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Background: Atypical hemolytic uremic syndrome (aHUS) is a rare, life threatening thrombotic microangiopathy (TMA) that affects multiple organ systems including the gastrointestinal tract, kidneys and the central nervous system. Recently, uncontrolled complement activation has been shown to be associated with aHUS. Also, different mutations have been linked with aHUS paving the way for targeted drug therapy. 

Objective: In this meta-analysis, we will review case reports that have been published over the past 10 years and discuss 1) the impact of new innovative treatment strategies on the aHUS symptoms resolution time and 2) the distribution of complement pathway genetic mutations that lead to aHUS.  

Methods: A PubMed/Medline search was conducted for “atypical hemolytic uremic syndrome” case studies published between November 2005 and November 2015. End points selected for review included mortality and time to normalization of lab value or symptom resolution. R Version 3.2.2 was used to calculate descriptive statistics and perform univariate analyses. Wilcoxon rank-sum test was used to compare time to 1) symptom resolution, 2) creatinine normalization and 3) platelet count normalization across the treatment and mutation carrier groups.
Results: Between 2005 and 2015, 222 articles related to aHUS were reviewed. Patients between 2010 to 2015 had a higher severity of illness compared to the previous interval. The proportion of CFI and MCP mutations across the first 5-year interval was also higher. Use of eculizumab has also increased from 7.5% to 48.6% over the last five years. Plasma exchange therapy use was higher in patients with higher levels of creatinine in comparison to those who didn't (p<0.001). Both plasma exchange and eculizumab decreased mortality (p=1; p=0.125).

Conclusions: The incidence of aHUS has significantly increased over the past 5 years. Plasma exchange is the preferred modality with 65% of the cases using it. Eculizumab was used in 35% of the cases reviewed and was found to reduce mortality. Mutations associated with aHUS were CFH followed by MCP and CFI. Patients with CFH mutation were more likely to be involved in plasma exchange therapy. aHUS was a disease of exclusion but now has specific mutations and it's own treatment. With greater registry programs and clinical trials, we would have more clinical knowledge that would hopefully help us decrease the incidence of the disease.
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