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L’emovigilanza € un sistema di sorveglianza che abbraccia l'intera catena trasfusionale. Dal donatore al paziente passando
per il processo di produzione, 'emovigilanza documenta e analizza gli eventi inattesi o indesiderati osservati prima,
durante e dopo la somministrazione di emoderivati labili al fine di evitarne la comparsa o la ripetizione. Questo sistema
serve a monitorare costantemente la sicurezza dell’attivita trasfusionale.

Per materiovigilanza si intende il sistema volto a sorvegliare i rischi associati all'impiego di dispositivi medici e diagnosi in
vitro.

In questa sezione sono descritte le procedure di notifica e di Look-back nell’ambito dell’emovigilanza e della
materiovigilanza.

18.1. Procedura di notifica

18.1.1. Disposizioni generali

+ Ogni STR deve introdurre un sistema di vigilanza che copra tutti gli aspetti dell’emovigilanza e della materiovigilanza
(specificazioni, OAMed, OM, ODmed).

+ | STR devono notificare gli effetti collaterali delle donazioni, i difetti di qualita (incl. i marcatori di infezione positivi nei
donatori) e gravi difetti di fabbricazione. L'obbligo di notifica vale per tutti gli eventi che riguardano i prodotti, il
materiale e/o i donatori.

+ | STR devono predisporre un sistema di notifica e designare una persona responsabile dell’emovigilanza.

+ Leinformazionirese note al STR dopo la donazione sono chiamate «informazioni post-donazione» (IPD). Le IPD
possono provenire da fonti interne o esterne.

+ LeIPD (potenzialmente) rilevanti per la qualita e la sicurezza degli emoderivati devono essere trattate senza indugio.

+ Deve essere definita una procedura per la gestione delle IPD. Se sussiste un possibile rischio per i riceventi si devono
adottare le misure necessarie (richiamo, informazione al medico curante). La procedura relativa alle IPD deve essere
definita periscritto in una SOP.

+ Aseconda della rilevanza e della situazione, le IPD devono essere trasmesse all’acquirente degli emoderivati labili
(EDL), al frazionatore di plasma, alle autorita sanitarie (Swissmedic, UFSP, medico cantonale) (LEp) e a T-CH SA.

« La decisione sulla notifica all’acquirente di EDL spetta al responsabile tecnico (OAMed).

« Le IPDrilevanti per il ricevente devono essere notificate immediatamente.
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« Ogni emoderivato che non soddisfa le specifiche in vigore o che comporta un (potenziale) rischio per il paziente deve
essere identificato e gestito in modo da impedirne 'impiego o la consegna involontaria (vedi articolo 20, punti 20.1.1.1
e 20.1.1.4). Inoltre, se le IPD sono rilevanti per il ricevente, tutti gli emoderivati non ancora trasfusi devono essere
richiamati e distrutti.

« Tutte le notifiche e le misure devono essere documentate e archiviate (LATer).

18.1.2. Notifiche
Categorie degli eventi da notificare:

Eventi sottoposti a obbligo di notifica (emovigilanza/materiovigilanza)

n

\V4

Effetti
indesiderati
nel donatore

Eventi sogetti a segnalazione obbligatoria (emo-/materiovigilanza)

Gravi difetti di qualita e gravi difetti durante la produzione

Deviazione dai criteri

T GlaTEE ailE Deviazione durante la

e — produzione
| A// \
Marcatore di
infezione . . Altri criteri di Specifiche dell’ . Specifiche di
i . Altri marcatori . o . Macchina o
positivo siero- F X idoneita non Errore del apparecchia- - analisi di
. di infezione . . Funzione non .
conversione ositivi soddisfatti dal collaboratore tura non eseguita laboratorio non
HIV, HBV, HCV, P donatore rispettate soddisfatte
Lues

Destinatari della notifica:

« Utenti, ad es. ospedale / medico / laboratorio del paziente

Swissmedic

Centro di coordinamento T-CH

T-CH SA
Frazionatore

UFSP / medico cantonale

18.1.2.1. Notifica all’acquirente e/o al frazionatore di plasma

18.1.2.1.1. Requisiti generali per la notifica all’acquirente e/o frazionatore di plasma
[’acquirente e/o il medico (prescrittore) che effettua la trasfusione e/o il frazionatore di plasma devono essere informati

immediatamente e obbligatoriamente nei seguenti casi:

1) si verifica una sieroconversione (cioeg il risultato dello screening della donazione o delle donazioni precedenti era
negativo, ma il test di conferma della donazione dell’indice risulta <non negativo») o viene attivato un Look-back;

2) dopo la donazione il donatore sviluppa un’infezione da un agente patogeno rilevante per la trasfusione o da un
agente patogeno trasmissibile attraverso i plasmaderivati (incluse le infezioni asintomatiche). La notifica deve essere
effettuata se la donazione rientra nel periodo di incubazione dell’infezione o in base alle direttive di T-CH,;
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« casi e/o procedure speciali:

« il donatore sviluppa la malattia di Creutzfeldt-Jakob (CJD o vCJD). (Nota bene: notifica immediata e obbligatoria,
indipendentemente dalla data delle ultime donazioni, non appena le autorita competenti comunicano i criteri
all’ufficio di notifica (vedi punto 18.2.2.4);

« irisultati dei test NAT HAV e B19 sono reattivi. In questo caso si procede come per le IPD. Le cliniche in
questione vengono informate e invitate a distruggere o rinviare i prodotti se disponibili;

« contenuti della IPD:

« per Parvovirus B19: il medico curante deve essere informato del titolo virale riscontrato e di una rilevanza clinica
ipotizzabile in rari casi eccezionali. La rilevanza deve essere chiarita di caso in caso. Se esistono dubbi si deve
consultare un infettivologo. Per ulteriori domande si puo contattare il STR;

« per HAV: stessa procedura come per il Parvovirus B19, ma senza indicazione del titolo virale;

« se ne donatore viene accertata una malattia parassitaria (con patogeni extra-cellulari), questa € da considerarsi
rilevante;

3) dopo la trasfusione il ricevente di un EDL contrae un’infezione che pud essere associata o fatta risalire al donatore (nota
bene: viene attivato un Look-back legato al paziente (vedi punto 18.2.1.);

4) nell’ambito di un Look-back legato al paziente viene identificata una donazione infetta (vedi punto 18.2.1.);

5) se entro un determinato periodo dalla donazione si scopre che al momento della donazione il donatore non
soddisfaceva i criteri di idoneita alla donazione. Non sono rilevanti le informazioni sullo stato di salute del donatore che
sono state inserite tra i criteri di idoneita allo scopo di proteggere il donatore stesso (sottopeso, pressione sanguigna
troppo alta, ecc.);

6) se 'analisi dei marcatori virali non e stata eseguita secondo le procedure concordate. In questo caso le donazioni in
questione devono essere sottoposte a un nuovo esame. (Nota bene: notifica immediata e obbligatoria. Occorre
riesaminare le donazioni in questione e, se positive, attivare un Look-back);

7) se emergono seri indizi che la donazione comporti il pericolo di trasmissione di altre malattie.

18.1.2.1.2. Requisiti generali per la notifica al frazionatore di plasma

Le notifiche ai frazionatori di plasma e le relative modalita devono essere conformi alle disposizioni legali in vigore (EMEA) e
al contratto stipulato tra il frazionatore e il STR. (Nota bene: i risultati dei test di conferma devono essere notificati entro i
termini stabiliti nel contratto standard. Se i risultati della conferma non sono disponibili entro i termini concordati, il
frazionatore deve disciplinare chiaramente la procedura per contratto). (Nota bene: il frazionatore tiene in quarantenaiil
plasma destinato al frazionamento per un determinato periodo prima del pooling. Questa procedura permette di eliminare
una potenziale donazione nel periodo finestra).

18.1.2.2. Notifiche a Swissmedic (servizio di emovigilanza o materiovigilanza) (R5, R6, OAMed)

Swissmedic ha rilasciato chiare direttive sulle modalita di notifica, che i STR sono tenuti a seguire. Le copie delle notifiche a
Swissmedic devono essere inviate a T-CH SA.

Tuttii casi soggetti a obbligo di notifica elencati al punto 18.1.2.1. devono essere notificati direttamente o attraverso il
Centro di coordinamento T-CH entro i termini previsti
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Executive summary

This guideline provides guidance for the collection of starting material, the manufacturing and the
quality control of plasma-derived medicinal products. Specific attention is given to the virus safety of
these products.

This revision 4 includes an update on the legal framework as well as an update on specific guidance in
relation to:

e Directive 2002/98/EC and its associated technical Directives 2004/33/EC, 2005/61/EC and
2005/62/EC;

e The collection and testing of starting material, including reference to the PMF guideline;

e The detection of HCV RNA by NAT, which became a mandatory requirement for plasma pool testing
through introduction in the Ph. Eur. monograph “Human plasma for fractionation” and as a
consequence Annexes Il — V of revision 3 of this guideline have been deleted which provided
background information on introduction of HCV RNA NAT:

- Annex Ill: Intramuscular immunoglobulins: nucleic acid amplification tests for HCV RNA
detection (CPMP/117/95);

- Annex IV: Implementation of CHMP/117/95 recommendation “Intramuscular immunoglobulins:
nucleic acid amplification tests for HCV RNA detection” (CPMP/BWP/391/95);

- Annex V: The introduction of nucleic acid amplification technology (NAT) for the detection of
hepatitis C virus RNA in plasma pools (CPMP/BWP/390/97). Addendum to Note for Guidance on
plasma-derived medicinal products (CPMP/BWP/269/95).

e Regarding the content of Annexes Il1-V, the interested reader is referred to the 3rd revision of this
guideline published on the EMA website
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC50000361

3.pdf

e The requirement for ALT testing which has been deleted from the Ph. Eur. Monograph “Human
plasma for fractionation”:

- Annex VI “Plasma-derived medicinal products: Position paper on ALT testing
(CPMP/BWP/385/99; corrigendum September 1999)” included the scientific rationale for the deletion of
the requirement for ALT testing. It has been taken out of this guideline with the 4th revision and is
published on the EMA website
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC50000379

6.pdf

e Inclusion of the Guideline on Assessing the Risk for Virus Transmission - New Chapter 6 of the Note
for Guidance on Plasma-Derived Medicinal Products (CPMP/BWP/5180/03) into the main guideline text;

e Reference to the Guideline on the replacement of rabbit pyrogen testing by an alternative test for
plasma-derived medicinal products (EMEA/CHMP/BWP/452081/2007).

References to relevant guidelines refer always to the current version of these guidelines.

1. Introduction (background)

Human plasma contains many proteins which, following extraction, purification, and formulation into
medicinal products are of great medical importance. Plasma-derived products provide life-saving
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therapies but the quantity of plasma for fractionation is limited by the number of donors. Therefore,
the exchange of intermediates between manufacturers or the use of a variant manufacturing process
(see below) may be possible to assure the best use of blood/plasma donations.

Although the therapeutic use of blood transfusion goes back to the beginning of the 20th century, it
was not until the 1940s that the technique of plasma fractionation, devised by Cohn and colleagues,
enabled the widespread use of medicinal products extracted from human plasma.

Improvements in protein purification and molecular separation technology have made available a wide
variety of products, with medical applications covering a large field, and the therapeutic value of these
is unquestioned. However, the potential for viral transmission is well recognised, and because of the
large number of donations which are pooled, a single contaminated batch of a plasma-derived product,
with the contamination possibly originating from a single donation, can transmit viral disease to a large
number of recipients. The recognition in the mid-1980's that plasma-derived medicinal products, in
particular coagulation factor concentrates, had caused widespread transmission of human
immunodeficiency virus (HIV) and hepatitis C (previously identified as non-A non-B hepatitis) resulted
in major changes to the manufacturing processes, with the introduction of specific steps to inactivate
or remove these and other blood-borne viruses. Infectious non-enveloped viruses were detected in
certain plasma-derived medicinal products during the 1990’s and early 2000’s. Therefore, recent
process development has been devoted to further reducing non-enveloped viruses such as hepatitis A
(HAV) and parvovirus B19 (B19V).

Measures taken to prevent infection include selection of donors, screening of individual donations and
plasma pools for markers of infection with known viruses and validation of the production process for
inactivation or removal of viruses. From the 1990’s on, measures designed to minimise contamination
of the starting plasma have been improved by the refinement of serological test kits and the use of
nucleic acid amplification technology (NAT) for the testing of viral DNA and RNA, thereby shortening
the window period during which infectious donations are not detected.

Recent cases of apparent iatrogenic variant Creutzfeldt-Jakob disease (vCJD) infection by blood
transfusion in man in the UK provide strong evidence that vCJD is transmissible through blood
transfusion. Precautionary measures to minimize the risk of transmission of infectivity by plasma-
derived medicinal products were put in place by CHMP in 1998 following the identification of the first
cases of vCID and have been kept under review and updated as needed.

The legal basis for EU minimum standards for the quality and safety of the starting material for
plasma-derived medicinal products has been established along with the pharmaceutical legislation and
specific provisions have been laid down in the pharmaceutical Directive 2001/83/EC as amended. In
this legislation the option of a centralised certification of Plasma Master File was established.

In 2003 the European Parliament and the Council have adopted the overarching Directive 2002/98/EC
“Setting standards of quality and safety for the collection, testing, processing, storage and distribution
of human blood and blood components...”, also known as the “Blood Directive”. Thereby, from 8
February 2005, Directive 2002/98/EC amending Directive 2001/83/EC establishes the requirements
for the collection and testing of human blood and blood components whatever the intended purpose. In
line with this Directive, the technical Directives 2004/33/EC, 2005/61/EC and 2005/62/EC have been
issued by the Commission. Guidance is also provided by the “Guide to the Preparation, Use and
Quality Assurance of Blood Components” of the Council of Europe which contains a compendium of
measures designed to ensure the safety, efficacy and quality of blood components.
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This guideline covers:
Medicinal products with plasma-derived proteins as active substances.
Investigational medicinal products with plasma proteins as active substances.

Plasma derived proteins used as excipients in medicinal products, including investigational medicinal
products.

Plasma derived proteins used as ancilliary substances in medical devices.

2. Scope

Medicinal products derived from human blood and human plasma fall under the definition of Article
1(10) of Directive 2001/83/EC as follows: “Medicinal products based on blood constituents which are
prepared industrially by public or private establishments, such medicinal products including, in
particular, albumin, coagulating factors and immunoglobulins of human origin.” Furthermore, the
pharmaceutical legislation also applies to plasma that is prepared by a method involving an industrial
process (Article 2(1) of Directive 2001/83/EC). Solvent-detergent treated plasma is an example of this
latter category.

Many parts of this guideline could also be applicable to active substances extracted from cellular
components such as haemoglobin.

In accordance with Article 3 (1, 2 and 6) of Directive 2001/83/EC, the scope does not cover blood or
blood components. Furthermore it does not cover medicinal products prepared on a small scale for
individual patients in accordance with a medical prescription, although many parts contained in this
document may be pertinent.

3. Legal basis

In addition to the general conditions laid down for biological medicinal products, there are specific
conditions for medicinal products derived from human blood or human plasma, briefly summarised in
Annex I.

This guideline has to be read in conjunction with the requirements laid down in Directive 2001/83/EC
of the European Parliament and of the Council, as amended by the Directive 2003/63/EC?Y, which in
turn refers to Directive 2002/98/EC as concerns regulations for collection and testing of human blood
components. In essence, the reference in Directive 2001/83/EC to Directive 2002/98/EC, along with
the corresponding Commission Directives 2004/33/EC, 2005/61/EC and 2005/62/EC, should ensure
minimum standards for quality and safety of blood and blood components in the EU Member States.
These requirements refer, where applicable, also to blood/plasma and plasma-derived medicinal
products imported from third countries.

Furthermore, it is a legal requirement that before an authorisation to market a plasma-derived
medicinal product the manufacturer must demonstrate batch-to batch consistency. In addition, the
absence of specific viral contaminants must be demonstrated to the extent the state of technology
permits.

European Pharmacopoeia standards for plasma-derived medicinal products are provided in the
monograph “Human plasma for fractionation” and specific monographs for plasma-derived medicinal
products (Annexes Il and I11).

 Introduction and general principles (4) and part I, module 3 and part 111 1.1
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Whereas the free movement of goods is applied for medicinal products in general, Member States are
allowed to apply more stringent requirements for plasma-derived medicinal products. The Treaty on
the Functioning of the EU (Title XIV, Art. 168 (4a)) states that Member States cannot be prevented
from maintaining or introducing more stringent protective measures as regards standards of quality
and safety of blood and blood derivatives.

The Competent Authority may request the MAH to submit samples from each bulk or batch of
medicinal product for testing by a State laboratory before being released to the market (Directive
2001/83/EC Article 114; EC/EEA Official Control Authority Batch Release).

4. Starting material

The collection and testing of starting material are major factors in the quality assurance of the
manufacture of biological medicinal products. Measures taken to reduce risks for transmission of blood
borne infections by plasma-derived medicinal products include the meticulous control of starting
material.

Starting material for fractionation is plasma which can be obtained either from whole blood donations
or by plasmapheresis and this has to comply with the Ph. Eur. monograph “human plasma for
fractionation”.

All information on the starting material should be in accordance with the Guideline on the scientific
data requirements for a plasma master file (EMEA/CHMP/BWP/3794/03). It may be provided as a PMF.

If a MAH decides not to use the PMF certification procedures, it is also possible to provide the same
information in Module 3, section 3.2.S. of the documentation for the medicinal product. The PMF or the
plasma documentation in Module 3, section 3.2.S should be updated and re-submitted for approval on
an annual basis. Reference to more than one PMF is possible and should be clearly indicated in the
dossier.

The immunisation of donors to obtain immunoglobulins with specific activities should be in compliance
with the requirements of the relevant Ph. Eur. monographs. This also includes testing of donors of
erythrocytes used for immunisation of donors for anti-D plasma. This information which is specific to a
particular product (e.g. immunisation scheme used for specific immunoglobulins) should be included in
section 3.2 S of the dossier for the relevant product and not in the PMF. Reference is made to WHO
(The forty-third report of the WHO Expert Committee on Biological Standardisation, Technical Report
Series 840, current edition).

4.1. Risk Factors

Many factors can affect the safety of blood donations in transfusion medicine. However, not all of these
are relevant to medicinal products derived from human plasma and manufactured on an industrial
scale. Those which have implications are blood borne infections and include viruses found in plasma
which establish a viraemia such as HBV, HCV, HIV 1 and 2, HAV and B19V, or any other emerging
infectious viruses or other agents such as vCJD. In many cases such viruses can establish a persistent
or latent infection.

In rare cases medicinal products derived from human plasma have been shown to transmit viruses to
recipients even where the starting material has been controlled for viral contamination in accordance
with state of the art procedures. This is due to the nature of the starting material, which is obtained
from a panel of heterogeneous human donors which cannot be virologically characterised as thoroughly
as other sources of biological materials, such as cell banks.
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Other factors of equal importance relate to the quality of the product, for example the integrity and
biological activity of clotting factors and of immunoglobulins, which can be affected by the processing
of the starting materials after collection (see conditions on storage and transport of plasma in the
Guideline EMEA/CHMP/BWP/3794/03). Therefore, the risk of generation of thrombogenicity and
immunogenicity should be considered.

4.2. Selection of donors and testing of starting material

Selection of donors and testing of donations and plasma pools, are important factors in the safety of
plasma-derived medicinal products:

4.2.1. Selection and exclusion criteria

Selection and exclusion criteria of blood/plasma donors should be in compliance with Directive
2002/98/EC and its implementing Directives. This applies, where applicable, also to plasma imported
from third countries.

Further guidance is provided in the Guideline on scientific data requirements for a plasma master file
(EMEA/CHMP/BWP 3794/03).

Article 110 of Directive 2001/83/EC states: ‘Member States shall take the necessary measures to
promote Community self-sufficiency in human blood and plasma. For this purpose, they shall
encourage the voluntary unpaid donation of blood and plasma and shall take the necessary measures
to develop the production and use of products derived from human blood or human plasma coming
from voluntary unpaid donations’. However, according to the CPMP position statement on non-
remunerated and remunerated donors (EMEA/CPMP/BWP/1818/02), both non-remunerated and
remunerated donors contribute to the supply of safe plasma-derived medicinal products.

4.2.2. Testing

Each donation should be tested in compliance with Directive 2002/98/EC, Directive 2004/33/EC and
the Ph. Eur. monograph “Human plasma for fractionation”. Plasma pools should also be tested
according to the monograph “Human plasma for fractionation”. Additional testing and specifications of
plasma pools are required for specific products, e.g. virus inactivated pooled plasma and anti-D
immunoglobulins. These monographs require testing for HBsAg, HIV antibodies, HCV RNA of each
fractionation pool and additional testing for B19V DNA for specific products (i.e. virus-inactivated
pooled plasma and anti D immunoglobulins) and HAV RNA for virus-inactivated pooled plasma.

If normal immunoglobulin for intramuscular/intravenous administration and/or albumin are used in the
manufacture of anti-D immunoglobulin, the plasma pools from which they are derived should comply
with the requirement of the respective Ph. Eur. monograph on anti-D immunoglobulin. For validation of
all testing methods, reference is made to the Guideline on scientific data requirements for a Plasma
Master File (EMEA/CHMP/BWP/3794/03).

B19V has been transmitted by plasma-derived medicinal products such as coagulation factors, fibrin
sealants, and by solvent-detergent treated plasma. In immuno-competent patients without specific
underlying diseases, the infection is usually asymptomatic or mild. However, transient aplastic crisis
may be observed in patients with erythropoietic disorders or prolonged anaemia may occur in immuno-
compromised patients. Severe anaemia and non-immune hydrops fetalis can occur in infected
foetuses. Highly viraemic donations occur quite frequently and may lead to high contamination levels
of plasma pools with more than 108 IU B19 DNA per ml. It is recognised that NAT screening for
exclusion of such high titre donations can significantly reduce the contamination of plasma pools
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thereby reducing the risk for transmissions and resulting potential complications. Therefore,
introduction of high titre screening is encouraged. The appropriate limit for contamination of plasma
pools depends on the B19V reducing capacity of the product-specific manufacturing process. A risk
assessment according to chapter 9 of this guideline is performed in order to substantiate claims that a
product can be considered safe with regard to B19V infections. It is important that the manufacturer
clarifies whether all plasma used as starting material for a specific product is subjected to B19 NAT
testing in order to allow a correct risk assessment.

4.3. Traceability

According to Directive 2003/63/EC a system has to be in place which enables each donation to be
traced from the donor via the blood establishment through to finished products and vice versa.
Traceability has to be maintained as described in Directives 2002/98/EC, 2005/61/EC and GMP Annex
14. It is strongly recommended that every time a product is administered to a patient, the name and
batch number of the product are recorded in order to maintain a link between the patient and the
batch of the product in accordance with the Note for Guidance on the warning on transmissible agents
in the Summary of Product Characteristics (SPCs) and Package Leaflets for plasma-derived medicinal
products (CPMP/BPWG/BWP/561/03).

In compliance with the requirements laid down in the Directives 2002/98/EC and 2005/61/EC,
“facilities” to which blood and blood components are delivered, including manufacturers, should retain
traceability records for at least 30 years after the time of the donation. To ensure that the duration of
traceability is not shorter for batches of medicinal products compared to their raw/starting materials, a
link from donation/donor to finished product should be maintained by the manufacturer of the plasma-
derived product for at least 30 years after the time of the donation (see GMP Annex 14). This is to
ensure that the MAH for this product or a manufacturer, using a batch of a plasma-derived product in
his product, and the Competent Authorities would be informed if, in exceptional circumstances, post-
collection information would lead to measures regarding the product.

4.4. Post-collection measures including look back procedures

A post collection information system should be in place including a description of the measures for
reporting of serious adverse reactions® and events®. The management of post-collection information
which may affect the quality and safety of blood and blood components, including any serious adverse
reactions caused by a donation, that in turn implicate other components from the same donor, should
comply with the procedures laid down in EU GMP requirements including Annex 14 as amended to take
account of Directive 2002/98/EC and its implementing Directives, and Volume 9A of the Notice to
Applicants for medicinal products in the EU.

The management of post-collection information between the blood/plasma establishment and, where
there is a PMF, the PMF holder, and the manufacturing/fractionation facility should be described in
standard operating procedures. These should be in place at the blood establishment(s), the PMF holder
(if applicable) and at the manufacturer(s) of the plasma-derived medicinal products and subject to
written agreements between parties. If the reliability of a blood establishment/centre or the quality

2 According to Directive 2002/98/EC a serious adverse reaction “shall mean an unintended response in donor or in patient
associated with the collection or transfusion of blood or blood components that is fatal, life-threatening, disabling,
incapacitating, or which results in, prolongs, hospitalisation or morbidity.”

3 According to Directive 2002/98/EC a serious adverse event “shall mean any untoward occurrence associated with the
collection, testing, processing, storage and distribution, of blood and blood components that might lead to the death or life-
threatening, disabling or incapacitating conditions for patients or which results in, or prolongs, hospitalisation or morbidity.”
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and safety of plasma could be questionable the PMF holder should inform national competent
authorities and the EMA as the PMF certification body.

The following information should be communicated by the blood establishment to affected
manufacturers of plasma derived medicinal products without delay after receipt of the information, if
subsequent” to donation:

a) It is found that the donor did not meet the donor health criteria relevant to plasma safety
and/or quality;

b) A subsequent donation from a donor previously found negative for viral markers is found
positive for any of the viral markers®;

c) It is discovered that testing for viral markers has not been carried out according to agreed
procedures between manufacturer/PMF holder (if applicable) and blood establishment;

d) The donor develops an infectious disease caused by an agent potentially transmissible by
plasma-derived medicinal products (HBV, HCV, HAV, other hepatitis viruses, HIV 1 and 2, and other
agents in the light of current knowledge) (see section 4.1);

e) The recipient of blood or of a labile blood component develops post transfusion an infection
which implicates or can be traced back to the donor.

) A donation is involved in look-back procedures initiated by the blood establishment in case of
b, d, ore.

A look back procedure consists of tracing previous donations and testing of any retained samples
within a timeframe of at least 6 months prior to the last negative donation. Any departure from a 6
month look back period should be clearly stated and adequately justified. However, the time should be
at least equal to the maximum test specific window period prior to the last donation with a negative
test result. The following should be considered:

e Donations which have not been processed should be identified and withdrawn from processing
pending further investigation. The operation of an appropriate inventory hold (e.g. 60 days) may be
helpful in this respect.

e In case the donation has been processed, an immediate evaluation should be made of whether the
new information compromises the safety of batches of product and requires their withdrawal. This
evaluation should take account of criteria such as the disease, the type of seroconversion, the results
of further testing of the donation, possibly including testing by nucleic acid amplification technology
(NAT), the sensitivity of the tests performed (on the individual donations, the mini-pools and the
plasma fractionation pools), the size of the pool, the information on the cumulative look-back units
that might be present in that particular batch and the implicated plasma pool, the nature of the
product, its manufacturing method and the virus inactivation removal capacity of the process.

e A system for the compilation of the affected units for every plasma pool should be in place and the
information should be kept together with the batch record of the affected finished product and the
respective plasma fractionation pool(s) records to ensure that this information is readily available to
the Qualified Person(s) responsible for the release of intermediates or finished products.

4 Where traceability data are available, it is expected that information will be communicated whatever the time period
between the post-collection information and the donation. Any departure from this should be clearly stated and adequately
justified.

5 Communication of such cases should already be made based on repeat positive results and not await confirmatory testing
unless procedures in place assure that confirmative test results are received within 5 working days. The length of time
between donation and testing should be minimised in order to increase the likelihood that a seroconversion is detected
before processing of previous donations in inventory hold.
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Where there are indications that a donation contributing to a plasma pool was infected with HIV or
hepatitis A, B or C or vCJD, the case should also be referred to the relevant Medicines Competent
Authority(ies)® together with a risk-based evaluation by the manufacturer regarding continued
manufacture from the implicated pool or of the need for withdrawal of batches of product(s).

The mutual information system between blood/plasma establishments and manufacturing/fractionation
centres should include information about any donor who develops CJD or vCJD. Guidance on the need
for product recalls is given in the Position Statement on Creutzfeldt - Jakob disease and plasma-
derived and urine-derived medicinal products (EMA/CHMP/BWP/303353/2010).

5. Manufacture

The manufacture of plasma-derived medicinal products should be defined and justified in terms of
strategy, and described with all relevant details regarding procedures, in-process controls and final
controls.

According to Directive 2001/83/EC, Annex | (3.2.1.2. manufacturing process of the active
substance(s)), amended by Directive 2003/63/EC, the conditions for manufacture of active substances
for biological medicinal products are applicable: “If the presence of potentially pathogenic adventitious
agents is inevitable, the corresponding material shall be used only when further processing ensures
their elimination and/or inactivation, and this shall be validated.”

5.1. Risk arising during processing

In the manufacture of medicinal products derived from human plasma, consideration should be given
to the following factors:

e Microbial contamination may occur and may lead to the accumulation of pyrogens;

e Viruses and other adventitious agents may be introduced by reagents during manufacture (e.g.,
enzymes from tissue extracts or monoclonal antibodies used for affinity chromatography);

e The methods of manufacture may introduce process related impurities such as proteins, solvents,
detergents, and antibodies or other ligands from chromatography;

e Methods of manufacture may modify the product resulting in adverse consequences for recipients,
for example by the formation of product related impurities, such as neo-antigens, or by compromising
the biological activity of the active component, e.g. by activation of coagulation factors leading to
enhanced thrombogenicity. This is particularly of concern for steps introduced to inactivate or remove
viral contamination which may affect the quality or yield of products. A thorough characterisation,
using state of the art methods, should be undertaken to ensure that functional characteristics are
maintained and that aggregated, degraded or other modified forms, are appropriately controlled.

5.2. Plasma pools

The manufacture of plasma-derived medicinal products starts from defined plasma pools. Samples of
each plasma pool should be stored for at least one year after the expiry date of the finished product
with the longest shelf-life. A description of all relevant procedures for the preparation and the sampling
of the plasma pools should be provided according to guideline EMEA/CHMP/BWP/3794/03, in part 3.2.S
of the dossier of the medicinal product or by means of a reference to the PMF(s) where relevant.

6 National Authorities where the product has been authorised or the Reference and concerned Member States (Mutual
Recognition/Decentralised Procedure) or the European Medicines Agency (Centralised Procedure) and in addition, if
different, to the Competent Authority supervising the manufacturer for batch release in the EEA.
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In the dossier of the medicinal product all specifications of the plasma pool(s) should be stated. A clear
reference to the PMF(s) is acceptable with respect to the description and testing of the plasma pool for
viral markers, which should be performed according to the relevant Ph. Eur. monographs and the
guideline EMEA/CHMP/BWP/3794/03. Where appropriate, compliance of the plasma pool with any
production requirements of the relevant Ph. Eur. monographs should be confirmed.

5.3. Intermediates

An intermediate plasma fraction (intermediate) is partially fractionated starting material which must
undergo further manufacturing steps before it becomes a bulk product or final product. Intermediates,
commonly used for further processing into a final product, are fractions recovered from the process for
the production of clotting factors (e.g. cryopaste) or from the production process of immunoglobulins
or albumin (e.g. fractions I, 111, 1V, V), and may be prepared and stored by the product manufacturer
or obtained from another supplier, a contract manufacturer.

The collection and control of starting materials for the production of an intermediate plasma fraction
are important factors in the assurance of its quality. Information up to and including the production of
the plasma pool should be provided in the Plasma Master File or in part 3.2. S of the dossier following
the Guideline on the Scientific Data Requirements for a Plasma Master File
(EMEA/CHMP/BWP/3794/03). This information and information on the manufacture of the intermediate
from the plasma pool should be provided to the manufacturer of the finished product. A contract
should be established between the supplier of the intermediate and the manufacturer of the finished
product. This contract should address information from the manufacturing process, traceability and
specifications of the plasma and the intermediate, and the storage and transport of the intermediate.
The Marketing Authorisation Holder/applicant has final responsibility for the quality and safety of the
medicinal product and therefore, should hold all the relevant information described in this section and
have a contract with the manufacturer of the intermediate/finished product when different to the MAH.

For plasma-derived medicinal products, a variant of an established process may be employed if it
concerns an intermediate plasma fraction. The suitability of using an intermediate manufactured by a
variant process must be demonstrated by the manufacturer of the finished product. For the
assessment of a possible impact on quality, the variant process should be validated as such.
Differences of a variant process, e.g. additional purification/extraction step, process conditions,
intermediates, materials and equipment, should be listed and justified for each manufacturing site.
Process combinations should be identified and validated. It should be demonstrated that the use of the
variant process does not affect the quality and safety, including virus safety of the finished product.
Comparability should also be demonstrated taking into account the principles laid down in guidance
(Note for Guidance for Biotechnological/Biological Products Subject to Changes in their Manufacturing
Process (CPMP/ICH/5721/03).

Storage periods for intermediates should be set and justified by stability data. When releasing a
finished product produced from a stored intermediate, the finished product manufacturer should
ensure that at the time of release the product meets current requirements regarding the risk of
transmission of infectious agents. Intermediates produced from plasma or whole blood screened with
virus marker methodology which has been superseded may be used during a transitional period,
provided that a risk assessment has been performed, possibly supplemented by appropriate testing of
manufacturing pools.

5.4. Manufacturing process

The strategies used in the manufacture of plasma-derived medicinal products are critical for product
quality, safety and efficacy. Manufacturing strategies vary according to product and manufacturer, and
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usually include several fractionation/purification procedures, some of which may also contribute to the
inactivation and/or removal of potential adventitious agents. Additionally, specific procedures to
inactivate/remove viral contaminants should be a requisite part of the manufacturing strategy for all
plasma products. Plasma-derived medicinal products are defined largely by reference to their method
of manufacture, as with biological medicinal products in general. Therefore, the use of alternative
processes is usually not acceptable.

While selection of donors and testing of donations are essential safety measures, incidents of virus
transmission show that they are insufficient alone to ensure safety of the product. The manufacturing
process itself plays a central role and is of great significance for products derived from plasma. Studies
of a process for the ability to inactivate or remove virus infectivity will be subject to particularly careful
evaluation when products derived from blood or plasma are considered. This will include consideration
of the reduction in virus titre achieved, the rates of inactivation and the shape of inactivation curves,
how robust the step is to process variables, and whether virus inactivation or removal is selective for a
particular kind of virus.

The suitability of the various materials and procedures used in manufacture as well as the selected
operating conditions, parameters and tolerances should be validated by correctly designed and
interpreted studies.

5.4.1. Fractionation/purification procedures

5.4.1.1. Precipitation methods

Physical methods

Cryoprecipitation is most often used as the initial step for the production of Factor VIII concentrates.
Subsequent purification techniques for FVIII include precipitation, adsorption of other coagulation
factors, and chromatographic separation as well as procedures for virus inactivation to obtain the
finished products. Cryoprecipitate-depleted plasma is commonly used for the preparation of other
coagulation factors by adsorption/elution or chromatographic procedures and the residual plasma can
be further processed to yield immunoglobulins and albumins.

Physical/chemical methods

Among these methods, the ethanol fractionation procedures derived from the Cohn method are the
most widely used for albumin and immunoglobulins. They commonly incorporate several steps, in each
of which compliance with specific requirements is decisive for product quality; some of these steps may
also contribute to effective reduction of potential viral contaminants (see also 7.2 below). Therefore,
clear specifications for ethanol and protein concentration, temperature, pH and ionic strength, and time
of treatment, with data on acceptable tolerance as well as the means of controlling them should exist.

Appropriate data should also be provided for methods relying on other chemical agents such as
ethylacridin-lactate, caprylic (octanoic) acid, methanol, ammonium sulphate, polyethylene glycol,
cationic detergents, which are sometimes used in the preparation of certain plasma derivatives, as a
rule in combination with other purification procedures. Some of these substances may have an impact
on virus safety such as caprylic (octanoic) acid, for others information is still scarce.

5.4.1.2. Chromatographic methods

A number of different chromatographic procedures may be used in the purification and manufacture of
plasma-derived medicinal products. It has to be taken into account that the selectivity of the
procedures and the yields depend critically on the quality of the chromatographic resins as well as on
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factors like the capacity of the column, nature and concentration of proteins in the product, ionic
strength and the pH of buffers, flow rate, contact time and temperature. The chosen procedures should
be based on data of process development studies. All appropriate specifications and accepted
tolerances should be stated, and control data documented.

The conditions of storage of the columns, preservation and elution of preservatives, sanitisation and
methods of regeneration should also be described. Details should be given of clarification and sterile,
dia- or ultra-filtration procedures used.

5.4.1.3. Additional Considerations

Anticoagulants such as antithrombin and heparin may be added as raw materials/reagents at various
stages during the production of coagulation factors to minimise activation. The materials, their use and
residual concentrations in the final product should be documented.

The residual concentrations should be measured in the final product unless acceptable and consistent
results have been demonstrated. Several other compounds like charcoal, bentonite, colloidal silica are
sometimes used for clearing various impurities like pigments, lipoproteins etc. Details on the
characteristics of the compounds, on their decontamination and on the operating conditions should be
provided.

5.4.2. Virus inactivation/removal procedures

Procedures to inactivate/remove infectious viruses are included in the manufacturing strategies for
plasma-derived medicinal products. The manufacturing process conditions and in-process monitoring
for virus inactivation/removal steps should be clearly defined and justified. Careful validation is needed
for each inactivation/removal step ensuring that the validation includes worst case conditions. The
integrity of the product should be demonstrated under established manufacturing conditions. For
further information, reference is made to section 8 Adventitious Agents.

It is essential that material that has been subjected to a virus inactivation/removal step should be
segregated from untreated material to prevent cross-contamination (as stated in the GMP guideline,
Annex 14).

5.4.3. Process validation

Validation studies should be carried out by each manufacturer for the specific processes used and,
unless otherwise justified, for each production site. Moreover, if studies involve modelling the process
on a reduced scale, they should be capable of mimicking satisfactorily the conditions of full scale
production and the suitability of the modelling should be demonstrated. For the principles of
pharmaceutical development of the drug product, reference is made to the Note for Guidance on
Development Pharmaceutics for Biotechnological and Biological Products CPMP/BWP/328/99 (Annex to
Note for Guidance on Development Pharmaceutics (CPMP/QWP/155/96).

In the development of the manufacturing process, critical parameters and critical controls should be
identified and controlled. This is particularly important for novel process designs, including new designs
for products traditionally manufactured using ethanol fractionation. The general principles of the Note
for Guidance on Process Validation (CPMP/QWP/848/96) are useful in this work, although the plasma-
derived medicinal products are not included in the scope of the guideline. The effectiveness of a given
manufacturing process in consistently yielding a product with expected quality and biological activity
should be documented with data based on a broad set of relevant analytical methods. Particular
attention should be paid to demonstration of removal of process- and product-related impurities, for
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example chemicals used for, or derived from fractionation/purification procedures, and naturally
occurring substances which may be hazardous, such as blood group substances and activated
coagulation factors. Spiking experiments with certain potential contaminants may be necessary to
demonstrate the clearing efficiency of the process.

The studies should be designed to justify the selected operating conditions and the acceptable
tolerances, including worst case conditions, and to document their adequacy in achieving the expected
process performances.

When chromatographic columns are used, conditions leading to overloading as well as leaching from
the gels, particularly in the case of affinity chromatography with potentially harmful ligands, should be
carefully investigated. Attention should also be paid to the cleaning and regeneration of the columns
with particular emphasis on pyrogen elimination and virus carry over. The criteria for the use and re-
use of chromatography resins and their life time should be provided. This is also applicable to filters in
case of re-use.

For the establishment of release specifications, reference is made to the general principles laid out in
the Note for Guidance on Specifications: Test procedures and Acceptance Criteria for
Biotechnological/Biological Products (CPMP/ICH/365/96). The manufacturer should demonstrate
consistency at full scale production, showing compliance with the established specifications of the
product. To this aim, batches should be derived from different bulks. In case that the manufacturing
process starts from different amounts of plasma, it should be shown that the process yields a
comparable product under the range of conditions applied. If a manufacturer decides to use
intermediates from different manufacturing sites it should be shown that comparable products are
consistently obtained. In the case of different manufacturing sites used in parallel a detailed validation
program should be presented to demonstrate consistency.

Reprocessing should only be performed in case of process failures. The procedures and criteria should
be fully described. Validation data should demonstrate that repetition has no negative influence on
product quality.

6. Quality control

6.1. In-process controls

The procedures for production and equipment monitoring, the production steps where control tests are
carried out, the means of sampling and of storing the samples, as well as the testing procedures
should be described.

The pooling of starting materials should be subject to careful control to avoid contamination and
introduction of foreign material.

The monitoring of relevant parameters during manufacture, such as pH, temperature, ethanol
concentration, protein and potency where appropriate, as well as the results from bacterial counts and
endotoxin should be documented. Identification of critical in-process controls and limits for these
parameters should be justified in line with the guideline Q6B (CPMP/ICH/365/96).

6.2. Quality control of products

All products must comply with the appropriate European Pharmacopoeia monographs.

All relevant parameters should be measured in each batch of the final product. In addition,
measurements should be made of substances used during formulation or during production, e.g.
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residual solvent/detergent concentrations where these have been used. Appropriate limits for all these
parameters should be set reflecting the capability of the production process in line with Guideline Q6B.
For certain parameters, testing of either the drug substance or the drug product may not be necessary
on a routine basis and may not need to be included in the specifications if efficient control or
acceptable and consistent results have been satisfactorily demonstrated.

Batches which are used as in-house reference materials should be sufficiently characterised and their
intended purpose specified. Any differences in their manufacturing process in comparison to the
commercial process should be clear. A procedure for replacement of reference materials should be
established.

The variability of the starting material and the heterogeneity of the plasma-derived medicinal products
are important considerations in the validation of analytical methods used for starting materials, in-
process controls, active substances and medicinal products. Validation should be performed according
to the Note for Guidance on Validation of Analytical Procedures: Text and Methodology
(CPMP/ICH/381/95). Suitability of methods described in specific monographs also needs to be
demonstrated taking into account product specific aspects, such as matrix interference. If reference is
made to Ph. Eur. methods that are described in general terms (e.g. immunochemical methods 2.7.1),
validation studies should also to be performed. If methods other than those specified by the European
Pharmacopoeia are used, the alternative procedures should be shown to give consistently equivalent
results on several batches of product.

European Pharmacopoeia monographs for plasma derived-medicinal products (e.g. human albumin,
human normal immunoglobulin, human immunoglobulin for intravenous administration and human
blood coagulation factor VIII) are revised to encourage the use of alternative tests to the rabbit
pyrogen test. Guidance on this aspect of quality control is provided in the Guideline on the replacement
of rabbit pyrogen testing by an alternative test for plasma derived medicinal products
(EMEA/CHMP/BWP/452081/2007).

7. Stability studies

Stability studies should be performed, taking into account ICH guidelines, especially “Quality of
Biotechnological Products: Stability Testing of Biotechnolgical/Biological products” (Q5C). The MAH
should ensure that stability studies on the intermediate and, unless otherwise justified, on the finished
product are performed if an intermediate from an external manufacturing site is introduced.

8. Adventitious agents

8.1. Manufacturing process design

General principles concerning the incorporation of virus inactivation/removal steps in the manufacture
of biological products are outlined in the Note for Guidance on Virus Validation Studies: The Design,
Contribution and Interpretation of Studies Validating the Inactivation and Removal of Viruses (Revised)
(CPMP/BWP/268/95). This section contains further guidance relevant to plasma derivatives. The
principles in both guidelines should be taken into account when designing manufacturing processes or
modifying processes to give further assurance of virus safety. The rationale for the choice of specific
virus inactivation/removal steps deliberately introduced into the process should be given.
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8.1.1. Incorporation of effective steps for virus inactivation/removal in the
manufacturing process

For all plasma-derived medicinal products, it is an objective to incorporate effective steps for
inactivation/removal of a wide range of viruses of diverse physico-chemical characteristics. (An
effective step is defined in the Note for Guidance CPMP/BWP/268/95.) Thus it is desirable in most
cases to incorporate two distinct effective steps which complement each other in their mode of action
such that any virus surviving the first step would be effectively inactivated/removed by the second; at
least one of the steps should be effective against non-enveloped viruses. It is recognised that it is
difficult to inactivate or remove all known non-enveloped viruses efficiently using a single process step.
Some non-enveloped viruses (such as animal parvoviruses) are stable against a number of heat-
treatments while extremely small viruses (such as circoviruses) might penetrate even filters with small
pore sizes designed for parvovirus reduction. Manufacturers are encouraged to develop/implement
complementary process steps designed to remove or inactivate a wide spectrum of viruses. This will
enhance confidence in safety including unknown potentially emerging viruses. It is recognised that
designing steps that will complement each other and also be effective against a wide range of viruses,
including enveloped and non-enveloped viruses of diverse physico-chemical characteristics, is not a
straightforward task. Where a process step is shown to be reliably effective in inactivating/removing a
wide range of viruses including enveloped and non-enveloped viruses of diverse physico-chemical
characteristics and the process contains additional stages reliably contributing to the
inactivation/removal of viruses, a second effective step might not be required.

Viruses tend to fall into two groups in this respect, those susceptible to a wide range of
inactivation/removal procedures and those resistant. Also, there may be viruses potentially present in
plasma that are resistant to the inactivation/removal methods that can currently be applied to a
particular class of product.

Manufacturers should apply their best efforts to develop methods to inactivate/remove viruses and this
should be a continuing process. Previous experience clearly shows that starting material may contain
unknown viruses and that new viruses may appear. This emphasises the need to design processes to
inactivate/remove as wide a range of viruses as possible. Even this may not preclude new or unknown
infectious agents breaking through a process.

8.1.2. Contribution of partition processes to virus removal

Partition processes such as fractionation or purification procedures (e.g. chromatography) may
contribute to virus removal. However, cases of virus transmission have occurred clinically with
coagulation factors and intravenous immunoglobulins whose manufacture have relied purely on
partition processes. Furthermore, partition processes involve a large number of variables that are
difficult to control and are difficult to scale down for validation purposes. Minor differences in physico-
chemical properties of viruses can have a major influence on partitioning which makes it difficult to
extrapolate from validation studies. Partitioning may also be affected by the presence or absence of
antibodies. Consequently, it may be difficult to demonstrate that partition processes are reliably
effective.

If a partition process gives reproducible reduction of virus load, and if manufacturing parameters
influencing the partition can be properly defined and controlled, and if the desired fraction can be
reliably separated from the putative virus-containing fraction, then it could fit the criteria of an
effective step. Previous experience can be taken into account to design experiments for validation of
virus removal by fractionation.
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Since fractionation can contribute to virus removal, particular attention needs to be given to validation
studies and clinical safety if novel manufacturing processes depart from standard fractionation
techniques.

8.1.3. Effect of virus inactivation/removal steps on the product

It should be established that the virus inactivation/removal steps selected will contribute to the overall
safety of the product and any potential interaction between the steps should be considered.
Consideration should also be given to the maintenance of the integrity of the components of the
plasma derivative and clinical efficacy, to the potential for formation of neo-antigens, to the possibility
of enhanced thrombogenicity from activated coagulation factors, and to the possibility of toxic residues
from chemicals used in the process as well as to virological safety.

8.2. Virus inactivation/removal procedures

The following is not a comprehensive account of available virus inactivation/removal procedures and
points to consider but identifies some common criteria that need to be considered for certain
processes.

8.2.1. Precipitation with ethanol

Ethanol fractionation may contribute to the virus safety of albumin and immunoglobulins by removing
adventitious viruses rather than inactivating them. In fact, the disinfectant effect of ethanol/low pH
occurs mostly at room temperature or above, whereas plasma fractionation is carried out at a low
temperature to avoid protein denaturation. Where differential partitioning of the plasma components
and viruses occurs during the precipitation steps, this will result in the removal of viruses with the
discarded fraction. Furthermore, precipitated proteins can be separated by centrifugation or,
alternatively, by filtration. Filter aids are used to prevent clogging of the filters and they can enhance
the virus removal capacity of the separation process.

8.2.2. Heating in aqueous solution

Heating in aqueous solution at 60°C for 10 hours in the final container is the pharmacopoeial method
for virus inactivation for albumin preparations. This method of inactivation is also used for bulk
preparations of several other plasma-derived medicinal products. It has been shown that
pasteurisation is an effective inactivation step for enveloped and some non-enveloped viruses
according to CHMP/BWP/268/95. The efficacy of such a treatment is dependent upon the composition
of the solution, the temperature and incubation time. Stabilisation may be necessary to protect
proteins and minimise neo-antigen formation but stabilisers can also protect virus from inactivation
and therefore have to be chosen carefully.

8.2.3. Heating of lyophilised products

The effectiveness of virus inactivation may vary according to the characteristics of the lyophilisate and
the heating conditions. Upper and lower limits of residual moisture should be set based on virus
validation studies as well as protein integrity studies and aggregate formation studies. Where such a
treatment is applied to the product in its final containers, the variation in residual moisture between
vials of product should be within the limits set. Residual moisture is a particular critical parameter and
should be preferably measured on each vial with non-destructive methods (e.g. by near infrared
spectroscopy). Temperature and duration of heating should be monitored throughout the process step.

18/33





8.2.4. Solvent/detergent treatment

Treatment with a solvent such as tri-n-butyl-phosphate (TNBP) combined with a non-ionic detergent
such as Triton X-100 or Tween 80 can inactivate enveloped viruses. Prior to such treatment, in-process
solutions should be free from gross aggregates that may harbour virus and protect it from the
treatment. This can be achieved by filtration which should be done prior to addition of the
solvent/detergent or if done after, the filters should be demonstrated not to alter the levels of these
additives in the incubation solution. Physical validation must demonstrate that mixing achieves a
homogeneous mixture and that the target process temperature is controlled throughout the bulk
solution for the duration of the defined incubation time. In-process checks should be carried out to
confirm that the correct amounts of solvent and detergent have been added. Residual levels of solvent
and detergent should be minimised by processing and carefully monitored in the final product. Non-
enveloped viruses will not be inactivated by this process.

Solvent/Detergent (S/D) treatment is an established procedure for virus inactivation. Previous
experience can be taken into account to design experiments for validation of virus inactivation. This
can be helpful to limit the number of product-specific validation runs to the determination of virus
inactivation kinetics at “worst case” conditions (e.g. lower manufacturing limits for concentration of
SD-reagents and temperature). Since a high lipid content could affect the efficacy of inactivation, this
should be considered at validation in cases where the product intermediate contains significant
amounts of lipids.

8.2.5. Virus reduction filtration

There may be difficulties with removing the smaller viruses by filtration while maintaining a
satisfactory yield of product, especially for material of high molecular weight such as Factor VIII.
Certain types of filters may cause activation of coagulation factors; this should be minimised by
suitable choice of filter material and activation should be monitored before and after filtration.

The mode of action of the particular filter selected should be described and the parameters critical for
virus removal (e.g., volume per filter area, ionic strength, pH, flow rate, pressure and protein load)
should be identified. These critical parameters should be used to define appropriate virus validation
studies. Tests to confirm filter integrity are essential in-process controls. In addition, the performance
of filters used in virus validation studies must be compared to that of the filters used in routine
production.

Aggregation of viruses can affect the level of virus removal by filtration. This should be taken into
account when performing validation studies with viruses which will have been propagated and
concentrated under laboratory conditions and whose state of aggregation may differ from that
expected of a virus present in plasma. Information on the characterisation of the filter material by the
manufacturer should also be provided.

Complex formation with antibodies as well as the protein content of the solution or adsorption of the
viruses to membrane surface and the composition of the intermediate (e.g. buffer composition) can
have an important impact on the removal of viruses. This should be considered in virus validation
studies as well as in routine production processes.

8.2.6. Low pH

Low pH (approximately 4) can be effective for immunoglobulins to inactivate enveloped viruses and
certain non-enveloped viruses (e.g. B19V has been shown in some studies to be inactivated, whereas
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HAV and animal parvoviruses are not). Additionally, enveloped viruses may be inactivated at low pH in
ethanol-containing intermediates in albumin production.

For both enveloped and non-enveloped viruses, the reduction factors that have been demonstrated
depend on the exact conditions (e.g. pH value, time and temperature of treatment, composition of the
solution, etc.) and the virus strain used in validation studies.

8.3. Points to consider for specific products classes

8.3.1. Coagulation factors

As for all plasma-derived medicinal products, effective process steps for the inactivation/removal of
enveloped viruses are essential. Non-enveloped viruses such as hepatitis A and B19V have been
transmitted by this class of products. For Factor IX products, steps should be included in the process
that are effective for HAV and B19V. Since steps like heat inactivation may have some limitations
regarding certain non-enveloped viruses, companies are encouraged to increase the safety with
regards to small, heat-resistant, non-enveloped viruses by use of removal procedures, like virus
reduction filtration (also known as nanofiltration), where this is technically feasible.

For Factor VIII (and Factor VIII /von Willebrand Factor), von Willebrand Factor and fibrinogen
products, where the large molecular size renders a size-based separation from virus particles less
feasible, at least one step in the manufacturing process should be effective for HAV for which
inactivation procedures have shown to be applicable. It is recognised that some viruses (e.g animal
parvoviruses) are very resistant to physico-chemical methods for virus inactivation and that
development of an effective inactivation/removal step may be difficult for this type of virus. B19V may
be inactivated by carefully designed heat treatment steps (pasteurisation in an appropriate matrix or
dry heat treatment at appropriate residual moisture). Parvoviruses may be removed by virus filtration
depending on the pore sizes applicable to the coagulation factors

8.3.2. Immunoglobulins

Immunoglobulin products have a good safety record for the known non-enveloped viruses due in part
to the contribution from neutralising antibodies in the product. However, the possible transmission of
unknown or emerging non-enveloped virus or the decline of antibody titres to non-protective levels in
donor pools cannot be totally excluded. Thus at least one effective virus inactivation/removal step for
non-enveloped viruses is therefore required. Ethanol fractionation/precipitation steps can be accepted
as effective for non-enveloped viruses if adequately controlled and validated (see also section 8.1 and
8.2). In the case that ethanol fractionation/precipitation steps are not found effective, another effective
step for non-enveloped viruses should be introduced. If the process is based solely on chromatographic
purification, an additional step(s) shown to be effective for non-enveloped viruses is needed.

Introduction of virus reduction filtration (small pore size 15-20 nm) into immunoglobulin processes has
been shown to be effective for many non-enveloped viruses.

8.3.3. Albumin

Albumin manufactured by an established fractionation process that includes the terminal pasteurisation
specified in the European Pharmacopoeia monograph, has an excellent virus safety record. However,
further information is required from validation studies on the reduction of viruses during the
manufacturing process. Validation of the pasteurisation step should consider the nominal
concentration of the finished product.
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8.3.4. S/D Plasma

SD plasma has good safety measures for enveloped viruses and safety measures are in place for HAV
and B19 (Ph. Eur. monograph Human Plasma (Pooled and Treated for Virus Inactivation). The risk from
other non-enveloped viruses already circulating in the population is considered low, because it is
assumed that neutralising antibodies are present in plasma pools. There remains a potential risk from
newly emerging non-enveloped viruses. Therefore, manufacturers are encouraged to carefully follow
the epidemiology of such viruses in their donor population.

8.4. Choice of viruses for use in validation studies

General guidance on choice of viruses is given in the Note for Guidance on Virus Validation Studies:
The Design, Contribution and Interpretation of Studies Validating the Inactivation and Removal of
Viruses CPMP/BWP/268/95 (Revised). Viruses to be used in validation studies on plasma-derived
medicinal products should include at least:

Enveloped viruses

HIV-1

It is not necessary to carry out additional studies with HIV-2 as it is similarly affected by inactivation
procedures. HIV-1 is not required in robustness studies on established virus reduction steps, such as
SD treatment, heat treatment and ethanol fractionation steps. For new reduction methods HIV-1
should be considered when there is a lack of evidence that robustness can be covered by other
enveloped model viruses.

Model for hepatitis C virus

Biochemical characterisation of HCV classifies it in the Flaviviridae related to both pestiviruses and
flaviviruses. Currently, there are no methods available for propagation of the virus. Various models
have been used to validate virus inactivation methods including pestiviruses, e.g. bovine viral diarrhea
virus, flaviviruses, e.g., WNV, TBEV or yellow fever virus, and togaviruses e.g. Sindbis virus. These
viruses have properties in common with HCV. However, minor differences in physico-chemical
characteristics of viruses can have major effects on how they partition. For example, there is evidence
that pestiviruses differ in their partition in the Cohn Oncley fractionation process from togaviruses.
Currently there are insufficient data on HCV to identify the most appropriate model virus for validation
studies. Therefore, caution is required in the choice of a model virus and in the interpretation of
validation data. The pestivirus BVDV may be more difficult to reduce in some partitioning steps and it
may be more resistant at low pH than other model flaviviruses/togaviruses. Therefore, BVDV could be
considered as a “worst case model” for HCV.

Enveloped DNA viruses

To date, there have been no recorded transmissions of a herpesvirus associated with the use of non-
cellular blood components. However, since some herpesviruses may result in a viraemia, a validation
study should be performed with an appropriate enveloped DNA virus, e.g. a herpesvirus such as
pseudorabies.

Currently, there is no practical test system for hepatitis B virus validation. An animal virus model, the
duck hepatitis B virus (DHBV), may be used as a model of human HBV. However, it requires the use
of its natural animal host (duck or primary duck cells) for titration. In consequence, there is no general
requirement to include DHBV in the virus panel. However, in some specific situations where the
efficacy of new inactivation procedures (e.g. UV illumination) are highly virus dependent among
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enveloped viruses and for which inactivation/removal efficacy cannot be extrapolated from limited
number of model viruses, the use of DHBV could be requested.

Non-enveloped viruses

The package of validation studies on non-enveloped viruses should establish the range of viruses
susceptible to the inactivation/removal processes and identify the limits of the process. For example, a
heat inactivation step used in the manufacture of a coagulation factor might be effective against
hepatitis A virus but ineffective against another non-enveloped virus.

Hepatitis A transmission has been associated with certain coagulation factors. HAV should be used for
validation studies for coagulation factors as it is thought to be significantly different to other
picornaviruses. Consideration should be given to the possible interfering effects of antibodies.

Validation studies for coagulation factors should also include an appropriate model for B19V. Models
that have been used include canine, porcine, murine and bovine parvoviruses.

Studies using HAV and B19V are not required for immunoglobulins. However, data from non-antibody
complexed model viruses may not adequately reflect reduction of HAV or B19V in intermediates where
binding antibodies are present. Therefore it may be helpful (but not mandatory) to perform such
studies in order to clarify the reduction capacity for HAV and/or B19V. In each case, studies with non-
enveloped viruses for which antibodies are unlikely to be present should be performed to evaluate the
ability of the process to inactivate/remove possible unknown non-enveloped viruses

Model viruses for virus reduction filtration (nanofiltration)

Our knowledge of the virus clearance efficacy of nanofilters has improved with increasing use of
nanofiltration in manufacturing processes. Clearance efficiency should be demonstrated for each
product with a range of virus sizes whatever the nanofiltration system used. In some circumstances
(e.g. immunoglobulin; pH; residual solvent/detergent), the quantification of virus removal solely by the
filter may be rendered difficult by virus inactivation/neutralisation that can occur during the
nanofiltration. Robustness studies may focus on the most difficult viruses to remove with a particular
filter. For small pore size filters designed for removal of small hon-enveloped viruses, HIV and BVDV
should still be part of the virus panel, but robustness studies may focus on small non enveloped
viruses. For medium pore size filters, designed for removal of medium-sized viruses, HIV and an
enveloped virus such as BVDV should be included in validation studies, with robustness studies
focusing on for example BVDV.

8.5. Difficulties in the design and execution of virus validation studies

Reliable experimental demonstration of the effectiveness of virus inactivation and removal during the
processing of plasma and the interpretation of data may be rendered difficult for various reasons (see
also guideline CPMP/BWP/268/95 on virus validation studies). The presence of antibodies may affect
partition of viruses or their susceptibility to chemical inactivation and may also complicate the design
of the study by neutralising infectivity. Furthermore, undiluted plasma or derived fractions are usually
toxic for cell cultures used for virus detection as is the presence in intermediary products of chemicals
such as ethanol and ethylacridinlactate. Therefore, assays may have to be preceded by procedures
designed to counteract these effects, such as dilution, dialysis, etc. In addition, the product itself or
chemicals used to prepare or to treat it may change the properties of viruses, for example leading to
their coating and/or aggregation, which may result in difficulties in reliable quantification of residual
infectivity.
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In some situations, NAT can be an alternative to infectivity tests to measure virus load and determine
reduction capacities of removal steps. When performing validation studies with NAT, careful
characterisation of the virus spike should be carried out in order to ensure the reduction of intact
particles is measured and not removal of free nucleic acid or damaged particles. NAT studies may be
useful to distinguish removal from inactivation when they occur at the same process step (e.g.
caprylate fractionation steps) or when an infectivity assay is not feasible (e.g. due to neutralising
antibody interference).

8.6. Strategy for introduction of additional process steps for inactivation
and removal of viruses

Since manufacturers should apply their best efforts to develop methods to inactivate/ remove viruses
and this should be a continuing process, manufacturers should keep this under constant review in the
light of technological developments. This is particularly important for products where there are
currently limitations in what can be achieved in the reduction of non-enveloped viruses. Where it has
been identified that specific process/product improvements can be made, Marketing Authorisation
holders and applicants should set and justify timetables for such developments; and commit
themselves to providing regular reports to the relevant competent authorities on their progress.
Timescales for introduction of process changes should reflect the manufacturer's best efforts. In the
meantime, product literature should be critically evaluated to provide relevant and specific information
to enable clinicians to make an informed choice of product (Note for Guidance on the Warning on
Transmissible Agents in Summary of Product Characteristics (SmPCs) and Package Leaflets for Plasma-
derived Medicinal Products (CPMP/BPWG/BWP/561/03)).

8.7. Revalidation

New validation studies are required when relevant changes in the manufacturing process or in
individual steps are being undertaken. The absence of new validation studies should be fully justified.
Any virus transmission seen in clinical use should result in an evaluation of available data by
manufacturers and regulatory authorities so that appropriate action can be taken.

8.8. Investigation of reduction of TSE agents

All issues concerning reduction of TSE agents are discussed in the respective EMA documents (“CHMP
Position Statement on Creutzfeldt-Jakob Disease and Plasma-Derived and Urine-Derived Medicinal
Products” (EMA/CHMP/BWP/303353/2010) and “Investigation of Manufacturing Processes for Plasma-
Derived Medicinal Products with Regard to vCJD risk” (CPMP/BWP/5136/03)). Latest CHMP
recommendations should be followed.

9. Assessing the risk for virus transmission (former guideline
CPMP/BWP/5180/03)

9.1. Introduction

The aim of this chapter is to outline the general principles that manufacturers should follow in
performing risk assessments for virus transmission by plasma-derived medicinal products. These risk
assessments are required for the substantiation of statements on virus safety and any remaining
potential risk in the product information for these products, as outlined in the Note for Guidance on the
Warning on Transmissible Agents in SPCs and Package Leaflets for Plasma-derived Medicinal Products
(CPMP/BPWG/BWP/561/03). The risk assessment should, where possible, include a quantitative
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estimation of the probability of a virus contaminant being present in a defined dose of final product.
The principles presented below can be applied to both known and emerging viruses.

9.2. General principle of the risk assessment

The principle of the risk assessment is to consider various factors, such as epidemiology, viraemic titre,
testing for viral markers, virus inactivation/removal steps and product yield that influence the potential
level of infectious virus particles in a dose of final product. The reliability of the risk assessment will
depend on the extent of information available on these factors. Many of the factors may vary and
realistic worst case scenarios should be considered in order to obtain a result which can give greatest
assurance for the statements on virus safety.

An estimate of the capacity of the manufacturing process to inactivate or remove the contaminant
virus (“overall virus inactivation/removal capacity”) versus the potential amount of a given virus that
may be present in the starting material (“potential virus input”) should also be provided. In addition,
by considering the amount of starting material needed to manufacture a single dose of product, the
probability of potential virus contamination in a single dose of the final product can be estimated.

Potential virus input

For viruses that are potential contaminants of human plasma, the amount of virus that may
contaminate the plasma pool for manufacture (‘potential virus input’) should be estimated. The
‘potential virus input’ is determined by the number of viraemic donations that could enter the
manufacturing pool, the volume of individual donations and the titre of a viraemic donation that might
escape detection in a virus assay.

The number of viraemic donations depends on the epidemiology in the donor population and on the
frequency of donations from an individual donor. Donor selection and exclusion criteria, as well as
inventory hold measures, should be assessed for their effectiveness in decreasing the number of
viraemic donations that may enter the manufacturing pool. Any available information on the specific
donor population from the Plasma Master File should be incorporated into the risk assessment. In
cases where such data are not available, information should be sought from other sources e.g. general
epidemiological surveys or investigational studies on the donor population.

The viraemic period should be described with respect to its length and virus titre. With respect to
individual screening by specific tests (serological or nucleic acid amplification technologies (NAT)), the
titre of viraemic donations that are not recognised by such tests (e.g. donations from the ‘window
period’) has to be considered. A ‘minipool’ represents a defined number of aliquots of donations that
are pooled for testing purposes. Testing of minipools (e.g. by NAT) may be a valuable tool in
identifying and excluding highly viraemic donations. In both cases, single donation testing and minipool
testing, the ‘potential virus input’ in the manufacturing pool has to be extrapolated using estimates on
the titre and on the number of undetected viraemic donations. Measures that identify and exclude
contaminations at the minipool level or at the single donation level will more readily detect a
contamination than tests applied to the manufacturing pool. However, a sensitive NAT testing of the
manufacturing pool defines a well-controlled upper limit for a potential virus contamination.

Virus inactivation/removal capacity

The principles for determination of the virus inactivating/removal capacity of a production process and
for interpretation of these data have been outlined in the CPMP guideline on virus validation
(CPMP/BWP/268/95). Virus validation is an approach that has to be interpreted carefully, considering
qualitative aspects in addition to quantitative data. For example, the reliability of the data from
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scaled-down experiments and of the virus reduction factors with respect to variations of manufacturing
process parameters, should be carefully considered. Other limitations include the validity of summing-
up logarithmic reduction numbers from single steps, the relevance of the viruses used in validation
studies (model viruses or specific laboratory strains from the same species), and experimental
limitations on the level of inactivation/removal that can be measured.

For emerging viruses, the specific physical characteristics of the emerging virus should be discussed
carefully with respect to any model viruses for which data have previously been derived. Ifitis
possible to handle the emerging virus in the laboratory, investigational studies are recommended to
evaluate the relevance of previously derived data. If it is not possible to use the emerging virus for
investigational studies, and if pre-existing data were derived using virus species that are not adequate
models of the emerging virus, investigational studies with a closely related model virus should be
considered. Depending on the available data, further validation with the relevant virus or a more
specific model virus should be decided on a product-specific basis.

Contribution from specific antibodies to virus safety

Specific antibodies may contribute to virus safety. A specification of the antibody content in the final
product and validation of its neutralisation capacity could substantiate the role of specific antibodies in
assuring the virus safety of a specific product. The benefit of specific antibodies in the pool for
fractionation is difficult to assess as there is no reliable information on virus neutralisation at this
manufacturing stage nor on the stability of virus-antibody complexes during further downstream
processing. If claims are made in the risk assessment on removal of virus-antibody complexes from
product intermediates, this should be substantiated by appropriate validation data.

Estimation of virus particles in the finished product

As a general principle for a safe product, the virus inactivation/removal capacity should clearly exceed
the potential amount of virus that could enter the production process leading to an adequate safety
margin of the finished product. However, no specific limit is defined because, as outlined above, the
virus reduction factor is subject to various qualitative aspects of interpretation and the potential
number of virus particles per vial of product should be discussed in relationship to these and other
factors.

The amount of plasma used for production of one vial of final product should be defined considering
the product yield from plasma, the batch size, and the number of vials produced from a batch. The
relevant data should be provided from process validation. The information on the amount of required
plasma should be used along with the data deriving from virus validation studies and the potential
virus input to estimate the number of virus particles per vial. The estimated number of virus particles
per vial can be calculated from the product of the worst case virus concentration in the starting
material and the plasma required to produce one vial, divided by the virus reduction factor obtained
from validation studies’.

The number of estimated virus particles per vial may also be discussed in respect to what is known
about the minimum human infectious dose and the amount of medicinal product typically used in
treatment. Any statement about the human infectious dose should be substantiated by data regarding
the route of administration. If such data are not available, a conservative approach using virus

"N =c x V + R where N is the potential number of virus particles per vial of product, c is the potential virus concentration
in the plasma pool, V is the volume of plasma required to produce one vial of product, R is the virus reduction factor
obtained from validation studies. An example of this type of calculation is given in ICH guideline Q5A: Viral safety
evaluation of biotechnology products derived from cell lines of human or animal origin (CPMP/ICH/295/95).
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genomes as an indicator of potentially infectious virus particles in the starting material should be
followed. In-vitro infectivity data is generally not acceptable®.

Clinical experience and surveillance

The clinical experience with respect to virus transmission from the product, including any reports of
virus transmission with the product or any similar product, should be discussed. It should be borne in
mind that virus transmissions tend to be related to specific batches of product. The number of
investigated patients from clinical studies is usually too low to detect infections, and only a limited
number of batches are used. A long and satisfactory clinical experience may be very helpful to support
the safety of a product, provided that any factor affecting virus safety (e.g. epidemiology) is not
significantly changed. However, an absence of reported transmissions does not prove the virus safety
of a product e.g. because undetected transmissions may have occurred or the product may have been
used in a non-susceptible population. This is especially the case for emerging viruses or viruses that
have not been carefully considered by a surveillance system (such as B19V).

9.3. Application of this chapter

A virus risk assessment for HIV, HBV, HCV, B19 and HAV should be performed for all new marketing
applications with the exception of albumin (see below). This will substantiate statements on virus
safety and any remaining potential risk in the SPC, as outlined in the Note for Guidance on the
Warning on transmissible agents in SPCs and Package Leaflets for plasma-derived medicinal products
(CPMP/BPWG/BWP/561/03).

For products for which a marketing authorisation has already been obtained, a risk assessment will be
expected for HAV and B19 if claims are made regarding effective measures for these viruses. If no
claims are made, no risk assessment is required. In either case, risk assessments for HIV, HBV and
HCV are not required.

A risk assessment will not be expected for new marketing applications or existing marketing
authorisations in the case of albumins manufactured according to European Pharmacopoeia
specifications and with established Cohn or Kistler/Nitschmann fractionation processes. For such
albumins, a general statement on virus safety is foreseen in the core SPC. A risk assessment would be
expected if an albumin was manufactured by other methods.

According to Section 4.4 of this guideline, the relevant Medicines Competent Authority(ies) have to be
informed when there are indications that a donation contributing to a plasma pool was infected with
HIV or hepatitis A, B, or C. A lot-specific risk assessment should be performed whenever post-pooling
information indicates that a contaminated donation has entered the manufacturing plasma pool®. In
such situations, reference can be made to the risk assessment included in the Marketing Authorisation
Dossier. A specified NAT limit of the manufacturing pool may be helpful in substantiating such risk
assessments.

8 It is usually not clear if the relation between infectious particles and genomes from a virus which has been produced in
cell culture reflects the virus which occurs in vivo. Further, the sensitivity of the cell culture system may not reflect the
efficiency of an in vivo transmission event.

° Further guidance on the actions to be taken in this situation is provided in Annex 14 to the EU guide to Good
Manufacturing Practice.
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10. Plasma-derived products used in the manufacture and
formulation of medicinal products or as ancillary blood
derivative in medical devices

Plasma-derived products are widely used in the manufacture of other medicinal products, as raw
materials (e.g. albumin used in cell culture media), as reagents (e.g. antithrombin added during Factor
IX concentrate production), as active substances (e.g. radiopharmaceuticals) or as excipients (e.g.
albumin added to plasma-derived products, vaccines and recombinant DNA products or antithrombin
added to prothrombin complex concentrates). These plasma-derived products are often also plasma-
derived medicinal products but this is not a requirement. In addition, plasma-derived products are
used as ancillary blood derivatives incorporated in medical devices and are evaluated by analogy to the
medicinal product legislation according to Directive 93/42/EEC as amended.

10.1. Link to post collection information

The dossier requirements referred to in this guideline for starting materials and for traceability, from
blood/plasma donations through to finished product and vice versa, also apply to plasma-derived
products used in the manufacture and formulation of other medicinal products or used as ancillary
blood derivative incorporated in medical devices. This includes a contract between the manufacturer of
the plasma-derived product and the manufacturer of the finished medicinal product or the medical
device in which maintenance of traceability records for at least 30 years after the time of donation is
specified.

10.2. Quality and specifications

Whenever a plasma-derived product is used in the manufacture of a medicinal product or incorporated
in a medical device, it should have the same quality and specifications as that of the product for
therapeutic use. As concerns dossier requirements for ancillary human blood derivatives, reference is
made to the Guideline EMEA/CHMP/401993/2005 (current rev.). For medicinal products, full
documentation on quality should be provided for the plasma-derived product used. However, if a
plasma-derived product is used as excipient and if 1) this product has a marketing authorisation in the
EU and 2) the starting material plasma used for the manufacture is linked to a certified plasma master
file, then a complete documentation on quality may not be necessary. In this case a compilation of the
manufacturing flow chart, the finished product specifications, summary of stability data including the
approved shelf-life, virus risk assessment, and the qualitative and quantitative composition could be
accepted. The plasma-derived product used in the manufacture should always be within its shelf-life
and, therefore, within its marketing authorisation specification at the time when it is incorporated into
a starting material, intermediate, final product or medical device. In these circumstances, the
development and testing of the product in which it is incorporated (e.g. pharmaceutical development,
in-process and final product testing, and stability studies) will indicate the suitability of the plasma-
derived product used in the manufacture. With regard to stability, no specific studies for finished
products including excipients/reagents of different ages are required.

Whereas the EC/EEA official control authority batch release of plasma-derived medicinal products may
be required by a Member State, for ancillary blood derivatives used in medical devices there is a legal
requirement that a sample of each batch of bulk and/or finished product of the blood derivative shall
be tested by a State laboratory or a laboratory designated for that purpose by a Member State.
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10.3. Synchronisation of expiry dates

When a plasma-derived product is used as an excipient or ancillary blood derivative, synchronisation of
expiry dates with the finished product or medical device is recommended 1) to help ensure that the
plasma-derived product used as excipient of other products or as ancillary blood derivative complies
with current recommendations for donor selection, donation screening and plasma pool testing and
that state-of-the-art testing methods are used for these purposes and 2) to help ensure that the
pharmaceutical characteristics comply with the current requirements.

It is recognised that, in some circumstances, it can be difficult for a manufacturer to synchronise the
expiry date of a batch of the plasma-derived product used as excipient or ancillary blood derivative
with the expiry date of the formulated product or medical device. Any deviation from this
recommendation should be justified, as part of the Marketing Authorisation procedure or consultation
procedure.

Each time the requirements for a plasma-derived product or its starting materials are changed, the
effect of the change, including impact on safety, will be evaluated, not only for its use as an active
substance, but also for its use in the manufacture of medicinal products or as ancillary blood
derivative. This evaluation will determine the action to be taken.

10.4. Albumin

Albumin manufactured according to established processes has an excellent clinical safety record during
the last 50 years with regard to transmission of blood-borne viruses. However, the risk of infectious
diseases due to the transmission of infective agents cannot be totally excluded when albumin (and
other plasma-derived products) are used in the manufacture and formulation of medicinal products or
as ancillary blood derivative in medical devices.

As a single batch of albumin may be used to produce a number of batches of a medicinal product or
medical device because of the small amounts that are typically used as an excipient or ancillary blood
derivative, a careful selection of the products is recommended to limit the possibility of large volume
product recalls where a donor to a plasma pool subsequently develops vCID (CHMP Position Statement
on Creutzfeldt-Jakob Disease and plasma-derived and urine-derived medicinal products
(EMA/CHMP/BWP/303353/2010)).
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Annex I: Legal basis table

Special regulations for medicinal products derived from human blood or human plasma, in addition to general regulations for biological

medicinal products

Major scope Legal framework, Documentation Production Quality system
definitions
! Quality and safety
scope/purpose
requirements
European
1) Pharmacopoea O O O
2001/83/EC o 2003/63/EC, Annex I o o o 2003/94/EC

2 & 3 9

2 e ¢ g GMP

N < o) o)

o o o o

o o o o

N N N N
Plasma as raw or X X X
starting material
Collection, testing, Art. 109: Ref. to x10
including traceability, 2002/98/EC

. Part I1l. 1.1
reporting of adverse
events PMF format and procedure, See Annex II, IlI
_ incl. AU*! o
Processing, storage, GMP guide incl. Annex
transport 14
Medicinal product
Manufacture Art. 115 3.2.1.1-2 GMP guide incl. Annex
14
Supervision of Requirements for plasma as See Annex II, Il

10 «x indicates that the complete document is an addition to the general regulations for biological medicinal products
1 AU: Annual update
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Special regulations for medicinal products derived from human blood or human plasma, in addition to general regulations for biological

medicinal products

MA dossier

Record keeping

Up to and including the
facility to which
blood/plasma is delivered

Through complete chain
from donation to finished
product and vice versa

Wholesale distribution

Supervision

Including official batch
release

consistency and raw and starting materials
virus clearance

Part Il11. 1.1

Ref. to PMF!? in 2nd step,
incl. AU

Part Il11. 1.1

Art 83 MS may apply
more stringent
requirements

Art. 114.2, 115

12 The MA dossier may refer to more than one PMF

GMP guide incl. Annex
14
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Annex II - List of published monographs on blood products

The following monographs and general methods of the
European Pharmacopoeia (current edition) are applicable:

Monograph Title

Fibrin sealant kit (0903)

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

Human

albumin injection, iodinated (1922)

albumin solution (0255)

anti-D immunoglobulin (0557)

anti-D immunoglobulin for intravenous administration (1527)
antithrombin 111 concentrate (0878)

coagulation factor VII (1224)

coagulation factor VIII (0275)

coagulation factor IX (1223)

coagulation factor XI (1644)

fibrinogen (0024)

hepatitis A immunoglobulin (0769)

hepatitis B immunoglobulin (0722)

hepatitis B immunoglobulin for intravenous administration (1016)
measles immunoglobulin (0397)

normal immunoglobulin (0338)

normal immunoglobulin for intravenous administration (0918)
plasma for fractionation (0853)

plasma (pooled and treated for virus inactivation) (1646)
prothrombin complex (0554)

rabies immunoglobulin (0723)

rubella immunoglobulin (0617)

tetanus immunoglobulin (0398)

Human varicella immunoglobulin (0724)

Human varicella immunoglobulin for intravenous administration (1528)

Human von Willebrand factor (2298)

Technetium (99mTc) human albumin injection (0640)
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Monograph Title

Technetium (99mTc) macrosalb injection (0296)

Technetium (99mTc) microspheres injection (0570)

32/33





Annex III - List of general methods

Activated coagulation factors (2.6.22)
Anti-A and anti-B haemagglutinins (indirect method) (2.6.20)
Assay of human anti-D immunoglobulin (2.7.13) ANNEX I: LEGAL BASIS TABLE

Special regulations for medicinal products derived from human blood or human plasma, in addition to
general regulations for biological medicinal products

Assay of human antithrombin 111 (2.7.17)

Assay of human coagulation factor Il (2.7.18)

Assay of human coagulation factor VII (2.7.10)

Assay of human coagulation factor VIII (2.7.4)

Assay of human coagulation factor I1X (2.7.11)

Assay of human coagulation factor X (2.7.19)

Assay of human coagulation factor Xl (2.7.22)

Assay of Human von Willebrand factor (2.7.21)
Immunochemical methods (2.7.1)

Nucleic Acid Amplification Techniques (2.6.21)

Prekallikrein activator (2.6.15)

Test for anti-D antibodies in human immunoglobulin for intravenous administration (2.6.26)
Test for anticomplementary activity of immunoglobulin (2.6.17)
Test for Fc function of immunoglobulin (2.7.9)

Activated coagulation factors (2.6.22)
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18.1.2.2.1. Emovigilanza dei donatori
18.1.2.2.1.1. Definizione e classificazione degli effetti collaterali nei donatori

18.1.2.2.1.2. Suddivisione e definizione dei gradi di gravita degli effetti collaterali delle trasfusioni

Le complicanze in ambito trasfusionale sono suddivise in due gruppi principali: reazioni gravi (grado 3 e 4) e reazioni non
gravi (grado 1 e 2).

Le complicanze sono considerate gravi se:

« siéreso necessario un intervento / ricovero al fine di evitare un danno permanente e una compromissione funzionale o
per salvare la vita del donatore (pericolo di morte);

« gli effetti collaterali causano una severa compromissione o danno funzionale che dura piu di un anno dalla donazione
(morbilita di lungo periodo);

+ il decesso avviene dopo la donazione e sussiste un nesso causale possibile, probabile o sicuro con la donazione.

18.1.2.2.1.3. Termini di notifica (OM, ODmed)

« Tutte le complicanze gravi (grado 3 e 4) devono essere segnalate a Swissmedic e a T-CH SA subito dopo la comparsa, o
al pit tardi entro 15 giorni (vedi FOR Emovigilanza effetti collaterali).

« Unavolta all’anno T-CH SA elabora all’attenzione di Swissmedic una sintesi delle notifiche di grado 1-4 sulla base delle
informazioni ricevute dai singoli STR (FOR 426 Effetti collaterali delle donazioni)

18.1.2.2.1.4. Valutazione della causalita (Imputability)

« Certa: la reazione e stata con tutta probabilita causata dalla trasfusione

+ Probabile: la reazione non appare spiegabile con nessun’altra causa

« Possibile: la reazione e spiegabile sia con la trasfusione che con altre cause

+ Improbabile: la reazione e sicuramente / probabilmente spiegabile con altre cause
« Esclusa: la reazione e sicuramente spiegabile con altre cause

+ Non valutabile.

18.1.2.2.2. Gravi vizi di qualita e gravi vizi di fabbricazione (R5)

« In questo documento l'espressione «vizi di qualita» € impiegata per denotare i vizi degli emoderivati labili (EDL)
immessi in commercio.

+ L’espressione «vizi di fabbricazione» EDL si riferisce alle deviazioni riscontrate durante la fabbricazione e riconosciute
prima dellimmissione in commercio. Si tratta di anomalie giudicate particolarmente critiche per la salute dei pazienti e
violazioni delle disposizioni che disciplinano gli emoderivati (ad esempio tracciabilita).

18.1.2.2.2.1. Deviazioni nell’idoneita alla donazione
a) a causa di un marcatore di infezione positivo a HIV, HBV, HCV e sifilide

Una prima notifica viene inviata dal STR in questione al laboratorio di riferimento nazionale per i marcatori di infezione con
copia a Swissmedic e a T-CH SA entro 15 giorni lavorativi dal ricevimento del risultato confermato positivo dei test condotti
sulla donazione dell’indice, con i dati disponibili al momento della notifica (vedi FOR Notifica delle misure di protezione).

In caso di risultati positivi a HIV, HBV, HCV e sifilide il medico deve rilevare anche il rischio di esposizione. Il STR deve inviare
il formulario FOR 2307 Rischio di esposizione parte 1 a T-CH SA, al Centro di coordinamento Look-back T-CH e la parte 2 a
SMC entro 60 giorni. A tale proposito € importante spiegare al donatore perché queste informazioni sono necessarie.
Bisogna evitare in ogni caso che abbia 'impressione di essere discriminato. Il donatore deve essere piuttosto sensibilizzato
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sull'importanza della sua collaborazione al fine di ridurre i rischi. Se il donatore al momento della prima comunicazione
della diagnosi (di solito quando gli viene prelevato il secondo campione) non & in grado di risponde alle domande, &
possibile fissare un secondo appuntamento o trasmettere il questionario al suo medico di base.

Il medico incaricato delle notifica si informa presso il Centro di coordinamento Look-back T-CH, se occorre attivare un
Look-back, aggiunge eventualmente il numero riportato sul FOR Notifica delle misure di protezione e lo invia all'indirizzo e-
mail indicato. Al punto 18.2. & descritta la procedura di notifica peril Look-back legato al donatore e al paziente per HIV/
HCV/HBV.

b) a causa di altri marcatori di infezione positivi

Una prima notifica viene inviata dal STR in questione al laboratorio di riferimento nazionale per i marcatori di infezione con
copia a Swissmedic e a T-CH SA entro 15 giorni lavorativi dal ricevimento del risultato confermato positivo dei test condotti
sulla donazione dell’indice, con i dati disponibili al momento della notifica (vedi FOR Notifica delle misure di protezione).

Al punto 18.2.2.4. & descritta la procedura di notifica per il Look-back nei casi CJD.
c) perché il donatore non soddisfaceva altri criteri di idoneita alla donazione

Se il donatore al momento della donazione non soddisfaceva i criteri di idoneita, il caso viene notificato a Swissmedic
(tramite FOR Notifica di vizi di qualita), ma solo nelle seguenti circostanze:

Gli emoderivati sono stati liberati e potrebbero:

a. comportare gravi conseguenze per la sicurezza del ricevente
b. pregiudicare gravemente la conformita e/o la qualita del prodotto.

La notifica deve avvenire immediatamente, ma al piu tardi entro 15 giorni. Una copia della «Notifica di vizi di qualita»
indirizzata a Swissmedic deve essere inviata a T-CH SA.

18.1.2.2.2.2. Deviazioni nella produzione

« lvizi di qualita possono essere riconducibili a errori dei collaboratori, difetti dei materiali, funzionamento anomalo dei
macchinari o deviazioni nel test di laboratorio. Devono essere notificati a Swissmedic (tramite Swissmedic FOR Notifica
del vizio di qualita) nelle seguenti circostanze:

Gli emoderivati sono stati liberati e potrebbero:

1. comportare gravi conseguenze per la sicurezza del ricevente
2. pregiudicare gravemente la conformita e/o la qualita del prodotto.

« | seguenti gravi vizi di fabbricazione (in particolare secondo 'art. 37 OAMed) devono essere sempre notificati a
Swissmedic indipendentemente dalla liberazione:
« didonatore o di donazione;
« del prodotto a un altro livello di produzione

« violazioni rilevanti in merito alla tracciabilita
+ scambi:
« anche gli errori di etichettatura (ABO RH1) devono essere notificati indipendentemente dalla liberazione.

18.1.2.3. Notifiche di emovigilanza nell’ambito di reazioni trasfusionali o serviziimmunoematologici di
laboratorio per pazienti

Le reazioni trasfusionali presso il ricevente rientrano fondamentalmente nella responsabilita del trasfusore.

Tuttii professionisti autorizzati all’'uso di EDL sono tenuti a notificare le reazioni trasfusionali, compresi nuovi alloanticorpi
rilevati dopo la trasfusione, dopo infezioni, errori trasfusionali e near miss. Di norma, il medico responsabile della
trasfusione, il personale infermieristico o il personale o di laboratorio coinvolto notificano la reazione trasfusionale (RT) al
responsabile locale dell’emovigilanza (vedi FOR Notifica Reazione Trasfusionale).

+ Quando un STRriceve un’informazione post-donazione dall'utente o dall’emovigilanza dell’ospedale con sospetto di
vizio di qualita deve comunicare brevemente a Swissmedic i propri accertamenti (indipendentemente dalla notifica
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dell’ospedale) (OM). Le definizioni e le classificazioni sono disponibili sul sito di Swissmedic alla voce Sorveglianza del
mercato - Farmacovigilanza. (Avvertenza: in caso di sospetto di vizio di qualita gli utenti sono tenuti a coinvolgere il
STR).

+ Seil produttore funge da laboratorio immunoematologico per mandati relativi ai pazienti, deve adempiere i relativi
obblighi di notifica per near miss e IBCT (FOR Notifica Errore Trasfusione / Near Miss). La responsabilita della notifica
deve essere chiarita e documentata tra il medico e il laboratorio.

18.1.2.4. Notifiche di materiovigilanza
Incidenti gravi riguardanti i dispositivi medici sono soggetti a obbligo di notifica nell’lambito della materiovigilanza (R6).

Gli erroririguardanti i materiali e i dispositivi medico-diagnostici in vitro (DIV) (incl. i reagenti per test, vedi articolo 8, punto
8.1.4.6.) devono essere notificati al servizio Materiovigilanza di Swissmedic.

Una notifica di materiovigilanza deve essere inoltrata anche come vizio di qualita se su questa base ¢ stato liberato un
prodotto con gravi vizi di qualita.

18.1.2.5. Notifiche al’UFSP e/o al medico cantonale di malattie soggette a obbligo di dichiarazione

Le notifiche richieste dall’'UFSP devono essere inoltrate dalla direzione del laboratorio secondo le prescrizioni dellUFSP
(LEp). Il formulario UFSP «Dichiarazione sul risultato di analisi di laboratorio» deve essere completato dal STR e inviato
allUFSP e al medico cantonale.

Il corpo medico deve raccogliere le informazioni sui possibili rischi di esposizione del donatore e documentarli nel
«Formulario di dichiarazione di referto clinico» dell’UFSP se uno dei donatori & confermato positivo a una malattia infettiva
trasmissibile attraverso il sangue. Qualora non sia possibile determinare il rischio di esposizione occorre documentare la
situazione in modo chiaro.

Il Centro di coordinamento Look-back T-CH elabora una panoramica semestrale e annuale sui casi di Look-back
all’attenzione di T-CH SA con copia all’'UFSP (farmacovigilanza) e a Swissmedic (unita Vigilanza e Ispettorati).

18.2. Misura specifica di emovigilanza: procedura di Look-back

La procedura di Look-back ha lo scopo di prevenire, accertare o escludere la trasmissione di malattie infettive tramite
emoderivati. Fondata sullo stato della scienza, la procedura di Look-back serve a identificare possibili donazioni nel
periodo finestra, che in un nuovo test risultano positive agli agenti infettivi.

Il Centro di coordinamento Look-back di T-CH coordina il disbrigo delle procedure di Look-back secondo le prescrizioni di
T-CH.

Il Centro di coordinamento Look-back di T-CH garantisce una documentazione e archiviazione conformi alle prescrizioni.

18.2.1. Look-back legato al donatore (LBD)

Il LBD viene attivato non appena & nota un’infezione di un donatore multiplo con HBV, HCV, HEV, HIV o altri agenti patogeni
trasmissibili (ad es. malaria, Chagas, ecc.) ed e disponibile il risultato di un campione di sangue confermato positivo
(laboratorio di riferimento per marcatori di infezione di T-CH o Swiss Tropical and Public Health Institute). L’infezione viene
individuata, confermata e documentata da un STR in occasione della donazione di sangue oppure da un medico di base/
ospedale. A causa delle precedenti donazioni del donatore, non si puo escludere il potenziale rischio di una trasmissione
dell'infezione. Se il test ripetuto sul campione archiviato risulta non negativo, i clienti delle precedenti donazioni
sierologicamente non sospette devono essere informati e invitati ad avvertire i corrispondenti riceventi, sottoporli a test e
rinviare i risultati al medico responsabile del STR. Per Parvo B19 e WNV non ¢ necessario un LBD (vedi allegati articolo 8). In
caso di malattia di Creutzfeldt-Jakob vedi punto 18.2.2.4.

Nel rispetto del loro obbligo di diligenza previsto dalla legge, il STR deve attivare un Look-back e seguire le indicazioni
riportate sul formulario del Centro di coordinamento Look-back di T-CH (FOR 3269 «Notifica di Look-back legato al
donatore (LBD)») nonché le prescrizioni di T-CH. L’esperienza mostra che questi accertamenti richiedono tempo. Tuttavia il
STR ricevera un sollecito se non invia le informazioni richieste entro 3 mesi. Per i termini vedi allegati articolo 18.
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Notifica di look back legato al donatore (LBD)

Osservare le istruzioni e spiegazioni a pagina 3.

Collegato a LBP

Infezione di un donatore con:
HIV / HCV [/ HBV [/ altri marcatori

(sottolineare la voce pertinente.)

1. 1. STR

Nome del STR

NPA, localita:

Medico responsabile:

N. tel.:

E-mail:

2. 2. Donatore / donazione

Iniziali (cognome/nome): Data di nascita (gg/mm/aa): ___ / / Sesso: UM OF
[0 Donazione X (RNN)* avvenuta il: o] [J sieroconversione scoperta

Numero del donatore:

Numero donazione (X)*:
1. Test di conferma (CNN)* il:
2. Campione di sangue POS il:

Prodotti fabbricati: distrutti il:

Donatore bloccato nel sistema il:

Informazione del donatore da parte di:

Avvertenze su situazioni a rischio:

indipendentemente da una donazione

Data / visto: *Abbreviazioni vedi pagina 3.

INF. 3269 Data di pubblicazione: 01.10.2023
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Formulario

BLUTSPENDE SRK SCHWEIZ . .
+ TRANSFUSION CRS SUISSE Notifica di look back legato al donatore (LBD)

TRASFUSIONE CRS SVIZZERA - :
In vigore dal: 01.10.2023 Versione: 1
3.
3. Donazioni precedenti: X-1 ev. X-2 ecc.

3.1 Informazioni su donazione precedente
(in caso di splitting della donazione, completare le informazioni) Referto / data
Donazione n.: (X-.....)
donata il:
a. Test ripetuto su campione archiviato si/no
b. Verificati i documenti sul test di screening (se campione non disponibile in si/no
archivio)
Metodo di test applicato e referto ottenuto:

Data:

3.2 Informazione dei clienti (ospedale, paziente o medico curante)* su X-......... ) | Info avvenuta
a. cliente CE:
b. cliente CT:
c. cliente plasma:
d. cliente plasma fraz.:

* Sottolineare la voce pertinente.
3.3 Riscontro dei clienti su paziente X-...., se risultato dello screening Evtl. ripetizione

disponibile prima della trasfusione: del test
a. Paziente CE:
b. Paziente CT:
c. Paziente plasma:
Osservazioni:

Data / Visto:

Per X-2, X-3 ecc. copiare questa pagina.
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Formulario

BLUTSPENDE SRK SCHWEIZ . .
+ TRANSFUSION CRS SUISSE Notifica di look back legato al donatore (LBD)

TRASFUSIONE CRS SVIZZERA

In vigore dal: 01.10.2023 Versione: 1

4, Altre informazioni dettagliate su singoli punti

Eventuali deviazioni nella procedura rispetto agli algoritmi T-CH (p.es. motivo per cui la donazione x-2
non e documentata sebbene l'intervallo di tempo tra donazione X e X-1 <6 mesi) devono essere
spiegate nelle conclusioni.

5. Inviare riscontro a:

Interregionale Blutspende SRK

Centro di coordinamento Look back T-CH
Caroline Tinguely

Murtenstrasse 133

3008 Berna

Per ulteriori informazioni rivolgersi al Centro di coordinamento Look back T-CH (tel. 031/384 23 12,
sig.ra C. Tinguely, meldestelle@itransfusion.ch).

6. Valutazione definitiva del caso da parte del Centro di coordinamento
Look back T-CH:

Istruzioni e spiegazioni:

Abbreviazioni: RNN Ripetizione Non Negativa
CNN Conferma Non Negativa
POS Conferma positiva
X donazione che ha fatto scattare il look back con risultato POS
X-1 ultima donazione prima della donazione X dello stesso donatore
X-2 penultima donazione prima di X dello stesso donatore
X+1 donazione che segue X dello stesso donatore
X+2 donazione che segue X+1 dello stesso donatore

Come procedere:

Per ogni donatore multiplo sieroconvertito occorre attivare un look back. Per l'ulteriore procedere si
rimanda alla relativa prescrizione T-CH, capitolo 24.

Il STR € invitato a fornire al Centro di coordinamento Look back T-CH una prima analisi della
situazione dopo 6 mesi.
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I Articolo 18 Vigilanza
BLUTSPENDE SRK SCHWEIZ

TRANSFUSION CRS SUISSE Tipo di documento: ART

TRASFUSIONE CRS SVIZZERA versione: 2
SEUSIONE CHS:S Valido da: 01.02.2025

Il Centro di coordinamento Look-back di T-CH inoltra i casi conclusi a T-CH SA (con una copia della valutazione al STR
competente). T-CH SA prende posizione in materia e incarica il Centro di coordinamento Look-back di T-CH di informare il
STR. Se sirendono necessarie misure specifiche, T-CH SA contatta direttamente il STR. Il Centro di coordinamento Look-
back di T-CH invia una copia per archiviazione a T-CH SA, all'UFSP (farmacovigilanza) e a Swissmedic (unita Vigilanza e
Ispettorati).

Negli allegati articolo 18 sono descritte le modalita e i termini di notifica di LBD alle autorita competenti. L’obiettivo e di
definire chiaramente le responsabilita e i compiti dei vari attori e descrivere le modalita di notifica da seguire. Le modalita
dinotifica e i termini sono stati elaborati in collaborazione con Swissmedic.

18.2.1.1. Procedura di LBD
Il processo decisionale e illustrato nell’allegato articolo 8 «Algoritmi per HBV/ HCV/ HIV» .
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Articolo 18 Vigilanza
BLUTSPENDE SRK SCHWEIZ
Tipo di documento: ART

TRANSFUSION CRS SUISSE .
TRASFUSIONE CRS SVIZZERA versione: 2
Valido da: 01.02.2025

18.2.1.1.1. Se il campione di sangue di un donatore analizzato in occasione di una donazione o nell’ambito
della liberazione di plasma in quarantena risulta ripetutamente reattivo, la corrispondente donazione deve
essere distrutta.

18.2.1.1.2. Se dopo una donazione di sangue sospetta il referto € confermato positivo (idealmente su un
secondo prelievo) deve essere attivato il LBD.

18.2.1.1.3. Per la valutazione delle donazioni precedenti da includere nel LBD si applica come data di
riferimento il giorno del prelievo dell’ultimo campione di sangue risultato non reattivo all’infezione. Il
periodo di osservazione per la determinazione della data di riferimento e di 5 anni prima della data del
prelievo della donazione o del campione di sangue che ha fatto scattare il LBD. Questo vale solo per i test.

18.2.1.1.4. In caso di HIV, HCV e HBV, vengono incluse nel LBD le donazioni della data di riferimento e tutte le
donazioni dei 6 mesi precedenti al giorno di riferimento, oppure si procede secondo il punto 18.2.1.2.3.

18.2.1.1.5. In caso di HEV il periodo massimo osservato e di 3 mesi dalla donazione dell’indice.

18.2.1.1.6. Tutti gli emoderivati ancora disponibili presso il STR (PFC, PFC IP, plasma destinato al
frazionamento, eventualmente CE) devono essere bloccati.

18.2.1.1.7. Gli emoderivati provenienti da donazioni identificate, che sono stati forniti agli ospedali e non
sono ancora scaduti, devono essere richiamati.

18.2.1.1.8. Se e stato consegnato del plasma, il frazionatore deve essere informato come previsto dai diversi
contratti individuali (di solito sulla base del referto dello screening ripetuto o a livello della prima conferma).

18.2.1.1.9. Se i test di un donatore non sono stati condotti secondo le procedure e le prescrizioni vigenti, la
donazione e da considerarsi sospetta e deve essere trattata secondo il punto 18.2.1.1.1. Lo status di infezione
del donatore deve essere determinato immediatamente secondo le prescrizioni vigenti. La notifica deve
essere effettuata dal STR responsabile (OAMed).

18.2.1.1.10. In caso di sospetto fondato di infettivita di una donazione precedente (per HIV, HCV, HBV, Chagas
e malaria) tutte le donazioni ancora documentate devono essere integrate nella procedura di Look-back,
quindi anche quelle che risalgono a piu di 5 anni prima.

18.2.1.2. Svolgimento del LBD

18.2.1.2.1. In base alla documentazione vengono esaminati i referti di laboratorio dei campioni di sangue o
delle donazioni identificate nella procedura di LBD secondo i punti 18.2.1.1.3. € 18.2.1.1.4.

18.2.1.2.2. | campioni conservati in sieroteca di prelievi di sangue raccolti da donazioni definite nella
procedura di LBD secondo il punto 18.2.1.1.4. vengono controllati per accertare la presenza del virus che ha
fatto scattare il Look-back. A questo scopo vengono impiegati i test omologati da T-CH per ’esame delle
donazioni di sangue.

18.2.1.2.3. Procedura specifica per HBV:
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TRANSFUSION CRS SUISSE Tipo di documento: ART

TRASFUSIONE CRS SVIZZERA versione: 2
SEUSIONE CHS:S Valido da: 01.02.2025

Infezione acuta/recente: Analizzare la donazione X-1 risalente a mass. 6 mesi. Dare la priorita alla
NAT HBV e, se & disponibile materiale sufficiente, svolgere anche una
sierologia (HBc e anti-HBs).

1) Se i risultati sono negativi, il processo di Look-back & concluso e
'ospedale non viene informato.

2) In caso di risultati positivi 'ospedale viene informato.

Infezione cronica, passata od occulta: Analisi delle donazioni a partire dalla data di riferimento fino a mass. 5 anni
indietro. Gli scenari possibili sono 2:

+ Ladonazione X presenta un titolo anti-HBs di >100 mIU/ml: vengono
analizzati i dati grezzi delle donazioni precedenti per accertare se il
NAT HBV (come ID NAT) e HbsAg erano negativi. Se € cosi, non si
effettuano nuovi test sui campioni in sieroteca né si informano gli
ospedali/clienti. Se non & cosi occorre svolgere un NAT di
identificazione di HBV sulle donazioni precedenti. Se l'ID NAT HBV &
positivo, si informa 'ospedale/cliente.

+ Ladonazione X presenta un titolo anti-HBs di <100 mIU/ml: sulle
donazioni degli ultimi 5 anni al massimo viene analizzato lo status
HBsAg dei dati grezzi e svolto un nuovo test ID NAT HBV sui campioni in
sieroteca. Gli ospedali/clienti vengono informati solo se i risultati
dell’ID NAT HBV sono positivi.

Se non e possibile escludere un’infezione acuta/recente, occorro procedere come per un'«infezione cronica, passata
0 occultar.

18.2.1.2.4. Procedura specifica per HEV:
Analizzare la donazione X-1 risalente al massimo a 3 mesi prima tramite ID NAT HEV.

18.2.1.2.5. Procedura specifica per la Malaria

In generale, non & necessario un Look-back peri donatori sani che non hanno indicato la provenienza da un'area
endemica di malaria al momento della prima donazione di sangue e che presentano anticorpi contro un patogeno
della malaria nella donazione successiva. Nessuna malattia malarica attiva puo essere rilevata con un nuovo test
sierologico, che richiederebbe un archivio di sangue intero. Solo una cicatrice sierologica puo essere confermata, il
Look-back non fornisce alcuna informazione aggiuntiva che richieda di informare ['ospedale /il cliente. Il Look-back
viene eseguito se:

- un donatore regolare ha donato di nuovo troppo presto dopo un viaggio in un'area endemica per la
malaria e la donazione successiva presenta anticorpi contro un agente patogeno della malaria. Se il
risultato & positivo, 'ospedale/cliente viene informato.

- un donatore regolareha dimenticato di dichiarare un viaggio in un'area endemica per la malaria e la
donazione successiva presenta anticorpi contro un agente patogeno della malaria. Se il risultato e
positivo, l'ospedale /il cliente viene informato.

18.2.1.2.6. Procedura specifica per la sifilide

Se un donatore regolare senza rischio di esposizione ha anticorpi contro ['agente patogeno della sifilide, si puo
rinunciare al Look-back se si controlla e si conferma che la donazione x-1 € stata consegnata a un cliente > 72 ore
dopoil prelievo (si presume che i batteri T. pallidum esistenti perdano infettivita se conservati a < 10°C per > 72 ore)
(R7).

Viene eseguito un Look-back se un donatore regolare con rischio di esposizione ha anticorpi contro 'agente
patogeno della sifilide e il prelievo x-1 & stato consegnato a un cliente < 72 ore dopo il prelievo. In questo caso,
informare ogni volta ['ospedale /il cliente.
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18.2.1.2.7. Se dall’analisi del campione/dei campioni emergono indizi secondo i quali il donatore potrebbe
essere stato infetto gia prima della data della donazione che ha fatto scattare il Look-back (nuovo test
confermato positivo), viene fissata una nuova data di riferimento secondo il punto 18.2.1.1.3.

18.2.1.2.8. e siapplica la procedura analoga.

18.2.1.2.9. Se il plasma proveniente da donazioni identificate é stato fornito a un frazionatore, quest’ultimo
deve esserne informato conformemente ai diversi contratti individuali.

18.2.1.2.10. Se nelle donazioni di sangue incluse nel LBD viene riscontrato un risultato non negativo, gli
ospedali vengono sollecitati a individuare i riceventi degli emocomponenti prodotti con le relative donazioni
e, se necessario, raccomandare ai riceventi di questi emoderivati di sottoporsi a nuove analisi (OAMed). Se i
test delle donazioni incluse nel LBD producono un risultato negativo, il LBD e concluso.

18.2.1.2.11. Seii referti delle nuove analisi dei riceventi escludono un’infezione, il LBD & concluso.

18.2.1.2.12. Se in uno o pil riceventi si sospetta o si ha la conferma di un’infezione, occorre cercare di
determinare, attraverso opportuni esami (ad es. analisi comparative del genoma), se gli emoderivati
somministrati possono essere la causa di tale infezione.

18.2.1.2.13. Se non e possibile escludere che gli emoderivati somministrati siano stati la causa dell’infezione
nel ricevente (ad es. elevata omologia della sequenza genomica in diversi segmenti del genoma e
corrispondenza tra sottotipo e genotipo) o se vi sono indizi rilevanti che l'infezione & stata trasmessa dagli
emoderivati somministrati, occorre stabilire una nuova data di riferimento e un nuovo periodo di
osservazione (secondo punto 18.2.1.1.3. e 18.2.1.1.4.)

18.2.1.2.14. I riceventi degli emoderivati vengono informati del risultato e consigliati dal medico che ha
disposto l'analisi.

18.2.1.2.15. Se non vengono individuati dei riceventi dopo il periodo stabilito secondo il punto 18.2.1.1.3.

18.2.1.2.16. e se non viene determinato un nuovo periodo di osservazione secondo il punto 18.2.1.1.4.,il LBD
é concluso.

18.2.1.2.17. Gli ospedali o i medici di base devono essere invitati a informare per iscritto il STR responsabile
sullo svolgimento e i referti delle nuove analisi sui riceventi.

18.2.1.3. Valutazione del LBD

« Nonsiéindividuata una nuova potenziale donazione Il donatore risulta negativo al nuovo test condotto sulla donazione
nel periodo finestra: precedente (almeno 6 mesi prima della donazione in questione) in base
al campione in sieroteca.

« Sisono individuate nuove potenziali donazioni nel In base al nuovo test della donazione o delle donazioni precedenti, il
periodo finestra: donatore presenta una sierologia positiva e/o un risultato NAT reattivo.
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18.2.1.4. Informazione del donatore sullo status di infezione accertato nell’ambito del LBD

18.2.1.4.1. Il donatore viene informato se il risultato delle analisi di laboratorio condotte sui campioni di
sangue raccolti durante la donazione o conservati in sieroteca oppure prelevati su prescrizione medica, &
confermato positivo (conferma: positivo) o eventualmente positivo (conferma: ind.). Il medico responsabile
decide sul tipo e I’entita delle informazioni fornite al paziente quando lo status dell’infezione non € ancora
accertato.

18.2.1.4.2. Una volta accertato lo status dell’infezione rilevato in occasione della donazione di sangue o della
raccolta del campione destinato alla liberazione del plasma in quarantena (secondo campione di sangue) il
medico responsabile informa immediatamente il donatore in modo adeguato e lo consiglia (OAMed).

18.2.1.4.3. Se le analisi successive escludono la presenza di un’infezione, il donatore deve essere informato
immediatamente.

18.2.2. Look-back legato al paziente (LBP)

Il LBP viene attivato non appena un STR viene informato che un ricevente di sangue o di emoderivati ha sviluppato
un’infezione da HBV, HCV, HEV, HIV o altri agenti patogeni trasmissibili (ad es. malaria, Chagas, ecc.) che puo essere
ricondotta a un donatore. Il richiedente compila un elenco degli emoderivati trasfusi, in base al quale il STR rintraccia i
relativi donatori. Il caso viene notificato al Centro di coordinamento Look-back di T-CH, indicando il marcatore
dell’infezione. Il Centro di coordinamento invia al STR un set di formulari LBP numerati (FOR 3268 «Notifica di Look-back
legato al paziente (LBP)») per documentare la procedura di tracciamento.

Negli allegati articolo 18 sono descritte le modalita e i termini di notifica di un LBP alle autorita competenti. L'obiettivo e di
definire chiaramente le responsabilita e i compiti dei vari attori e descrivere le procedure di notifica da seguire. Questo
paragrafo e stato elaborato in collaborazione con Swissmedic.

La possibilita che gli emoderivati in questione siano la causa dell’infezione, & determinata dai risultati dei test sui seguenti
materiali:

« ulteriori donazioni raccolte in occasione della donazione
« campioni conservatiin sieroteca
+ nuovi test del donatore se non sono disponibili donazioni ulteriori o campioni conservati.

Nel rispetto del loro obbligo di diligenza previsto dalla legge, i STR sono tenuti ad attivare un tale Look-back e a seguire le
indicazioni riportate sul set di formulati LBP fornito dal Centro di coordinamento Look-back di T-CH (FOR 3268 «Notifica di
Look-back legato al paziente (LBP)») nonché le prescrizioni di T-CH. ’esperienza mostra che questi accertamenti
richiedono tempo. Tuttavia il STR ricevera un sollecito se non invia le informazioni richieste entro 3 mesi.

| casi conclusi vengono trasmessi a T-CH SA (con copia della valutazione al STR competente) che prende posizione in
materia, informa il STR su eventuali misure e invia una copia per archiviazione al Centro di coordinamento Look-back di T-
CH.

Il Centro di coordinamento Look-back di T-CH invia per informazione una sintesi del caso a Swissmedic (unita Vigilanza e
Ispettorati) e allUFSP (farmacovigilanza).

18.2.2.1. Procedura di LBP

i. Seinun ricevente viene accertata un’infezione o un sospetto fondato di trasmissione riconducibile a
emoderivati, il medico curante o 'ospedale ne informa il STR.

ii. Seidocumenti consegnati evidenziano un sospetto fondato di trasmissione di un’infezione tramite
emoderivati occorre attivare un LBP.
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Formulario

Notifica di look back legato al paziente (LBP)

Entrata in vigore: 01.10.2023

Versione: 1

Notifica di look back legato al paziente (LBP)

Osservare le istruzioni e spiegazioni a pagina 3

Infezione da HIV /HBV / HCV di un paziente, altro

(sottolineare la voce pertinente)

1. STR
Nome del STR:

NPA, localita:

Medico responsabile:

N. tel.:

E-mail:

Se la notifica & fatta dal medico di famiglia, allegare copia del referto del paziente.

2. Paziente (anonimizzato)

Iniziali (cognome/nome): Data di nascita (gg/mm/aa): /

Sesso: UM 0 F

3. Documentazione fattispecie / diagnosi (breve sintesi)

No: 3268
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BLUTSPENDE SRK SCHWEIZ
TRANSFUSION CRS SUISSE
TRASFUSIONE CRS SVIZZERA

Formulario

Notifica di look back legato al paziente (LBP)

Entrata in vigore: 01.10.2023 | Versione: 1

4., Prodotti trasfusi e relativi numeri

N. prodotti*

Prodotti trasfusi

Data di trasfusione

* Se plasma fraz. indicare il numero del lotto (vedi anche punto 5).

Data / visto:

Se necessario copiare pil volte questa pagina.

No: 3268
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+ BLUTSPENDE SRK SCHWEIZ Formulario
TRANSFUSION CRS SUISSE

Notifica di look back legato al paziente (LBP)
TRASFUSIONE CRS SVIZZERA

Entrata in vigore: 01.10.2023 | Versione: 1

5. Prodotto in questione: CE / CT/ plasma (sottolineare la voce pertinente)
plasma fraz. (indicare il numero del lotto)

Numero della donazione:

Data di donazione:

Numero del donatore:

Numero del lotto (per plasma fraz.):

Data

Metodo di
test

Risultato

> Possibilita di ripetere il test sui campioni implicati conservati in sieroteca: si / no (sottolineare la
voce pertinente)

Numero delle donazioni successive

Data e risultato dell’ultima donazione

Se si

Invito a ripetere Ripetizione

il test il del test non
possibile

Risultato Motivo

> Donazioni successive: si / no (sottolineare la voce pertinente)

Se si

Se no

» Nei donatori con referto positivo avviare la procedura di look back legato al donatore!

Valutazione:

Per descrizione della valutazione vedi pagina 4.

Data / visto:

Se necessario copiare piu volte questa pagina.
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+ BLUTSPENDE SRK SCHWEIZ Formulario
TRANSFUSION CRS SUISSE

Notifica di look back legato al paziente (LBP)
TRASFUSIONE CRS SVIZZERA

Entrata in vigore: 01.10.2023 | Versione: 1

6. Valutazione definitiva del caso da parte del medico responsabile del STR:

7. Inviare riscontro a:

Interregionale Blutspende SRK AG
Centro di coordinamento Look back T-CH
Caroline Tinguely

Murtenstrasse 133

3008 Berna

Per informazioni tel.: 031/384 23 12, email: meldestelle@itransfusion.ch

8. Valutazione definitiva del caso da parte del Centro di coordinamento Look back
T-CH

Istruzioni e spiegazioni

Basi di valutazione:

Risultato Valutazione: trasmissione
Dati insufficienti non esclusa
LBP negativo esclusa

LBP positivo, donazione sottoposta a nuovo test | probabile
(sieroteca) e positiva

LBP positivo, donatore sottoposto a nuovo test e | possibile
positivo

LBP positivo, campione del donatore (sieroteca) e | accertata
campione del paziente presentano lo stesso
genotipo

In generale:
Il STR é invitato a fornire una prima analisi della situazione dopo 3 mesi.
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iii. Il medico curante o 'ospedale individuano tutti gli emoderivati somministrati al ricevente e ne
comunicano il numero di identificazione al STR competente. Il processo di notifica & descritto negli
allegati articolo 18.

18.2.2.2. Svolgimento del LBP

i. Innanzitutto vengono verificati in base alla documentazione i precedenti referti di laboratorio delle
donazioni identificate, da cui sono stati fabbricati gli emoderivati somministrati.
ii. IlSTRvaluta se le seguenti analisi del donatore permettono di escludere o rendono improbabile la
relativa infezione:
1. Se 6 mesio pit dopo la donazione il donatore risulta negativo ai test anti-HIV e/o NAT HIV, anti-
HCV e NAT HCV, la donazione sospetta non e da considerarsi infetta con HIV e HCV;
2. Se 6 mesi dopo la donazione il donatore risulta negativo ai test HBsAg, anti-HBc, anti-HBs e NAT
HBV, la donazione sospetta non & da considerarsi infetta con HBV.
iii. Dopo un risultato NAT HEV positivo in un ricevente, i campioni del donatore conservati in sieroteca
vengono sottoposti a ID NAT HEV fino a mass. 3 mesi indietro.
iv. In mancanza di risultati che possano far luce sulla situazione, il donatore deve essere convocato per un
prelievo affinché si possano svolgere al pit presto nuove analisi. Se la donazione implicata risale a meno
di 6 mesi prima del prelievo del nuovo campione per tutti i marcatori, oltre a questo campione ne va
prelevato un altro 6 mesi dopo la donazione sospetta.
v. Intutti gli altri casi bisogna ricorrere ai campioni conservati in sieroteca.
vi. Lavalutazione del nesso causale tra infezione nel ricevente e somministrazione del preparato e descritta
al punto 18.2.2.3.
vii. Seviene individuato un donatore in cui viene riscontrata un’infezione occorre attivare un LBD secondo il
punto 18.2.1.

18.2.2.3. Valutazione del LBP
HIV HBV HCV

Sicuro Lo stesso agente patogeno é stato rilevato nel donatore e nel ricevente, con correlazione temporale e
corrispondente omologia nella sequenza genomica.

Probabile Lo stesso agente patogeno é stato rilevato nel donatore e nel ricevente, con correlazione temporale
Possibile Lo stesso agente patogeno é stato rilevato nel donatore e nel ricevente, senza correlazione temporale
Escluso Donatore: non presenta segni di Donatore: non presenta segni di Donatore: non presenta segni di
infezione 6 mesi dopo la donazione infezione 6 mesi dopo la donazione infezione 6 mesi dopo la
. . - . : donazione
Ricevente: infetto con HIV gia al Ricevente: al momento della trasfusione
momento della trasfusione immune (a-HBc pos, a-HBs >100 IU/ml) o Ricevente: infetto con HCV gia al
status vaccinale (a-HBs pos) o infetto con  momento della trasfusione
HBV
Non escluso Mancanza di dati del donatore o del ricevente

18.2.2.4. LBP Procedura di Look-back riferita alla malattia di Creutzfeldt-Jakob (CJD/vCJD)

Se Swissmedic notifica un caso di malattia di Creutzfeldt-Jakob al Centro di coordinamento Look-back di T-CH (sulla base
di dati istologici - biopsia dopo il decesso - o dati clinico-biologici secondo determinati criteri), il Centro di coordinamento
Look-back di T-CH verifica presso tutti i STR se questa persona e nota come donatore di sangue.

Se risulta che si tratta di un donatore di sangue, il Centro di coordinamento Look-back di T-CH attiva un Look-back CJD e
invia un set di formulari numerati al STR in questione. Informa immediatamente anche Swissmedic.
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Come misura immediata, il STR esclude immediatamente dalle donazioni la persona in questione (se non deceduta). |
prodotti ancora disponibili devono essere distrutti o richiamati.

Allo stesso tempo anche il frazionatore di plasma deve essere informato tramite il protocollo di richiamo del plasma
(notifica secondo le specifiche del frazionatore).

Peril STR, attivare un Look-back legato al donatore in seguito a un caso accertato di CJD/vCJD in un donatore significa in
particolare (FOR 3270 «Notifica di Look-back legato al donatore (LBD) CJD»):

« stilare un elenco di tutte le donazioni di questa persona (data e numero di prelievo) e di tutti gli emoderivati prodotti (e
non prodotti) con queste donazioni (CE, CT, PFC, plasma da frazionamento, pooling di prodotti, plasma con
inattivazione dei patogeni, ecc.). Il periodo di osservazione deve risalire fino all’inizio della documentazione;

« fornire indicazioni sull'ulteriore impiego dei prodotti (ad es. consegnati, scaduti, distrutti, ecc.);

« stilare un elenco dei riceventi dei prodotti (se testati dal STR stesso) o dei clienti (ospedali e altri clienti);

« confermare che i clienti sono stati informati e sollecitati a raccogliere al pit presto determinati dati e inviarli a
Swissmedic (con copia al STR):

« indicazioni se il prodotto e stato somministrato effettivamente a un ricevente,
« dati personali anonimizzati del ricevente (iniziali, data di nascita),
« dati sullo stato vitale attuale del ricevente, se disponibili.

+ Per poter concludere in modo adeguato il Look-back il STR deve compilare la seguente tabella. Esempio:

Prodotto fornito Data di consegna Cliente Nome della Conferma

. dell’informazione
persona di contatto

CEn 123456 Spital Muster Dr. Peter Miller, Abt. XXXX Data:
9099 Beispieldorf Visto:

PFC n. 123456 Ospedale XXX XXXX Data:
Visto:

La tabella compilata deve essere inviata al pit presto al Centro di coordinamento Look-back di T-CH. Il Centro di
coordinamento la verifichera e inoltrera senza indugio a T-CH SA e a Swissmedic.
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Formulario

TRANSFUSION CRS SUISSE

BLUTSPENDE SRK SCHWEIZ . .
+ Notifica di look back legato al donatore (LBD) CJD

TRASFUSIONE CRS SVIZZERA

In vigore dal: 01.10.2023 Versione: 1

Notifica di look back legato al donatore (LBD)

Osservare le istruzioni e spiegazioni a pagina 3

Infezione di un donatore con CJD / vCJD* (sottolineare la voce pertinente)

* Le misure individuali vengono prescritte da Swissmedic!

1. STR

Nome del STR

NPA, localita:

Medico responsabile:

N. tel.:

E-mail:

2. Donatore / donazione

Viene compilato dal Centro di coordinamento Look back T-CH

Diagnosi CJD / vCJD da parte di

Conferma (event. istopatologica) O si O no

Numero donazione

Numero totale donazioni Periodo:

Donatore bloccato il

Data / visto:

Informazione:
1. Direzione T-CH CRS (da parte del Centro di coordinamento Look back T-CH)

2. Swissmedic (da parte del Centro di coordinamento Look back T-CH)
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Formulario

Notifica di look back legato al donatore (LBD) CJD

In vigore dal: 01.10.2023

Versione: 1

3.

Documentazione di tutte le donazioni e i prodotti
Se necessario copiare piu volte questa pagina

1

2

3

4

5)

6

7

Numero donazione

Prodotto
fabbricato

Prodotto con-
segnato (C) /
distrutto (D)

Data di
consegna

Cliente (ospedale,
impresa di
frazionamento, ecc.)

Nome della
persona di
contatto

Conferma di
informazione

- Data:
- Visto:

- Data:
- Visto:

- Data:
- Visto:

- Data:
- Visto:

- Data:
- Visto:

- Data:
- Visto:

- Data:
- Visto:

- Data:
- Visto:

1) Per iscritto 0 apposizione di etichetta

| 2) Nome o denominazione / una riga per ogni prodotto

[ 5) Nome e indirizzo del cliente | 7) Vedi punto 6
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TRANSFUSION CRS SUISSE Notifica di look back legato al donatore (LBD) CJD

TRASFUSIONE CRS SVIZZERA In vigore dal: 01.10.2023 Versione: 1
4. Altre informazioni dettagliate su singoli punti
5. Riscontro

| documenti compilati devono essere inviati il prima possibile al Centro di coordinamento
Look back T-CH.

Il Centro di coordinamento Look back T-CH inoltrera i documenti alla Direzione T-CH e a
Swissmedic subito dopo la verifica. Poiché il look back completo pud durare anche diverse
settimane i risultati devono essere presentati man mano al Centro di coordinamento Look
back T-CH.

Inviare riscontro a:

Interregionale Blutspende SRK AG
Centro di coordinamento Look back T-CH
Caroline Tinguely

Murtenstrasse 133

3008 Berna

Per ulteriori informazioni rivolgersi al Centro di coordinamento Look back T-CH:
Tel. 031/384 23 12, sig.ra C. Tinguely, meldestelle @itransfusion.ch

6. Allegato

La lettera modello (la conferma di informazione richiesta al punto 3 puo essere inviata con lettera modello
allegata) puo essere richiesta anche per via elettronica a:

meldestelle@itransfusion.ch
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