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TRANSPOSE aims at a structured, alternative approach to
construct risk-based Guidelines and a standard DHQ for the
procedures used to collect SOHO, including the selection and
protection of donors.

The objective of this action is:

* To collect and compare EU and national donor selection and protection
criteria;

* To identify the information needed from donors or their families to
allow the application of appropriate donor deferral or exclusion
criteria for the protection of recipients; and

* To propose approaches to control and minimise these risks.
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WP WP Title Lead Beneficiary
Number
Wo r k Pa C ka ge S WP1 Coordination of Sanquin Blood Supply
TRANSPOSE
WP2 Dissemination of the Centro Nazionale
There are three horizontal work- results of TRANSPOSE Sangue
packages (WPS)' WP3 Evaluation of TRANSPOSE Etablissement Francais
)
] ] du Sang
[ J
Coordinati ng, WP4 Inventory of Donor University of
. Disseminating’ and Selection & Protection Cambridge
. . Practices
* Evaluating the project. :
WP5 Development of Donor Region Hovedstaden
Selection & Protection Denmark
= hnical th £ Guidelines
OL!I’ technica OI’]G? wit SPEcITIc WP6 Development of a Standard  University of Hamburg
deliverables and milestones to be Donor Health
regularly produced, according to the Questionnaire
Grant Agreement. WP7 Training Course/Workshop  Sanquin &
on the Use of the Guiding Centro Nazionale
Principles Sangue
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WP2 (Centro Nazionale Sangue)

Dissemination of the Project:

Forums

and transplantation
PrOtection and SElection of donors

Forum ropies  posta 0 TRANSPOSE

Newsletter 01

General discussion 2 2 3 months, 2weeks ago

Q
a

2weeks, | day ago Grote Agrenment Y8145
TRANSfuslon and transplantation
PrOtection and SElection of donors

Sabring Sandnor

2 1wesk 1 day

Chwisting Mikkelsen

https://www.transposeproject.eu

News

3

Newsletter 2: TRANSPOSE state of the art

The second newsiettor is now available on the Download Area of the website

Read more

The newsletter is now available

The first newslettor is now available on the Downlood Area of the website

= Read more

Over 5 million patients in EU depends on donors,
a project to harmonize selection and protection
Over & milion patients in the EU annually recoive transfusions or trensplantations

of substances of human origin (SoHO ) blood camponents, plasma-derived

stem cells, []

= Read more

The leaflet is now available

The leafiat of the Transpose Project is avaiable in the download area of the

website.

Read more
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WP4 (University of Cambridge)
Inventory of Donor Selection & Protection Practices

Leader: Emanuele di Angelantonio (University of Cambridge)

e Surveys were sent to experts about current practices donor selection and
protection (all SoHO)

* In-depth inventory (intervi 6mp'6m|gs of donor selection and
protection t/

. .. .. . IDENTIFYING
* Qverview of similarities and differences SIMILARITIES & DIFFERENCES

&
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WP4 - Inventory of Donor Selection & Protection Practices

* In-depth semi-structured interviews with key stakeholders in all SoHO:
» identify main topics for improvement of current donor selection criteria (DSC)

e Results:
» DSC are perceived redundant on a substantial number of aspects

» Many regulations could be improved to diminish deferrals and decrease
donor risks.

» TRANSPOSE will add to reviewing, improving and harmonizing these
regulations and criteria.

» TRANSPOSE will provide suggestions to improve directives and guidelines
and a DHQ (both donor health protection and safety of donations), but
also removing deferral criteria that are not relevant (anymore), and offer
a future research agenda to make DSC more evidence-based.
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WP4 - Survey Results

e Survey was sent to professionals from collection institutions of all SoHO

» to get feedback from as many EU-MS organizations as possible (n=163)

» 40 blood; 40 plasma; 27 tissues; 47 stem cells; 9 ART and 39 (24%) completed
guestionnaires

» where information was lacking, additional experts were asked to recommend
upon DSC.
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WP5 Development of Donor Selection & Protection Guidelines

Leader: Henrik Ullum (regio Hovedstaten Denmark)
e Critically reviewing risks both donors and recipients (scientific paper) (June 2018)

e Assess those risks in a workshop to produce guiding principles on eligibility
criteria (October 2018)

 Finalise risk-based donor selection and protection criteria in a workshop (April
2019)

* Final guiding principles for critical evaluation of existing donor eligibility criteria
and development and validation of emerging eligibility criteria (June 2019)

——
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WP5 - Development of Donor Selection & Protection Guidelines

Outcome:
e Diverging opinions across members on certain criteria and a wide lack of evidence.

 We re-assessed all items in the current criteria in order to propose expert-based or
evidence-based recommendations: namely the Donor Selection & Protection
Guidelines.

Risk assessment method, used per risk for all SoHO

e TRANSPOSE meeting of April 2019: start writing up the Guidelines which will be
submitted as a scientific paper.
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The TRANSPOSE Risk based
assessment approach was partly
based on the Risk-Based Decision-
Making Framework - Alliance of

Blood Operators)

The content of this presentation represents the views of the author only and is his/her ¢
Agriculture and Food Executive Agency or any other body of the European Union. Th
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Elements and structure of the framework
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The Risk-Based Decision-Making Framework was developed on a four-part foundation,
building out of:

a series of Risk Management Principles stating what must be observed in
making decisions about risk;

a communications and consultation policy describing expectations for the
consultation and education of stakeholder groups and of the general public;

a set of Risk Tolerability Criteria defining when a risk can be deemed
acceptable in light of the benefits gained; and

a policy for conduct of natural and social science assessments, including
economic and social concern assessments, to ensure that they serve as
credible inputs to risk management decisions.



Tissue Risks

* Bacterial/fungal
transmission

* Graft failure

* Malignancies

* Viral infections

The content of this pre
Agriculture and Foc

27/05/2019

TRAMNSPOSE risk-based assessment tool

a. What the issues are;

e Fizk of Bacterial Fungal mfection transmiszion through tissue donations - there are
zeveral reports of either definite or probable transmissien of both bacterial and fungsl
infections either of doner source or due o possible contamination during processing
from a range of tissue donations, including adipose tizsue donations, bone, heart
valves, tendons znd especially (Le. most commen) comnes donations.

& Some tissues like comea , sclera and epidermis zre per definition populated with
bacteria and even fungi. In deceased donors for instance bacteria are also expected fo
be prezent on the ocular surface due to lack of blinking znd tear film

s It iz important to remember that a diagnosis of systemic bacterial infection at the time
of donaticn is not necessanly considered a reason to defer 2 donor when there 3 no
indicztion that the procured tizsue comes in contact with the infected substance. In
comea donztion for mstance sepsis has not shown to infect the comea tiszue or lead &
mnfection of the recipient with the septic bacteria when comezs are stored in crgan
culture’, while the presence of any systemic infection would lead to the donor being
deferred from heart valvetendon donation

& |ssues related to (select all that apply): Odonor % recipient

& Severity

grade of sewverity™

Risk(s) Non-Sever | Sewer | Life-threateni. | Deat
e e q h
X

Dus to the transmission of bacterial/fungzal infection there are reports of recipients losing their
eyesight or requiring re-do heart valve surgery or orthopasdic surgery in some cases reguiring
prolonged antibiotic treatment and occasionally contributing to the patient’s death - refer to Notify
library for detail.

®  |mputability

leve! of imputahility™

Risk(s) | Definite/Certain | Likelyy Proboble | Possible | Unlikely | Excluded | Mot gssessoble

' 4: Chu HS, Lai CT, Hou ¥Z, Liu HY, Wang L, Chen WL, Shih €L, Hue FR. Reappraizal
of the suitability of corneas from bacteremic donors fior use in cormneal
transplants. &r ! Ophthalmol. 2018 Oct 15. pii: bjophthelmol-2018-312816.

2: Spelsberg H, Reinhard T, Sengler U, Desubensr W, Sundmacher B Organ-cultursd
corneal grafts from septic donors: & retrospective study. Eye (Lond). 2002
Sep;16(5):622-7.

It iz worth neting, imputakility in relation to the scurce of infection in post cormeal transplant
keratitiz/endophthalmitis can be difficult to establish. Bezide contamination during
transplantation the limited time available to culture comeas before distribution may not reveal
the presence of slow growing bacteria and certain fungi.

& Options to minimise each of the risks
1. donor selection criterio - continue to defer potentiol tissug donors in the presence of
untregbed systemic infection or local infection affecting the tissue to be donoted at the time

of donation

2. identify which types/severity of infection present ot the time of donation should leod to
corned donar deferral, based on storoge method ond sensitivity of microbiology screening

3. Orgon-cwitured cormeas are currently gccepied in the presence of most bocterial infections in

the donor including systemic bocterial infections ot the time of death, based an the foct that

the dongted corneos ore kept in aorgan culture which contoins o cocktail of antibiatic and

artifungal agents with the aim of minimising the risk of micrabigl growth, and where

present identifying it - ensure volidated culturing techriques of sufficient sensitivity to detect

the presence of clinically significant contominants

Approgrigte cleaning of the eyes prior to processing ond opplication of gseptic technigue are

important

5. Ensure odequaote validoted culturing technigues to look for the presence of potential
contamingtion (donor derived) - ensure sufficient samples are taken ot key points in the
retrieval/processing process and that the culturing techniques used ore such as to identify all
clinically significant contaminants i.e. ensure use culture medio thot support growth of
gerobes, ongerobes and fungal ond culture for lang enrough to identify slow growing

4

arganisms.

5. Consider risk of transmizsian of Mycobacterio e.g. tuberculosis - this will require specific
culturimg technigues.

7. Carry out validoted decontamingtion of tissue in particular for dorations that connot be
terminally sterilised

8. Consider terminally sterilising ony dongtions that can be sterilised without compromising
graft function.

8. In cose of positive culture results becoming avaoilable post issue af tissue: Initiate recall if
possible, and otherwise inform surgeon if tissve hos already been tronsplonted, to allow
gdoptation of potient manogement gs reguired

10, The Tissue bank must be informed within a set timefrome of an infection-related SAER to
engble the tissue bonk to investigate and avert horm from other recipients

b. Recommendations;
- Refer to section above re options ta minimise the risks of transmitting bocteriol/fungal infection

i

lustification [data/references);

- There are several reports [Motify Library] of definite or probakble transmission of bacterial 2nd/or
fungal contamination through a range of tissue donations.

d. Considerations (2.g., financials, 2tc).

- The validated outcome of decontamination,/sterilization process determines the
consecutive measures to be @ken to render the tissue safe for recipients. However,



Plasma collection risks addressed in risk assessments

Donor risks:

Low total protein and IgG,

Low Hb and ferritin

Relative overdraw of small/obese donors

Serious donor reactions (vasovagal, hematomas, nerve lesion etc.)
Repetitive exposure to large amounts of citrate (bone demineralization)
Repetitive exposure to plasticizers (DHEP)

Machine errors

Recipient risks:

* Infections of plasma with (so far unknown) agents
* (Teratogenic) medication
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WP6 Development of a standard Donor Health Questionnaire

Leader: Michel Clement (University of Hamburg)

 Draft of first version of a standard donor health questionnaire (February 2019)
 Validated draft version of a standard DHQ (April 2019)

* Availability of standard DHQ and modules in principle languages

C}:&
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WP6 - Development of a standard Donor Health Questionnaire

Development of questionnaire is defined by several steps:
e Ask experts what is currently lacking (done via WP4 questionnaire)

* Develop the standard Questionnaire:

» Database of basic questions which must be asked:
1. General module (common trunk)
e 2. Country & SoHO specific questions (customization)
» How different risks should be assessed through different types of questions?

» Decide between paired vs. individual risk assessment?
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First-time donors

General DHQ | DHQ) Blood | DHQ ART DHQ) Tissues DH() Plasma DHQ) Stem Cells
for all living donors | Registration Donation
1. General
1.1 Did you read the documentz/information you received X
before?

1.2 Have you eaten and drunk today?

1.3 Do you weigh a minimum of 30kg?

1.4 Were vou adopted? X x X
1.3 Were you conceived by donation? X

1. Health

2.1 Are you healthy? X

2.2 Have yvou been hospitalized, consult a healthcare X X X X

professional or have you had an illness (such as fever and

diarthea, heart and vascular dizeaze or neurological

diseases)?

2.3 Have vou visit a dentist in the last week? X

2.4 Have vou had an uncomplicated infection? X X z

2.3 Do you have a chronic disease (e g_ allergies. diabetes) X

or a chronic auto-immune dizease (e.g. Crohns, Graves,

Lupus)?

2.6 Are you using any prescribed or over the counter X X X X X
medication?

2.7 Have vou had any immunizations or vaccinations in the X X X X X
last 4 weeks?

2.2 Have any of your close relatives been diagnosed with or X

have you been told you are at risk of Creutzfeldt-JTakob

digeaze (CJDN7

2.9 Before 1988, have you been treated with hormones of i i K K K

the pituitary gland, e g. becausze of growth disturbance,

infertility, endometriosis?

2.10 Have you had an allergic reaction to general or local X X
anesthesia?

2.11 Are you scheduled to be hospitalized or to have X X i
zurgery?




WP7 - Training the use of Donor Selection & Protection Guidelines
Leader: Sanquin and CNS

(1) History & Introduction
» History, Eligibility, Precautionary principle, Current practices

(ll)General Principles

» Importance donor selection and protection
» Ethics

(111) SoHOs
» Common risks and SoHO specific risks (how they’re assessed)
» Risk mitigation (DHQ), ‘toolbox’ of questions
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WP3 (Etablissement Francais du Sang)

Evaluation of the Project

September 2018, surveys were sent to 80 stakeholders; response: 22 (28%)

Recommendations:

* Verify adequate resource allocation for SoHOs other than blood

* Increase communication between project members (in particular
between WP leaders and WP members) Increase the use of the
TRANSPOSE website to share information

* More F2F meetings

e Better sharing information between WP leaders, EU and EDQM

@\o Ko R z
O@S é‘
3 ©
@@(\ <&
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Focus on Donor Protection

* Current focus on donor selection and protection:

o Our take is that donor protection should begin from the start — thus we
propose a more in-depth risk assessment method from the beginning and
starting with new donors.

o Furthermore, inventory of yet unknown/ theoretical risks for donors and
those risks that have not been properly investigated.

o Also a more harmonised risk based assessment method. To develop this, we
have modified and simplified the ABO tool that is developed for risk
assessment.
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Next Steps

e Validation of the Donor Health Questionnaire (WP 6)
 Development of the Donor Selection & Protection Guidelines (WP 5)
e Start with DHQ and education and dissemination (WP 7)

* 3 presentations and 1 poster on TRANSPOSE will be present at the
ISBT Conference in Basel (results of WP 4 and WP5).
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Thank you for your
attention!

Marian van Kraaij and Gaia Mori

Sanquin Blood Supply

m.vankraaij@sanquin.nl

transpose@sanquin.nl
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