Oral Etoricoxib for Pain Relief during Fractional
Curettage: A Ramdomized Controlled Trial

Wilaiporn Phittayawechwiwat MD¥*,
Chalermsri Thanantaseth MD*, Nathpong Israngura Na Ayudhya MD¥*,
Pratak O-Prasertsawat MD*, Jitlada Kongprasert BSc**

* Department of Obstetrics and Gynecology, Faculty of Medicine Ramathibodi Hospital, Mahidol University
** Department of Nursing, Faculty of Medicine Ramathibodi Hospital, Mahidol University

Objective: To compare the efficacy of oral etoricoxib and placebo combined with paracervical block for pain
relief during fractional curettage

Material and Method: A double-blind, randomized controlled trial that included 220 women who underwent
fractional curettage and received paracervical block for pain relief was done at Ramathibodi Hospital
between September 2005 and June 2006. One hundred and ten women were randomly allocated to the
etoricoxib group (90 mg, tablet) and 110 to the placebo group. The main outcome was the patient’s assessment
of intensity of pain measured by verbal rating scales after speculum insertion, during fractional curettage,
immediately after curettage, and 30 minutes after curettage.

Results: Demographic data including age, previous vaginal deliveries, and history of curettage were not
significantly different between etoricoxib group and placebo group. Most common indication for fractional
curettage was menometrorrhagia in both groups. Pain score in etoricoxib group was significant lower during
fractional curettage (5 vs. 6, p = 0.04), immediately after curettage (2 vs. 3, p = 0.009), and 30 minutes after
curettage (0 vs. 1, p = 0.003). Comparing the number of patients with mild pain (score 0-3), there were
significant higher number of mild pain patient at the time during curettage (39 vs. 20 cases), immediate after
curettage (78 vs. 60 cases), and 30 minutes after curettage(107 vs. 100 cases) in etoricoxib group.
Conclusion: Combination of etoricoxib with paracervical block for reduction of pain during fractional
curettage had statistically significant lower pain scale when compared with placebo with paracervical block.
However, the difference was small and may have questionable clinical significance.
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The fractional curettage is commonly used
for diagnosis and treatment in gynecology. The use of
paracervical block in fractional curettage had a signi-
ficant analgesic effect but some studies suggested
that the level of pain relief were still moderate pain®.
Although the use of general anesthesia is effective as
the standard method for pain relief, it carries a higher
mortality risk than the local anesthesia.

The COX-2 specific inhibitors possess the
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analgesic and anti-inflammatory properties of con-
ventional NSAIDs through COX-2 inhibition, with an
improved safety profile achieved by sparing the acti-
vity of the COX-1 isozyme. The safety and tolerability
of post operative administered COX-2 specific inhi-
bitors have been demonstrated in numerous clinical
studies. In comparing etoricoxib, placebo, naproxen
sodium for primary dysmenorrhea, atoricoxib once a
day was more effective than placebo and similarly
effective to naproxen sodium®. In post surgical dental
pain, oral etoricoxib was significantly superior for total
pain relief in molar extraction over 8 hours compared
with placebo or acetaminophen/codeine treatment and
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similar pain relief compared to naproxen®. In compar-
ing etoricoxib and indomethacin in acute gouty arthri-
tis, visual analog pain score (VAS) was no different but
etoricoxib has a lower adverse effect®.

Etoricoxib is an oral COX-2 selectivity that
has early onset of action about 24-minutes and peak
plasma level at 60 minutes®. It is being investigated as
a perioperative treatment for surgical pain relief®?,
The objective of the present study was to determine
the efficacy of oral etoricoxib for pain relief during
fractional curettage.

Material and Method

The present study was a double-blind, ran-
domized controlled trial comparing etoricoxib with pla-
cebo for pain relief during fractional curettage under
paracervical block. The present study was approved
by the Ramathibodi Hospital Ethical Committee, and
informed consent was obtained from all participants.
From September 2005 to June 2006, 220 women who
had fractional curettage done under paracervical block
were randomly allocated to receive etoricoxib (Arcoxia®)
(90 mg, tablet) or placebo (folic acid 5 mg/tablet). They
were evaluated and excluded from the present study
in cases of active renal disease, history of hepatic
impairment, previous congestive heart failure, gastro-
intestinal ulcer and bleeding, bronchospasm, hemo-
static impairment, hypertension, and hypersensitivity
to lidocaine, NSAID or COX-2 specific inhibitors. The
randomized sequence was generated by computer.
The drugs were prepared in a sealed opaque envelope,
labeled with stickers preprinted with computer-
generated random numbers. They received the drug at
30-60 minutes before the procedure. The performing
gynecologists and the assisting nurses were blinded
to the type of drugs used. The patients were treated
according to the departmental routine. The random-
number key was not broken until the data analysis
was done.

The patients used a verbal rating scale to
indicate intensity of pain. They were asked to identify
how much pain they had by choosing a number from 0
to 10, 0 means no pain and 10 means the worst pain.
The authors defined the degree of pain, 0-3 = mild pain,
4-7 = moderate pain, 8-10 = severe pain®. Each patient
was asked for four assessments. The first one was made
immediately for intensity of pain during insertion of
the speculum. The second was made during curettage.
The third was made immediately after curettage and
the fourth one was made 30 minutes after curettage.
Each patient was advised to ask for another potent
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analgesic drug at any time if she wanted more pain
relief or otherwise wished to leave the present study.

The paracervical block in the present study
was standardized, by injecting 1% lidocaine with a 23-
gauze spinal needle at 3 and 9 o’clock of cervicovaginal
reflection, 10 ml at each site. Intermittent aspiration
was performed before and during injection to avoid
paracervical blood vessel puncture. Oxygen and vaso-
pressor were always available. The standard proce-
dure for fractional curettage was performed after wait-
ing 2 minutes for the onset of lidocaine. The cervical
canal was curetted first followed by the endometrial
curettage.

Data record were analyzed and presented as
number (%), mean + SD and median included age,
previous vaginal delivery, history of curettage, indica-
tions for fractional curettage, uterine sound, operative
time, and the procedure difficulty which was rated by
asurgeon (1 = not difficult, 4 = extremely difficult). The
Student t-test and Mann-Whitney U-test were used to
compare the continuous variables where appropriate.
The Chi-square test was used to compare the discrete
variables. p < 0.05 was considered as statistically sig-
nificant.

Results

During the present study, no patient asked
for another potent analgesic drug or left the present
study. Both groups had no significant differences of
demographic data and had menometrorrhagia being
the most common indication for curettage (Table 1).
Comparing the uterine sound and the procedure diffi-
culty in performing curettage, there were no significant
differences between both groups. However, the opera-
tive time had a significant difference (Table 2).

There was no significant difference of verbal
pain rating scale after speculum insertion in both
groups. The verbal pain rating scale for etoricoxib
group was significantly lower at the time during curet-
tage, immediately after curettage and 30 minutes after
curettage than the placebo group. The pain increased
from speculum insertion through fractional curettage
and then decreased to nearly no pain at 30 minutes
after curettage (Table 3). Comparing the number of
patients with mild pain (pain score 0-3), there was a
significant difference between both groups. The
etoricoxib group had a significantly higher proportion
of mild pain than the placebo group at the time during
curettage, immediately after curettage and 30 minutes
after curettage (Table 4). No severe adverse effect was
found in both groups.

J Med Assoc Thai Vol. 90 No. 6 2007



Table 1. Baseline characteristics between etoricoxib group and placebo group

Etoricoxib Placebo p-value
(n=110) (n=110)
Age (y) 47.2+6.3 485+6.1 0.12
Previous vaginal delivery 72 (65.5) 76 (69.1) 0.56
History of curettage 51 (46.4) 49 (44.5) 0.78
Indications for fractional curettage
Menometrorrhagia 64 (58.2) 62 (56.3) 0.5
Postmenopausal bleeding 21 (19.1) 29 (26.4)
Perimenopausal bleeding 14 (12.7) 12 (10.9)
Endometrial hyperplasia 11 (10.0) 7(6.4)
Data presented as mean + SD and n (%)
Table 2. Procedure characteristics between etoricoxib and placebo group
Etoricoxib Placebo p-value
(n=110) (n =110)
Interval of drug taking time (min) 45.90 + 4.29 46.15 + 3.76 0.77
Uterine sound (cm) 5.74 + 0.80 4,58 +0.79 0.74
Operative time (min) 11.40+1.33 11.10+1.28 0.04*
Procedure difficulty 1(1,2) 1(1,2) 0.41
Data presented as mean + SD and median (25" Percentile, 75" Percentile)
* Significant difference between two groups
Table 3. Visual rating pain score during and after fractional curettage between etoricoxib and placebo group
Time Etoricoxib Placebo p-value
After speculum insertion 1(0,2) 1(0,2) 0.43
During curettage 5(3,8) 6 (5, 8) 0.04*
Immediate after curettage 2(1,4) 3(1,5) 0.009*
30 min after curettage 0(0,2) 1(0,2) 0.003*
Data presented as median (25" Percentile, 75" Percentile)
* Significant difference between two groups
Table 4. Number and percentage of patients with verbal pain rating scale in mild pain (VAS = 0-3)
Time Etoricoxib Placebo p-value
After speculum insertion 110 (100) 108 (98.2) 0.50
During curettage 39 (35.5) 20 (18.2) 0.01*
Immediate after curettage 78 (70.9) 60 (54.5) 0.04*
30 min after curettage 107 (97.3) 100 (90.9) 0.04*
Data presented as n (%)
* Significant difference between two groups
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Discussion

The various procedures used during frac-
tional curettage such as placement of the long Allis for
traction of the cervix and dilation of the cervical os as
well as curettage itself can cause pain sensation. Pain
sensation transmits by sensory and sympathetic
pathways from the posterolateral aspect of the cervix
to the lateral spinothalamic tracts of the spinal cord.
The paracervical block is a convenient, safe, simple,
and effective anesthetic for curettage. Although it is
widely used, the previous study from Ramathibodi
Hospital suggests that the level of pain relief is still
moderate pain (VAS =4-7)®,

Because paracervical block can relieve pain
at the lower part of the uterus and cervix by blocking
nerve impulses that are conveyed through the utero-
vaginal plexus, it may not be effective for pain in the
upper part of the uterus because it has a different
innervation. Although the use of general anesthesia
provides a significant analgesic effect, this method
can be limited by the risk of adverse effects.

The uterine wall can produce prostaglandin
like many other tissues. During fractional curettage,
disruption of endometrium would cause prostaglandin
release leading to the uterine contraction. This mecha-
nism can cause the pain sensation at the upper part of
the uterus. Etoricoxib is a highly specific oral COX-2
inhibitor that reduces prostaglandin synthesis®. It
is the analgesic drug commonly used for pain relief
because it has a rapid onset and is safe.

Therefore, oral etoricoxib was considered to
combine with paracervical block for effective pain re-
lief during fractional curettage. This provided another
anesthetic method that could avoid general anesthesia
and reduce the cost of the procedure. The result of
the present study showed that the combination of
paracervical block and etoricoxib was more effective
than paracervical block alone. The pain score in etori-
coxib group seemed to be significantly lower during
and after fractional curettage and the number of patients
with verbal pain rating scale lower than 4 was signifi-
cantly higher in this group. It could be explained that
etoricoxib can reduce prostaglandin synthesis thus,
might reduce uterine contraction and pain sensation.
The addition of oral etoricoxib does not increase any
adverse effect. However, the lower pain score in the
etoricoxib group was nearly the same level of pain com-
pared to the placebo group. The difference of median
pain score of the three assessment points of measure-
ment were only 1 score, so there may be no clinical
significance to improve pain in the present study.
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Therefore, more research should be conducted
to evaluate efficacy of etoricoxib such as the interval
of drug taking and the optimum doses to make more
clinical significance. The present study provides a new
concept of drug used for reducing pain intensity in
the common gynecological procedure. Moreover, the
oral analgesic drug can be applied before curettage,
which is proper for outpatient cases. Eventually, it can
be concluded that combination of paracervical block
and etoricoxib for reducing pain during fractional
curettage was statistically significant when compared
with paracervical block alone. However, as the dif-
ference of pain scores was nearly at the same level,
there may be no clinical significance.

References

1. Chanrachakul B, Likittanasombut P, Prasertsawat
P, Herabutya Y. Lidocaine versus plain saline for
pain relief in fractional curettage: a randomized
controlled trial. Obstet Gynecol 2001; 98: 592-5.

2. Malmstrom K, Kotey P, Cichanowitz N, Daniels S,
Desjardins PJ. Analgesic efficacy of etoricoxib in
primary dysmenorrhea: results of a randomized,
controlled trial. Gynecol Obstet Invest 2003; 56:
65-9.

3. Malmstrom K, Kotey P, Coughlin H, Desjardins
PJ. A randomized, double-blind, parallel-group
study comparing the analgesic effect of etoricoxib
to placebo, naproxen sodium, and acetaminophen
with codeine using the dental impaction pain
model. Clin J Pain 2004; 20: 147-55.

4. Schumacher HR Jr, Boice JA, Daikh DI,
Mukhopadhyay S, Malmstrom K, Ng J, et al.
Randomised double blind trial of etoricoxib and
indometacin in treatment of acute gouty arthritis.
BMJ2002; 324: 1488-92.

5. Agrawal NG, Porras AG, Matthews CZ, Woolf
EJ, Miller JL, Mukhopadhyay S, et al. Dose pro-
portionality of oral etoricoxib, a highly selective
cyclooxygenase-2 inhibitor, in healthy volunteers.
J Clin Pharmacol 2001; 41: 1106-10.

6. Curtis SP, Ng J, Yu Q, Shingo S, Bergman G,
McCormick CL, et al. Renal effects of etoricoxib
and comparator nonsteroidal anti-inflammatory
drugs in controlled clinical trials. Clin Ther 2004;
26:70-83.

7. Cheer SM, Goa KL. Parecoxib (parecoxib sodium).
Drugs 2001; 61: 1133-41.

8. CorkRC, Isaac I, Elsharydah A, Saleemi S, Zavisca
F, Alexander L. A comparison of the verbal rating
scale and the visual analog scale for pain assess-

J Med Assoc Thai Vol. 90 No. 6 2007



ment. Internet J Anesthesiol 2004; 8: [9 screens]. index.php?xmlFilePath=journals/ija/vol8n1/
Available from: http://www.ispub.com/ostia/ vrs.xml

n15lae Etoricoxib sULsEMIUINaaAANIAULIATEUINNITYANAGNULLILENF I
nMsANTUAGN

ans ANeUITITNY, 1RANAT SUUAATHY, igWeA BATINDS o Bgse, Ussiine Taissiasgadan,
ansm1 AaLlszidsy

nglsy sq9A. AN LTELRAN 78RR ULAATINNGNT I etoricoxib uaznguiliaLn pla-
cebo mmumwm paracervical block Yumﬂqslwwvnvﬁ/mm@mmmmnmu

'm@Lszﬂn’lﬁ‘: AnsIuLIL double-blind, randomized controlled trial Yugm/osmﬁ’:mig/ﬁ)m@mmmmn@'fm
220 998 AINWEILIAPWIBUR SEIABUTUENEY WA, 2548 — Aquied WA, 2549 Z“mmm'myﬂ'omﬂu
ﬂ@dn@mfmﬂnﬁfzvm Z‘mm@mwm?mm etoricoxib (90mg) MU 110 798 4AZ nmmm?mm placebo 4114314
110 718 glﬂqsmmmn@wimu paracervical block iesziurlansasmnag gﬂoﬂﬂmwummmuﬂm logly
verbal pain rating scale Uszidu 4 7991081 Mevdanisla speculum, VUSYANAGN, NIEVAINITYANAGA
WA UasNIEMAINITIANAGN 30 WA

Nammnm wﬂmm/qsmmmn@wmmnumﬂ ﬂimm@@ﬁmmmwmmm uazszdmAgIyaNAgn
2nau Ywmmumnmmu‘Zuwmmn@y ﬂ7wmamﬂum?gmm@nwwymnwzgmYuwmmnquimm menom-
etrormhagia AziLAMISLLIaA Tunguiilaen etoricoxib ANa7 nguiilaen placebo aelkaANNaRA
TSI NNTYANAGN (5 UAZ6, p = 0.04), TulinIEmAgaNmgn (2uaz3, p = 0.009) uas 30 WITMENAIYA
HAgn (Ouas1, p = 0.003) Lmzwm"vuoufjﬂoﬂﬁ?m‘”wmmé’uﬂm@gﬂu mild pain (score 0-3) Yun@ﬁ:ﬁi@yi”u
&1 etoricoxib mnm‘ﬁnzg'm placebolum191987 751919n199ANAGN (39,20 718), WuANIEUAIYANAGN
(78,60918) uaz 30 wiinmeudaganmgn (107,100 1) aeNilud 1Aty

ﬂ‘g‘l/: mﬂ;m etoricoxib ?”JJJHVLI paracervical block Yugyﬂmﬁw"vmfg/ﬁ;m@mmmmnm Ar417000 AN
il lnagng ﬁu”mv"m”zyw’Nﬂﬁﬁ;ﬁmﬁﬁmn‘@n@ﬁﬁ?ﬁfm placebo 794 paracervical block agis=AiA27
Lﬁuﬂoﬁ@g"lu?m‘”uimluﬁmmlwn”umnﬁn Fearaasludinaruuanmreriulun1endin

J Med Assoc Thai Vol. 90 No. 6 2007 1057



