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SHORT COMMUNICATION 

 Hypokalemia Associated with Rituximab 
Use: Adverse Events- Signal Review 

 Roaa Alamri, B.Pharm  

 

Background: : Rituximab is an antineoplastic agent. It is a humanized chimeric 

CD20 directed monoclonal antibody. Hypokalemia is defined as a serum 

potassium level of less than (3.5 mmol/L). Saudi Food and Drug authority 

(SFDA) has detected a signal of Rituximab and hypokalemia from the Saudi 

National Pharmacovigilance database (NPC) and conducted this safety review 

based on that. 

 

Objective: The purpose of this review is to evaluate the risk of hypokalemia in 

association with Rituximab use. 

 

 Methods: Signal Detection team at SFDA has conducted a retrospective search 

in the World Health Organization (WHO) database (Vigibase) and NPC database 

to retrieve all reported cases. Furthermore, literature screening was done for 

eligible publications.  

 

Results: Local Cases:The search in (NPC) database resulted in three cases. By 

applying WHO causality assessment, all of the cases were unassessable. 

Global Cases:  On April 2th 2020, a search (WHO) database was conducted to 

retrieve all reported cases of Rituximab and Hypokalaemia between 2000 and 

2020 via signal detection tool (Vigilyze). The search resulted in 250 

Individualized Case Safety Reports (ICSRs). Almost half of cases concern female 

patients (47.3%). (26.7%) of ICSRs concern male patients while (26%) with 

unknown patient sex. A causality assessments was applied on serious cases with 

completeness score (>.83) (N=31). Resulted in two cases with probable 

association, eighteen cases with unlikely association, six cases with possible 

association and five unassessable cases.  

One ICSR reported fatal outcome. Nine ICSRs reported positive dechallenge and 

two ICSRs reported positive rechallenge. Data mining: The disproportionality 

between a drug and event was measured using Information Component (IC) 

value that developed by WHO Uppsala Monitoring Centre. A Positive 

cumulative value (IC = 0.3) for spontaneous reporting suggests that the reported 

cases of Rituximab and hypokalaemia have been observed more than expected 

when compared to other medications in the WHO database. Literature: one 

eligible publication was found, a published phase 2 study was conducted to 

assess efficacy and toxicity of Temsirolimus and Rituximab combination in 

patients with relapsed or refractory mantle cell lymphoma. Hypokalaemia 

occurred in more than 10% of patients treated with rituximab.  

Conclusion: The causality assessment resulted in eighteen cases with an unlikely 

association however, that is probably because the drug is usually administered 

with other antineoplastic medications that could cause hypokalemia. 

Data mining resulted in positive IC value (0.3), which provided a potential 

statistical association between the drug and event. Moreover,The published phase 

two study make the association stronger.  This safety review suggest that the 

current available evidence  support a possible association between Rituximab and 

hypokalemia. 
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