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ABSTRACT

Purpose: The optimal treatment modality for delayed emesis occurring later than 24 hours
after the administration of cisplatin-based chemotherapy has not yet been established. Pa-
tients and Methods: Twenty patients received 5-hydroxytryptamine 3 receptor antagonist
intravenously for the treatment of acute emesis just before cisplatin infusion in the first
cycle of treatment, and the thereafter they received oral administration of betamethason (2 mg
X 3/day) plus oral lorazepam (0.5 mg X 3/day) for 5 days in trial I. In trial II, 14 patients
who received the other anti-emetic regimen ( methylprednisolone plus metoclopramide) for
delayed emesis in the first cycle of chemotherapy were treated by this regimen for the
second cycle of treatment. A complete response (CR) was defined as no emetic episodes
and a partial response (PR) as no vomiting episodes but some nausea. The effects of
anti-emetic treatments were evaluated for 5 days from the next day after cisplatin ad-
ministration. Results: The mean control rate (percentage of CR+PR) and CR rate for
delayed emesis for the 5-day period were 97% and 84%, respectively in trial I. The mean
control rate in patients undergoing the other anti-emetic regimen in the first cycle of
chemotherapy was 60% compared to 96% in the same patients undergoing this regimen in
the second cycle of the same chemotherapy in trial II. Conclusions: Oral betamethason
plus lorazepam demonstrated a high control rate for delayed nausea and vomiting in-

duced by cisplatin-based chemotherapy. Ryukvu Med. .J., 25(1,2) 17~22, 2006
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A Prospective Trial of Oral Betamethason and Oral Lorazepam in the

INTRODUCTION

Chemotherapy-induced emesis is one of the
troublesome adverse events that impair not only the
quality of life in cancer patients but also reduces
their desire to receive further chemotherapy.
Cisplatin, which is one of the most effective anti-
cancer drugs used in the treatment of various neo-
plasms'’, is well known to frequently induce nausea
and vomiting®"'. Thanks to the development of 5-
hydroxytryptamine 3 (5HT3) -receptor antagonist,

the occurrence of acute emesis has decreased
dramatically'®’. However, the optimal treatment
modality for delayed emesis which occurs later than
24 hours after cisplatin administration has yet to be
established”’. Adrenal cortical hormone alone or a
combination of adrenal cortical hormone and
metoclopramide is generally used to control emesis,
but the effectiveness of these agents remains both
insufficient and controversial" .  Lorazepam,
which is a widely used anti-anxiety drug, has been
reported to prevent the acute emesis induced by
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Trial I
day 1 2 3 4 5 6
5-HT3 receptor
antagonist 1 ampule, iv. (9]
Betamethasone 20 mg X3, p.o. O O O O ©O
Lorazepam 0.5 mg X 3, p.o. C 0 O O O
Trial II
First course
day 1 2 3 4 5 6
5-HT3 receptor
antagonist 1 ampule, Lv. Q
Methylprednisolone 125 mg Lv. O B O O O
Metoclopramide 10 mg iv. c o o O O

Second course

day 1 2 3 4 5 6

5-HT3 receptor

antagonist 1 ampule Lv. O

Betamethasone 2.0 mg X 3, p.o. O 0 0 O ©
Lorazepam 0.5 mg X3,p.o. o o O O O

5-HT3: 5-hydroxytryptamine3
Fig. 1 Treatment Schema.

for each patient. The other adverse effects of the
treatment were also directly monitored and recorded.
A statistical analysis was performed using
Fisher’s exact probability test to compare the control
rate between the two groups. The results were consid-
ered significant when p values were less than 0.05.

RESULTS

From September 1999 to January 2000, 20 and
14 patients were entered into trials I and II, respec-
tively. The patient characteristics are shown in
Table 1.

The control rate of this anti-emetic treat-
ment from days 1 to 6 in trial I is shown in Fig.
2. The CR rate of acute emesis in the patients
treated with SHT3-receptor antagonist on day 1
was 35%. On the other hand, the CR rates for de-
layed emesis from days 2 through 6 were 75% or
more. An especially notable finding was that the
delayed vomiting was completely controlled from
days 3 through 6. Fifteen (75%) patients achieved
a CR for the entire duration from day 2 through
day 6.

The mean CR rates and PR rates from days 2
through 6 according to the cancer treatment mo-
dalities are shown in Figure 3. The mean CR rates
were 89% in the chemotherapy group and 80 % in
the concurrent chemoradiotherapy group. There
were no significant differences in the control rates
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Control rate (%)

Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
| Nausea (-), Vomiting (-) : CR

Nausea (+), Vomiting (-) : PR

Fig. 2 The control rates of nausea and vomiting from
days 1 to 6 in trial I. Twenty patients were entered
into trial L

between the two groups for nausea, and vomiting.
The mean control rate for delayed emesis (CR+PR)
was 97% for all patients. In addition, appetite loss,
which 1s one of the most common side effects of
anti-cancer drug therapy, was not observed in 90%
of all the patients.

As shown in Fig. 4, the mean control rates of
delayed emesis (CR+PR) according to the type of
anti-emetic treatment in trial IT was 96% for the
treatment with betamethason plus lorazepam and
60% for the treatment with methylprednisolone plus
metoclopramide (P<0.001). All patients reported
the treatment with betamethason plus lorazepam in
the second cycles of chemotherapy to be much bet-
ter for the prevention of delayed nausea and vomit-
ing than the treatment with methylprednisolone
plus metoclopramide in the first cycle of chemo-
therapy.

Some mild toxicity was observed during the
treatment. Hiccups occurred in 6 (30%), sleepiness
in 2 (10%) and thirstin 1 (5%). However, all of these
adverse events were manageable.

DISCUSSION

Cisplatin is one of the most effective anti-cancer
drugs used in the treatment of various neoplasms'’.
Nausea and vomiting induced by cisplatin remains,
however, a troublesome complication. The frequency
of emesis in patients receiving cisplatin consisting
of more than 50 mg/m” has been reported to be 90%,
while in those receiving less than 50 mg/m® it has
been reported to range from 60-90%*"'.

The most common treatments for acute or

delayed nausea and vomiting induced by cisplatin
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| Nausea (-), Vomiting (-) : CR
Nausea (+), Vomiting (-) : PR

Fig. 3 The mean control rates of delayed nausea and
vomiting from days 2 to 6 according to the treat-
ment regimen used in trial I. CT: chemotherapy, RT:

radiotherapy.

CT +RT (n=11) All (n=20)

are generally reported to be such drugs as adrenal
cortical hormone, metoclopramide and serotonin
antagonist’ *"™'".  Especially, the development of
bHT3-receptor antagonist has greatly helped to re-
duce the incidence of acute nausea and vomiting
which occurs within 24 hours after the administra-
tion of anti-cancer drugs**'. On the other hand, no
effective treatment for delayed nausea and vomit-
ing, occurring more than 24 hours after anti-cancer
drug administration has yet been developed”'. Either
adrenal cortical hormone alone or a combination of
adrenal cortical hormone and metoclopramide is gen-
erally used in order to control delayed nausea and
vomiting, but the effectiveness of these agents is
still not satisfactory. The control rate of delayed
emesis has been reported to range from 40 to 70%""".
In 1999, the American Society of Clinical Oncology
(ASCO) proposed a clinical guideline for the man-
agement of delayed nausea and vomiting induced
by cisplatin-based chemotherapy™. ASCO guide-
lines recommend corticosteroid plus metoclopramide
(or plus a 5-HT3 antagonist) for the prevention
of delayed emesis in all patients receiving cisplatin.
However, the control rate of delayed emesis by
using the above agents has been reported to range
from 50 to 70%"™". In fact, the mean control rate
of delayed emesis by the combined usage of
methylprednisolone and metoclopramide was also
60 % in the present study. On the other hand,
in patients who received oral administration of
betamethason plus lorazepam, the mean control
rate of delayed emesis was 95% or more. In addi-
tion, 15 (75%) of all 20 patients in trial I experienced
no delayed emesis at all from days 2 through 6.
Several trials have shown that benzodiazepins
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CT (n=8) CT+RT (n=6) All (n=14)

BL: Betamethason + Lorazepam
MM: Methylprednisolone + Metoclopramide

Fig. 4 The effects of betamethason and lorazepam (BL)
vs. methylprednisolone and metoclopramide (MM) on
cisplatin induced delayed nausea and vomiting in
trial II. CT: chemotherapy, RT: radiotherapy.

including an intravenous injection of lorazepam has
an efficacy for acute emesis induced by cisplatin™*.
Therefore, these agents are listed as useful adjunc-
tive agents in ASCO guidelines for the management
of acute emesis™. In the present study, oral
lorazepam with betamethason was used for the
purpose of treatment for cisplatin-induced delayed
emesis and an effect of these combination on the
delayed emesis was observed. In addition, lorazepam
may have a preventive effect on anticipatory
emesis of patients who had poor control of emesis
with prior chemotherapy”, as shown in Trial II.

A result of recent randomized trials compar-
ing neurokin-1 receptor antagonist plus standard
antiemetics with standard antiemetics alone has
been reported. The control rate of delayed emesis
by the new combination ranged from 50% to 70%
while the standard antiemetics had the control
rate of approximately 50%**
indicate that the combination of lorazepam plus
betamethason in the present study may be wor-
thy of further investigation.

The side effects of these oral drugs were mild
and manageable, All patients (14 patients) in trial
II who received the two different treatments
(methylprednisolone plus metoclopramide vs oral
betamethason plus lorazepam) reported the latter
treatment would be better than the former, based
on self evaluations. Regarding cost, the latter costs
US$ 2.2 per day, while the former costs US$ 13.0.

Oral betamethason plus oral lorazepam dem-
onstrated a good control of the delayed nausea and
vomiting induced by cisplatin-based chemotherapy.

. These observations









