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Eculizumab (Soliris)
Atypical Hemolytic Uremic Syndrome (aHUS)



 Triad Hemolytic Uremic Syndrome (HUS)
 Hemolytic anemia
 Thrombocytopenia
 Acute renal failure

 Thrombotic microangiopathy (TMA)

 Causes of HUS in childhood:
 >90% Shiga toxin E. coli HUS (STEC-HUS)
 5-10% Complement mediated HUS (atypical HUS)
 3-5 children and 10 – 15 adults yearly

Background



Pathophysiology



Endothelial injury  Platelets aggregation  Thrombus formation  Ischemia + Hemolytic anemia

Background
Thrombotic microangiopathy



Treatment aHUS
Eculizumab (Soliris)

 Monoclonal antibody against C5
 Intravenous therapy, every 2 weeks

 >80% no TMA
 GFR improves (10-30 ml/min)
 Reduces mortality and ESRD

Plasma therapy

 31% complication

 20% mortality
 >50% End stage renal disease
 Renal transplantation 60-90% 

graft failure



4. Costs3. PK/PD

Optimal treatment scheme?
1. Therapy duration 2. Risks
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aHUS
1st episode

Eculizumab
When stable remission: discontinuation (adults) of adjustment (children)

aHUS
relapse after kTx

aHUS
relapse

Plasma therapy

Plasma therapy:
depended or resistance

1st presentation 
remission

1st presentation 
necessity

eculizumab
AdultChildren

New Dutch guideline

Source: NfN Guideline TMA



 Tapered in all
 17 withdrawn
 5 recurrence aHUS

 4 CFH (50%)
 1 C3

 13 event free
 5 event free > 1 year

Follow up 
Restrictive treatment regimen



Eculizumab levels 
increase significantly 
with each following 
infusion (P<0.001)
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Pharmacokinetics
Initial phase: standard 1 week infusions



Standard

Target

Pharmacokinetics
Values exceed target range up to 10-fold



National observational study to monitor the new 
guideline concerning treatment of aHUS patients



Add on 1: Add on 2:

PESaM questionnaire
P atient
E xperience
Sa tisfaction
M edication
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