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4. General requirements

5. Structural requirements

6. Resource requirements

Structure /. Processes requirements

8. Management requirements - Option A | Option B

Annex A Documentation requirements
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It conveys two main kinds of provisions:

Standard’s Requirements

provisions

Recommendations




ISOTC 276
RECOMMENDATION

"expression (...) conveying a suggested possible

choice or course of action deemed to be

Standard’s particularly suitable without necessarily

provisions mentioning or excluding others."

“should”




ISOTC 276
REQUIREMENT

"expression in the content of a document

(...) from which no deviation is permitted

Standard’s

if compliance with the document is to be
provisions

claimed.”

“shall”
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REQUIREMENTS

clear, objective and verifiable

Provisions




1ISO 20 387
REQUIREMENTS

Must not block innovation and flexibility in

biobanks -

Provisions they should be expressed in terms of

process management and performance

criteria
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Accreditation of Biobanks

¥

Recognition of the technical competence
Accreditation of biobanks to perform testing on

biological material
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International Accreditation Forum (IAF)
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International Laboratory Accreditation Cooperation (ILAC)
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1ISO 20 387

How to find the

Public National Standard Body contact
consultation




ISOTC 276

Standards ( AllaboutISO = Tekingpart / Store

Whatwedo v | Structur Members ~ Laveloping countries | News v

#  Allabout!SO » Members

Public 150: a global network of national standards bodies
consultation

UNMZ
(zech Republic

Cuba NC

(Czech Office for Standards, Metrology and
Testing

Cyprus CYs

Biskupsky dvir1148/5

National
Czech Republic UNMZ 11000Praha
Sit’@j n @7 @:7 rd b @ dy The work of technical standardization in the country was started by the Czechoslovak Czech Republic

Cote d'Ivoire CODINORM Eleclrotec.hm.cal ASSOEI\?UDH. .estahhshed in 1919.andl h.y.the Czechuslovak}ssolnatmn of Te +20221 8021 1/ +420 224907 175
Standardization, established in 1922. In 1951, the activities of the two organizations were Fax 4420 221802300
combined, and the Office for Standardization and Measurements was set up, The Federal .

Office for Standards, Metrology and Testing was established in 1968.
Denmark DS (8 UNNZ Website

Since [anuary 1993, after the splitting of Czechoslovakia into two independent states, the
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Template for comments and secretariat observations Date: Document:

1 2 {3) 4 5 (B) (7)
MB' | Clause No.J Paragraphl | Type Comment (justification for change) by the MB Proposed change by the MB Secretariat observations
Subslause No./ | Figure/Table/ | of on each comment submitted
Annex Naote com-
i (e.g.3.1) (e.9. Table 1) | ment?
PT| 5.1 note 0\ Justification Provision re-written

ge /te [/ ed

- general
- technical
- editorial
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Microorganism disposal

FaiIT Fail T Fall T

Microorganism

Microorganism

Microorganism Microorganism Microorganism

tested for Q

tested tested for Q tested for Q tested for Q
Pass Pass Pass Pass Pass
Failure Failure Failure Failure
detected detected detected detected

Transport
parameters
controlled

Process Process Process
parameters parameters parameters
controlled controlled controlled

Processing Storage Recovery

Added raw Periodic
material checks

rEVVANEUEE
(growth media)

Fall
Testing —

Microorganism 2
disposal
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Approaches to
Q Authentic

microorganisms

Results from Culture =+ Processing -+ Storage = Recovery = Transport

QbT

 —— —

The microorganism preservation for the long-term
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Quality by Design _ capturing process knowledge

Control the
Understanding sources of
the impact of variability
the sources of

Identification variability on

of the sources the CQA

Design of the of variability

preservation
process

Identification of
“product” CQA
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Quality by Design

Risk Assessment (RA)

Design of experiments (DOE)

Design space (DS)




Risk assessment _ Check-list

FACTORS

Cryoprotectant temperature
Cryoprotectant components mass
Cryoprotectant suspension aliquots mass
Sterilisation temperature

Seterilisation time

Incubation temperature

| n u
C n Incubation time
I d e n t I f I at I O O f Temperature decreasing rate in the freezing container
Time for freezing (freezing container)

Time for transfer
Transfer temperature conditions
Storage temperature

A N N

Temperature increasing rate
Cryoprotectant
Temperature

all the process

Microorganism authenticity
Microerganism purity
Microorganism viability
Calibration

Maintenance

Fitness for purpose

Effectiveness
Consistency
Competence

Specification

Process parameters “ M Material
Authentication attributes | AA Equipment
Raw material JINSH u Utilities
Work environment conditions [ WEC n Procedures
Operator Mth | Methods

L]

ch publ

v ] ey




Risk assessment _ Ishikawa diagram

People
Materials
Mantenance fas

corte Autoclave [ Maintenance interprating resuits

Control Measurements

Maintenance ] s

Monioring Containers Foison free
Control

[ s

|dentification of .

A Frosaur |: —seiisation

Control

the task
Centrol

Growth media adequacy

Microorganism
4+ Temperaure
transport .

» n . Speciications
Cryoprolecianis —  Temperature conrol
Thawing rate Time Growth media adequacy ‘_
Fungi recovery = Type
Growth madia 1— Microorganism storags

Temperature {adequacy)
adequacy

‘_ Centamination
Tima
s ranster —p
e — Voo feczng
Starility ‘_

Gupial absling —dfpy
A Suspension to presene [ Type

(adequaty)
t e - I' Growth media Centent in mycelia and spores
I C a u S EE E ; e Foa s ’ -Enwrnnmem

Growth media
Trme adequacy

Spacifications

Cryoprotes

[ Temperature
Poison substance contamination

% of active ingrediente in raw Cryoprotectant Time

material saolution quality

S M Cryoprotactant choics

Fungi autharticatiom—jph
Cryopreservation process
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Risk assessment _ Failure Mode and Effect Analysis

Scoring the factors In

terms of Risk Priority

Number

(arithmetic product of the I, L and A)

Stagein
cryopreservation
process

Potential
cause of failure

Existing
control

Existing
control

for prevention| for detection

Absence of microorganism
growth

Operator lacking skills

Type of growth media not
adequate

Growth media lacking quality
due to components low quality

Growth media lacking quality
due to fail in preparation

Growth media out of date

Suspension to

Lack of sterilisation

Failure in
purity

Failure in sterilisation procedure

Sample
incubation

preserve
(quality)

Absence of spores and mycelia
in the suspension

Microorganism
not preserved

Operator lacking skills

Cryovials labelling

Failure in shelf life record

Lossof
microorganism

Operator failure

Wrong name

Lossof
microorganism

Operator failure

Microorganism
freezing

Decreasing temperature
rate not adequate

Cell damage

Freezing container does not
provide the necessary
freezing rate

Temperature failure in the
freezing container

Cell damage

‘Wrong setting

Cell damage

Equipment failure

‘Time failure in the freezing
container

Cell damage

Equipment failure

Operator failure




Design of Experiments (DOE)

Screening Sriaag

222,211,214
142,154, 1.05
225,231,221
1.00,1.38, 1.19
1.73,1.86, 1.79
271,245,246
1.84,1.76,1.70
2.27,2.69,2.71

significant factors

iInfluencing COQA

l
2
3
4
5
6
7
8

Source: Jiju Antony; Design of Experiments
for Engineers and Scientists




Design Space

Multidimensional combination and interaction

DESIGN PARAMETERS AND THEIR INTERSECTION IN A “DESIGN SPACE" CONCEPT

of factors that have been

Design Parameters Design Space

demonstrated to provide

qguality assurance




Design Space

How to integrate QbD in a standard?




Integration of QbD in standards

Process design

Quality by Design

Bio-analytical
methods
qualification

Equipment
qualification

Process qualification

Infrastructure Personnel
qualification qualification

Maintenance of
control




Microbial BRC

Authentic

microorganisms

Culture =+ Processing -+ Storage = Recovery = Transport

Result




Thank you

for your kind attention



Defining a
Non manufacturing
conformity process control
strategy

Process
adjustment

Identification of raw material
potencial critical quality
attributes

Identification of final product
potencial critical quality
attributes

Definition of the manufacturing
process

Definition of the target product
quality profile

Defining a continuous control of
processes

Control sources of process variability ——

Understanding the impact of material
attributes and process parameters in
critical quality attributes

Identification of material atributes,
process parameters, critical quality
attributes and sources of variability

Design of product and manufacturing
process

Definition of the target product quality
profile
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Culture Processing

Recovery from
nature

The

microorganism

technological

Discard Recovery

lifecycle

Transport




Culture Processing

The

microorganism Release to
user

preservation

lifecycle

Transport Recovery




The

microorganism Culture = Processing = Storage = Recovery = Transport

preservation

lifecycle
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Accreditation

¥

Accreditation Recognition of the technical competence

to perform conformity assessment
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Conformity assessment

- Testing
- Calibration

Accreditation - Inspection

- Certification




ISO/DIS 20387 e
Certification

¥

Confirmation that certain (specified)

Certification characteristics of a product, process,

person or organization conform with the

requirements




