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WORLD HEALTH ASSEMBLY
RESOLUTION WHO 63.22

Resolution 63.22 of the World Health Assembly
was adopted in 2010 and gave WHO a mandate
to facilitate Member State access to appropriate
informations on donation, processing and
transplantation of tissues, cells and organs,
including data about serious adverse events and
reactions.
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NOTIFY PROJECT

K¥ Organization

Centro Nazionale Trapianti

Sharing vigilance experience and
knowledge globally
- the NOTIFY Project (WHO)
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WHO Consultation on
Vigilance and
Surveillance for Medical
Products of Human
Origin NOTIFY LIBRARY
PROJECT — First
Technical Meeting

Barcelona, February 23-25

()

NOTIFY Project: timeline

NOTIFY project Second
technical meeting

Rome, November 28-29

()

Workshop with NOTIFY
experts: How to build a
vigilance system?

1st African Society for Organ
Transplamtation, Sth Egyptian

Transplantation Society
meeting

Cairo, October 18

()

e

Strategy for the NOTIFY
project as a global V&S
supporting system

Bologna, December 1-2

Joint global initiative (WHO, CNT, SOHO V&S) to raise the profile of
V&S of SOHO. Adoption of Resolution 63.22 by the World Health

Assembly in 2010 “provide all Member States information about donation,
processing, transplantation of tissues, cells and organs, including data about serious

adverse events and reactions».
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Global Vigilance
Networking for safer
transfusion,
transplantation and
assisted reproduction.
A Joint Meeting of EU VISTART

Joint Action and the WHO
Notify Project.

BANC DE SANG
I TEIXITS

Keeping MPHO safe -
monitoring adverse
outcome and scanning
for new threats.

A Joint ECOC and WHO NOTIFY
project meeting.

Virtual, October 1-2

OCATT
Organitzacié Catalana
de Trasplantaments
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NOTIFY PROJECT: MAIN COMPONENTS

1. NOTIFY website: http://www.notifylibrary.org

2. NOTIFY Booklet

3. NOTIFY Library ;=|,H J\i_ NOTIFYLIBRARY
The Global Vigilance and Surveillance Database for Medical Products of Human Origin

ND ASSISTED REPRODUCTION
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NOTIFY WEBSITE
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Centro Nazmna Ie Trapianti
Italian Mational Transplant Centre

The Global Vigilance and Surveillance Database for Medical Products of Human Origin
TRANSPLANTATION, TRANSFUSION AND ASSISTED REPRODUCTION

THENOTIFY PROJECT -+ SEARCH LIBRARY

History
Whio we are
Interiews
Llseful links
: Bibliographic lis
1sultation
Add ar update record

Editorial Group

NOTIFY BOOKLET +

1 Introduction

2 The hiain for
MPHO

3 History of Wigilance and
Sumeillance

4 Medical products of
Human Crigin (MPHO)

a glohbal
governance of MPHO

far health authorities

'WHO Collaborating Centra
ot Wigilante and Surveillanes far
Fuirnsh Calty, Titises and Oigans

BACKGROUND DOCUMENTS

REMCE

MIGILAMCE GLIDAMNCE
DOCLUMEMNTS
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NOTIFY WEBSITE

The website is maintained and updated on this platform and is intended as a
communication hub for institutions and organisations worldwide collaborating in the
facilitation of access to Vigilance and Surveillance information.
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The Global Vigilance and Surveillance Database for Medical Products of Human Origin e e
TRANSPLANTATION, TRANSFUSION AND ASSISTED REPRODUCTION T
THE NOTIFY PROJECT + SEARCH LIBRARY NOTIFY BOOKLET + BACKGROUND DOCUMENTS +

Welcome to the NOTIFY Library site where experts from across the globe collaborate to share
didactic information on documented adverse outcomes associated with the clinical use of human
organs, blood, tissues and cells. The data presented on the Notify Library site should be seenin
the context of impressive success stories in transplantation, transfusion and assisted
reproduction across the world.

Health

Authorities

Library Public
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NOTIFY CONSULTATION GROUP

, O\ . N O T l F Y L I B RARY Centro Nazionale Trapianti

Italian National Transplant Centre

The Global Vigilance and Surveillance Database for Medical Products of Human Origin :mm! ri P
TRANSPLANTATION, TRANSFUSION AND ASSISTED REPRODUCTION Hvin Colls Tttt e
THENOTIFY PROJECT + SEARCH LIBRARY + NOTIFY BOOKLET + BACKGROUND DOCUMENTS +

Welcome to the NOTIFY Library site where experts from across the globe collaborate to share
didactic information on documented adverse outcomes associated with the clinical use of human
organs, blood, tissues and cells. The data presented on the Notify Library site should be seen in
the context of impressive success stories in transplantation, transfusion and assisted
reproduction across the world.

[ ? 1 Ask our experts for advice on vigilance and surveillance g/

- Inform ws of a case/reference For the Library
4 -1
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NOTIFY BOOKLET
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2L ) NOTIEFYLIBRARY
Tha Glebal Vsgitance and Sarveiilance Database for Medical Prodects of »uwm 0 Cbemwratng Cosbe.
1INTRODUCTION
2 THE V&S CHAIN FOR MPHOs

3VIGILANCE AND SURVEILLANCE:
HISTORY AND BASIC ELEMENTS

4 MEDICAL PRODUCTS OF HUMAN ORIGIN
(MPHO) - DONATION AND ETHICS

5TOWARDS A GLOBAL GOVERNANCE OF
MPHO

6 THEVES SYSTEMIS PRIMARILY A
RESPONSIBILITY FORHEALTH Vigilance and Surveillance (V&S) of Medical Products
AUTHORITIES of Human Origin (MPHO)

70RGANIZATION FOR A COMPREHENSIVE -
VIGILANCE & SURVEILLANCE SYSTEM

8 VIGILANCE & SURVEILLANCE -
RECOGNITION RELIES ON HEALTH CARE
STAFF

9INVESTIGATING OCCURRENCES THAT

Search
COULD CAUSE AR - LEARNING FROM o :
\! FT
e » 1INTRODUCTION Library

o 2THEVES CHAIN FOR MPHOs

Health

Authorities

10 PROJECT NOTIFY

Interactive Booklet through an index
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* publically accessible online database of didactic —
cases of severe adverse reactions and events L O —

CRLT SELRCH LERLET T RCRLET

 from procurement and processing to clinical
application of blood, organs, tissues and cells used in
transfusion, transplantation and assisted reproduction

e collected and analyzed by dedicated editorial groups
of international experts, regulators and clinicians and
linked to their source reference:

v’ literature review (published articles in

scientific journals and/or books)

v’ case reports from regulatory or

professional vigilance programs (grey
. Library Authoribes
literature)
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WHO WE ARE

Massimo Cardillo
General Director - CNT, Rome

Beatriz Dominguez-Gil
General Director - ONT,
Madrid

Yuyun eryuringsih ]

Team Lead Blood and other Product of Human
Origin Department - WHO, Geneva

D. Michael Strong
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NOTIFY LIBRARY: ADVERSE OCCURRENCE DEFINITIONS

1. Severe Adverse Event (SAE): any untoward occurrence, associated with the
chain, from donation to transplantation that might lead to the transmission of
a communicable disease, to death or life-threatening, disabling or
incapacitating conditions for patients or which results in, or prolongs,
hospitalization or morbidity. In the NOTIFY project these are referred to as
cases of ‘Risk of Harm’.

2. Severe Adverse Reaction (SAR): any unintended response, including a
communicable disease, in the living donor or in the recipient that might be
associated with any stage of the chain from donation to transplantation that
is fatal, life-threatening, disabling, incapacitating, or which results in, or
prolongs, hospitalization or morbidity. In the NOTIFY project these are
referred to as cases of ‘Harm to Donor’, ‘Harm to Recipient’ or ‘Harm to
Fetus/Offspring’.
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NOTIFY LIBRARY: SEARCH PAGE

Adverse occurrence search

Adverse occurrence type

[Expand 2ll] (Clear) FREE
Harm to a Recipient - S EA Rc H

Harm to a Donor T
Harm to a Fetus or DFfspring v
Risk of harm Keywords
Medical Products of Human Origin type - MPHO [s=srches keywords identiied by the Notify sditors)
(Expand all} (Clear) Free text
Organs
Blood [searches the text in the database cases and inchudes alerting signals innputability ard keywords)
Cells Notify Library Record ID
Tissues
Reproductive [searches by Notify Library Record 1D for multipks records separated by comnimnas)
Derived medicinal producks Limit results 100 per pame i
Other

Frint'Save selacted items Mew search
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NOTIFY LIBRARY: SEARCH RESULTS

Search criteria:

Adverse occurrence: Rick of harm

Medical Product of Human Origin type - MPHO: Tissues »» Ocular 64661 Li, J¥.

Feedback questionnaire International Journal of Eye Banking 2016 4 (1) 1-4

[ JRecord ID

Adverse occurrence

Donors with melznoma history: the rick to ooular tissue redpients

kE

[]i683

Adverse socurrence description: Sunject review: Donors with melsnoma history and rigk to ocular Hesee recipients

Bdverse occurrence bypeRiz« of harm = Qinar

MPHO bype: Tizzves =2 Dovlar =2 Comes

Time to detection: 2 rmanths

Alerting zignals, symptomes, evidence of oocurrence: Recipient deveoped ooular malznama within tws maning -:n‘ﬂ..lrger:,-.

Estimated frequency: Rare: Review article written in resoonss o single case repart of melanoma transmission Following keratolimbal alograft No sisting resarisin
iterature documnenting melanoma transmizsion from corneal transplant. Based on the cass renort 2 moratoriem on vse of ocular bzsee from donors with melanoma
(restricted From 2l vs=) and donors with metastatic solid furnars [not to be released For use of vasoular components) was issued in February Z015 bo be reviewed by the Bye
Bank Assoriation of America in October ZHE.

Demanstration of Imputability or Root cause: Donar had history of mafignant melanoma.

Imputability grade:

Expert comments For publication: Articke was written 25 2 review at the bime of active discussion regarding the appropriste response bo the cited case report |t is pointed

out that donors with sobd bernors constitube 30-48% of the ocular donor pool In e case of melanoma. micrometastases raies concern for the possiblity of transmission bt

in practice this has not been seen. Possible factors contributing bo the a bsence of known transmissions inchade the avastular nature of cornea and absence of
immunosuppressive drugs. | is also nobed that vasoularzed ocular components [swch as keratolimbal a u:ugraFSJa 50 requine IMMunoswppression and may have umor
transrission risks mare similar b solid argan transplants. The arficke discusses the need to balance restoring sight and patient afety inthe dfficult ssiting of Brnited available
evidence

Keywords:
e e

w

| reference
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NOTIFY LIBRARY:
ADVERSE OCCURRENCE TYPE TAXONOMY (extract)

Viral
g recton [ 2 -

TO A RECIPIENT

» Immunological complications
Malignancy

Miscellaneous complications
HARM TO A DONOR -

ADVERSE Non-infectious
OCCURRENCE Non-malignant transmissions W

HARM TO A FETUS
OR OFFSPRING

STRUCTURED

DATABASE SEARCH

RISK OF HARM
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NOTIFY LIBRARY:
UPLOADED RECORDS BY ADVERSE OCCURRENCE TYPE (n=1,733)

H Infection
14: 1% . transmission

287:17% 404: 35% H Clinical
complications

B Malighancy
transmission

® Living donor
reaction

B Genetic

247:14% (fetus/offspring)

H® Risk of harm

356;20%

| 2,635 REFERENCES INDEXED |

last update September 30, 2020
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NOTIFY LIBRARY: MPHO TYPE TAXONOMY

\ \
MPHO-derived
medicinal products
Cell derived medicinal
products
Plasma derivates
Tissue derived medicinal
products
Tissue and cell derived
medicinal products

\

é

Tissues Cells Blood Reproductive

lé

Y Adipose tissue Adipocytes Cryoprecipitate Embryo

Fecal microbiota
Topical products
of human origin

Amniotic
membrane

Chondrocytes Granulocytes Oocyte

4 Cardiovascular

-

Fibroblasts Ovarian tissue

Dura mater

Genetically

modified cells Platelets

v
g
B
sl
-

HPC

Larynx

™Y Musculoskeletal Red blood cells Testicular tissue

Pancreas

Whole blood

Hepatocytes

L__
e
e
o
y =
g
gt
==

Combined
Small bowel

Keratinoctyes

Parathyroiid

Composite
glands

tissue grafts Leukocytes

STRUCTURED

Placenta

Combined Limbal cells

Mesenchymal
Trachea stem cells

DATABASE SEARCH

Type not
specified
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NOTIFY LIBRARY:
UPLOADED RECORDS BY MPHO TYPE (n=1,733)

18: 1%

73; 4%

B Organs
97, 6%

N Blood

166; 9%
m Cells (HPC)

725; 42% m Tissues (non

ocular

Oculartissue

340: 21% B Reproductive
tissues and cells

m Other

294; 17%

I 2,635 REFERENCES INDEXED I

last update September 30, 2020
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Case examples from the Notify Library (1)
[]1682

Adverse occurrence

Adverse occurrence description: Subject review: Cornea transplantation from donors with cancer

Adverse occurrence type:Risk of harm =3 Other

MPHO type: Tiszves => Dcular = Comnea

Time to detection: No cancer transmission seen. Recipients were followed for an average of 641 months [range 30-86 months).

Alerting signals, symptoms, evidence of occurrence: None in recipients.

Estimated frequency: In this series, 204 of 588 corneal doners (34.7%4) had cancer. OF the cancer donors, 56.8% had solid cancer and 13.2% had
hematological cancer. No cancer transmission was seen in 325 recipients.

Demonstration of Imputability or Root cause: Histologic study of the enucleated donor eye showed micrometastases in two cases. Une doner with breast
adenocarcnoma showed a single focus of malignant cells in the posterior pole, in the choroid. One donor with chrenic myeloid lewkemia showed leukemic
infiltrates in the anterior and posterior poles. mainly in sclera and episclera with occasional foci in chereid and iris. None of the recipients developed cancer
with 6.5 and b year follow up.

Imputability grade:

Expert comments for publication: (n the basis of their review, the authors suggest that in cases of donors with cancer: | eyes with macroscopic tumor
masses should be rejected: 2 cornea and anterior chamber should be examined by slit lamp to discard those with tumer infiltration; 3. histopathological
study of the eye should be performed prior to corneal transplantation and cornea should be rejected in cases of tumer cellular infiltration. They alzo

recommend careful recipient Follow up during the first two years after transplant

Keywords:

) [ 0 £ () I

Lopez-Navidad, A, et al. Corneal transplantations from donors with cancer. Transplantation. 2007 May 27;83(10):1345-50
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Case examples from the Notify Library (2)
Record ID
p 'OCULAR TISSUE - HARM TO A RECIPIENT

Adverse occurrence

Adverse occurrence description: Rabies Virus

Adverse occurrence type:Harm to a Recpient =» Infection =» Viral => Rabies virus

MPHO type: Tissues =» Ocular => Cornea

Time to detection: 25 - 40 days

Alerting signals, symptoms, evidence of occurrence: Recipient |: Post p ay 28 presented with nausea and paresthesia of lips progressing to
hydrophobia and death within two days. Recipient 2: Presented post op day 40 with vomiting and weakness.

Estimated frequency: N/A

Demonstration of Imputability or Reot cavse: Two recipients of comeas from the same donor developed rabies. Recipient |, had diagnosis on
post-mortem brain tissue using WHO-recommended |aboratory techniques For FAT, RTCIT and MIT (all positive). Recipient 2. Salva. blood and C5F using the
MIT test. positive FAT on Brain, RTCIT on Brain and saliva, MIT on Serum, Monoclonal antibody test on serum. FAT Fluorescence antibody test; RTCIT rapid
tissue culture infection test; MIT mouse inoculation test; MNT mouse neutralization test

Imputability grade: 3 Definite/ Certain/Proven

Expert comments for publication:

Keywords:

FAT (fluorescent antibody test) f§ RTCIT (rabies tissve culture infection test) l§ MIT (mouse inoculation test)

Simani S, et al. Six fatal cases of classical rabies virus without biting incidents, Iran 1990-2010. J Clin Virol. 2012 Jul;54(3):251-4
Bhaumik S. Rabies after corneal transplantation: non-canine rabies and eye banking. Natl Med J India. 2012 Jul-Aug;25(4):249
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Case examples from the Notify Library (3)

o 'OCULAR TISSUE -~ RISK OF HARM

Adverse occurrence

Adverse occurrence description: 40 sclera destroyed because of blue spots

Adverse occurrence type:Risk of harm =» Loss => Large quantity of unmatched MPHO

MPHO type: Tissues =» Deular =» Sclers TRIP annual report 2010 Tissue Vigilance 2010
Time to detection: N/A
Alerting signals, sympkoms, evidence of occurrence: [etected by treating physician before transplant

Estimated frequency: This problem happened before in 2003 at the same tissue establishment

Demonstration of Imputability or Root cause: nvestigation by biszue establishment: used materials. electron microscope scan. experiments with used

meterial. Cause most likely originating from disposables. 40 sclera in stock also had blue spots and were destroyed.
Record ID

[]720

Adverse occurrence

Adverse occurrence description: Comea with contact lens supplied for transplant

Adverse occurrence type:Risk of harm =» Unzuitable MPHO releazed for clinical uze - no harm

MPHO type: Tiszves => Ocular => Comnea

Time to detection: N/A

Alerting signals, symptoms, evidence of occurrence: Bvidence of a poor in situ inspection before retrieval. or inadequate recovery technique. may be

discovered by the surgeon upon receiving the tissue, or at the time of surgery: an irregular or insufficient scleral rim. uveal tssue or lens residues. a contact

lens still present
Estimated frequency: N/A Eh.renhaus, M.P, et al. Eye bc:mkmg error: report of a donor cornea
with a soft contact lens left in place. Cornea 2006; 25 (3) :359 - 60

Demonstration of Imputability or Reot cause: Self evident
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Case examples from the Notify Library (4)

The Motify Library iDElllvl_:lE'S some  well-
G'.“de tO the Quallty documented cases of adverse reactions and adverse

events in transplantation of ocular tissue; for example:
and Safety Of the Herpes simplex virus (HSV) by cornea

LI USYDEQINRGY oospianison was conirmed by polymerae

chain reaction-based DNA fingerprinting
umber 420);

+ In Record Number zo, a transplant-acquired
diagnosis of rabies is supported by temporal as-
sociation of the recipient’s illness, lack of other
exposure to rabies and the retro-orbital pain of
the recipient of the corneal transplant;

« In Record Mumber 338, a case of transmission
of T-cell lymphoma is described, whereby mo-
lecular analyses were used to detect the same
alleles in HLA-DQa testing of the recipient
and donor of the graft;

+ Record Number 720 reports a case of donor
ocular tissue being examined and then shipped
to the eye bank with a contact lens on the
cornea, thereby highlighting the importance of
in situ inspection before recovery;

+« Record Number 1663 describes metastases

BIBEE w.edam.eu EDQM from a cholangiocarcinoma in the vascularised
: ’A_J)'« v ,n.;mﬂm;wnm " 4th Edition limbal region of a corneoscleral disc. There was
¢ B rcebockc sepomccundiomiumcpe 2019 no evidence of transmission to the recipient of

the avascular corneal graft. The authors recom-
mended that tissue from donors with a history
of malignancy should not be used for limbal

allografting [14].
2 y  easCie Further cases of adverse outcomes associated
e 2 _ with ocular tissue can be found in the Notify Library
i, e at www.notifylibraryorg. The database is publicly

accessible and can be searched by the substance
type, adverse occurrence type and record number. A
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WORLD HEALTH

ORGANISATION (WHO)

. . , AND WORLD HEALTH
Welcome to the NOTIFY Library site where experts from across the glo/ EEEETERaWNIEr

didactic information on documented adverse outcomes associated SARS-Co\-2
human organs, blood, tissues and cells. The data presented on the Not e

[
seen in the context of impressive success stories in transplantation, t
VIGILANCE GUIDANCE
DOCUMENTS

VIGILANCE AND
SURVEILLANCE

REPORTS

9

[ Ask our experts for advice on vigilance and surveillance Inform us of a case/reference for the Library

A new section for
released by health authorities or professional societies is now available

under Background documents. The links are being constantly updated as
new information comes in. Further recommendations on COVID-19 out-
break and Rapid Risk assessment are available at the link:

. and additional recommendation on
(latest Update April2020)
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CONCLUSION

Notify is a joint Global initiative that supports the sharing of
published vigilance information for teaching purposes and greater
public transparency on the use of Medical Products of Human
Origin.

The Notify Library is the first database that aims to organize the
current knowledge about serious adverse events and reactions of
organs, blood, tissues, cells and ART available globally in a single,
publically accessible database.
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THANK YOU

Centro Nazionale Trapianti
Italian National Transplant Centre
‘y’ \) WHO Collaborating Centre

v\‘l Y on Vigilance and Surveillance for
)

2><% Human Cells, Tissues and Organs



