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Antiemetic Guidelines: Not Just for the
HEC of It
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Nausea and vomiting are among the most feared complications of chemo-
therapy.1 Clinicians often reassure people starting chemotherapy that, “It’s not

like on TV. We have better medicines to manage nausea and vomiting now. We don’t
seemany patients sufferingwith nausea and vomiting after chemotherapy these days.”

The first part of that assurance is true. We now have a variety of highly effective
medications to prevent and manage nausea and vomiting today that we did not
have a decade ago. Advances in the approach to prevention and management
of chemotherapy-induced nausea and vomiting (CINV) allow patients to receive
chemotherapy in the outpatient setting and minimize interruption of their daily lives.
The impact of this advancement was recognized by both patients and physicians
who voted the FDA’s approval of ondansetron in 1991 and other antiemetics in sub-
sequent years as one of the ”Top 5 Advances in 50 Years of Modern Oncology” in
ASCO’s 50th anniversary poll in 2014.2

The second half of the assurance, however, is misleading. We say it because we
vastly underestimate the incidence of nausea in patients receiving chemotherapy.3

Approximately 50% of patients receiving highly emetogenic chemotherapy (HEC)
experience some degree of nausea or vomiting,3–5 and uncontrolled CINV has been
associated with reduced quality of life, increased healthcare utilization, and missed
work, with a significant impact on daily functioning.4

Clinical practice guidelines published by NCCN6 and ASCO7 have established
standard approaches to the prevention of CINV. Each set of guidelines outlines an-
tiemetic treatment according to the emetogenic potential of a given regimen. HEC,
defined as chemotherapy that causes acute emesis in .90% of patients in the ab-
sence of adequate prophylaxis, includes regimens containing anthracycline and cy-
clophosphamide (AC), cisplatin, or carboplatin at an area under the curve of $4.
Although certain elements of both guidelines are based on expert consensus, the pro-
phylaxis guidelines for patients receiving HEC are largely evidence-based5,8 and generally
include a 3-drug regimen containing a neurokinin-1 receptor antagonist (NK1 RA), a
serotonin type-3 receptor antagonist, and dexamethasone with or without olanzapine.

In this issue of JNCCN, Roeland et al9 used a large population database to
query medical oncologists’ rate of compliance with antiemetic prophylaxis guidelines
for HEC. They found that only 35% and 58% of clinicians were .90% adherent to
antiemetic guidelines when prescribing a patient’s first cycle of cisplatin or AC. They
observed significant variability in guidelines adherence among individual physicians
and found that the most common reason for nonadherence was omission of an
NK1 RA. Though understanding the reasons for deviating from a guideline-based
approach to antiemesis is beyond the scope of their study, various factors were
likely at play, including underestimation of the incidence of delayed chemotherapy-
induced emesis,3 lack of guideline awareness, toxicity concerns, and lack of
reimbursement for antiemetic drugs.

Physicians in this study possibly intentionally selected a nonadherent prophylactic
regimen based on individual patient risk factors, which have been described
in the literature. It has been well-established that female sex, age ,55 years, history
of motion or morning sickness, and history of no alcohol use can increase an individual’s
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risk of CINV.10 In a clinical trial that evaluated a risk-model–
guided approach to adding aprepitant with or without olan-
zapine to dexamethasone and a serotonin type-3 receptor
antagonist in patients receiving AC for early-stage breast
cancer, the risk-model–guided approach was more effective
than physician antiemetic choice in controlling acute and
delayed CINV.11 The rate of NK1 RA or olanzapine use in the
control group, however, was exceptionally low. Therefore,
although the risk-model–guided approach was more effective
than physician choice, it was compared with suboptimal an-
tiemetic prophylaxis and should not be considered a standard
approach.

The goal for management of CINV should be complete
control of both vomiting and nausea, but it’s clear that we
consistently underestimate the incidence of nausea and
vomiting—particularly delayed nausea—in our patients.3

Randomized trials have primarily focused on control of vomiting
or complete response to antiemetic prophylaxis, defined as no
vomiting and no use of rescue medications.12 Although the
objective nature of complete response is appealing as a scientific
endpoint, it does not adequately capture the incidence of
nausea, which is more common than vomiting and has a more
significant impact on quality of life.4 In one survey, although 71%
of patients experienced nausea after administration of chemo-
therapy, only 57%of thosepatients usedany rescuemedication.13

These results highlight the problematic nature of using “com-
plete response” as a clinical trial endpoint. “Complete control,”
defined as “no vomiting, no significant nausea, and no use of
rescue medications,” is often used as a secondary outcome
measure, but it may better characterize the patient experience.

Roeland et al’s9 work did not examine the impact that
nonadherence with antiemetic guidelines had on patient
experiences with CINV. The data from randomized trials
that informed antiemetic prophylaxis guidelines for HEC
suggest that even the best approach can fall short for a

proportion of patients. For example, the addition of apre-
pitant to ondansetron and dexamethasone in patients re-
ceiving cisplatin $70 mg/m2 improved the rate of complete
response from 52.3% to 72.7% (P,.001).8 Although this is a
clinically and statistically significant improvement in anti-
emesis management, it still left nearly 30% of patients with
episodes of vomiting or nausea that required rescue med-
ication. Thus Roeland et al’s9 finding that omission of an NK1
RA accounted for most nonadherent cycles likely impacted
the rate of CINV.

Further research is needed to define the rationale for and
barriers to adherence with antiemetic prophylaxis guidelines
to optimize both systems-based and personalized approaches
to improving antiemetic prophylaxis. Patient-centered end-
points in antiemetic trials and the use of patient-reported
outcomes to assess efficacy of antiemetic therapies and effect
on quality of life will be essential to improve on the current
approach to CINV in the future.

Despite significant advances in antiemetic prophylaxis,
Roeland et al9 show that adherence to guidelines for anti-
emetic prophylaxis among oncologists prescribingHEC is low.
CINV remains a significant issue for patients that is consis-
tently underestimated by clinicians.3 Outside the context of
a clinical trial, selection of antiemetic prophylaxis based on
a regimen’s risk of emesis remains the standard of care.

So, it’s true when we say, “It’s not like you see on TV. We
have better medicines to manage nausea and vomiting these
days.” But even our most effective antiemetics can only help
the patients whose doctors prescribe them.
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