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Biosafety level (BSL)

The containment conditions required to safely handle organisms of different hazards ranging from BSL1
(lowest risk, unlikely to cause human disease) to BSL4 (highest risk, cause severe disease, likely to spread
and no effective prophylaxis or treatment available).

2. "MEQIH S (Biosafety level, BSL)"O|2 BSL1(X|X SIE, AtzHoi[A| "'“‘% FEAZ 7t5d0] gl
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Campaign manufacture

The manufacture of a series of batches of the same product in sequence in a given period of time
followed by strict adherence to accepted control measures before transfer to another product. The
products are not run at the same time but may be run on the same equipment.
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Closed system
Where an active substance or product is not exposed to the immediate room environment during
manufacture.
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Contained use

An operation, in which genetically modified organisms are cultured, stored, used, transported, destroyed
or disposed of and for which barriers (physical / chemical / biological) are used to limit their contact with
the general population and the environment.
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Master cell bank (MCB)

An aliquot of a single pool of cells, which generally has been prepared from the selected cell clone under
defined conditions, dispensed into multiple containers and stored under defined conditions. The MCB is
used to derive all working cell banks.
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Multi-product facility

A facility that manufactures, concurrently or in campaign mode, a range of different ATMPs active

substances and products and within which equipment train either may or may not be dedicated to specific

substances or products.
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Principles of GMP:

The Annex 2A in conjunction with PIC/S GMP guidelines and annexes describes the manufacture of ATMP
active substances and ATMP drug products. However, aspects of these guidelines are also relevant for
early stages in the ATMP manufacture (e.g. manufcatur of viral vectors, plasmids) where full GMP is not
required under national legislation. As a result, the ATMP manufacturer should make sure that all relevant
GMP aspects for the manufacturing of those materials are implemented that ensure process control and
consistency, investigation of anomalies and control of change.

7l M= 9 E-E7|E2 A (Principles of GMP)
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Viral vector
A vector derived from a virus and modified by means of molecular biology techniques in a way as to
retain some, but not all, the parental virus genes; if the genes responsible for virus replication capacity
are deleted, the vector is made replication-incompetent.
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Viral Vector replication incompetent / devoid

No ability of the vector to replicate.

El. "8X 25 - 25 H0|2{A HE{(Viral Vector replication incompetent/devoid)"2t SH& 50| =
HEE "a*"".'_"':f.

Viral Vector replication limited / defective / conditional replication

A constrained ability to replicate where the intent is for the vector may be to target a particular tissue
or target cell type with a planned integration required for clinical efficacy of the gene therapy.
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Working cell bank (WCB)

A homogeneous pool of cells preferably derived from a MCB, which are distributed uniformly into a

number of containers, stored in such a way to ensure stability and intended for use in production.

E. "HIZ8M=2%8(Working cell bank, WCB)"0|Zt OfAE ME2MoZHE] UHSH AKX FII=2
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CHAPTER 6 QUALITY CONTROL 9. EX2tg|

6.1 In-process controls have a greater importance in ensuring the consistency of the quality of ATMPs
than for conventional products.

In-process control testing should be performed at appropriate stages of production to control those
conditions that are important for the quality of the finished product.

7t MTHHPO|2Qo|%Eo| AR WMEHOl odEHCI EXO UTEE EFS7| AtiM 3H F E2l(In-
Process Control, IPC)7} &l =836}LC}.
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General 9.1 YHHA}SH

6.2 The head of quality control is responsible for control of ATMP active substances, starting materials,
raw materials and other materials such as primary packaging materials and any other material in direct
contact with the product during manufacture as well as medical devices that are used in combined ATMPs.
Further, the head of quality control is responsible to control the quality of the ATMP throughout all
stages of manufacture.

In case of autologous products or allogeneic products in a donor-matched scenario, the match between

the origin of the starting material and the recipient should be verified.
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6.3 Samples should be representative of the batch of materials or products from which they are taken.
Other samples may also be taken to monitor the worst-case part of a process (e.g. beginning or end of
a process).

The sampling plan used should be appropriately justified and based on a risk management approach.
Certain types of cells (e.g. autologous cells used in ATMPs) may be available in limited quantities and,
where allowed in the CTA or MA, a modified testing and sample retention strategy may be developed
and documented. (Replaces PIC/S GMP Guide Part | Section 6.12)
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6.4 Sample containers should bear a label indicating the contents, with the batch number, the date of

sampling and the containers from which samples have been drawn.

They should be managed in a manner to minimize the risk of mix-up and to protect the samples from

adverse storage conditions.

When containers are too small, the use of a qualified bar code or other means that permit access to this

information should be considered. (Replaces PIC/S GMP Guide Part | Section 6.13)
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6.5 In line with requirements of Annex 19, a reference sample of a batch of starting material, raw materials,
packaging material and finished product should be drawn.

As a general principle, a reference sample should be of sufficient size to permit the carrying out on at
least two occasions of the full analytical controls on the batch foreseen in the CTA or MA.

In case of a continuous process, where the ATMP active substance will immediately be turned into the
ATMP drug product, only a reference sample of the ATMP drug product needs to be drawn.

However, it is acknowledged that drawing reference samples may not always be feasible due to scarcity
of the materials or limited size of the batches (e.g. autologous products, allogeneic products in a matched
donor scenario, products for ultra-rare diseases, and products for use in first-in-man clinical trials with a
very small-scale production).

In these cases, alternative approaches should be justified and authorised in the corresponding CTA/MA.
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6.6 Samples of the starting materials should generally be kept for two years after the batch release.

However, it is acknowledged that the retention of samples may be challenging due to scarcity of the

materials.

Due to this intrinsic limitation, it is justified not to keep reference samples of the cells/tissues used as

starting materials in the case of autologous ATMPs and certain allogeneic ATMPs (i.e. matched donor

scenario). In other cases, where the scarcity of the materials is also a concern, the sampling strategy may

be adapted based on risk assessment and appropriately implemented mitigation measures.

For cases where the starting material is an established cell bank system, there is no need to keep cell

bank vials specifically for the purpose of reference samples.
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6.7 In line with requirements of Annex 19, a sample of a fully packaged unit (retention sample) should
be kept per batch for at least one year after the expiry date (national requirements might differ).

A retention sample is, however, not expected in the case of autologous products or allogeneic products,
where justified (e.g. in a matched donor scenario), as the unit produced with the patient’s tissues/cells
constitutes what should be administered to the patient.

When it is not possible to keep a retention sample, photographs or copies of the label are acceptable for

inclusion in the batch records.
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6.8 Shorter retention periods as mentioned in Section 6.6 and 6.7 might be justified based on the stability

and shelf life of the product.

In cases of short shelf life, the manufacturer should consider if the retention of the sample under

conditions that prolong the shelf life (such as cryopreservation) is representative for the intended purpose.

For instance, cryopreservation of fresh-cells may render the sample inadequate for characterisation

purposes but the sample may be adequate for sterility or viral safety controls (the volume of the samples

can be reduced according to the intended purpose).

When cryostorage of a sample is considered inadequate for the intended purpose, the manufacturer

should consider alternative approaches that are scientifically justified.
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On-going stability programme 9.2 AT & QHHMAIE A 2

6.9 The protocol for the on-going stability programme can be different from that of the initial long term
stability study as submitted in the MA dossier provided that this is justified and documented in the
protocol (e.g. the frequency of testing, or when updating to ICH/VICH recommendations).

Stability studies on the reconstituted and thawed product are performed during product development
and need not be monitored on an on-going basis.

The use of surrogate materials (i.e. material derived from healthy volunteers) or alternative scientifically
sounds approaches are acceptable in case of autologous products (or matched donor scenario) where
the entire batch needs to be administered to the patient. (Replaces PIC/S GMP Guide Part | Section 6.31)
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Release 9.3 £3}5¢9l

6.10 In general, batches of ATMPs should only be released for sale or supply to the market after
certification by an Authorised Person.

The batch release specifications are not limited to analytical results (also refer to out of specification
(O0S) results).

In line with PIC/S GMP Guide Part | Sections 1.4 (xv), 2.6. and 6.34 the Authorised Person should assess
the quality of each batch considering processing records, results from environmental monitoring,
monitoring of process parameters, analytical results and all deviations from standard procedures and
protocols.

Until a batch is certified, it should remain at the site of manufacture or be shipped under quarantine to
another site, which has been approved for that purpose by the relevant Competent Authority (if
applicable) and is controlled appropriately within the manufacturer’s quality system.

Generally, a finished product that does not meet release specifications should not be administered to a

patient unless otherwise justified.

7h. Yutdoz  FCHHIO[R9|FE HIETHIE HEA HE2(XpEE)7E UST 2o T == 32
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6.11 Where authorised by national law, the administration of a product that does not meet the release
specification might be performed under exceptional circumstances (such as when there is no alternative
treatment available that would provide the same therapeutic outcome and the administration of the

failed products could be lifesaving).
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6.12 In cases, referred to in point 6.11, where product does not meet release specification, the
responsibility and the decision of the patient treatment are solely of the treating physician and are
beyond the remit of this PIC/S annex.

The Authorised Person, the MAH and/or the Sponsor of the clinical trial should consider the following in

making the product available:
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The treating physician should provide in writing a rationale and/or request to the Authorised Person and
MAH.

HE 29| 2: N/A

(a) Batch manufacturing records and documentation provided to the treating physician should
clearly state that the batch has failed the release specifications and describe the parameters that

have not been met.

(b) When responding to a treating physician’s request, the MAH should provide its evaluation of
the risks of product administration. However, it is solely the physician’s decision to administer the

finished product that does not meet release specifications.

(c) The Authorised Person (or delegate) should report the supply of the product to the relevant

Competent Authorities, on behalf of the MAH in accordance with their legal obligations.

6.13 The clinical trial Sponsor or MAH should have procedures in place that describe steps to be taken if
product does not meet release specification but may be released to permit treatment. Individual instances
that do not meet release specifications may be addressed through lot-by-lot release programmes and

specific case-by-case, risk-based assessments, where such programs exist within national law.

EH 29| 2:N/A
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6.14 For ATMPs with a short shelf life, where established analytical tests might not permit batch
certification prior to product administration, alternative methods of obtaining equivalent data should be
considered (e.g. rapid microbiological methods).
Subject to approval from the Competent Authority, batch certification of short shelf life products
performed prior to completion of all product quality control is permitted when the testing timelines
would not allow for effective distribution to a patient.

gt Alg7|gto] Ze HTHHio|olofEe| Fe, =EUE EMH MY 7|12t iR HEF F0f T T
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Hz=CHel 152 AME €¥o| &xtofA zatHQl SI5S 2755 g 20 SSEC

(a) A suitable control strategy must be in place, built on enhanced understanding of the product
and process performance.
This must take into account the controls and attributes of starting materials, raw materials and

intermediates.

(b) The procedure for batch certification should provide an exact and detailed description of the
entire release procedure, including responsibilities of the different personnel involved in assessment

of production and analytical data.

2) MEEHS| QA5 HAHS WA U 2A olo|Eol Wit A of2f YKol MAS EHK MK
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(c) The procedure for batch certification and release of short shelf life ATMP may be carried out in

two or more stages:

3) MZER 93 U AI87ISo] B2 MEiujo|20lobE Has9l WA O 5 B ol¥em
28" + Yt

i. Assessment by designated person(s) of batch processing records, results from environmental
monitoring (where available) which should cover production conditions, all deviations from
standard procedures and protocols as well as the available analytical results for review in

preparation for the initial certification by the Authorised Person.

7h M=Tel 38715, 44 =US =For st= BE ZUEYAE ZtsE 349 Z.,
EEEANM U AEAML BE LRI OfLZ} HIEZIXHEE)M ot Hx AF FH HEE
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ii. Assessment of the final analytical tests and other information available for final certification by

the Authorised Person.

A procedure should be in place to describe the measures to be taken (including liaison with

clinical staff) where out of specification test results are obtained.
Such events should be fully investigated and the relevant corrective and preventive actions taken

to prevent recurrence.
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(d) Increased reliance on process validation should be considered as supporting data for batch

release in absence of a complete analytical results panel, even in case of investigational ATMP.

HE 29 2: N/A

(e) A continuous assessment of the effectiveness of the pharmaceutical quality system must be in

place.

This includes the records being kept in a manner, which permits trend evaluation.
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Batch release process in cases of decentralised / point of care manufacturing

6.15 In the exceptional circumstances where approved by the Competent Authority and in accordance
with CTA or MA or other national requirements, manufacturing of the ATMP may take place in sites close
to the patient (e.g. ATMPs with short shelf life, clinical advantage of using fresh cells as opposed to
freezing the starting materials/finished product, advantages of using automated equipment, etc.). This
includes manufacturing models where partial manufacturing occurs at a central site and finishing occurs
at a local site. It also includes manufacturing models where there are no steps occurring at a central site
and the active substance is provided to a number of local sites where full manufacture occurs. In such
cases, steps in the manufacturing of the ATMPs may occur in multiple sites that may be also located in
treatment centres (point of care) including hospitals. National law might require GMP-manufacturing
authorisations and/ or authorisations for the procurement and/or manufacture of blood, cells and tissues

intended to be used for ATMP manufacturing at the central site and the satellite sites.
HE 29| 2: N/A

6.16 The batch certification and release process becomes particularly important in the case of ATMPs
manufactured under a decentralised system as manufacturing in multiple sites increases the risk of
variability for the product. In particular, through the batch certification and release process it must be
ensured that each batch released at any of the sites has been manufactured and quality controlled in
accordance with the requirements of the CTA or MA and other relevant regulatory requirements including
compliance with GMP. The steps of the batch certification and release process should be clearly

documented in a standard operating procedure (SOP). The following conditions need to be respected:
EE 29| 2: N/A

(a) A "responsible site”, should be identified. The responsible site is responsible for the oversight of

the decentralised sites. During the product life cycle, the responsible site:
i. must have availability of an Authorised Person;

ii. must ensure that those involved in the batch certification and release process are adequately

qualified and trained for their tasks;

iii. should perform audits to confirm compliance with the batch certification and release process
(as descripted in SOP);

iv. must ensure that there is a written contract/technical agreement between the responsible site

and the decentralised sites establishing the responsibilities of each party, and
v. must ensure that there are written arrangements to:
timely report quality defects, deviations or non-conformity to the central site;

ensure deviations are investigated to identify root cause(s) and implement corrective and

preventive measures as appropriate; and

ensure deviations are approved by a delegated person (after having assessed the impact on

quality, safety and efficacy), with the involvement of the Authorised Person as appropriate.
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(b) The Authorised Person should have ultimate responsibility for the batch certification
(responsibility cannot be delegated). However, it should be possible for the Authorised Person of

the responsible site to rely on data/information that is transmitted to the Authorised Person by

qualified and trained personnel at the decentralised sites.

When permitted by national law, the Authorised Person may delegate release to trained and
qualified personnel at the decentralised site to act under the direction of the Authorised Person for

exceptional situations (e.g. life threatening cases or off-hours). The following conditions apply:

i. There is a detailed algorithm that determines the cases when the product can be released at
the local site without the preliminary approval of the Authorised Person, including deviations that
do not require the intervention of the Authorised Person. If technology permits this step can be
performed by a validated computer system.

ii. The Authorised Person reviews all releases that have occurred at a decentralised site within an
appropriately justified timeframe to confirm the adequacy of the releases including:

determining that the local sites can continue release;

if any product needs to be recalled or a product alert needs to be issued (see recall section
in Chapter 8);

if any provision in the release procedure and /or technical agreement needs modification;
and

the product has not been released

End of Document
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GMP & Validation Solution Consulting Services

We know what YOU need in the area of GMP & Validation,
We offer a full scope of GMP & Validation Solution Consulting Services.

HIO|@MZE ‘HEH QAL ZE 00| M| THEL{(Qur Partner)

HIO|2MZE = CH3o| MEL|Qt e “H|2Hlo| WRAHQ EctEa 0|4 MH|A(PharmaBio Value Chain

Collaboration Service)"E H|&dt1 UASLICE

Tofflon Science and Technology Group ~~ https://global.capa-city.cn/

v Aseptic Drug Product(DP + Lyophilization) Production Line Equipment(Total Solution)

TOfron v' Clean Air Equipment(RABS, Isolator) for Production and QC Sterility Test

Tofflon Life Science ~~ https://www.tofflon-lifescience.com
v Biological Product(DS: USP & DSP)) + DP) Production Line Equipment(Total Solution)
v Clean Air Equipment(RABS, Isolator) for Production and QC Sterility Test

9.0 Shanghai IVEN Pharmatech Engineering Co., Ltd.~~ https://www.iven-pharma.com/
I/VEn ’9‘ v Aseptic Drug Product(DP+Lyophilization) Production Line Equipment(Total Solution)
v Clean Air Equipment(RABS, Isolator) for Production and QC Sterility Test

Vﬁ;&l Yichun Wonsen Intelligent Equipment Co., Ltd. ~~ http://www.wonsen.net/
v" OSD Production Line Equipment(Total Solution)

5@ Hangzhou Shengde Machinery Co., Ltd.(SED Pharma)~~ https://sedpharma.com/
B v Aseptic Filling Line Equipment / OSD Production Line Equipment

@® Shanghai Pharmaceutical Machinery Co., Ltd (SPM)~~ https://www.spm.so/
v Aseptic Filling Line Equipment / OSD Production Line Equipment

_QLWES International” | Lives International~~ https://lives-international.com/
SRMWOO S&T v GMP Validator/Data Logger for Thermal Validation

“H|2Hio| 2 WHEHQl ZEtE 0] AMH|A(PharmaBio Value Chain Collaboration Service)"S & 0{2{&£9|
HO[X} DELHQ @HIO|RMEELQ} SH A™sH BAIZM £ 522 : gmp@biosupport.co.kr
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