processing

6.12.1 | ... FERG IR M % | i RAR B %K, PDA @ E i | (R H IR Bon LW L2 T A% | 2
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These references are available from the PDA Bookstore (store.pda.org)
XL S GORL AT L PDA 55 3K1F (Store.pda.org)

1. Technical Report No. 22 (Revised 2011), Process Simulation for Aseptically Filled Products, originally published in 1996.
Date of Publication: December 2011

ISBN Number: 9780939459353

22 SRR (2011 FEELTIRD TLHER i HI L L 2, 1996 SR KA. KA Hil: 2011 £ 12 J

ISBN Number: 9780939459353

2. Points to Consider for Aseptic Processing: Part 1, January 2015
Date of Publication: March 2015

ISBN Number: 9780939459759

TLH T ZHIFH G 2015 E1 H, H—8%

RATHI: 2015 #=H

ISBN “5: 9780939459759

3. Points to Consider for Aseptic Processing: Part 2, May 2016
Date of Publication: May 2016

ISBN Number: 9780939459896

TH L Z R 2016 5 H, FH 3%

KATHM: 2016 45 H

ISBN 5: 9780939459896
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