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Prospective randomized,double-blinded,placebo-controlled trial of preoperative

etoricoxib for pain relief in uterine fractional curettage under paracervical block
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ABSTRACT

Objective:  To evaluate the analgesic efficacy of preoperative etoricoxib combined with
paracervical block in patients who underwent uterine fractional curettage.

Study design : This double-blinded, randomized, placebo-controlled trial included 80
women outpatients aged 35-60 years were abnormal uterine bleeding who
underwent uterine fractional curettage under paracervical block. Forty
women were randomly assigned to etoricoxib 120 mg and 40 women to the
placebo. The main outcome measure was the intensity of pain measured
using the visual analog pain score during and after the procedure.This study
was approved by Ethics Committee of Buriram Hospital. Student’s t-test,
Mann-Whitney U-test, and Chi-squared test were used for statistical analysis.

Results : The intensity of pain during operative procedure in the etoricoxib group was
lower than in the placebo group (median visual analog pain score
(interquartile range) 48 (43-64) vs. 61 (57-72), p = 0.001) The amount of
postoperative acetaminophen used in the etoricoxib proup was also lower
than in the placebo group (2.2+1.7 vs. 3.2 + 1.7 tablets, p = 0.011).
We found no significant adverse effects in this study.

Conclusion : The operative administration of 120 mg oral etoricoxib can slightly reduce
pain during fractional curettage under paracervical block. However, the
degree of pain reduction by this treatment has no clinical importance.

Key words :  COX-2; Etoricoxib; Fractional curettage; Visaul analog score
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06 Student’s t-test, Mann-Whitney U-test, and Chi-squared test
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Introduction

Uterine fractional curettage has
been regularly performed on an outpatient
basis, most often of investigating causes
of abnormal uterine bleeding. It is usually
performed under local anesthesia such
as paracervical block." Paracervical block
can be performed by the operating
gynecologists. Although paracervical block
with either lidocaine or saline seems to
be safe, inexpensive, and easy to perform,
it provides an inadequate and a variable
effect” The

paracervical block cannot totally alleviate

analgesic reason  that
the pain during fractional curettage can
be partly explained by the neuroanatomy
of the uterus and cervix. The paracervical
block relieves pain in the lower part of
the uterus and cervix by blocking nerve
impulses that are conveyed through
the uterovaginal plexus. It may not be
effective for pain originating in the upper
part of the uterus, which has a different

Bl methods

innervation.” Therefore, various
such as intrauterine anesthesia | intra-
venous sedation®™ , and an adjunctive
administration  of oral analgesic drugs :
opioids or nonsteroidal anti-inflammatory
drugs (NSAIDs) have

for alleviating the pain during fractional

been investigated

curettage under paracervical block™ ™ ®,

However, the results are inconsistent.

The central mechanism of pain
reduction with NSAIDs is through the
inhibition
the cyclooxygenase (COX) enzyme ©. COX

of prostaglandin synthesis by

enzyme is composed of two isoforms,
COX-1 and COX-2, with mediate distinct
biologic processes. The inhibition of COX-
2 produces an analgesic effect, whereas
COX - 1 inhibition results in toxicity.
Therefore, selective Cox — 2 inhibitiors have
recently been introduced as alternatives
to the NSAIDs in the
management of pain Etoricoxib (Arcoxia,

Merck & Co. Inc,New Jersey, USA) is a

nonselective

second — generation COX -2 inhibitor with
100 - fold
COX-2 over COX-1. Its rapid onset time
(20 min) and
(half-life of approximately 25 h) allows

increase in  selectivity for

long duration of action

convenient once-daily dosing "®. This has
been demonstrated in the management
of chronic pain and in the acute
management of patients with dysmenor-
rhoea or those wundergoing dental
procedures.""'? The recommended dose
for acute pain management is 120 mg.
The aim of this study was to eval-
uate the analgesic efficacy of pre-opera-
tive administration of etoricoxib 120 mg.
when compared with placebo in patients
undergoing uterine fractional curettage

under paracervical block.
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Materials and methods

This study was approved by
Ethics Committee of Buriram Hospital,
Buriram, Thailand. The written informed
consent was obtained from patients.
From March through December 2010, 80
healthy. Inclusion criterion were abnormal
uterine bleeding, outpatients aged 35-60
years at the Department of Obstet-
rics and Gynecology, Buriram Hospital were
enrolled in the study. They agreed to
return for follow-up and complete a
diary chart of side effects and the
amount of acetaminophen used. Exclusion
criterion were allergic reactions or contra-
indications to NSAIDs , renal insufficiency,
liver disease, asthma , coagulopathy, peptic
ulcer or a previous history of gastroin-
testinal bleeding, and currently on drugs
that have an interaction with etoricoxib
(angiotensin converting enzyme inhibitor,
aspirin, warfarin, lithium, methotrexate,
rifampicin , or cimetidine).

A randomized, double-blinded,
placebo-controlled study was used. The
patients were randomized with a block
of four techniques into two groups
to receive either 120 mg. of etoricoxib
or a placebo about 30 min before the
procedures. The active tablets and the
corresponding  placebo  tablets were
packed in opaque sealed envelopes and

the envelopes were labeled sequentially

with the subject number in the center
(1-80). Each envelope was then distributed
in sequential numeriacal order to ensure
randomization and double-blindness to
treatment. The investigator generated the
allocation sequence, and nurse assistants
enrolled  participants  and  assigned
participants to their groups. The patiens,
gynecologist performing the procedure
and nurse assistants were blinded to
medication.

the contents of the oral

The code was not broken until the
study was completed. Uterine fractional
curettage was performed by gynecologist
under paracervical block with 1% lidocaine
without  other premedications such as
diazepam, morphine, or pethidine. The
lidocaine was injected as 5 ml each at 3
and 9 O’ clock position of cervicovaginal
reflection as standard technique at an
estimated depth of 1 cm with using
needle. Intermittent

a 22-gauge spinal

aspiration was performed before and
during injection to ensure that paracervical
blood vessels were not punctured. The
standard uterine fractional curettage was
performed after a lidocaine injection for
5 min to ensure the onset of action. The
cervical canal was dilated, if necessary ,
to 8 mm using a Hegar dilator.

The primary outcome was the pain
during curettage. To indicate intensity of

pain, patients used a visual analog scale,
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marking an “X” on a 100-min line
(0 mm = no pain, 100 mm = intolerable
pain). Using the visual analog scale, each
patient made four assessments of the
intensity of pain including before and

during uterine fractional curettage as
well as immediately and 30 min after
uterine fractional curettage. Patient
satisfaction was assessed at the end of
the procedure. Data recorded included
age, body weight, education level, income,
history of vaginal delivery, miscarriage and
uterine curettage, depth of uterine cavity,
difficulty of uterine fractional curettage
assessed by need for cervical dilatation,
estimated blood loss, operative time and
complications. Women were also requested
to return for follow-up 1 week after
curettage. Follow-up of these women
included interviewing for adverse effects,
total

of acetaminophen used, and

satisfaction. The diary chart was also
carefully reviewed in detail.

Before this study was instituted,
a power analysis was performed with
respect to visual analog pain score
during uterine curettage. A pilot study
(10 patients in each group) showed that
mean + standard deviation were 39.8 + 8.6
and 485 + 14.8 in the etoricoxib group
and in the placebo group, respectively.
With an alpha of 0.05, a power of 90%,

a two-side analysis required 40 patients

per group. Analyses of the outcomes were

based on intention-to-treat.  Statistical
analyses were performed with SPSS 12.0
for windows(SPSS Inc., Chicago, IL). The
Student’s t-test, and the Mann-Whitney
U-test were used to compare continu-
ous variables, and the Chi square test
was used to analyze proportion. P < 0.05

(two-tailed test) was considered significant.

Results
From March through December

2010, a total of 80 patients were

randomized to treatment : 40 received
etoricoxib and 40 received placebd(ﬁg.l).
All of them were included in the analysis.
The demographical characteristics of the
two groups were similar, and there were
no significant difference with respect to
age, body weight, education level, income,
history of vaginal delivery, history Of
miscarriage, history of previous curettage,
cavity (Table 1).

in the

and depth of uterine
There was also no difference
operative time, difficulty levels of the
procedure, and estimated blood loss

(Table 1).
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Assessed for eligibility (n = 80)

'

Enrollment j

v

Randomization

|

-

.

!

Allocated to etoricoxib group
(n = 40)

Received allocated intervention

v

Allocation

v

Allocated to placebo group
(n = 40)

Received allocated intervention

Lost to follow — up (n = 0)

Discontinued intervention (n=0)

v

Follow - up

v

Lost to follow — up (n = 0)

Discontinued intervention (n=0)

Analyzed (n=40)

Excluded from analysis (n=0)

v

Analysis

Analyzed (n=40)

Excluded from analysis (n=0)

Fig. 1 Profile of patient recruitment and follow-up following randomization to either

etoricoxib or placebo group.
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Table 1

Characteristics of women undergoing fractional curettage

Etoricoxib group (n = 40)

Placebo group (n = 40)

Age (years)

Body weight(kg)

Education level
Primary and secondary school
College
University

Income

<1000 US $/month
21000 US $/month
21 prior vaginal delivery
21 prior abortion
21 prior curettage
Depth of uterine cavity (cm)
Operative time (min)
Difficulty level of the procedure
Yes

Estimated blood loss(ml)

43.6 £ 11.2

62.2 +6.9

20 (50%)
12 (30%)
8 (20%)

35 (87.5%)
5(12.5%)

32 (80%)
15 (37.5%)
10 (25%)

84 +£0.8
147 +£25

20 (50%)
120 +3.7

426 +153
62.0 + 8.6

20 (50%)
8 (20%)
12(30%)

37 (92.5%)
3 (7.5%)

30 (75%)
18 (45%)
16 (40%)

8.2 +0.7
147 +3.1

24 (60%)
11.0 £33

Data presented as mean + standard or n (%). P > 0.05 for all comparisons.

The visual analog score for
the etoricoxib group was significantly
lower during operative procedure (median
visual analog pain scores (interquartile
range) 48 (43-64) vs. 61 (57-72), P = 0.001)

and 30 min

postoperative  procedure

(median (interquartile range) 4 (0-10) vs. 10
(3-22), P = 0.016) (Fig.2).
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Visual analog scale
100
90 | P=0.001
80 |
70
60
50
a0
30
20
10

N

® Placebo

Etoricoxib

P=0.016

Before F&C

Immediately post F&C
During F&C

30 mins post F&C

Fig. 2. Visual analog scale scores during the fractional curettage (FC). Median and interquartile

ranges are presented.

There was also a significant
difference in visual analog scores within
each group (P < 0.001), which supports
the validity of the assessment that pain
increases fractional

during curettage.

Patients’ satisfaction was not different
between two groups. The amount of

postoperative acetaminophen used in the

etoricoxib group was significant lower
than in the placebo group (Table 2).
There was no serious complication from
the procedure and no adverse effects
of drugs. During the study no patient
requested another analgesic drug or left

the study.
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Table 2

Patient satisfaction and amount of postoperative acetaminophen used

Etoricoxib group Placebo group P - value
(n = 40) (n = 40)
Satisfaction
Yes 36 (90%) 38 (95%) 0.675
Amount of postoperative 22+ 17 32 £1.7 0.011

acetaminophen used (500 mg tablet)

Results are shown as mean =+ standard deviation or n (%).

Discussion
In this randomized, placebo-
controlled clinical trial, the COX - 2

specific inhibitor, oral etoricoxib, was more
effective than placebo for pain relief
during and 30 min after uterine fractional
block.

Etoricoxib can decrease pain during and

curettage under paracervical
30 min after fractional curettage in this
study. Because etoricoxib is a second -
generation COX -2 inhibitor with 100 - fold
increase in selectivity for COX -2 over
COX-1, it can

synthesis. Pain during fractional curettage

reduce prostaglandin

occurs from the direct stimulation to the
uterine wall and disruption of endometrium
during the procedure. This can cause
leading to uterine
in the

prostaglandin release

contraction and pain sensation

upper part of the Uterus.The result of

this study contracdicts a previous study,

which rofecoxib failed

to relieve pain during and after uterine

indicated that
curettage. This may be explained by
the more selective COX-2 inhibition of
etoricoxib than rofecoxib and different

study populations. Abnormal uterine
bleeding and abortion were included in
study, but only abnormal

in the

the previous
uterine bleeding was included
present study. This finding is similar to
a previous study showing that etoricoxib
after

can provide effective analgesia

uterine  evacuation™,

Patients in the
previous study received general anesthesia
study

while patients in the present

received paracervical block. Our results
are similar to the previous study showing
that etoricoxib can provide effective a
nalgesia after fractional curettage under
paracervical block™. Differences from the

previous study include the conventional
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dose of etoricoxib (120 mg) and the
evaluation of acetaminophen used after
procedure in the present study. The
strengths of this study included utilizing
a validated method of pain measurement
in fractional curettage and gynecologist
performed fractional curettage which could
decrease interpersonal variation. The
weakness of the study is that we cannot
control the individual nature of pain
perception, a biopsychosocial experience
influenced by many factors. In conclusion,
the preoperative administration of 120 mg
oral etoricoxib can slightly reduce pain
during  fractional curettage under
paracrevical block. However, the degree
of pain reduction by this treatment

has no clinical importance.
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