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Plasma-containing blood products in Complement-
mediated diseases

beneficial or harmful? 
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Complement system- amplification loop



Amplification loop- regulation



Three complement activation pathways: regulation

C1-inhibitor

C4BP

Factor I

Factor H

Plasma 
inhibitors

MCP (CD46)

sCR1

DAF (CD55)

protectin 
(CD59)

Membrane
inhibitors

Wouters & Zeerleder, Haematologica 2015

MAC	(C5b-9)	

C5b	

C3b	

C3	

Opsonization	
(C3b,	C4b)	

Inflammation	
anaphylatoxins	

(C3a,	C5a)	

Alternative	
pathway	

Classical	pathway	Lectin	pathway	

C4bC2a	C4bC2a	



MAC	(C5b-9)	

C5b	

C3b	

C3	

Opsonization	
(C3b,	C4b)	

Inflammation	
anaphylatoxins	

(C3a,	C5a)	

Alternative	
pathway	

Classical	pathway	Lectin	pathway	

C4bC2a	C4bC2a	

Complement- mediated diseases and hemolysis

Wouters & Zeerleder, Haematologica 2015

Autoimmune Hemolytic 
Anemia (AIHA)

Cold Agglutinin Disease

Paroxysmal Nocturnal 
Hemoglobinuria (PNH)

Atypical Hemolytic Syndrome 
(aHUS)

Dysregulation alternative pathway �� loss of control


