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Abstract

Purpose We assessed the efficacy of aprepitant (APR) or 10 or 5 mg OLN (OLN10 or OLNS) plus ondansetron and dexameth-
asone for chemotherapy-induced nausea/vomiting (CINV) prophylaxis in patients receiving high-emetogenic chemotherapy
(HEC).

Methods Patients who received doxorubicin + cyclophosphamide or cisplatin were given intravenous ondansetron and dexa-
methasone prior to chemotherapy and oral dexamethasone on days 2—4 and randomized 1:1:1 to receive APR125 on day 1 and
APRB80 on days 2—3 or OLN10 or OLNS on days 1-4. Matched placebo controls were used. The primary endpoint was no nausea
in <120 h. Secondary endpoints included CINV severity, complete response (CR) rate, adverse effects (AE), and quality of life.
Results Of 141 patients, 104 received AC and 37 received cisplatin. The no-nausea rates were 33% (APR), 43.2% (OLNI10; p=
0.24), and 37% (OLNS; p = 0.87). Grades 2—4 nausea were experienced by fewer patients for OLN10 than for APR (24120 h,
8.7% vs. 27.7%, respectively; p = 0.02; overall period, 19.6% vs. 40.4%, respectively; p = 0.03). The median visual analog scale
nausea score from 24 to 120 h was significantly lower for OLN10 (2.3) than for APR (1.2, p =0.03). The degrees of vomiting,
CR, and AE were similar between the APR and OLN10 groups. CINV was similar between the OLN5 and APR groups.
Conclusions Nausea was less severe for OLN10 than for APR in patients receiving HEC, but other measures were similar. CINV
prevention efficacy was comparable between OLNS5 and APR.
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Introduction

Chemotherapy-induced nausea and vomiting (CINV) is one
of the most feared adverse effects (AE). As a result, patients
occasionally deny accepting crucial chemotherapy for fear of
nausea/vomiting. Some patients experience severe vomiting
or prolonged nausea, which may be a cause of anticipatory
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Thailand because of high cost and reimbursement issue. Only
25-36% of patients receiving high-dose cisplatin with
ondansetron and dexamethasone prophylaxis have achieved
complete response (CR), defined as no episode of vomiting
and no rescue treatment required within 120 h [1-3].
Additionally, only 10-25% of patients have reported no nau-
sea over any time period [1, 4].

Presently, there has been remarkable improvement in
CINV prophylaxis. Two major regimens of antiemetics
for HEC, including neurokinase 1 (NK1) receptor antag-
onist or olanzapine (OLN)-based regimen, have been
proved of their superiority to an old-fashion regimen of
a serotonin uptake inhibitor (5-HT3 antagonist) combined
with a steroid [5-9]. Most of these studies assessed the
benefit of adding an NK1 receptor antagonist or OLN to
long-acting palonosetron. Several studies have demon-
strated the efficacy of OLN for CINV prophylaxis when
combined with a 5-HT3 antagonist plus a steroid or an
NKI1 receptor antagonist-based regimen [5, 10, 11].
Recently, investigators from two academic centers in
Thailand confirmed the efficacy of OLN added to
ondansetron and showed better CINV control in the acute,
delayed, and overall periods than that for ondansetron and
dexamethasone [3, 4]. Addition of OLN has increased CR
rate from 25 to 68% among breast cancer patients receiv-
ing the AC regimen [4]. Regarding the interaction be-
tween ondansetron and OLN, no case with clinically sig-
nificant cardiac complications of QT prolongation or ar-
rhythmia has been reported [3].

A previous trial in 2011 directly compared aprepitant
(APR) with OLN when used with palonosetron and dexa-
methasone [12], and OLN provided better nausea control.
This finding was also confirmed in a network meta-
analysis in 2018 [13]. However, information on the effi-
cacy of APR versus OLN is scarce, especially when these
drugs are combined with ondansetron, which is the only
re-imbursable 5-HT3 antagonist in Thailand. Thus, a clin-
ical trial of adding either APR or OLN to ondansetron in a
Thai population or in patients in limited-resource coun-
tries would be beneficial. Although OLN may theoretical-
ly interact with ondansetron causing QT prolongation,
OLN combined with ondansetron has recently been ap-
proved to prevent CINV associated with HEC in
Thailand. The recommended dosage of OLN is 10 mg
orally prior to chemotherapy administration and then
10 mg on days 2-4. Given the relatively smaller body
build of Thai patients relative to that of Western patients,
we wanted to compare the frequently used dosage of 5 mg
OLN (OLNS5) with an APR-based regimen.

This study aims to compare the efficacies of APR and two
dosages of OLN when combined with ondansetron and dexa-
methasone for emetic prevention in patients receiving high-
dose cisplatin or AC.
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Patients and methods
Study design

This randomized, double-blind, placebo-controlled study
assessed the efficacy and safety of OLN 10 mg (OLN10) or
OLN 5 mg (OLNS) or APR when each was combined with
ondansetron and dexamethasone for CINV prevention in pa-
tients receiving HEC at the Siriraj Hospital between February
2019 and December 2019. Eligible patients were randomized
to one of three treatment arms at a 1:1:1 ratio by computer-
generated mixed blocks of 2, 4, 6, and 8 allocation schedules.
Randomization was stratified by chemotherapy regimen, e.g.,
cisplatin > 50 mg/m” or doxorubicin 60 mg/m? plus cyclo-
phosphamide 600 mg/m” (AC). All patients were followed
up for 5 days. APR and placebo were encapsulated in indis-
tinguishable capsules by a pharmacist who was blinded to the
randomization sequence. OLN and indistinguishable placebo
were prepared by a blinded pharmacist. The trial protocol was
approved by the Siriraj Institutional Review Board and sup-
ported by a grant from the Faculty of Medicine Siriraj
Hospital, Mahidol University, Grant Number (10)
R016231016. All recruited patients provided written inform
consent.

Patients

Eligible patients were chemo-naive, > 18 years old with a
confirmed solid malignancy, and scheduled to receive a first
dose of cisplatin > 50 mg/m? or AC regimen. Cisplatin can be
given concurrently with radiotherapy or combined with other
chemotherapy. Other moderately or highly emetogenic che-
motherapy was allowed if it was to be used only on the same
day of cisplatin. All patients were required to have creatinine
clearance > 50 ml/min and < 2 times the upper normal limit of
aminotransferase. Exclusion criteria included prior chemo-
therapy use, pregnancy, an episode of vomiting within 24 h,
untreated gut obstruction, uncontrolled brain metastasis, sig-
nificant heart disease, or previous use of OLN or APR.
Additionally, patients with a known allergy to ondansetron
or who had contraindications to steroids were excluded from
the study.

Treatments

All patients, regardless of their study arm, received intrave-
nous 8 mg of ondansetron and 12 mg of dexamethasone
30 min before chemotherapy administration, followed by
dexamethasone 8 mg orally on days 2—4. The addition of
OLNI10 or OLNS or APR was performed in a blinded
double-dummy fashion, as detailed in Table 1. Rescue treat-
ment was permitted at the primary physician’s discretion.
Breaking the code was allowed if there was a request from a
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Table 1 Treatment assignment
Treatment

arms

Treatment on day 1 before chemotherapy
infusion

Subsequent treatment

APR

OLNI10

OLNS

Ondansetron 8 mg iv
Dexamethasone 12 mg iv
APR 125 mg oral

OLN-matched placebo 10 mg oral
Ondansetron 8 mg iv

Dexamethasone 12 mg iv
APR 125 mg matched placebo oral

OLN 10 mg oral
Ondansetron 8 mg iv

Dexamethasone 12 mg iv
APR 125 mg matched placebo oral
OLN 5 mg oral

Dexamethasone 8 mg oral D2—4
APR 80 mg oral D2-3

OLN-matched placebo 10 mg oral
D2-4

Dexamethasone 8 mg oral D2—4
APR 80-mg matched placebo oral D2-3
OLN 10 mg oral D24

Dexamethasone 8 mg oral D2—4
APR 80 mg matched placebo oral D2-3
OLN 5 mg oral D24

APR, aprepitant; OLN, olanzapine; D, day of treatment; v, intravenous; OLN10, 10 mg of OLN; OLNS, 5 mg of

OLN

primary physician so that they could treat existing symptoms
or plan for prophylactic regimen in the next cycle.

Assessment

During the 0-120 h after chemotherapy infusion, all patients
were required to complete a daily record of episodes of
vomiting, degree of nausea, and rescue treatment.
Additionally, adverse events and quality of life (QOL),
assessed by the Functional Living Index Emesis (FLIE), were
scheduled on day 5.

On day 2 after chemotherapy administration, assessors who
were blinded to the study arms visited the patients who re-
ceived cisplatin and remained hospitalized or made a tele-
phone call to others who were treated as outpatients to collect
data as follows: emetic episode, frequency of emesis, degree
of nausea, adverse events, and rescue treatment. Moreover, the
assessors ensured compliance of the patients with the allocat-
ed medication and reminded them to complete the question-
naire. On day 5, the patients were telephoned to collect the
aforementioned parameters of days 2—5 and remind them to
return the questionnaire by mail.

The questionnaire comprised two parts: self-reported de-
gree of nausea and vomiting, including rescue treatment and
QOL. In addition to the assessors’ interview, the patients were
required to complete their report regarding nausea and
vomiting grade according to the Common Toxicity Criteria
and visual analog scale (VAS) nausea score. The FLIE ques-
tionnaire is a validated nausea- and vomiting-specific patient-
reported QOL measurement that consists of nine items in the
nausea domain and nine items in the vomiting domain.
Responses to each item were marked with a vertical mark on
the VAS ranging from 0 to 7 representing “none/not at all” and
“a great deal” by the patients on day 5. The interpretation of

FLIE was performed according to the licensor’s recommen-
dation [14].

The severities of nausea and vomiting were classified ac-
cording to the Common Terminology Criteria for Adverse
Events version 3.0. We focused more on the degree of nausea
assessed by the VAS nausea score ranging from 0 to 10. No
nausea was assigned a score of 0, and the most severe nausea
was assigned a score of 10. CINV was reported as acute (0—
24 h after chemotherapy), delayed (24120 h after chemother-
apy) phase, and overall period (0—120 h). Severities of nausea
and vomiting were reported as the worst grade from either the
assessor’s interview or the self-reported grade and the worst
VAS scores during the 024 h, 24-120 h, and overall periods.

Statistical analysis

The primary hypothesis was that OLN 10 would be superior to
APR in terms of the no-nausea rate. Based on the hypothesis
of a no-nausea rate improvement from 38 to 70% among
patients who received APR and OLN [12], 43 evaluable pa-
tients per treatment group were required to achieve 80% pow-
er and two-sided alpha error of 0.05. Since OLNS is common-
ly used in clinical practice based on its lower toxicity profile,
especially sleepiness, OLN5 was assigned as another treat-
ment arm to compare it with APR. To account for a dropout
rate of 10%, the accrual targets were adjusted to a total of 47
patients in each arm.

The primary endpoint was a no-nausea rate, defined by a
VAS nausea score of 0. The secondary endpoints included
degree of nausea or vomiting, VAS nausea score, CR rate,
rescue treatment, AE, and QOL. CR was defined as no epi-
sode of emesis and no rescue treatment required during a 5-
day period. The regimens of OLN10 or OLNS5 were compared
with APR, which was considered to be the control group.
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All demographic data were reported by using descriptive
statistics. The no-nausea rate, degree of nausea/vomiting, pro-
portion of patients with CR or requiring rescue treatment, and
AE were analyzed by performing Pearson’s chi-square test.
The VAS nausea scores were compared by performing the
independent ¢ test. All analyses were based on an intention
to treat basis. Two-sided p values are used throughout this
report. All statistical analyses were performed by using
SPSS version 18 (SPSS Statistics, IBM Corp. Armonk, NY,
USA).

Results
Patient characteristics

From February to December 2019, 141 patients were enrolled
in the study. There were 47, 46, and 47 patients assigned to
receive APR, OLN10, and OLNS, respectively. The baseline
characteristics of the patients in the treatment groups were
similar (Table 2). The majority of the patients was female
and treated with a first cycle of AC for breast cancer therapy.
Of 37 patients receiving high-dose cisplatin, most of the pa-
tients received single-agent cisplatin concurrently with radio-
therapy. Other combined chemotherapy administration

included 5-fluorouracil, gemcitabine, and vinorelbine. The
mean doses of cisplatin were comparable among all treatment
groups (91.5, 90.9, and 90.5 mg/m?* for the patients given
APR, OLNI10, and OLNS, respectively). Body surface areas
were identical among all treatment groups.

Antiemetic efficacy

Efficacy of nausea control is shown in Table 3. A non-
significantly higher proportion of patients given OLN10
(43.2%) or OLNS (37%) experienced no-nausea during a 5-
day period relative to those given APR (33.3%). Interestingly,
a significantly lower proportion of patients in the OLN10
group had moderate to severe nausea, defined as grades 2—4
nausea according to the Common Terminology of Adverse
Events, relative to the proportion in the APR group (8.7%
vs. 27.7%, respectively; p = 0.02). Meaningful better nausea
control of OLN10 was demonstrated regardless of chemother-
apy types. Patients in the OLNS5 group had a degree of nausea
rate comparable with that of the APR group. The degree of
nausea assessed by the VAS was significantly lower in the
OLN10 group than in the APR group during the delay (1.2
vs. 2.3, respectively; p = 0.03) and overall periods (1.3 vs. 2.3,
respectively; p = 0.05). However, the VAS nausea scores were
similar between the OLNS and APR groups (Fig. 1).

Table 2 Patient baseline

characteristics Characteristics

Aprepitant
(N=47)

Olanzapine 10 mg
(N=46)

Olanzapine 5 mg
(N=47)

Age, median (range), year
Body surface area, median (range)
kg/m®
Female
Performance status
0
1
2
Chemotherapy
Doxorubicin/cyclophosphamide
Cisplatin > 50 mg/m?
Tumor types
Breast
Head and neck
Lung
Others
Alcoholic use
History of motion sickness
History of pregnancy sickness
Yes
No
NR

52.5(27.3,73.7)
1.6 (1.39, 2.18)

53.7(242,71.5)
1.64 (1.17, 2.05)

55.7 (26.6, 79.4)
1.56 (1.25, 1.95)

38 (80.9) 35 (76.1) 37 (78.7)
34 (70.8) 32 (69.6) 32 (68.1)
14 (29.2) 14 (30.4) 14 (29.8)
0 0 12.1)
34 (72.3) 34 (73.9) 35 (74.5)
13 (27.7) 12 26.1) 12 (25.5)
34 (72.3) 34 (73.9) 35 (74.5)
11 (23.4) 12 (26.1) 9 (19.1)
2(43) 0 0

0 0 3(16.4)
16 (33.6) 14 (30.4) 12 (25.5)
12 25) 8 (17.4) 17 36.2)
13 27.7) 10 21.7) 10 21.3)
11 (23.4) 12 26.1) 15 31.9)
23 (48.9) 24 (52.2) 22 (46.8)

SD, standard deviation; NR, not related
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Table 3 Nausea control by

treatment group Chemotherapy-induced nausea

Aprepitant (N =47)

Olanzapine 10 mg

Olanzapine 5 mg

(N=46) (N=47)
n (%) n (%) pvalue*  n (%) p value*

No nausea by VAS 13/39 (33) 16/37 (43.2) 0.24 16/43 37)  0.87
Acute (0-24 h)

All 26 (54.2) 16 (34.8) 0.06 25(53.2) 0.92

Grades 24 13 (27.7) 6 (13) 0.08 7 (14.9) 0.17
Delayed (24-120 h)

All 31 (64.6) 28 (60.9) 0.71 28 (59.6) 0.62

Grades 24 13 (27.7) 48.7) 0.02 9 (19.1) 0.36
Overall period

All 34 (70.8) 30 (65.2) 0.56 33(70.2) 0.95

Grades 24 19 (40.4) 9 (19.6) 0.03 12 (25.5) 0.13

*p value for comparison with the aprepitant group; VAS, visual analog scale; /4, hour

The degrees of vomiting were not different among the
treatment arms in the acute, delayed, and overall periods
(Table 4). Additionally, the CR rates of the patients in the
OLN10 (65.2%, p 0.94) and OLNS (68%, p 0.83) groups were
not significantly different than that in the APR group (66%).
Six (12.8%) patients in the APR group and five (10.9%) and
four (8.5%) patients in the OLN10 and OLNS groups, respec-
tively, required rescue treatment.

Adverse events

The most common AE were anorexia and fatigue, followed by
constipation, hiccups, and bloating. OLN10 was generally
well tolerated. Patients receiving OLN10 experienced an in-
significantly greater proportion of sleepiness than that of the
APR group. No severe adverse events were reported.
Moreover, the lower dose of OLNS5, which is the most com-
monly used regimen in Thailand, was not associated with a
lesser proportion of patients who reported sleepiness. Overall,
no significant safety concerns were identified among the three
treatment arms (Table 5).

25

p=0.03 p=019 p=0.05 p=0.33

® Olanzapine 10 mg
W Aprepitant

Olanzapine 5 mg

VAS nausea score (0-10)

0-24 hr
Period after starting chemo day 1-5

24-120 hr overall

Fig. 1 Visual analog scale nausea scores among the treatment groups

QoL

We assessed QOL by administering a FLIE questionnaire and
asked the patients to return the questionnaires by mail.
Unfortunately, we obtained evaluable responses from only
99 (70%) patients. Table 6 shows similar proportions of pa-
tients who reported no effects of nausea, vomiting, and CINV
on quality of daily life between the treatment arms.

Discussion

Ondansetron is a first-generation 5-HT3 antagonist that is the
only re-imbursable drug in this class in Thailand and is widely
accessible. Compared with palonosetron, ondansetron has a
shorter half-life and greater chance of drug interaction with
OLN, possibly causing QT prolongation. Recent randomized
controlled trials have demonstrated a benefit from addition of
OLN to conventional ondansetron and dexamethasone, as
shown by an increased CR rate and improved safety [3, 4].
The present study is the first randomized, double-blind,
placebo-controlled study that has evaluated the standard dose
of OLN10 versus APR with addition of ondansetron plus
dexamethasone for HEC. Several prospective trials have com-
pared OLN with NK1 receptor antagonists and showed the
superiority of OLN in terms of nausea control [12, 13, 15].
However, this comparison has not been made between the
most commonly used regimen consisting of ondansetron and
dexamethasone in Thailand.

Similar to previous studies, we demonstrated improvement
in the degree of nausea control between patients receiving
OLNI10 and APR. Navari et al. reported no-nausea rates of
69% and 38% among patients who received OLN10 and
APR, respectively [12]. In our study, which recruited a similar
patient population, only 43% of the patients in the OLN10

@ Springer



5340

Support Care Cancer (2020) 28:5335-5342

Table 4 Chemotherapy-induced

vomiting and rescue treatment Chemotherapy-induced vomiting

Aprepitant (N =47)

Olanzapine 10 mg

Olanzapine 5 mg

(N=46) (N=47)
n (%) n (%) p value* n (%) p value*

Complete response 31 (66) 30 (65.2) 0.94 32 (68) 0.83
Acute (0-24 h)

All grades 8 (16.7) 8(17.4) 0.93 8(17) 0.96

Grades 2—4 6 (12.8) 6 (13) 0.97 3(64) 0.56
Delay (24-120 h)

All grades 13 (27.1) 13 (28.3) 0.9 12 (25.5) 0.86

Grades 24 7 (14.9) 2(4.3) 0.09 5(10.6) 0.18
Overall period

All grades 14 (29.2) 16 (34.8) 0.56 15 (31.9) 0.77

Grade 24 9 (19.1) 7 (15.2) 0.62 7 (14.9) 0.58
Rescue treatment

Yes 8 (17) 5(10.9) 0.04 7 (14.9) 0.78

No 39 (83) 41 (89.1) 40 (85.1)

*p value for comparison with the APR group; /4, hour

group and 33% of the patients in the APR group experienced
no-nausea during a 5-day period. Two-thirds of the patients in
our study achieved CRs, whereas almost all patients in
Navari’s study did, which shows that our population had
worse nausea control than that study. However, the no-
nausea and CR rates in our study were comparable with those
in studies from other institutions in Thailand that used
ondansetron as the backbone antiemetic agent [3, 4]. The dif-
ferences in antiemetic efficacy and magnitude of benefit of
OLN between our study and the Navari’s study are possibly
explained by the different backbone of the 5-HT3 antagonist
used in the studies in Thailand.

Although our study failed to show a significant benefit of
OLNI10 in the no-nausea rate as a primary endpoint, there was
atrend toward a 10% improvement in the no-nausea rate (33%
vs. 43%) and the study showed a significant benefit in terms of
a lower degree of nausea in patients treated with OLN10. A

possible reason for our nausea result is that OLN may not add
as much benefit to ondansetron, which has a relatively lower
antiemetic potency than that of palonosetron, which was used
in the previous study. OLN10 may have provided some im-
provement in the no-nausea rate but not enough to reach sta-
tistical significance. Another possible reason for our result is
an inadequate sample size, which was calculated based on
assuming a substantial benefit in nausea control based on a
previous study using palonosetron which has a longer half-life
and greater antiemetic potency than for ondansetron. Our trial
had sufficient power to show substantial benefits. A larger
study would be required to demonstrate a moderate benefit
of OLN10, which might still be clinically meaningful.
Regarding AE, OLN10 was associated with a higher number
of patients who experienced sleepiness, but the difference was not
statistically significant, and the effect did not lead to impairment
of QOL. Considering economic issues, OLN costs about one-

Table 5 Adverse events
Adverse events

Aprepitant (N =47)

Olanzapine 10 mg (N =46) Olanzapine 5 mg (N=47)

n (%) n (%) p value* n (%) p value*

Constipation 12 (29.3) 14 (31.8) 0.89 22 (51.2) 0.1

Headache 10 (24.4) 5(11.4) 0.22 6 (14) 0.45
Hiccups 10 24.4) 7 (15.9) 0.5 5(11.6) 0.29
Bloating 9(22) 7 (15.9) 0.65 4(9.3) 0.26
Diarrhea 2 (4.9) 3(6.8) 0.85 3(7) 0.92
Sleepiness 8 (19.5) 18 (40.9) 0.1 18 (41.9) 0.08
Muscle cramp 2 (4.9) 2 (4.5) 0.9 2 (4.7) 0.99
Anorexia 19 (46.3) 13 (29.5) 0.17 19 (44.2) 0.97
Fatigue 19 (46.3) 20 (45.5) 0.88 24 (55.8) 0.66

*p value for comparison with the APR group
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Table 6 Quality of life assessed
by FLIE Aprepitant Olanzapine 10 mg Olanzapine 5 mg
n/N (%) n/N (%) p value* n/N (%) p value*
No QOL affected by nausea 12/35 (34.3) 15/33 (45.5) 0.35 10/31 (32.3) 0.86
No QOL affected by vomiting 15/32 (46.9) 17/31 (54.8) 0.52 14/32 (43.8) 0.8
No QOL affected by CINV 14/32 (43.8) 16/31 (51.6) 0.53 10/31 (32.3) 0.34

*p value for comparison with the APR group; QOL, quality of life; CINV, chemotherapy-induced nausea and
vomiting; n, number of patients with no impact on daily life; N, number of patients who completed the FLIE

questionnaire in each domain

tenth of the cost of APR (279 THB vs. 2917 THB per cycle). A
previous cost analysis of OLN compared with doublet antiemetics
in Southeast Asian countries supported the addition of OLN to the
standard doublet regimen of a SHT3 antagonist and a steroid [16].
Taken together, OLNI10 is efficacious, well-tolerated, and less
costly when compared with an APR-based antiemetic regimen.

Another important comparison in this study was OLNS5
(5 mg) versus APR. A previous study from Japan showed
antiemetic potency of OLNS similar to that of OLN10, with
more favorable AE, when used in addition to palonosetron
and an NKI1 receptor antagonist [17]. Again, data regarding
OLNS with ondansetron or compared with an NK1 receptor
antagonist is scarce. We showed no significant differences in
CINV control or adverse events between patients receiving
OLNS and APR. Although this study did not compare two
dosages of OLN, the results suggest that OLN10 might pro-
vide better nausea control than that of OLNS when used with
ondansetron. The lower dose of OLNS is more commonly
used in Thailand because most physicians are concerned about
the somnolent effect of OLN10. In our study, about 40% of the
patients in the OLN5 and OLN10 groups reported sleepiness
after treatment, and similar percentages of patients without
impact to QOL. There were no differences in the percentages
of other adverse events between the treatment groups.

The strength of this study is that it provides a holistic as-
sessment of antiemetic efficacy, AE, and QOL of aprepitant
and two dosages of olanzapine that should provide practical
results useful in clinical practice. The main limitation of the
study is that some data were missing from the VAS nausea
scores, which were used as our primary endpoint, and from
some of the QOL questionnaires. Although all patients were
instructed to complete the questionnaire and reminded by
phone during the study, some of them did not record the
VAS score or skipped the QOL part for some reason.
However, we obtained complete reports for degree of nausea,
vomiting, and AE, as planned. Another limitation is that AE
were dichotomously self-reported. More quantitative assess-
ments specifically regarding AE, e.g., for sleepiness, should
more clearly demonstrate differences in the severity and im-
pact of such adverse events on QOL. Overall, the results of
this study can be applied to the majority of oncology practices
in Thailand or countries with limited resources.

Conclusions

Given the trend toward better nausea control of OLN10 rela-
tive to that provided by APR in patients who received HEC
with the similar rate of sleepiness between OLN dosages,
addition of OLN10 to ondansetron and dexamethasone is rec-
ommended. APR and OLNS5 provided similar CINV control,
adverse events, and QOL.
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