Evaluating the utilization of fosaprepitant for the treatment

of breakthrough chemotherapy-induced nausea and vomiting:

Background

Aprepitant, and its pro-drug fosaprepitant, is an antiemetic that
prevents acute and delayed vomiting by inhbiting substance
P/neurokinin 1 (NKi) reeptors. Emend® is usually given in
combination with 5-HT: antagonists and/or dexamethasone in
moderate and highly-emetogenic chemotherapy. !

While studies have shown the addition of NKi iphibitors
decreases chemotherapy-indueed mausea and vomiting in the
acute (0-24 hows) and delyed (25-120 howrs) phases the
efficacy begins to wane in the delayed with, with 68-75%
efficacy compared to 83-89% efficacy in the acute phase.?

According to NCCN guidelines, multiple agents can be
administered for breakthrough nausea/vomiting.> However, no
studies have been published regarding the use of NKi inhibitors
in this setting, despite limited use in practice.

The purpose of this study was to determine if fosaprepitant was
effective if given in the breakthrough setting.

Study Objectives

The primary objective: Determine if administering fosaprepitant
for breakthrough CINV improved rates of nausea/vomiting.

Secondary Objectives: Assessing impact of fosaprepitant on
subjective rating of nausea at 24 48, and 72 howrs after
administration, ewaluation of episodes of emesis before and after
administration, ewluation of PO intake prior to and after
administration, and it of days of nausea/vomiting
before administration.

Methods

Retrospective chart review of electronic medial records on
patients who received fosaprepitant not apart of CINV protowl
from January 1, 2015 to December 31, 2015.

Evaluation for effectiveness based upon daily physician progress
reports, documented Ins & Outs, documented episodes of emesis
prior to and after administration, and amalysis of antiemetic
medications administered prior to and after administration.

Inclusion Crileria: Patients 18 yearsand older admitted to WVU
Medicine in Morgantown, West Virginia, whom receiwed
fosaprepitant not apart of preventative ANV therapy.

Excluson Criteria: Patients whom received fosaprepatant for any
reason other than breakthrough CINV, outpatient fosaprepatant
administration, and N/V which was not from, or @nnot be
concluded, from chematherapy.
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Results

A total of 81 patients received IV fosaprepitant on 119 admissions. After inclusion and exlusion
criteria, 34 patients on 41 admission were administered fosaprepitant for breakthrough CINV. In
all, 36 of 41 patients were receiving chemotherapy for a hematologic malignancy. Figure 1 and
Table 1 provide the demographics and breakdown of disease states
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Primary Outcome: In 78% (n=31) o f chemotherapy cycles, patients reported overall improvement
in Nausea/Vomiting within 72 hours of administration. Of the remaining 10 patients, 4 were
unable to assess due to administration of fosaprepitant at discharge, 5 patients experienced no
improvement, and 1 patient showed initial improvement but N/V worsened due to deteriorating
health conditions.

Secondary Outcomes: Subjective rating of displayed that a majority had nausea resolved,
improvement in nausea, or nausea controlled through medications. Even those with minimal
improvement at 24 and 48 hours (n=6 and n=4) improved by 72 hours (n=2). All patients (n=5)
that had no improvement after 24 hours had no improvement at the end of 72 hours. (Figure 2)
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Results (continued)

Patients during 24 cycles experienced at least one episode
of emesis prior to fosaprepitant; 83% (n=20) did not have
any additional emesis after fosaprepitant administration.
PO intake could not be assessed due to inconsistencies od
documentation by nursing

A median of 3 days of nausea (1-15 days) occurred before
fosaprepitant was administered for CINV. A review of
breakthrough medications used prior to and 24 hours after
fosaprepitant administration is reviewed in Table 2.
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Discussion

Only 7 of the 39 moderately/highly emetogenic cycles
received fosaprepitant as part of the preventative therapy.
While NCCN guiddi recc d the addition of
fosaprepitant, concerns of drug interactions and potential
drug toxicity was the reason for those not to receive up front
and why it was given in the breakthrough setting.

Addition of fosaprepitant decreased both number of
breakthrough agents used and amount, potentially
decreasing side-effects from these medications.

Conclusion

Fosaprepitant appears to be effective in the setting of
breakthrough CINV, especialy for previous emetogenic
episodes.

A randomized, prospective study appears to be warranted to
determine true benefit of fosaprepitantin breakthrough CINV
setting.
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