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Risiko der Lebendspende
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Operationsrisiko - Todesfalle

+ 3.1 pro 10,000 Lebendnierenspender
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Operationsrisiko
Todesfalle pro 10’000 Eingriffen
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Operationsrisiko
Todesfalle pro 10’000 Eingriffen

- 3 Lebendnierenspende

18 Cholecystekomie
3-20 Liposuktion

3-10 Kaiserschnitt

1 normale Geburt
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74’000 km mit dem Auto fahren
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... oder 38 mal Gleitschirm fliegen
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Ruckgang fruher Komplikationen

%
100 %
30
25
80 20
15
60 10
05
40 " 40-50 50-60 60-70
29% age groups
20
0

1999 2001 2003 2005 2007 2009 2011 2013 2015
n= 1748, 1999-2015

O] poversiatsseial Von Crista Nolte, SOL-DHR 2017




CKD3 nach Lebendspende?!
GFR < 60 ml/min/1.73m? nach Altersgruppen
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CKD3 nach Lebendspende?!
GFR < 60 ml/min/1.73m? nach Altersgruppen
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iGFR (mI/min/1.73m?)

70.00

insges. 27% MGFR < 60,
in Altersgruppe 60-69 aber 91%
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Nierenfunktion in den ersten 3 Jahren nach Lebendspende
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Kasiske, Am J Kidney Dis 2015; 66: 114-124
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Adaptiver Anstieg um 35%
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Vorhersage der erwarteten Nierenfunktion nach Spende
(LD n =68, mean obs S-Cr 107, exp S-Cr 102 umol/l)
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Vorhersage der erwarteten Nierenfunktion nach Spende

«Serum Kreatinin vor Spender x 1.49 = Serum Kreatinin nach Spende»

UniversitatsSpital
P
M Ziirich




Calculation of the expected serum creatinine in the recipient

Post-transplant kidney function is based on...
1. ... the recipient’s metabolic demand

2. ... the donor'‘s nephron supply.

— demand

ager * bwtg
expSCrg[umol/l] = —TCTI T,
0.6 * GFR,p + 8.7 ~

supply

agerp * bwt;p * gender;p
SCryp

Al-Sehli et al, Transplantation 2015; 99: 1960

08.12.17 Prediction of kidney function after donation in donor and recipient, Laura Hapuoja
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Risiko ein progredientes Nierenversagen zu entwickeln?

. Hyperfiltration )
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— Hochdruck
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? Nierenversagen
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Vergleichbares Langzeittuberleben
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Figure 1. Survival of Kidney Donors and Controls from the General Population.

I bars at 5-year intervals indicate 95% confidence intervals for the proba-
bility of survival among kidney donors.

Ibrahim, Matas et al, NEJM, 2009; 360: 459
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Caveats

 inadagquate Kontrollgruppen

* hoher ‘lost to follow up’ und Positivauswahl
» zu kurze Beobachtungszeit

» ungenigende Nierenfunktionsmessung
 retrospektive Studien

» wenig Daten fUr Risikogruppen
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Erhohte Sterblichkeit bei 1°901 Nierenspendern
verglichen mit 32°621 gesunden Kontrollen
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Figure 2 | Cumulative mortality risk in kidney donors and
controls, adjusted for year of donation. Controls are matched to

donors for age, sex, systolic blood pressure, body mass index, and
smoking status.

Mjgen et al, Kidney Int 2014; 86: 162
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Der Altersunterschied zwischen den Gruppen
erklart Unterschiede in der Sterblichkeit
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UniversitatsSpital
M Ziirich

/



Dialyserisiko im Vergleich zu gematchten Kontrollgruppen
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Gesunde Kontrollen 1.4/1000
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Muzzale et al, JAMA 2014: 311: 579



Dialyserisiko im Vergleich zu gematchten Kontrollgruppen
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400+

3004
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End-5tage Renal Disease per 10000

Normalbevolkerung | 33/1000

Unscreened nondonors vs live donors P=.001
Live nondonors vs healthy nondonors P<.001

Lebendspender 9/1000

__,_.-—"'_'_I 4.7 / 1000 Mjgen

Gesunde Kontrollen 1.4/1000

—_————————— e —

* 9 Donoren

* Median nach 18.7 Jahren
 alles Verwandte

+ primare Nierenerkrankungen

Muzzale et al, JAMA 2014: 311: 579;
Mjgen et al, Kidney Int, 2014; 86: 162
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Vorhergesagtes Risiko fur ESRD

abhangig von den Jahren nach Spende
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50% of predicted survival curves fall betweed the dashed lines,
but a few individuals have substantially higher predicted risk.

Massie et al, JASN 2017; 28: 2749
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Projected Lifetime Risk of Kidney Failure, %

H B

Transplant center
- declines donor
candidate

Transplant center’s threshold for
acceptable postdonation risk

I\

1) Transplant center
accepts donor

- candidate

2) Candidate decides

whether to proceed

Candidate A Candidate B Candidate C

=

Demographic-related risk in the absence of donation (age, sex, and race)

Aggregate risk related to clinical characteristics in the absence of donation
(e.g. GFR, blood pressure, BMI, smoking)

Donation-attributable risk (may vary by demographic and clinical characteristics)



Risikokalkulation fur terminale Niereninsuffizienz
vor und nach der Spende

Risiko vor Spende

Risiko nach Spende
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ESRD Risk Tool for Kidney Donor Candidates

0.07% 0.08%

Pre-Donation 15-Year* Pre-Donation Lifetima*

blue: < 1%, green: 1-2%, 2-3%. 3-5%, red: »5%

Tha pre-donation riska repreaant projections if a person does not
donats a kidnay. Deteils about estimating post-donation risk are
provided balow.
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Studien (klein und kurz) zu Risikogruppen

Il

UniversitatsSpital
z
M Ziirich

Living donor group

African American versus white
[United States)

Hispanic versus white (United
States)
Australian aboriginal versus white

Canadian aboriginal versus white

QOlder versus younger

Higher BMI

Low birth weight/low nephron
number

APOLT variants

Postdonation pregnancy

Outcome

Increased risk for hypertension (hazard ratio, 1.52)%31
Increased risk for macroalbuminuria (12% versus 0%)°°
Greater decline in GFR after denation with higher BMI ¥
Increased risk for CKD (hazard ratio, 2.32)2% 2@
Greater decline in estimated GFR in AA women
at 273 days after donation 2
Highest risk for kidney failure among AA males donating
befare age 35 yr®®
Greater proportion of AA doners listed for
transplantation?®
Increased risk for hypertension (hazard ratio, 1.36)%¢
Increased risk for CKD (hazard ratio, 1.90)2%
Increased mortality (12% versus 09%6)%7
Increased prevalence of CKD and ESRD (81%
versus 38%)7
Increased prevalence of hypertension (50% versus 6%)°7
Increased prevalence of proteinuria (81% versus 6%)%7
Increased prevalence of hypertension (100%
versus 45% at 20 yr)*®
Increased prevalence of proteinuria (21% versus 49)26
Lower postdonation GFR in older donors? .14 3
Reduced renal functional reserve capacity
with donor age = 54 yr'4
Lower postdonation GFR with increasing BMI7-141#
Reduced renal functional reserve capacity,
especially with donor age < 49 yr'?
Unknown

Unknown
Unclear’?

Al African American.

« TCKD
« T Hypertonie
« 1 Albuminurie

« T CKD & T Hypertonie

« TCKD

« T Hypertonie
« 7T Alburie

« T Mortalitat

« 71 Hypertonie
« T Albuminurie

« {GFR
« JRRC

« JGFR
« I RRC

Mueller, Luyckx, J Am Soc Nephrol 2012; 23: 1462

Medidays 2016 K.-D. Jordan Th. Miller ~Seite 27



Review zu Studien zur Physiologie nach Lebendnierenspende

? GFR
? ERBF
? RFR

total of 3071

excluded with animal model

excluded with deceased donors

excluded with estimated GFR

45 with direct GFR

measurements
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Verlust der Reservekapazitat bei ‘marginalen’ Donoren
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Schwelzer Donorregister

SOL-DHR = Swiss Living Kidney Donor Cohort Study

1993 von Prof. G. Thiel initiiert

Prospektive und longitudinale Datensammliung:

— 2014 Nierenspender von allen 6 Schweizer
Transplantationszentren

— 49 Leberlebendspener von 2 Zentren

Follow up @ 1, 3, 5, 7, 10 Jahren, dann zwel-jahrig
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Bisher kein Spender mit Dialysepflichtigkeit
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Hypertonie nach Spende
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Albuminurie nach Spende

E<5 ©O5-10 ©010-20 ©D20-50 ®=50-100 m=2100 mg/mmol
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Years after donation

n = 1950, 1993-2015
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Haben Sie Beschwerden nach der Spende?

7% Pain

6% Tiredness
3% Abdominal
3% Scare

2% Work

1% Mental

1% Financial
6% Varia

n=766

By courtesy of Crista Nolte 2017
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Wiirden Sie wieder spenden

No or do not know

n=1226

By courtesy of Crista Nolte 2017
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Zusammenfassung

Lebendnierenspende ist nicht ohne Risiko

das absolute Risiko fur eine terminale Nierensinsuffizienz ist sehr klein
gerade fur Subgruppen ware eine robuste Risikokalkulation sehr hilfreich
prospektive Langzeitstudien mit adaquater Kontrollgruppe sind notwendig

bis dahin ...
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Fall 1
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Gestational hypertension or preeclampsia is more common In
living kidney donors compared with healthy controls

preterm birth, low birth weight, caesarean section and postpartum haemorrhage did not differ

Pregnancies Pregnancies P Value for
Subgroup in Donors in Nondonors Odds Ratio (95% Cl) Interaction

no. of events/no. at risk (%)

Age at pregnancy i 0.004
<32yr <5/85 (<6) 30/492 (6) | = | 0.9 (0.3-2.7)
>32 yr 210/46 (=22) 8/296 (3) ——=— 9.4 (3.2-27.5)
Prior pregnancy : 0.61
Yes <5/31 (<16) 7/173 (4) | | 1.6 (0.3-9.1)
No >10/100 (=10) 31/615 (5) I 2.7 (1.2-6.0)
Time of pregnancy since s 0.12
cohort entry !
<2yr <5/46 (<11) 16/302 (5) | : | 0.9 (0.2-4.3)
S2 yr >10/85 (=12) 22/436 (5) I 3.6 (1.6-8.3)
0.I1 I1.0 lIO.O 2IO.O
Risk Lower Risk Higher
for Donors for Donors

Uni itatsSpital
Y i Garg et al, NEJM 2015
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Higher lifetime risk of ESRD for younger age, particularly

among African Americans in the United States
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Transplantationsgesetz

Bedingungen flr eine Lebendnierenspende:

« Urteilsfahigkeit und Mundigkeit des Spenders

» Freiwilligkeit und Unabhangigkeit

« Familidre- oder emotionale Bindung nicht obligatorisch
« Kein finanzieller Gewinn

» Gesundheit und Leben des Spenders nicht gefahrden

UniversitatsSpital _ ) _
Ziirich Medidays 2016 K.-D. Jordan Th. Miller ~ Seite 44
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Empfanger

Triple - Crossover Transplantation
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Kalkulatoren zur individualisierten Risikoeinschéatzung

Quantifying Postdonation Risk of ESRD

in Living Kidney Donors

Low Risk of ESRD Up to 8x higher risk of
in the average donor ESRD in some donor groups
20-year risk of ESRD 20-year risk of ESRD
34 Cases / 10,000 Donors 256 Cases / 10,000 Donors

Calculate personalized ESRD risk using free calculator

Tool available for clinicians at:

Ay —— transplantmodels.com/donorsrd/ J A S N

UniversitatsSpital
P
M Ziirich ,













