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Half-lives for adult kidney
transplant recipients
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Trends in annual number of living kidney
donation transplants

Living kidney donation: outcomes, ethics, and uncertainty

Peter P Reese, Neil Boudville, Amit X Garg
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Transplant activity in the UK

Figure 2.2 Humber of deceased and living donors in the UK, 1 April 2005 - 31 March 2015
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Italia

Trapianto di RENE — Anni 2001-2014*
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23 December 1954
First Successful Kidney Transplant

The Brigham Transplant Team
J. E. Murray J. P. Merrill J. H. Harrison

Recipient



Come si sta modificando il
panorama del dializzato?

® Modificazioni del contesto epidemiologico

® Aumentata complessita immunologica



Trapianto da Vivente
Risposte alle marginalita donatore/ricevente

Maggiore efficacia conoscitiva
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Donatori > 60 anni

UNOS database
1994-2012 Tx vivente n= 92000
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Sopravvivenza ed Et a del Donatore

B Overall Recipient Survival

Donor group p-value
Living donor ' age <60 S <0.001
Living donor  age 60-64 - <0.001
Living donor  age 65-69 -I-r 0.15
Living donor  age >70 — — 0.84
Expanded criteria Donor R <0.001
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Englum B et al, Transplantation, 2015



Donato re > 60 anni e Mortalit a
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Quali sono le condizioni che appaiono
limitanti il trapianto da vivente?

Modificazione del contesto epidemiologico della ‘
malattia renale cronica

® Aumentata complessita Immunologica



La complessita immunologica del
trapianto da vivente?

@® Recidiva della malattia immunologica
@ Ritrapianti
@® ABO incompatibile
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\ Le risposte alla Complessita Immunologica
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iIdney paired donation
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Approcci Terapeutici

Plasmaferesi 60% risposta favorevole
Rituximab 79% risposta favorevole
Abatacept Case report
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Mutation aHUS incidence Type of deficiency Risk of recurrence

post-transplant
CFH 20-30% : ow in 30% (guantitative deficiency)  70-80%
MCF 10-15% itative 3 ‘ pative  Low in 30% (quantitative deficiency)  Low (unless associated with
other mutations
CH B-10% : and 30% guantitative  Low in 30% (guantiative deficiency]  70-80%
CFB 1-4% Always low 100% (only 4 cases reported)
THBD 3-5% - Low in 50% Unknown but probably very low
C3 -10% Wajonty are quantitative Low in B0% 40%
Ant-CFH Abs 6% MR Low in 40-60% 40-70% Depending on
associated mutations
CFHA 15 Unknown Usually qualtative Mormnal unless it 1z associated with  Unknown
other mutations
Combined mutations 10-12% Vanahlz Vanable Varable

aHUS, atypical hamolytic uramic syndrome; O3, complemant facior 3; OFH, complamant facior-H, MCE mamibrane co-facior protein; CFl, complament facior;
CFE, complament factor B, THED, thrombamodulin, CFHR, complement factorH reiated prateins.

Terapia con Eculimzumab e efficace nell’'80% dei casi Switc

et 112 ZELNO)

Alasfar S et al, Front Med, 2014 Immuno-
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olganizzativo

IVIG AND RITUXIMAB (ANTI-B CELL)

-
-
-

.
-

Immuno-

.
. .
-
oppressione
e
g
N .
e
£

.
-
2y

/

-
£ e
£ o e
< =

<

ECULIZUMAB (COMPLEMENT INHIBITION)

. IG

Wongsaroj P et al, World J Nephrol, 2015



TRANSPLANT

INTERNATIONAL

Transplant intérnationa IS5N 0934-0874

REVIEW 2014

An update on ABO-incompatible kidney transplantation

Stefan Zschiedrich, ' Albrecht Kramer-Zucker,' Bernd Janigen,” Maximilian Seidl,™* Florian Emmerich,”
Przemyslaw Pisarski* and Tobias B. Huber &

Protocolli Terapeutici nel trapianto ABO-incompatib 1[
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Graft survival 100% 1,3,5 anni
Graft survival 94 % a 10 anni

TRANSPLANT

INTERNATIONAL

REVIEW

Transplant internation sl 155N 0834-0874

2014

An update on ABO-incompatible kidney transplantation

Stefan Zschiedrich, Albrecht Kramer-Zucker,' Bernd Janigen,” Maximilian Seidl,* Florian Emmerich,*
Przemyslaw Pisarski® and Tobias B. Huber '’

Complicanze chirurgiche:
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Risultati

Letteratura

® Giappone dal 1989 > 2000 tx
Graft survival 95.8 % a 3 anni

® USA dal 1995 > 700 tx
Graft survival 89.6 % a 3 anni
Graft survival 82.6 % a 5 anni
Graft survival 72.9 % a 10 anni

® Svezia dal 2001 > 274 tx
Graft survival 97% a 3 anni
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Long Survivors
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Immune mechanisms involved in rejection
and tolerance to allogratft

CELLULAR REJECTION -

S Corticosteroids | - CD4+ direct cytotoxicity
olrganizzativo Thymoglobulins - Activation of cytotoxic CD8+ T cells

Immuno-

tolleranza / \
Direct pathway

T reg cell therapy

Regulatory cells are in \ /

green and effector cells
In red . APC, antlgen ian?:xanTz::epnr:isoiie - - -l | B cell help leading to alloantibody production |

drugs

presenting cell; BCR, B !

cell receptor.
IL10 R

Indirect pathway B-10 cell therapy?

Ford, M. L. et al. (2013) Nat Rev Nephrol




Study of immunomodulatory cells
HLA-G* / FoxP3*

derived from patients on haemodialysis

after immuno-conditioning

OPEN a ACCESS Freely available online @ PLOS | ONE

Neutrophil Gelatinase-Associated Lipocalin Increases
HLA-G"/FoxP3™ T-Regulatory Cell Population in an In
Vitro Model of PBMC

Gaetano La Manna'*, Giulia Ghinatti?, Pier Luigi Tazzari3, Francesco Alviano?, Francesca Ricci®,
. Irene Capelli’, Vania Cuna’, Paola Todeschini', Eugenio Brunocilla®, Pasqualepaolo Pagliaro?®,
| / Laura Bonsi?, Sergio Stefoni'

Tolleranza
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Immunomodulatory cells
FoxP3+ / HLA -G+
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Dipartimento delle Insufficienze d'organo e dei trapianti

Prof. Antonio Daniele Pinna

1 - Aferesi di cellule T reg del ricevente

2 - Espansione delle cellule T reg del ricevente

3 - Somministrazione in fase 0 (pre-trapianto) ed in fase 1 (6 giornata)
delle sue stesse cellule T reg espanse in due dosag  gi diversi.
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Trapianto di cellule T Reg per indurre tolleranza:
\ Progetto finanziato dal Ministero della Salute

Immunosuppressive Regimen

T Thymoglobuline END OF TRIAL
e FOLLOW-UP
v v (0,75 mg/kg) REGULATORY CELL THERAPY DERIOD =
DAY 0 DAY 6 v v v (Mreg, Tol-DC, Treg, Tr1) | KEY:
DAYO DAY2 DAY4 I h = hour(s)
: D = day
1 W = week
! |
Jr4—— DAY 0: 500mg IV Belus 1 g = gram(s)
Wr4——— DAY 1: 125mg IV Bolus PREDNISOLONE 1 — milli
20 < ey {Absolute Dose in mg/day) : mg = milligram(s)
15 = : :_ | ng = nanogram(s)
10 - : : :_ : ml = millilitre
: : : : | T, = transplantation
5911 [r— 1 *
[ 1 oy s IV = intravenous
2D 2W AW W 12W 14W

Mycophenolic Acid

(Absolute Dose in mg/day)

1440 mg ™
|
|

720 mg | I
|
|

]
]
]
]
1
D: -7-1 2W

3@
TACROLIMUS
(Target Trough Level in ng/ml)
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# Centro Trapianti di Bologna
Trapianto da Vivente
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Il messaggio finale & che
Il trapianto da vivente e la prima
opzione da escludere e che il tempo
ha aperto nuove opportunita




