
Symptoms Onset symptoms may be 
vague or mistaken for other conditions. 
Common ones include: fatigue, bruising or pale 
skin, nausea/ vomiting, abdominal pain, 
shortness of breath, or discolored/reduced urine 
(Licht et al, 2015 and Nester et al, 2024). 

Diagnosis Diagnosis is difficult, with no 
universal criteria (Fakhouri et al 2023 and Cole et al 2025). 
Atypical HUS is usually a ‘diagnosis of 
exclusion’, after conditions with similar clinical 
presentations are ruled out. Tests that may 
support diagnosis include bloodwork, 
ADAMTS13 levels, kidney function rates, 
genetic testing, biomarker studies, and 
complement analysis. 

Genetic Factors Genetic 
predisposition can run in families through 
complement-regulatory gene mutations such as 
CFH, MCP, or CFI. (Simmons 2026 and Noris, M and 
Goodship, THJ et al, 2009). Around 10-25% of 
aHUS cases may be linked to inherited genetic 
mutations, but the majority of aHUS cases 
occur sporadically: randomly or infrequently, 
without a clear pattern of inheritance or 
environmental cause (Kavanagh D et al, 2013). 
Dysregulation of the alternative complement 
pathway is identified in 40–60% of patients 
(Spasiano et al, 2023). 

Triggers Atypical HUS activity is often 
triggered by factors that abnormally activate the 
complement system (Brocklebank et al, 2023). These 
include infections, pregnancy (Meena et al, 2025), 

vaccines, or drugs like 
immunosuppressants or chemotherapy 
(Yerigeri et al, 2023). Autoimmune diseases 
and cancers may also trigger activity by 
producing substances that activate 
complement.

Treatment Complement inhibitors 
are effective for the 40–60% of patients 
with complement-mediated TMA (genetic 
abnormalities or complement-related 
autoantibodies (Java et al 2024 and Alyamany, 
2026). Treatment guidelines have evolved 
from plasma therapy (infusion or pheresis) 
to therapeutic drugs, namely complement 
inhibitors or their biosimilars. Patients 
with mutations in coagulation genes such 
as DGKE (Lemaire et al 2013, Westra et al 2016), 
or those with autoimmune or secondary 
forms, may need different approaches. 
Research now suggests that lifelong 
medication may not always be required for 
every aHUS patient. (Studies: SETS aHUS, 
Bryant et al 2024 and CUREiHUS, Bouwmeester et 
al. 2023). However, discontinuation of them 
requires a personalized assessment to 
include both clinical profile and genetics, 
with individualized close and ongoing 
monitoring supported by access to rapid 
retreatment if relapse occurs. New drugs 
are being developed to address diverse 
aHUS/TMA needs and to provide lower-
cost options so more nations can ensure 
access to appropriate therapy.
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Understanding aHUS
Atypical Hemolytic Uremic Syndrome (aHUS) is a rare disease which causes decline in kidney 
function & can damage other major organs. It’s among a larger group of thrombotic microangiopathy 
(TMA) conditions, affecting blood flow and blood cells. Atypical HUS is characterized by clotting in 
small blood vessels, destruction of red blood cells (hemolysis), and reduced platelet counts 
(thrombocytopenia), and which progresses to acute kidney injury. (Vivarelli et al, KDIGO 2024)

Most people with aHUS develop the condition because the complement system, part of the body’s 
immune defenses, doesn’t ‘turn off’ as it should and this uncontrolled activity causes damage. Less 
commonly, aHUS may occur for reasons other than complement dysfunction. (Ardissino et al, 2026).
Atypical HUS can occur at any age and can be caused by a combination of environmental factors 
(like infections, pregnancy, or certain medications) and genetics (with mutations in the CFH gene 
most common, in about 30% of aHUS cases). (Noris et al, 2021)

Occurring in only 2–9 people per million, the rarity and variability of aHUS activity makes diagnosis 
and treatment challenging. Symptoms often mimic more common diseases, leading to misdiagnosis 
and delayed care. Since timely intervention improves outcomes, closing knowledge gaps and raising 
awareness are essential so patients receive accurate, rapid diagnosis and appropriate treatment. 
(Woodward et al. aHUS Alliance Global Action)
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Research and clinical findings continue with 
developments to close knowledge gaps 
across many areas of aHUS. The topic most 
far-reaching is the classification and 
renaming of this rare disease (see reverse).
Discontinuation of Complement Inhibitors
Stopping treatment risks relapse, but long-
term outcomes depend heavily on a patient's 
genetic profile. Close, case-by-case 
monitoring is essential to protect kidney 
function. (Hockman et al, 2025; Vujović et al, 
2025)

Biomarkers  Biomarkers evaluate disease 
activity, organ damage, and treatment 
response. Elevated C5b-9 may signal an 
aHUS relapse, making monitoring of kidney 
function, hemolysis markers, and 
complement activity essential for those 
discontinuing treatment. Some research 
markers like plasma C5b-9, C5a, and Ba 
reflect complement activation and may 
detect low level disease activity. (Tohidi et al, 
2026) 

Infection Risk Factors  The complement 
system provides immune defense, but 
excessive activation drives injury to blood 
vessels and organs. Complement inhibitors 
weaken immune defenses, significantly 
raising the risk of life-threatening infections 
from encapsulated bacteria and Neisseria 
species, such as sepsis and meningitis. 
(Bettoni et al, 2026) Patients on these drugs 
must stay current with meningococcal 
vaccination and seek prompt evaluation for 
any illness.
Drug Candidates  The toolkit of 
anticomplement drugs relevant to aHUS has 
expanded, though most remain in trials for—
or approved for—other complement diseases 
(e.g., PNH or C3G) rather than aHUS itself. 
Complement inhibitors work well for most 
aHUS patients, but the small percentage 
whose aHUS stems from mutations in other 
body systems (such as blood-clotting or cell-
structure genes, e.g. DGKE) will need 
different treatment.
Since drug mechanisms carry over across 
diseases, therapeutics developed for other 
conditions may still be relevant to aHUS. 
Joining the approved C5 inhibitors already in 
use (eculizumab, ravulizumab) are drugs 
targeting C5 (crovalimab, C5+ nomacopan), 
C3 (pegcetacoplan), factor B (iptacopan), 
factor D (danicopan, vemircopan), C5aR1 
(avacopan), and MASP-2 (narsoplimab). 
This field moves fast, so watch for updates 
on studies like APPELHUS (iptacopan: 
NCT04889430, completed Aug 2026) and 
COMMUTE-a & -p (crovalimab: both Phase 
III), and track trial and approval progress via 
ClinicalTrials.gov, the FDA (US), and the 
EMA (EU).
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