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Abstract

A Parecoxib (parecoxib sodium) isaninjectable pro- i i
dru%_of valdecoxib, which isapotent and selective Features and ;éog:{;'j: Eif AT S
inhibitor of cyclo-oxygenase-2. (SC- )

A Intravenous (1V) or inframuscular (IM) parecoxib Indications
220mg has an gieﬂc activity superior to that of .
gbace%(o) and gme|I la- to thﬁﬁ a(j) l'\él or M _kaorolaﬁ Moderate to severe acute pain
or 60mg inwell controlledtriasin patientswit ; ;
Fostoperanve dental pain(n=304t0457). Mechanism of action
A Inawdl contralled trial (n = 202), IV parecoxib Analgesic Prodrug ofthe
20 or 40mg showed anal gesic activity greater thaq cyclo-oxygenase-z inhibitor
that of placebo and 1V morphine 4mg and similar valdecoxib
}:0 til?% g.ll’lgv ketorolac 30mg followi ng gynaeco- Dosage and administration
A FO. lowin (%opaedic surgery, the ana geﬁjc ac- Usual dosage in clinical trials ~ Single dose 20 or 40mg
tivity of IV parecoxib 20 or 40mg was similar to Route of administration Intravenous or intramuscular
that of 1V ketorolac 30mg and superior to that of o _ _ S
v morphl ne 4ma or placebo in wdl controlled Pharmacokinetic profile for parecqmb 20mg in patients
trials (n =175 and 208). postsurgery unless stated otherwise
A IV pare_coxib (40m twice déﬂy for 7 days) pro- Intravenous Intramuscular
duced s nlflcmtly ewer gastrointesti n.d €rosons Peak plasma concentration 0.45 mg/L 0.39 mg/L
]qu/50(rj u c)e_rs H\g; Iﬁetorclﬂac (15mg 4 t|eI rrlm ad o
or ays) In thy volunteersin awel| control- )
led trial; effects on u astrointestind mucosa | Tme to peak plasma 0.5h 1.6
weresimilar for paregopgbgand p| acebho. concentration (valdecoxib)
A Parecoxib is wdl tolerated after dental, gynaeco- Area under the plasma 2.62mg/Leh 273mg/L+h
logical or orthopaedic surgery. ;I'he most cor(nmon concentration-time curve
verse events Irrespective of treatment (pare- (valdecoxib)
coxib, ketorolac or placebo) after dental surgery were | glimination half-life of 7.88;0.60n  NR;0.25-0.58h
nauses, dva)la.oaet|$: dizzinessand headache valdecoxib and parecoxib (50mg) (1 to 40mg)
A Nauses, abdomind pain, headache, abdomind full- (healthy volunteers)
ness, dizziness, bacl acﬂa n, fever, hypoactive bowel
sounds, vomiting, tachycardia, somnolence, abnor- Adverse events
mal bfea.th SOUNC and pruritus OCCUI’I‘G_Z{ in>10% of Most frequent after Nausea, abdominal pain,
arecox b reci pients arter .gynaeCOI Oglcd surgery. gynaecological surgery headache, abdominal fullness,
milar results were seen in placebo recipients. dizziness, vomiting, abnormal
breath sounds and pruritus
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Parecoxib

M oderate to severe acute pain may be managed
using opioids, local anaesthetics and nonsteroidal
anti-inflammatory drugs (NSAIDs).[) NSAIDsin-
hibit cyclo-oxygenase (COX) enzymes, which are
involved in the synthesis of prostaglandins.[2 Non-
selective NSAIDs block both COX-1 and COX-
2.[21 COX-1, the congtitutively expressed isoform
of the enzyme, plays akey rolein prostaglandin syn-
thesisin the gastric mucosa, platelets and kidneys;
it appears that the inhibition of this enzymeis as-
sociated with gastrointestinal and antiplatelet ad-
verse events.[¥l In contrast, inhibition of theinduc-
ible isoform COX-2 is thought to be primarily
responsible for the anti-inflammatory and analge-
sic effects of NSAIDs.[45]

The development of COX-2-selective oral
NSAIDs (e.g. celecoxib and rofecoxib) has re-
sulted in drugs that provide effective relief of mild
to moderate pain without gastrointestinal and anti-
platelet adverse effects.!2 However, in cases of
postoperative nausea and vomiting or where the
oral route of administration is inaccessible after
surgery, the use of orally administered NSAIDs
may not be appropriate.l! Currently, there are very
few parenterally administered NSAIDs.[Z One ex-
ception is ketorolac, which has analgesic efficacy
in the treatment of moderate to severe acute pain
but is associated with gastrointestinal ulceration,
renal function impairment and a predisposition to
increased perioperative bleeding.[®! Ketorolac is
contraindicated preoperatively.[”]

Parecoxib (parecoxib sodium), the focus of this
profile, isa COX-2 specific inhibitor which can be

0 Adis International Limited. All rights reserved.

administered asan intravenousor intramuscular in-
jection. This prodrug of valdecoxibisin late phase
clinical trials for the management (prevention and
treatment) of acute pain, including moderate to se-
vere postsurgical pain.!Z

1. Pharmacodynamic Profile

e Parecoxib is a water-soluble prodrug that
undergoes complete and rapid biotransformation to
valdecoxib — a potent and selective inhibitor of
COX-2.I81 The dose of valdecoxib required to in-
hibit enzymatic activity by 50% was 0.005 umol/L
against the recombinant human COX-2 isoform
compared with 140 umol/L against the COX-1iso-
form.[8l

Analgesic Effects

» The analgesic efficacy of parecoxib has been
demonstrated in patients with postoperative pain
following third molar extraction,[®111 or gynaeco-
logicall1214] or orthopaedic surgery;!1518l these data
arepresented in section 3. The analgesic activity of
intravenous parecoxibisalso evident inarat model
of carrageenan-induced acute inflammation and
pain.[8 In this model, intravenous parecoxib 30
mg/kg had a rapid onset of action, producing a
complete blockade of hyperalgesiawithin 1 hour
of administration. A dose of 5 mg/kg wasrequired
to produce analgesic effectsin 50% of animalsin
thismodel. Parecoxib 30 mg/kg demonstrated sim-
ilar activity to the same dose of ketorolac.[®

Gastrointestinal Effects

 Healthy elderly volunteers (aged 65 to 75 years)
were significantly less likely to develop gastro-
intestinal ulcers with parecoxib (n = 31) than with
ketorolac (n = 31) in a double-blind, randomised
trial (0vs23%, p < 0.05) [fig. 1].[] Theincidence
of lesions (both erosions and ulcers) was also sig-
nificantly lower for parecoxib recipients (fig. 1).
Endoscopic evaluation indicated that therewereno
significant differences in gastrointestinal effects
between parecoxib and placebo (n = 32). Parecoxib
40mg and placebo were administered intraven-
ously twice daily for 7 days and ketorolac 15mg

Drugs 2001; 61 (8)
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Fig. 1. Incidence of gastrointestinal ulcers (a) and lesions
[both erosion and ulcers (b)] with parecoxib, ketorolac or pla-
cebo in 94 healthy elderly volunteers (aged 65 to 75 years) in
a randomised, double-blind endoscopic study.[l7] Parecoxib
40mg (n = 31) or placebo (n = 32) were given intravenously
twice daily for 7 days and ketorolac 15mg (n = 31) was ad-
ministered intravenously 4 times a day for 5 days following 2
days of placebo. Ulcers were defined as a break in the mu-
cosa =3mm in diameter with unequivocal depth, and erosion
was defined as a break in the mucosa without depth.[lB]* p<
0.05 vs parecoxib and placebo.

was given intravenously 4 times a day for 5 days
following 2 days of placebo (data were presented
in an abstract).[17]

Effects on Platelet Function

 Platelet aggregation in response to arachidon-
ate, ADP or collagen was not significantly altered
from baseline with parecoxib 40mg twice daily for
3 days plus a single dose on day 4; similar results
were observed with placebo in this randomised,

0 Adis International Limited. All rights reserved.

double-blind, parallel-grouptrial in 20 healthy vol -
unteers (data were presented in an abstract).[19

Potential Drug Interactions

» Compared with placebo, parecoxib (40mgtwice

daily for 3 days followed by a single dose on day
4) did not significantly affect the anti-platelet ef-
fect of aspirin in response to various aggregants at
most time-points; platel et aggregation with aspirin
was lowered in response to arachidonate, ADP or
collagen in awell controlled trial .[*¥ Aspirin 325mg
was given as a single dose 2 hours after the final
dose of either parecoxib or placebo.

* Platelet counts and prothrombin time were sim-
ilar with coadministration of parecoxib and hepa-
rin to those recorded following heparin infusion
alone in healthy volunteers in a nonblind non-
randomised trial (presented in an abstract).[20 23
healthy volunteers received a bolus injection of
heparin 4000U, which wasfollowed by aninfusion
of heparin (initial dose 10 to 14 U/kg) for at least
36 hours. The heparin dose was adjusted to achieve
partial thromboplastin time of 1.5t0 3.0 x baseline
value. After a 2-day washout period, 18 healthy
volunteers were treated with intravenous pare-
coxib 40mg twice daily for 6 days. A bolusinjec-
tion of heparin (4000U) was given on day 5 fol-
lowed by a 36-hour stable infusion at the rate
determined above.[2¥]

2. Pharmacokinetic Profile

Data in this section are from studies in healthy
volunteerd?1-23] or patients with postoperative
dental painl102425 and were obtained from ab-
stracts?2-24.26] or posters.[10:21.25]

» The maximum plasma concentrations (Cpax) Of
valdecoxib were 25 and 30% greater after intrave-
nous than intramuscular administration of pare-
coxib 20 or 40mg in patients with moderate to se-
vere postoperative dental pain in a randomised,
double-blind, placebo-controlled trial; time to
Chmax (tmax) Was approximately 0.5 hours after in-
travenous administration and 1.5 hours after intra-
muscular administration.[24 However, thetotal ex-

Drugs 2001; 61 (8)
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posure to valdecoxib [area under the plasma con-
centration-time curve (AUCy4n)] was independent
of the route of administration. Values for AUCan
and Cyex Were not presented.[24

Intravenously Administered Parecoxib

» Parecoxib was rapidly converted after intrave-
nous administration of 50mg in 12 healthy volun-
teers; ty, was 0.69 hours.[?l C of valdecoxib
with a single intravenous dose of parecoxib 50mg
was 1.02 mg/L achieved 0.6 hours after adminis-
tration of the prodrug. With multiple doses (50mg
daily or twice daily), Cmax Of valdecoxib was 1.40
mg/L (day 10); steady-state plasma concentrations
were reached on day 7. AUC,, of valdecoxib with
a single intravenous dose of parecoxib was 7.80
mg/L - h; with multiple doses, AUCy,, was 8.16
mg/L - h (day 10). Valdecoxib had a ty, of 7.88
hours and was the primary compound recovered in
the urine within 48 hours of administration of
parecoxib.[21]

* Mean AUC,4 and mean Cp,o Of valdecoxib in-
creased dose-proportionately with parecoxib 1 to
100mg given as a single intravenous dose in 356
patients after dental surgery (AUCy4 0.15to 13.61
mg/L - h; Cmax, 0.026 to 2.16 mg/L).[29 With the
20mg dose, mean AUC,4, and Cpax Were 2.62
mg/L - hand 0.45 mg/L. Values for tma Were con-
sistent (0.5 to 0.9 hours) across all parecoxib
doses.[10

Inframuscularly Administered Parecoxib

 Parecoxib (1 to 40mg) was rapidly converted
after administration of asingleintramuscular dose
in 56 healthy volunteers; ty, of parecoxib ranged
between 0.25 and 0.58 hours.22l C,, of valde-
coxib was reached 1.1 to 3.5 hours after adminis-
tration of the prodrug.l?2 Cn. and AUC, of
valdecoxibincreased dose-proportionately within-
creasing doses of parecoxib. Values for Cqa and
AUC,, were not provided.[?2

« Dose proportional increases in mean Cpax
(0.027 to 0.39 mg/L) and mean AUCy4, (0.14 to
2.73 mg/L - h) of valdecoxib were also observed

0 Adis International Limited. All rights reserved.

with parecoxib (1 to 20mg) administered as a sin-
gleintramuscular doseto 353 patients with postop-
erative dental pain.[! Median ty was 1.6 hours.
Thechangein plasmaconcentrations of valdecoxib
correlated with the onset and duration of anal-
gesial?)

Potential Drug Interactions

» Parecoxib is rapidly hydrolysed by the liver to
valdecoxib, whichisasubstratefor the cytochrome
P450 (CY P) isoenzymes 3A4 and 2C9. To examine
potential drug interactionswith agents metabolised
by CYP3A4, midazolam 0.07 mg/kg (an accepted
probe for CYP3A4 drug interactions) was admin-
istered as an intravenous infusion over 5 minutes to
12 healthy volunteers 1 hour after intravenous pare-
coxib (40mg) or placebo in a randomised, double-
blind, crossover trial.[23] The plasma disposition
curves of midazolam were similar for volunteers
pretreated with parecoxib and those receiving pla-
cebo. In addition, Cnax, Systemic clearance and tu,
for midazolam did not differ significantly for
parecoxib- versus placebo-pretreated volunteers.
Quantitative data were not reported.[23]

» Compared with placebo, intravenous parecoxib
40mg did not significantly affect the plasmadispo-
sition curve, Cnax, Systemic clearance or ty, of in-
travenous propofol 2 mg/kg administered to 12
healthy volunteers in a randomised, double-blind,
crossover trial.[26]

3. Therapeutic Trials

The efficacy of parecoxib (1 to 100mg) in the
treatment of acute postoperative pain after third
molar extraction, 11 gynaecol ogical surgery!12-14
or orthopaedic surgery!15.18l has been evaluated in
severa clinical trials. Trials were of randomised,
double-blind, parallel-group and placebo-control-
led design, and involved 57 to 457 patients. Most
trials9-12.14.18] had an active comparator (intrave-
nous morphine 4mg and/or intravenous ketorolac
30mg or intramuscular ketorolac 30 or 60mg).
Parecoxib was given as a single intravenous or in-
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tramuscular dose. All data were presented in ab-
stractg13-18] or posters.[9.11.12.25]

Primary measures for most trials included pain
intensity difference (categorical scale) [PID], pain
relief (PR), time to rescue medication and time to
onset of analgesia. Other efficacy measures in-
cluded weighted total pain relief (TOTPAR),[11
weighted summed PID (SPID),[11 patient global
evaluation,[®1219] visyal analogue scale (VAS)
pain scores13 and cumul ative amount of morphine
used at 24 hours post-treatment with parecoxib or
placebo.[19]

Intravenous or Inframuscular Administration
Following Dental Surgery

* Intravenous or intramuscular parecoxib (20 or
40mg) demonstrated greater analgesic efficacy
(measured by PID and PR) than placebo and sim-
ilar analgesic efficacy to intramuscular ketorolac
(60mg) through 24 hours in patients with post-
operative dental pain (n = 304; p-values were not
reported).!9 At 4 hours, mean scores for PID were
0 for placebo, =1.15 and =1.3 for intravenous and
intramuscular parecoxib 20mg, =1.45 and =1.65
for intravenous and intramuscular parecoxib
40mg, and =1.85 for ketorolac 60mg; mean PR
scores were =0.5, =2.2, =2.3, =2.6, =2.8 and 3 for
placebo, intravenous and intramuscular parecoxib
20mg, intravenous and intramuscular parecoxib
40mg and ketorolac, respectively. All values were
estimated from graphs.!

» Median time to onset of analgesia in this trial
was 12 or 13 minutes for all active treatments;
these times were significantly shorter than that for
placebo (>24 hours).[¥! The median time to rescue
medication for the 20mg intravenous or intramus-
cular dose of parecoxib was similar to that for in-
tramuscular ketorolac 60mg but shorter than that
for intravenous or intramuscular parecoxib 40mg
(p-values were not reported) [fig. 2].[°

e Approximately 65% (20mg dose) and 90%
(40mg dose) of patients receiving intravenous or
intramuscular parecoxib rated their medication as
good or excellent compared with =75% of patients

0 Adis International Limited. All rights reserved.
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Fig. 2. Median time to rescue medication for 304 patients with
postoperative dental pain treated with a single dose of intra-
venous (IV) or intramuscular (IM) parecoxib 20 or 40mg, IM
ketorolac 60mg or placebo in a randomised, double-blind,
parallel-group trial. 9« p < 0.05 vs placebo.

receiving intramuscular ketorolac (patient global
evaluation).[! In contrast, 0 and 8% of placebo re-
cipients rated their medication as excellent and
good, respectively.

* Intramuscular parecoxib 20mg was more effec-

tive than placebo and lower doses of parecoxib (1,
2, 5 and 10mg) at reducing pain intensity (SPID)
and providing pain relief (TOTPAR) in 353 pa-
tientswith postoperative painfollowing dental sur-
gery.[*1 24-hour SPID and TOTPAR scores, re-
spectively, were 21 and 47 for parecoxib 20mg,
compared with =3.5 to =8 and =19 to =21 for
parecoxib 1 to 10mg and —1 and =13 for placebo.
Data were estimated from graphs.['l PR for
parecoxib 20mg was similar to that for intramus-
cular ketorolac 30mg for the first 12 hours after
administration and significantly greater than that
for ketorolac 30mg from 12 to 24 hours (p-values
were not reported).[*1] Median time to onset of an-
algesia was 14 minutes for both parecoxib 20mg
and ketorolac 30mg; timeto rescue medication was
7.7 and =8 hours, respectively.

Drugs 2001; 61 (8)
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» Doses of intravenous parecoxib =5mg provided
greater analgesic effect (measured using PID and
PR) than placebo over 24 hoursin 457 patientswith
postoperative dental pain (p-values were not re-
ported).!1% The 20, 50 and 100mg doses of pare-
coxib had similar analgesic efficacy to that of in-
travenousketorol ac 30mg.[1° M edian timeto onset
of analgesic activity was 9 to 11 minutes for intra-
venous parecoxib 20 to 100mg and 12 minutes for
intravenous ketorolac 30mg. Time to rescue medi-
cation for parecoxib 20, 50 and 100mg was 8, 10.5
and 13.5 hours compared with 7.9 hours for
ketorolac 30mg.[19

Infravenous Administration Following
Gynaecological Surgery

« Intravenous parecoxib (20 or 40mg) was signif-
icantly more effective than placebo (p-valueswere
not reported) and as effective as intravenous ke-
torolac (30mg) at reducing painintensity (PID) and
providing pain relief (PR) following abdominal
hysterectomy or myomectomy in 202 women.[*2
The extent and duration of analgesic effect after
both doses of parecoxib was significantly better
than that for intravenous morphine (4mg) from 1.5
to at least 8 hours after treatment (p-values were
not reported). Vauesfor PID were1.25and 1.4 for
parecoxib 20 and 40mg compared with =1.4 for
ketorolac 30mg, 1.1 for morphine 4mg and 0.8 for
placebo (values were estimated from a graph).
Parecoxib 20mg provided comparable efficacy to
the 40mg dose across all variables measured (in-
cluding PID, PR and TOTPAR).

» Median timeto analgesiawas similar among all
activetreatments (range 10 to 23 minutes). Median
time to rescue medication was 6.2, 6.5 and 6 hours
for parecoxib 20 and 40mg and ketorolac 30mg,
respectively, which was significantly longer than
times for intravenous morphine 4mg (2.6 hours)
and placebo (1.8 hours) [p-values were not re-
ported].l[*2 78, 73, 61, 44 and 16% of patients re-
ceiving ketorolac, parecoxib 20mg, parecoxib
40mg, intravenous morphine 4mg and placebo, re-
spectively, rated their medication as good or excel-
lent.[12]

0 Adis International Limited. All rights reserved.

» Parecoxib 40mg was as effective as ketorolac
30mg and intravenous morphine 4mg and signifi-
cantly more effective than placebo at reducing pain
intensity at 45, 60 and 90 minutes after administra-
tion in 72 female patients who had undergone
gynaecological surgery the previous day.[14 The
analgesic effect of the 20mg dose of parecoxib did
not differ significantly from that of placebo at any
time-point (15, 30, 45, 60, 90 or 120 minutes) after
administration. Time to remedication after pare-
coxib 40mg (8 hours) was similar to that after
ketorolac 30mg (7.8 hours) but was significantly
longer than that after parecoxib 20mg, morphine
4mg and placebo (6.2, 5 and 3.4 hours, respec-
tively, all p < 0.05).14

 Parecoxib 20 and 40mg significantly decreased
the patient-controlled morphinerequirementsat 12
(29 and 32%, p < 0.05) and 24 hours (33 and 35%,
p < 0.05) compared with placebo in 57 female pa-
tients following major gynaecological surgery.[*3!
There were no differences between the 2 doses of
parecoxib for this parameter. Therewere no signif-
icant differences among the 3 treatment groupsin
VASpainscoresat 12 (1.4t01.7) or 24 (1.1t0 1.2)
hours.[13]

Intfravenous Administration Following
Orthopaedic Surgery

* Intravenous parecoxib 40mg was as effective as

intravenous ketorolac 30mg and significantly more
effective than intravenous morphine 4mg at reduc-
ing PID and PR in 208 patients following knee re-
placement orthopaedic surgery (p-values were not
reported).!18 M edian timeto onset of analgesiaand
median time to rescue medication were similar af-
ter parecoxib 40mg (11 minutes and 5.17 hours,
respectively) to those after ketorolac 30mg (12
minutes and 4.58 hours). In contrast, median time
to onset of analgesia was significantly shorter and
median timeto rescue medication wassignificantly
longer with parecoxib than with intravenous mor-
phine 4mg (15 minutes and 2.12 hours) or placebo
(31 minutes and 1.8 hours) [p-values were not re-
ported].[6]

Drugs 2001; 61 (8)



Parecoxib: New Drug Profile

1139

100

90

80

70 A

60 -

50

40

Percentage of patients

30 A

IV parecoxib 20mg (n = 39)
IV parecoxib 40mg (n = 38)
IV ketorolac 30mg (n = 41)
IV morphine 4mg (n = 42)
Placebo (n = 42)

oooom

Total adverse events Nausea

Abdominal pain

&

Headache Abdominal fullness Dizziness

Fig. 3. Incidence of adverse events (%) after a single dose of intravenous (1) parecoxib 20 or 40mg, IV ketorolac 30mg, IV morphine
4mg or placebo in 202 female patients with moderate to severe pain following abdominal hysterectomy or myomectomy in a

multicentre, double-blind, randomised trial.[lz]

 Following total hip arthroplasty, patients treated
with intravenous parecoxib 20mg (n = 60) or 40mg
(n=53) used significantly less morphine at 24 and
36 hours than those treated with placebo (n = 62);
the mean amount of morphine used at 24 hours
after the dose was 44 and 36mg for parecoxib (20
or 40mg) reci pientsversus 58mg for placebo recip-
ients (p = 0.01 and p < 0.001 vs placebo).[13]

 In addition, patient global evaluation scores
were significantly higher at 24 and 36 hours and
PID scoreswere significantly higher at most (20mg)
or all (40mg) assessment pointsfor parecoxib than
placebo (p-values were not reported).[19]

4. Tolerability

All data presented in this section are from pre-
liminary presentations (abstracts or posters) of the
randomised, controlled, double-blind, parallel-
group trials discussed in section 3.

0 Adis International Limited. All rights reserved.

Postdental Surgery: Infravenous or
Intramuscular Administration

* Intravenous (1 to 100mg) or intramuscular (1 to

40mg) parecoxib was well tolerated in trials in-
volving 304 to 457 patients with postoperative
dental pain; ketorolac, the comparator drug, was
administered as a 30 or 60mg intramuscular dose
or 30mg intravenous dose.[9-11]

» The incidence of adverse events was similar
across treatment groups; adverse events which oc-
curred with an incidence of >5% irrespective of
treatment agentin all 3trialsincluded nausea, alve-
olar osteitis, dizziness and headache (quantitative
datawere not reported).[%11 | n addition, vomiting,
injection site ecchymosis or reaction, abdominal
pain, pharyngitis and vein pain were reported by
>5% of patientsin any treatment group in at least
1trial (percentages were not reported).[1011 There
wereno clinically significant laboratory results,[10.11]

Drugs 2001; 61 (8)
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Postgynaecological Surgery:
Infravenous Administration

« Adverse events with intravenously adminis-
tered parecoxib (20 or 40mg) compared with intra-
venous ketorolac (30mg), intravenous morphine
(4mg) or placebo in 202 femal e patients with mod-
erate to severe pain following abdominal hysterec-
tomy or myomectomy are presented in figure 3.012
The most common adverse events occurring in
>10% of patientsirrespectiveof treatment included
nausea, abdominal pain, headache, abdominal full-
ness, dizziness, back pain, fever, hypoactive bowel
sounds, vomiting, tachycardia, somnolence, abnor-
mal breath sounds and pruritus. Most adverse
events were mild or moderate in severity. Statisti-
cal significance was not reported.[12

» Emesis was reported by 67, 65 and 56% of pa-
tients and itching was experienced by 22, 18 and
28% of patients (n = 57) receiving intravenous
parecoxib 20 or 40mg or placebo, respectively, af -
ter major gynaecological surgery in adouble-blind
trial I3 No other adverse events were reported by
investigators.[13!

» Therewere no parecoxib-related adverse effects
after intravenous doses of 20 or 40mg in arandom-
ised, double-blind trial involving 72 female patients
with pain following gynaecological surgery.[14

Postorthopaedic Surgery:
Intravenous Administration

« Intravenous parecoxib 20 or 40mg waswell tol-
eratedin patientsfollowing knee replacement surgery
(n = 208)128] or total hip arthroplasty (n = 175).[15]
Theincidence of adverse eventswith parecoxib (20
or 40mg) wasgenerally similar to that with placebo
after hip arthroplasty, although significantly fewer
patients using parecoxib 40mg reported fever (p =
0.003) and/or vomiting (p = 0.05).[13]

5. Parecoxib: Current Status

Parecoxib, an injectable COX-2 specific inhib-
itor, isin late-phase clinical trias for the manage-
ment (the prevention and treatment) of acute pain,
including moderate to severe postsurgical pain.

0 Adis International Limited. All rights reserved.

The agent effectively relieves pain compared with
placebo and intravenous morphine 4mg and shows
analgesic efficacy similar to that of the NSAID
ketorolac in patients who have undergone dental,
gynaecological or orthopaedic surgery. Parecoxib
iswell tolerated and, unlike ketorolac, is not asso-
ciated with an increased risk of gastrointestinal
ulcers.
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