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Disclaimer

The information shown in this presentation reflects the legal
framework and associated approach of the UZ KU Leuven
Biobank on 27JAN2020.

Please consult our website for the current situation and actual
documents in use.

https://www.uzleuven.be/nl/biobank-0 (regularly updated)
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Scope
Biobank

Human bodily material for
Scientific research
NOT for therapeutic use (cell & tissue banks, ATMP)
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Why is biobanking suddenly important?

« Sample quality
* Legal aspects & consequences
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Translational Research Gap

 No confirmation of research results
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How bad can it be?

Inability to reproduce scientific experiments is a
big challenge.

Begley, C.G., Ellis, L.M. (2012). Drug development: Raise standards for preclinical

: By,
cancer research. Nature, 483(7391),531-533 (:
IBAYER
- % B
COM -
expertise
a4 Warmingpsy

they emerge 5t oogle hormone;

¢« Amgen could reproduce  the findings
in only 6 of 53 ‘“landmark™ papers
in cancer biology

¢ Bayer could validate only 25% of
67 preclinical studies

REPRODUCIBILITY OF RESEARCH FINDINGS

Preclinical research generates many secondary publications, even when results cannot be reproduced.

: 4 I Mumberof | M ber of citations of M ber of citations of
Raise standards for || et e RN e s e e
preclinical cancer research >20 21 248 (range 3-800) 231 (range 82.519)

C. Glenn Begley and Lee M. Ellis propose how methods, publications and

incentives must change if patients are to benefit. 5-19 32 169 (range 6-1,909) 13 {range 3-24)
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Root causes for irreproducibility

US$56.48 Categories of Preclinical Irreproducibility

Irreproducible

Data Analysis
and Reporting

(25.5% of total)

UsS$28.2B
(50%)

Reproducible

Estimated US Annual Preclinical
Research Spend

Fig 2. Estimated US preclinical research spend and categories of errors that contribute to ireproducibility. Note that the percentage value of error for
each category is the midpoint of the high and low prevalence estimates for that category divided (weighted) by the sum of all midpoint error rates (see 51
Dataset). Source: Chakma et al. [18] and the American Association for the Advancement of Science (AAAS) [19].

(Freedman, L. et al. (2015) Plos Biology 13, e1002165.)
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Why care about (sample) quality?

m I mE E GEAR SCIENCE ENTERTAINMENT BUSINESS SECURITY DESIGN OPINION MAGAZINE

+ May 2010
* 1500 glioblastoma
MAGAZINE
samples for Cancer
Libraries of Flesh: The Sorry State of Human Genome Atlas
Tissue Storage ) ]
BY STEVE SILBERMAN 05.2410 | 12:00PM | PERMALINK ° 1 CO”eCtIOn Clal med for

Eishare O W Tweet (O 84|03 m Pintt

12 000 samples of which
ONLY 18 were

acceptable

— Traceability
: - v —  Origin
fumn - P — ELSI

T e mege
W | | e G
W == S

» Fitness-for-Purpose!
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Sample Lifecycle

Time 0

Specimen is viable
and biologically reactive

Medical/
Surgical
Procedures

Patient Acquisition FAnng

Processing

Molecular composition subject to
further alteration/degradation

el

Scientific

Distribution Analysis

Knowladge
Base

Pre-acquisition Post-acquisition

Storage

I NCI's Biggest Investment I
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What can affect sample quality?

Age Type and duration of fixation/preservation
Gender
Di ' :

'1agnosis Temperature and duration of storage

Administered fluids or drugs Transit time and temperature
Warm ischemia time

Analyte extraction method
Platform sensitivity

Cold ischemia time
Anticoagulant

Freeze-thaw cycling

bl

Medical/ . R Restocking
Patient Surgical Acquisition Iyrgzgls';g/ Storage Distribution ?Of:rlli?tls?sc Unused
Procedures 9 Y Sample

Pre-acquisition Post-acquisition © Jim Vaught, NCI
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Impact of pre-analytical variables
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How to control?

* Impossible!
— Minimize damage with good study setup AND

. Standardization! s rimniion SDRE C
— Standard PRE-analytical Code (SPREC)
— CEN Technical Specifications for in vitro molecular examinations @ ...
— Biobank ISO norm, guidelines and best practices

* Not only pre-analytics affect sample quality!

BEST PRACTICES:

— Number of freeze/thaw cycles Recommendators or
— Storage/fixation duration
— Sample processing procedures

— Ethical, legal, societal issues (ELSI)

— Linked data (verification) > (FBN/ISBER/OECD/BVT/MIABIS) m|n|mal datasets
» Biobank, Donor, Sample, ... data
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Module 2 Module 3 Module 4 Module 5

Governance Ethics, Privacy Facility Design Quality
and Security and Safety Management
and Process
Improvement

Module &

Informed
Consent

Module 7

Biozpecimen
Collection and
Processing

Module 8

Biospecimen
Storage and
Distribution

Module &

Data Systems
and Records
Management
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What is a biobank?

« Biobank:
— Structured facility for (human) bodily material (personnel, infrastructure,...)
— Receives, (processes,) stores and distributes biospecimens
— Coupled to well documented (clinical) data
— Can hold different collections of human bodily material
— Quality guarantee
— Access point to other biobanks/collections/researchers
— Knowledge hub

« Scientific Biobank vs cell- and tissuebank:
for scientific research, NO therapeutic purpose!
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Professional biobanking

Sample (& data) quality is assured & garantueed in long term

— Within biobank

— Across biobanks in a network

Flemish Biobank Network
BBMRI.be
Belgian Virtual Tumorbank (BVT)

BBMRI-ERIC

Trusted party for your samples

— Quality perspective
— Professionalisation

[ Main Focus J.

L™

B

Biobanking 3.0 J

L9

1 F
Biobanking 1.0 Biobanking 2.0 i

Quantity

Quality

[ | External
)\ | Stakeholders

P ~

Number of
[ Bios pEICImBnB][ P +++ ++ ]
[ Person Flalat&dJ [ o L . n—_— ]
[ Bloag:ﬁman J[ + [ TR FI— J
[ Stakeholders J[ - . — ]
2 4 L AW
[ Sustainability J[ + [ + +++++ ]

Simeon-Dubach et al, 2014
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Why is biobanking suddenly important?

* Legal aspects & consequences
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Legal framework human bodily material

Law regarding patients’ rights - 22AUG2002
Law regarding experiments on man — 7MAY2004 (“experimentenwet”)

Law regarding protection of natural persons related to processing of personal data -
30JUL2018 (~GDPR)

Law regarding acquisition and use of human bodily material (HBM) - 19DEC2008

 Clinical application on man
« Scientific research - RD 09JAN2018
» ACTIVE as of TNOV2018
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Intention of biobank law related to research

« Protection of donor and donor’s rights

— Specific conditions for collection and/or use of HBM for scientific research

— Donor has right to be informed when clinically relevant and validated information is
available at his/her individual level.

— Privacy (GDPR)

 Prevention of fraudulent collection and/or use of HBM

— HBM should be traceable and identifiable at every stage of the process, from
acquisition to distribution/use, during processing, auditing and storage
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Legal definitions

Human bodily material (HBM): any biological material, including human tissues and
cells, gametes, embryos, fetuses, as well as the substances derived therefrom,
whatever their degree of processing/transformation (DNA, RNA, proteins, ...)
(including — commercial — cell lines and stool!)

Biobank: the structure that, for the purposes of scientific research excluding research
with a medical application to humans, obtains human body material (HBM), where
appropriate, processes, stores and makes available, as well as, where applicable, the
data relating to human tissue material and the donor.
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Types of research use of HBM

« Primary use: any use as consented to by the donor at the time of procurement
INFORMED CONSENT

« Secondary use : (on remaining material) any other use than consented to by donor at
time of procurement

INFORMED CONSENT (reconsent, EC waiver, clause in primary 1C)

« Residuary material: HBM procured for diagnostic or treatment purposes that is no
longer necessary and therefore can be destroyed, provided a sufficient sample is kept
for setting, finetuning or finalizing the diagnosis or treatment

PRESUMED CONSENT/OPT OUT

| residuary material (residuair materiaal) # remaining material (overblijvend materiaal)
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Consequences for research on HBM

« HBM for research has to be obtained from a NOTIFIED biobank

— Applicable to any primary sample collection/secondary use/ use of diagnostic HBM/import
of foreign HBM/...

— Written agreement between biobank and end user

« HBM for research imported into or exported outside of Belgium must be registrered in
a Belgian biobank (same rules apply)

— proof that samples have been taken according to local legislation and according to
international ethical/privacy/personal data standards

« HBM can only be collected by certain qualified health professionals (supervision by
doctor/dentist) in a safe environment
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Biobank law — biobank responsibilities

» Appoint a biobank manager (medical doctor)
« Obtain and maintain EC approval for goals and activities (bi-annual evaluation)
» Be notified to the FAMPH

» Ensure traceability:
» Unique identification of material
» Registry of sample movements available to FAMHP
« QOversee donor’s consent: verify content of informed consent before provision of
samples to researcher

« Written agreement with end-user (researcher)
— Specific subject of the scientific research
— Responsibilities of end-user to ensure traceability

— End-user’s technical and organizational measures to protect privacy if personal data are provided and
to return meaningful information
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Ethics: ownership vs. custodianship of HBM

Different people/entities are involved with HBM for research use:

Patients,

the physician/department/care programme physically obtaining the HBM and/or performing the
diagnosis on the HBM (if applicable) and/or making therapeutic use of the HBM,

the Pl obtaining the HBM for primary use,

the scientist/researcher making use of the HBM outside of the clinical care path (in UZ Leuven, KU
Leuven or outside this legal entity),

the UZ KU Leuven Biobank and the responsible administrator UZ Leuven as intended in article 2,28° of
the Belgian law on HBM,

the CEO of UZ Leuven, ...

None of these individuals can claim exclusive ownership/custody of the HBM.

All are, at one point or another, responsible for some aspects of the chain of HBM. It
was therefore decided and validated that the custodianship of HBM lies with a single
entity, i.e. the UZ Leuven.
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UZ KU Leuven approach

1. One sole notified biobank for the Leuven Health Science Campus

2. Studies collecting/using HBM for research require biobank approval prior to EC

submission/approval
1. Oversee donor’s consent
2.  Written agreement biobank — end-user

3. HBM to be registered in Biobank Registry
1. Proof: HBM for research obtained from notified biobank
2. Oversee donor’s consent
3. Bi-annual report
4. Registry available to FAMHP

HBM to be stored in central facility (ON4)
Costs

Access policy

Handling of HBM

N o Ok
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1. One sole notified biobank — VISION/MISSION

* From a quality and service oriented perspective
— Facilitate translational research to improve public health
— Protect stakeholders’ interests (donors, researchers, UZ/KUL, FAMHP, ...)
— Be a knowledge hub for all things biobanking

« Currently focussed on storage solutions

* In future:
— Sample processing & QC
— Integration in existing (clinical) sample flows
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1. One sole notified biobank

« 2007

« BB manager: prof. Dr N. Ectors

« Complies to relevant (inter)national legislation (EC approval, FAMHP notification)

« QOperates according to a quality management system (~1SO20387, ISBER)

» Insured as legally required

» Instated an access policy (balancing interests’ of custodian and sharing of material) — cfr below
* Will install a financial model (cost recovery vs research budget burden) — cfr below

» Reports bi-annually to EC (including information as registered in biobank registry)

* Is member of (inter)national biobank networks and organisations (BBMRI, ESBB, ISBER, ...)
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2. Biobank approval prior to EC approval

All medical and paramedical in vivo

research involving human subjects

CTC registrati
v
Biobank | CTC I | LRD I
| Secundary I | Frimary use |
Biobank
oordinato

All collections/studies/projects
(& amendments)
using and/or collecting HBM
for scientific research
to be submitted and approved
by UZ KU Leuven biobank
prior to EC approval
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St

udies — typical flow

« CTC application

— CTC application form -> S-number
« Mark “biobank as supportive service” — irrespective of storage location
— Study protocol
— GDPR questionaire
— https://www.uzleuven.be/clinical-trial-center/
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Studies — typical flow

« CTC application (S-number)
« Biobank application

Form for secondary use (CTC website)
Form for primary use (on request/intranet)
Improved, combined application form in development

Study protocol, informed consent, MTA (if applicable), ethical declaration/approval,
CTC registration form, aob

Scientific value, donor’s rights, traceability
» Origin, destination, fate after use, storage duration, quantities of samples and derivatives

https://www.uzleuven.be/nl/biobank-0 (will be regularly updated and reflect actual biobank info)

wbb@uzleuven.be
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Gefieve dit formulier valledy ingevuid facth te be: de ke Biabank be-
tel 016 34 27 13 of 016 34 1482 en hittpe) fintranet/binkanking).

Dit document, ondertekend door de Cofrdingtar, is yerplicht foe te vaegen B de initisle indiening van het dossier bif de

ethitehe

dors

& U2/ K Leuiven (0 kL Dit geicit voor elke stude (ongeacht de financisring en card

warn de ondersosken).

S-nummer:

Studieprotocol nrnaam:

‘Geplande startdatum studis:
Naam hoofdonderzosker UZ Leuven

Tel]

Diensi:

Maam contact (UZ studiemedewerker)]

Tel.:

e-mail:

Maam firma en contactpersoon:

Tel.:

e-mail:

MNaam CRO en contactpersoond

Tel:

e-mail:

Gelieve een kopie van het shet

CTC evenals het

Informed Consent {IC) van de aanvraag toe te voegen.

[ 1 Welk menssliik lichazmsmaterizal zal voar deze studie worden sanzewend? |

[0 Mog aan te leggen collectie menselijk lichaamsmaterizal in het kader van de actuele studie

1

0 Levende donor
0 Overleden donor

O Beide

O Primair gebruik voor wetenschappelijk onderzoek na wegneming woor
wetenschappelijk onderzoek:
®  Gelieve IC in bijlzgs toe te vosgen

O Secundair gebruik voor wetenschappelijk onderzosk ns wegneming voor
ische n/of ische doeleinden (= residusir aal) : opting —
out [KWS), geen IC nodig

0O Andere:

a collectie ijk fic izal: * Hoeveel (zantzl donoren en he id/donor) ik lic i
®  z3l worden afgenomen:
[0 Azngelegd door de UZ - KU Leuven Biobank: opting out, g=en IC nodiz. *  is momenteel beschikbaar (in geval van bestzande collecties):
O Azngelegd in het kader van een vroeger wetenschappelijk project:
® Hoeveelheid (per stazl/donor] menselijk lichaamsmaterizzl noodzzkelijk voor studie:
[ HetICvan initieel project dekt ook deze toepazsing (gelieve toe te voegen
in bijlzge)
[ HetICvan initieel project dekt deze tospassing niet:
[0 Nieuw IC [gelieve toe te voegen in bijlage)
3. Indien de UZ — KU Leuven Biobank en/of de onderzoeker niet aver het benodigde
0 MEC o ing voor gebruik iji lic iz=l materiaal beschikken, mag er dan menselijk lichsamsmaterizal gebruikt worden van
zonder IC andere bestaande bichanken ?
{1 geval van ormegelikheid am de teestemeing b wragen o! het sscundsin
oebruik, af i ez o i i ? s zin, kan tat
secundair gebeuik warden overpegaan nacdat een esthisch comité bedoeld in
artikel 11, § 3, tweede lid, van de wet van 7 mei 2004 inzake exparimenten op B Neen
e mensljhe: prsoan over de lcepassing van di i en artikel 21 sen pasiiel
axlviess et uitgebrachs)
B Andere: al=
Is er overleg geweest met de betrokken persoon over dit materiaal:
B Nesn 4. Iz er over deze studie reeds voorafgaandelijk contact geweest met het AC Biobank ?
0 Ja, nzam contact:
B Neen
2. Trac

0 Iz, naam contact UZ — KU Leuven Biobank:

Type menselijk lichazmsmateriaal {serum, hartweefsz|, fibroblzsten,

O wvan het ijke  icl i@al indien niet herkomstig wvan
persanenpatienten gerekruteerd door Pl maar van een derde.

Identificati deze derde:
e Het AC Biobank verklaart geen bezwaren te hebben tegen het voorgestelde studieprotocol.

O Ziekenhuis:
0 Arts: Datum: £ [ Naam: Handtekening:

O Bigbank:
0 Andere:

wan het ji lic izal indien verstuurd buiten UZ Leuven:

O Ziekenhuis:
0 Arts:

1O Bigbank:
O Andere:

Welke afspraken bestaan er rond het restmateriaal na sinde studie:

0 Terugzending
O Vernistiging
O Andere:
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Primair gebruik van menselijk lichaamsmateriaal (MLM) met het oog op
wetenschappelijk onderzoek

B “primai” gebeuik ijk ichasar i bt oog op i cnderzoek is het verpicht om dit ingevuld en
andertefnd documen, bos te vosen bij de initisle indering van bet onderzoeksdossier bii de Commissie Medische Etfve. DF geir voor
e SIVE (DNJESCI gE Mnanclenng 2 837 van 02 ONOSE0EKEN]. Wed 10-72-2008 | & Lrimair QECruik » | el E0rU van et menssifi
ehEamsmaterzal weanoor 02 Jongr UNTTkARIN In het kader 1an 08 Wegnaming SpecieX Zin foastemming nesi gageven)
Geliewe dit formulier ingewuld en rgen aan het AC Bi ing tav. Praf. Dr. N. Ectars.

*  Snummer ...

«  MNaown hooldonderzosker UZ Leuver: .

Tek: ..

o Maswn ponkac UZ

Aard van her ML - cmschrilf de aar (senal donoren, sard en tertaat van ML)

Afvomst MLM - wear zal g8 weanams andere locade. anders...) onder de walifichald van
‘WBlke 3r5S INGl, CONECigeqevens

Resmarsriaal - 7l er na her winvosrsn van hat 2lin banodigd min
el > 0 7]

Vi WarTen CONGrest rong hed resmatsnaal voor of vErmid

* Dehoofdonderzosker atsit esn blanco “Informed conzent” formuller ter beschikking van de Blobank board.

E g woar hat an ter ng adelban van sen
COpY. V&N d8 ondertskends
= Do Commisgk Medlsche Ethiek bazorgt aan de Blobank board sen copl| ven hat et

= Mcllnmﬁhlmlmm@mnm Blobank board ap het slmde van de studle sen st met namen van
patisnten jmun. peti et Informed conzsnt formuller ondertekend hebban).

Dafum + naam » handt

Dt f Prof. Dr. M. Ectors, .
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Piegse suhmit this fully completed farm sfectranicolly to the Scentific Bisbark (whbSusiewwen be - tel, 016 34 56 69). This
document, signed by the Coardinator, anuu!n'l\nbezvz\hﬂd with mzwhnfsubuwsm nfﬂz}wemh’z Men\mf[r.’nts
Comemittee. This applies the the stucy). Mareinfa

the Biabark anplieation at hite: 4 imtranet / bichanking fonfy for UZ Lewven emplopees).

S-number: § sourse

Studiepratecel gynaam: Titke
Expected start date study: Date

Nizme: prineipal investigatar UZ Leuven: Name
Tel: Phane P il Email

Expected end date study: Date

Diest: Department
Hame comtact {UZ study canrdinater): Name
Tel: phane el Email

Hame Sponzar and cantact persan: Hame

el phane il Email
Nazemes CRO and contict person: Marme

Tel: Phane il Email

Ex the first sarmple will date CNvT

Expected date at which the last sample will be collected: Sampling stop date LNt

Select
i the foll A " fthe
application ferm, inchcated in the nblnmlnu.rorna applicatile apphcation type.

Section
O Primary Use Complete section 3
O Setupa callection - Primary Use {umbrelial Complete sertion 3
O Setupa collection - Residuary Materisl umbrelis) Complete section 4
O Secondary Use of human bacily ini P Complete sertion 4
O Secondary Use of Residuary Material Complete sertion 4
O Produstion of cell lines from Brimary Use Complete section 3
O Produstion of cell lines from seeandary Use Complete section 4
O Use of established ool fines Complete section &
O Impert — with the intention tosetup of collection of HOM Complete section 3/4
O tmport — with the sale intention to perform sample anshysis and return the results to the sender Complete section 3
O Expor Complete section 3
O  Clinical eriad Complete secticn 6
O clinikal erisd with eqtional acditicnalfleft-cver material far future use G 5, (3/4)
7 e ko Sy Nencn e o 1. o
2 "YiRlshBiRAL. 3= defined In Art. 3, 7* of the Law cn experiments an human pecple g 7-05-2001
Biabank application farm O4-HOV-2018 VLD Page 10f 6

Plese camplete the fallowing sections for all HEM that s part of the curnent for which the dener has explicily and specifically g
cansent in the content of the remendl, = ant aboust 3l aspects this
appertain:
3.1, Ovigin of the HEM
List all samplies that will the table below. Comel ter per sample type a wrll
= C]
LAllinfo equal to 17 tier L Allinfo equal to 17 tier
HEM type: Select arigin Tumber of donors: A
HEM type Harme institutiar Murmier of time points: 408
Instittion Samles/danartime point: #4
x::: Cuantiny/sample: i Linit
HBM transfer agreement avaikable: ToeM QUM pATACNAr S8
Clves ClHo
fe tppe, pleaze chck or the tabl e ] sign wikich wil became wizible ot the beitorm right cormer of the fable.
3.2 Processing and storage of HEM
Please list al from the samgles menticned below. hes will be stored, for f time.

and avwhich
these samples at 3 site ather than UZ/KU Leuven.

Camplete the shipment detalls if you Intend ta store/anakgze

[Tvpe of s Guantity Storage Shipment
Clallinfo equalto 1° tier _ CIAI info equal to 1 tier Al info egual to 17 tier

Parent sample: Humber af aliquatsfparent T Conditian: Select condition Samples shipped: L] Yes  No
Enter HBM type [ Narmes institution: Consignes Name:

Institution Consignes
Derivative: ARquat quantity Consignes phone:
Entes HEM type = Aelriress: Phane
] o derivatives abtainsat  WO% Unit Address Consignee Emal

Email
Period (years): 485 HBM transfer agreement: [ Yes [ No
e, ‘ond select the P sign which will become ws/ble o the baltorm right cormer oj the tatie.

33 Useof HEM
ckcate the intercled sample zage in the table below.

e
IR i equal to 15t tier

HEM bype Quantity i bibank starage: ¥0% samples
oty staree for uture use withi thi project: WA sarmpies

Cuanitity stared far future use sutside the seape of this project: I samples

70 0cid an ouidiTianal sampie type, please chCH o the toble and select the F sign which will ecome wsibie o the battom right comer of the tatie.

3.4, Destination of remaining material

Clarify what wil he camples after the stucy has
Type of HEM Destination of remaining materisl
Al infa exualto Lt tier CTAN infe eual to 1t ter
HEM type Select destination of left-over material 1 stared: Name institution-institution
Adddresstddress
Perind (years): 440
e type, please chc on the tab thve EF sign which wil became wiibie ot the battorm right comer of the fabie.
L ifnafurthe steps oour prior "
* Enter "D I come e aflquints will e abtined from the sample.
Biabank application farm O4-HOV-2019 V1D Page2 of &

I arder ta allow the UZ/KU Lewven bichank to make an informed f th f th <h pro ask yo o include the
fallwing documents with your apalicstion, i svailable:

r
r
r
r
r
r
r

Pratocal
Lab sl

Infarmed cansent template

CTC appiication form

EC approval®wtiver

Ethical declaration of the vendor of cell ines
HEM transfer agresment

The principle investigator:

* b ol iclaed i thiss apalicati s camplete and correct.

¥ confims that the callection, praressing. starage and use of the HBM within the contixt of this research project wil rermain lited
towhat i feation form an the i d

T ! with isk ity s describied in Article 22 of the Belgian lsw on Human Bacy Material 6g,
19-12-2008:

r that the collection of the art. 2 af the royal detres on bidsoobin dd.05-02-2018,

T agrees that, in case that art. 11 of the Belgian law an Hurran Bady Material 64.19-12-2008 agpies, sy feeback, in the event tht
sample analyses generates information that has  significant impact an the donor's health status, will be communicated to e
tanar of the cancerning sample.

T agrees to prowide the minimal dataset required to register the HBM inta the UZ/KU Lewven binbank registry as described by annex
BB-TECO02-ANDL.

¥ confins that 8l required technical and cegsnisatons| messures are in place in order to guaranty the pratection o the donor's

in EU regulaticn the Belgian law an the pratection of ratural

persans with regard to the processing of personal data i 30 luty 2018.
¥ agress to notify the biobank of any

g aspects of the research project.

Signature Principle Investigator Signature Biobank Coordinator
Hame: Mame:
Date: Date:
Signature: Signature:
[m]
9 Not appilicaie in case of primary use with ception of | the context of the reseqrch profects not submitted
ta the biabank in the past.

Biabank application farm D4-NDV-2019 VLD Page S of &
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Protocol & ICF content

I s R
Destination/fate after use (destruction;

return; ext storage) * * *

: : o
O : o

7z 7z o

- : "

(*) template clauses available/in development
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Studies — typical flow

« CTC application (S-number)

« Biobank application

— Administrative check
» Biobank aspect/content ICF

» Consensus regarding HBM between ICF, study protocol and biobank application form
* Relevant documentation present for the related case (eg original ICF for SU, MTA et al for import, ...)
— Admissible file

« PU -> BB manager for approval (dT: 1-2w)
« SU -> 2 BB Board readers & related care program(s) (dT: 4w)
* Insuperable issues -> discussed at BB Board
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Evaluation procedure — Turn Around Time*

. *%*
Primary use Secundary use
80 100% 35 100%
90% 90%
70 30
95,00% 80%% 80%
ol 70% o 2 70%
® 2 Ko 73,17% | o X
__g 50 60% (c')n _g 20 60% m
40 50% & D 0% €
2 S w 15 o =
5 20% o 5 40% &
30 ] H* ¢
** 30% 10 30%
20 0% : 66 20%
° s o 10% I I I I fooaoq 10%
0 - [ —_— —_— OOAJ 0 . | | | | | | OOA)
X O o X 0D X O (D 4O O x O o
- - - SN
0-4 10-14 1519  20-24  45-49 & (,, S Qﬂ'(ﬁa RPN b@y@@@«gogvbﬁgq
Days RS RGNS
Days

** Secundary use exclusively or in combination with primary use

* Number of days until study approval, starting from an admissible file
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udies — typical flow

« CTC application (S-number)
« Biobank application
« EC application®

— https://www.uzleuven.be/nl/ethische-commissie/onderzoek
— Study protocol, informed consent, BB approval, aob

 Amendments!
— Impact on HBM aspect of study -> BB aproval
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3. HBM to be registered in Biobank Registry

« Legal obligation: traceability & basis for (continued) EC approval

» Registration of sample movements enabling HBM for research

— incoming (i.e. collection, processing, transformation)
— outgoing (i.e. use)

« Serves as central registry for FAMHP
« Communication to FAMHP through Biobank Manager UZ/KU Leuven Biobank (NE)

« In case of FAMHP inspection/questions, the Biobank Manager can contact Pl

regarding content of the Registry

« Biobank will perform internal audits to verify conformance
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Biobank Registry UZ / KU Leuven

Application in peoplesoft logistiek (UZLeuven)
— Temporary solution in attendance of SPECTRA (IT UZ Leuven development)

Access requested through form BB-GEN022-FOO01

— BBB and EC approved studies (S number)
— External access possible for non-UZ users

Consensus: every container (irrespective of amount of fragments inside) has a unique
ID to guarantee traceability

— eg 5 tubes of 500 pl serum =5 IDs

— eg 1 tube holding 5 biopsies = 1 ID

All collected samples and processed samples shall be registered

Accuracy of registration of sample movements enabling HBM for research is
responsibility of Pl/medical chief and his/her team

14d registration delay allowed
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Biobank Registry

« Minimal Dataset (MDS) constructed based on
— Legal requirements
— Operational requirements (eg volumes)
— (Inter)national Biobank quality standards (eg MIABIS, FAIR data)
— MDS Flemish biobank network
— Standard Pre-analytical Code (SPREC)

— Cell line specific dataset in development
— “live” storage (PDX models, sustained cell line culture, ...)
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Biobank Registry Peoplesoft — IN vs‘

Favorits = | Main Menu ~ UZ Biobank ¥  Registry IN

ORACLE’

Biobank registry IN || Audit
SetiD UZSET  RegisterID 4388
Study
*$-number 552765 a

*Informed Consent type | Residuary Msterial e

Parent Register ID

i}

*Timepoint of collection [n.s

]

Donor
*Donor 1D [EM 1.3
“Informed Consent Form present]
oded[Anonymouss W]
Age at sample collect {months) q Gender[ |

*Diagnosis at sample collection|[Z312 | in vitro fertiizetion

*Collection date 300872018 |5 *Time (HH:MM) [00:00

(O]

Received date (041002010 |3 received by [N

Collection address

*Collection site type

*MD responsible for collection [N

*Name institution |UZ Leuven
*Country BEL *Postal code 3000

*Street + Number Herestrast 48

Sample
*Sample IDEM 1.3 Creste child

General info

e —
“Processed vy I

Loy e srae b R

Q

*CityiTown LEUVEN

Create sibling Show parent

[ Consumed by processing
[ Known biological risk

[ Known radiation risk

“Long-term storage date 04082018 |5 *Time (HH:MM) 1500 (1

“Long-term storage location [OUTY

*sample Type Catgory

Organftissue origin

(1) It iz strongly athised fo recard the exact sample collection time snd sample storage fime, as it is one of the important facfors that define the sample quality and impacts the validiy of the end result

SPREC (Standard PREanalytical Code) for FLUID sample

Master Register 1D

Used from parent

Quantity 0.00

This sample
“Initial quantity 160.00)
“Quanty 009
C ool [ ]

UZ Biobank ¥ Registry OUT

Biobank registry OUT || Audit

SefiD UZSET Register ID 4300
Sample Register ID 4385 Q
Aetormed Consent type [Femamry Uaerd ——w|  ©
*S-number [S62765 Q@ oy CHANNELS DURING EMBRYO IMPLANTATION
Sample
*Sample ID EM 1.3 *Quantity 160.00
Donor

*Donor ID [EM 1.3

AronymousiCoded e ¥] @

Consignee
wame [
*Institution KU Leuven Q
Department.
Unit/Laboratory
*CityfTown LEUVEN

*Country [BEL *Postal code 2000

*Street + Number |Herestrast 49

Distribution

*Distribution date 11102010 | Distributed by [N
Type of shipment[intemsiUse /]

[] Material Transfer Agreement
Return
Returned date B
Returned quantity

Storage location after return

Destruction

Desctruction date 11102019 | *Destroyed by |G

Art11 applicable @

*Reason for destruction [End of experiment

Created by ahenned

on 1711210 12:01:47 000000
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Biobank Registry Peoplesoft - IMPORT

« Two approaches for data input:
— Through the user interface
— Through excel upload

« Database/inventory system already in use at researchers’

« Template for data upload via excel file for Registry IN and OUT
— Data to be registered by research team and to be provided to biobank in fixed format
— Initial uploads by BB -> when successful by research team
— Excel template IN: BB-TEC002-FOO01 Template biobank reg_in
— Excel template OUT: BB-TEC002-FO02 Template biobank reg out
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4. HBM to be stored in central facility

« All HBM stored on the Leuven Health Science Campus:
— Stored in extended centralized storage facility (ON4 — 2nd floor)

— Anticipated due date OCT2020 (mechanical storage)
« LN2 facility — early 2021
« FFPE/formaldehyde — pathology territory (log platform), biobank management

— De-central storage for samples is allowed by agreed exception only
-> still under custodianship of UZ KU Leuven Biobank

-> certain conditions apply

— As soon as generated (14d transfer delay allowed)
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Offer

Access controlled facility
— Form BB-GENO11-AN03-V1 Code of Conduct Biobank Facility
— Form BB-GENO011-ANO05-V1 Access Request Form

« Real-time temperature monitoring
— Regular trend analysis -> preventive approach
* Independent dual alarm monitoring
« Technical oversight & operations through biobank
» Repair/replacement and temporary back-up device costs at biobanks’ expense
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Storage solutions provided

* Floor space: place existing storage equipment on biobank floor
« Storage equipment: biobank provides equipment to store your HBM
— Option: content management by user or by biobank
» Automated storage:
— Content management by biobank
— Compatible vials
— Storage at -20°C or at -80°C
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Automated Sample Stores @ UZLeuven

« Labstore | (-20°C) « Biostore (-80°C)
—  Content: +/- 700 000 tubes —  Content: +/- 600 000 tubes
—  Pick times: —  Pick times:
1 tube: 2 min . 1 tube: 4 min
10 tubes: 2 min . 10 tubes: 4 min
100 tubes: 6 min . 100 tubes: 9 min

1000 tubes: 33 min . 1000 tubes: 91 min
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Fit for purpose storage

« Labelling

— GDPR compliant (no initials, date of birth, no EA/MD, etc)
— Indelible/permanent

« Storage containers

— Fit for purpose: no eppendorf tubes for long-term storage!!!

[rifonfuf

e
>aro > o
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5. Costs

Definition sample -

Definition commercial vs. non-commercial :

PI = principal investigator

BIOBANKING UZLEU REAL COST CO STUDY COMMERCIAL STUDY NON-COMMERCIAL

MANAGEMENT
--Elcb?nk agre_eme-nt, siart—up_, an?mmlstr?tlnn i 200€/ study 300 £/ study 100€/ study

(Quality, certification, accreditation, audit, regulatory issues

Storage IN (=Intake) tasks performed by PI tasks performed by BB tasks performed by PI tasks performed by BB
Conditioning of sample prior storage : centrifugation incl. labelling 1€/ sample NQ COST 1,5€/sample NO COST 1£ /[ sample
Conditioning of sample prior storage : Aliquoting into cryotubes,/standaard tubes indl. labelling 1,25 £ [ aryotube NOQ COST 1,5 £ Joryotube NO COST 1€/ cryctube
Conditioning of sample prior storage : others TBD TBD TBD TBD
flacing'lnto :I'automated" storage (includes provision by biobank of cryotubes used for placing samples into 2/ sample NA 25¢ / sample NA 1€/ sample

automated” storage)

Placing into "manual” storage 2 £ fsample NO COST 2,5€ fsample NO COST 1% /sample
Collection of data related to biological specimens (Biobank registry = mandatory) tasks performed by PI tasks performed by BB tasks performed by PI tasks performed by BB
Direct registration of data into Biobank Registry of UZ KU Leuven is mandatory NO COST NA NO COST NA

Storage

SAMPLE CONTAINER VOLUME - large - Primary tube (-80°C /-20° / 4°) in manual storage 0,5€ fyear 0,5/ year 0,2 €/ year

" ~ B0°C 7 -20°C1 1

SAMPLE CONTAINER VOLUME - small {< 2 ml) - Cryo tube or standard tube (-80°C / -20°C) independent of 0,2€ [ year 02/ year 0.1/ year

storage type (automated / manual)

Tissue Paraffin (RT) 0,1£ [ year 0.1£f year 0,05 £/ year

Tissue slide (RT) 0,05 £ fyear 0,05 £/ year 0,02 £/ year

Liquid nitrogen 0,5€ [ year 0,5 €/ year 0,2 £ year

Storage OUT (=Withdrawal) tasks performed by PI tasks performed by BB tasks performed by PI tasks performed by BB
Picking of individual tubes/samples from "manual” storage 2,5€ fsample INO COST 3,5 £ /sample NO COST 2 £/ sample
Picking of individual tubes/samples from "automated” storage 2,5 € fsample NA 3,5 € fsample NA 1£ /[ sample
Conditioning post storage - aliguoting into cryotubes/standard tubes incl. labelling 1,25 £ [ cryotube NO COST MO COST NO COST 1€/ cryoctube
Packaging for transport incl. dry ice real cost NO COST TEBD - courier NO COST TBD - courier
Transport real cost NO COST TBD - courier NO COST TBD - courier
Others : collaboration with UZLeuven Extraction Facility https://www.uzleuven.be/en/centre-for-human-genetics

Others : collaboration with "Pathology Lab UZLeuven™ https: /fwww uzleuven.befen/pathology

sample of human body material : any biological body material , including human tissues and cells, gametes, embryos, fetuses, as well as the substances extracted
from it, independently of their degree of processing ; tissue, blood, serum, tissue slide, paraffin slide ... defined as one individual storage container/item fvessel

commercial {investigator/sponsor = pharmaceutical company) vs_ non-commercial (investigator/sponsor = academic institution or FWO/FNRS) studies ; “as
determined in the CTC application form of the study” ; request form (http://wiki/display/ctc/Opstarten+studie)
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6. Access policy |

All medical and paramedical in vivo
research involving human subjects

Sharing and distribution of specimens

Integrated in BB study approval flow
— PU (~PI) <> SU (~CP)
— Independent third party requests

CTC

1

» Referred to interested parties within UZ/KU Leuven
» Setup of collaboration
» If agreement settled > submitted by (local) Pl to biobank for approval

Evaluation based on
— Availability of the HBM (requested “amount” versus available in case of destructive testing)

(consultation of the diagnostic departments for diagnostic HBM); Availability of required clinical data;
Scientific soundness of the research proposal; Track record of the research group on the topic;
Originality of research; Translational impact; Appropriate valorization; Cooperation from all involved

parties; ...
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7. Handling of HBM as today

B
i N

Medical/

Patient Surgical Acquikition Handling/ Storage Distribution Scentific R%Stnﬂgﬁg
Procadiifes Processing Analysis Sample

Pre-acquisition Post-acquisition

v
v

Registry

Phase 1 < OCT 2020
Phase 2 > OCT 2020
Phase 3 TBD

DRSS
&,
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Return of results

» Moral consensus to return research results to participants
— No universal/common policy/approach

» Legal obligation to return “significant information”
— Clinically relevant and validated information available
— Donor’s right to be informed (also to revoke ~ICF) <> anonymization
— According to law regarding patients’ rights
— Pl should transmit information to BB manager
— BB manager obtains donor’s identy through physician responsible for collection
— BB manager will convey information to donor (assisted by relevant clinical profession)
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Biobank priorities

 Align processes with GDPR implementation

« Single application form

 Align processes/templates (ICF, protocol,...) with CTC and EC
« COMMUNICATION: Website, trainings, ...

» Cell line dataset (& “live” storage)

« Connection with services/data diagnostical platform UZL

« Help you out!
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Approach new studies & regularisation old studies

CTC (S-nbr) Y Y Y Y (eg MLxxxx)
BB approval Y Y =0K Y =0K Use > 1INOV2018 - Y =0K
(amendments?) (amendments?) > obtain BB N -> obtain BB
N -> obtain BB N -> obtain BB approval approval
approval approval No use > 1NOV
2018 (“idling”)
-> low priority*
EC approval Y Amendment if A Amendment if Y or Amendment N if EC approval
|CF/study protocol waiver needed (waiver) present (eg ext
project)
Y if EC absent
Registry Y » Collected/stored <+ Collected/stored Complete collection Y
> 1NOV2018 > 1NOV2018 vs samples used”
+ Used>  Used>
1NOV2018* 1NOV2018*

*view FAHMP: storage of historical samples = intention of (future) use — biobank law applies (BB approvement, registry)
=> Current priority for new and active studies, but historical collections should also be regularized and comply to the UZ KU Leuven Biobank framework
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Setup collection | Setup collection| Primary Use | Secondary Use | Secondary Use | Cell lines from Cell lines-  |Import —analysis Export cr cr (optionally
Primary Use Residuary (PU) (SU) on HBM (SU) on PU (own commercial or setup of additional
(umbrella) Material remaining after Residuary production) (import) collection material for
(umbrella) PU Material (RM) future use)
+ (light) + (light)
cTC + + + + + . (checlf mark (checlf mark + + +
application form |application form
CTC) CTC)
NE NE Cfr PU/SU, not
BBB * BBB * .
" " necessary if cfr PU (for
NE p p already included optionall
BBB NE BBB NE NE NE NE ady notification phiona’ly
" " in BB/EC additional
ZP unless unless A
. . approved material)
approved in approved in
protocol
umbrella umbrella
duration 14d 14d 14d 14d 14d 14d 14d 14d 14d NA 14d
st + + + + + + + N N
registry vl vl vl vl vl v2 v2
) Category dep:
- - if ICF PU covers - " PU +
(check research subject (check :(;rc(l:fr;iz:]h. tem Izte (or SU RM: -, protest
ICF + opposition at + + or waiver if ICF| opposition at + . p SU OV: +if ICF + +
. L . L * other -> to be |equivalent) to be
reception/distrib does not cover |reception/distrib rovided by Pl rovided by PI does not cover
ution; by PI) (> EC) ution; by PI) proviged by L | P Y suov:-ificr
(or equivalent)
covers
- If only analysis | Cfr PU/SU, not
+ & external EC+ necessary if
£C . . . if research . . + (light) elsewhere already included . .
subject is not J + If only analysis in BB/EC
covered by ICF and no ERB+ approved
elsewhere protocol
$ Klinische proef cfr compendium: klinische proeven met geneesmiddelen of proeven waar geneesmiddelen worden vergeleken met medische hulpmiddelen, zoals goedgekeurd door FAGG (opt HBM)

$ clinical trial: clinical trials with medicines or trials in which medicines are compared to medical devices, as approved by FAMHP and EC
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Common issues

« Umbrella protocols (systematic collections; commercial cell lines)

Collection protocols to systematically collect samples for a (group of) disease(s) and/or the
use thereoff
Allowed (EC approval)
Study protocol:
» Description of origin, quantities, intended use, storage period, destination/fate after use
 If relevant: incorporate older studies* in the umbrella to update and align
 If relevant: indicate which studies are currently making use of these samples
ICF:
» clauses to allow future use (if approved by EC), commercial use
Actual use of samples in specific projects: project requires CTC/BB/EC approval
» BB & exp law: donor has to give specific informed consent

* BB approval requires study protocols & ICF of older studies for oversight and traceability
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Common issues

« Samples collected elsewhere
— Within Belgium
« |f obtained from notified non-UZ KUL biobank & for analysis only & destruction/return of
remaining material (incl derivs)
» No action required (comply to agreement with notified biobank)

« |f obtained from notified non-UZ KUL biobank & for analysis & storage of remaining
material (incl derivs) for future use (and if allowed by protocol/consent)

> Study admission: CTC (S-number)/BB%(/EC*); registry, storage @ biobank facility
Sprovide study protocol, ICF template, MTA originating biobank
*might be covered by third party EC approval: provide copy of EC approval to biobank

* |f obtained from non-notified non-UZ KUL biobank = ILLEGAL (1k-10k€, 1y-5y prison)
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Common issues

« Samples collected elsewhere
— OQutside of Belgium (= import)
» For analysis only and/or storage of (remaining) material (incl derivs) for future use (and
if allowed by protocol/consent)
> Study admission: CTC (S-number)/BB3%(/EC*); registry, storage @ biobank facility

Sprovide study protocol, ICF template, MTA originating biobank

$proof that samples have been taken according to local legislation and according to
international ethical/privacy/personal data standards (eg. cell lines)

*might be covered by third party EC approval: provide copy of EC approval to biobank

« |If obtained and used without registration in notified biobank = ILLEGAL
(1k-10k€, 1y-5y prison)
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Common issues

« Use of “left-over” (REMAINING!) material: additional EC/BB approval necessary?
— Biobank law: secondary use requires (re)consent from donor

— Completely dependent on original collection protocol, ICF and type of material and
intention/scope of use

— Donor’s consent! If Y/N clause for future use in ICF: check individual donor’s response!
— “left-over” use in scope of original collection protocol:
» No additional EC approval necessary
« If deviation from BB approval (eg destination, ...) -> BB approval
— “left-over” use NOT in scope of original collection protocol:
» Additional BB and EC approval necessary
* May require consent waiver from EC
— Residuary material (# remaining): always requires EC/BB approval
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Common issues

« What about derivatives?

— Law: Human bodily material (HBM): any biological material, including human tissues
and cells, gametes, embryos, fetuses, as well as the substances derived
therefrom, whatever their degree of processing/transformation (DNA, RNA,
proteins, ...) (including — commercial — cell lines!)

— Compendium: If human body material is stored for future research for which there
is no agreement with a biobank, then this action triggers the obligations to notify
oneself as a biobank

» Should be incorporated in study protocol & biobank application

> Reqistry: pragmatic approach, dependent on fate of derivative, and moment of

creation
» Consumed/destroyed at end of project (created after storage of parent <> storage of deriv until analysis)
VS

> Future use is considered > within intent of biobank law and UZ KU Leuven biobank policy applies (BB
approval, registry, storage)
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Common issues

« HBM not subject to the law
— Eg control DNA in kits
— Eg human serum as basis for cell culture
— Eg routine validation of a device*
— Eg academic (non-profit) training

» The provisions on biobanks in the law only apply to scientific research (for the
development of knowledge specific to the practice of healthcare professions) with
human body material.

*If this would concern a new test or diagnostic procedure, the legislation applies.
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What to do next?

« Contact the biobank in order to:
— obtain Biobank Board approval for your scientific study/project
— register your samples in the Biobank Registry

— centralize your HBM collections
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Contact

UZ KU Leuven biobank (= wetenschappelijke biobank) - wbb@uzleuven.be
— Loes Linsen — Loes.Linsen@uzleuven.be — Dect: 016 344941
— Mathias De Haes/Jessica Ratajczak - Dect: 016 346193

— Nadine Ectors — Nadine.Ectors@uzleuven.be — Tel 016 34 54 85 (secr.)
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Questions?

“TO GIVE

REAL
SERVICE

YOU MUST ADD SOMETHING
WHICH CANNOT BE

BOUGHT orR MEASURED
WITH MONEY, AND THAT IS

SINCERITY
& INTEGRITY

~DOUGLAS ADAMS




