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Abbreviations

ADMO: National Bone Marrow Donor Association

AIBT: Italian Association of Immunogenetics and fisplant Biology
AIEOP: Italian Association of Paediatric Onco-Ha¢ohagy
ASHI: American Society of Histocompatibility and mnunogenetics
ASR: Agreement between the Health Department amgioRe
CBB: Cord Blood Bank

CBU: Cord Blood Unit

CC: Collection Center

CC-P: PBSC collection center

CC-M: Bone Marrow collection center

CFU: Colony Forming Unit

CIC: EBMT Center Identification Code

CNT: National Transplant Center

CNS: National Blood Center

DC: Donor Center

DLI: Donor Lymphocytes Infusion

EBMT: European Group for Blood and Marrow Transgddion
EFIl: European Federation for Immunogenetics

FACT: Foundation for the Accreditation of CellulBnerapy
G-CSF: Granulocyte Colony Stimulating Factor

GITMO: Italian Group for Bone Marrow Transplant

HSC: Haematopoietic Stem Cell

HLA: Human Leucocyte Antigen

HR : High Resolution

HSCT: Haematopoietic Stem Cell Transplant

IATA: International Air Transport Association

IBMDR: lItalian Bone Marrow Donor Registry

IDM: Infectious Disease Marker

IRB: Institutional Review Board

IR: International Registry

ITCBN: Italian Cord Blood Network

JACIE: Joint Accreditation Committee ISCT/EBMT

LR : Low Resolution

NCN: National Coordinating Center

PBSC: Peripheral Blood Stem Cell

QC: Quality Control

RC: satellite donor Recruitment Center

RR: Regional Registry

RTC: Regional solid transplant coordination centre
SIMTI: Italian Society of Transfusion Medicine aicthmunohaematology
SIE: Italian Society of Haematology

SEAR: Serious Events and Adverse Reactions

SPEAR: Serious Product Events and Adverse Reactions
SSN: National Health Service

TC: Transplant Center

TNC: Total Nucleated Cells

UD: Unrelated Donor

WMDA: World Marrow Donor Association
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1.

PROGRAM HISTORY

The Italian Bone Marrow Donor Registry was estdiad in Italy in 1989, by several
medical and scientific societies working in thisldi: SIE, AIBT, AIEOP and SIMTI. In
this “Bone Marrow Donation ” project, the IBMDR h#ee role of:

providing an unrelated volunteer with immunogeneti@racteristics
that may allow a treatment with high chances of cegs to
haematological patients waiting for a transplantdawho do not have
the ideal donor (an identical sibling).

In order to realise this program, the above mestioBocieties identified several individual
centres (RRs, DCs, CCs and TCs) to work togethénarprogram, along with a National
Co-ordinating Centre, which is responsible for cdumating all the structures involved.

The headquarters of the NCC was identified asTissue Typing Laboratory of the
Galliera Hospital in Genoa, as it was here thatwsare was developed to collect and to
manage the bone marrow donor genetic data.

The activity was guaranteed by, and official recgn gained from, private donations
through Foundations. The NCC was initially sponddrg a Swiss Foundation (LIMMAT)
and subsequently, from 1993, by the IBMDR Founaaf@NLUS, composed of ADMO,
Nazionale Italiana Cantanti (Italian Singers Fobhitbaam) and the E.O. Galliera Hospital,
thus permitting its present functioning status.

GENERALITY
In 2001, following the Law n. 52 - 6 March, the IBMR received institutional recognition.

The IBMDR:

— coordinates the activities of the RRs and collatasravith analogous organisations in
other countries,

— promotes UD searches and manages the National Rewstry activities,

in order to provide HSC from volunteer donors andtmm CBU for national and

international patients.

The “Agreement between the Health Department and ReégiesOctober 2006- n° 2.637

recognizes the IBMDR as the NCC and it has the¥ahg functions:

— to coordinate and manage HSC UD searches from ddatirs and/or CBU,;

— to manage the exchange of communications and ifiiom between the subjects
involved in the search procedures.

In particular the IBMDR:

— manages unrelated CBU and adult donors searchésfiooh national/international
banks and registries as per Law n° 52, 6 March 2001

— guarantees and certifies the correct action takerntin HSC search procedures, from
the histocompatibility tests to the collection arahsport to the unit transplant;

— collects, registers and certifies all the costatesl to the HSC search and provision, in
Italy and abroad, taking charge of the related adstrative aspects and paying the
below mentioned fees.

The IBMDR, RRs and each facility involved in theagram must follow and maintain the
IBMDR Standards herewith.

The “Agreement between the Health Department and Regi@d\pril 2010, establishes
that the IBMDR, the RRs, the DCs and the RCs, roastply with the IBMDR Standards
in the management of unrelated HSC donors; theseaanually updated following
technical and scientific improvements by the NadldRegistry.
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The National Commission for Allogeneic unrelated traasps (instituted in observance to
the Law n. 52 - 2001 paragraph 2) and the IBMDR 8oy Boards guarantee that the
procedure guidelines are ethically correct andrieetily appropriate.

3. THE NATIONAL REGISTRIES

According to the Law n. 52 - 20Cdrt. 2, the IBMDR is similar to analogous institurts
established in other countries; being a structutbaized to the deal with HSC requests.
Such institutions, called Registries, can coordinatithin their pertinent territory, the DCs,
the CCs, the CBBs and TCs and activities relatatigcsearch, the selection and to the use
of the unrelated donor. Such registries shoulddgfied by the WMDA.

3.1 The Registry should document that its procesiuneet the WMDA standards in a
satisfactory manner. The inspiring principles oésh standards are reported in
reference publications (for example Goldman J.,cBpeReport: bone marrow
transplants using volunteer donors — recommendatemd requirements for a
standardized practice throughout the world - 19pdate. Blood (1994) 84: 2833-
2839, Hurley, C. Raffoux: Special Report: 'World mav Donor Association:
International Standards for unrelated hematopoistem cell registries’ Bone
Marrow Transplantation (2004) 34, 103-110; C.K. ldyre coll. 'Standards,
regulations and accreditation for registries ineolin the worldwide exchange of
hematopoietic stem cell donors and products' BMIL(Z 45: 819-824.

3.2  The Registry should comply with other WMDA reuoendations as long as they
do not contradict national laws and regulations.

4. THE ITALIAN NATIONAL REGISTRY

4.1 The IBMDR has the function to find HLA matchedrelated donors for a patient
who lacks a compatible familiar donor, thereby wlltg an HSC transplant with
high chances of success.

4.1.1 The IBMDR should be certified by the WMDA.

4.1.2 The legal representative of the Galliera kakpn charge of the Registry,
is responsible that the procedures are in commianth the WMDA
standards.

4.1.3 If the IBMDR relies on other entities to merh some of the duties
described in these Standards, it is the respoitgibflthe Registry to ensure
that these entities comply with IBMDR/WMDA Standsrd
4.1.3.1 Those entities are subject to anaudit goce

4.1.4 The IBMDR must ensure that the TC activatesearch exclusively for
those patients where a HSCT represents a medmetigptable procedure.
The pathologies that are indicated for HSCT arenddf with annual
revisions, by the EBMT.

4.1.5 The IBMDR must maintain written documentshedf search process and of
the protocols related to all procedures, includpegsonnel training and
guality management.

4.1.6 All information and communications relatedottients and donors must be
recorded, preserved and protected from unauthopsextcidental access,
viewing, destruction or modification.

4.1.7 Other written or electronic information mbstkept for the amount of time
strictly necessary for the project and in compleamgth current applicable
law.

4.1.8 Every printed document must be dated. Evergesof the search process
must be monitored in order to determine the timeessary for each stage
of the procedure.
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4.2

General organisation

421

4.2.2

4.2.3

4.2.4

4.2.5

4.2.6

4.2.7

The IBMDR achieves its institutional functsothrough a network of
Regional or Inter-regional Registries (Law n. 32001 art. 3) and TCs.
Three Advisory Boards, established to hawé hoconsultancy role and to
implement proposals, must establish procedure gnetethat are ethically
acceptable and technically appropriate. They armaimated by the AIBT,
GITMO and SIMTI.

* AIBT Committeeis designated by the pertinent scientific socay is
composed of experienced immunogeneticists workimgoublic health
structures that act as RRs or DCs.

v' It establishes the HLA tissue typing to be perfaidnom the patient
and on the potential donor at the recruitment stagkat all further
stages of the search process.

v' It determines the accuracy of the typing, indiagtine antigens and
alleles that must be investigated.

v' It establishes the tissue typing techniques to ®d uo investigate

HLA characteristics.

It determines minimal compatibility criteria fordltonor/recipient.

It carries out genetic studies of the patient anthe potential donor

populations.

* GITMO Committeeis designated by the pertinent scientific soceatyl
Is composed of experienced haematologists workmgoublic health
structures where HSCT from unrelated donors ar@peed.

v' It certifies the previous activity of the TCs and the CCs-M
participating in the IBMDR program.

v' It establishes the eligibility criteria for patisnin need of an HSCT
from a volunteer unrelated donor.

v' It reviews and conveys the patient follow up datéhe IBMDR.

« SIMTI Committeeis designated by the pertinent scientific socaety it
is composed of experienced immunohaematologistkiagrin public
health structures that act as RRs, DCs or RCs.

v' It establishes the eligibility criteria for the raitment of volunteer
donors.

v' ltissues guidelines to protect donor welfare aafdty.

v' It reviews donor clinical outcome data.

v

The ITCBN (created on the basis of art.10nma 3 Law 219/2005 and

Decree 18 November 2009, published in the U.G.Z32009) establishes

procedure guidelines that are ethically acceptabled technically

appropriate concerning the collection, validatietorage and release of

CBUs donated for allogeneic purposes. The ITCBNm@dssion is

composed of the Director (or delegate) of every GRBnging to ITCBN.

The IBMDR collaborates with the CNT-ISS andhwthe CNS-ISS to

achieve its institutional role.

The Commission’s proposals and their proeesighould be discussed by

the RR Committee.

The coordination of the activities of the Regl or Interregional

Registries, the tasks and responsibilities entdugighe TCs are defined in

the below stated manner.

The RR Committee meeting should be held adtlence a year and the

Committee is composed of:

. the Director of each RR;

AN
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4.3

4.4

4.2.8

. the President of ADMO Federation;

. the Coordinators of the IBMDR Committees,

. the Director of the CNT-ISS,

. the Director of the CNS-ISS,

. the IBMDR scientific and administrative manager.
Amendments to the IBMDR Standards must begwsed in writing to the
RR Committee, which must approve them before thetoming effective.

Facility infrastructure

4.3.1

4.3.2

4.3.3

4.3.4

4.3.5

4.3.6

4.3.7
4.3.8

4.3.9

The IBMDR must have a fixed physical locatiith suitable spaces,
equipment and instruments to carry out all thevams connected with
HSC donor search and selection, in an environmesigded to minimize
errors and maintain confidentiality.

The IBMDR must have an adequate computersystem for donor data
management (data recording, preservation, verificatrevision, selection,
tracking, comparison, use, interconnection, comgation, diffusion,
cancellation and destruction) to ensure record esutitity and integrity.
Search algorithms must allow reliable searches lwb#én be completed in a
time frame consistent with WMDA recommendations.

Documentation of system development, maimemaand operations
including policies and procedures must be compéeig be written in an
appropriate language. Modifications to the compuigstem must be
authorised and documented.

The on-going backup and data restorationgghaes must be appropriate,
validated and documented.

Despite measures determined by the guar@atdinorization n. 258/2011 -
U.G. of 11 July 2011 n. 159%nd with the consent of the interested party
authorising the acquisition of information (persipmaedical and genetic
data), opportune measures must be set for sendiiteemanagement g§w
675/96 and Legislative Decree, 30 June 2003

An identification code number must be usethlio store the donor’s
personal data and medical evaluation and to releas®r information
strictly pertinent to the search procedure.

Personal data, medical and HLA data musebterded separately.

The IBMDR must have a tissue typing labosafmerforming all the HLA
typing tests needed for donor selection.

This laboratory must:

— be accredited by the ASHI or the EFI for the reggirechniques;

— guarantee full cooperation with analogous laboresoof the RRs.

The IBMDR must have sufficient communicatidinks to facilitate
searches. These links must include telephones, dmaqil, internet and
established software.

Personnel qualifications

4.4.1

4.4.2

The director and the key personnel must lireonstrated experience in
the activities in which the IBMDR is engaged. THE®MDR must have a
team of staff with sufficient training and thatlé&sge enough to assume the
volume and variety of services required to manggadgtivities.

The IBMDR director is responsible for the m@@ment of the activities in
compliance with all laws and regulations. The Rgislirector is also
responsible for the supervision, the maintenancpeofonnel competency,
training and continuing education.
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5. THE REGIONAL AND INTER-REGIONAL REGISTRIES

5.1

5.2

Definition

According to Law n. 52 - 2001 art. 3, the Interioe@l or RRs are located the

structures, identified by the competent RegionahltleAuthority. They represent

the IBMDR on ltalian territory and they must complith applicable governmental

laws and regulations £greement between the Health Department and Regks

April 2010). Besides contributing to enlarge thaemtial donors list, they pursue

IBMDR objectives in managing entrusted powers amtied on their pertinent

territory —Form RR111.

5.1.1 The RRs, which are part of the IBMDR netwatkould be certified by the
WMDA, in the frame of the national accreditatiogram.

5.1.2 The RRs, like the IBMDR, must follow the “lRalfor the enforcement of
the Law n. 52 - 2001".

5.1.3 The RRs should abide by other WMDA recommaéinds, as long as they do
not contradict regional laws and/or regulations.

General organization
5.2.1 Organization
5.2.1.1 The HLA tissue typing laboratory of the Rfust successfully
participate in the annual QCs of the CNT and meshadtcredited
by ASHI and/or EFI for HLA typing or for other tesstequired in

HSCT.

5.2.1.2 This laboratory must ensure the accuradiie@HLA data required
at donor registration or during potential donoesgbn procedure.

5.2.1.3 HSC collection must be performed by CCs.

5.2.1.4 The RR may use DCs and/or RCs to maintath enlarge the
number of listed volunteers (potential donors). ides the tasks
correlated to these listed volunteers, DCs may plksdorm the
pertinent HLA tests.

5.2.1.5 In this case, the DC’s tissue typing labsimbe ASHI or EFI
accredited for the tests required in HSCT. The ®Responsible to
establish procedures and to organize regional HLdality
controls.

5.2.1.6 The RR is responsible for regional donorAHdata and for
updating and transferring them to the national lukzda.

5.2.1.7 The RR elaborates strategies for the rmeemt of new volunteers
to maintain and/or enlarge the number of listedores donors:

— it promotes awareness and provides consultancy ther
problems connected with HSC donation and transatimt
amongst health operators;

— it promotes activities to inform and educate thgiaeal
community on HSC donation, focusing its efforts specific
settings (schools, churches, community centres) in
collaboration with local volunteer associations amih its
pertinent DCs.

5.2.1.8 The RR must support the DC, if necessary, i

— tissue typing testing to establish donor histocarbpiy
typing and/or donor suitability;

- the *“Final information sessidn and “Verification of the
prescription for HSC collectio# 10.6);

— the organization of the HSC collection.

5.2.2  Facility infrastructure
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5.2.3

5.2.2.1 The RR must have a fixed physical location.

5.2.2.2 The Registry must have suitable spaces,ipmgmnts and
instruments to carry out all the activities coneedatvith its duties,
in an environment designed to minimize errors anagintain
confidentiality.

5.2.2.3 Donor data must be managed by an adeqoatputerised system
provided by the IBMDR.

5.2.2.4 If any personal donor data are given to D& they must be
treated using the national computerised system.

5.2.2.5 The RR must have sufficient communicatimksl to facilitate
searches. These Ilinks must include telephone, fargd
international telematic links (email, internet).

Personnel qualifications

5.2.3.1 The director and the key personnel muste hdgmonstrated
experience in the activities in which the RR isaeg. They are
responsible for maintaining procedures that ammpliance with
the WMDA standards.

5.2.3.2 The RR must have a team of staff with eidfit training and that
is large enough to assume the volume and varietgeofices
required to manage its activities.

5.2.3.3 The RR director is also responsible for tupervision, for
personnel continued competency, training and coimg
education.

6. CRITERIA FOR PARTECIPATING TRANSPLANT CENTERSC)

6.1

The ftalian National Guidelines for the search of uratdd donors (edited by
CNT, Ministry of Health, 25 January 2011) definbe tequirements for CNT and
for geographically contiguous Clinical Programstthay activate a search for a
UD or CBU.

6.1.1

6.1.2

The ltalian TCs that may run an HSC unrelatkmhor search, in
collaboration with the IBMDR, are located within kpic hospitals

authorised to perform allogeneic HSCTs from uneslatolunteers. They
must be certified by GITMO +orm CT333. The TCs must be able to
document to have performed, at least 10 HSCT dierdifit recipients per
year, in the previous two years, thus adheringit@ BMT requirement. The
continuing maintenance of the requirements is detexd by the data
reported and registered in the GITMO lists.

The geographically contiguous Italian Clihieeograms that may run a HSC
unrelated donor search, in collaboration with BB®IDR, are located within
public hospitals that are authorised to perfornogdheic HSCTs from
unrelated volunteers and that must also be autwty the CNT Form
CT333 M. They must be able to document:

- to have a unique CIC (EBMT Centre Identificationdély the same as
the clinical site of the Clinical Program Directarho is responsible for
the unrelated donor search procedure;

- a minimum of five (5) new allogeneic patients tq@lasted at each site
per year,;

- formal approval from the Institution’s General iter, in the case of
contiguous facilities;
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6.2

6.3

6.4

6.5

6.6

6.7

6.8

6.9

6.10
6.11
6.12

- formal approval from the relevant Institution’s @ea Director in the
case of non contiguous facilities;

- Regional official approval of the Clinical Program;

- Regional transplant coordination center’'s officiapproval of the
Clinical Program.

The TC must be compliant with the National glites and the IBMDR/WMDA
Standards.

The TC must have access to and appropriateodufmem an HLA laboratory
accredited by ASHI or by EFI. The laboratory, whistrforms the initial patient
HLA typing, is also responsible for the HLA typitg the donor/recipient pair and
for the “Final compatibility testing”.

The TC must have sufficient communication litkk$acilitate searches. These links
must include telephone, fax, email and internet thwedprotected access to IBMDR
software.

No search can be run directly by an ltalianwit an IR or CBB. The search must
be conducted through the IBMDR.

The TC must inform the patient about UD and CBaématopoietic stem cell
transplants, the search process and the relastsl co

The TC must obtain the patient’s spontaneodsir#ormed consent before starting
a potential UD and/or CBU searckerm CT302.

The TC must follow the search process and ibté to its rapid outcome using the
transmission forms or information technology desipeovided by IBMDR.

After an HSCT from an unrelated donor, the T@stregister patient health status
and follow-up in the GITMO/EBMT databases in amabished timely manner, in
order to comply with Article 10 of Law Decree 1971/0 “Implementation of the EC
Directive 2004/23 — Reporting obligation of activity. The deficignof data
registration will determine the loss of TC accratign for UD searches and
transplantations.

The TC personnel must attend educational ngsetirganised by GITMO.
All communications between the TC and the RR@be mediated by the IBMDR.

All TCs, if accredited by GITMO, must act alas CCs-M from UD, of their
pertinent geographic area, except for paediatndres not surgically equipped for
operating on adults.

7. CRITERIA FOR PARTECIPATING COLLECTION CENTERS @3)
The CCs must be compliant with the National guitediand IBMDR/WMDA Standards.

7.1

Marrow Collection Centres (CCs-M)

7.1.1 The Italian CCs-M which may perform marroviexion from an IBMDR
volunteer UD are located within public hospitalsthaumised to perform
autologous or allogeneic transplants.

7.1.2 The facility infrastructure, the personneblifications and the procedures
for marrow collection are determined in the docutié&greement between
the Health Department, the Regions and the Automsnferovinces of
Trento and Bolzano upon HSC harvesting, maniputaéind clinical usg
(Actions of the Cabinet — 10 July 2003, n.1770).

10
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7.2

7.1.3

7.1.4

The CC-M must be GITMO accredited, in accoogawith its pertinent RR.
Applicant centres must have performed a minimunomé bone marrow
collection procedure in the twelve months precedimgr application,n
accordance with JACIE requirements. The releaghefForm CP 222-m
by the IBMDR certifies that the CC-M is a Nationdhlian Registry
associated organization. The continual maintenahteese requirements is
ensured by GITMO with periodic revisions of therm CP 201-m.

The CC-M cooperates with the RR to ensurepetitnle donor protection
and, if necessary, it collaborates in the medicahlwation of the
prospective donorForm CD104-m, Form CD108-m) contributing to the
“Verification of marrow prescription(Form CD107-m, Form CD107-m).

Aphaeresis Collection Centers (CC-P)

7.2.1

7.2.2

7.2.3

7.2.4

7.2.5

The Italian CCs-P which may perform PBSC/anlymphocyte collection
from an IBMDR volunteer UD are located within publihospitals,
authorised to perform aphaeretic procedures fromit adnors.

The facility infrastructure, the personneblgications and the procedures

for haematopoietic cells collection, are determiimed

- the "Agreement between the Health Department, the Re@ad the
Autonomous Provinces of Trento and Bolzano upon H&@esting,
manipulation and clinical usge (Actions of the Cabinet — 10 July 2003,
n.1770);

— 3 March 2005 DecreeCharacteristics and modalities for blood and
blood by-products donatich “Protocols for ascertaining blood and
blood by-products donor’s eligibility

- Law 219, 21 October 2005 art.2 and art.Retw guidelines for
transfusion activities and blood by-products nagibproductior.

— 25 January 2010 DecreeAdoption of the Directive 2006/17/CE,
2006/86/CE, 2004/23/EC, pertinent to technical pools for the
donation, procurement, testing, as well as tecHnieguirements for
traceability and for notification of adverse evertsd reactions and
technical prescriptions for coding, processing, ggevation, storage
and distribution of human tissues and cells.”

The CC-P must fulfil the requirements of #imve indicated documents

and must fulfil the JACIE basic criteria. In padiar it must:

7.2.3.1 have a designated site for donor evaluadimh for the aphaeretic

procedure;

7.2.3.2 have access to the following facilitieseanimation service and a

transfusion service to guarantee immediate dondetysan an
emergency situation.

7.2.3.3 be directed by a physician who can dematesto have at least 1

year of experience in the specific field and to eh@erformed or
supervised at least 10 peripheral HSC procedures.

The release of tifeorm CP 222-p (in accordance with the pertinent RR)

by the IBMDR certifies that the CC-P is an ltalisfational Registry

associated organization. The continual maintenafdbe requirements is

ensured through periodic revisions of #wrm CP 201-p.

The CC-P cooperates with the RR/CD to enstompatible donor

protection, and, if necessary, it collaborateshm medical evaluation of the

prospective donororm CD104-p/l, Form CD108-p/l) contributing to the

“Verification of PBSC prescription (Form CD107-p) and to the

“Verification of Lymphocyte prescriptiorfForm CD107-1).

11
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8. CRITERIA FOR PARTECIPATING DONOR CENTERS (DCs)

8.1 1t is highly recommended, respecting the omgmtional autonomy of the individual
regions, that a number of DCs are created to beatipe units which contribute to the
formation of the RR.

8.2 The DC must be located within a public inst@ntthat offers a transfusion medicine
service, and the requirements and duties are ggebaif the ‘Agreement between the
Health Department and Region29 April 2010. It must

v have documented experience in:

— donor recruitment and management;

— educational matters concerning donation;

— donor eligibility evaluation;

— donor privacy protection;

v" have a designated site for donor management aesivd private space for donor
counselling sessions, for health history data cbotble and for medical
examinations;

v have a physician and a reference coordinator tcageand supervise the centre
activities;

v have access to the following facilities:

— a transfusion service accredited by the Regidtehlth Authority, which
meets national guidelines for performing the sa&widefined by law;

- a laboratory for infectious disease marker ngstaccredited by the Regional
Health Authority, which meets national guidelinesr fperforming these
services.

v be compliant with the National guidelines and IBMBRVIDA Standards
Compliancy with the standards and the maintenantethe requirements
determined by the Regional Health Authority, argied out by the pertinent RR,
Form CD111.

8.3 The DC is the solely responsible for the acuend updating of the personal data of
enrolled donors. The DC is also responsible forckimg and verifying that the unique
donor code (created by IBMDR software) and the dadentity correspond. These
data can be visualised by the pertinent RR, onbd®s of having a shared regional
policy and only after having received the apprapriaformed consent from the donor.

8.4 The Donor Center is responsible for storingladl data to ensure the traceability of all
steps related to the donation process from donadipient and viceversa.

8.5 If the RR delegates the DC to perform donor Higding, the RR, responsible for the
HLA data management, must establish test validgti@tedures and QCs within its
pertinent geographic region. The DC, in this casest be EFI/ASHI accredited for |
and Il class HLA typing of UD.

8.6 Donor genetic data and personal data mustdsedstising the IBMDR computerised
system as indicated in # 4.3.2, 4.3.3 , 4.3.5.

8.7 The DC must maintain and/or enlarge its redidimaors list in accordance with the
pertinent RR, see # 5.2.1.7.

8.8 All communications between the IBMDR and DC trhesmediated by the RR.

9. CRITERIA FOR PARTECIPATING SATELLITE RECRUITMENDONOR CENTRES

9.1 The RRs can identify public institutional stiwes within a Donor Center, to function
as Satellite Recruitment Centres (REsjm PR111.

12
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9.2 The RC’s requirements and duties are spedifidbe “Agreement between the Health
Department and Region29 April 2010 and acts under the supervision of ttiter
DC. The RC must fulfil IBMDR and WMDA Standards aindparticular:

v' they must have proved experience in recruiting emahaging volunteers, in

medical selection and in maintaining donors’ prizac

v they must have a designated site for donor managteacévities, a private space

for donor counselling sessions, for health histata collection and for medical
examinations.

9.3 The RR and the DC can delegate the RC to @arryone or all of the below stated
activities:

Volunteer recruitment;

Medical evaluation;

Donor identification;

Peripheral blood sample collection.

10. CRITERIA FOR PARTICIPATING CORD BLOOD BANKS (&)
10.1 The Italian CBBs that can provide HSC fromelewed CBU for the purpose of

transplantation act according to:

the “Agreement between the Health Department, the Regind the Autonomous
Provinces of Trento and Bolzano upon HSC harvestimgnipulation and clinical
usé€, (Actions of the Cabinet — 10 July 2003, n.17%70)

the protocols indicated in Article 3, comma 4 o ttaw 219/2005 and the actions
of coordination and scientific technical control@NS — as indicated in the article
12 comma 4 of the Law 219/2005, integrated with rikeessary indications from
the CNT;

Decree Law 6 November 2007, n. 191liMiplementation of European Directive
2004/23/CE on setting standards of quality and tgaféor the donation,
procurement, testing, processing, preservationag® and distribution of human
tissues and cells

the ASR — 29 October 2009 n. 184Dfganizational, structural and technical
minimal requirements for acting as a public corddd bank;

Decree Law 25 January 2010 n. Itplementation of the Directive 2006/17/CE,
2006/86/CE, 2004/23/EC, pertinent to technical pools for the donation,
procurement, testing, as well as technical requeeta for traceability and for
notification of adverse events and reactions amtiriecal prescriptions for coding,
processing, preservation, storage and distributsbihuman tissues and cells

the ASR — 20 April 2011 n. 75Guidelines for the accreditation process of public
cord blood banks”;

the national and european applicable laws and aggok.

10.2 The CBB must operate in compliance with thielIER, FACT/Netcord and WMDA
Standards.

10.3 The CBB must have sufficient communicatiofdimto facilitate searches. These links
must include telephone, fax, email, internet aratqmted access to IBMDR software.

10.4 The CBB must have a computerised system fgation, management and storage

of the data related to its activity.

10.5 This system must guarantee the complete trditgaof the CBU and the

transmission of all pertinent information to theMBR, with the procedures and

modalities established by the IBMDR.
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10.6 The communication between CBB, TC and the IBRVDust be in writing, using the

IBMDR forms and attachments and through the vadidatomputerised system
provided by the IBMDR.

10.7 The CBB must:

10.7.1 update the data of the stored CBUs destiioedunrelated allogeneic
transplantations;

10.7.2 send the CBU data to the IBMDR, by the etednined deadline and
according to the defined transmission data protocol

10.7.3 perform the CBU HLA typing both at the dmtse registration stage and
during the subsequent search procedures, havirapgr@priate support from
a HLA laboratory accredited by ASHI or EFI,

10.7.4 be able to organise the shipment of a Dilse of the selected CBU (if
available) upon specific request from the requgsti@;

10.7.5 be able to organise the shipment of a malteserum sample of the selected
CBU (if available) upon specific request from tequesting TC;

10.7.6 organise and coordinate, together with dberier in charge of the CBU
transport, the preparation, packaging and shipnwnthe CBU to the
requesting TC.

11. ADULT HAEMATOPOIETIC STEM CELL DONORS

111

11.2

Definition

The HSC potential donors are adults, who afterrnavolunteered to donate HSC
to any patient being treated in any part of theldvand after responding to the
donation eligibility criteria, are HLA typed andted in the IBMDR. The potential

donor status is maintained until to donation taleeg or until the person reaches
the age limit.

Consent

The HSC potential donors must be properly inforrakdut the correlated risks and
give a fully informed written consent to be receditin the Registry and to the use
of their personal and genetic data. The consentt ineisobtained by personnel
qualified in informing and educating volunteersapplying confidentiality rules, in
medical selection and clinical counselling.

11.2.1 Before signing the consent, the donor beligiven a general explanation
about the indications for and results of haematetpoi stem cell
transplantation, the reasons for using unrelatedoxdy the donation
processAttachment A, and the risks associated withAtitachment H.
11.2.2 The donor should complete the anamnesticggistration questionnaire,
stating that he/she has read the educational rahtebout disease
transmission by marrow or PBSC donation, and agtiaes preliminary
way, to undergo the HIV testAttachment C , Attachment B and/or to
identify a potential risk of disease transmissithiiough blood and HSC
transplantation.
11.2.3 The donor should sign th®dnor Initial Conserit Form CD101 -
acknowledging that he/she has been informed about:
11.2.3.1 his/her registration to a donor list, ggrvihis/her availability to
be called until his/her 55th birthday;

11.2.3.2 the importance of his/her commitment;

11.2.3.3 the importance of maintaining the donatianonymous,
voluntary and without remuneration.

11.2.4 Once the identity of the donor has beenfiedr by the health
professional, the donanust provide a written informed consent before
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joining the IBMDR and each time he/she is contaatadng the donor
selection process.

11.2.5 The donor must sign a further consent do8l or other biological
material is stored and/or used for research p®jecdifferent purposes,
even if it has been approved by ethical committees.

11.2.6 Records pertaining to donors must be predey the centre recruiting
the donor for timing requested by law. Access ® diatabase is limited
only to authorised individuals.

11.3 _Donor eligibility
A medical evaluation of the volunteer donor muspbdormed at every meeting, to
verify donor eligibility. Due to the complex andrieeis nature of HSC donation, the
medical examinations must be performed at eachesémgl must be thoroughly
graded according to the step of the search process.

11.3.1 The minimum eligibility criteria for a pyosctive donor must fit the
Italian, peripheral blood donor criteria.

11.3.2 The requirements defined by ltalian law faansfusion (Law of 21
October 2005, n. 219 and relative current reguladicare indicated in
Attachment G.

11.3.3 In general, the donor should be under ZBsyef age when joining the
IBMDR.

11.3.4 No blood sample can be taken from a prdgdanor who has been
recruited, a pregnant prospective donor shall hateid to return for
registration at least one year post delivery.

11.3.5 Donors must be free from physical and psychronic diseases. The
potential bone marrow donor must fulfil the classeduirements of the
“Anaesthesiology Risksestablished by the American Society for
Anaesthesiology — ASA.

11.3.6 The classes of risks are reported irAtitachment F.

11.3.7 The prospective donor in order to beconpetantial PBSC donor must

not:

- be having treatment with acetyl-salicylic acid ofatplets
antiaggregants, anticoagulants, ACE-inhibitorktbium;

- have splenomegaly;

- have personal and family history of coagulationodigrs in
particular arterious or venous thrombosis;

- have family history of iritis or episcleritis;

- be a sickle cell trait carrier;

- have difficult peripheral venous access, inappeiprifor the
aphaeresis procedure which is of considerable teféord
duration.

11.4  Typing

11.4.1 If the prospective donor fits the recruitinenteria, he/she is typed for
the HLA-ABC and DRBL1 loci (by high/intermediate ofgtion molecular
techniques — 2 fields); donor data are then regidten the national
database.

11.4.2 Donor blood group typing must include atstedBO grouping and Rh

typing.
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11.5

Donor selection

11.5.1 The donor, informed of the search processist must confirm his/her
committment to continue Form CD102 - before providing another
blood sample for additional histocompatibility gest

11.5.2 The health personnel of the DC must veh#t the identity and data of
the donor correspond with the IBMDR code beforee@all for further
tests for biological samples.

11.5.3 The DC, at every recall for further tessstasponsible for ensuring that
the donor still meets the recruitment standards €k@ample an eventual
pregnancy status).

11.5.4 The eventual unreachable or unavailableistat the donor should be
reported to the Registry within 20 days after thlection date.

11.5.5 The tests on the donor cannot be performedsubsequent moment if a
donor is declared “temporarily unavailable”. If trexjuest were however
to remain open, the IBMDR will send a further comrmication.

11.5.6 When a TC wishes to proceed with DRB1 typafiga HLA | class
matching donor, the DC should perform the test v resolution
molecular techniques — 1 field.

11.5.7 When an HLA —-ABDR matched donor is selected “Molecular
typing’- EMDIS or Form RC305 - the DC must provide, using a fresh
blood sample:

high resolution molecular typing — 2 fields - of RIDRB1;

other loci HLA typing if requested by the TC;

ABO, Rh and CMV status (IgG and IgM) if requestgttiie TC;

donor weight;

number of pregnancies (if female);

number of transfusions.

11.5.8 The HLA-DRBL1 (LR or HR) typing results migt sent by the DC to the
IBMDR within 30 days of the request date. The mgprequest is no
longer valid if the IBMDR does not receive the feswvithin 30 days
and an invoice cannot be issued. The HR typing fel@d - results
requesting DRB1 together with other HLA loci must bent to the
Registry within 40 days of the request date. Tygng request is no
longer valid if the IBMDR does not receive the eswvithin 40 days
and an invoice cannot be issued.

11.5.9 If the TC cancels the HLA typing requesg HiLA lab must provide the
results within the timing specified above and rterlahen 30 days of the
cancellation request date.

11.5.10Having received th&lood sample requést EMDIS or Form RC306 -
in order to be able to perform th&ifial compatibility test§ the DC,
must provide or organise:

v a new donor's informed consent with more detailatbrimation
about donation procedurAttachment A-TC/B-TC);

v' the donor’'s IDMs, (Syphilis test, anti-HCV, HbsAanti-CMV IgG
and IgM, anti-HIV 1/2) and ABO — Rh typing;

v' donor’s weight, number of transfusion and numbeprefjnancies (if
female);

v the blood sample shipment.

If at the moment of shipment, the IDM results ao¢ yet complete, the

DC must send them as soon as possible to the IBMB&, will be

responsible for sending them on to the TC.

ASANENENENEN
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11.5.11The request is no longer valid if the DCn&t able to organise the
shipment within 30 days from the request and aroiges cannot be
issued.

11.5.12If the TC cancels the shipment requesiptifalready shipped, an invoice

cannot be issued.

11.5.13The IDM results must be anonymous, ideratiby a donor code.

11.5.14The HLA donor typing results, IDM resulggrity, sensitizing events

and/or donor unavailability must be reported to tB&DR, via the
protected access IBMDR software.
11.5.15 The final histocompatibility testing is feemed by the TC HLA lab.
The HLA typing results Form RC307 don - must be sent to the TC by
the lab within 40 days of receipt of the sampldse Tecision about the
donor’s suitability must be sent to the DC throdlgh IBMDR, within
10 days of receipt of the HLA results.
11.5.16 The matched donor could be kept ‘reserf@da period of 90 days.
After 90 days, without any written request of exien, the reservation
will expires. Through a written communication, péted only once,
the RC can request another 90 days of reservation.
11.5.17The DC is responsible for informing the aloabout his/her selection
status, basing the decision on:
v' the compatibility tests performed as described1&3t5 and #10.5.7
and compared to the “minimal compatibility critérjia
v the indication onForm RC307 don;
v the unsuccessful receipt oform RC307 don within the indicated
time.
11.5.18Following particular transplant protocasjuiring specific compatibility
criteria, the TC may request further tests (forrepke HLA-C locus
molecular typing) on the already DRB1 typed dormriogether with the
DRBL1 high resolution molecular typing request.

11.5.19If a pre-donation donor’s blood sampleeiguested, the shipment must
be organised within 30 days of the collection dditep other indications
are provided by the TC.

11.6 First donation

A Haematopoietic Stem Cell donation can be caroetdfrom both bone marrow
and peripheral blood after administration of G-CSF

The applicable laws and procedures are defined by:
- the Ministerial Guidelines,8March 2005;
- the Health Department Committee resolution, sedsid on &' July, 2001;

- the “Agreement between the Ministry of Health Dé&ypent, the Regions and
the Autonomous Provinces of Trento and Bolzano dBCHcollection,
manipulation and clinical use”, (Actions of the @ut — 1¢" July 2003,
n.1770).

- the SIMTI-GITMO recommendations for related andalaied HSC donation
for HSCT; Edition 2011.

11.6.1 Final donor information sessigktfachment WU-cl)
11.6.1.1 A representative of the DC and/or RR, measentative of the
CP and a haematologist, at least, must be presdahe dinal
donor information session.
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11.6.1.2 In the final session, the prospective domust be given
detailed information about further tests to be iedrrout, the
procedure of HSC donation, its risks and the penbdime
which he/she may have to commit.

11.6.1.3 It is strongly recommended that donoris@eal physician or a
close relative of the donor be present in this nmiative
session.

11.6.1.4 The prospective donor must be informedutble right to
withdraw at any time. However, the donor must als®
informed about the extreme risk for recipient’seliff the
donation is not carried out once the patient’s arafive
regimen has commenced.

11.6.1.5 In particular, the prospective donor nigsinformed about:

— the possible complications related to the HSC donat
Attachment H;

— the possible depressive state following the donatio

— the approximate time commitment;

— that, in some circumstances, the donor may be aaked
additional donation for the same patient. Followspgcific
transplant protocols a mononuclear cell collectioom
peripheral blood (for DLI) may be required;

— the right and the duty of anonymity both toward® th
recipient and towards third partielsegislative Decree, 30
June 200R

11.6.2 Should a PBSC donor result unsuitable andonger available for the
bone marrow donation, the TC must be informed timathe case of an
unsuccessful mobilization, it will not be possibdeproceed with a bone
marrow donation.

11.6.3 Donor medical evaluation
The DC is responsible for protecting donor safetyaluating his

suitability and for determining any infectious dises transmissible by
the marrow or PBSC donationA{tachment B-WU.

11.6.4 Collection procedure medical evaluation

The DC and the CC are responsible for protectinghodosafety,
evaluating his suitability for the specific collext type requested by the
TC.

11.6.5 The physical examination must be performed team, identified by the
DC, which is not the team that takes care of thiepa

11.6.6 The donor work-up process must be orgamstiin 30 days before the
collection date.

11.6.6.1 _Marrow donation
Following the receipt of the Prescription for human bone
marrow collection” if the donor confirms his willingness to
donate, the DC and the CC-M must complete therification of
the marrow stem cell prescriptibn Form CD107-m.
Licensed physicians of the DC and the CC-M mustpeta a
medical evaluation in writing having evaluated tasults of the
following:

« routine laboratory tests (complete blood count,
electrolytes, either urea nitrogen or creatinindiyutpin,
serum total proteins, etc.), infectious diseasekarar(Anti
HAV IgG and IgM, HBsAg, Anti-HBs, Anti HBCcAg, Anti
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HBeAg, Anti HCV, Anti HIV 1 and 2, Anti CMV IgG and
IgM, toxotest IgG and IgM, syphilis test, HCV NAR|V
NAT, HBV NAT and, in a population at risk of infian,
HTLV | and Il), and ABO blood group typing;

« instrumental examinations (electrocardiogram andsth
X-ray);

« physical examination (with anaesthesiological eatiun);

« pregnancy test;

» personal and familiar anamnesis.

In the case of the donor’s eligibility, the phyaits must

proceed with the Clearance of the donor for bone marrow

collectiori - Form CD104-m that must be sent to the TC and
to the IBMDR before the recipient preparative regmrtan
begin.
11.6.6.2_PBSC donation
Following the receipt of thePrescription for stimulated human
peripheral blood stem cell collectionif the potential donor
confirms his willingness to donate, the DC, the E@nd CC-M
must fill in the *Verification of PBSC prescriptidnForm
CD107-p.
Unless the donor can only donate PBSC, he/she aisgtbe
evaluated both for a bone marrow and peripheraidbtionation.
Therefore=alicensed physicians of the DC, CC-P and CC-M,
having evaluated the results of exams indicatedtlift.6.6.1
together with the below-stated results must comepéetmedical
evaluation in writing.:

« a thorough clinical examination, ascertaining donor
cardiovascular condition;

« an ECG with effort tolerance

- a splenic ultrasonography;

« an accurate coagulation screening for thrombophilia
genetic testing for ATII, C protein, S protein and
homocysteine; the investigation on factor V Leiden
mutation and on prothrombine 20210A must be peréorm
only if there is a positive personal and/or familia
anamnesis;

- an accurate blood cell count;

 ascreening for HbS;

In the case of the donor’s eligibility, the phyais must

proceed with the Clearance of the PBSC dorior Form

CD104-p - that must be sent to the TC and to the IBMDR

before the recipient preparative regimen can begin.

11.6.7 The DC and the CC must notify the TC and HBBIDR of any
temporary unsuitability to donate and, in the ewvanindefinite deferral,
remove him/her from the prospective donor pd&weim CD108.

11.6.8 Infectious disease testing of the donor rbastepeated if the tests have
been carried out more than 30 days prior to mardowation. Donor
pregnancy status must be assessed immediatelyeb#fer recipient’s
preparative regimen.

11.6.9 If the transplant is postponed, the examanaftests performed at time
of work-up (with the exception of the examinatiorgjuired by law)
cannot be re-tested, if the new scheduled colleatate is within 90 days
of results.
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11.6.10 Written documentation of counselling mueskbpt at the DC and CP.
11.6.11 Final consent
11.6.11.1 The donor, if found eligible to donatepresses his/her
willingness to continue the process signing thmal consent to
donaté Form CD103.
11.6.11.2 At the time of theFinal consent to donateinformation,
concerning the possibility of further donations fime same
recipient, must be given to the donor.
11.6.11.3 The DC must immediately notify the IBMDiR the event
that the donor withdraws his /her consent to theation using
theForm CD108.
11.6.12 Pre-Collection Communication
11.6.12.1 The HSC collection can only be perfornfethe patient’s
clinical condition and disease status allow theattreent
procedure atMSC prescriptiohtime.
11.6.12.2 Before initiating the preparative reginte DC, the CC and
the TC must agree with the volume and the numbé&tSE that
have to be collected and sign th&etification of HSC
prescriptiorf Form CD107.
11.6.12.3 The HSC collection may not be initiatédhe delegated
courier has not communicated the itinerarfFerm C2 - and
has not notified the CC of his arrival.
11.6.12.4 Should a cancellation of HSC prescriptake place when
the donor has already undergone physical exammsatand
laboratory tests, the services will, however, bargld for.
11.6.12.5 Should a HSC transplant be postponed t@tiee patient’s
disease relapse or for any other reason) but aau#ection
date has already been established, the donor evikkberved for
90 days.
11.6.13 _Marrow collection
11.6.13.1 Prior to blood marrow collection, the dommust have
autologous blood units drawn. The number of préectdd units
depends on the marrow volume that the donor, actptd the
DC/CC-M physicians, can safely donate.
11.6.13.2 Marrow collection should be performed an different
structure from the recipient TC.
11.6.13.3 During marrow collection, the donor @nsfused with pre-
collected autologous blood.
11.6.13.4 Bone marrow harvesting, performed in a@ace with the
Attachment L, must take place in an authorised CC-M,
preferably near to the donor's home.
11.6.13.5 The characteristics of the collected banarrow (unit
identification code, nucleated cells parameterdume) are
certified by the CC-M with Form CP201-m that must
accompany the bone marrow bags. The microbiologiest
results must be available to the TC and IBMDR askiy as
possible.
11.6.13.6 After the HSCT, the TC must send the deteg Form
CP200-m andForm CP201-m to the IBMDR and the CC-M.
The GITMO MUD Commission will evaluate the HSC
collection, referring to the minimal quality regeinents.
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11.6.14 Peripheral blood stem cells collectionradtanulation

11.6.14.1 Donor receives G-CSF, subcutaneouslya aaximum of
10pg/Kg donor body weight. The CC-P physician is
responsible for the administration procedure.

11.6.14.2 The use of biosimilar G-CSF is not allowed.

11.6.14.3 The administration of G-CSF, the evabmabf possible side
effects and the accuracy of the clinical follow-ane described
in Attachment R.

11.6.14.4 In no case, is the use of a centralveoatheter allowed.

11.6.14.5 In the event of serious G-CSF side &ffeahe treatment must
be discontinued.

11.6.14.6 The HSC request can be satisfied byreomalonation if the
donor provides his/her consent and is fit for sdehation.

11.6.14.7 The characteristics of the collected PE&@t identification
code, nucleated cells parameters, volume) arefiedrtoy the
CC-P withForm CP201-p, which must accompany the PBSC
bags. The microbiological test results must belalka to the
TC and IBMDR as quickly as possible.

11.6.14.8 After the HSCT, the TC must send the deteg Form
CP200-p and Form CP201-p to the IBMDR and the CC-P.
The SIMTI Commission will evaluate the HSC collecti
referring to the minimum quality requirements.

11.6.15 Validation of the HSC collected product

11.6.15.1 The collected HSC product (BM/PBSC) niestvalidated by
the DC/CC.

11.6.15.2 The following exams must be performedaaonor sample,
taken on the day of collection:
- Anti-HCV;
- HBSsAg;
- Anti-HIV1,2;
- Syphilis test;
- HIV/HBV/HCV NAT;

ABO and Rh blood group.

11.6.15. 3 The HSC product can be realeased by theb€&fore the
validation results (811.6,15.2), that should be sethe TC as
soon as availableForm CP200-p andForm CD104Q.

11.7 Second or further donations for the same iip

11.7.1 In the event of failure of the first HSG@rsplant, and at least 20 days
having passed post transplant, the TC should servadonation request,
Form RC309, to the IBMDR, informing of:

+ the patient diagnosis;

« the protocol applied at the first transplant;

+ the patient’s present clinical status;

« the reasons for the request;

+ the blood component required
The second donation may be for not stimulated pergd nucleated cells in
the case of relapse, or HSC in the case of noraéinggnt or of poor graft
function.
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11.7.2

11.7.3
11.7.4

11.7.5

11.7.6

11.7.7

11.7.8

11.7.9

The volunteer, who has already donated Ipexrg HSC should, preferably,

donate marrow HSC and, in any case, can only benitieldl again for

growth factor stimulation for HSC mobilization, at least 12 months have

passed since the first donation.

Any direct contact between the TC and theode strictly forbidden.

All the donation requests must be submittedthe GITMO MUD

Committee.

Second/further lymphocyte donation requestst be submitted to the

SIMTI Committee.

If the request is approved, the IBMDR wilfarm the DC and ask for the

donor’s availability.

The donor can be approached only if:

— he/she has been informed during tkénal Information Sessidnabout
a possible additional donatior-erm CD103;

— he/she has provided his/her consent on the quesii@on Health
Statu$ - Form CD106;

— the donor follow-up data doesn’t document abnowaales.

Before asking for the donor’'s consent, he/stust have been informed

about:

- the indications for and the results of a seconuasptant;

+ the procedure for the required additional donation;

- the risks and discomforts related to the new regudtonation.

No pressure of any kind may be exerted erdtmor, who has the right to

ask any questions concerning the donation and haws sufficient time to

mature his/her decision, conscious that he/shealnaady come up greatly

to the patient’s expectations.

11.7.101f the DC physician believes that the ddmas not perfectly recovered from

the first HSC collection or believes that there @@&sons to discourage any
further approach, he/she can refuse to contactdher.

11.7.11 The denial to procedthrm CD108, motivated and expressed in writing by

the DC/CC directors, is mandatory for the IBMDR aergdresents the final
decision in the matter.

11.7.12 Not stimulated peripheral nucleated cdlecton

The applicable laws and procedures are defin€d In6.
11.7.12.1 Donor medical and collection proceckwauation.

The DC is responsible for protecting donor safetgluating his

suitability and for determining any infectious dises

transmissible by lymphocyte donation — Attachmenrt Bhe

DC and the CC are responsible for the specificectithn

procedure requested by the TC.

11.7.12.2 Following the receipt of thd°rescription for not stimulated
human peripheral blood stem cell collectioif’ the potential
donor confirms his willingness to donate, the D@ #&me CC-P
should complete the Verification of PBSC prescriptidn

CD107-l form.

Licensed physicians of the DC and the CC-P mustpbetia a

medical evaluation in writing having evaluated thsults of the

following:

« routine laboratory tests (complete blood countcteddytes,
either urea nitrogen or creatinine, bilirubin, geruotal
proteins, etc.), infectious disease markers (AMAVHIgQG
and IgM, HBsAg, Anti-HBs, Anti HBcAg, Anti HBeAg, Al
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HCV, Anti HIV 1 and 2, Anti CMV IgG and IgM, toxosg
IgG and IgM, syphilis test, HCV NAT, HIV NAT, HBV
NAT and, in a population at risk of infection, HTL\and 1)
and ABO blood group typing performed within 30 day®r
to the collection date;

« pregnancy test (if female);

» personal and familiar anamnesis;

* lymphocytes typing (optional but recommended): CD3+

CD4+, CD8+, CD19+, CD56+.
In the case of the donor’s eligibility, the phyaimust proceed
with the ‘Lymphocytes donor cleararicé-=orm CD104- that
must be sent to the TC and to the IBMDR as soqpoasible to
organise the cell transportation and of the patigfsion.
11.7.12.2 The donor, if found eligible to donateustnexpress his/her
willingness to continue the process signing thmal consent to
donaté Form CD103-l.
11.7.12.3 The collected donation product:

- must be validated by the DC/CC according to 8115.2.

- can be realeased by the Ckarm CP200-I, before the
validation results which must be sent to the TG@mn as
they are available Form CD104-Q.

11.7.12.4 The characteristics of the collected ogytes (unit
identification code, nucleated cells parametersiume) are
certified by the CC-P witli-orm CP201-| that must accompany
the lymphocytes bags. The microbiological test ltssmust be
made available to the TC and IBMDR as quickly assjiule.

11.7.12.5 After the infusion, the TC must send tlmmpleted Form

CP200-I and Form CP201-l to the IBMDR. The SIMTI

Commission will evaluate the lymphocyte collectigaferring

to the minimal quality requirements.

11.8 Donor follow-up and subsequent donor contacts

11.8.1 Following the donation, the well-being oé thonor must be ascertained by
the DC physician. Specific form#f{tachment A-fu, Form CD105, Form
CD106) are given to the donor in order to be informedwiriting, about
his/her feelings and any eventual claims or compdaand to thank the donor.

11.8.2 Following the HSC donation, donor follow-upgdical examinations and
clinical screening must be performed by DC/CC iroadance with the
protocol “Follow- up of the donor”, as specified-i-orm CD109.

11.8.3 If the donor were to have any abnormal aibsiene/she should be referred to
the appropriate medical structure for assistantcehd found abnormality
could have an impact on the patient outcome, thenii@t be promptly
informed.

11.8.4 Contact with the donor must continue atqaici intervals until the donor is
free of ailments.

11.8.5 Should the donor no longer be availableafturther donation, the TC must
be promptly informed.

11.8.6 The DC/CC must notify the IBMDR of any SesoEvents and Adverse

Effects (SEAR) connected with HSC/lymphocyte damratihat may appear
sometime after the donation, in order to informe¢bhepetent authorities.
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11.8.7 These data will be transmitted to the SEARiI&ry managed by WMDA in
an anonymous way.

11.8.8 The donor could be anonymously contactedthey patient, through the
IBMDR. —Form CT313.

11.8.9 The patient could be anonymously contactgedthe donor through the
IBMDR — Form CD110.

11.9 Donor protection

11.9.1 The prospective donor must be informed atfmutight to withdraw at any
time. However, the donor must also be informed altoel extreme risk for
recipient’s life if the donation is not carried ownce the patient’s
preparative regimen has commenced.

11.9.2 No kind of pressure must be exerted on tim@idat any stage of the search
process.

11.9.3 The donor may only donate for a single ieqip

11.94 The TC may ask for the HSC collection ontythe transplant is
immediately performed, not for cryopreservation.o@dd particular
donor/recipient conditions occur that a collectgiorage is necessary, the
approval must be obtained from the IBMDR.

11.9.5 Once the donor has donated, he/she no Itrageany right to the collected
product.

11.9.6 In the event that the collected productoistatally infused in the recipient,
it is possible to cryopreserve the exceeding qtyasdti that, if needed, it can
be used only for the same recipierAttachment L-CSE.

11.9.7 ltalian or international donor identity mum& kept strictly confidential to
guarantee the donor's anonymity. Donor protectiamcgdures must
prevent unauthorised access in order to avoid daoipient linkage.

11.9.8 Donor identity must be known only to DC, Rl CC authorised staff.

11.9.9 Donor personal and genetic data must beraepa stored in a place
protected from unauthorised access. Access mustibdy allowed only to
DC and/or RR authorised and qualified staff; fdatiges and friends of a
patient for whom there is an active search, aciseset authorised in these
areas.

11.9.10 In every search procedure step and in amyrnication between DC, RR,
TC and the IBMDR, the donor must be tracked usingurdaque
identification code.

11.9.11 HLA typing data may be transmitted to thenal according to the
Legislative Decree 30 June 20@Bd may not be used for purposes other
than those for which the donor has provided histoesent.

11.9.12 The donor has the right to receive theltestitheir health screening.

11.9.13 The donor, who moved to a country whereomod registry exists, can
request to his/her DC to move his data to the a#gistry -~orm CD112.

11.9.14 Donor’s identity must always remain anonym@egislative Decree of 30
June 2003 to patient or any third parties.

11.9.15 The donor maintains the usual salary dugihghe procedures necessary
for the time needed for his/her commitment (regigdn, typing, medical
examinations, etc). The pertinent certificate isvpted by the DC’s or
RR’s relevant department.

11.9.16 A donor with salaried employment has tightrto have paid leave from
work to complete:

a) A collection of blood sample for HLA tissue typi
b) further HLA testing for donor/recipient matchjng
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c) medical evaluation for approval to donate;
d) administration of grow factors to mobilize HSC;
e) follow-up controls post donation.

11.9.17 The donor has the right to receive the lusalary for the necessary days
taken off from work for the HSC collection and filve necessary days to
reach a complete health status recovery, to bdiedrby the CC’s medical
personnel.

11.9.18 A donor follow-up, even if no particulareews have occurred, must be
performed at established times (up to ten yearbdoe marrow an®BSC
donation and up to 6 months for lymphocyte donation

11.9.19 The volunteer who donated HSC, should poate blood for at least one
year.

11.9.20 According to theaw n. 52 of 6 March 2001 art. & donor must not be
charged for anything related to the procedure.

11.9.21 The Galliera Hospital, registered office IBMDR, is responsible for
offering disability and death benefits through arsurance cover for
complaints of the donor following blood with-drawalvaluation, workup
and collection.

11.9.22 The adequacy of the liability insurance etage must meet the
international standards and guarantees by finagcalts according to the
Law n. 52 of 6 March 2001 art. 10

12. CORD BLOOD UNIT

12.1

12.2

12.3

Definition

CBU refers to whole blood including haematopoigirogenitor cells, collected

from placental and umbilical cord blood vesselerathe umbilical cord has been
clamped. The present standards refer to CBU celieftdr unrelated donation: that
is CBU intended for infusion into another individlweho is not biologically related

to the donor.

Consent

The biological mother (or both parents if appliegbbr the legal representative if
the mother is underage) must be properly informedttachment A-sco - on
different aspects of cord blood donation, the otiken procedure and related risks
and benefits, and must release a written, legalidyinformed consent Form
SCO101- for:

— collection and storage of cord blood unit;

— collection and storage of blood samples and DNAnftbe mother and from the
CBU for future testing;

— use of maternal and/or CBU samples for infectiond genetic diseases and
other testing, as applicable;

- release of personal and family medical history ssag/ for the CBU
evaluation;

— repeat infectious disease tests between six mamith®ne year after collection;

— use of CBU for an allogeneic transplant of an watesl national or international
recipient.

Eligibility criteria

The medical evaluation of mother/parents must beedn accordance with the
national applicable laws and regulations. (Ministedecree 3 March 2005, EC
206/17 Attachment I, 2006/17/CE Directive attachtmerM.D. 25 January 2010
and others).
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13.

12.4

12.5

12.6

The CBU is suitable for storage when:

— mother, father and family medical history has bebtained, documented and
recorded with the purpose to detect genetic, irdastdiseases or other risk
factors for transmission of infectious diseaseAttachment B-sco — and
medical records of the pregnancy;

— a maternal blood sample, collected at time of @elivhas been tested by a
Regional Health Authority accredited laboratory,detect IDM according to
national law and regulation. These are:

. HbsAg;

. Anti HCV;,

. AntiHIV 1e 2;
. Anti HBc;

. Syphilis test;

. HBV NAT, HCV NAT, HIV NAT;
- the TNC count prior to the banking of thetiusiover or equal to 120 x 10
Characterization

The CBUSs, which comply with requirements relatedhe storage (Standard 12.3)

for unrelated allogeneic transplant, must be charaed with following tests:

- CBU volume collected and stored,

— TNC count at time of collection and at time of sipe;

— neutrophil, lymphocyte, monocyte and platelet connthe cryopreserved unit
(optional but highly recommended);

— HLA A, B (low resolution — 1 field) and HLA-DRB1 {@h resolution — 2 fields)
molecular typing performed by an ASHI/EFI accredlikab;

- ABO grouping and Rh typing;

— erythroblast count;

— total number of CD34 positive cells;

— viability and/or CD34+ positive cell viable and GFU,;

— microbial cultures (to detect aerobic, anaerobutdyéa and fungi).

Furthermore, before releasing a unit, the followtiesgt results must be available:

- HTLV1 and 2;

- CMV (IgG and IgM);

- Haemoglobinopathy screening.

The CBU data are recorded in the IBMDR naliateabase only if the CBU is

suitable for storage (standard 12.3), has beeractaized for the minimum set of

tests required for the storage (standard 12.4) eoplies with the national

applicable Law and regulations.

The sending of CBU data to the IBMDR natiodatabase makes the CBU
available for all national and international patsesearching for an unrelated source
of HSC.

COSTS AND RATES

13.1

Description and liability

Administrative procedures must be established deioto provide the best possible
match for any patient in the world as rapidly asfaasible and, within limits,
without financial considerations or constraints.

The best possible match is intended as the undeldd@or with immunogenetic
characteristics that may allow a treatment withhigdest chance of success.

The IBMDR, guarantor of the search procedure, mestablish non-profit
administrative policies for the economical coverafj¢ghe services requested in the
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process. The Registry fosters a free exchange nbrdowithout imposition of
artificial barriers, to ensure donors are chosetherbasis of criteria in the patient’s
best interest (e.g. tissue type) and no other fa¢tng. prices).

The IBMDR is only responsible for the accuracy tsf administrative procedures
and is not responsible for the services performetth® RR, TC, CC and BSC.

13.2 Financial responsibility for the search

Following theLaw n. 52 of 6 March 2001 art, &he cost of the tests performed for
donor registration is covered by the pertinent Begli administration. The costs for
HLA typing, blood samples shipment, prospective atamedical evaluation, HSC
or other blood components collection and transpogt covered by the patient, in
the following cases:
a) Italian donor/CBU for Italian patient;
b) international donor/CBU for Italian patient;
c) lItalian donor/CBU for international patient;
The costs related to services requested on behpHt®nts a) and c) are detailed in
the IBMDR current fee schedule (available on welepagw.ibmdr.galliera.it).
The costs related to services requested on beh@étents b) are detailed by the
international registries’ pertinent schedules efte
Any cost not standardised or, for any reason, noéssible through such a schedule
of fees should be estimated and communicated iaraxdvto the TC.
13.2.1 ltalian patient&,b)
The services requested by the IBMDR are coverethbyregional health
system where the patient resides.
The procedures for invoicing Italian or internatbdonor search procedure
costs are regulated and defined by the ltalianrieggonal compensation
(applicableTesto Unico.
Generally speaking, IBMDR pays all the costs inedicby the Italian
structures and by international registries, accmdio the pertinent
schedules of fees.
13.2.2_International patients)(
The services performed for international patiear® invoiced to the TC
according to the charges established in the IBMB&dRschedule.
IBMDR is responsible for refunding the pertineraliin structures (DC,
RR, CC, CBB) for services carried out.
13.2.3 _Patients in the charge of an lItalian TC t Mot covered by the Italian
National Health Service
Before activating search procedures, the TC musarlgl establish who
covers the costs of the search and transplant .8t5)5If the patient is not
covered by the NHS, he/she should pay for the naédiervices received,
following the IBMDR indications.

14. IMPORTATION, EXPORTATION AND TRANSPORT OF BLOOBAMPLES AND HSC

14.1 General

In order to determine donor/recipient matching gradonor/CBU biological
samples must be sent to Italian or internationaluctires for further
histocompatibility testing. In the eventuality of gonation request, the HSC
collection must be transported to the TC, in l@ahfrom/to abroad. The shipment
of samples and HSC transportation must comply thighnational and international
applicable laws, the IATA regulations and the IBMBRVIDA standards.

References:
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14.2

—  Ministerial Decree of 7 September 200Regulations on the import / export
of human blood and its component for therapeutiopppylactic and
diagnostic use”.

—  Ministerial Decree of 3 March 2005 Characteristics and procedure for
donation of blood and blood componght

—  Decree Law of 6 November 2007, n.19iplementation of the EC Directive
2004/23.

— Decree Law of 25 January 2010Implementation of the Directive
2006/17/CE, 2006/86/CE, 2004/23/EC.

Blood samples
14.2.1 General

Importation or exportation, as well as the natioshipments, of blood

samples, serum or human plasma for diagnostic pegalo not need a

preventive authorisation from the Ministry of HéalHowever, due to the

material importance, procedures must be establishedier to:

—  ensure a fast transport and delivery;

—  protect the medical, administrative and auxiliagggonnel involved in
the procedure, the couriers and the general popnl&ibom infectious
risks (Ministry of Health, ordinance n.16, 25 JW§994; Ministry of
Health, ordinance n. 3. 8 May 2003).

Careful attention is required in the labeling of tlood sample, using only

the unique identification code track the donor.

14.2.2 Transport, importation and/or exportation lbbod samples and its
components for diagnostic investigations, do netdn& prior authorisation
from the Ministry of Health.

14.2.3 The courier is chosen by Galliera Hospital.

14.2.4 Packaging
* The tubes containing blood samples/DNA must:

— be hermetically sealed, preferably of unbreakatdéenml,
— report the donor identification code, anticoagulas¢d and volume,
DC physician signature (readable), collection dete time.

* when hermetically sealed, there must be no extetrsades of the
content;

» the tube must be placed in an outer bag which adedeto prevent
leakage; absorbent material must be placed betiWeetwo containers
and these must be of sufficient quantity to absalthe content in the
event of leakage;

» the second container must be placed in a rigidatoat with insulating
properties in order to avoid damages by externahtsg

14.2.5 Documentation and labelling:

* the Attachment M, stating the contents and the results of infestiou
disease markers, must be affixed on the secondioent the document
should not be easily removable;

» a copy of this attachment must be sent to the eqguri

» following the Legislative Decree 626/94, art. /% biohazard label,
conforming to model shown iAttachment N, must be affixed on
parcels containing infectious products;

* in order to send non-infectious diagnostic specsné¢he international
agreements request that a specific label statiZdg373 BIOLOGICAL
SUBSTANCE CATEGORY B is affixed to the externalgkaging.
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14.3 HSC/LYMPHOCYTES

Importation/exportation of HSC or other blood comeots intended for
transplantation are regulated by the current agbled_aw of 21 October 2005, n.
219art 16.

The authorisation of importing/exporting of HSC ather blood components is
released by the Ministry of Health, case by caseccordance with thiglinisterial
Decree of 7 September 2000, n. 248he criteria defined in Attachment 3 of the
above-mentioned Ministerial Decree are compliant.

14.3.1 The HSC/lymphocytes must be transported bguaier appointed by the
IBMDR.

14.3.2 The courier is completely responsible fer titansportation, which means it
is responsible for:

—  the care taken during the transportation;

—  security, conservation and preservation of the H&@phocytes from
the CC or the Banks to the TC;.

—  the choice of the most suitable way to transp@tHisC;

- the identification of the best itinerary for perfing the delivery of
the product provided by the CC or CB Bank withie thme indicated
(#14.3.6.8, #14.3.7.2)

The courier must organise the transport and sengldnned itinerarizorm

C2 to the IBMDR and the TC at least one week befor $bhheduled

collection date.

14.3.3 Severe and adverse events related with tikecton, process and
transportation of the HSC/lymphocytes must be imatif by the
DC/CC/CBB/TC to IBMDR in order to inform the relevaCompetent
Authority. These data, in an anonymous status, belltransmitted to the
SPEAR World Registry, managed by WMDA.

14.3.4 Importation
14.3.4.1 The IBMDR must inform the analogous IR whibe infectious
disease markers and the clinical and haematologiraknings to be
tested, to abide by the Italian applicable law.
14.3.4.2 The TC performing the HSC infusion mudbrim the Registry
providing the HSC, of the laboratory tests that trhes enclosed
together the shipped product.
14.3.4.3 Should the IR be unable to perform theugsted tests, the TC
must request a blood sample, through the IBMDRheoable to
timely perform the necessary tests.

14.3.5 _Exportation
14.3.5.1 The IBMDR must inform the RR, providinggthlSC, about the
infectious disease markers and the clinical andmiaé@ogical
screenings to be tested to abide by the applickbie of the
country importing the product.
14.3.5.2 The RR must supply the laboratory tesuudwmmts, which must
accompany the HSC shipment.
14.3.5.3 Should the RR be unable to perform thaesigd tests, they must
send a blood sample to perform the necessary itedise, in
collaboration with the IBMDR.
14.3.6 _Labelling, packaging, documentation andsjpan of bone marrow and
PBSC HSC and donor’s lymphocyteé&ttachment P-cl andForm C1
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14.3.6.1 The HSC must be placed into hermeticalbtex! plastic bags (at
least two in case of bone marrow donation), eacth wie
possibility of aseptic access.

14.3.6.2 Each bag must be labelled with the follkaywi
the specification of the content:
-“HPC, Marrow” ;
-“HPC, Apheresis”;
-“TC, Apheresis”;
UNI code of the unit;
donor's IBMDR identification code (the bag must aee\be
labelled with the donor's name or surname or offemsonal
data);
donor’'s ABO grouping and Rh typing;
the Collection Centre physician’s signature (reésab
the anticoagulant used and the total volume catgct
collection date and time, including time zone;
recipient’s identification code;
a biohazard label if the donor’s product could beehicle of
infectious diseases.

14.3.6.3 Each bag should be placed in an outeraswrt which is also
sealed to prevent leakage. Absorbent material rbaesplaced
between the primary receptacle and the secondagy ®he
absorbent material must be sufficient to absorbethige content
of the bags, in the event of leakage.

14.3.6.4 The second container should be enclosadigid container with
insulating properties in order to avoid damagesyigrnal agents.

14.3.6.5 The outer container must be correctlyllabevith the “Delivery
note” Form CP200 andForm CP201.

14.3.6.6 HSC or blood components must be shippedti@tperature from
2° C to 4 °C , and in any case below 10 °C unlafferdnt
specifications have been received from the TC.iDgymust never
be used.

14.3.6.7 Due to the importance of the material dpefransported, the
transport must be planned in order to ensure HSWedg at
recipient’'s TC as soon as possible: every efforstnhe made to
complete the infusion within 24 hours from collectitime, and in
no circumstances must it be completed, if possiblere than 36
hours after collection.

14.3.6.8 If HSC or blood components are transpoltgdair, they must
never be X-rayed when going through the airporusgcarea.
The HSC or the blood component bag may be showantb
eventually handled with extreme care by the autiesti The
isothermal container may be X-rayed, but only ifptied first.

14.3.6.9 The courier must keep the HSC or thecbtmmponent container
with him at all times, it cannot be loaded in tlagtage hold of an
aircraft and the courier must comply with thé&ethnical
requirements for transport of HSC for transplantatipurpose”—
Attachment T.

14.3.7 Labelling, packaging, documentation andsgparnt of CBU from a CBB to
TC

AN

ASANENENENEN
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14.3.7.1

14.3.7.2

14.3.7.3

14.3.7.4

14.3.7.5

Procedures for transport of cryoprese@®ds shall be designed
to protect the integrity of the CBU and the healtid safety of
personnel.

The transit time between the CBB and ifasl should be
minimal. Plans for alternative transportation in a@amergency
should also be made.

Cryopreserved units stored at a temperdtelow -150° C must
be transported in a liquid nitrogen-cooled "drypgar" that

contains adequate absorbed liquid nitrogen andbées validated
to maintain the temperature for at least 48 howggobd the

expected time of arrival at the receiving facility.

The dry shipper must contain a device ¢batinuously monitors
temperature throughout the shipment period.

The CBU bag must be labelled with the mum number of
details (partial label):
v the proper product name “HPC-Cord Blood”;
v' the unique numeric or alphanumeric identifier oé tbord
blood unit and the identity of the CBB.
Any bag bearing a partial label shall be accompmhimg the full
information (attached securely to the CBU on adgp or enclosed
in a sealed package to accompany the unit) thapeimends:
v’ date of CBU collection;
v" name and volume of any additives including antictegt and
cryoprotectant.
volume or weight of the CBU,;
product modifiers;
ABO group and Rh type;
HLA phenotype and techniques used for typing;
number of nucleated cells;
gender of CBU donor;
recommended storage temperature in degrees Celsius;
recipient’s identifier.

CARLRRR]

14.3.7.6 The dry shipper must be accompanied by“Bivery noté

Form CB200, Attachment M-CBU, Attachment U-CBU and
Attachment P-CBU.

14.3.7.7 The shipping methods shall conform to tewgs regulations

regarding the mode of transport of such devicas @Fy-shipper
kept in a vertical positionjttachment T-CBU.

15. MINIMAL COMPATIBILITY CRITERIA

15.1

Adult volunteer donor

15.1.1 According to the IBMDR Standards, if thesendt a specific protocol, a donor
is considered compatible for a given patient whegy tmatch at least for HLA-
AB specificities (molecular typing low resolutionlfield - if it discriminates
the pertinent serological splits) and DRB1 allel@solecular typing high
resolution — 2 fields -).

15.1.2 For all patients, younger than 66, affedtedliseases indicated ihable |11 -
Category A it is possible to select a donor with one speityfi mismatch,
following the below stated criteria:
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15.2

a) _patients younger than 1fismatching one antigen for either HLA Class |
(preferable) or HLA Class I,

b) _patients over 19mismatching one genetic characteristic for HLA $Sld
(different allelic group or serological specifigitgr for HLA Class Il (only
at allelic level). In this latter case it is reqiesk the allelic matching (2
fields) at HLA-A, B and C loci.

15.1.3 At the time of theFinal compatibility test§ the donor’'s HLA — ABC, DRB1,
DQB1, DPB1 loci should be defined by high resolatroolecular techniques —
2 fields-. In case of TC’s specific request or iccadance with specific
transplant protocols, the donor's HLA typing can bgtended to HLA-
DRB3/4/5, DQA, DPA, DPB loci. The results must leported in thé=orm
RC307 don.

15.1.4 According to specific transplant protocagproved by the pertinent IRB
(International Review Board), the International Tay select donors on the
basis of different compatibility, but the HLA maial criteria should not be
less stringent than IBMDR minimal compatibility tesiia.

15.1.5 In case of the selected donor has moregstiincompatibility criteria, the final
compatibility tests must be compliant with thosguieements.

15.1.6 Therinal Compatibility testsnust always comply at a minimum with #15.1.3.

15.1.7 At the time of theFinal compatibility teststhe recipient's HLA — ABC,
DRBL1 loci should be defined by high resolution neolar techniques and the
results reported in thieorm RC307 rec.

15.1.8 In the case of a donor being acceptableBlEOR must be informed in order
to start the work-up on the donor.

Cord Blood Unit

15.2.1 According to IBMDR standards, for an Italidi© a CBU is considered
compatible for a given patient when the antigen léndar typing low
resolution — 1 field - if it discriminates the pednt serological splits)
mismatches are, at most, two at HLA first classBApci) or one at HLA first
class and one at HLA-DRB1 alleles (molecular typilogv resolution — 2
fields). It is possible to select a CBU with a HIDRB1 antigen mismatching if
the difference is in reject direction.

15.2.2 The recipient's HLA typing must be repeatatl time of the Final
compatibility testsbefore selecting the CBU for transplant, to canfiat least
the minimal compatibility criteria (HLA-A and B lowresolution if it
discriminates the pertinent serological splits Bihd\-DRB1 high resolution).

15.2.3 According to specific transplant protocapproved by the pertinent IRB, the
International TC may select Italian CBU on the basi different HLA
matching criteria.

15.2.4 In the event of a CBU being acceptable fandplant, the IBMDR must be
informed in order to start the selection procedirthe CBU.

16. SEARCH PROCEDURE
16.1 A search of an adult donor or/and CBU is pgedifor all patients who can benefit

from a HSC transplant. When the curative effectttdd HSCT can be considered
certain and its indication proved, the diseasdassified in theCategory Aof Table
[11. The disease belongs to tBategory Bwhen the benefit from a HSCT is not so
certain; in this case the indication is not consadeabsolute but reasonableble |11
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16.2

16.3

16.4

16.5

16.6

16.7

16.8

16.9

16.10

16.11

16.12

16.13

indicates the diseases and their characteristicenmpliance with the indication to the
HSC transplant.

An HSC transplant from an adult donor mayb®tllowed when the patient’s disease
belongs to th€ategory C

An HSC transplant from an unrelated CBU isrpited for the diseases indicated in
Tablelll.

According to specific transplant protocols rappd by the pertinent IRB, the
International TC may select donors and /or CBUhenliasis of different criteria.

If a preliminary search~orm RC 300 - provides sufficient chances of finding a donor,
a search may be initiated — EMDISFarm RC 301 - when:

16.5.1 the disease fulfils the criteria listed iat€yory A or B ofTablell;

16.5.2 the patient must be under 66 years (ovarspecific transplant protocol is
followed);

16.5.3 the patient, eligible for HSCT and awaréhef possible risks, has signed an
informed consent form;

16.5.4 the patient is included in the waiting éthe designated TC;

16.5.5 the financial responsibility for the seareimd transplant is clearly
established.

If the patient’s disease or its descriptiveapeeters, do not belong to A or B categories
of Table Ill, the search procedure can be activated only a#eeiving GITMO
Commission approval.

Any communication among the involved structudering the search procedure must
be in writing and is regulated by IBMDR forms armgborts.

Any communications between the involved stmgg at all the search stages are to be
mediated by the IBMDR. Only at the time of the adidnor or CBU final selection for
transplant RPrescription of HS@r Formal request for a cord blood urshipmeny can

the TC and CC/CBB be in direct contact. The IBMDRstnstill be copied into any
communication.

The HLA patient’s typing, to be carried out &y EFI/ASHI accredited laboratory,
must be complete with the HLA | and Il class cheegstics, having also completed a
full typing on the patient’s family.

At the time of the search activation, thegpds typing must be a minimum of HLA A,

B LR and DRB1 HR and reported in tRerm RC 301. It is strongly recommended

that the patient's HLA-ABC typing is performed byolecular techniques at high
resolution.

The HLA patient’s typing must be confirmedadifferent blood sample from the one

used for the activating search HLA typing (§15.1.7)

Registration must be reactivated along witiea consensus from the patient, if the

search has been suspended due to the recipienfsrhlktyping or in the case of a

patient’s transfer to another TC.

Search for an adult donor

16.13.1 The TC will receive a full list of poteritidonors as the first response to
activating search.

16.13.2 It is possible to requeddR typing on HLA AB compatible donors through
EMDIS or by fax; the DC will carry out the test liow resolution molecular
techniques — 1 field -; class | typing is not uguedpeated at this stage.
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16.13.3 The IBMDR does not normally list donors wdr@ HLA-DR or HLA-AB
mismatched with the patients. On specific requ@¥|DR can provide the
mismatched donor list.

16.13.4 ‘Genomic typing on HLA-ABDR matched donors can be requested using
EMDIS or Form RC 305. In this case, the DC performs the tests reparted
(#11.5.7). At the same time, it is possible to esiuhe A, B, C, DRB3/4/5,
DQAL, DQB1, DPA1, DPB1 locus alleles definitiongetdonor’'s IDM and
blood group.

16.13.5 Before finally selection of an HSC dondre tTC must perform “Final
compatibility tests” to confirm both patient andndo HLA typing. The TC
may ask -EMDIS or~orm RC 306 - for a blood sample from an HLA -
ABDR matching donor. At this stage:

- the IDMs, performed by the pertinent DC, are senttite IBMDR
which, in turn, are forwarded to the TC;

—  the TC must confirm donor typing (standard 15.1.3);

- the TC must perform any other tests that are censitinecessary for
the transplant.

The IBMDR will reject requests that:

- need a blood sample of more than 40 mL. (including 10 mL.
necessary for performing the IDMs);

— indicate a preferred shipping date of more thanl&®@ after the request
date;

-  follow a non-contested shipment (e.g. deterioratime of anticoagulant
different from the requested one, etc.), on betfalfie same patient.

16.13.6 It is highly recommended that at leastHhé&-DRB1 high resolution typing
is also performed by the DC. In the case of a $ipa@quest, the sample for
“final compatibility testand the ‘molecular typin§ on HLA-ABDR match
donors can be requested at the same time. The eatoms performed by the
DC at this stage are listed in Standards 11.5.714r6110.

16.13.7 The TC is responsible for sending thim&l compatibility testsresults to the
IBMDR, within 50 days from the delivery of blood msple, indicating a
decision on donor acceptability - EMDIS Borm RC 307.

16.13.8 If, within 3 months from the donor accepigbthe IBMDR has not received
any communication, the donor will be released aitireturn to the active
donor search file. Through a written communicatjermitted once only, the
RC can request another 90 days of reservatiohelfltC asks for an HSC
donation, it must send the relevaRréscription for the collection of HSC
Form RC 308 andForm RC 308-m / RC 308-p.

16.13.9 The TC may ask for the HSC, only if thensiant is to be performed
immediately. HSC cannot be cryopreserved.

16.13.10 The TC may require a PBSC donation ifpient meets at least one of the
eligibility requirements established by GITMO Conttee:

— the patient is over 18 years old and enrolled ifova conditioning
protocol;

- the patient is in an advanced phase of the disease;
—  the recipient has a greater body weight than théteodonor.

16.13.11 Further to thePftescription for the collection of HSCif the donor is
considered a fit candidate for the donation andicuor his/her willingness to
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16.14

donate, the DC sends theérification of HSC prescriptidn- Form CD107

- and the Clearance of the HSC doripr- Form CD104 - to the TC. If the
donor is not fit or does not confirm his/her witiimess, the TC should receive
the “Cancellation of stem cell collectidf-orm CD108.

16.13.12 It is mandatory that the TC send the IBMIR answer using the form
“Verification of marrow prescription- Form CD107, the ‘Clearance of the
HSC donot, - Form CD104 - or the ‘Cancellation of stem cell collectitn
Form CD108. It must be signed by all the relevant medical pensh

16.13.13 The recipient’s conditioning regimen canbe initiated without having
received and accepted théléarance of the HSC doripr- Form CD104.

16.13.14 The TC has to consider, where feasibleorbefbeginning the
immunosuppressive regimen, the possibility of atifey the recipient’s stem
cells for an autologous recovery, in the event afufe of the allogeneic
HSCT.

16.13.15 The collected product can be infused elvéime product qualification test
results are still pending.

16.13.16 Where an excessive quantity of the cateproduct has not been infused in
the recipient -Attachment L-CSE -, the TC must notify the IBMDR using
the Form CP201.

Request of a CBU

16.14.1 At the moment of selecting a cord bloodt dor the first time, a report
containing the CBU available characteristics widl bent to the TC (Unit
report).

16.14.2 The CBB must send the CBU report, includirgresults of the investigation
performed at storage (Standard 12.3. and 12.4YhéoIBMDR within 3
working days from this first selection.

16.14.3 The TC can request (through EMDIS or by the “‘Molecular typing on
HLA matching CBUSs, specifying which HLA loci shoulde typed and at
which resolution level.

16.14.4 The HLA A, B, low resolution and DRB1 higgsolution typing results must
be sent to IBMDR within 15 calendar days from teguest date. The request
is no longer valid if the IBMDR does not receivee thesults within 20
calendar days-orm CB307.

16.14.5 If HLA A, B high resolution or any other HUoci typing, the CBB must
send the pertinent results to the IBMDR within 2feadar days. The request
iIs no longer valid if the IBMDR does not receivesukls within 30 calendar
daysForm CB307.

16.14.6 In the event of cancellation of the requiéshe test is still in progress, the
HLA results must be sent within the time specifabve.

16.14.7 The CBU becomeseuired when the TC requests services on it.

16.14.8 This fequired status is maintained for 60 days. After this pdrand with
no any other request from the TC, the CBU retuorthé¢ active search file.

16.14.9 Theftequired CBU are visible in the national and internatiosahrch files.

16.14.10 In the event of an initial match or afiee compatibility tests the CBU is
considered suitable for transplant, the TC can esgto reserve the CBU
which acquires the status ok%ervet

16.14.11 The CBU isréserved for a period of 60 days. After 60 days, withoutya
written request of extension, the reservation esuirThrough a written
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communication, permitted once only, the TC can estjanother 60 days of
reservation.

16.14.12 Thereserved CBU cannot be selected for other patients anchatevisible
in the national and international search files.

16.14.13 The TC may request the shipment of a Ceference sample (DNA or
cryopreserved blood sample, depending on avaitgbitknd/or maternal
serum if available, only if the CBU is selected foansplant, having using
completed the relevant fornFérmal request of a CBU shipmént Form
RC308 cb.

16.14.14 Once the CBU sample has been received,Ghis responsible for sending
the “HLA typing results Form RC307 cb.

16.14.15 The selection for transplant of the CBWdampleted by sending to IBMDR
the “Formal request of a CBU shipmé&nrt Form RC308 cb only after the
recipient HLA typing confirmation by the TC has beeompleted as
specified in #16.11.

16.14.16 Following the Formal request for a CBU shipméntForm RC308 cb, the
CBB should send theCBU procurement schedu)e Form CB107.

16.14.17 Before the CBU shipment, the tests ligteéstandards 12.3 and 12.4 must be
completed. The CBB must also provide:

* QC results performed on the CBU attached segment

— CB cells viability;

— CB HLA typing to check the donor’s identity as wa# to confirm
the previous reported results (A, B LR and DRB1*)LRorm
CB307,

- CFU;

— TNC count;

— Total number of CD34 cells (not obligatory but High
recommended);

the CBB must communicate the acceptable rangesCov&jidation, the

date of the tests and the utilized method to the TC

In the event that CBU attached segments are noetoagailable for
testing, the TC must be notified well in advancetisat plans can be
made to continue or decline further pursuit of tDBU.

» Confirmation of the CBU identity and of inheritedatarnal haplotype,
through HLA typing or through any other validatedqedure, described
in the CBB policies;

* mother and baby’s follow up, if it has not yet beanried out.

16.14.18 The above listed QCs must be scheduledthbey CBB in order to

communicate the pertinent results to the For(n CB104) before the CBU
shipment (generally 15 days after the request).

— With the exception of HLA and cells viability, ihé¢ other QCs results
are available only after the scheduled shipmene,diéite CBB must
inform the TC as soon as possible.

- If a CBU segment is no longer available or the @@sge already been
performed in the previous 12 months, it is posstbleelease the unit,
without repeating them. The TC must be informeddvance so plans
can be made to continue or decline further purduitis CBU.
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- If the TC considers the transplant procedure targent and there is not
time to wait for QC results (with the exceptiontbé CBU HLA typing
and the confirmation of the donor’s identity), th€ must specify, in
written, the urgent nature, taking responsibility this decision and
having obtained a specific informed consent fromghtient. The urgent
procedure must be notified to the CBEerm CT 306-cbu.

— No further tests are permitted on the donor afterdollection of CBU.
Any additional tests requested by the TC must bdopwed on the
available maternal or CBU samples.

16.14.19 The CBB must send th@uality Control results- Form CB104 to the TC
before release of the unit and as quickly as ptessib

16.14.20 The CBB must send th€dncellation of CBU shipmeéntorm CB108 to
the TC if it is no longer possible to ship the CBU.

16.14.21 Every form and written communication mhstsigned by the competent
supervisor/director and the IBMDR should be copi@ato every
communication.

16.14.22 The recipient’s conditioning regimen skaubt be initiated before the arrival
of the CBU at the TC.

16.14.23 Prior to the conditioning regimen of teeipient, a verification typing (low
resolution for HLA-A, B and DRB1) must be performagdon reception of
the shipped unit on a segment attached to theitiaitailable. Otherwise this
step can be performed after transplantation aftawing the unit — Form
RC307-cbu.

16.14.240nce the transplant has been performed, the TC st the CBU
released follow up- Form CBU 201.

16.14.25 Once an unrelated CBU has left the CBBnwes it cannot be returned to
the general CBB inventory. It is mandatory to cominate to IBMDR if the
transplant has been postponed and, if the procesldefinitively cancelled,
the unit must be destroyed. If the CBU is not iefishe CBB must be
informed using thé&orm CBU 201.

16.15 At any stage, the search procedure can Ippesdoby the TC through EMDI$,0orm
RC310 “Cancellation of search The IBMDR is responsible for communicating, as
soon as possible, the cancellation notice to tleyaat DC/CBB in order to stop, where
possible, the pending requests.

16.16 IBMDR must receive a nefsorm RC301 to re-activate a search procedure. In the
event of reactivation following failure of previouslogeneic transplants, the new
application must be first submitted to the GITMOn@uission.

17. REGISTRATION OF INTERNATIONAL PATIENTS IN THEBMDR

17.1 The IBMDR can accept a request on the beliddreign patients only if it comes
from a National Registry (Hub) or directly from &BMT accredited TC, in
absence of a National Hub.

17.2 Any preliminary enquiry and formal search megjumust be sent to the IBMDR
though EMDIS or by using the appropri&ter m RC300 / RC301.

17.3 The IBMDR is the sole intermediary between #@ and DC/CBB; all the
communications must be addressed to the IBMDR, mxite those specified in
standard 16.8.

17.4 The TC, after having performed a HSCT usindBMDR donor, must update the
IBMDR about the patient’s healti~orm RC311.
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Table Il — Indicationsfor MUD BMT according to Disease category
Disease Category A Category B Category C
APPROVED EXPERIMENTAL NOT APPROVED

APLASTIC ANAEMIA

FANCONI Anaemia
SAA (after an IS cycle
for patient over 18)

Severe Aplastic Anaemi
transplanted with a CBU

ACUTE LEUKAEMIAS

Relapsed or refractory acute

polichemotherapy

LYMPHOBLASTIC and Comblete Remission Refractory AML myelogenous leukaemia with
MYELOGENOUS P peripheral blood blasts
CHRONIC MYELOGENOUS st d -
LEUKAEMIA 1% CP, AP, 2°CP In blast crisis
MYELOFIBROSIS | All phases except the In blast crisis
Agnogenic Myeloid Metaplasi  blastic transformation
Relapsed/ resistant to . . :
NON HODGKIN aut(F))Io ous and Jor frontline Aggressive lymphomas in real
LYMPHOMA /CLL 9 progression

HODGKIN LYMPHOMA

Relapsed/ resistant

Aggressive lymphomas in rea
progression

MYELODYSPLASIA

Risk medium/high

Low risk

MULTIPLE MYELOMA

Chemorefractory/stable

after induction answer

chemosensible relapse),

Chemorefractory in progression

NEUROBLASTOMA

In accordance with
approved protocol

SOFT TISSUE SARCOMA

In accordance with
approved protocol

INHERITED DISORDERS

At diagnosis or in
accordance with protoc

(¢

(see enclosed list)

Requirementsf

or Categories

IRB approved protocol

EXPERIMENTAL

protocol is required

Age Required Match level
Category A In accordance with the
APPROVED Up to 66 minimum IBMDR Not required
criteria
Category B For patients >= 66 and ¥ In accordance with the
gory 70 an IRB approved approved protocol YES

criteria

38



Standard IBMDR - Version January 2013

INHERITED DISORDERS BELONGING TO CATEGORY A

A) PRIMARY IMMUNE SYSTEM DISORDERS
1. SevereCombined Immunodeficiencies (SCID)
Reticular Dysgenesis
Adenosine Deaminase Deficiency
Absence of T and B cells SCID
Absence of T cells, Normal B cell SCID
Common variable immunodeficiency (CVI)

2. Severelmmunodeficiencies
Immunodeficiency with polyendocrinopathy, enterdyyaX-linked
X-LP Syndrome (Duncan Syndrome)
Omenn’s Syndrome
Hyper-IgM Syndrome
Nucleoside Phosphorylase Deficiency
Deficiency associated with HLA Class Il antigenpm@@ssion
Shimke Syndrome

3. Syndromic Immunodeficiencies
Wiskott-Aldrich Syndrome
DiGeorge Syndrome
Chediak-Higashi Syndrome
Nijmegen Syndrome

4.  Phagocyte Disorders
Agranulocytosis
Protein Adhesion Deficiency
Haemophagocytic lympho-histiocytosis (HLH)
Langerhans cells histiocytosis (LCH)

B) INHERITED DISORDERS
1. Haematological disorders

* Diamond-Blackfan Anaemia
*Sickle-cell Anaemia

*Thalassemia Major

Congenital Discheratosis

Glanzmann Thrombasthenia

Congenital Amegakaryocitosis
Thrombocytopenia-Absent-Radius (TAR) Syndrome
Granulocytic chronic disease

Osteopetrosis

C) LYSOSOMAL DISEASES
1.  Mucopolysaccharidosis
Hurler Syndrome (MPS | H)
Scheie Syndrome ( MPS | S)
Hunter Syndrome ( MPS 1)
Maroteaux-Lamy Syndrome ( MPS V)
Metachromatic Leukodystrophy
Globoid Cell Leukodystrophy (Krabbe disease)
2. Sphingolipids
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GM1-Gangliosidosis
3. Others
Farber Disease
Mannosidosis
Mucolipidosis type I
Fucosidosis (Tay-Sachs Disease)

D) NON-LYSOSOMAL DISEASES
Adrenoleukodystrophy

* transplant protocols requiring different compaitity criteria from the standard. The
CBU transplant requires an IRB approved protocol.
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