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Exclusion Criteria
Patient exclusion criteria included subjects with known allergies or hypersensitivities to any drugs used within the study, patients receiving other investigational agents within the last 30 days, patients with prior record of emesis or antiemetic use within the previous 48 hours from start of the BEAM regimen, pregnant or lactating women, HIV-positive patients on combination antiretroviral therapy, patients with previous use of NK-1 antagonists within 14 days from start of the BEAM regimen, patients with serum creatinine levels above 2 times the upper limit of normal, patients with renal failure or end stage renal disease, patients with severe hepatic insufficiency (defined by Child Pugh score >9), patients with increased alcohol intake (>5 drinks daily for the previous year), patients with a concurrent illness requiring systemic corticosteroids, patients with gastrointestinal malabsorption issues, patients with medical history of anticipatory nausea and vomiting, patients on strong CYP3A4-inhibitor or -inducer drugs within 7 days of study commencement, patients requiring benzodiazepines on a regular basis, patients on medications that enable QT-prolongation or electrolyte abnormalities (including antiarrhythmic medications), patients with medical history or family history of QT prolongation at time of enrollment, uncorrected electrolyte deviations, congestive heart failure, bradyarrhythmia, or conduction disturbances. 

Gender disparity
The incidence of CINV is significantly higher in female patients with discrepancies reaching up to 30% and 20% between gender groups in acute and delayed nausea, respectively.1 This phenomenon can confound the effects of antiemetic drug efficacy and complicate real-world product selection, especially as pharmacokinetic properties can also differ between gender groups. Pharmacokinetic data in FDA product labeling indicates higher maximum concentrations (Cmax) of both netupitant and palonosetron are reached in female subgroups.2 For time versus concentration data, females exhibited 35% higher AUC values for palonosetron but similar AUC values to males for netupitant. Despite trends for greater NEPA absorption in females, the rate of CINV exhibited by females treated with NEPA is still higher than their male counterparts. This is in concordance to the findings of Apolito et al. (2020) who found that male patients within a similar patient population had relatively higher rates of CR (67% in men vs 46% in women) at 120 hours post-infusion of high-dose melphalan therapy and tended to experience fewer episodes of nausea (33% vs. 59%).3 A further sub-analysis of the current study reveals that the progression of nausea over the course of the study tended to be higher in women at nearly every time point, which could be simply a result of CINV prevalence in this subgroup or alternatively indicate that women are potentially less amenable to the effects of NEPA. The latter theory is challenged by an analysis by Hesketh et al. (2014) of three CINV clinical studies that demonstrated similar rates of CR between subgroups of patients treated with NEPA versus oral palonosetron alone for CINV related to single-day HEC regimens.4

Safety/Efficacy of Opened NEPA Capsules
Notably, two patients received NEPA as an opened capsule with the components administered separately, which did not significantly change efficacy and safety outcomes, as reported in a previous case series.5

GI Dysmotility    
Investigation of the exact mechanisms and pathophysiology of nausea in the delayed phase (Day -1 to +4) is ongoing; some evidence has indicated that it is largely driven by substance P activation of NK-1 receptors, while minor 5-HT3 activity can also still subsist into the delayed phase.6 Despite using the longest-acting 5-HT3 RA, palonosetron, and an NK-1 RA, netupitant, along with rescue medications, patients within the current study still experienced significant low level nausea into the delayed phase. While neurotransmitter-related pathologies for CINV are being more widely studied, historic documentation of chemotherapy-related sequelae such as gastrointestinal dysmotility and paresis remain a potential source of nausea and emesis in the delayed period.7-8
Interestingly, the cross-over percentage of patients that reported decreased meal intake and concomitant nausea only reached a peak of 77% by the end of the study period. While the factors underlying this reduction in appetite are still unclear, our investigators remain open to the possibility that the onset of chemotherapy-related toxicity may enhance the sensation of fullness through GI dysmotility during the delayed phase. If this phenomenon is consistent across patient groups, increased doses or duration of NEPA or other antiemetics may not be effective in resolving nausea in this setting. Chemotherapy-induced mucositis and gastritis is another important confounding effect that must be considered. These effects typically present within 5-6 days of chemotherapy and lead to subsequent nausea and vomiting that are minimally responsive to treatment with standard antiemetic therapy.9 While we reported a low incidence of mucositis and gastritis (at 17% and 2% respectively), the true impact of these effects on delayed-phase nausea and vomiting are not quantifiable.
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[bookmark: _GoBack]Supplemental Figure 1. Diet tolerance reported by patients as represented through the total percentage (%) of patients reporting increased, normal, or decreased meal consumption throughout the overall study period (Day -6 to Day +4). 
Cost
As NEPA demonstrated a 100% success rate of emesis prevention in the acute period, patients historically hospitalized due to fear of CINV can be considered for outpatient treatment. The outpatient shift can not only increase hospital capacity to treat higher-acuity inpatients (especially during the SARS COVID-19 pandemic), but can also offset the higher cost per regimen of NEPA which amounts to $2 321.82 versus $504.36 for our aprepitant/ondansetron standard of care based upon average wholesale price.10-12 Trade-off cost measures include savings from outpatient drug acquisition (e.g. 340B pricing) and reduced need for prolonged (6-day) chemotherapy-related hospital admissions.
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Normal defined as >60%
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