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QUALITY AND AUDIT REQUIREMENTS
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Quality

In manufacturing, a state of being free from defects, deficiencies
and significant variations.

Strict and consistent commitment to-certain standards
that achieve uniformity ofa‘product
within countries, regions, even cities
in order to satisfy specific customer or-user requirements.

ISO 8402-1986 standard defines quality as
"the totality of features and characteristics of a product ...
that bears:its ability.to satisfy stated or implied needs."
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Quality of Plasma PfF?

= PdMPs need to be registered by Competent Authorities
to be available to patients

= PdMPs do satisfy GMPs
= PdMPs registration includes documentation of Starting Material
= Starting material for PAMPs is' the-Plasma/ JILANS

» Ii b=y e [ 8
W el - e
/b - >

v' Documentation of Plasma,as/ Starting Material:
Scientific Data on Plasma (e.g-European PMF)

v" Scientific Data on Plasma includes documentation
of quality of plasma
» Plasma PfF needs to be at high quality level
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Quality, a virtuous Process

Define, Measure, Analyse, Improve and Control
to support Continual Improvement

PDSA/PDCA is a process through which new standards are set;
to be challenged; revised and replaced by newer ,and better standards;
continuously

PLAN
i Identify improvement -
4 ' opportunity, collect data and 2
N 7 plan the change

ACT DO

Implement the
Adopt, adapt or
abandon th cha change and collect

eutsches Rotes % xdata
il o |t s pehdedienst B

er, nberg |ISTUDY £ ey
qel}ﬂe ZigeAnalyze the results ‘df"-'ﬂ«
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Quality Reference Documents

OFID © World Health Organization

orld Health WHO Technical Report Series, No. 961, 201 1
Organlzatlon
Annex 4
= H . . Blood Safety P , Health C d Di tic Divisi
NATIONAL STANDARDS FOR WHO guidelines on good manufacturing practices ™ [0 o Medioal Serviege "
FHOOD TRANSFUSION SERVICE for blood establishments Ministry of Health

Edition 1-2013 Thimphu: Bhutan

The Rules Governing Medicinal Products in the European Union
Volume 4

EU Guidelines

for Good Manufacturing Practice for
Medicinal Products for Human and Veterinary Use

Annex 14
Manufacture of Medicinal Products Derived from Human Blood or Plasma

Human Plasma for Fractionation
Plasma Humanum Ad Separationem

Eur. Pharmacopeia Monograph 01/2014:0853
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Quality

Quality management: Develop a culture of quality

Strict and consistent commitment to certain standards
that achieve uniformity of a product

to satisfy specific customer (patients) requirements. ﬁf Hm ~

» Support from government is needed f g’r
0 Action plan‘with clear milestones WH _
0 Dedicated key people working in coordination
> Regulatory needs
0 Implementation of National Regulatory Authority (NRA) for blood products

O National blood policy and directives of plasma donations in order to set
guidelinesand-assure-homogeneity in the quality of the raw material, plasma

» Sufficient Inspection resources of National Competent Authorities
for regular inspections of local collection centres
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Political background

Developing a national blood programme

Requires a serious, sustainable commitment.of resources (capital and operating
budgets)

Senior management have the responsibility of securing sufficient resources

for the work to be done.

This entails developing a strategy, estimating budget requirements, understanding
the requirements of funding agencies and developing proposals accordingly

It is likely that a mix of fund providers, e.q. government plus external agencies,

will be necessary, and that there will be a mix of cost recavery plus external subsidy
Development, execution and transparent reporting of costing are necessary

to demonstrate to funders that spending is appropriately managed

and will-help strengthen the case for funding support

Governance and funding of a national blood donor programme: Dr Yasmin Ayob
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© World Health Organization 2012

ASSESSMENT CRITERIA FOR
NATIONAL BLOOD REGULATORY SYSTEMS

| ariauty bulding of nations regultory authortias for the regulation of blood anv! |+ xd

"he easasamen 111 @0 g o -0y systems wens adopked by the WHO

Expert Commifi=: oo B-aianes Stangsi 0o o4 IS stysecond meeting heid I Geneva
71021 Getober i1, e ocumet 2ontaing the collecth views of the WO

et el 4w e (o0t I fsponse i @ reguest from WHE and the

= ioel Crfeqenne. 7t T Fiag i etony At onties for 3 asssesment o) 1o esiet

o A,

The b3l b e £ sl - e tates 40 . tlly s and priorhies when developing
capaoity bullding peojramme, & suppart %e introduction of regetion of biood products, |

Estabianment of such regulstion wes recommendad in the 2040 World Heaith Assambl
peseltion {WHAB312) an the avallaniity, qualty and safety of bioad products
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In the region L o

. AR ": % World Health
3. Recommendations L R }mﬁru ation @ ?
3.1 For Member States '

1. Establish/strengthen the national blood donor programme to augment voluntary blood donations to meet the
national requirements and allocate appropriate resources for its efficient implementation. Funding mechanisms available
under Global Fund to fight AIDS, Tuberculosis and Malaria ' may be explored, if needed

2. Organize extensive public campaigns to mobilize communities for regular veluntary blood donations

3. Forge sustainable partnerships among various partners, éspecially NGOs operating at the community level, to
educate, recruit and réetain voluntary blood donors

4. Build the capamty of blood transfusnon services through infrastructure strengthening and training of staff to ensure

6 Utilize mode ation-te an: ,
7. Undertake operational research to improve the knowledge, attitude 'and behaviour of communities towards voluntary
blood donations

3.2 For WHO

1. Provide technical support for developing and implementing national blood donor programmes as well as for their
effective monitoring

2. Develop generic standards.for blood donor recruitment and disseminate the same to all Member, States

3. Provide assistance in‘mobilizing resources to strengthen national blood donor programmes.

4. Assist in building the capacity of countries for efficient management of blood donor programmes.

5. Facilitate intercountry information-sharing on advances and success stories in the area of blood donation

13
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PIC: Pharmaceutlcal Inspectlon Convention

Founded by The European Free Trade Assaociation (EFTA) in October 1970
Is a legal Treaty between countries

Original Goals (18 EU MS only)
Harmonised GMP requirements
Mutual Recognition of Inspections
Uniform Inspection Systems
Training of Inspectors
Mutual Confidence
Only European-Commission authorised q
to sign agreements with other countries

PIC Scheme Pharmaceutical Inspection
Cooperation Scheme

PIC/S Goal

“To lead theinternatiomal development,

Implementation-and maintenance of-harmonised GMP standards

and quality systems of inspectorates in the field of medicinal products”.
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picss Some PIC/S recommendation &
Guideline’'Documents

- ide).
Y -PIC/S GMP Guide for Blood Establishments

v -PIC/S Guide cuces ror the Preparation of
Medicinal Products in Healthcare Establishments.

v VMalidation (master plan, IQ/0Q, process, cleaning).
v Validation of Aseptic Processes.

v Inspection of Isolator Technology.

v Quality Systems for Inspectorates.

v Sterility Testing.

vnNMalidation of Computerised Systems.

http://slideplayer.com/slide/5865015/#

15
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General Quality Points For Blood P

WHO

National Standards for Blood Transfusion Service | 2013
TABLE O
Glossary 6-9 i
Acronyms 310 §
Chapter1  Introduction 1213 |
Chapter2  Code of ethics for blood donation and transfusion 14-15
Chapter3 The blood donor 16-23
Chapter4  Testing of donated blood 2425
Chapter 5 Blood and blood components = o 26-27
Chapter 6  Clinical use of blood com 2829
Chapter7 Quality System y 30-39
Chapter8 Waste managemw hlnodmg 40-42.
Process flow ‘QI : Annex 1
Donor que_'mnrgﬂ Annex 2
Donor deferral JHHH e : Annex 3
Blood request ﬁam Annex 4
Informed consent 1 pfblood & blood
e Annex 5
Blood transfusion report T — Annex 6
Transfusion reaction form Annex 74
Transfusion reaction investigation form Annex 78
Organogram of Blood Transfusion Service Annex &
National Blood Transfusion Committee Anriex 9
Annexure National Blood Transfusion Service Annex 10
Mational Blood Center Annex 11
Regional Blood Center Annex 12
Blood storage center Annex 13
Standard teshp ¥ ches Rotes Kreuz sl Annex 14
Basic equipment at cgn‘ée:s oS HOtes AUz o Annex ‘ﬁir
Basic reagenu%epIUtspenoed IenSt Annexiﬁ
Equipment recargden-Warttemberg | Hessen Annex 1K
Standard Operating Bé6cadurgeUtzige GmbH Annex 18
Equipment specifications Annex 19
Reagents specifications Annex 20

5 | National Standards for Blood Transfusion Service/2013
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HUMAM PLASMA FOR FRACTIONATION
Plasma Humanum Ad 5eparationem
Eur. Pharmacopeia Monograph 07 /20080853

EU

Human Plasma for Fractionation is the liguid part of human S
blood remaining after =eparation of the cellular elements from
blood collected in a receptacle containing nti-coagulant, or
separated by continuous filtration or centrifugation of
anticoagulated blood in an apheresis procedure;
it iz intended for the manufactere of plasma-derivad product !
Production B | @ R ‘ a | BRI
Donors COnly carefully selected hezIthy donors et
- aftecmedical exs minaticn "
- laboratory blood tests
b - study of medical histomy
Yfree from detectable agent of infection transmissible'by plasma- -
derived medicinal products oo
recommandation of the CoE N* R [25)15 .
Records records of
-donors and donations are kept, while maintening required
degree of confidentiality regarding donor's identity, .
| - origin of each donation
| - results of corresponding scceptance procedure
\ - laboratory test
Lébnratuw Anti-HIV-1
Aanti-HIV-2
HBsAg
anti-HEV
test methods of Suitable sensitiviy and specificity
If repeat-reactive result of any is found : the denation is not
acceoted
Individual practical techniques for preparation
plasma plazma from plasmapheresis : Freezing at-20°C within 24h
units plasma from Whole blood: Freezing at-20°Cwithin 72h
total protein content: 50g/1
SLOM2ZE grored inconditions designed to maintain temperature £-20°C
and with exceptions nomore than 72h at not above -15°C ; never at
Transport . c=r

Flazma poc for fractionators

Character

Labelling

AL, Dinpunal wf wanle

tested for HBs and HIV antibodies ; Hep CRNA

Before freezing, clear to slightly turbid liquid without any visible
signz of haemalysis; yellow to green

The label enables each individual unit to be traced to a specific
daonor
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General Quality Points for Blood Products

= Donor screening
= Validation of SOP’s r
= Documentation

Equlpmﬁ

= Training of personnel

= Viralogical screenings

= Traceability Quality | Tovdaton
: _ Management _
= Maintenance of all equipment System T

—_—

mﬂ‘ll:ymmn!w

[,.Ha “ )
\/

1
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Critical parameters for insuring quality of Plasma PfF
= Acceptance Criteria by the Fractionator, whoever he is (you or them)

Plasma Origin Information
from Plasma supplier

= Selection of Blood Donors

= Collection time_of the whole blood

= Centrifugation of whole blood

= PlasmaProcessing

=  Minimum.volume of plasma (recommended 200ml)

Plasma Origin

g
t 5 @
S

exclusion Epidemiological
criteria for

= Basic requirements-for Donor’s testing danais
=  Temperature
= Kinetics and time of plasma freezing
= Physico-chemical Composition: Total proteins level, FVIII level, pH, ...
= Conservation/ Storage and Plasma Transport

= Traceability-ofsplasma:units and, blood monitoring system (look-back management)
(see haemovigilance and pharmacovigilance)

"-.\:ﬁj N ATIONAL BIOPRODUCTS [NSTITUTE nec
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The Fractionator will perform Audits
=> Benefits for the Blood Establishment

Written Agreements and Audits, an opportunity to

\.‘ i

Develop a culture of quality, —— o

Standards

Tratrjin
Traceabibty

Deviations
critical control
points
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The Fractionator will perform Audits
=> Benefits for the Blood Establishment

Written Agreements and Audits, a win-win situation

Definition of:Roles and Responsibilities (BE - Fractionator)
Increase/Safety of Blood products

Building \expertise“within the BE

Audits of-donation centers are a regulatory requirement for fractionators
Anticipate impacts of regulatory‘changes

Readiness for Regulatory Competent Authority Regular Inspections
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SAFETY REQUIREMENTS
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Haemovigilance
Additional Safety for recovered plasma, thanks to vigilance on recipients of labile products

Ba =
Labile product - —
abile products ;1ﬂ
I -ul:-j -Plasm q Plasm
; a
Donor =8 __Plasma unit
HAEMOVIGILANCE .
J Batgh of
Eracti :
PHARMACOVIGILANCE e
Batch of plasma- ‘ v'r V J
Patient - derived products Intermediates
ok I\

plasma-derived products
Hospitals,
C|InICS g

22




IPFA, embtclded in community Iras\ oo pasme an

Epidemiological Data

(7@n), World Health

AR D,
WS Organization

S
Post ECBS version
ENGLISH ONLY

EXPERT COMMIITEE ON BIOLOGICAL STANDARDIZATION
Geneva, 17 to 21 October 2016

WHO GUIDELINES ON
ESTIMATION OF RESIDUAL RISK OF HIV, HBY OR HCV
INFECTIONS VIA CELLULAR BL.OOD COMPONENTS
AND PLASMA

© World Health Organization 2016

e EMA and WHO guidelines on epidemiological data
e Requirements to-report rates for HCV/HBV/HIV markers-and provide statistical analysis

e Data to be reported at the level of centres (fixed ‘address), not always relevant/possible
for recovered plasma

e Alert limits should be settled (not acceptance limits) First time and Repeat Tested Donations

e CAPAs to be initiated:if<alert limits are reached

e Exchanges with plasma suppliers, root cause analysis
Slide Regulation
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WAYS to MOVE FORWARD?

e Standardisation of Quality Standards: worldwide policies (WHO initiatives
very welcome)

 European Directives

e Standardisation of Regulatory Policies:
e Criteria for'selection of donors
e Recognition by-other HAs of local HAs inspections

e Better usage of recovered plasma for fractionation

 Promotion of development of plasmapheresis collection of plasma for
fractionation-in-blood establishments
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Conclusion: Improving Quality of Blood Establishments

National Regulatory Authority in Promoting Good Manufacturing Practice Compliance

High positive impact on public health
Improving Quality of Blood Establishments

=>Improves Quality and Safety of Blood and Plasma

=> Allows less dependency on importations

=> Enhances Self-Sufficiency

=> |ncreases Availability-of Blood-and-PdMPs for the Patients

» Drastic upgraded transfusion safety
and viral epidemiology management by custom fractionation

= With-a high positive impact-on Public Health
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