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Background: Moderate-severe nausea and vomiting in pregnancy (NVP) can be extremely 

debilitating with both physical and psychological sequelae and reduced quality of life. Historically 

care has lacked consistency, possibly in part due to a lack of good quality evidence of effectiveness 

of second line therapies. Recent systematic reviews highlighted the need for large, multicentre trials 

to ascertain which second-line hospital-prescribed therapy, in addition to IV rehydration, should be 

adopted as mainstream provision in the UK NHS. Therefore, the aim of EMPOWER was to determine 

whether, in addition to IV rehydration, ondansetron versus placebo, metoclopramide versus placebo 

or ondansetron and metoclopramide reduce the rate of treatment failure and the need for 

additional second or third line antiemetic treatment up to 10 days after initiation. 

Methods/design: This was a multi-centre, double-dummy, double-blinded controlled factorial study 

which aimed to consent 600 participants. An internal pilot study was carried out initially to assess 

feasibility. Pregnant women less than 17 weeks gestation, suffering from NVP who had had 

persistent symptoms despite first line antiemetic therapy for at least 24 hours were considered for 

inclusion in the study. Women who had already received the study medication intravenously, (or 

orally for more than 72 hours), had pre-existing medical conditions or were taking contraindicated 

medication were not eligible. Participants were allocated to one of four groups: metoclopramide 

with a placebo, ondansetron with a placebo, metoclopramide and ondansetron, or double placebo. 

Medication was initially given intravenously then orally for a total of 10 days. The primary outcome 

was treatment failure between 12 hours and 10 days after the first dose of study medication. 

Secondary outcomes included symptom severity, side effects, quality of life, anxiety, stress, 

depression, readmission rates, other antiemetic use and pregnancy outcomes. An economic 

evaluation and qualitative sub-study were also included to assess why women did or did not 

participate in the trial. 

Results 

The study was conducted between April 2018 and August 2019, initially at seven sites, increasing to 

12 in Spring 2019. 33 women consented to participant in the study. The main reason for ineligibility 

was prior treatment with one of the study drugs and the fact that women attended hospital out-of-

hours. 14 qualitative interviews were carried out with women who participated and seven with 

women who chose not to participate data are currently being analysed.  

Discussion: This trial responded to an HTA call seeking to determine which second-line hospital-

prescribed therapy should be adopted as mainstream provision in the UK NHS. However during the 

extended pilot trial it became evident that, due to changes in NHS prescribing practice, the 

EMPOWER study was no longer deliverable in its current design. 
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