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Abstract
Background Olanzapine treatment prevents chemotherapy-induced nausea and vomiting (CINV) in patients 
receiving highly emetogenic chemotherapy (HEC). However, its role in the secondary prevention of breakthrough 
CINV in real-world cancer care should be further evaluated.

Method We conducted a retrospective study on patients receiving olanzapine to prevent breakthrough CINV 
refractory to standard antiemetic therapy. The major outcome was improvement in CINV, defined as any downgrade 
in CINV symptoms, according to the Common Terminology Criteria for Adverse Events. Comprete response was 
defined as no symptoms in CINV, i.e., Grade 0. These outcomes were compared in the HEC versus non-HEC groups 
and the standard- (5 or 10 mg/day) versus low- (2.5 mg/day) dose groups. The other outcome measurement was 
adverse events (AEs).

Results We analyzed 127 patients, including 92 women, with a median age of 50 years (range: 19–89 years). 
Baseline CINV severity was grade 1, 2, and 3 in 18%, 69%, and 13% of the patients, respectively. After prophylaxis 
with olanzapine at doses of 2.5, 5, or 10 mg/day, improvement was observed in 105 (83%) patients, with a complete 
response in 42 patients (33%). The improvement and complete remission rates for the HEC (n = 96) and non-HEC 
(n = 31) groups were 86% and 71% (p = 0.048) versus 38% and 19% (p = 0.062), respectively. The rates for the standard- 
(n = 98) and low- (n = 29) dose groups were 86% and 82% (p = 0.568) versus 28% and 52% (p = 0.015), respectively. 
Thirty-four patients (27%) experienced olanzapine-related AEs, mainly somnolence (n = 28). Grade 3 or higher AEs 
were not observed.

Conclusion Our study results support the clinical application of olanzapine for the secondary prevention of 
breakthrough CINV.
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Background
Chemotherapy-induced nausea and vomiting (CINV) 
is a prominent adverse event (AE) that deteriorates the 
quality of life (QOL) of patients receiving anticancer che-
motherapy. In addition, CINV can induce postponement 
of, reduction in, or discontinuation of effective chemo-
therapy treatment [1]. Despite modern oncology practice 
involving the use of prophylactic antiemetic therapies per 
authorized guidelines, up to half of the patients still expe-
rience CINV [2][3]. Therefore, improving the control of 
CINV is critical for improving patient QOL and ensuring 
successful anticancer treatment [4].

Olanzapine, a second-generation antipsychotic that 
blocks serotonin type-2 5-hydroxytryptamine receptors 
(5-HT) and dopamine D2 receptors, has demonstrated 
efficacy in preventing CINV, especially in patients receiv-
ing highly emetogenic chemotherapy (HEC) [5] [6]. In 
a pivotal randomized controlled study of 380 patients 
undergoing HEC, the addition of olanzapine to the stan-
dard three-drug regimen, consisting of palonosetron, 
aprepitant, and dexamethasone, was found to signifi-
cantly reduce chemotherapy-induced nausea compared 
with placebo. This was demonstrated in the first 24  h 
after chemotherapy (74% vs. 45%, p = 0.002), 25–120  h 
after chemotherapy (42% vs. 25%, p = 0.002), and overall 
0–120-h period (37% vs. 22%, p = 0.002) [7].

As olanzapine is widely used in cancer treatment for 
the prevention of CINV, its clinical utility has been 
widely debated. Contrary to the essential role of olan-
zapine in the primary prevention of CINV, few studies 
have evaluated its efficacy in the secondary preven-
tion of breakthrough CINV with limited numbers of 
patients [8][9][10]. Similarly, evidence of the effect of 
olanzapine on moderate emetogenic chemotherapy 
(MEC) or low emetogenic chemotherapy (LEC) remains 
insufficient. Furthermore, the dose of olanzapine has 
aroused the interest of oncologists because its AEs, 
such as drowsiness and lightheadedness, are problem-
atic for both patients and their clinicians. To improve 
our understanding of the potential roles of olanzap-
ine in real-world oncology practice, we conducted an 
observational study to evaluate the efficacy and safety of 
olanzapine at various doses in patients who experienced 
breakthrough CINV, regardless of the risk of chemo-
therapy regimens.

Methods
Study design
This was an exploratory, retrospective, observational 
study conducted at the Nihon University Itabashi 
Hospital Tumor Center, located in Tokyo, Japan. The 
inclusion criterion was patients who orally received olan-
zapine for the secondary prevention of breakthrough 
CINV between January 2014 and March 2020 at Nihon 
University Itabashi Hospital. Secondary prevention was 

defined as the use of regular oral olanzapine for anti-
emetic purposes, beginning with a subsequent course 
of cancer chemotherapy with standard antiemetic ther-
apy using corticosteroids, 5-TH3 receptor antagonists, 
with or without aprepitant. Patients younger than 18 
years or those with pre-existing diabetes were excluded. 
First, study candidates were extracted from the patient 
database of our tumor center. Then, electronic medical 
records were reviewed for eligibility for the study proto-
col by expert oncology physicians and pharmacists.

Treatment regimen and study drug
In principle, the patients received olanzapine on days 
1–4 before bedtime, but the duration of treatment was 
according to the physician’s discretion and the patient’s 
symptoms. Similarly, dosage of olanzapine was deter-
mined on a case-by-case basis at 10 mg, 5 mg, or 2.5 mg 
daily. We categorized each chemotherapy regimen as 
HEC, MEC, or LEC according to the guidelines of the 
American Society of Clinical Oncology [11]. For a sim-
plified comparison, we considered MEC or LEC as “non-
HEC” regimens. Similarly, we considered 10  mg/day or 
5 mg/day of olanzapine as “standard doses” and 2.5 mg/
day as a “low dose.” These groupings were to avoid mul-
tiple comparisons, which may complicate statistical 
analysis. According to the institution’s guidelines, treat-
ing physicians managed to prevent CINV based on the 
risk of the chemotherapy administered to patients. Olan-
zapine was prescribed to patients who experienced any 
grade of CINV in the latest chemotherapy cycle, despite 
receiving standard antiemetic therapy. The indication of 
olanzapine was determined at the discretion of oncology 
physicians and pharmacists. For these patients, CINV 
symptoms and olanzapine-associated AEs were carefully 
recorded during the following chemotherapy cycle to 
evaluate the efficacy and toxicity of olanzapine, both in 
the acute (0–24 h after chemotherapy) and delayed (24–
120 h after chemotherapy) phases.

Study endpoints
Treatment efficacy was categorized as either improve-
ment, defined as any reduction in the severity (grade) 
of CINV symptoms, or failure, defined as equivalent or 
upgrades in symptoms, or discontinuation of olanzap-
ine for any reason. The primary endpoint was the rate 
of improvement in CINV in all patients. The secondary 
endpoints of the study included the complete remission 
rate for all patients, which was the proportion of patients 
who did not experience CINV. The study also aimed to 
determine the improvement and complete remission 
rates for each severity grade of CINV, as well as for HEC 
and non-HEC regimens, and for standard and low doses 
of the treatment drug. Additionally, the study aimed to 
assess any adverse effects related to the treatment drug 
olanzapine. CINV and olanzapine-related AEs were 
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graded according to the Common Terminology Criteria 
for Adverse Events Version 4.0 CTCAE ver4.0 (https://
evs.nci.nih.gov/ftp1/CTCAE/About.html#:~:text=CTCA
E_4.03_2010%2D06%2D14_QuickReference_5x7.pdf).

Statistical analysis
Continuous variables were presented as means or medi-
ans, where appropriate. Categorical variables are pre-
sented as counts and percentages. Intergroup differences 
were compared using the χ2 test for categorical variables, 
with a p-value < 0.05 defined as statistically significant. 
We did not calculate the targeted sample size because 
no previous studies evaluated olanzapine with a similar 
design. However, based on the number of patients pre-
scribed olanzapine in our center during the study period, 
the estimated sample size of 100 was considered enough 
to detect the efficacy of olanzapine in secondary preven-
tion. All analyses were performed using the JMP software 
version 14.3.0 (SAS Institute, Cary, NC, USA).

Ethics approval
This study was conducted in accordance with the princi-
ples of the Declaration of Helsinki. All patients provided 
informed consent for chemotherapy and supportive ther-
apies, including CINV prophylaxis. The Nihon University 
Itabashi Hospital Clinical Research Judging Committee 
approved this study for data collection, analysis, and pub-
lication on April 15, 2020 (RK-200414-6).

Results
We included 168 patients but excluded 41 from the pri-
mary analysis because of different reasons for olanzap-
ine use (n = 35) or poor records of CINV grades (n = 6). 
Accordingly, we analyzed data from 127 patients with a 
median age of 50 years. The treated cancer types were 
lymphoma in 24 (19%) patients, lung cancer in 19 (15%), 
breast cancer in 18 (14%), cervical cancer in 17 (12%), 
leukemia in seven (6%), head and neck cancer in seven 
(6%), sarcoma in seven (6%), endometrial cancer in four 
(3%), seminoma in four (3%), and other types of cancer 
in 20 (16%). Among these, 96 and 31 patients received 
HEC and non-HEC (MEC or LEC) regimens, respec-
tively. Before the addition of olanzapine, the severity of 
CINV was grade 1 in 23 patients, grade 2 in 88, and grade 
3 in 16. The prescribed dose of olanzapine was 10  mg/
day in four patients, 5 mg/day in 94, and 2.5 mg/day in 29 
(Table  1). The median duration of the olanzapine treat-
ment was four days (range 1–10 days).

CINV severity during the initial chemotherapy course 
with olanzapine was grade 0 in 42 patients (33%), grade 1 
in 75 (59%), and grade 2 in 10 (8%) (Fig. 1). The improve-
ment rate for all patients was 83% (n = 105), with a 

Table 1 Patient characteristics
Characteristics Total (N = 127)
Male/female 35/92

Median age (range) 50 (19–89) years

Median body weight (range) 53 (35–87) kg

Chemotherapy risk for CINVa

 HECb regimens, n (%) 96 (76%)

 MECc regimens, n (%) 25 (20%)

 LECd regimens, n (%) 6 (5%)

Baseline CINV grades

 Grade 1, n (%) 23 (18%)

 Grade 2, n (%) 88 (69%)

 Grade 3, n (%) 16 (13%)

 Grade 4, n (%) None

Olanzapine doses

 10 mg/day, n (%) 4 (3%)

 5 mg/day, n (%) 94 (74%)

 2.5 mg/day, n (%) 29 (23%)
a chemotherapy-induced nausea and vomiting
b highly emetogenic chemotherapy
c moderate emetogenic chemotherapy
d low emetogenic chemotherapy

Table 2 Alterations of the number of patients with nausea and 
vomiting in acute and delayed phases

Nausea (n = 127) Vomiting (n = 127)
Acute 
(0–24 h)

Delayed 
(24–120 h)

Acute 
(0–24 h)

Delayed 
(24–
120 h)

Baseline 33 (26%) 127 (100%) 2 (2%) 21 (17%)

Post-treatment 11 (9%) 83 (65%) 1 (1%) 6 (5%)

Fig. 1 Alterations in the proportions of chemotherapy-induced nausea and vomiting grades
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complete remission rate of 33% (n = 42). Treatment fail-
ure, i.e., no reduction in CINV grade, was observed in 22 
(17%) patients. The number of patients who reported any 
grades of nausea and vomiting in the acute and delayed 
phases after olanzapine prophylaxis was generally lower 
than that before prophylaxis (Table 2). The improvement 
and complete remission rates for HEC versus non-HEC 
regimens were 86% and 71% (p = 0.048) versus 38% and 
19% (p = 0.062), respectively. The improvement and com-
plete remission rates for the standard-dose group com-
pared with those for the low-dose group were 82% and 
86% (p = 0.568) versus 28% and 52% (p = 0.015), respec-
tively (Table 3).

AEs related to olanzapine were observed in 34 (27%) 
patients. The most common AEs were somnolence 
(n = 28), dizziness (n = 3), fatigue (n = 1), tremor (n = 1), 
restless leg syndrome (n = 1), fatigue (n = 1), hallucina-
tion (n = 1), and tremor (n = 1). However, the severity of 
all AEs was either grade 1 or 2 (Table 4). The incidence of 
AEs between the standard- and low-dose groups was not 
significantly different (28% vs. 24%, p = 0.715).

Discussion
This study demonstrated the remarkable efficacy of olan-
zapine as a rescue medication for patients who experi-
ence nausea and vomiting despite receiving the standard 
primary prevention against CINV. The overall and com-
plete remission rates of CINV of 83% and 33%, respec-
tively, consolidate the excellent efficacy of olanzapine as 
a secondary prevention drug for CINV, which had not 
been extensively evaluated until recently. Navari et al. 
performed one of the few published randomized, double-
blind studies in this setting. They demonstrated the supe-
riority of olanzapine (10 mg once daily for 3 days orally) 
over metoclopramide (10 mg three times daily for 3 days 
orally), either added to the conventional three-drug regi-
men, for patients with breakthrough CINV after they 

received HEC (≥ 70  mg/m2 cisplatin or doxorubicin-
cyclophosphamide-containing regimens). In this study, 
the proportion of patients without nausea during the 
72-h observation period was significantly higher in the 
olanzapine group compared with the metoclopramide 
group (65% [38 of 56] and 23% [12 of 52], p < 0.01) [8]. 
Chanthawong et al. performed a phase 2 study that eval-
uated olanzapine (5 mg every 12 h for two doses orally) 
in patients who received HEC and experienced break-
through emesis despite antiemetic prophylaxis with 
ondansetron, corticosteroids, and metoclopramide. The 
complete responses for breakthrough emesis and nau-
sea among 46 evaluated patients during a 24-h observa-
tion period were 61% and 50%, respectively [9]. Vig et al. 
performed a retrospective analysis of 33 patients with 
breakthrough CINV refractory to dopamine antagonists 
and benzodiazepines, who received at least one dose of 
5–10 mg oral olanzapine. They concluded that the overall 
success rate, defined as lower than five emesis events in 
24 h or < 10 cumulative doses of rescue antiemetics, was 
70%. Post hoc analysis showed that efficacy of olanzapine 
was observed regardless of sex, degree of chemotherapy 
emetogenicity, number of prophylactic antiemetics, or 
age [10]. Since these previous studies were limited by the 
chemotherapy regimens or olanzapine doses, our results 
provide new insights into the secondary prevention of 
breakthrough CINV using olanzapine.

Notably, we found that olanzapine was not as effective 
in patients receiving non-HEC as in those receiving HEC, 
although statistical differences were marginal. This find-
ing was contrary to the favorable response observed in 
the HEC group, which was expected based on the results 
of a previous study [8]. In a randomized, double-blind, 
placebo-controlled study evaluating the use of olanzap-
ine with palonosetron and dexamethasone in 56 patients 
receiving MEC, the reduction in CINV incidence was 
limited despite better QOL in the olanzapine group [12]. 
In this context, a recent systematic review of olanzapine 
for CINV described the paucity of data on the utility of 
olanzapine in MEC regimens [13]. However, these pre-
vious studies evaluated olanzapine for MEC regimens 
mostly in a primary prophylaxis setting. Although the 
prophylactic efficacies of olanzapine for breakthrough 
CINV in our patients in the non-HEC group were not 
as satisfactory as those in the HEC group, substan-
tial improvements in CINV symptoms were found in 
the non-HEC group. This result prompts the further 

Table 3 Comparisons of improvement and complete remission rates among the patient groups
HEC
(n = 96)

non-HEC
(n = 31)

p-value Standard doses
(n = 98)

low dose
(n = 29)

p-value

Improvement, n (%) 83 (86%) 22 (71%) 0.048 80 (82%) 35 (86%) 0.568

Complete remission, n (%) 36 (38%) 6 (19%) 0.062 27 (28%) 15 (52%) 0.015

Table 4 Olanzapine-related adverse events
Adverse events Total (n = 127)

All grades Grade 1 Grade 2
Somnolence 28 13 15

Dizziness 3 2 1

Fatigue 1 0 1

Tremor 1 1 0

RLSa 1 1 0

Hallucination 1 1 0
arestless leg syndrome.
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exploration of effective treatments for breakthrough 
CINV in these populations.

Another remarkable finding of the study was the 
acceptable efficacy of a low dose (2.5  mg/day) of olan-
zapine compared with that of the standard doses (5 or 
10 mg/day). The complete response rate in the low-dose 
group was unexpectedly higher than that in the standard-
dose group. In treating schizophrenia, the standard dose 
of olanzapine is 5–20 mg/day, since an adequate plasma 
olanzapine concentration is required to improve the 
psychiatric symptoms [14] [15]. Therefore, the earliest 
studies used 10 mg/day as the experimental dose of olan-
zapine to prevent CINV [16] [17]. However, the sedative 
side effects of olanzapine are particularly problematic 
for patients who do not have psychotic symptoms. After 
exploration of less toxic treatment regimens that can 
retain sufficient antiemetic effect in several randomized 
studies, 5 mg/day olanzapine is now considered the new 
standard for the prevention of CINV [18] [19]. However, 
in our daily oncology practice, we observed that even 
5 mg/day of olanzapine treatment could produce sedative 
effects in patients. Whereas the approved dose of olan-
zapine for CINV is 5–10 mg daily in Japan, we prescribe 
2.5 mg/day olanzapine in cases where the side effects of 
olanzapine are anticipated, such as in patients with low 
body weight or elderly individuals. We also hypothesized 
that olanzapine at lower doses could effectively occupy 
the D2 receptor to prevent CINV [20]. Thus, 2.5 mg/day 
of olanzapine can be a reasonable alternative dose for 
carefully selected patients with breakthrough CINV.

Given the retrospective nature of our study that was 
conducted at a single institution, several concerns should 
be addressed before interpreting the results. First, the 
sample size was not powered to identify intergroup dif-
ferences. In addition, our study population was rela-
tively heterogeneous in terms of cancer type, age, disease 
advancement, treatment risks for CINV, and baseline 
antiemetic therapies. Therefore, well-designed prospec-
tive studies should be performed to verify our results. 
Next, based on case-by-case decisions, the treatment 
regimen of olanzapine for breakthrough CINV was not 
appropriately organized according to dosage or duration. 
As a result, the treatment schedule for olanzapine was 
not uniform in our study, possibly affecting the efficacy 
or toxicity of the medication. Finally, the effectiveness of 
2.5 mg/day of olanzapine treatment in secondary or pri-
mary prevention of CINV requires prospective studies.

Conclusions
In conclusion, secondary prophylaxis with olanzap-
ine for breakthrough CINV effectively rescued patients 
from symptoms. The benefits of olanzapine treatment 
were significant in patients receiving HEC regimens. 
The standard dose of 5 mg/day of olanzapine is the most 

recommended, but 2.5  mg/day of olanzapine may be 
a more suitable option for a subset of patients who are 
likely to be susceptible to the toxicities of the treatment.

List of abbreviations
CINV  chemotherapy-induced nausea and vomiting
HEC  highly emetogenic chemotherapy
AE  adverse event
QOL  quality of life
MEC  moderate emetogenic chemotherapy
LEC  low emetogenic chemotherapy

Acknowledgements
The authors would like to thank Editage (https://www.editage.jp/) for English 
editing services.

Authors’ contributions
Conceptualization: Akihiro Uchiike, Haruka Kono, Katsuhiro Miura, and Tatsuya 
Hayama; Methodology: Akihiro Uchiike and Katsuhiro Miura; Data collection: 
Akihiro Uchiike, Haruka Kono, Katsuhiro Miura, Tatsuya Hayama, Daisuke 
Tsutsumi, and Shinya Tsuboi; Formal analysis and investigation: Akihiro Uchiike 
and Katsuhiro Miura; Supervision: Susumu Ohtuska and Shinji Hidaka; Writing 
original draft preparation; Akihiro Uchikike and Katsuhiro Miura; all authors 
have critically revised the article and approved the final version for publication.

Funding
This study was partly supported by the Daiichi-Sankyo Scholarship Program in 
2020 (no identifier available).

Data availability
Anonymized data from this study are available upon reasonable request to the 
corresponding author.

Declarations

Ethics approval and consent to participate
This study was conducted in accordance with the principles of the Declaration 
of Helsinki. All patients provided informed consent for chemotherapy and 
supportive therapies, including CINV prophylaxis. The Nihon University 
Itabashi Hospital Clinical Research Judging Committee approved this study for 
data collection, analysis, and publication on April 15, 2020 (RK-200414-6).

Consent for publication
Not applicable.

Competing interests
Katsuhiro Miura received a scholarship donation from Daiichi-Sankyo. The 
other authors have no conflicts of interest to declare.

Received: 18 April 2023 / Accepted: 8 June 2023

References
1. Laszlo J, Lucas VS. Emesis as a critical problem in chemotherapy. N Engl J 

Med. 1981;305:948–9. https://doi.org/10.1056/NEJM198110153051609.
2. Tamura K, Aiba K, Saeki T, Nakanishi Y, Kamura T, Baba H, et al. Testing the 

effectiveness of antiemetic guidelines: results of a prospective registry by 
the CINV Study Group of Japan. Int J Clin Oncol. 2015;20:855–65. https://doi.
org/10.1007/s10147-015-0786-7.

3. Tamura K, Aiba K, Saeki T, Nakanishi Y, Kamura T, Baba H, et al. Breakthrough 
chemotherapy-induced nausea and vomiting: report of a nationwide survey 
by the CINV Study Group of Japan. Int J Clin Oncol. 2017;22:405–12. https://
doi.org/10.1007/s10147-016-1069-7.

4. Hesketh PJ. Chemotherapy-induced nausea and vomiting. N Engl J Med. 
2008;358:2482–94. https://doi.org/10.1056/NEJMra0706547.

5. Sutherland A, Naessens K, Plugge E, Ware L, Head K, Burton MJ, et al. 
Olanzapine for the prevention and treatment of cancer-related nausea and 

https://www.editage.jp/
http://dx.doi.org/10.1056/NEJM198110153051609
http://dx.doi.org/10.1007/s10147-015-0786-7
http://dx.doi.org/10.1007/s10147-015-0786-7
http://dx.doi.org/10.1007/s10147-016-1069-7
http://dx.doi.org/10.1007/s10147-016-1069-7
http://dx.doi.org/10.1056/NEJMra0706547


Page 6 of 6Uchiike et al. Journal of Pharmaceutical Health Care and Sciences            (2023) 9:24 

vomiting in adults. Cochrane Database Syst Rev. 2018;9:CD012555. https://
doi.org/10.1002/14651858.CD012555.pub2.

6. Yokoe T, Hayashida T, Nagayama A, Nakashoji A, Maeda H, Seki T, et al. 
Effectiveness of antiemetic regimens for highly emetogenic chemother-
apy-induced nausea and vomiting: a systematic review and network 
meta-analysis. Oncologist. 2019;24:e347–57. https://doi.org/10.1634/
theoncologist.2018-0140.

7. Navari RM, Qin R, Ruddy KJ, Liu H, Powell SF, Bajaj M, et al. Olanzapine for the 
prevention of chemotherapy-induced nausea and vomiting. N Engl J Med. 
2016;375:134–42. https://doi.org/10.1056/NEJMoa1515725.

8. Navari RM, Nagy CK, Gray SE. The use of olanzapine versus metoclopramide 
for the treatment of breakthrough chemotherapy-induced nausea and 
vomiting in patients receiving highly emetogenic chemotherapy. Support 
Care Cancer. 2013;21:1655–63. https://doi.org/10.1007/s00520-012-1710-6.

9. Chanthawong S, Subongkot S, Sookprasert A. Effectiveness of olanzapine for 
the treatment of breakthrough chemotherapy induced nausea and vomiting. 
J Med Assoc Thai. 2014;97:349–55.

10. Vig S, Seibert L, Green MR. Olanzapine is effective for refractory chemother-
apy-induced nausea and vomiting irrespective of chemotherapy emeto-
genicity. J Cancer Res Clin Oncol. 2014;140:77–82. https://doi.org/10.1007/
s00432-013-1540-z.

11. Hesketh PJ, Kris MG, Basch E, Bohlke K, Barbour SY, Clark-Snow RA, et 
al. Antiemetics: American Society of Clinical Oncology clinical practice 
guideline update. J Clin Oncol. 2017;35:3240–61. https://doi.org/10.1200/
JCO.2017.74.4789.

12. Jeon SY, Han HS, Bae WK, Park MR, Shim H, Lee SC, et al. A randomized, 
double-blind, placebo-controlled study of the safety and efficacy of olan-
zapine for the prevention of chemotherapy-induced nausea and vomiting 
in patients receiving moderately emetogenic chemotherapy: results of 
the korean South West Oncology Group (KSWOG) Study. Cancer Res Treat. 
2019;51:90–7. https://doi.org/10.4143/crt.2017.577.

13. Chow R, Herrstedt J, Aapro M, Chiu L, Lam H, Prsic E, et al. Olanzapine for the 
prophylaxis and rescue of chemotherapy-induced nausea and vomiting: 
a systematic review, meta-analysis, cumulative meta-analysis and fragility 
assessment of the literature. Support Care Cancer. 2021;29:3439–59. https://
doi.org/10.1007/s00520-020-05935-7.

14. Callaghan JT, Bergstrom RF, Ptak LR, Beasley CM. Olanzapine. Pharmacokinetic 
and pharmacodynamic profile. Clin Pharmacokinet. 1999;37:177–93. https://
doi.org/10.2165/00003088-199937030-00001.

15. Mauri MC, Steinhilber CPC, Marino R, Invernizzi E, Fiorentini A, Cerveri G, et al. 
Clinical outcome and olanzapine plasma levels in acute schizophrenia. Eur 
Psychiatry. 2005;20:55–60. https://doi.org/10.1016/j.eurpsy.2004.09.009.

16. Navari RM, Gray SE, Kerr AC. Olanzapine versus aprepitant for the preven-
tion of chemotherapy-induced nausea and vomiting: a randomized 
phase III trial. J Support Oncol. 2011;9:188–95. https://doi.org/10.1016/j.
suponc.2011.05.002.

17. Navari RM. Olanzapine for the prevention and treatment of chronic nausea 
and chemotherapy-induced nausea and vomiting. Eur J Pharmacol. 
2014;722:180–6. https://doi.org/10.1016/j.ejphar.2013.08.048.

18. Yanai T, Iwasa S, Hashimoto H, Ohyanagi F, Takiguchi T, Takeda K, et al. A 
double-blind randomized phase II dose-finding study of olanzapine 10 mg 
or 5 mg for the prophylaxis of emesis induced by highly emetogenic 
cisplatin-based chemotherapy. Int J Clin Oncol. 2018;23:382–8. https://doi.
org/10.1007/s10147-017-1200-4.

19. Hashimoto H, Abe M, Tokuyama O, Mizutani H, Uchitomi Y, Yamaguchi T, et 
al. Olanzapine 5 mg plus standard antiemetic therapy for the prevention 
of chemotherapy-induced nausea and vomiting (J-FORCE): a multicentre, 
randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 
2020;21:242–9. https://doi.org/10.1016/S1470-2045(19)30678-3.

20. Kapur S, Zipursky RB, Remington G. Clinical and theoretical implications of 
5-HT2 and D2 receptor occupancy of clozapine, risperidone, and olanzapine 
in schizophrenia. Am J Psychiatry. 1999;156:286–93. https://doi.org/10.1176/
ajp.156.2.286.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations. 

http://dx.doi.org/10.1002/14651858.CD012555.pub2
http://dx.doi.org/10.1002/14651858.CD012555.pub2
http://dx.doi.org/10.1634/theoncologist.2018-0140
http://dx.doi.org/10.1634/theoncologist.2018-0140
http://dx.doi.org/10.1056/NEJMoa1515725
http://dx.doi.org/10.1007/s00520-012-1710-6
http://dx.doi.org/10.1007/s00432-013-1540-z
http://dx.doi.org/10.1007/s00432-013-1540-z
http://dx.doi.org/10.1200/JCO.2017.74.4789
http://dx.doi.org/10.1200/JCO.2017.74.4789
http://dx.doi.org/10.4143/crt.2017.577
http://dx.doi.org/10.1007/s00520-020-05935-7
http://dx.doi.org/10.1007/s00520-020-05935-7
http://dx.doi.org/10.2165/00003088-199937030-00001
http://dx.doi.org/10.2165/00003088-199937030-00001
http://dx.doi.org/10.1016/j.eurpsy.2004.09.009
http://dx.doi.org/10.1016/j.suponc.2011.05.002
http://dx.doi.org/10.1016/j.suponc.2011.05.002
http://dx.doi.org/10.1016/j.ejphar.2013.08.048
http://dx.doi.org/10.1007/s10147-017-1200-4
http://dx.doi.org/10.1007/s10147-017-1200-4
http://dx.doi.org/10.1016/S1470-2045(19)30678-3
http://dx.doi.org/10.1176/ajp.156.2.286
http://dx.doi.org/10.1176/ajp.156.2.286

	Olanzapine treatment effectively relieves breakthrough chemotherapy-induced nausea and vomiting: a real-world experience
	Abstract
	Background
	Methods
	Study design
	Treatment regimen and study drug
	Study endpoints
	Statistical analysis
	Ethics approval

	Results
	Discussion
	Conclusions
	References


