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Background: A reasonable and effective control of chemotherapy-induced nausea and vomiting
(CINV) plays an important role in the comprehensive treatment of cancer. Megestrol belongs to the
170-hydroxyprogesterone derivative and is a highly effective synthetic progesterone. Recorded in the
instructions may improve appetite and cachexia in patients with advanced tumors. In recent years, clinical
practice and small sample studies have shown that megestrol combined with chemotherapy can improve
CINV. This randomized controlled trial aimed to evaluate the clinical efficacy and safety of megestrol acetate
combined with a 5-Hydroxytryptamine (5-HT3) receptor antagonist and dexamethasone in patients with
CINV.

Methods: Patients with malignant tumors who were treated with cisplatin-containing chemotherapy in our
hospital from September 2018 to December 2019 were enrolled. A total of 120 patients were selected and
randomly assigned to receive either megestrol acetate dispersible tablets with a 5-HT?3 receptor antagonist
and dexamethasone (megestrol group) or a 5-HT3 receptor antagonist plus dexamethasone (control group).
Megestrol acetate dispersible tablets: 160 mg orally every morning from the day of chemotherapy until it
lasts for ten days. Abstract IV of the quality-of-life scale for cancer patients in China was used to assess the
quality of life (QOL) of the participants. All adverse reactions during chemotherapy were assessed according
to the CT'CAE 4.03 evaluation standard issued by the National Cancer Institute and divided into five grades
according to severity.

Results: For the control of nausea, the rates of complete prevention were significantly higher in the
megestrol group than in the control patients during the delayed [53.3% (31/60) vs. 30.0% (18/60), P=0.012]
and overall [40.0% (24/60) vs. 15.0% (9/60), P=0.002] observation periods. Moreover, the megestrol
combination treatment group also achieved markedly higher rates of complete remission of vomiting than
the control group during the delayed observation period [76.7% (46/60) vs. 51.7% (31/60), P=0.001],
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achieving an overall higher proportion of remission during the study period [68.3% (41/60) vs. 46.6% (28/60),
P=0.0016].

Conclusions: The triple antiemetic protocol using megestrol acetate with a 5-HT?3 receptor antagonist
plus dexamethasone can improve CINV symptoms caused by highly emetogenic chemotherapy (HEC) with

cisplatin, with an excellent control effect and few adverse reactions, especially for delayed CINV.
Trial Registration: Chinese Clinical Trial Registry ChiCTR1800017953.
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Introduction

Despite the ongoing advancements in treatment approaches
and the discovery of novel drugs for cancer, chemotherapy
continues to be the cornerstone of cancer treatment.
Chemotherapy-induced nausea and vomiting (CINV) is
a common side effect during chemotherapy protocols,
which not only causes discomfort to patients and affects
their quality of life (QOL) but also reduces the compliance
of patients to the treatment, leading to delays or early
termination of the anticancer treatment (1,2). Previous
reports have revealed that 70% of patients experience
CINV in cases where no preventive antiemetic drugs were
given during the chemotherapy protocols (3). Importantly,
CINV can also lead to adverse events, such as electrolyte
imbalance, dehydration, anxiety, decreased physical
condition score, and malnutrition (4-9). In addition to these
clinical consequences, the need for extra rescue drugs for
CINV and the subsequently extended length of hospital
stay represent an increase in total medical costs. Thus,
CINV represents a considerable challenge for both doctors
and patients (10,11).

Cisplatin-containing chemotherapy is the standard
treatment for lung, esophageal, breast, and cervical cancers,
as well as other malignant tumors, and is classified as a
highly emetogenic chemotherapy (HEC) (12). Although the
triple regimen, which is recommended by the international
antiemetic guidelines, reduces the incidence of HEC-
induced acute CINV by more than 80%, there are still
at least 30% of patients who do not achieve complete
remission and experience delayed CINV (13-15). In clinical
practice, since neurokinin-1 (NK-1) receptor antagonists
are expensive and have not been included in the scope
of medical insurance, they cannot be reasonably used in
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hospitals in middle- and low-income areas. Therefore,
exploring cost-effective drugs to prevent HEC-induced
delayed CINV is crucial.

Megestrol belongs to the 17a-hydroxyprogesterone
derivative and is a highly effective synthetic progesterone.
Recorded in the instructions may improve appetite and
cachexia in patients with advanced tumors. In recent
years, several studies have reported that megestrol acetate
dispersible tablets combined with chemotherapy can
improve CINV (16,17). In order to observe the efficacy of
olanzapine combined with megestrol acetate in the treatment
of advanced cancer anorexia, Zhao et 4/. (18) randomly
divided 85 patients with cancer anorexia into the treatment
group (olanzapine combined with megestrol acetate group
+ nutritional support), the control group (megestrol acetate
group + nutritional support) and the simple nutritional
support group, and observed the changes of appetite,
weight, Karst score and immune function before and after
treatment in each group, and evaluated adverse reactions.
Li er al. (19) shows that megestrol acetate can significantly
improve the appetite, body mass and Karnofsky score of
patients with malignant tumor after radiotherapy, and there
is no obvious adverse reaction. At present, it is considered to
be an effective and safe drug for the treatment of anorexia of
advanced cancer. As an oral contraceptive, megestrol can be
used as a long-term oral drug for women of childbearing age,
and its safety has been widely recognized. However, to date,
the clinical potential of megestrol has only been assessed by
retrospective studies with small sample sizes; randomized
controlled prospective studies are needed. Therefore, a
prospective, randomized controlled phase II clinical trial was
designed to determine whether the combination of megestrol
and a 5-HT3 receptor antagonist plus dexamethasone based
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on the standard regimen can effectively control HEC-induced
CINV. We present the following article in accordance with
the CONSORT reporting checklist (available at https://atm.
amegroups.com/article/view/10.21037/atm-22-4809/rc).

Methods
Study design and participants

This study was a prospective, randomized, controlled phase
IT clinical study. Patients with malignant tumors who were
treated with cisplatin-containing chemotherapy in our
hospital from September 2018 to December 2019 were
enrolled. We used PASS operation to calculate the sample
size. This study was approved by the Ethics Committee
of Henan Cancer Hospital (ethics batch No. 2017098).
Written informed consent was obtained from each
participant. The study was conducted in accordance with
the Declaration of Helsinki (as revised in 2013).

Treatment plan

A total of 120 patients were randomly divided into
megestrol (n=60) and control (n=60) groups. This is a
two-parallel study and the allocation ratio is 1:1. In the
megestrol group, an antiemetic regimen of megestrol
acetate dispersible tablets with a 5-HT'3 receptor antagonist
and dexamethasone was administered, whereas participants
in the control group received a 5-HT3 receptor antagonist
plus dexamethasone. The specific drug dosages were as
follows: (I) megestrol acetate dispersible tablets: 160 mg
orally every morning from the day of chemotherapy;
(IT) palonosetron (5-HT3 receptor antagonist): 2.5 mg
intravenously 30 min before chemotherapy on the first
day; and (III) dexamethasone: 12 mg intravenously 30 min
before chemotherapy on the first day, 8 mg intravenously
30 min before chemotherapy on the second to the fourth
day, once a day. Megestrol will be taken orally daily during
the treatment of the first chemotherapy until it lasts for
ten days. If the patients experienced nausea and vomiting,
additional rescue drugs (such as dopamine receptor
antagonists, sedatives, or psychotropic drugs) were allowed
after assessment and at the discretion of the attending
clinician. Subject diary cards were issued on the first day
of chemotherapy, where the frequency, time, and degree
of nausea and vomiting were recorded every 24 h. The
research physician collected statistics based on the diary
cards filled in by the patients and reviewed the relevant
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data and information of each patient. All participants were
followed up without data loss.

Evaluation of the antiemetic effect

The therapeutic effect was evaluated according to the World
Health Organization standards and the recommended
standards of the Fifth European Conference on Clinical
Oncology and the Common Terminology Criteria for
Adverse Events (CTCAE) 4.0 standards. Complete response
(CR) was described as no incidence of vomiting and no
requirement for antiemetic medicine, and the complete
response rate was calculated by the number of complete
response cases/total number of cases ratio. Complete
protection (CP) was defined as the absence of nausea and
vomiting, and the complete prevention rate was calculated
by the number of complete prevention cases/total number
of cases ratio.

The primary end point was the proportion of nausea
and vomiting controlled by the two antiemetic regimens
in the delayed period (24-120 hours after the start of
chemotherapy), that is, the proportion of complete
remission (no vomiting, no rescue treatment) and complete
prevention (no nausea and vomiting). The secondary
endpoint of the trial was the control ratio of nausea and
vomiting in the two groups of antiemetic regimens in the
acute (0-24 h) and overall (0-120 h) phases. The proportion
of patients with grade 3-4 vomiting in the two groups
during chemotherapy was also evaluated. The related
adverse reactions of the antiemetic drugs were assessed
according to the impact of the two antiemetic protocols on
the QOL of the patients before and after treatment.

QOL assessment

The QOL of the patients was evaluated one day before
chemotherapy and seven days after chemotherapy according
to the QOL scale for Chinese cancer patients established
in 1990. According to the QOL score, the appetite, spirit,
sleep, fatigue, and pain symptoms of the patient were
evaluated, along with information on social understanding
and cooperation, the patient’s understanding of cancer,
treatment attitude, daily life, adverse reactions, and facial
expression. Each item was scored 1-5 points, up to a total
score of 60 points, with the overall QOL being classified
as good (51-60 points), satisfactory (41-50 points),
general (31-40 points), poor (21-30 points), and very bad
(<20 points).
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Assessment of adverse reactions

All adverse reactions during chemotherapy were assessed
according to the CTCAE 4.03 evaluation standard
issued by the National Cancer Institute and divided into
five grades according to severity. The common adverse
reactions of megestrol include vaginal bleeding, peripheral
edema, thrombosis, and dyspnea, but according to the drug
instructions, they are occasional or rare. In order to ensure
the safety of the subjects, the subjects have been informed
of the corresponding risks and precautions, and provided
with oxygen, hemostatic drugs, and other rescue measures.
If necessary, they can be transferred to the intensive care
unit for follow-up treatment immediately.

Statistical analysis

Patients were assigned to the megestrol or control groups
by computer-generated random sequence. SPSS 22.0
software (IBM Corp., Armonk, NY, USA) was used for
statistical analysis. The measurement data were expressed by
the mean * standard error of the mean. The #-test was used
for comparison between groups and the y’ test was used
to compare the numerical data between groups. Statistical
significance was set at P<0.05.

Results
Case data and clinical characteristics of the two groups

A total of 133 patients with a malignant tumor, diagnosed
by histopathology with at least one measurable lesion, who
received cisplatin-based chemotherapy in the Department
of Oncology of our hospital from September 2018 to
December 2019, were recruited. Among them, 13 patients
were excluded during the screening period, and a total of
120 patients were finally enrolled (Figure I). The patients
were randomly divided into megestrol and control groups,
with 60 patients in each group, based on whether or not
their chemotherapy drugs were combined with megestrol
acetate dispersible tablets, and whether their compliance
and tolerance were good. The clinical and demographic
data of the two groups were similar (P>0.05) (7able I).

Comparison of the control of nausea between the two
antiemetic protocols in each period

Both groups of patients successfully completed one cycle
of treatment. In the delayed phase, 31 patients in the
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megestrol group and 18 patients in the control group
reported complete prevention of nausea. The complete
prevention rates in the delayed period of the megestrol and
control groups were of 53.3% vs. 30.0%, respectively [risk
ratio (RR): 1.751, 95% confidence interval (CI): 1.110—
2.764; P=0.012]. Hence, the difference in the primary
endpoint indicator between the two groups was statistically
significant.

In the overall period, 24 patients in the megestrol group
and nine patients in the control group achieved complete
prevention. The complete prevention rates of the megestrol
and control groups were of 40.0% vs. 15.0%, respectively
(RR: 2.667; 95% CI: 1.355-5.250; P=0.002). Thus, a
statistically significant difference in the nausea control
efficacy in the overall period was noted between the groups,
with the megestrol protocol showing enhanced efficacy.

In the acute phase, nausea was completely prevented in
47 and 39 patients in the megestrol and control groups,
respectively, achieving complete prevention rates of 70.0%
vs. 65.0% (RR: 1.077; 95% CI: 0.840-1.381; P=0.559),
respectively. There was no marked difference in the nausea
control effect between the two groups in the acute phase
(1able 2 and Figure 2).

Comparison of the control of vomiting between the two
antiemetic protocols in each period

Comparing the control of vomiting, 46 patients in the
megestrol group and 31 patients in the control group
achieved complete remission, with complete remission
rates of 76.7% vs. 51.7% (RR: 1.586; 95% CI: 1.179-2.134;
P=0.001), respectively.

In the overall phase, 41 patients in the megestrol group
and 28 patients in the control group achieved complete
remission, with complete remission rates of 68.3% ws.
46.6% (RR: 1.464; 95% CI: 1.063-2.018; P=0.016),
respectively. Statistically significant differences in the
control of vomiting between the two groups in the overall
phase were noted, with the megestrol protocol displaying
enhanced efficacy.

In the acute phase, 49 patients in the megestrol group
and 47 patients in the control group achieved the endpoint
of complete remission. The complete remission rates of
the two groups were 81.7% vs. 78.3% (RR: 1.043; 95%
CI: 0.872-1.247; P=0.648), respectively, with no notable
difference between them.

During chemotherapy, the incidence of grade 3-4
vomiting in the megestrol and control groups was 0%
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Figure 1 A total of 133 patients with a malignant tumor, diagnosed by histopathology with at least one measurable lesion, who received

cisplatin-based chemotherapy in the Department of Oncology of our hospital from September 2018 to December 2019 were recruited.

Among them, 13 patents were excluded during the screening period, and a total of 120 patients were finally enrolled. The patients were

randomly divided into megestrol and control groups, with 60 patients in each group.

(0/60) and 10% (6/60), respectively, and this difference was
statistically significant (RR: 1.107; 95% CI: 1.021-1.210;
P=0.013). Fewer patients in the megestrol group required
the use of rescue drugs compared with the control group
(6.7% wvs. 35.0%), and this difference was statistically
significant (P<0.001) (7zble 3 and Figure 3).

Comparison of adverse reactions between the two
antiemetic protocols

During the treatment, the two groups of patients exhibited
different degrees of adverse reactions. Among them, the
main adverse reactions associated with the antiemetic
drugs were fatigue, constipation, hiccups, and vaginal
bleeding. In the megestrol group, seven patients reported
fatigue (11.7%), 11 had constipation (18.3%), one had
hiccups (1.7%), and three had vaginal bleeding (5%);
meanwhile, in the control group, three patients reported
fatigue (5.0%), five had constipation (8.3%), two had
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hiccups (3.3%), and no patient reported vaginal bleeding
(09%). There was no significant difference in the incidence
of adverse effects between the two groups (P>0.05), and
the above adverse reactions were mild (I and II degrees)
in severity and well-tolerated. Other adverse reactions,
such as myelosuppression, peripheral neurotoxicity, and
abnormal liver and kidney function, were considered to be
chemotherapy drug-related side effects, most of which were
of grades I and II; grades III and IV events were relatively
less common.

Symptomatic treatment could ameliorate these
manifestations, without affecting the chemotherapy. Among
them, the proportion of leukopenia in the megestrol
and control groups was 13.3% (eight cases) and 28.3%
(17 cases), respectively (P=0.043). One case of grade III
leukopenia was reported in each group (1.7% wvs. 1.7%;
P=1.000), and one case of grade III thrombocytopenia was
reported in the control group (1.7% wvs. 0%; P=0.315).
There was no marked difference in the frequency of the
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Table 1 Demographic and clinical characteristics of the included patients, n (%)

Features Megestrol group (n=60) Control group (n=60) Total number (n=120) P X

Chemotherapy regimen

Paclitaxel + cisplatin 21 (35.0) 24 (40.0) 46 (38.3) 0.527 0.320
Docetaxel + cisplatin 15 (25.0) 15 (25.0) 29 (24.1) 1.000 0.000
Etoposide + cisplatin 5(8.3) 10 (16.7) 15 (12.5) 0.168 1.905
Pemetrexed + cisplatin 3(5.0) 1(1.7) 4 (3.3) 0.309 1.034
Fluorouracil + cisplatin 4(6.7) 1(1.7) 5(4.1) 0.171 1.878
Vinorelbine + cisplatin 1(1.7) 0(0) 1(0.8) 0.315 1.008
Irinotecan + cisplatin 2 (3.3) 0(0) 2(1.7) 0.154 2.034
Gemcitabine + cisplatin 8(13.3) 8(13.3) 16 (13.3) 1.000 0.000
Cisplatin 1(1.7) 1(1.7) 2(1.7) 1.000 0.000
Median age (range) 54 [26-70] 61 [25-70] 56 [25-70] 0.628 0.234
Sex
Male 35 (58.0) 45 (75.0) 80 (66.7)
Female 25 (42.0) 12 (25.0) 40 (33.3)
ECOG PS*
0 14 (23.3) 13(21.7) 27 (22.5)
1 46 (76.7) 47 (78.3) 93 (77.5)
TNM stage
111l 30 (50.0) 33 (55.0) 63 (52.5)
\% 30 (50.0) 27 (45.0) 57 (47.5)
Tumor site
Gastric cancer 11 (18.3) 19 (31.7) 30 (25.0) 0.092 2.844
Esophageal cancer 18 (30.0) 17 (28.3) 25 (20.8) 0.841 0.040
Lung cancer 6(10.0) 9(15.0) 15 (12.5) 0.408 0.686
Cervical cancer 2(3.3) 3(5.0) 5(4.2) 0.648 0.209
Breast cancer 5(8.3) 2 (3.3) 7 (5.8) 0.243 1.365
Qvarian cancer 4 (6.7) 1(1.7) 5(4.2) 0.171 1.878
Other 14 (23.3) 9 (15.0) 23 (19.2) 0.246 1.345
Risk factors 8(13.3) 11 (18.3) 19 (15.8) 0.453 0.563
History of previous surgery 26 (43.3) 22 (36.7) 48 (40.0) 0.456 0.556
Previous use history of cisplatin 32 (53.3) 28 (46.7) 60 (50.0) 0.465 0.533
Previous radiotherapy history 3(5.0) 4 (6.7) 7 (5.8) 0.697 0.152
History of previous 19 (31.7) 20 (33.3) 39 (32.5) 0.845 0.038
chemotherapy

*, ECOG PS was measured on a 5-point scale, with 0 representing asymptomatic cases. The higher the score, the less suitable for
chemotherapy. ECOG PS, European cooperative cancer team physical condition score; TNM, tumor stage.
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Table 2 Comparison of the complete prevention rate of nausea (CP) between the two groups in each stage
Study endpoint Megestrol group (n=60), n (%)  Control group (n=60), n (%) RR (95% Cl) b P
Delay period (24-120 h) 31/60 (53.3) 18/60 (30.0) 1.751 (1.110-2.764) 6.241 0.012
Acute phase (0-24 h) 42/60 (70.0) 39/60 (65.0) 1.077 (0.840-1.381) 0.342 0.559
Overall period 24/60 (40.0) 9/60 (15.0) 2.667 (1.355-5.250) 9.404 0.002

P value was calculated by using y* to test the nausea free ratio (CP). CP, complete prevention rate; RR, risk ratio.

Complete prevention rate, %

80.0

60.0

40.0
200 I I
i

Delay period Acute phase Overall period

® Megestrol group u Control group

Figure 2 The complete nausea prevention rates of the two groups
in each stage. For the control of nausea, in the delayed period,
the complete prevention rates of the megestrol and control
groups were 53.3% vs. 30.0%, respectively. In the acute phase,
the complete prevention rates of the megestrol and control
groups were 70.0% wvs. 65.0% respectively. Overall, the complete
prevention rates of the megestrol and control groups were 40.0%

vs. 15.0% respectively.

other adverse reactions (P>0.05). Neither group of patients
discontinued chemotherapy due to serious adverse reactions
(Table 4).

Comparison of the QOL between the two groups of patients

One day before treatment, the QOL scores of the megestrol
and control groups were 56.17+1.1 and 56.18+0.9 (P>0.05),
respectively, and after treatment were 56.68+1.1 and
55.55+1.2, respectively, which was significantly higher in
the megestrol group (P<0.05), as shown in Table 5.

Discussion

The three-drug combination regimen of a 5-HT?3 receptor
antagonist combined with dexamethasone and a NK-1
receptor antagonist has been consistently recommended
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by the American Society of Clinical Oncology (20),
the European Society for Medical Oncology (21), the
National Comprehensive Cancer Network (22), and other
guidelines for the prevention of moderate to high levels
of CINV. However, previous phase III studies have shown
that the complete remission rate achieved with the triple
antiemetic regimen in patients receiving HEC in the overall
treatment phase (0-120 h after chemotherapy) was about
60-70%, which indicates that there is still room for further
improvement of the antiemetic treatment (22).

In the present study, in the delayed observation period,
the proportion of complete remission in the megestrol
and control groups were 76.7% and 51.7% (P=0.001),
respectively, indicating that there was a significant difference
in the main endpoint between the two groups. In the overall
observation period, the proportions of complete remission
in the megestrol and control groups were 68.3% and 51.7%,
respectively (P=0.016), showing significant differences in
the control of vomiting. In the acute observation period,
the complete remission rates of the megestrol and control
groups were 81.7% and 78.3%, respectively (P=0.648).
Moreover, it was observed that the complete remission rate
of the megestrol group in the delayed period was 76.7%,
which was very close to the proportions of standard triple
antiemetic regimens (73-74%) (23-25). The control rate of
vomiting in the megestrol group was markedly higher than
that of the control group in the delayed and overall phases.
Furthermore, the complete remission rate of the megestrol
group in the delayed phase was 25% higher than that in the
control group.

Vomiting can usually be prevented or reduced by the use
of preventive antiemetics, but nausea is more difficult to
control (26). In a previous well-designed study of olanzapine
combined with a standard triple antiemetic regimen, the
main research results showed that the complete control rate
of nausea of this quadruple regimen was very low (delayed
period: 42.4%; overall period: 37.3%) (14). In this study, the
two groups of patients developed nausea in three periods.
The complete control rates of nausea in the megestrol
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Table 3 Comparison of the complete remission rate of vomiting (CR) between the two groups in each stage

Study endpoint Megestrol group (n=60), n (%)

Control group (n=60), n (%)

RR (95% Cl) N P

Delay period (24-120 h) 46/60 (76.7)

Acute phase (0-24 h) 49/60 (81.7)
Overall period (0-120 h) 41/60 (68.3)

Proportion of grade, 3-4 vomiting 0/60 (0)

31/60 (51.7) 1.586 (1.179-2.134)  10.276 0.001

47/60 (78.3) 1.043 (0.872-1.247)  0.208 0.648
28/60 (46.6) 1.464 (1.063-2.018)  5.763 0.016

6/60 (10.0) 1.107 (1.021-1.210)  6.107  0.013

P value was calculated by ¥ to test the rate of no vomiting (CR). Cl, confidence interval; CR, complete remission rate; RR, risk ratio.

Complete prevention rate, %
90.0

80.0

70.0
60.0
50.0
40.0
30.0
20.0
10.0

0.0

Delay period Acute phase Overall period

= Megestrol group = Control group

Figure 3 The control of vomiting in each stage was compared
between the two groups. For the control of vomiting, the complete
remission rates of the megestrol and control groups were 76.7%
vs. 51.7% respectively. In the acute phase, the complete remission
rates of the megestrol and control groups were 81.7% vs. 78.3%
respectively. In the overall period, the complete remission rates
of the megestrol and control groups were 68.3% vs. 46.6%,

respectively.

group were 70.0%, 53.3%, and 40% in the acute, delayed,
and overall observation periods, respectively, whereas in the
control group were 65.0%, 30.0%, and 15.0% in the same
periods. Hence, these results showed that the megestrol
combination treatment was considerably more efficient in
controlling nausea in the delayed and overall phase (P<0.05).
Moreover, in the delayed phase, more than 50% of
patients in the megestrol acetate group achieved complete
prevention, which further confirmed that megestrol acetate
dispersible tablets had significant effects on the prevention
of delayed CINV.

Stratified analysis showed that megestrol group patients
had no grade 3-4 vomiting (0% wvs. 10%; P=0.013) and
a reduced use of rescue drugs (6.7% vs. 35.0%; P<0.01).
Notably, young women (<50 years old) were more likely to
develop CINV when receiving HEC. Moreover, for these

© Annals of Translational Medicine. All rights reserved.

patients, the triple antiemetic regimen containing megestrol
acetate dispersible tablets exhibited a better vomiting
control rate. In terms of adverse reactions, the incidence
of fatigue, constipation, and hiccups was high but similar
in the two groups (P>0.05), which were mild to moderate
in severity and well-tolerated. In addition, previous studies
have shown that megestrol can promote granulocytes in
the bone marrow to enter the circulating pool, thereby
ensuring the presence of white blood cells in the peripheral
blood, which could in turn reduce the hemato-toxicity of
the chemotherapies (27). In this study, the incidence of
leukopenia in the megestrol group was lower than that in
the control group (13.3% wvs. 28.3%; P=0.043), which was
consistent with previous findings (28). Furthermore, among
the participants, three patients in the megestrol group
reported vaginal bleeding (P>0.05), but there were no other
adverse reactions related to megestrol, such as peripheral
edema, mental symptoms, or thrombosis. Other observed
adverse reactions, such as liver and kidney function
damage, and thrombocytopenia, were considered to be
chemotherapy drug-related, with no significant difference
in terms of incidence between the two groups (P>0.05).
After treatment, the QOL score of the megestrol group was
significantly higher than that of the control group (P<0.05).
This finding was consistent with the results of related
studies, which further demonstrated that megestrol acetate
dispersible tablets could effectively improve the QOL of
patients.

Conclusions

The effect of megestrol acetate dispersible tablets combined
with a 5-HT3 receptor antagonist and dexamethasone
on HEC-induced CINV, especially delayed CINV, was
significantly better than that of a 5-H'T'3 receptor antagonist
combined with dexamethasone alone. Moreover, megestrol
acetate tablets could improve the appetite of patients,
reduce myelosuppression, and improve the overall QOL
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Table 4 Treatment-related adverse reactions with an incidence of >2% in both groups
Megestrol group (n=60), n (%) Control group (n=60), n (%)
Symptoms b p*
Grade 1 Grade 2 Grade 3 Grade 1 Grade 2 Grade 3
Fatigue 7(11.7) 0(0) 0(0) 3 (3.5) 0(0) 0 (0) 1.745 0.186
Constipation 10 (16.7) 1(1.7) 0(0) 5(8.3) 0(0) 0 (0) 2.596 0.107
Hiccup 1(1.7) 0(0) 0(0) 2 (3.3 0(0) 0 (0) 0.342 0.559
Vaginal bleeding 3(5.0) 0(0) 0(0) 0(0) 0(0) 0 (0) 3.077 0.079
Pain 5(8.3) 0 (0) 0(0) 3(5.0) 3(5.0) 0 (0) 0.100 0.752
Abnormal liver function 9 (15.0) 2 (3.3 0(0) 19 (31.7) 1(1.7) 0 (0) 3.523 0.061
Abnormal renal function 4 (6.7) 0(0) 0(0) 4(6.7) 0(0) 0(0) 0.000 1.000
Hypokalemia 3(5.0) 0(0) 0(0) 0 (0) 0(0) 0 (0) 3.077 0.079
Hyperkalemia 1(1.7) 0(0) 0(0) 2(3.3) 0(0) 0 (0) 0.342 0.559
Leukocyte elevation 4(6.7) 0(0) 0(0) 4 (6.7) 0(0) 0 (0) 0.000 1.000
Leukopenia 3(5.0) 5(8.3) 0(0) 10 (16.7) 6 (10.0) 1(1.7) 4.093 0.043
Thrombocytopenia 1(1.7) 1(1.7) 0(0) 1(1.7) 1(1.7) 0 (0) 0.000 1.000
Anemia 11 (18.3) 9 (15.0) 1(1.7) 5(8.3) 7(11.7) 1(1.7) 2.627 0.105
*, the P value was tested using the Pearson c2 test.
Table 5 Comparison of quality of life between the megestrol and control groups
Period Megestrol group (mean + SD) Control group (mean + SD) t P*
Before treatment 56.17+1.1 56.18+0.9 0.100 0.920
After treatment 56.68+1.1 55.55+1.2 5.721 0.000
t 4.305 5.333
P 0.000 0.000

*, t test was used to calculate the P value.

of the patients, with only mild and controllable adverse
reactions. Preliminary exploration of the efficacy and safety
of megestrol acetate dispersible tablets in controlling HEC-
induced CINV, especially delayed CINV, provides a new
reference for controlling CINV in clinical practice.

The inadequacy of this study is that, this study has
not designed a comparison of the efficacy of megestrol
and aripipitan. Since this study only explored the effects
of megestrol on CINV, future investigations comparing
megestrol and arepitant will be performed. These additional
clinical trials are expected to comprise a larger sample size
and the influence of individual factor differences on the
research results will be eliminated through the patients’
own cross-control method, so as to confirm the antiemetic

© Annals of Translational Medicine. All rights reserved.

effect of megestrol on acute and delayed CINV caused by
HEC drugs.
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