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Objectives : Atypical hemolytic uremic syndrome (aHUS) is a rare complement-mediated disease 

leading to thrombotic microangiopathy (TMA). Pregnancy-associated aHUS refers to aHUS occurring 

during or after pregnancy. Renin inhibitors have shown potential therapeutic effects on complement-

mediated diseases. In our study, we aimed to investigate the therapeutic implications of renin 

inhibition, specifically with aliskiren, in postpartum aHUS.  

Methods : The W1206R mutant mice (FHR/R)created by laboratory of Wen-chao Song developed the 

phenotype of TMA. Based on this model, our team created postpartum aHUS mice. Female wildtype 

(FHW/W) mice were mated with male heterozygous Cfh mutation (FHW/R) mice to obtain offspring 

female FHW/R mice which did not result in disease phenotype. After multiple pregnancies, these 

offspring mice developed manifestations of renal TMA gradually. Then postpartum FHW/R mice were 

divided into two groups: a control group receiving vehicle and a treatment group receiving aliskiren at 

a dose of 30 mg/kg/day for 8 weeks. Immunofluorescence, immunohistochemistry, and electron 

microscopy were used to evaluate the effects of aliskiren on postpartum aHUS.  

Results : Immunohistochemical staining revealed renin deposition in the kidneys of aliskiren-treated 

mice and controls. Aliskiren treatment resulted in decreased urine albumin/creatinine and blood urea 

nitrogen levels compared to the disease control group. Additionally, aliskiren significantly reduced IL-

6 levels in kidney tissues. Electron microscopy showed alleviation of subendothelial expansion, and 

immunostaining demonstrated reduced complement deposition in the kidneys of aliskiren-treated 

mice. Furthermore, there was a trend towards decreased macrophage infiltration after treatment.  

Conclusions : In conclusion, our study suggests that aliskiren has promising protective effects in 

postpartum aHUS mice. Aliskiren treatment ameliorated complement composition improved kidney 

function, and reduced inflammation in ameliorated aHUS mice. These findings highlight the 

therapeutic potential of renin inhibition, specifically with aliskiren, in postpartum aHUS.  

 

figure3-03.png  



 

 
 




