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An update for atypical haemolytic uraemic syndrome:
diagnosis and treatment. A consensus document.

Einleitung

Ursachen

Definition aHUS

Prognose der einzelnen Formen
Diagnostik

- Differentialdiagnosen
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Therapie:
| Plasmatherapie (Historie)
| Eculizumab
- Kinder: so frih wie moglich, First-line

- Erwachsene: frih geben, bei unkl. Dx evtl. zuerst PE, dann rasch
Ecu.

- Dauer: wie empfohlen in Packungsbeilage
- Dialyse: mind. 3 Monate fortfuhren
- Sekundares aHUS, wenn therapie-resistent
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An update for atypical haemolytic uraemic syndrome:
diagnosis and treatment. A consensus document.

Patient with CTKD secondary to aHUS ». *C study.
H candidate for KT
Transplantation:

* DGKE study il the HUS

was produced in the first
| yaar of life

Low risk of aHUS recurrence after KT

Moderate-high risk of aHUS recurrence after KT
- Isolated mutations in MCFP
- DGKE mutation

- Undetectable-FH antibodies

- Mutations in GFH, CFI C3, CFB
- CFH/CFHAT Hybrid gene Combined mutations
- Mutation unidentified / with unknown effect

- Persistence of anti-FH antibodies

- Previous recurrence of aHUS (in an affected individual or family)
= With no mutation but with CFH polymorphisms

Cadaver donor Cadaver donor
With unrelated Re?:;‘;f'“e With unrelated Related live
live donor live denor. donor

! l

The mutation indisputably

The mutation indisputatly assosatled
associated with the pathogenesis with the pathogenesis of an aHUS in
of an aHUS in the receptor the receptor not found in the donor
not found in the donor

Eculizumab is avaitable

Yes Mo Yes ( No
7 P’ .
Unable to parfarm " o Unabls to parform
KT with no prophylaxis KT with related KT with eculizumab prophylaxis KT with related
living donor as first option

livie domar

Vermeidung aller potentiell aHUS-auslosenden Situationen
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Therapie-Modifikation (Eculizumab):
| Absetzen oder individuelles Therapieschema nur bei
Niedrigrisiko-Patienten:
Isolierte MCP-Mutation
Negative FA

Immer individuell und nach mind. 12 Monaten
Therapiedauer

Nach Absetzen mind. 3 Monate engmaschiges
Monitoring
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An international approach to the management of atypical
hemolytic uremic syndrome in children.

Einleitung

Definition aHUS

Diagnostik
- Differentialdiagnosen abklaren
- Komplementuntersuchungen
- Genetik

Meningokokkenprophylaxe
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Therapie:

| VOR Ara Komplementblockade: Plasmatherapie (Austausch / Infusion)

I NACH Komplementblockade:

- Beginn der Therapie: sofort

- Umstellung von PE/PI auf Eculizumab: nur bei voller Remission und ohne arter.

Hypertonus bei PE/PI belassen

- Dialyse: mind. 3-6 Monate vor Stopp (Nierenbiopsie ggf.)

- Komplementkontrollen (CHS50)

— d7 vor der 2. Gabe
— bei Vd.a. nicht ausreichende / fehlende Wirkung
— bestimmte Situationen (OP, Infektionen, Impfung, Trigger...)

— Auffalligkeiten im Routinelabor
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An international approach to the management of atypical

hemolytic uremic syndrome in children.

Therapie-Modifikation:
Verlangerung des Intervalls:

|  Nur bei Patienten mit CH50 <10%, mit Talspiegelmessungen

Besser ganz stoppen:
— Niedrigeres Ruckfallrisiko bei

CFIl / MCP / keiner Mutation

— Keine lebensbedrohlichen Situationen " I pre complement backade perkd, th risk o elapse afe tho st year n patents alve wihout ESRD at 1 yoar

children with MCP mutation. Despite a relapsing course, children with MCP mutation retained a relatively favourable
prognosis (17% ESRD at 5 years follow-up) (3)

i n d e r VO rg eSCh i Ch te . Nobuldy:(no\ﬁ'skwhal will be tr:e relalprse I?te aﬂe; complement blockade discontinuation in patients

e Strict monitoring (twice weekly urine dipslix) for early detection of relapse and immediate re-initation

of complement-blockade treatment in case of relapse can limit the risk of poor outcome and renal

— Normale Nierenfunktion Sequel (142

— Patienten > 5 Jahre Rieor .

vascular

complications

Risk of
meningococcal
infection under

complement
blockade therapy

Studien!

Complement
blockade treatment
burden and cost

The frequency of cardio/cerebro vascular complications and of arterial stenosis in aHUS patients compared to
patients with CKD due to other causes is not documented. Therefore this problem currently is not demonstrated
as a reason for life-long complement blockade

s Neither vaccination nor antibioprophylaxis guarantee p ion against menir
infection in patients receiving terminal complement blockade therapy

Long term IV infusions may lead to vascular access obstacles

Twice monthly IV treatment —particularly if performed in hospital- may be unacceptable as a life-
long social commitment

Access to eculizumab both logistically and financially may be limited in some settings
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An international approach to the management of atypical
hemolytic uremic syndrome in children.

Transplantation:
Vermeidung aller potentiell aHUS-auslosenden Situationen

Eculizumab absetzen: zuerst grosse Studien mit «Nativ»-Nieren!

Transplantation can be considered in a well informed recipient and/or donor
Deceased donor or non-related living donor — provided that eculizumab will be available to prevent or treat HUS recurrence

¢ Related living donor The mutation found in the recipient has an indisputable role Low risk of HUS Living —related donor
g in the pathogenesis of aHUS and is not found in the donor ——— for the donor ————p transplantation
° l can be done
5 Assessment of the risk The donor has the same mutation as the recipient ———— » Highriskof HUS
E of aHUS in the donor for the donor —— Living —related donor
transplantation
- The role of the variant found in the recipient is uncertain should not be done
(unreported in data bases and with unknown functional consequences) Intermediate risk of HUS for
- No mutation identified in the recipient or the donor —» the donor who may share an /
unknown risk factor with the

- (High risk - 3
o § «  CFH, C3/CFB gain of function mutation —p Prophylactic eculizumab
g -‘é’ «  Prior graft lost due to recurrence, whatever the genetic background®
2a
B £ Intermediate risk
§ £ «  CFlmutation —» Prophylactic eculizumab or PE
S8 +  Combined MCP mutation
e
® =
£3 (" Low risk

by *  DGKE mutation

; « lsolated MCP mutation -

= *  No mutation identified » No prophylaxis

\* Low anti-CFH antibody titer
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Grundlagen, Diagnostik, Meningokokkenprophylaxe, Therapie,
Transplantation: wie beschrieben

Therapiemodifikationen:
| Im Dialog mit den Eltern

| Ggf. zunachst Intervallverlangerung mit Talspiegeln und
Komplementbestimmung im Verlauf

Kinder uber 5 Jahre

Nur, wenn in Remission und mit normaler NF

Keine lebensbedrohlichen Episoden in der Vorgeschichte
Niedriges Ruckfallrisiko: MCP, CFI-Mutationen

Nach mind. einem Jahr Therapie

I
I
I
I
I
| 2 x wochentlich U-Stix
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