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Safety profile

Table 5 Risk difference (parecoxib vs placebo) of important safety risks during the 28 randomized placebo-controlled trials, adjusted
for study

Risk Parecoxib Placebo
i % of ighted % of
patients)

Weighted risk P-value
(95% CI)

patients)

Gl-related event*
Hemorrhage 0.16 0.14
Perforation 0.00 007
Ulceration 0.17 0.05
Renal failure and impairment®* 127 0.63

0,02 (-1.14,0.19) 078
007 (-0.15,0.02) 013
0.12 (-0.02, 0.26) 009
0.64 (023, 1.04) <001
Embolic and thrombotic event*

Arterial 037 0.20

Venous 019 014

Mixed or unspecified 021 o.l6
Hypersensitivity reaction

Anaphylactic (all types)’ 9.04 886

Hypotension®* 288 206
Angioedema (all types)’ 267 253

0.18 (-0.05, 0.40) 0.13
0.05 (-0.12,0.23) 0.55
0.06 (-0.13, 0.24) 0.55

0.18 (-1.03, 1.39) 077
082 (0.17, 1.47) 001
0.14(-053,0.81) 068
Severe cutaneous reaction® 0 0 - -
Masking signs of inflammation
Skin and soft tissue infections” 000 0.10 ~0.10(-0.20, 0.00) 006
0.02 (-0.02, 0.07) 029

n the MedDRA

Incision site infection’ 0.02 0.00

ion
MedDRA version 17.1 HLT of skin structures and soft tissue infections. ‘Based on the MedDRA version 17.1 PT of incision site infection. A majority of the events in the

renal failure impairment group were classified as oliguria . **A majority of cases of hypotension were classified as mild or moderate in severi
Abbreviations: Gl, gastrointestinal; HLT, high-level term; MedDRA, Medical Dictionary for Regulatory Activiies; PT, preferred term; smos standard MedDRA queries.
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MULTIMODAL ANALGESIA FOR ENHANCED
RECOVERY AFTER SURGERY (ERAS)

ASSOC.PROF.VARUT LOHSIRIWAT, MD.
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/ COX-2: Peripheral & Central Pain P’way

Peripheral role

Release of

Prostaglandin synthesis
Nociceptor activation

NMDA activation, Ca* flux,
‘Central
(secondary hyperalgesia)

Up-regulation COX-2 and NOS

Prostaglandin synthesis and
cannabinoid breakdown
2-AG > PGE, G

Fig 2 Peripheral and central roles of prostaglandins and cyclo-oxygenase-2 (COX-2) in pain perception and sensitization. COX-2 plays both a
peripheral and central role in pain perception and sensitization. However, i ion-evoked spinal itability might be more related
to spinal COX-2 causing the ism of 2 (2-A6) to in E, subtype G (PGE,-G), and other endocannabinoids
to derivatives that bind prostaglandin receptors, than to spinal prostaglandin synthesis. Interleukin-1 beta (IL-18), N-methyl-o-aspartate
receptor (NMDA), calcium (Ca**), nitric oxide synthetase (NOS). Modified and used with permission from Raymond Sinatra MD, PhD.
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NSAIDs Opioids
(incl. COX2i)

Action Peripheral & Central | Central > Peripheral
Anti-inflammation Yes No
Addiction / No Yes
Dependence
Ceiling effect Yes No
Common side Gl irritation, Sedation, N/V,
effects Bleeding problem, Resp. depression,

(rarely occur w/ COX2i) | Ileus, Constipation,

CV safety, AKI Urinary retention,
Itching e

My Experience of COX2i in Colorectal Sx
COX-2i Control  P-value
(n=75) (n=75)
Pain score POD1-3 0.5-1.5 0.5-1.5  N.S.
Opioid mg./KG POD1 0.22 <0.001
Opioid mg./KG POD2 761:% 0.25 <0.001
Opioid mg./KG POD3 0.07 <0.001
Time to solid diet (d) 1(1-2) 2 (2-3) <0.001
Time to defecate (d) 2 (2-3) 3(3-4) <0.001
Overall complication 11% 23% 0.08
Length of stay (d) 4 (3-5) 5 (4-6) <0.001
Lohsiriwat V. World J Gastrointest Oncol 2016; 8(7): 543-9 0
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Gl Safety: Parecoxib vs Ketorolac

X 7 days x6 days
Posttreatment EGD Parecoxib Sodium Ketorolac
o Placebo 40 mg bid 1V 30 mg qid 1V]
Mean age 35, HP+ 40% (n=41) (n=4l) (n=40)
All erosions/ulcers (score 3-7)
Gastroduodenal 5(12%) 3(7%) 34 (85%)*
Gastric 4(10%) 2(5%) 34 (85%)*
Duodenal 1(2%) 1(2%) 18 (45%)%,
5" © Gastric  F 100 O Gastric et
- ® Duodenal F] ® Duodenal
;‘ | = Gastroduodenal 1 g ®
3 § e M
HE Peptic Ulcer g Erosion
2 s ) "
a
000 000 §u e [m
Placebo Parecorib  [(Ketorotac Placebo Parccoxib  fRetoraiac
(n=32) 40 mg BID 15 mg QID (n=32) 40 mg BID 5 mg QID
(n=29) (na31) (n=29) (a3
Stoltz et al. AJG 2002, Harris et al. JCG 2004 Q
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