TISSUES, INTERNATIONAL COLLABORATION
AND VIGILANCE

R. Jashari, MD, FETCS
Cardiac Surgeon, Director of EHB
Saint Jean Clinic, Brussels, Belgium
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Distribution of allografts
ALLOGRAFTS ( Valves + Ateries) IMPLANTED BY COUNTRY

. cerr TR |
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2002 | 2003 | 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016
OBelgique | 177 | 203 | 205 | 232 | 200 | 200 | 190 | 206 | 193 | 191 | 192 | 181 | 225 | 188 | 213
BFrance 75| 68 | 60 [ 56 | 75 | 76 |94 | 76 | 97 | 108 | 123 | 100 | 93 | 75 | 89
OGermany | 66 | 58 | 89 | 66 | 70 | 83 | 72 | 93 | 106 | 117 | 132 | 92 | 53 | 49 | 105
OSwitzerland| 49 | 56 | 77 | 69 | 71 | 72 | 49 | 67 | 71 | 72 | 65 | 75 | 75 | 61 | 58

Year

OTHER COUNTRIES: AUSTRIA, CROATIA, GREECE, HONG KONG, HUNGARY, LUXEMBURG, MOLDAVIA,
NETHERLANDS, NEW ZEALAND, SAUDI ARABIA, SLOVENIA, SERBIA, TURKEY, UK,




DIVERSE REGULATIONS WITHIN E.U. M.S.

 COMPLEX (DIVERSITY IN) RULES OF EXCHANGE
(TRANSFER/EXPORT/IMPORT) OF TISSUES BETWEEN THE MS

* DIFFERENCES IN DONOR ACCEPTABILITY (CAUSE OF DEATH, DURATION OF
POSTMORTEM DELAY, DONOR AGE, ....)

* DIFFERENCES IN SEROLOGY TESTS (HEPATITIS B IMMUNISATION, HTLV, NAT,

* COOPERATION WITH THIRD COUNTRIES (NON E.U.M.S.)

e THE ALLOGRAFT MAY BE TREATED IN EUROPE UNDER THE “TRANSIT” STATUS




INSIDE A TISSUE BANK QMS: validation of transport and storage of
Human Body Substances (HBS) for allograft preparation

NGAKAM N. R., AKANYI H. N., VAN HOEK B. and JASHARI R.
European Homograft Bank (EHB), International Association, Brussels, Belgium

INTRODUCTION/AIM

Tissues quality is highly dependent of HBS's max.).Goal of these experiments was to ensure, 2 different types of insulated polystyrene boxes
storage and transport conditions while being ~ taking into account the worse case scenarios  (coefficient of thermal conduction = 0.034
transported from the procurement centre. The (transport and storage below 0°C or above W/m.K) containing ice: a big one (volume
transport conditions of HBS from procurement 30°C), that the materials and procedures used 31.07L; thickness 3 cm) and a smaller one

until processing in the tissue establishment daily are able to ensure the latter 2 conditions. (20.45L; thickness 4 cm).

must be stable and accurate (i.e. sterilely, ata  Procedures consist in putting the box or bag
temperature between 0.3 and 8.0°C, for 24h  containing HBS and physiological solution inside

MATERIAL AND METHODS

Escort temperature recorder+
Maten'm' . external temp. sensor

*Insulated boxes in polystyrene:

-Type 1: Size : 41x31x31 cm  Thickness: 3 cm

-Type 2: Size : 37,5x24, 5x25,5cm  Thickness: 4 cm

*Escort temperature recorder

*Wet ice: solid form of water, melting point= 0°C under atmospheric pressure

Internal temperature

Methods:

»Scenarios: transport/storage round -18°C (i.e. winter), 5°C (i.e. fridge), 24°C (i.e.
room temperature) and 30°C (i.e. heat wave)

sEstimation of the theoretical amount of ice needed (in each scenario and taking
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In LNV (DS); temp < -130°C

In Dry Ice (DI), -76°C
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Validation of shipment in Dry Ice (DI), -76°C

Résultats de I'enregistrement
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Tempeéerature maximum: -152.7 °C; 25.8ep.2012 06:10:59 Demarrage transit: 24 . Sep.2012 14:25:59
Température minimum: -193.9 °C; 24 . Sep.2012 18:22:59 Arrive: 25.Sep.2012 15:55:25
Température moyenne: -185.8 °C Alarme a: aucun
-161.1 °C Fichier crée: 25.Sep.2012 15:57:36
. . ! : . e mamaeee i
S r . W R P -
16:00:00 20:00:00 00:00:00 04:00:00 08:00:00 12:00:00
24 Sep.2012 24 Sep.2012 25 Sep.2012 25 Sep.2012 25 Sep.2012 25 Sep 2012

Monitoring during the shipment in LNV (DS); temp < -130°C




ALLOGRFT THAWING AND DMSO DILUTION
INSTRUCTIONS

2. Water Bath (37-42°C ), 5-6min




A (5 CONTROL OF ALLOGRAFT AFTER THAWING

SAINT-JEAN

TO RIGHT: PV, AV, MV, DA)
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INCORRECTLY PRESERVED ALLOGRAFT: CRYOPRESERVATION,
STORAGE, TRANSPORT OR THAWING PROBLEM?



SERIOUS ADVERSE EVENTS/REACTIONS

 CAN HAPPEN/APPEAR IN ANY STEP OF THE TB ACTIVITY

— FROM THE DONOR SELECTION TO THE ALLOGRAFT CLINICAL APPLICATION
— NEED FOR TRACEABILITY OF ALL STEPS, MATERIALS, PERSONS INVOLVED IN EACH STEP

* INVESTIGATION OF ALL STEPS AND PERSONS
— FIND OUT THE REASONS

* EVALUATION OF THE IMPUTABILITY& CONSEQUENCES
—  ESTIMATE THE CONSEQUENCES FOR THE PATIENT

* ASSURE THE NON-RECURRENCE OF THE EVENT
* REPORTING OF THE EVENT/REACTION



VIGILANCE AND
SURVEILLANCE OF
SUBSTANCES OF
HUMAN ORIGIN

A Project funded by the EU Second Programme
of Community Actionin the Field of Health

Grant Agreement Number: 200091110

1 March 2010~ 28 February 2013

N
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SERIOUS ADVERSE
REACTIONS

INVESTIGATION SHOULD
ESTABLISH IMPUTABILITY

SERIOUS ADVERSE EVENTS

INVESTIGATION SHOULD
ESTABLISH ROOT CAUSE
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INVESTIGATING SAES

GATHERING DATA — TO INCLUDE FULL DETAILS OF WHAT
HAPPENED, AS WELL AS RELEVANT POLICIES AND PROCEDURES

MAPPING THE INFORMATION — POSSIBLY IN TIMELINES,
FLOWCHARTS OR A CHRONOLOGICAL NARRATIVE OF THE CHAIN OF
EVENTS ALLOWING THE IDENTIFICATION OF ANY INFORMATION
GAPS AND SHOWING CONTRIBUTING FACTORS

IDENTIFICATION OF THE PROBLEM(S) THAT CONTRIBUTED TO THE
OCCURRENCE - THIS COULD REQUIRE A REVIEW MEETING WITH
RELEVANT PERSONNEL INVOLVED.

ANALYSIS OF THE CONTRIBUTING FACTORS WITH PRIORITIZATION

IDENTIFICATION AND AGREEMENT ON THE ROOT CAUSES — THE
FUNDAMENTAL CONTRIBUTORY FACTORS WHICH, IF RESOLVED,
WILL ERADICATE OR HAVE THE MOST SIGNIFICANT EFFECT ON
REDUCING LIKELIHOOD OF RECURRENCE

REPORTING.
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IMPUTABILITY

IMPUTABILITY CAN BE DEFINED AS

‘“THE LIKELIHOOD THAT A SERIOUS ADVERSE REACTION IN A

RECIPIENT CAN BE ATTRIBUTED TO THE ORGAN, TISSUE OR CELLS
APPLIED OR THAT A SERIOUS ADVERSE REACTION IN A LIVING
DONOR CAN BE ATTRIBUTED TO THE DONATION PROCESS.

IMPUTABILITY OF A SAR MAY CHANGE IN THE
COURSE OF THE INVESTIGATION, AS EVIDENCE IS
GATHERED.
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Serious Adverse Event |SAE]: any unioward oorwrmence ossockaned
with the procurement, [Esting, ocessing, stovoge and sistribation
of tissues and cells that might keod to the transmiscion of o
ommunkcable dseose, o dealtl or Kfesthreotening, disobiing ar

incapacitating condkions for patients or wivch might nesui bn, or
prodong, hospdtolisatian or morbidity.

SAEs - Criteria

CRITERIA FOR REPORTING SAEs

Inappropriate tissues/cells have been distributed
for clinical use, even if not used;

—

Public Health

EUSTITE V&S TOOLS V2.1
Severity (SARs)

Serious Adverse Reaction [SAR): oo unintended resporse,
incuding g commuricable disegse, i the Jonor or in e
reciplert csmociated with the procurement or human
applicotion af fiswes and ceMs that i foral, B
threwtening, disabiing, incopactating or which results in,
or profongs, hospitalsation ar marbidiy.

Imputability (SARs)

The event could have implications for other
patients or donors because of shared
practices, services, supplies or donors;

The event resulted in a mix-up of gametes or

andior
- persistent or sig
- intervention to preclude permanent damage or

Nen serious Ilicl :IInl:al'psychulnglnl:msequennes. Ha
1. Mo ar | lang term
cun::quenl::l‘dlnhiﬂr
Serious - hospitalization or prelongation af hospitalisation

ar

- evidence of a serious transmitied infection or
- birth of a child with a serious genetic disease following
ART with donor gameles or embryos.

M
Mot assessable

Insuificient data for imputability assessmend

0. Conclusive evidenoe beyond reasonable doubt far
Excluded attributing to alternative causes.

1. Evidence clearly in favour of attributing to other
Unlikely R

2. Evidence is indeterminaie.

embryos; v

The event resulted in loss of any irre[l
autologous tissues or cells or any higl
matched (i.e. recipient specific) allog
or cells;

The event resulted in the loss of a si
guantity of unmatched allogeneic ti

FIRST WE NEED TO CHECK SEVERITY AND
IMPUTABLITY

soe in favour of attributing to the
icells.

Usive evidenos beyond reaonable doubt for
ting 1o the lissuesicalls

y.

//_\ Impact (SARs and SAEs) »~—

Rars Difficult 1o balieve it Impact on Impact on Transplant Impact on
could happen again Desnﬁ)lion individual{s) or Ferility System Tissueicell supply
Actual (SAR)
Potential {SAE)
2 Urikely :JGII:ET:E::' tah 0 Insignificant Insignificant Mo aifect Insig
1 Minor Hom-serious Minor damage Some applications
B 3 postponed
a Passible May cecur cccasianally
2 Significant Saricus Damage to sysiem — Many applications
services will be cancelled or
afiected for short postponed
period
4 Likely Prebable but not
persistar 3 Major Lite threatening Major damage to Significant no. of
sysiem = significant procedures
time needed 1o repair cancelled -
impariation required
to ma short-fall
-] Almosl Likedy b oocur on many ket
certain DCCASArS
4 Severe Death System desiroyed = All allogeneic
need to rebuild applications
cancelled

m— Rare Uriliialy Passible Lifaly Almest
- 1 2 a 4 ;ﬂtﬂll‘l

Cammsausrcan

ragrtcant | g | 0 o |o o
:""‘" 1 2 3 4 5
:hiﬁ:ml 2 4

Major

3 3 6

i‘“""" 4 8

Step 1 - Probability of recurrence

Step 2- Consequences of Recurrence

Step 3 - Impact



CASE 1

 DONATION IN FRANCE (MOD &TISSUES) ON 14/07/2015

* F/18Y, 50KG, ASTHMATIC ATTACK; 24HRS AT ICU, 4RBC, 4FFP,

1PLATES (HEMODILUTION CALCULATION: NO HEMODILUTION)
— HEART HARVESTED FOR HEART VALVE ALLOGRAFTS, ARTERIES FOR ANOTHER (FRENCH) T.E.

* AV & PV ACCEPTED AND CRYOPRESERVED




CASE 1

* SEROLOGY EVALUATION OF THE DONOR: NEGATIVE

* BACTERIOLOGY ASSESSMENT OF THE DONATED TISSUES/TRANSPORT
SOLUTION IN THREE STEPS OF PROCESSING: ALL NEGATIVE

* HISTOLOGY EVALUATION (LV, RV, IVS, MV, P-WALL, A-WALL): NORMAL

* BOTH VALVES RELEASED FOR CLINICAL APPLICATION AFTER
RECEIVING THE ASSIGNMENT DOCUMENT (DONOR) FROM THE
“EXPORTING” T.E. IN FRANCE

— ONLY FRENCH T.E. AUTHORIZED FOR EXPORT OR IMPORT OF THE DONATED
HBM AIMED FOR CLINICAL APPLICATION



CASE 1

 PVIMPLANTED ON 9/10/2015 (IN A BELGIAN CENTER) IN A MALE
PATIENT OF 2 YEARS

* AV STILL IN STOCK

* 4 MONTHS AFTER DONATION (NOVEMBER 2015) WE GET THE
INFORMATION FROM THE “EXPORTING” FRENCH T.E. THAT THE
ABM (FRENCH COMPETENT AUTHORITY) HAS RE-CALCULATED THE
BLOOD TRANSFUSION AND THAT HEMODILUTION WAS
RETROACTIVELY CONFIRMED

* FRENCH T.E. WAS INFORMED IMMADIATELY AFTER THE
MODIFICATION OF DECISION; EHB NOT!

* OUR CALCULATION OF HEMODILUTION: NO HEMODILUTION

WHAT TO DO?



INVESTIGATING SUSPECTED VIRAL
TRANSMISSIONS

FULL REVIEW OF THE RECIPIENT’S CLINICAL SYMPTOMS AND TEST
RESULTS

CAREFUL CONSIDERATION OF ALTERNATIVE RISK FACTORS (LIFE-STYLE
RISK, RELEVANT MEDICAL HISTORY, EXPOSURE TO OTHER SOHO
ESPECIALLY BLOOD OR PLASMA COMPONENTS/PRODUCTS) INCLUDING
EXPOSURE TO POSSIBLE NOSOCOMIAL SOURCES OF INFECTION;

IF IT IS STILL CONSIDERED POSSIBLE THAT THE DONOR WAS THE SOURCE
OF THE INFECTION

— CHECK/TEST OTHER RECIPIENTS OF MATERIAL FROM THAT DONOR

— REVIEW DONOR HISTORY FOR RISK FACTORS OR OTHER RELEVANT
INFORMATION

— CHECK AUTOPSY FINDINGS

— REVIEW THE TESTING PROTOCOLS FOR DONOR SCREENING AND PERFORM
ADDITIONAL TESTING, AS IF RELEVANT AND POSSIBLE.

"+ Public Health



J CASE 1

REVIEW THE DONOR RECORD AND ALL BLOOD TESTS PRIOR TO DONATION
CONTACT THE IMPLANTING SURGEON (PATIENT IN ANOTHER INSTITUTION)

CONTACT THE TREATING CARDIOLOGIST AT THE OTHER HOSPITAL AND ASK
ABOUT THE CLINICAL STATE OF THE PATIENT
— REQUEST FOR A SEROLOGY TESTS 4 MTHS AFTER IMPLANTATION(BS)

— CONTACT THE PARENTS OF THE CHILD (VIA TREATING MD): PATIENT IS CLINICALLY OK;
BLOOD TEST PERFORMED

— COMPLETE SEROLOGY EVALUATION: NEGATIVE
INFORMED THE BELGIAN COMPETEBNT AUTHORITY (BIOVIGILANCE)
DESTROY THE AV (IN STOCK)
INFORMED THE FRENCH RESPONSIBLE T.E. ABOUT ALL ACTIONS
INFORMED FRENCH COMPETENT AUTHORITY (FRENCH T.E.)

INFORMED THE IMPLANTING SURGEON ABOUT THE RESULT OF THE
INVESTIGATION
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Serious Adverse Event (SAE). any untoward occurrence
associated with the procurement, testing, processing, storage and
digtribution of tissues and cells that might lead to the transmission
of a communicable disease, to death or life-threatening, disahling
or incapacitating conditions for patients ar which might result in, ar
prolong, hospitalisation ar morkidiy.

SAE Reporting Criteria

Inap propriate tissues/call s have been distributed for clinical
use, even if not used

The event could hawve implications for other patients or donors
bhecause of shared practices, services, supplies or d onors

The event resulted in a mix-up of tissues or cells

The event resulted in loss of any imeplaceable autolog ous
tissues or cells or any highly matched ii.e. recipient specific)
allogeneic tissues or cells

The event resulted in the loss of a significant quantity of
unmatched alogeneic tissues or cells

FPublished 2013 - & Human Tiss ue Authority

Serious Adverse Reaction (SAR): an unintended regponse, including a camimunic ahle dizeasze, in the donar ar in the recipient
associated with the procurement ar human application oftissues and cells that is fatal, life-threatening, disabling, incapacitating
ar which results in, ar pralongs, hospitalisation ar morbidity.

Reaction Severity (SAR) Reactioh Imputability (SAR)
Hil = Mo harm, norisk, patient not informed as N/A Hot Insufficient data for imputability
there was no risk of harm assessable | azsmssment
Mon-serious = Mild clinical f pgrchological consequences WA Exduded Conclusie evidence beyond
= Mo hospitalisation reasonable doubt for attributing
= MNoarticipated long term consequence adversa reaction to alternative
disability causes
Serious = Hospitalisation or prolonged hospitalisation HIA Unlikehy Evidence clearl infavour of
= Persistent or significant disability or attribution to alternative causes
incapacity
E = Interwention to preclude permanent damage 1 Possible | Evidence if indeterminate
= = Evidence of a serious transmitted infection - - - —
= 2 Likehy / Evidence in favour of attribution
; Life- = Majorintervention to prevert death probable | tothe tissuesicells
= threatening | = Evidence of a life-threatening transmitted — - -
infection 3 Defnite /' | Conclusive evidence beyond
certain reasonable doubt for sttribution
Death +  Death to the tissues cells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Imp act/consequences of recurrence Step 3 - Applying the Impact Matrix
Score | Classif- |Description Impact On On system On tissue | Likelihood of | 4, 2. 3 4 5. Probable
ication level individuals cell supply | impact of TECUTENCE | Rare | Unlikely | Possible | Likely (almost
1 Rar Difficult t recarrence certain
(] ifficult to 0 | Insign | Mil or | Mo effect or | Insignificant P
believe it could _ificant 0. InSIgnlfl:Ellt 1] 1] 1] 1]
oEcur again 1. Minor 1 2 3 5
. 1 | Minor | Mon- or | Minor damage | or | Same
2 Unlikely | Mot expected sarinus applications 2. Moderate 2 4 6 8 10
to occur again postponed
- 3 Major 3 6 L) 12 15
3 | Possible |nay occur 2 | Moder- | Serious | or | Damage for or |Mary 1. Catastrophic fextreme | 4 3 12 5 >0
occasionaly ate shart period cancelations or
. postponerrents | 03 Green | Establishment to rranage the corrective and preventative actions; HTA
& L3zpy E“E?&ﬁd tofilethe report and keep a “watching brief’
3 i i or i or | Significant - - - -
again but nat ey {_hrrrz-atening Eam;d;nn_rage ca%cellatinns 49 Amber | Interaction required between establishment and HTA which rmiay
persistert - E"f.rf. i - irrporation recuest an ingpection that focuses on the event or reaction and
glgln Tan . required CAPAS, including evidence of effective recall as necessary, Wiritten
L Probahle | Expected to Elgy 1o repalr cormmunication to professionals in field might be appropriate.
accur again 4 Caa_st- Death or | System or | All alllng_EﬂEIC 10-20Red | HTA will generally develop or approve the CARA and possibly set up
BN mary rophic/ destroyed- applications atask force to address broader implications. Inspection, follow up and
nreasons extreme needto rebuild cancelled written communication and RATC where relevant.
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Serious Adverse Event (SAE). any untoward occurrence
associated with the procurement, testing, processing, storage and
digtribution of tissues and cells that might lead to the transmission
of a communicable disease, to death or life-threatening, disahling
or incapacitating conditions for patients ar which might result in, ar
prolong, hospitalisation ar morkidiy.

___SAE Reporting Criteria

<Mupriate tissuesicells have been distributed for clin
~use, even if not usesd

The event could hawve impllcamns for other patients or donors

hecause of shared practices, services, supplies or donors

The event resulted in a mix-up of tissues or cells

The event resulted in loss of any imeplaceable autolog ous
tissues or cells or any highly matched ii.e. recipient specific)
allogeneic tissues or cells

The event resulted in the loss of a significant quantity of
unmatched alogeneic tissues or cells

FPublished 2013 - & Human Tiss ue Authority

Serious Adverse Reaction (SAR): an unintended regponse, including a camimunic ahle dizeasze, in the donar ar in the recipient
associated with the procurement ar human application oftissues and cells that is fatal, life-threatening, disabling, incapacitating
ar which results in, ar pralongs, hospitalisation ar morbidity.

Reaction Severity (SAR) Reactioh Imputability (SAR)
Hil = Mo harm, norisk, patient not informed as N/A Hot Insufficient data for imputability
there was no risk of harm assessable | azsmssment
Mon-serious = Mild clinical f pgrchological consequences WA Exduded Conclusie evidence beyond
= Mo hospitalisation reasonable doubt for attributing
= MNoarticipated long term consequence adversa reaction to alternative
disability causes
Serious = Hospitalisation or prolonged hospitalisation HIA Unlikehy Evidence clearl infavour of
= Persistent or significant disability or attribution to alternative causes
incapacity
E = Interwention to preclude permanent damage 1 Possible | Evidence if indeterminate
= = Evidence of a serious transmitted infection - - - —
= 2 Likehy / Evidence in favour of attribution
; Life- = Majorintervention to prevert death probable | tothe tissuesicells
= threatening | = Evidence of a life-threatening transmitted — - -
infection 3 Defnite /' | Conclusive evidence beyond
certain reasonable doubt for sttribution
Death +  Death to the tissues cells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Imp act/consequences of recurrence Step 3 - Applying the Impact Matrix
Score | Classif- |Description Impact On On system On tissue | Likelihood of | 4, 2. 3 4 5. Probable
ication level individuals cell supply | impact of TECUTENCE | Rare | Unlikely | Possible | Likely (almost
1 Rar Difficult t recarrence certain
(] ifficult to 0 | Insign | Mil or | Mo effect or | Insignificant P
believe it could _ificant 0. InSIgnlfl:Ellt 1] 1] 1] 1]
oEcur again 1. Minor 1 2 3 5
. 1 | Minor | Mon- or | Minor damage | or | Same
2 Unlikely | Mot expected sarinus applications 2. Moderate 2 4 6 8 10
to occur again postponed
- 3 Major 3 6 L) 12 15
3 | Possible |nay occur 2 | Moder- | Serious | or | Damage for or |Mary 1. Catastrophic fextreme | 4 3 12 5 >0
occasionaly ate shart period cancelations or
. postponerrents | 03 Green | Establishment to rranage the corrective and preventative actions; HTA
& L3zpy E“E?&ﬁd tofilethe report and keep a “watching brief’
3 i i or i or | Significant - - - -
again but nat ey {_hrrrz-atening Eam;d;nn_rage ca%cellatinns 49 Amber | Interaction required between establishment and HTA which rmiay
persistert - E"f.rf. i - irrporation recuest an ingpection that focuses on the event or reaction and
glgln Tan . required CAPAS, including evidence of effective recall as necessary, Wiritten
L Probahle | Expected to Elgy 1o repalr cormmunication to professionals in field might be appropriate.
accur again 4 Caa_st- Death or | System or | All alllng_EﬂEIC 10-20Red | HTA will generally develop or approve the CARA and possibly set up
BN mary rophic/ destroyed- applications atask force to address broader implications. Inspection, follow up and
nreasons extreme needto rebuild cancelled written communication and RATC where relevant.




Fublished 2013 - & Human Tiss ue Authoriby

SDHO V&S TﬂDl ; HTA Serious Adverse Reaction (SAR): an unintended response, including a communicatle disease, in the donar ar in the recipient |
HurwnTisse flthorily § aecnrigted with the procurement or hurman application of tissues and cells that is fatal, life-threatening, disabling, incapacit ating
Serious Adverse Event (SAE). any untoward occurrence ar which results ing, ar prolangs, hospitalisation or marbidity.
associated with the procurement, testing, processing, storage and . ; i il
digtribution of tissues and cells that might lead to the fransmission Reaction Seventy (SAR) Reaction Imputabllity (SAR)
I:n’g cnmm_uni!:ahle dis_gase, to dee!th ar Iif&th_reate_ning, disat:_uling Hil « Mo harm, norigk, patient not infarred as NiA Mot Insufficient data for imputability
or incapacitating conditions for patients orwhich might result in, or there was no risk of harm assessable | assessment
pralang, hospitalisation or morbidity. e ——
" Y Hon-serious Mild clinical f paychological consequences NIl Excluded Conclusive evidence beyond
. ___——afAERepattingCriteria ) Ma hospitalisation reasonable doukt for atributing
[ Inappropriate tissuesicells have been distributed for clini *  Moanticipated long term consequence | adverse reaction to alternative
use, even if not used disahility causes
The event could have implicaions for other patients or donors Serious *  Hospitalisation o prolonded hospitalisstion N/A Unlikely Evidence clearty infavour of
because of shared practices, services, supplies or donors *  Persi ste_?yt ar significant disability or attrihution to alternative causes
incapaci
The event resulted in a mix-up of tissues or cells E *  Intervertion to preclude permanent damage 1 Possible | Evidence if indeterminate
=] = Ewvidence of a serious transmmitted infection " - - —
The event resulted in loss of any imeplaceable autologous = 2 Likely /| Evidence in favour of attribution
tissues or cells or any highty matched (i.e. recipient specific) ; Life- = Majorintervention to prevert death probable | tothe tissuesicells
allogeneic tissues or cells = | threatening | = Evidence of a lifethreatening transitted — . -
irfection 3 Definite ! | Conclusive evidence beyond
The event resulted in the loss of a significant quantity of certain reasonatle doubt for attribiution
unmatched alogeneic tissues or cells Death * Death to thetissuesicells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Impact/consequences of recurrence Step 3 - Applying the Impact Matrix |
Score | Classif- |Description Impact On On system On tissue | Likelihood of | 1, 2. 3 4 5. Probable
ication leve individuals cell supply L impact of TeCUITence ( Rare | Unlikely | Possible | Likehy (amost
1 Rar Difficult t recuence certain)
e ifficult to 0 | Insign | Ml or | Mo effect or | Insignificant —
believe it could _ificant 18 Insmnlfl:mt 1] 1] 1] 1]
il 11 M I or | Minor damage Some 1. Minor L - D - 2
- nor ot- or
2 Unlikely | Mot expected serious applications 2 Moderate 2 4 6 8 10
to occur again postponed
- 3 Major 3 [i] 9 12 15
3 | Possible |May occur 2 | Moder- | Serious | or | Damagefor or |Mary 1. Catastrophic festreme | 4 g 12 % 20
occasionally ate shart period cancelations ar
= postponerrents | 0-3 Green | Establishrrert to rranaoe the corrective and preventative actions; HTA
5 LT F:Ef&ﬁd tofilethe report and keep a “watching trief
3 j i or i or | Sionificant - - - -
again but nat LB {_hrrrgatening ﬂajn;td;nrtsa e ca%cellatinns 4.9 amber | Interaction required between establishment and HTA which may
persistent - g"f.". " impartation request an inspection that focuses on the event or reaction and
glgln |$an . recuired CAPAs, including evidence of effective recall as necessary, Wiritten
5 | Probable |Expected to Fldy 10 repar corrFrunication to professionals in field might be appropriate.
QECUr S Ein 4 [ Catast- | Death or | System or | Allalogeneic FanSnmed | HTA wil generally develop or approve the CAPS and possibly set up
o mary rophic/ destroyed- applications ataskforce to address broader implications. Inspection, follow up and
occasons exireme needto rebuild cancelled wiitten communication and RATC where relevant,
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Serious Adverse Event (SAEY. any untoweard occurrence

associated with the procurement, testing, processing, storage and
digtribution of tissues and cells that might lead to the transmission
of a communicable disease, to death or life-threatening, disahling

Serious Adverse Reaction (SAR): an unintended response, including a communicatle disease, in the donar ar in the recipient |
associated with the procurement or human application of tissues and cells that is fatal, life-threatening, disabling, incapacitating
ar which results ing, ar prolangs, hospitalisation or marbidity.

Reaction Severity (SAR)

518 Builhority

Reaction Imputability (SAR)

- -~ = ! ! ! ! il = Mo harn, no sk, patiert notinformed as N/A Not Inaufficient data for irpotability
o incapacitating conditions for patients ar which might resdltin, ar there was no risk of harm assessable | assessment
prolong, hospitalisation or markidity. /\‘ /'l ——
Mon-serious Mild clinical f paychological consequences

il (’ Exduded\' Conclusive evidence heyond

A / reasanable doubt for attributing

adverse reaction to alternative

SAE Banarting Criteria
ﬁmpmpriate tissuesicells have been distributed for clim
LLise, even if not used

Mo hospitalisation
Mo anticipated lang term conseguence f
disahility

)

causes

The event could have implications for other patients or donors Serious *  Hospitalisation o prolonded hospitalisstion N/A Unlikely Evidence clearty infavour of
because of shared practices, services, supplies or donors . Eﬁr;{; 215?: ar significant disability or attrihution to alternative causes
The event resulted in a mix-up of tissues or cells E = Interertion to preclude perrranent damage 1 Possible | Evidence ifindeterminate

g_ = Ewvidence of a serious transmmitted infection " - - —
The event resulted in loss of any imeplaceable autologous = 2 Likely Evidence in favour of attribution
tissues or cells or any highty matched (i.e. recipient specific) ; Life- = higjorintervention to prevent death probahle | tothe tissuesicells
allogeneic tissues or cells = | threatening | = Evidence of a lifethreatening transmitted — . -

infection 3 Definite / | Conclusive evidence beyond

The event resulted in the loss of a significant guantity of certain regsonable doubt for attribution
unmatched alogeneic tissues or cells Death * Death to thetissuesicells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Impact/consequences of recurrence Step 3 - Applying the Impact Matrix |
Score | Classif- |Description Impact On On system On tissue / Likelihood of | 1, 2. 3 4 5. Probable
ication leve individuals cell supply | impact of TeCUITence ( Rare | Unlikely | Possible | Likehy (amost
— - — ——— recumence certain)
1 Rare Difficult to 0 | Insign | Wi or < Mo effect or | Insignificant A
helieve it could -ificant \ 0. Insignificant 0 0 0 ]
OCCUF a0ain 1. Minor 1 2 3 5
- 1 | Minor | Mon- or | Minordamage | or [Some
2 Unlikely | Mot expected serious applications 2 Moderate 2 4 6 8 10
to occur again postponed
_ 3. Major 3 6 9 12 15
3 Pusmhle( ay D_I:I:D 2 | Moder- | Serious or |Damage for or | hary 4. Catastrophic / extreme 1 8 12 16 20
\occasionall ae short period cancellations o
5 postponerents | 0-3 Green | Establishment to manage the corrective and preventative actions; HTA
5 LT F:Ef&ﬁd tofilethe report and keep a “watching trief
3 - . . . .
again but nat SaARA Lire ; or | Major darmage | OF 5|gnrf||:ar_11 4.9 amber | Interaction required between establishment and HTA which may
. threatening to sy sterm - cancellations ) : .
persistert ik o : reguest an ingpection that focuses on the event or reaction and
significant Impartation CAPAs, including evidence of effective recall as necessary, Wiritten
delay torepair reguired  NELTING ; - X .
L Prohable | Expected to carmmunication to professionals in field might be appropriate.
QECUr S Ein 4 [ Catast- | Death or | System or | Allalogeneic FanSnmed | HTA wil generally develop or approve the CAPS and possibly set up
o mary rophic/ destroyed- applications ataskforce to address broader implications. Inspection, follow up and
occasons exireme needto rebuild cancelled wiitten communication and RATC where relevant,
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Serious Adverse Event (SAEY. any untoweard occurrence

associated with the procurement, testing, processing, storage and
digtribution of tissues and cells that might lead to the transmission
of a communicable disease, to death or life-threatening, disahling

Serious Adverse Reaction (SAR): an unintended response, including a communicatle disease, in the donar ar in the recipient |
associated with the procurement or human application of tissues and cells that is fatal, life-threatening, disabling, incapacitating
ar which results ing, ar prolangs, hospitalisation or marbidity.

Reaction Severity (SAR)

518 Builhority

Reaction Imputability (SAR)

- -~ = ! ! ! ! il = Mo harn, no sk, patiert notinformed as N/A Not Inaufficient data for irpotability
o incapacitating conditions for patients ar which might resdltin, ar there was no risk of harm assessable | assessment
prolong, hospitalisation or markidity. /\‘ /'l ——
Mon-serious Mild clinical f paychological consequences

il (’ Exduded\' Conclusive evidence heyond

A / reasanable doubt for attributing

adverse reaction to alternative

SAE Banarting Criteria
ﬁmpmpriate tissuesicells have been distributed for clim
LLise, even if not used

Mo hospitalisation
Mo anticipated lang term conseguence f
disahility

)

causes

The event could have implications for other patients or donors Serious *  Hospitalisation o prolonded hospitalisstion N/A Unlikely Evidence clearty infavour of
because of shared practices, services, supplies or donors . Eﬁr;{; 215?: ar significant disability or attrihution to alternative causes
The event resulted in a mix-up of tissues or cells E = Interertion to preclude perrranent damage 1 Possible | Evidence ifindeterminate

g_ = Ewvidence of a serious transmmitted infection " - - —
The event resulted in loss of any imeplaceable autologous = 2 Likely Evidence in favour of attribution
tissues or cells or any highty matched (i.e. recipient specific) ; Life- = higjorintervention to prevent death probahle | tothe tissuesicells
allogeneic tissues or cells = | threatening | = Evidence of a lifethreatening transmitted — . -

infection 3 Definite / | Conclusive evidence beyond

The event resulted in the loss of a significant guantity of certain regsonable doubt for attribution
unmatched alogeneic tissues or cells Death * Death to thetissuesicells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Impact/consequences of recurrence Step 3 - Applying the Impact Matrix |
Score | Classif- |Description Impact On On system On tissue | Likelihood of | 1, 2. 3 4 5. Probable
ication leve individuals cell supply | impact of TeCUITence ( Rare | Unlikely | Possible | Likehy (amost
— - — ——— recumence certain)
1 Rare Difficult to 0 | Insign | Wi or < Mo effect or | Insignificant A
helieve it could -ificant \ 0. Insignificant 0 0 0 ]
accur again . 1. Minor 1 2 (r B\D 4 5
- 1 | Minor | Mon- or | Minordamage | or [Some N _
2 Unlikely | Mot expected serious applications 2 Moderate 2 4 6 8 10
to occur again postponed
: 3 Major 3 [i] 9 12 15
3 Pusmhle( ay D_I:I:D 2 | Moder- | Serious or |Damage for or | hary 4. Catastrophic / extreme 1 8 12 16 20
\occasionall ae short period cancellations o
- postponerrents | 0-3 Green | Establishrrert to rranaoe the corrective and preventative actions; HTA
5 LT F:Ef&ﬁd tofilethe report and keep a “watching trief
3 A . R . ™.
again but not Major \Lie | OF | Maordamage | or | Sanfearl - F o amber | Interaction required between establishment and HTA which may
i a to sy stem - cancellations i : ;
persistent ki ¥ : request an inspection that focuses on the event or reaction and
significant Impartation CAPAs, including evidence of effective recall as necessary, Wiritten
delay torepair reguired  NELTING ; - X .
5 Probable |Expected to comunication to professionals in field might be appropriate.
QECUr S Ein 4 [ Catast- | Death or | System or | Allalogeneic FanSnmed | HTA wil generally develop or approve the CAPS and possibly set up
o mary rophic/ destroyed- applications ataskforce to address broader implications. Inspection, follow up and
QeCasons exireme needto rebuild cancelled wiitten communication and RATC where relevant,




Fublished 2013 - & Human Tiss ue Authoriby

SoHO V&S Tool oHTA

Serious Adverse Event (SAEY. any untoweard occurrence

associated with the procurement, testing, processing, storage and
digtribution of tissues and cells that might lead to the transmission
of a communicable disease, to death or life-threatening, disahling

Serious Adverse Reaction (SAR): an unintended response, including a communicatle disease, in the donar ar in the recipient |
associated with the procurement or human application of tissues and cells that is fatal, life-threatening, disabling, incapacitating
ar which results ing, ar prolangs, hospitalisation or marbidity.

Reaction Severity (SAR)

Reaction Imputability (SAR)

- -~ = ! ! ! ! il = Mo harn, no sk, patiert notinformed as N/A Not Inaufficient data for irpotability
or incapacitating conditions for patients or which might result in, or there wias na risk of hatm assessable | azsessment
prolong, hospitalisation or markidity. P —— /'l ——

Mon-serious Mild clinical f paychological consequences
Mo hospitalisation
Mo anticipated lang term conseguence f

disability

il (’ Exduded\’ Conclusive evidence heyond

A / reasanable doubt for attributing

adverse reaction to alternative

SAE Banarting Criteria
ﬁmpmpriate tissuesicells have been distributed for clim
LLise, even if not used

))

causes

The event could have implications for other patients or donors Serious *  Hospitalisation o prolonded hospitalisstion N/A Unlikely Evidence clearty infavour of
because of shared practices, services, supplies or donors . Eﬁr;{; 215?: ar significant disability or attrihution to alternative causes
The event resulted in a mix-up of tissues or cells E = Interertion to preclude perrranent damage 1 Possible | Evidence ifindeterminate

g_ = Ewvidence of a serious transmmitted infection " - - —
The event resulted in loss of any imeplaceable autologous = 2 Likely Evidence in favour of attribution
tissues or cells or any highty matched (i.e. recipient specific) ; Life- = higjorintervention to prevent death probahle | tothe tissuesicells
allogeneic tissues or cells = | threatening | = Evidence of a lifethreatening transmitted — . -

infection 3 Definite / | Conclusive evidence beyond

The event resulted in the loss of a significant guantity of certain regsonable doubt for attribution
unmatched alogeneic tissues or cells Death * Death to thetissuesicells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Impact/consequences of recurrence Step 3 - Applying the Impact Matrix |
Score | Classif-  |Description Impact On On system On tissue |/ Likelihoodof | 4. 2. 3 4. | 5. Probable
ication level individuals cell supply | impact of recumence | Rare | Unlikely | Possible | Likely (amost
— - — —— recurrence certain)
1 Rare | Difficult to 0 | Insign | Ni or (Mo efiect or | Insignificant ——
helieve it could -ificant \ 0. Insignificant 0 0 0 0
OCCUr 30ain _ 1. Minor 1 2 <r 3\' 4 .
- 1 | Minor | Mon- or | Minordamage | or | Some L
2 Unlikely | Not expected serious applications 2 Moderate 2 4 f 8 10
to occur again postpored
: 3 Major 3 [i] 9 12 15
3 Pusmhle( ay D_I:I:D 2 | Moder- | Serious or | Damage for or (Mary 4. Catastrophic / extreme 4 8 e 1R 20
Nt casional ae short period cancel ations of —
- postponerents | 0-3 Gr Estahblishrrent to rmanage the corrective and preventative actions;
5 LT F:Ef&ﬁd tofilethe report and keep a “watching trief
: 3 | Maor |Life Or | Major darmage | OF | Significant T e S A S — ey
again hut not threatening to systern - carcellations || 4-9Amber | Inerallorrensac-had alablichoomai-apa-=FFAeTTCT may
persistert ki o : reguest an inspection that focuses on the event or reaction and
significant Impartation CAPAs, including evidence of effective recall as necessary, Wiritten
delay torepair reguired  NELTING ; - X .
5 Probable |Expected to carrmunication to professionals in figld might be appropriate.
HECUF 3Q3IN 4 | Catast- | Death or | System or | Allallogeneic  BqnSnmed | HTA will generally develop or approve the CAPA and possitly set up
o mary rophic/ destroyed- applications ataskforce to address broader implications. Inspection, follow up and
QeCasons extreme needto rebuild cancelled written communication and RATC where relevant.
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CASE 2

52Y OLD MALE PATIENT, RECEIVED 2 CRYOPRESERVED FA (FROM SAME DONOR) AT
FEMORO-POPLITEAL REGION

- 1° OP: FEM-POP BYPASS WITH PROSTHESIS == INFECTION
-2° OP: REPLACEMENTR OF PROSTHESIS WITH AUTOLOGOUS VEIN ===THROMBOSIS
- 3° OP: CRYOPRESERVED ARTERY ===) MULTIPLE ANEURYSM DILATION ONLY 1MTH

AFTER IMPLANTATION (DONOR: 49Y OLD MALE, DIED OF BRAIN TRAUMA;
NHBD)

AUTOLOGOUS CRYOPRESERVED

PROSTHETIC GRAFT SAPHENOUS VEIN ARTERY

INFECTION

TRANSPLANTED TRASNPLANTED
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Step 1: Serious Adverse Reaction

SEVERITY

SEVERITY =COMMENTS

Non serious | =Mild clinical / psychological consequences
=No hospitalisation
=*No anticipated long-term consequence/disability

Serious =Hospitalisation or prolonged hospitalisation
=Persistent or significant disability or incapacity
=Intervention to preclude permanent damage

Life- =Major intervention to prevent death
threatening | «Evidence of a life-threatening transmitted disease

Death =Death




CASE 2

* NO PROBLEMS OCCURRED DURING THAWING NOR
IMPLANTATION OF THIS ALLOGRAFT. THE PATIENT
WAS DISCHARGED FROM THE HOSPITAL 1 WEEK
LATER AFTER A GOOD RESULT OF A DOPPLER
ULTRASONOGRAPHY

 THE PATIENT WAS REFERRED TO VASCULAR SURGERY
DEPARTMENT 1 MONTH LATER BECAUSE OF THE
PALPATION OF A BEATING FEMORAL MASS

* A CTSCAN SHOWED MULTIPLE PSEUDOANEURYSMS
OF THE FPB OVER ITS ENTIRE LENGTH, WITH THE
LARGEST ONE MEASURED AT 33 MM IN ITS DISTAL # ,
PART (FIG. 1) i i sl

CT scan, showing multiple pseudoaneurysms of the right
femoropopliteal bypass with the first cryopreserved arterial
homografi. Native femoral arteries are not patent due to severe
peripheral arteriopathy
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* THE FIRST CRYOPRESERVED ARTERIAL
ALLOGRAFT WAS RAPIDLY REPLACED
BY A SECOND ONE BECAUSE OF THE
RISK OF RUPTURE OF THE GRAFT.

* BACTERIOLOGICAL ANALYSES OF THE
EXPLANTED ALLOGRAFT AND BLOOD
CULTURES OF THE PATIENT WERE
NEGATIVE. THUS FAILURE OF THE
GRAFT DUE TO INFECTION WAS
EXCLUDED

* RESULTS OF THE CT WERE '
CONFIRMED AT MACROSCOPIC Fig. 2 Macroscopic study, showing the degradation of the

INSPECTION AFTER EXPLANTATION femoral homograft with pseudoaneurysms and hematomas
(FIG. 2).

WHAT TO DO?
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.

THE PATIENT WAS REFERRED TO THE DEPARTMENT OF
VASCULAR SURGERY 1 MONTH AFTER ALLOGRAFT
IMPLANTATION BECAUSE OF THE PALPATION OF A BEATING i R

FEMORAL MAS R o 2 Tt e

HARM TO THE
RECIPIENT

SERIOUS ADVERSE AFFECTS
REACTION N PERSON?

IS THE CRYOPRESERVED ARTERIAL
ALLOGRAFT RESPONSIBLE OR MAYBE IS

THERE ANOTHER CAUSE?
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Serious Adverse Event (SAE). any untoward occurrence
associated with the procurement, testing, processing, storage and
digtribution of tissues and cells that might lead to the transmission
of a communicable disease, to death or life-threatening, disahling
or incapacitating conditions for patients ar which might result in, ar
prolong, hospitalisation ar morkidiy.

SAE Reporting Criteria

Inap propriate tissues/call s have been distributed for clinical
use, even if not used

The event could hawve implications for other patients or donors
bhecause of shared practices, services, supplies or d onors

The event resulted in a mix-up of tissues or cells

The event resulted in loss of any imeplaceable autolog ous
tissues or cells or any highly matched ii.e. recipient specific)
allogeneic tissues or cells

The event resulted in the loss of a significant quantity of
unmatched alogeneic tissues or cells

FPublished 2013 - & Human Tiss ue Authority

Serious Adverse Reaction (SAR): an unintended regponse, including a camimunic ahle dizeasze, in the donar ar in the recipient
associated with the procurement ar human application oftissues and cells that is fatal, life-threatening, disabling, incapacitating
ar which results in, ar pralongs, hospitalisation ar morbidity.

Reaction Severity (SAR) Reactioh Imputability (SAR)
Hil = Mo harm, norisk, patient not informed as N/A Hot Insufficient data for imputability
there was no risk of harm assessable | azsmssment
Mon-serious = Mild clinical f pgrchological consequences WA Exduded Conclusie evidence beyond
= Mo hospitalisation reasonable doubt for attributing
= MNoarticipated long term consequence adversa reaction to alternative
disability causes
Serious = Hospitalisation or prolonged hospitalisation HIA Unlikehy Evidence clearl infavour of
= Persistent or significant disability or attribution to alternative causes
incapacity
E = Interwention to preclude permanent damage 1 Possible | Evidence if indeterminate
= = Evidence of a serious transmitted infection - - - —
= 2 Likehy / Evidence in favour of attribution
; Life- = Majorintervention to prevert death probable | tothe tissuesicells
= threatening | = Evidence of a life-threatening transmitted — - -
infection 3 Defnite /' | Conclusive evidence beyond
certain reasonable doubt for sttribution
Death +  Death to the tissues cells

Impact (SARs and SAEs)

Step 1 - Likelihood of recurrence Step 2 - Imp act/consequences of recurrence Step 3 - Applying the Impact Matrix
Score | Classif- |Description Impact On On system On tissue | Likelihood of | 4, 2. 3 4 5. Probable
ication level individuals cell supply | impact of TECUTENCE | Rare | Unlikely | Possible | Likely (almost
1 Rar Difficult t recarrence certain
(] ifficult to 0 | Insign | Mil or | Mo effect or | Insignificant P
believe it could _ificant 0. InSIgnlfl:Ellt 1] 1] 1] 1]
oEcur again 1. Minor 1 2 3 5
. 1 | Minor | Mon- or | Minor damage | or | Same
2 Unlikely | Mot expected sarinus applications 2. Moderate 2 4 6 8 10
to occur again postponed
- 3 Major 3 6 L) 12 15
3 | Possible |nay occur 2 | Moder- | Serious | or | Damage for or |Mary 1. Catastrophic fextreme | 4 3 12 5 >0
occasionaly ate shart period cancelations or
. postponerrents | 03 Green | Establishment to rranage the corrective and preventative actions; HTA
& L3zpy E“E?&ﬁd tofilethe report and keep a “watching brief’
3 i i or i or | Significant - - - -
again but nat ey {_hrrrz-atening Eam;d;nn_rage ca%cellatinns 49 Amber | Interaction required between establishment and HTA which rmiay
persistert - E"f.rf. i - irrporation recuest an ingpection that focuses on the event or reaction and
glgln Tan . required CAPAS, including evidence of effective recall as necessary, Wiritten
L Probahle | Expected to Elgy 1o repalr cormmunication to professionals in field might be appropriate.
accur again 4 Caa_st- Death or | System or | All alllng_EﬂEIC 10-20Red | HTA will generally develop or approve the CARA and possibly set up
BN mary rophic/ destroyed- applications atask force to address broader implications. Inspection, follow up and
nreasons extreme needto rebuild cancelled written communication and RATC where relevant.




of tissues and cells thar might decd to the tronsméssion of o
communkcoble odlsecss, fo derth or .I‘."rr.'veutrrung,. disabling ar
incopacitating conditions for patients or wivich might result in, or
profong, Rosoiollsarhon oF MoviidiTy.

SAEs - Criteria

Serlows Adverse Event |SAE): any unioward ocowmence assockated .
with the UFEMEnt, fEstin resing, storoge and distribution == -
Foenen, eans o s Zusfils

CRITERIA FOR REPORTING SAEs

Inappropriate tissues/cells have been distributed
for clinical use, even if not used;

Severity (SARs)

Serbous Adverse Reactlon [SAR]: oo unindended responss,
Including o communicoble disease, in the danor ar in e
reciplent ossocioted  with the procurement or humon
opplicotion of tsswes and ceMs thot & ool B
thretening, disabiing, incopacitating or which results i,
or profongs, hospiralisehion or manbidity.

Imputability (SARs)

The event could have implications for other
patients or donors because of shared
practices, services, supplies or donors;

The event resulted in a mix-up of gametes or
embryos;

The event resulted in loss of any irreplaceable
autologous tissues or cells or any highly

matched [i.e. recipient specific) allogeneic tissues
or cells;

The event resulted in the loss of a significant
quantity of unmatched allogeneic tissues or cells.

Mon serious Mild clinical’psychological consequences. No HA Insufficient data for imputability assessment
haspitalisation. Mo anticipated lang term Mot azzessable
consequencel/disability
,( \ 0. Cn:::Iiiv: :‘\::ll:nne.h:pnn:l reasanable doubt far
Serjous - hospitalisation or prolongation of hospitalisation Excluded AITRRTng o TN 0 =
= i iC i 1. Evidence clearly in favour of attributing to other
- intervention to preclude permanent damage or Unlikely CAUSES.
- birth of a child with a serious genetic disease following
ART with donor gameles or embryos. 2. Evidence is indeterminate.
Possible
Life-threatening - major intervention to prevent death or 3. ﬁmﬁ:hfﬂmur of attributing fo the
- evidence of a life-thfESENING HANSMISSIBIE IMECtian or | 4'—"!&- ‘ Hisuinafon By
- birth of a child with a life-threatening genetic dissase Probable
following ART with donor gameles or embryos.
i, Conclusive evidence beyond reaonable doubi for
Diefinite, attributing 1o the tissuesicalls
Death Death Cerain

—

- ™ Impact (SARs and SAEs) »#~

i Rare Ditficult o believe it Lt Impact Impact an Impact on Transplant Impact on
could happen again Descriplion individual{s) or Fertility System Tissuelcell supply
Actual (SAR)
Podential (SAE)
2 [W]5 =] Nal expecied 1o happen
i bul passible ] Insignificant Insignificant Mo affect Insignificant
Minor Non-serious Minor damage Some applications
" R postponed
3 Pagsibla May eccur eceasianally
Significant Serious Damage lo sysiem = Many applications:
sarvices will be cancelled or
afiected for short posiponed
period
4 Likely Probabls but not
persistard Major Life threatening Major damage to Significant no. of
system = significant procedures
time needed 1o repair cancelled -
impartation required
to make-up short-fall
B 5 1| Amoest Likedy 9 occuronn mary B 1

m Rare Uity Passible Libuzly Almost
_ 1 2 3 4 ;El'tﬂlrl
l

et |0 [0 o o |o

:'""" 1 2 3 4 5

gipiﬁ.-.nnl 2 4

Majar

. 3 6




Seripus Afverse Event (SAE]: any unioward ooowTence assockated
with twe procurement, festing, processing, storoge and distribution
of tissues and cells thar might kewd ro the fransméssion of o
communicable dsecse, o desth or Nfesthreotening, disabling ar
incopacitating conditions for patients ar wivich might resalt in, ar
profang, kosptiolisatkon or mordiditg.

SAEs - Criteria

CRITERIA FOR REPORTING SAEs

Inappropriate tissues/cells have been distributed
for clinical use, even if not used;

Severity (SARs)

Serious Adverse Reaction (S&R): ma unintended response,
Unciuding a communicable disease, in the donar or in e
reciplent ousocioted with the procuremest or humon
appiicotion of Hswes and cels rthat B ool Be
thregtening, disabling, incopaciating o which results i,
or profomgs, hospitalismbion or manbidiy.

Imputability (SARs)

The event could have implications for other
patients or donors because of shared
practices, services, supplies or donors;

The event resulted in a mix-up of gametes or
embryos;

The event resulted in loss of any irreplaceable
autologous tissues or cells or any highly

miatched (i.e. recpient specific) allogeneic tissues
or cells;

The event resulted in the loss of a significant
quantity of unmatched allogeneic tissues or cells.

Mon serious Mild clinicallpsychological consequences. No Ha Insufficient data for imputability assessment
haspitalisation. Mo anticipated long term Mot assessable
consequenceldisability
o. Conclusive evidence beyond reasonable doubt for
Serious - hospitalisation or prolongation of hospitalisation Excluded stiribefing bo alismative caLuse.
andior
- persistent or significant disability or incapacity or 1. Evidence clearly in favour of attributing to other
- intervention to preclude permanent damage or Unlikely CAUSES.
-evidence of a serious transmitted infection or
- birth of a child with a serious genelic disease lollowing
ART with donor gametes or embryos. - Evidence is indeterminate.
Possible
Life-threatening - major intervention to present death or 3. Evidence in favour of attributing to the
- evidence of a life-threatening transmissible infection or Likely, Vit 2t o
- birth of a child with a lile-threalening genetic disease Probable
fallowing ART with donor gameles or embryos.
4, Conclusive evidence beyond reaonable doubt for
Definite, atiributing 1o the tlissuesioells
Dieath Death Certaln

—

- ™ Impact (SARs and SAEs) »~—

1 Aare Difficult o believe i Lt Impact Impact an Impact on Transplant I Impact on Shpp— Rare Uriliizly Passible Libuzly Almost
could happen again Description individual{s) or Ferility i -] ] 4 cesrtain
Actual (SAR) _ B
Potential (SAE)
rilikz] Nal enpescied o happen l
2 ! bust :uT:iblz " Li] Insignificant In=ignificant Mo affect -
nsignificant
" o |o o o |o
1 Minor Hon-serious Minor damage
a Passible May eccur eccasianally Minaor 1 2 3 4 5
2 Significant Serious Damage o system = Many applications U
services will be cancelled or
afiected for short postponed Significant
- : 2 |a
4 Likely Probable but not
persisbert -— ] m 2 Major damage to Sigriflcmm
sysiem = significant procedunes
time needed 1o repair cancelled - tsjor 3 6
impartation requirsd 3
to mal short-fall
] Almost Likeky ta oocur an marry ke o
certain DCCASOrS 4 8
4 Savere Death System destroyed = Al allogeneic A
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Step 1 = Probability of recurrence

Step 2- Consequences of Recurrence

Step 3 - Impact
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* HISTOLOGICAL OBSERVATIONS OF THE EXPLANTED ARTERY SHOWED A MASSIVE T CELL
INFILTRATION, A SUBTOTAL NECROSIS OF THE ARTERIAL WALL WITH MULTIPLE RUPTURES,
ASSOCIATED WITH PSEUDOANEURYSMS AND HEMATOMAS (FIG. 3), LEADING TO THE CONCLUSION
THAT THIS ARTERIAL ALLOGRAFT WAS THE SEAT OF AN ACUTE CELLULAR REJECTION.

CASE 2

Cell Tissue Bank

Gram-Twort coloratlon was negatlve, meaning the absence of microorganism.
The secondly implanted arterial allograft is currently well tolerated, without
any aneurysmal degeneratlon after a 4-year foIIow -up.

Fig. 3 Histology of the femoral homograft at procurement the arterial wall and the identification of the T-cells by anti-CD8.
showing a normal arterial wall before implantation (a). The inner surface of the pseudoaneurysm is covered with fibrin
Histology (b) and immunohistochemistry (¢) of the edge of a exudation (Obj. x 10)

pseudoaneurysm at surgery after 1 month, showing a rupture of
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* ACUTE CELLULAR REJECTION IS MORE FREQUENT IN TRANSPLANTED ORGANS SUCH AS HEART, KIDNEY,
AND LIVER, AND THE CRITERIA FOR ITS DEFINITION ARE WELL ESTABLISHED (DEMETRIS ET AL. 1997. 2).

ACUTE REJECTION OF CRYOPRESERVED ALLOGRAFTS HAS BEEN SPARSELY REPORTED, AND DESCRIBED
IN TISSUES SUCH AS MENISCUS (HAMLET ET AL. 1997) AND VEINOUS GRAFTS (NEGLE'N AND RAJU
2003).

* IN THIS CASE, THERE WAS NO ABO MISMATCH BETWEEN THE PATIENT AND THE FIRST DONOR. HLA
TYPING REVEALED NO COMMON HLA MARKER AND ANTI-HLA ANTIBODIES WERE FOUND AFTER
EXPLANTATION OF THE FIRST ALLOGRAFT

* HISTOLOGICAL FINDINGS ARE IN FAVOR OF AN ACUTE REJECTION, WHICH TO OUR KNOWLEDGE HAS
NEVER BEEN SO WELL DOCUMENTED AS IN THIS CASE OF A CRYOPRESERVED VASCULAR ALLOGRAFT
IMPLANT.

( CORRECTIVE ACTION: RAPID ARTERY REPLACEMENT \

LEARNING POINTS:

»> CRYOPRESERVED ARTERIAL ALLOGRAFT IS A GRAFT OF CHOICE IN CASES OF
ARTERIAL INFECTIONS, BUT THE PROBLEM OF ITS IMMUNOGENICITY IS RAISED

» MORE STUDIES TO ANALYZE KEY FACTORS FOR TISSUE REJECTION SHOULD BE

\ DONE J
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Acute rejection of a cryopreserved arterial homograft.
Soquet J', Chambon JP, Goffin Y, Jashari R.

+ Author information

Abstract

The use of artenial homograft is indicated especially in case of prosthetic graft infections after bypass surgery. We report the case of a patient who
experienced the loss of a cryopreserved femoral artery caused by an acute rejection. This homograft had to be explanted 1 month after implantation
because of an acute aneurysmal deterioration. Histology of the explanted artery showed inflammatory cells infiltration, pseudoaneurysms and
necrosis. [t was then replaced by a second cryopreserved femoral artery which is currently well tolerated. This first case of acute rejection of a
cryopreserved artery, to our knowledge, raises again the question of the immunagenicity of cryopreserved homografts. The case report is followed
by a brief discussion.
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