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Introduccio.

Malalties hereditaries renals > MRCT >

TRANSPLANTAMENT RENAL.

Algunes malalties = perdua precoc¢ empelt

TRV contraindicat en herencia autosomica recessiva

(PQR, cistinosi)

Table 1 | Autosomal recessive diseases that progress to end-stage renal disease

Disease Gene Gene product
Congenital nephrotic NPHS1 Nephrin
syndrome (Finnish type)

Autosomal recessive SRNS  NPHS2 Podocin

Autosomal recessive SRNS

Pierson syndrome

Schimke's immuno-osseous

dystrophy
Nephronophthisis
Cystinosis
ARPKD

Alport syndrome

Primary hyperoxaluria

Atypical HUS

NPHS3 (PLCE1)
LAMBZ2
SMARCAL1

NPHFP1 to NPHP9
CNTS

PKHD1

COL4A3, COL4A4
AGXT

CFH, CFHR1,
CFHR3, CD46

Phospholipase Ce
Laminin p2

HepA-related protein

Nephrocystines 1 to 9

Lysosomal cystine transporter
Fibrocystin

a3 and a4 type IV collagen

Alanine glyoxylate aminotransferase

Complement factor H, complement
factor H-related proteins 1 and 3



Poliquistosi Renal Autosomica Dominant

Malaltia hereditaria renal + frequent (400-1000
naixements, > 5% dels casos de MRCT a Europa | Nord
America).

Mutacions: PKD1 (= 85%, més severa i preco¢ — 54a),
PKD2 (= 15%, edat — 74a).

El TR és la millor opcio de tractament, essent el TRV
plantejable.

Supervivencia empelt i pacient és igual a altres MRCT.



PQRAD
* Avaluacio pre-TR:

— Nefrectomia de RR propis (=20%) restringida a dolor intens,
sacietat precocg, sagnats recurrents, infeccions o litiasis,
requeriment d’espai per a implant.

« Moment nefrectomia és controvertit. Major morbi-mortalitat preTR i durant
TR que postTR.

» Segons experiencia quirdrgica: oberta vs laparoscopica.
» Nefrect si longitud maxima renal > 21,5cm (S 94%, E 70%).

— Si afectaci6 hepatica, avaluacio imatge. Complicacions en 4%
dels TR (infeccio, sagnat). Doble TR+THO es considera en
casos d’hepatomegalia simptomatica o colangitis recurrent si
FG<30 mL/min/m2.

— Screening aneurismes intracranials (<60a i antecedents
familiars, professions de risc, ansietat)



PQRAD | TRV

e Donacio renal: familiars de 1r grau indicat screening.
Si negatiu, valorar severitat en la familia i edat.
Plantejar estudi genetic (PKD1 i 2) quan donant <30a.

Living related-donor candidate for patient with ADPKD
240 years 30-39 years <30 years Age
=1 cyst Mo cysts Mo cysts Ultrasonography
MNormal Normal MRI
No PKD1 or PKD2 | Genetic testing
mutations
' y
Kidney donation




Liver cysts and
hepatic volume
Continue to increase
after kidney
transplantation
Complications can
arise as a result
of cyst infection
Liver transplantation
should be considered
in patients with
diffuse disease or
recurrent cholangitis

NODAT
Association between
ADPKD and risk of
MNODAT is unclear

Diverticulitis and/or
colonic perforation

Incidence is increased
in kidney transplant
recipients with ADPKD

Nonmelanoma skin
cancer
Association between
ADPKD and risk of
nonmelanoma skin
cancer after kidney

transplantation

is not clear

Complicacions PQRAD I TR

Intracranial aneurysms
General screening
recommendations for
patients with ADPKD
should be followed
Risk of stroke is not
increased in kidney
transplant recipients
with ADPKD

Control of hypertension
and hyperlipidaemia as
well as smoking cessation
is strongly recommended

to reduce rupture risk

Cardiac events
ADPKD is associated
with hypertension,
cardiac valvulopathy
and pericardial effusion
Post-transplant cardiac
morbidity and mortality
is not increased in
patients with ADPKD

Native polycystic kidneys
Volume decreases after
kidney transplantation
Can become symptomatic
requiring nephrectomy

Kidney graft
Survival is excellent
Acute rejection rates are
not increased in patients
with ADPKD




Malalties quistiques I risc neoplasia

Augment incidencia neoplasia en malaltia quistica adquirida associada a

MRCT

Table 4. Cystic renal diseases with risk of RCCs

Cystic Disease Incidence Mutated Gene/Protein Cancer Risk Cancer Types
Autosomal dominant 1:1000 PKD1/polycystin 1 Not known Papillary
polycystic kidney disease PKD2/polycystin 2 Clear cell
von Hippel-Lindau disease ~ 1:30-50,000 VHL/pVHL 60% of patients Clear cell
Tuberous sclerosis complex  1:10,000 TCS1/hamartin 2-3% of patients ~ Clear cell
TCS2 /tuberin epAML
End stage kidney disease = Proportional to  Diverse, dependent on  5-10% of patients  Usual types
acquired cystic kidney dialysis tumor type Two new types
disease duration

- Risc de cancer renal en pacients amb PQR és desconegut!



Esclerosi Tuberosa | VHL

Complex Esclerosi Tuberosa 1 Malaltia Von Hippel-
Lindau: alteracions associades a mutacions sobre
gens supressors tumorals, resultant en malaltia
quistica renal + tumors solids.

=TT

Proteasome PRAS40 — A —gB
|

8K RA\ /

VHL complex TSC1/TSC = RSK ME 1/2

Normoxia Rhel b TCTP
B 38
— rnTORC1 ERK1/2
! ‘— p70S6K 4EBP1

L HRE g \ /
g. VEGF, Redd1/2 Translation




Quists, neoplasia | TR

IMTOR: Gs en tractament antineoplasic i immunosupressio en TR
en CET i VHL.

No indicacié en PQRAD.

Screening RR propis recomanat cada any/2a.

Ca papil-lars en malaltia
quistica adquirida




Sindrome d’Alport

Alteracions col-lagen membrana basal - hematuria +
sordesa neurosensorial

Variants X-linked (>80%), autosomica recessiva (=15%) |
autosomica dominant (rara)

MRCT 12% als 40a, 30% als 60a

Transplantament renal.



Sindrome d’Alport

e TR: 3% risc malaltia anti-MBG

e TRV (X-linked):
— Estudi donant: sediment, estimacio FG, avaluacio ocular |
auditiva.
— Germans O >20a s/lhemat, min prob malaltia = D.
— Germanes @ d’afectats, 50% portadores. S/hematuria = D.
Estudi genetic (fills de @ portadores sén potencials afectats).
+ hematuria, s/proteindria i FG normal valorar risc:

Gross et al. : 6 dones heterozigotes amb hematuria DONANTS,
en 7 anys = 3/6 HTA, 2/6 proteinuria, 4/6 disminucio FG.



Malatia de Fabry

Alteracidé metabolica lligada al crom X

Deficit d’activitat a galactosidasa lisosomal - acumul
globotriaosilceramida als lisosomes.

Joventut: angiogueratomes, acroparestesies, alt oculars.
Progressiu acumul vascular: alteracio renal i cardiovascular.

MRCT als 35-45a. Tractament de reposicio a galsidasa.
TR és el tract renal substitutiu d’eleccid.

No s’objectiven diposits de GL-3 a empelt.
Tractament reposicié enzimatica pels altres organs.

TRV: measura d’activitat a galactosidasa A en dona potencial
donant relacionada NO és suficient (inactivacio X aleatoria), cal fer
estudi genetic.


Moderador
Notas de la presentación
als lisosomes de cells epitelials, endotelials i múcul llis.


Sindrome hemolitica uremica

Anemia hemolitica microangiopatica basada en una lesio endotelial
glomerular, associat a infeccions intestinals (SHU), o a mutacions i
polimorfismes en gens gque codifiquen proteines del sistema del
complement (SHUa).

TR SHU - recidiva <1%. Supervivencia igual a altres malalties.

TR SHUa - recurrencia variable, segons # series:
— mutacié CFH recidiva 75%, perdua empelt >80%.
— Mutacié CD46 (MCP) baixa recidiva.
— Altres mutacions recidiva =100%.
— Mutacié no identificada: recurréncia 30%, perdua > 80%.
— Supervivencia a 5a 51%.

Donants portadors: risc de presentar la malaltia post-nefrectomia.
Contraindicacio TRV.



Sindrome hemolitica uremica

Indicacio de plasmaferesi pre-TR.

Eculizumab: Profilaxi vs Tractament.

PostTR, elevat exit en tractament de la recidiva (velocitat
instauracio correlacio inversa amb grau de recuperacio de FR).

Si establert, és necessari el manteniment a llarg termini.
Evitar iInTOR: augment risc recidiva. Us ICN.

Dany vascular (rebuig) i toxicitat per ICN - risc recidiva.



Trasplantament renal donant viu |
malalties hereditaries

Key polnts

o Living donor kidney transplantation is often presented as the best option far
patients awaiting renal transplantation, but patients whose renal failure is the
result of an inherited disease might not be suitable candidates for living related
transplantation

s The possible occurrence of the same disease in the related living donor should
be excluded before living donor transplantation is performed in a patient with a
hereditary nephropathy

= For living donor transplantation to be suitable for a particular patient, the risk
of graft loss should not be higher than it would be if the patient received a graft
froma deceased donor

= Individuals with autosomal dominant polycystic kidney disease requiring renal
transplantation should only receive a kidney fram a relative if the disease has
been excluded in that relative; if imaging datais equivacal, the potential living
related donor should undergo molecular testing

= Female heterozygotes for X-linked Alport syndrome who are considering
donating a kidney should be informed about the long-term increased risk of
renal dysfunction associated with kidney donation

s Living donor kidney transplantation is contraindicated in patients with atypical
hemolytic uremic syndrome because of the high risk of recurrence and the
associated high risk of graft loss
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Moltes gracies per la
vostra atencio!!
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