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Author (et al)
Year of publication

Prospective studies

Bouwmeester
2022

Fakhouri

2021
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Retrospective studies
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Cohort | discont”
*Children | Ntx

Total/Mean

Eculizumab
treatment Range

Follow-up
duration
Range

Relapse Rate
n=

Time to
Relapse
Range

Outcome Relapse

No chronic sequelae in relapsing
patients

Eculizumab resumed with no
significant change in GFR

No change in eGFR in 4/5. One
patient died during recurrent TMA
(nonadherent with therapy)

40% decline in kidney function after
discontinuing: but eGFR remained
.60 mL/min/1.73 m2

Overall: if adequately retreated no

chronic sequelae




aHUS treated
with eculizumab
(N=31)
Discontinued Continued
eculizumab eculizumab
(N=25) (N=6)
Physician directed Discontinuation due
discontinutaion to non-adherence
(N=18) (N=7)
Relapse rate 11.1% Relapse rate 42.9%
(2/18) (3/7)

Chaturvedi et al. Outcomes of a clinician-directed protocol for discontinuation of complement inhibition therapy in atypical
hemolytic uremic syndrome. 2021
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Relapse Rate

Female 64% Male 21%

Child 63% Adult 35%

CFH or MCP variant 50% Other geneticvariant 30%

No extra-renal 56% Extra-renal 20%
manifestation manifestation
sC5b-9 =2300ng/ml 58% sC5b-9 <300ng/ml 11%




Atypical hemolytic uremic syndrome

Eculizumab

Y

Complete clinical response

Y

Rare germline variant?
(FH, FI, MCP, C3, FB)
Yes Nlo

» Risk of relapse moderate ~50% » Risk of relapse low <5%

» Consider eculizumab cessation » Discontinue eculizumab
under close supervision

YeVRelapseVo YeyRelapse‘\lo

Resume C5 inhibition Monitor Resume C5 inhibition Monitor

Brodsky. Blood commentary 2021.



Patients with aHUS in native kidneys
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Qutcomes discontinuation

* SAFE and COST-effective
* No negative influence on quality of life

*  Majority of relapses:

<1 year after discontinuation

CFH most common in relapse and non-relapse group
* Risk factors: clinical relevance?




Larger data registries:
* Unbiased discontinuation
* Longer follow-up: long-term risks2

Biomarkers early detection of disease activity

Other complement inhibitors?
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