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Activity

CPP/CQA

HSC from Cord blood

HSC from BM

HSC from peripheral
blood

MNC from peripheral
blood

Cluster of cells

N/A

Absence

Absence

Absence

Microbiology

Use is not precluded but
requires treatment
strategy

Use is not precluded but
requires treatment strategy

Use is not precluded but
requires treatment strategy

Use is not precluded but
requires treatment strategy

Abbreviations: CBU, Cord Blood Unit; CFU, Colony Forming Units; DMSO, Dimethyl Sulphoxide; HLA, Human Leukocyte Antigen; N/A, Not Applicable; RBC, Red
Blood Cells; RT, Room Temperature; TE, Tissue Establishment; TNC, Total Nucleated Cells; UC, Unrelated Cord Blood.

* The Tissue Establishment’s quality system is subject to the requirements of Directive 2004/23/EC of the European Parliament and of the Council of 31 March

2004.

** Methods: manual using HES for RBC sedimentation or other proprietary reagents; semi-automated bottom-and-top; fully automated and programmable closed

systems.

*** Verification also of maternal HLA haplotype should add additional safety to the validation of HLA typing.
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The following tables are presented following the EuroGTPII Guidance -chapter 4- to ensure consistency throughout European projects:
The common specifications at key stages for all types of tissue are presented in seven tables:

e Donation: Donor characteristics

e Procurement: Procurement process and environment
e Processing/Storing/Transport:  Processing and environment

e Reagents

e Microbiological testing

e Storage conditions

e Transport conditions

The specifications for Ocular, Placental, Skin, Cardiovascular, Musculoskeletal, Adipose and islets of Langerhans are then presented in specific tables.

7.3.1 Common specifications and transversal issues

7.3.1.1 Donor characteristics
A change or a novelty related to the donor characteristics should be evaluated in the light of relavant elements such as :

e Compliance with ethical requirement (informed consent, unpaid donation)
e Evaluate if the type of donod (deceased, living, autologous, allogenic] has an impact of the quality or safety of the product
e what is the risk of degradation of the tissue over time after death?
e how is the medical history reported ?
e Are the risks related to allogenic transplantation vs autologous fully
e Evaluate the changes or novelties for the donor selection process :
e is the extent of the information investigated sufficient to be complete (medical record, next of kin or donor risk assessment interview; general
practitioner interview, specific file and previous results according to medical history ?...
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are the eligibility criteria consistent with the methods and controls set during the process?
is any extension of donor selection criteria and relative contra indication justified by a risk analysis ?

What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical Process References Case of Novelty or Case of
Quality Attribute Parameter change at changes to change at
low risk the situation high risk
is at
moderate
risk
Autologous Tested for Minimum EUTCD Add new
Donor mandatory Testing* 2006/17/CE testing
screening Annex I appropriate to
GAPP WP7 table local or
7.1 emerging
disease
Allogenic Negative results for EUTCD Add new Changes in Changes in
Minimum mandatory 2006/17/CE testing testing with testing with
Testing: Annex Il appropriate to | same lower
Ag/Ab VIH-1,2 ??PP WP7 table ::,er ;;ng restrictions restrictions
Hepatitis B (AgHBs) and C ' . disease
(Ab) National
Syphilis regulations New supplier
ECDC alert of reagents

Additional testing when
relevant:

+/- HTLVI/II
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical Process References Case of Novelty or Case of
Quality Attribute Parameter change at changes to change at
low risk the situation high risk
is at
moderate
risk
+/- NAT testing for VIH
HBV HCV depending on
local regulation
+/-others related to
specific risk
) Living Must be precised EUTCD Changes in
c-::z:i?]r At the time of donation or, iOOG/lIT/CE 7““’“0" W.'tg
g if not possible, <7 days nnex onger perio
blood post donation
samples for
testing Deceased DBD Just prior to death or, if not | EUTCD
Deceased DCD possible, as soon as possible | 2006/17/CE any longer
after death and in any case | Annex | .
< 24 hours after death period should
= ) be fully
justified and
validated
regarding the
reliability of
the tests
Contraindications | Absence of absolute EUTCD No change
Donor contraindication 2006/17/CE authorized
selection Annex |
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical Process References Case of Novelty or Case of
Quality Attribute Parameter change at changes to change at
low risk the situation high risk
is at
moderate
risk
Absence of specific Determine EUTCD Changes with
contraindication which chronic, systemic 2006/17/CE /owe.r .
autoimmune disease could | Annex! restnctflons
have a detrimental effect on (reducing
the quality of the tissue to control on
be retrieved impact on the
tissues or cells,
which vaccination with a enlargement
live attenuated virus may of acceptance
have a risk of transmission criteria)
which substance whose
Ingestion of, or exposure to
may be transmitted to
recipients in a dose that
could endanger their health.
which type or dosage and
duration of treatment with
immunosuppressive agents
could invalidate test results
of donor blood samples
Donor age To be justified and

precised if to be
considered as quality
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical Process References Case of Novelty or Case of
Quality Attribute Parameter change at changes to change at

low risk the situation high risk

is at

moderate
risk
criteria or absolute limit
HLA testing If compatibility is justified

7.3.1.2 Procurement procedures& environment

What should be specified in a PPD

What needs to be justified in case of change
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Criteria Situation Accepted Critical Accepted Critical Process References Case of Case of Case of change
Quality Attribute Parameter change at low change at at high risk
risk moderate risk
) body not As soon as possible and EDQM T&C Changes with Changes in
Time from | refrigerated* within 12 hours after death | guide chapter6 | upper duration with
death to if restrictions longer period
procurement body As soon as possible and and
refrigerated within 24 hours after death tez;)p;ra;ure
within 6 hours * V!/It' 'Q er
limit with no
impact on CQA
. Conditions Accepted Initial Aseptic conditions** EUTCD Changes on
Retrieval bioburden should be 2006/17/CE environmental
procedures defined Annex Il conditions with
GAPP WP7 lower
table 7.1 qualification
If a validated Initial bioburden accepted | Clean condition could be
sterilisatior? should be defined accepted Changes on
procedure is upper limit of
included in the the initial
manufacturing accepted
process bioburden
Processing step | Initial bioburden accepted | In-process (active) EDQM T&C
at the should be defined environmental-monitoring guide chapter 6
procurement Sample of procured tissues §6.4.1
stage should be cultured with
validated culture method
Not defined***
Time from Not defined*** To be registered Changes in
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical Process References Case of Case of Case of change
Quality Attribute Parameter change at low change at at high risk
risk moderate risk
procurement to duration with
processing longer period
Describe Reconstruction
procedure in case of
deceased donor
Validated, sterile Changes of Changes of
Material instruments, CE-marked supplier or new | sterility
devices (where available) supplier parameters or
sterile single-use materials non CE marked
(e.g. drapes, fluids, or not for
gloves...) {wman use
instruments
Classification ISO standards according EDQM T&C Changes on
Facilities (particles and to the claimed guide chapter 7 environmental
microbiological | classification 1SO 14644-1 conditions with
contamination) lower
EU GMP qualification
Classification claimed in EDQM T&C
accordance with the length | guide chapter 6
of the procedure, the
number of people present
during the procurement,
the possible reduction of
bioburden.
Validated sterile packaging
Packaging Outer container with a
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What should be specified in a PPD What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical Process References Case of Case of Case of change
Quality Attribute Parameter change at low change at at high risk
risk moderate risk

tamper-evident seal.

) Unique donation number or | EDQM TC guide No change
Labelling code Chapter 14.6 authorized
type of tissue
date

ID of procurement
organisation.

*** Where limits are not defined in the literature, they must be set and justified by the TE and validation data must submitted to demonstrate that the specified
limits are met. Such parameters must be supported by written justification and be authorised by the relevant Health Authority
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7.3.1.3 Processing and environment

What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical References Case of change | Case of change | Case of change
Quality Attribute Process at low risk at moderate at high risk
Parameter risk
Dissection Absence of residual Macroscopic control | EUTCD 2006/17/CE Changes in
Mechanical tissue or cells (if Annex || method should
action applicable) GAPP WP7 table 7.1 demonstrate the
efficacy of the
step to achieve
the same CQA
Cleansing or | Absence of residual Macroscopic control | Euro GTPII guidance Changes in
washing tissue Validated method method should
Absence of where CQA have demonstrate the
immunogenic cells (if | been demonstrated efficacy oft.he
relevant) step to achieve
the same CQA
Absence of chemical
residues (if needed)
Cutting, Precise description of | Validated method Changes in
grinding, the tissues: where CQA have method should
shaping and | Measurements been demonstrated demonstrate the
sizing (length, surface, efficacy of the
volume, diameter) step to achieve
Shape the same CQA
Granularity

Not defined**
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical References Case of change | Case of change | Case of change
Quality Attribute Process at low risk at moderate at high risk
Parameter risk
Impact on structural Validated method Changes in
integrity or expected | where CQA have method should
quality of the tissue been demonstrated demonstrate the
(strength, softness, efficacy of the
resistence, torsion, step to achieve
elasticity, the same CQA
morphological
integrity, absence of
abnormalities
anatomopathologist
Antibiotic No microbiological Composition not EDQM T&C guide Changes in Changes in
Decontamination | disinfection | growth tested on defined* Chapter 10 method should method with
individual product Incubation time and demonstrate the | lower efficacy and
temperature not efficacy of t'he less stringent CQA
defined*. step to achieve should be .
the same CQA evaluated in
Residual antibiotic Not define, to be EDQM T&C guide with respect to respect to clinical
level validated Chapter 10 the CQA of the requirements

tissues or cells

Choice of the
type of
antibiotics
selected, the
expected
spectrum of
action, the
incubation time
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What should be specified in a PPD What needs to be justified in case of change
Criteria Situation Accepted Critical Accepted Critical References Case of change | Case of change | Case of change
Quality Attribute Process at low risk at moderate at high risk
Parameter risk
and temperature
should be
justified.
Viro- Absence of viral Successive Changes in Changes in
inactivation | contamination preparation steps method should method with
not define, to be demonstrate the | lower efficacy and
validated (reagents, efficacy of the less stringent CQA
time, temperature) step to achieve should be
Choice of virus th.e same CQA evaluated in. .
similar to the virus with respect to resp?ct to clinical
that may tije CQA of the requirements
contaminate a tissues or cells.
tissue. Such types
include enveloped,
non-enveloped,
DNA and RNA
viruses
Final Sterility Assurance SAL<10® European Changes in Changes in
sterilisation Level on Sterile Pharmacopoeia method should method with
(gamma product: demonstrate the | lower efficacy and
irradiation, efficacy of t.he less stringent CQA
ebeam) step to achieve should be
the same CQA evaluated in
Absence of bacterial, | Validated potency EN 1040 standard with respect to respect to clinical
viral or fungal on a theoretical and/or Committee for the CQA of the requirements
contamination initial biocharge of Proprietary Medicinal tissues or cells.
Gram-positiveand Products (CPMP)
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Accepted Critical Accepted Critical References Case of change | Case of change | Case of change
Quality Attribute Process at low risk at moderate at high risk
Parameter risk
Gram-negative guidelines
bacteria, spores and
fungi, and known
relevant ‘resistant’
species, relevant
species of
enveloped and non-
enveloped viruses
with different
particle sizes
Residual water Duration and Changes in
Dehydratation content / active temperature of the duration or
water content <5 %/ | cycle not defined*, temperature
0.2-0.5 Aw to be validated applied during
the cycle to be
validated
Nature of the Composition not Change of Changes in the
Cryopreservation cryoprotectant defined supplier choice of the
Dosage and cryoprotectant
duration of selected;
incubation changes in the

Washing step
before graft to be
validate (nb of bath,

Residual trace after
washing

CPP
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What should be specified in a PPD

What needs to be justified in case of change

Criteria

Situation

Accepted Critical
Quality Attribute

Accepted Critical
Process
Parameter

References

Case of change
at low risk

Case of change
at moderate
risk

Case of change

at high risk

dilution, duration)
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7.3.1.4 Reagents

For products or materials coming into contact with tissues and cells at any step (medical devices, medicines, others):

Name.

Name and address of manufacturer.

Qualification/status of the product (CE marking for medical devices, licensing for medicines, others).
Quality control measures including, ,where appropriate, tests performed, methods applied and their validation and acceptance criteria, or

quality guarantees (manufacturers analysis certificate).

Justification of the choice of the products or materials non CE marked coming into contact with procured tissues and cells.

Justification of the choice of packaging (compatibility of the packaging with the tissues or cells).

What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Critical Quality Critical Process References Case of change Case of Case of change
Attribute Parameter at low risk change at at high risk
moderate risk
Medical device | critical quality directions for In accordance with Changes of Changes for a
Critical attributes, with sampling and testing, | Directive 93/42/EEC supplier non CE marked
reagents acceptance limits; or reference to reagent or not
procedures for human use
In vitro critical quality In accordance with
diagnostic attributes, with Directive 98/79/EC
medical acceptance limits ;
devices.
Antibiotics critical quality the reference (if any) | Changes for Changes for if
And medicinal attributes, with to a pharmacopoeia same category another
acceptance limits ; with same category with

products
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Critical Quality Critical Process References Case of change Case of Case of change
Attribute Parameter at low risk change at at high risk
moderate risk
spectrum of different
action spectrum of
action —
changes in
dosage
storage conditions following Changes in
Maximum and precautions manufacturer duration for
storage time instructions longer period
Certificate of analysis Any use in a
Composition or of compliance manner that is
from the not consistent
manufacturer, with the

available for each
reagent used

instructions of
the
manufacturer
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7.3.1.5 Reliability of microbiological testing

What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Critical Quality Critical Process References Case of change Case of change | Case of change
Attribute Parameter at low risk at moderate risk at high risk
(L) (L)
Haemoculture Positive results might
Donor (if relevant) not predict of the
result of the tissues
and exclude their use
Swab Positive results might
not predict of the
result of the tissues
and exclude their use
Pre-processing | Negative or low collection of Changes in nature
Sampling on samples for | virulent representative or localisation or
initial microorganisms sample number or
bioburden given a volume of
estimation decontamination samples collected
procedure is should be justified
followed
Sample for In After each open step | EDQM T&C guide
process control chapter 10
Samples Negative 1-2% of all final Eur

representing
Final product
including
packaging

packages

pharmacopoeia
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What should be specified in a PPD

What needs to be justified in case of change

Next step about
microbiological
contamination

See Technical Annex Il

7.3.1.6 Storage conditions

What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Critical Quality Critical Process Parameter References Case of Case of Case of change
Attribute change at low change at at high risk
risk moderate risk
c Lo Room +15°C < t° < +25°C EDQM T&C Change of Changes in
ontrol o . . .
temperature Validation on Structural integrity guide chapter | equipment extending
temperature | for dehydrated, and/or viability 11 limits of the
ﬂl‘”y lsed duration of
glycerolised. storage
Organo-culture | +28°C < t° < +37°C | Maximum storage time limit must period, or of
be defined following the range of
manufacturer. s recommendation temperature
for each media bottle and on the
. . should be
cumulative whole duration .
validated to
Validation on Structural integrity demonstrate
and/or viability the maintain
Cooled +8°C < t° < +15°C Validation on Structural integrity of the CQA of
and/or viability the product
Refrigerated +2°C < t° < +8°C Validation on Structural integrity

and/or viability
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What should be specified in a PPD

What needs to be justified in case of change

Criteria Situation Critical Quality Critical Process Parameter References Case of Case of Case of change
Attribute change at low change at at high risk
risk moderate risk
Frozen t° < -15°C Validation on Structural integrity
and/or viability
Deep-frozen -80°C < t° < -60°C Validation on Structural integrity
and/or viability
Cryopreserved | t° < -140°C Validation on Structural integrity
and/or viability
. Maximum storage time limit must
Duration be defined and validated in
extreme condition
ori Not defined* | Sterile Not defined * 1 Changes of
rimary radiation resistance validated supplier
packaging CE .marked or
for finished validated
product Not defined *
. Unique Unique EDQM T&C No change
Labelling identification guide, chapter authorised

number or code
(single European
code SEC)

- type of tissue and
cells

- expiry date

- temperature
range

14
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7.3.1.7 Transport conditions

What should be specified in a PPD

What needs to be justified in case of change

Activity Situation Critical Quality Critical Process Parameter References | Case of change Case of Case of
Attribute at low risk change at change at
moderate risk high risk
Room +15°C < t° < +25°C EDQM T&C Changes in
Outer temperature guide extending
packaging chapter 11 limits of the
Organ cultured | At room temperature duration of
or+28°C<t’< storage
+37°C period, or of
Refrigerated on ice or device the range of
temperature
Frozen t° < -15°C should be
validated to
Deep-frozen Container with dry demonstrate
ice or qualified the maintain
cooling systems. of the CQA of
Cryopreserved | Dry-shipping Dry shipper validated for a length the product
containers vapor- of time at least >48h before expiry
phase nitrogen < date
-140 °C).
Upper time limit defined
Duration
. Outer Resistance to shocks and temperature 1 Chapter 14, | Changes of
Packaging | packaging variations 3 supplier
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What should be specified in a PPD

What needs to be justified in case of change

Activity Situation Critical Quality Critical Process Parameter References | Case of change Case of Case of
Attribute at low risk change at change at
moderate risk high risk
Labelling outer | HUMAN Single European Code (SEC) EDQM T&C No changes
Labelling | packaging TISSUE guide, authorized
Identification chapter 14

of originated
TE
identification
of OHRA
destination
HANDLE WITH
CARE DO NOT
IRRADIATE
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7.3.2 Specific Criteria

7.3.2.1 General considerations

The T&C field evolves. Each new of the successive updates of the EDQM guide for Q&S of T&C makes it the main reference.

The Monographs dedicated to each specific tissue are the relevant source to define CQA or CPP, respectively in its paragraph « critical properties » and « quality
control requirement »

The following tables, as a general guidance, describe the main steps a TE should control for a whole preparation process. Some of the common topics where
specifically addressed in the first part and tables, in such cases the tables will refer to them. Some of the criteria should be read in addition to the monographs.

The level of proof or of validation can be adapted by CA to enforceable requirements such as those set in the monographs

Changes or novelties range from :

e Cases where CQA are to be maintained
o Assessment that the product meets specification before release :

= Does the report validation specify the Critical Quality Attributes (CQAs) necessary to be satisfied the tissues or cells are not rendered
clinically ineffective or harmful by the preparation process?

= Does the validation report precisely define the CQAs and provide information on the tests performed to determine whether the CQAs
have been achieved?

=  Does the validation report demonstrate that the process is reproducing the CQAs consistently? Are validated assays provided to measure
CQAs?

e Cases where the change involves a modification of the CQAs
o Written specifications to include:
=  Provide references to the research papers from which the specification is derived.
=  Expected characteristics See part 1
= Testing characteristics (viability, residual water, measurement, microbiology etc.) See part 1
o Evaluate the impact of the change on CQA on clinical properties
= Document evidence of clinical protocol being implemented e.g. patient record, case report form, registry reports
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- Clinical application
e Patient population to be treated (e.g. age, indication for treatment, previous/concomitant therapies)
e C(Clinical application method
e Method for monitoring the patients’ safety and efficacy: standard medical practice, vigilance program, data collection in a
scientific registry, clinical trial (in this case the Medical/Ethical Committee approval might be needed)
e Donor safety (if applicable)
- Outcome assessment
- Report of any adverse incidents during collection, production and/or clinical application

7.3.2.2 Ocular Tissue

Contexte and general information
- Tissue retrieved from a deceased donor as a whole globe or as a corneoscleral disc;
- Source material for ocular surface reconstruction, or endothelial cells replacement by keratoplasty to restore vision or for architectonic purpose to
maintain the integrity of the globe;
- Used after a cold storage period or after an organ-culture period;
- Among the categories of ocular tissue: cornea; sclera; limbal stem cells are used for clinical application
o Cornea
= outermost layer of the eye, central and transparent. It contains no blood vessels. The cornea receives oxygen and nutrients from the tears
and the vitreous humour from the anterior chamber. The cornea is a concave disc (0,5mm thickness, 8 to 10 mm diameter) and acts as a
lens. Its main characteristic and property is to be transparent to let light enter into the eye. A cornea graft is the replacement of damaged
tissue by healthy tissue. Cornea grafts have no alternative treatment
=  Among the categories of cornea: full or partial thickness cornea either for anterior lamellar or endothelial keratoplasty
o Sclera
= The sclera is the white highly irrigated layer surrounding the eye. Sclera is used as pieces of patches to repair ocular surface disorders (dry
eye syndrome) or as ‘carrier’ for prosthesis after enucleation
o Limbal Stem cells
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= Limbal Stem Cells are situated at the junction between the Sclera and the cornea. This ring of tissue constitutes a veritable barrier that
prevents conjunctivital cells and blood vessels from invading the epithelial surface of the cornea. The guarantee the crystalline
transparency of the cornea. They are grafted by the transplant of the corneal scleral ring.

List of existing monographs for ocular tissue in the EDQM T&C guide

1. Organ-cultured corneal donor tissue for (deep) anterior lamellar keratoplasty (ALK/DALK)
2. Cold-stored corneal tissue for (deep) anterior lamellar keratoplasty (ALK/DALK)
3. Organ-cultured corneal tissue for Descemet membrane endothelial keratoplasty (DMEK)
4. Cold-stored corneal tissue for Descemet membrane endothelial keratoplasty (DMEK)
5. Organ-cultured corneal tissue for Descemet stripping automated endothelial keratoplasty (DSAEK)
6. Cold-stored corneal tissue for Descemet stripping automated endothelial keratoplasty (DSAEK)
7. Organ-cultured corneal tissue for penetrating keratoplasty (PK)
8. Cold-stored corneal tissue for penetrating keratoplasty (PK)
What should be specified in a PPD What needs to be justified in case of change
Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing ArChitectoniC
parameter K References
(CPP) / Critical PK DMEK DALK DSAEK "
. Stromal
Quality
Attribute patch
(CQA)
) Extension of
Time between | S€€ table 7.3.1.2 for “Procurement procedures& environment: common duration should
death and specifications” 1 demonstrate
procurement Up to 72h if specifically validated the absence of
impact on
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter A References
(CPP) / Critical PK DMEK DALK DSAEK "
. Stromal
Quality
(CQA)
cornea CQA
Extension of
donor age
should
donor age no upper age limit 3 demonstrate
limits the absence of
impact on
cornea CQA
Corneoscleral | Not defined Not defined >9mm >2mm >2mm 1
ring
Acceptance of
Clear inner >7 5mm >7 Smm NA >7 5mm NA sma//er inner
: ’ ’ ’ diameter should
diameter metel
be justified
Absence of Absence of Tears should Absence of The struct'ura{
Structural stromal scar | Stromal be noted Stromal NA 1 characterisation
integrity or opacity opacities opacities of the cornea
shall be
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter e References
(CPP) / Critical PK DMEK DALK DSAEK "
. Stromal
Quality
Attribute patch
(CQA)
assessed to
evaluate the
impact of a
change in the
preparation
process by
anatomical
exam
No Guttata, No Guttata, No Guttata, no The
no severe no severe severe characterisation
Endothelial NA polymegathis | polymegathis | NA polymegathism | 1 of the
structure m or m or or endothelium
pleomorphism | pleomorphism pleomorphism shall be assess
Changes in the ?O evaluate the Changes in
method of ”;:p act Zf a decreasing the
. . change by L
Final 1000 to 2000 | >2000cells/m | >2000cells/m | 1000 to 2000 5 evaluation staining method upper limit in
Endothelial | cells/mm? m? m2 cells/mm? 22000cells/mm? | 1 with no " fisari the indication
cell count changes such as alizarin€ |, po yqlidated
. . red marquage. .
claimed in regarding
Counting shall
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter PK -
(CPP) / Critical PK DMEK DALK DSAEK References
Bt Stromal
Attribute patch
(CQA)
CQA be validated clinical efficacy
with internal or
external quality
control
(standard grid,
comparison
between
member staff,
or between TE).
Changes in the | Evaluation shall
method of be assess by
evaluation staining dead
with no cells (trypan
changes blue for
Viability Not defined Not defined Not defined Not defined Not defined 1 claimed in example)
CQA revealing no
large dead zone
(common limit
applied is <2%).
Changes in
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter PK .
(CPP) / Critical PK DMEK DALK DSAEK Re er*ences
Guelfisg Stromal
Attribute patch
(CQA)
higher rate
should be
validated.
The preparation
process is
validated to
demonstrate
the maintain of
the endothelium
density along
the time storage
Cell loss NA <25% <25% NA <25% 1 and to guaranty

No cell loss
between the
initial cell count
and the prior to
deswelling
count >25%.

Changes in
upper limit
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter K References
(CPP) / Critical PK DMEK DALK DSAEK "
Quality Stromal
Attribute patch
(CQA)
should be
validated
Ful Full ] Reevaluate Reevaluate 1 Method of
thickness after cutting after cutting evaluation
Changes in the Enlargement
testing on acceptance
method with criteria or
Microbiologic Negative-to-date microbiological testing (on culture medium 10ml) where the cornea 1 no changes diminution of
al stayed at least 3 days claimed in the duration of
CQA analysis to be
validated on a
clinical model
Changes of To be validated
. . . . suppliers if not for human
Packaging Sterile transparent containers with medium 1 used or non CE
marked
Clear sterile . Changes in If new culture
Culture No evidence of microbial growth: No turbidity no change of color culture media media, new
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter e References
(CPP) / Critical PK DMEK DALK DSAEK "
. Stromal
Quality
Attribute patch
(CQA)
medium Either organ cultured or cold stored during time length at temperature as to be validated | supplier, first

evaluation recommended by the manufacturer. to demonstrate | in man
its ability to
preserve cornea
fonctionnality
and viability.
No negative
interaction
between
components
and tissues
should be
evaluated

Not defined for the different kinds of use the cornea is intended for
Culture time | Check before release

Changes in

Deswellin i

. & Duration (min max) Expiry date extending
medium or duration shall
final be validated to
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at
Critical low risk moderate risk high risk
processing Architectonic
parameter PK -
(CPP) / Critical PK DMEK DALK DSAEK References
. Stromal g
Quality
Attribute patch
(CQA)
preparation demonstrate its
ability to
preserve cornea
fonctionality
and viability
No negative
interaction
between
components
and tissues
should be
evaluated
Semi automated | Semi automated Validation of
Manual cutting and cutting and the efficacy and
Preimplantati o L endothelial thickness thickness reproductibility
on Trephination Trephination peeling vs evaluation vs evaluation vs 1 of the method

preparation

none if precut

None if precut
in TE

None if precut
in TE
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What should be specified in a PPD

What needs to be justified in case of change

Acceptance criteria to release cornea for Case of Case of Case of
change at change at change at

Critical low risk moderate risk high risk
processing Architectonic
SEIEIMEIE & References

(CPP) / Critical PK DMEK DALK DSAEK
. Stromal *
Quality
(CQA)
ethanol (270 %
Sclera v/v), glycerol (= | 1

85 % v/v)

1. EDQM Guide to the quality and safety of tissues and cells for human application, 4th Ed; chapter 17.

2. EEBA Technical guidance for ocular tissue v11 - 01/02/2020

3. Armitage WJ; Preservation of human cornea;Transfus Med Hemother 2011;38:143-147

7.3.2.3 Placental tissue

Contexte and general information

Placental membranes:

- are the tissues, that surround and protect the foetus. The amnion is the inner membrane, the chorion the outer one. Both attached to the placenta
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- are collected during delivery under caesarean section (vaginal delivery could only be accepted if a further validated sterilisation process is intended)

- are separated during processing from the placenta and cut into patches of various sizes then deep frozen or further processed: freeze dried, lyophilized,
that can lead to other forms such as a spray, for example

- Amniotic membrane is a translucent soft and strong covering membrane. Its anti-fibriotic, anti-angiogenic and anti-proteatic properties give the amnion
the benefits of reducing inflammation and scarring while promoting a better epithelialization

- is used for biological dressing and healing purpose in ophthalmology and dermatology, and as a substrate for cell growth in different clinical applications

- There are two major categories of amniotic membrane: cryopreserved (deep frozen) amniotic membrane (patches) and dehydrated (lyophilized) patches
or spray.

The EDQM T&C guide had a single monograph for Amniotic membranes

- Amniotic membrane (AM) for biological dressing
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What should be specified in a PPD

What needs to be justified in case of change

Amniotic Critical processing Acceptance Criteria Referenc Case of Case of change at Case of
membrane parameter (CPP) / Critical es * change at moderate risk change at
Activity Quiality Attribute (CQA) low risk high risk
Tissue retrieval at the time Donations of tissue during a scheduled C- 1 If procurement of
Procurement | of pirth section is preferred tissue during vaginal
delivery, validated
sterilisation
procedures should
be applied to the
processed AM to
eliminate
microbiological
bioburden
Time and temperature in Recommended as short as possible <24h at 2-8 See: Transport
Transportation | transit °C 1 conditions: common
toTE If at room temperature <2h before processing specifications table
Physical and biological Not defined* 1 Process to be Changes in
Processing properties of AM validated by AM
Structural integrity anatomopathologist | structure
exam on AM or
Cell viability (if applicable) structure to assess its | biological
characterisation properties
to be
validated
regarding
clinical
efficacy
Microbiology - pre and post Negative® 1 Process to be

validated to
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What should be specified in a PPD

What needs to be justified in case of change

Amniotic Critical processing Acceptance Criteria Referenc Case of Case of change at Case of
membrane parameter (CPP) / Critical es * change at moderate risk change at
Activity Quiality Attribute (CQA) low risk high risk
processing guaranty no growth

of microorganism
Residual antibiotics (if used Not defined* 1 Changes of To be tested and
during processing) supplier measured at the
validation step of the
PPA
Residual glycerol / Not defined* 1 To be characterised
cryopreservative
concentration (if applicable)
Residual water content / a residual moisture of 1-6 % (w/w) or available 1 To be characterised
active water content (if water (aW) of < 0,5 is recommended
lyophilized)
Time and temperature of Cryoprotected AM - -80°C or <-140°C, expiry 1 See Storage
Storage storage linked to storage temp. conditions: common
Distribution should be in dry ice or liquid specifications
nitrogen dry-shipper
Frozen AM - temp between -15°C and -80°C, 1
expiry linked to storage temp.
Distribution should be at similar temperature
as was used during storage
Heat-dried AM - storage at room temperature, 1
shelf life should be justified
Air-dried AM - storage at room temperature, 1

shelf life should be justified
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What should be specified in a PPD What needs to be justified in case of change

Amniotic Critical processing Acceptance Criteria Referenc Case of Case of change at Case of
membrane parameter (CPP) / Critical es * change at moderate risk change at
Activity Quiality Attribute (CQA) low risk high risk
Lyophilised (freeze-dried) AM - storage at 1

room temperature, shelf life should be

justified

Glycerolised AM - storage 2-8°C for up to 2 1
years

Distribution should be at 2-8°C

Frozen and Deep Frozen Container with dry ice or qualified cooling 1
Distribution systems.
and Transport — - -
Condi .spo Cryopreserved Dry-shipping containers vapor-phase nitrogen 1 See transport
onditions <-140°C). condition
Lyophilized At room temperature
Labelling ISBT128, Eurocode, Single European Code 1
(SEC)
Thawing or rehydratation As described the procedure
Before graft
References:

1. EDQM Guide to the quality and safety of tissues and cells for human application, 4th Ed; chapter 18.
2 - Directives 2004/23/EC and 2006/86/EC

A positive result prior to processing may not preclude processing of a tissue if validated decontamination or sterilisation methods are used. Acceptance limits for
microbial load and exclusion criteria must be defined.
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* Where limits are not defined in the literature, they must be set and justified by the TE and validation data must be submitted to demonstrate that the specified
limits are met.
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7.3.2.4 Cutaneous Tissue

Contexte and general information

Tissue retrieved from deceased donors after brain death (DBD) or circulatory death (DCD) and more rarely on living donor during aesthetic reduction
surgery;

It is the largest tissue, covering the body surface (1,7m? on average), consisting of two main parts: an outer layer, the epidermis, and an inner layer, the
corium (or dermis).

It is a protective barrier against microorganisms, a shield to the inner body from mechanical and other injuries and performs a number of vital functions;
acts as an insulator against heat and cold.

It is procured under aseptic conditions with a dermatome.

The characteristics of skin grafts is split-thickness and full-thickness grafts. They consist of the entire epidermis and adermal component of variable
thickness.

It is used for wound healing (burns, ulcers...) and regeneration. Human skin graft is the gold standard treatment for patients suffering from extended burns.
Among the categories of skin: Cryopreserved and deep-frozen skin allografts; Lyophilised skin allografts; De-epidermised skin and acellular dermis

List of existing monographs for skin in the EDQM T&C guide

1.
2.
3.

Acellular dermal matrix (ADM)
Deep-frozen skin allografts
Glycerol-preserved skin allograft

What should be specified in a PPD What needs to be justified in case of change

209




De- In case of Case of Case of
epidermise change at change at change at
. deep- cryopreserv | glycerolized - d skin Reference low risk moderate high risk
(CPP) / (CQA) fresh skin P . yop . gly ) lyophilized : s
frozen skin ed skin skin acellular s risk
dermal
matrix
Preferably as described in table transversal specification EDQM
Time between A 48hrs max if preservation of quality and microbiological safety of the tissue | Guide T&C
death and is validated ; chapter
procurement 19
Technique for | scalpel dermatome | dermatome | dermatome | dermatome
procurement
Graft thickness must be recorded: full thickness vs split EDQM Justify
Characterisati thickness: Guide T&C; co.mplianc.e
onofthe | full thickness | thin (0.008-0.012 in/0.2-0.3 mm), chapter 19 with medical
d } ) and indication.
p';?:sl:‘r: medium (0.012-0.018 in/0.3-0.45 mm) monograph
thick (0.018-0.030 in/0.45-0.75 mm). 19.1
) ) Method of Modlification
Microbiology - détection in the
pre processing composition
of skin Negative or low virulent * microorganisms given a decontamination procedure is followed or load of the
samples for GAPP WP 7 accepted
initial initial
bioburden bioburden
estimation
EDOM Composition Composition
Not defined* must be validated with or without antibiotics of the of the media
Transport Guide T&C f Co f
mediawith with
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http://www.goodtissuepractices.eu/
https://ec.europa.eu/docsroom/documents/17522/attachments/1/translations/en/renditions/native
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-health-record-data-clinical-investigations-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/use-electronic-health-record-data-clinical-investigations-guidance-industry
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/ema-regulatory-science-2025-strategic-reflection_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/ema-regulatory-science-2025-strategic-reflection_en.pdf
https://eunethta.eu/request-tool-and-its-vision-paper/
https://www.ema.europa.eu/en/human-cell-based-medicinal-products
https://www.ema.europa.eu/en/ich-e6-r2-good-clinical-practice
https://www.ema.europa.eu/en/ich-e6-r2-good-clinical-practice
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/informedconsent_patientrecruitmentprocedure_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/informedconsent_patientrecruitmentprocedure_en.pdf
https://www.edqm.eu/en/organs-tissues-and-cells-technical-guides
https://www.edqm.eu/en/organs-tissues-and-cells-technical-guides
https://www.edqm.eu/en/blood-guide
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