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1. NAME OF THE MEDICINAL PRODUCT
INTORICOXIB FILM COATED TABLETS 60 MG
INTORICOXIB FILM COATED TABLETS 90 MG
INTORICOXIB FILM COATED TABLETS 120 MG
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 60, 90 or 120 mg of etoricoxib. For excipients, see

61
3. PHARMACEUTICAL FORM

Film-coated tablet.

60 mg Tblts Dak gren, e shaped, iconve tales debossed withS0ox
one side and plain on the other

90 mg Tablets: White, apple-s shaped‘ biconvex tablets debossed with"907on one
side and plain on the other side.

therapy) the co-administration of an ACE inhibitor or Angiotensin Il Antagonists and
agents that inhibit cyclo-oxygenase may result in further deterioration of renal
function, including possible acute renal failure. These effects are usually reversible
Therefore, the combination should be administered with caution, especially in the
elderly
Acetylsalicylic acid: In a study in healthy subjects, at steady state, etoricoxib 120 mg
once daily had no effect on the anti-platelet activity of acetylalicyic acid (81 mg
once daily). Etoricoxib can be used concomitantly with acetylsalicylc acid at doses
ed for cardiovascular prophylaxis (ow-dose acetylsalicyic acid). _However,
concoritant administration of low-dose acetylsalcylic acid with etoricoib results in

8

an incrased rte of G ukeraton or other complcatons compared to Lse"or

etoricoxib_alone. Concomitant administration of _etoricoxib with of
acetyaleic acid above hosefor crdovasclar prophyiasor withcther NoaDs

120 mg Tablets: Pale-green, apple-shaped, biconvex tablets 1200

4.1 Therapeutic indicat
NTORIC oY toblet re eated fo
Symptomatic tlief of oseoartits (OA),
- Rheumatoid arthritis (RA),
Symptomatic relef of ankylosing spondyits (AS),
- Pain and signs of inflammation associated with acute gouty arthrits,
~Treatment of acute pain, including that related to primary dysmenorthea and minor
dental procedures,
The decision to prescribe a selective COX-2_inhibitor should be based on an
[ sssessment of the individual patients oveal ik, taking into consiceration other
available therapeutic options. (see se 4.4)
4.2 Posology and method of adh ration
Eloricoxb is adminstered orally and may be taken with or without food. The onset
of drug effect may be faster when etoricoxib is administered without food. This
should be considered when rapid symptomatic elief s needed. Etoricoxib should be
it for the shotet duraion possle and the owest ffecive dly dose
shoul
veoarmie.
Therecommended doe 30 mg oncedai. nsome ptient wih nsuficent elel
mg once daily In the
okance 5 on ncesse m herapeutic nenel, oner therapautic optons should be
considered,
Rheumatoid arthritis
‘The recommended dose is 60 mg once daily. In some patients with insufficient relief
from symptoms, an increased dose of 90 mg once daily may increase effcacy.
the patient is iinically stabilsed, down-titration to a 60 mg once daily dose may be
appropriate. In the absence of an increase in therapeutic benefit, other therapeutic
options should be considered.
Ankylosing Spondylitis
The recommended dose i 60 mg ance diy i some patentswith nuffcent el
once

patient & inically siablse, down-aton to s 60 mg once daly dose
Copropricte In he sbsence of  Inctease n herapeutc bone, othr theraputic
options should be considered.

Acte Gouty Arthritis

acute symptomaic period, imited to a maxmum of ] days reatment. In cinial trils b
acute gouty arthrtis, etoricoxib was given for 8 days:
Acute Pain
For acute pain conditions, the recommended dose is 90 mg or 120 mg once daily.
Etoricaxb should be used only for the acute symptomatic period, fimited to @
maximum of 8 days treatment
Primary Dysmenorrhea
The recommended dose is 120 mg once dail.
Post-Procedure Dental Pain
The recommendied dose is 90 mg once dail, limited to a maximum of 3 days. Some
patients may require additional postoperative analgesia
Doses greater than those recommended for each indication have either not
demonstated scton! efcacy o have ot been sudied. Therore,

The dose for OA should ot exceed 60 mg .
The dose for RA should not exceed 90 mg d:
The dose for ankylosing spondyiiis should bk ex(eed somg daly
The dose for acute gout should not exceed 120 m
The dosefo aais pain and primary chsmenonhea should ot exceed 120 mg

is no (see’s. properties’ and 4.4
e i and pecations o e

Cylosporn and tacrolmus: Ahough th nteracion s not been suded wih
etoricoxib, co-administration of cyclosporin o tacrolimus with any NSAD may
s th peptwotode efect of ycemporn ortaclmes. Rl onchon shoutd
be monitored when etoricoxib and ether of these drugs is used in combination
Pharmacokinetic nteractions

The effect of etoricorib on the pharmacokinetics o other drugs

Lithium: NSAIDs decrease lithium renal excretion and therefore increase lithium
plasma level. If necessary, monitor blood fithium closely and adjust the lithium
dosage while the combination is being taken and when the NSAID is withdrawn
Methotrexate: Two siudies investigated the effects of etoricorib 60, 90 or 120 mg
administered once dally for seven days in patients receiving_once-weekly
ethotresate dosesof 7. 10 20 mo fo heumatoid artits. Eoricoub a 60 2nd 90
mg had no effect on methotrexate plasma concentrations or renal clearance. In one
study, etoricoxb 120 mg had no effect, but in the other study, etoricoxlb 120 mg
increased methotrexate plasma concentrations by 28% and reduced renal clearance
of methotrexate by 13%. Adequate monitoring for methotrexate-related toxicty is
recommended when etoricoxib and methotrexae are administered concomitan.

n oral contracepiive
contining 35 g iiny sl (6 and 05 o 1 mg nortindrone for
increased the steady state AUC,,,, of EE by 37%. Etoricoxlb 120 mg oiven with the
e el comracpe enher &homanty o sprred by 13 o naessed
the steady state AUC,,,, of EE by 50 to 60%. This increase in EE conceniration
should be considered when selecting an oral contraceptive for use with etoricoxib.
An increase in EE exposure can increase the incidence of adverse evens associated
with oral contraceptives (e.g. venous thrombo-embolic events in women at risk
Hormone Replacement Therapy: Administation of etoricori 120 mg with hormone
replacement ™ for
28 days, increased the mean steady state AUC,, of unconjugated estrone (41%),
equilin (76%), and 17-B -estradiol (22%). The &ffect of the recommended chronic.
doses of etoricoxi (30, 60 and 90 mg) has not been studied. The effects of
etoricoxb 120 mg on the exposure (AUC, ., 10 these estrogenic components of
PREVARN e e tan hl of those b e FRENARN s atminstered
alone and the mg.
e increses = unen and mgher doses f PREVIARI were net stoci
combination with etoricoxib. These increases n estrogenic concentration should be
sk no condceration e slcing post menopausal homone therapy or use
with etoricoxib because the increase in estrogen exposure might increase the risk of
Schers events ssodated with hommone replacemen: terapy
Predisonelprednisaione: In crug-tetaction studes, etoricond did ot have cincaly
important effects on the pharmacokinetics of prednisone/prednisolon
Digoni: toricox 120 g admiistered once daly fo 10 6ays (o nealty vounteers
id not alter the steady-sate plasma AUC, . or renal eimination of digoin. There
was an increase in digoxin C,., (approximately 33%). This increase is not generally
important for most patients. Fowevr, patients at high rsk of digoxin toxicity should
be monitored for this when etoricoxib and digosin are adminitered concomitantly
Effect of etoricoxdb on drugs metabolised by sulfotransferases

bis an inhi , particulary SULT1E and
has been shown to increase the serum concentrations of ethinyl estradiol. While
knowledge about effects of multple sulfotrans’erases is presently limited and the
linical consequences for many drugs are still being exarmined, it may be prudent to
exercise care when administering eforicoxib concurrently with other drugs primarly
metabolsed by human suloansierases e, ora salbutamol and minowi).
et of tarcoxb oncrug metablsed by OV e
red on in wito studes, etorcoro s not expeded % bt otochromes Pa50
(& 1A, 265,  3A4. In a study in healthy subjects, dally

The dose for pos
As the cardiovascular isks of selective COX-2 inhibitors may increase with dose and
duration of exposure, the shortest duration possible and the lowest effective daily
dose should be used. The patient's need for symptomatic relief and response to
therapy should be re-evaluated periodically (see 4.4 ‘Special warnings and
precautions for use
Renal insufficiency: No dosage adjustment is necessary for patients with creatinine
clearance = 30 miimin (see 5.2 ‘Pharmacokinetic properties). The use of etoricoxib
i patients with creatinine clearance <30 mimin is contra-indicated (see 4.3
“Contraindications’ and 4.4 ‘Special warnings and precautions for use’)
Hepatic insufficiency: In patients with mild hepatic insufficiency (Child-Pugh score
5-6) a dose of 60 mg once daily should not be exceeded. In patients with
moderate hepatic insufficiency (Child-Pugh score 7-9) the recommended dose of
60 mg every other day should not be exceeded; administration of 30 mg once
daily can also be considered. Clinical experience is imited, particularly in patients
with moderate hepatic insufficiency and caution is advised. There is no clinical
experience in patients with severehepatic insufficiency (Child-Pugh score >9);
therefore, ts use is contra-indicated in these patients (see 4.3 Contra-indications
44 ‘Special warnings and precautions fo Use and 5.2
Pharmacokinetic properties )
Pacdiatrc use: Etoricoxib is contra-indicated in children and adolescents under 16
15 of age (see ntra-indications')
4.3 Contrarindicatio
Etoricoxib is contra-indicated in
h known toany of this
medicinal product
- patients with congestive heart failure (NYHA IHV)
- patients with established ischemic heart disease, peripheral arterial disease andior
cerebrovascular disease (including patients who have recently undergone coronary
artery bypass graft surgery or angioplasty)
- patients with hypertension whose blood pressure has not been adequately
controlled
- patients with active peptic ulceration or gastro-intestinal (G) bleeding
- patients with severe hepatic dysfunction (Child-Pugh score >9)
patients with estimated creatinine clearance <30 mifmin
- patients who have developed signs of asthma, acute rhinitis, nasal polyps,
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o woreond 120 1 g dd ot e hepatic CYP3Ad actiity as
assessed by the erythromycin breath test

Effects of other drugs on the pharmacokinetics of etoricoxib
The main pathway ofetricoxb metabolss dependent on CYPenzymes. CYP3A4
appears to contri
ey CYFACS, CYptas Vo1 0 cancatalsethe main R
pthway, bu ther quanttative roles have ot been studied i i
Ketoronazale: Ketotonssole,  potent o of CYP34, dosedat 400 mg once
aday for 1 1 days to heathy voluneers. did not have any cinical important ffect
increase in AUC).
Rampion ammstiionof eoreont ih rifampicin, a potent inducer of CYP
enzymes, produced a 65% decrease in etoricoxib plasma concentrations. This
ntracton ey sl I ecuenc of Mproms when et cos s co-adminstered
with rifampicin. While this information may suggest an increase in dose, doses of
etoricoxib greater than those listed for each indication have not been studied in
combination with fifampicin and are therefore not recommended (see 4.2 Posology
and method of administration’).
Antacids: Antacids do not affect the pharmacokinetics of etoricoxib to a cinically
relevant extent

6 Pregnancy and lactation
Pregnancy
The use of etoricoxib, as with any drug known to inhibit COX-2, is not
recommended in women attempting to conceive.
No dlinical data on exposed pregnancies are available for etoricoxib. Studies in
animals have shown repraductive oty (se 5.3 Precinical sfety data), The
potential for human risk in pregnancy s unknown i h other drugs
inhiting prosaglandin ynhess, may cause uerne nerta and remature cosure

uctus arteriosus during the last trimester. Etoricorib is contra-indicated in all

Vit ot pregnancy (see 43 “Contra-indications’). I
pregnant during treatment, etoricoxb should be discontinued.
Use of NSAIDs at about 20 weeks gestation or later in pregnancy may cause foetal
renal dysfunction leading to oligohydramnios and in some cases, neonatal renal
impairment. These adverse outcomes are seer e, after das 10 weeks of
treatment, ahhough oligohyearmnios has been Infrequent reporied as soon a
ours after NSAID itaton. ligohycrarmnios s often, but not alwars, pited
with treatment discontinuation

or other non-steroidal anti-nflammatory drugs (NSAIDS)
- pregnancy and lactation (see 4.6 ‘Pregnancy and lactation’ and 5.3 “Preciiical

- children and adolescents under 16 years of age
gatients with infammator bowel dsease
4 Special warnings and precautions for use
ardiovascular e

Clinical trials suggest that the selective COX-2 inhibitor class of drugs may be

associated with an increased risk of thrombotic events (especially Mi and stroke,

relatie to plcebo and some NSAIDS (naprosen). As the cardiovascuar isks of

selective COX-2 inhibitors may increase with dose and duration of exposure, the

shortest duration puss\b\e and the lowest effective daily dose should be used. The

patient's need for symptomatic relief and response 1o therapy should be

re-evaluated periodically.

Patients with significant risk factors for cardiovascular events (e.g. hypertension,

hyperlipidaemia, diabetes mellitus, smoking) should only be treated with etoricoxis

after careful consideration

Selective COK2 inkitrs are not 3 subsiute for spin for cariovscor

il mbe

G s, oo not it plteet aggregaton,anplotlt hrapie shoul not

be discontinued

There is a further increase in the risk of gastrointestinal adverse effects
Ulceration or other for etoricoxib,

ather selective COX-2 inhibitors and NSAIDs, when taken concomitanty with

It not known whether etoricoxib is excreted in human milk. Etoricoib s excreted
in the milk of lactating rats. Women who use etoricoxib should not breast feed. (see
43 Contandations and 53 Precinica ety data’)

Effects on ability to drive and use machi
N s on e et of evotcodt on e abilty to drive or use machines have
been performed. However, patients who experience dizziness, vertigo or
somnolence while taking etoricoxib should refrain from driving or operating
machinery.
4.8 Undesirable effects
In clinical trials, etoricoxib was evaluated for safety in 9,295 indiiduals, including
6,757 patients with OA, RA, chronic low back pain or ankylosing sponditis
(approximately 600 patients with OA or RA were treated for one year or longer)

2 cardiovascular safety outcomes program of pooled data from three active
comparator controled trials, 17, 412 patients with OA o RA were treated with
etoricoxib (60 mg or 90 mg) for a mean duration of approximately 18 months. The
safety data and details from this program are presented in section 5.
in clinical studies the following undesirable effects were reported at an incidence
greater than placebo in patients with OA, RA, chronic low back pain or ankylosing
<pondyits veated wihelorcon 30 mo, G0 g o 90 mg forUp t0 12 ek o i

EDAL Prog
[Cnmmnn (= *110) Uncommon (> 111000, <1/100) Rare (= 110,000,
00y rre (<310,000) ot know cannot e estmates o tha AU
data)
Infections and infestations:

acetyisalicylic acid (even at low doses). The relative difference
chean sclecie COX3 inhbitors - acetysaliole atd . NOA
ety scid s ot been adequately v ued 1 ongtem il ol

of NSAID has resulted in renal papillary h
renal injury. Renal prostaglandins may play a compensatory role in the maintenance
of renal perfusion. Therefore, under conditions of compromised renal perfusion,
administration of etoricoxib may cause a reduction in prostaglandin formation and,
secondarlly, in renal blood flow, and thereby impai renal function. Patients at
greatest isk of this response are those with pre-existing significantly impaired renal
unction, uncompensated heart failure, or cirthosis. Monitoring of renal function in
such patients should be considered
Fluid retention, oedema and hypertension
As with other drugs known to inhibit prostaglandin synthesis, fluid retention,
d hypertension have been observed in patients taking etoricoxib. Al
Nonsteroidal Anti inflammatory Drugs (NSAIDS), indluding etoricoxib, can_be
socated with new onset o recurent congeste heart falure. For information
o related response
properties’ oo v ne et patients with a ms\my of cardiac failure,
left ventricular_dysfunction, or hypertension and in patients with pre-existing
‘oedema from any other reason. If there is clinical evidence of deterioration in the
condition of these patients, appropriate measures including discontinuation of
torcods should be taken, Eorcoxb may be asodted with more frequent and
 hypertension than some other NSAIDs and selective COX-2_inhibitors,
partcuany at igh doses. Therefore, hypertension shoud be contoled. before
Teatment wih ctorcont see section 43 Containdications) and specl ttenion
toblood ing treatment Blood
pressure should be monitored within two weeks after initiation of treatment and
periodically thereafter. If blood pressure rises significantl, alternative treatment
should be considered
Gastro-intestinal effects
In clinical studies, some patients treated with etoricoxib developed perforations,
ulcers or bleeds (PUBS). Independent of treatment, patients with a
i

Uncommon: . Upper respiratory infection, urinary tract infection.
Immune system di

Common: oedemailuid retention
Uncommon: appetite increase o decrease, weight gain
Psychiatric disorders:
Uncommor: aniety,depression, menta acuiy decreased
Nervous system disorder:
mmon: dnainess, headache
Uncommon: dysgeusia, insomnia, paraesthesia/ypaesthesia,somnolence.
Eye disorders:
Uncommon: blurred vision
Ear and labyrinth disorders:
Uncommon: tinnitus,
Cardiac disorders:
Uncommon: aiial ibilation, congestive heart falue, non-specific ECG changes.
Very rare: myocardial nfarction
Vascular disorders:
Common: hypertension
Uncommon: flushing
Very rare: cerebrovascular accident
Respiratory, thoracic and mediastinal disorders:
Uncommon: cough, dysonoea, epistaxis.
Gastro-intestinal disorders:
Common: gastro-intestinal disorders (e.g. abdominal pain, flatulence, heartourn),
diarthoea, dyspepsia, epigastric discomfort, nausea
Uncommon: abdominal distention, acid réflux, bowel movement pattern change,
constipation, o gestroduoden! et iriable bowel syndome,
cesophagits, oral ulcer, vomiting,
Very Rar st il pertraton rd bleecing.
Skin and subcutaneous tissue disorder
incommon: ecchymosis, facial oedema, pruritus, rash.

) than connective tissue and
85 yeas of age areknown to beat aigher ik fo 2 PUB Uncommon: muscular crampispas, musculoskeltalpaisifness
Hepatic effe Renal and urinary disorders:
Hevations of alnine aminorrstrae (AL andor asprtate aminotarsferase (ST Uncommas prteiua,
{approximately three or more times the upper reported in

spproximatay 1% of patients in clnial ol teated T up to one year with
etoricoxib 30, 60 and 90 mg daily
Any patents with symptoms and/or signs suggesting lver dysfunction, or in whom
an abnormal liver function test has occurred should be monitored. If signs of hepaic
insufficiency occur, or if persistently abnormal lver function tests (three times the
upper limit of normal) are detected, etoricoxib should be discontinued

]

General
Medically appropriate supervision should be maintained when using etoricoxib in the
elderly and in patients with renal, hepalic, or cardiac dysfunction. If these patients
deteriorate during treatment, appropriate measures should be taken, including
discontinuation of therapy.
Caution should be used when initating treatment with etoricoxib in patients with
dehydration. It is advisable to rehydrate patients prior to starting therapy with
etoricoxib.
Serious ki eactions,some of the fatal, including extoliative cermatis, Stevens-
Johnson syndrorne, and toxic epidermal necrolyss, have been reported
vy 1ol 550 aon with the s o NSAIDS and some slecte COX-2 infitors
during 8). These ts may occur without
iaming atents ppesr to be t highest sk fortheseresctons eary I the couse
of therapy, with the onset of the reaction occurrin of cases within
the st Do of weatmens. Serioes perserbtNNY rebcions uch 5 snaphylass
reported in patients
Sl GO ntors e, e e wih o e e of
reactions in patients with a history of any drug allergy. Etoricoxb should be
Gscontinuet o he s appearance o ki rash, ucesal sions,or any other Sign
of hypersensitivity.
ver and other signs of

Theuse o etorcoub, 5 with any drg Jaoun to nhi m\wxygenasd prostaglandin
synth pencyan
o, 5.1 “Pharmacodynamic Dropem a3 el e o

medicinal products and other forms of nteraction

Pharmacodynaric interaction:
Oral amicosgulants: In subjects stabilsed on chronic warfarin therapy, the
administration of etoricoxib 120 mg daily was associated with an approximate 13%
increase in_prothrombin time International Normalised Ratio (NR). Therefore,
patients receiving oral anticoagulants should be closely monitored for their
prothrombin time INR, particularly in the first few days when therapy with etoricoxio
is initated or the dose of etoricoxb is changet
Diuretics, Angiotensin Il Antagonists and ACE inhibitors: Reports suggest that
NSAIDs, including selective COX-2 inhibitors may reduce the antihypertensive effect
ofduretcs, ACE nhiitorsand Angiotersi ntagonists “This interaction should be
atients taki these products
T Some patients with compramised renal functon (e0. eldery patents with
compromised renal function or dehydrated patients, including those on diuretic

Common: asthema/fahgue, flu-ike disease.

Investigations
Common A mreased, AST increased.
Uncommon: blood wrea irogen Incressed cretine phosphakinase increased,
haematocrit_decreased, haemoglobin _decreased, hyperkalaemia, leukocytes
decteased, pltelets decreased, erum creainine increasee uric acd increased
In il stue, the undesrable efects pofle wassmiar i patents with OA ot
ted with et fo one yea o loneer

f phase llb 1o V longer
oo he MEBAL program Studic, e wa n dicarile e e
rate of confirmed thrombotic cardiovasclar serious adverse events between patients
receiving etoricoxib > 30 mg or non-naproxen NSAIDS. The rate of these events was
higher in patients receiving etoricoxib compared with those receiving naproxen 500

twice daily.
in a dlinical study for ankylosing spondylis, patients were treated with etoricoxib 90
mg once daily for up to 1 year (N=126). In another clinical study for ankylosing
spondyits (N-857), patients were treated with etoricoxib 60 mg or 90 mg once daily
P t0 26 weeks. The adverse experience profile in these studies was generally
similar to that reported in chronic studies in OA, RA and chronic low back pain.
n a clinical study for acute outy arthiits, patients were treated with etoricoxib 120
mg once daily for eight days. The adverse experience profile in this study was
trep RA, pain

rudies.
In initial cinical studies ts were treated with b120
g once daily for one 1o seven days. The adverse experience profil in these studies
vwas general smiar to atreportd n the combned OA, RA, and choniclow back
pain stu
I datonsidincal stdies iur e postaperatie pain induding 1222 patents
treated with etoricoxib (90 m mg), the adverse experience profile
generally similar to that veponedmme(omhmed A, R, and chronic ow back pain
studies
I the combined studies for acute post-operative dental pain, the incidence of
post-dental extraction alveolits (dry socket) reported in patients treated with
etoricoxib was similar to that of patients treated with active comparators
‘The following serious undesirable effects have been reported in association with the
use of NSAIDs and cannot be ruled out for etoricoxib: nephrotoxicity including
intersttial nephritis and nephrotic syndrome; hepatotoxicity including hepatic failure
and pancreatits
Post-marketing experience
The following adverse reactions have been reported in post-marketing experience
Blood and lymphatic system disorders: thrombocytopenia.

reactions,

reactions, including shock.

o
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fr=———1n studies specifically designed to measure the onset of action of etoricaxib, the

Metabolism and nutrition disorders: hyperkalemia

Psychiatric disorders: anxiety, insomnia, confusion, hallucinations, depression,

restlessness.

Nervous system disorders: dysgeusia, somnolence.

Cardiac disorders: congestive heart faiure, palpitations, angina, arrhythiria

Vascular disorders: hypertensive cisi.

Respiratory, thoracic and mediastinal disorders: bronchospasm

Gastrointestinal disorders: abdominal pain, oral ulcers, peptic ulcers including

perforation and bleeding (mainly in elderly patients), vomiting, diarrhea

Hepatobiliary disorders: hepatits, jaundice, hepatic failure.

Skin and subcutaneous tissue disorders: angioedema, pruritus, erythema, rash,

Stevens-Johnson syndrome, toxic epidermal necrolysis, urticaria, fxed drug eruption.

Renal and urinary disorders: renal insufficiency, including rena failure (see Special

warnings and precautions for use).

4.9 Overdost

In clinical studies, administration of single doses of etoricoxib up to 500 mg and

ultple doses up t0 150 mo/day for 21 days did ot et n swgmﬁ(am toxicity.

There have been reports of acute overdosage with etoricoxib, although adverse

exparences were not reporiad In the. majaty of cases, The most frequently

observed adverse experiences were consistent with the safety profile for etoricoxi

{e.g. gastrointestinal events, renovascular events).

In the event of overdose, it is reasonable to employ the usual supportive measures,
sorbed materal fom the Gi ac, employ clnical montorng, and

institute supportive therapy, i requi

Etoricoxib is not dialysable by heemomalysws itis not known whether etoricoxib is

diaysable by peitonealdilyss

GICAL

L PROPERTIES
Bt Phim\:codynaml: properties.

group: and products,
non-steroid, corbe
ATC Code: MOT AHOS
Etoicod, 3 nor-steridl sbflammaton drug (SA). s n sl acve,Highly
slective cycoomgenssez (COX2) inhbitor within the cinic

Selective inhibition of COX-2 by etoricoxib provides
effects

\ammamry oy anaigenc

o

with higher rates of discontinuation observed with etoricoxib 90 mg than
etoricoxib 60 m
MEDAL Program Gastrointestinal Tolerability Results: A significantly lower rate of
discontinuations of treatment for any ciinical (e.g., dyspepsia, abdominal pain,
ulcer) Gl adverse event was observed with etoricoxib compared with diclofenac
within each of the three component studies of the Program. The rates of
discontinuations due to adverse diinical GI events per hundred patient-years over
the entire_period of study were as follows: 3.23 for_etoricoxb and 4.95 for
diclofenac in the MEDAL Study; 9.12 with etoricoxib and 12.28 with diclofenac in the
EDGE study; and 3.71 with etoricoxib and 4.81 with diclofenac in the EDGE Il study.
MEDAL Program Gastrointestinal Safety Results: Overall upper GI events were
defined as perforations, ulcers and bleeds. The subset of overall upper Gl events
considered_complicated included_perforations, obstructions, and complicated

eding; the subset of upper Gl events considered uncomplicated included
uncomplicated bleeds and uncomplicated ulcers. A significantly lower rate of
overall upper Gl events was observed with etoricoxib compared to diclofenac
There was no significant difference between etoricoxib and iclofenac in the rate
of complicated events. For the subset of upper Gl hemorrhage events
(complicated and uncomplicated combined), there was no significant difference
between etoricoxib and diclofenac. The upper Gl benefit for etoricoxib compared
with diclofenac was ot statistically significant in patients taking concomitant
low-dose aspirin (approximately 33% of patients).
The ratesper hundred patientyeasof confemed complicated and uncomplicated
upper G diinical events (perforations, ulcers and bleeds (PUBS)) were 0.67 (95% C
037, 0.77)with etorconts and 0.97/(95% C10.85, 1.10) ith dicfenac, ieldng
a elative risk of 0.69 (95% C )
T atefo confimed upper Sioeniem elderly patients was evaluated and the
largest reduction was observed in patients = 75 years of age (135 [95% C10.94,
1.87) vs. 2.78 [95% CI 2.14, 3.56)) events per hundred patientyears for
etoricoxib and diclofenac, respectively
The rates of confirmed lower Gl clinical events (small o arge bowel perforation,
obstruction, or hemorrhage, (POBs)) were not significantly different between
etoricoxib and diclofenac

IEDAL Program Hepatic Safety Results:
Etoricoxb was associated with @ statsically signiicanty lower rate of

Across clinical inhibition
f COX-2 without inhibition of COX-1 at doses up to 150 mg dall. The influence on
gastroprotective COX-1 activity was also assessed in a diinical study where
prostaglandin synthesis was measured in gastric biopsy samples from subjects
administered either etoricoxib 120 mg_daily, naproxen 500 mg twice daily, or
placebo. Etoricoxib did not inhibit gastric prostaglandin synthesis as compared to
placebo. In contrast, naproxen inibited gastric prostaglandin synthesis by
approximately 80% compared with placebo. These data further support the COX-2
selectivity of etoricoxib
In patients with osteoarthritis (OA), etoricoxib 60 mg once daily provided significant
improvements in pain and patient assessments of disease status. These beneficial
effects were observed as early as the second day of therapy and maintained for up
10 52 weeks. Studies with etoricoxib 30 mg_once daily demonstrated efficacy
Superior to placebo over a 12 week treatment period (using similar assessments as
the above studies). In a dose ranging study, etoricoxib 60 mg_ demonstrated
significantly greater improvement than 30 mg for all 3 primary endpoints over 6

reeks of treatment. The 30 mg dose has not been studied in osteoarthritis of hands.
In patients with rheumatoid arthriis (RA), etoricoxib 60 mg and 90 mg once daily

oth provided significant improvements in pain, inflammation, and mobilty. In
studies_evaluating the e
maintained over the 12-week treatment periods. In a study evaluating the 60 mg
dose compared to the 90 mg dose, etoricoxib 60 mg once daily and 90 mg once
dally were both more effective than placebo. The 90 mg dose was superior to the 60
mg dose for Patient Global Assessment of Pain (0-100mrm visual analogue scale),
with an average improvement of -2.71 m (95% C1: -4.98 mm, -0.45 mim).

Ankylosing Spondyits (AS)
Etoricoxb has significant il
Cnes, fncon and mowliy Floncoxl wa v for i esmént of S 1
a 52- week, two-part, double-blind, parallel group clinical trial that enrolled
approximately 400 patients. I the &-week placebo-controlled portion of the study,
etoricoxib 90 mg once daily was superior to placebo on all primary endpoints
(patient assessment of spine pain, patient assessrent of disease activity and Bath AS
Functional Index assessment). ' Additionally, etoricoxib 90 mg demonstrated
statistically greater treatment effects than naproxen 500 mg twice daily in patient
spine pain and patient assessment of disease activity in the 6-weel
placebo-contralied portion of the study. The beneficial effects of etoricaxib 90 mg
were_maintained throughout the 52-week double-biind, active-comparator
treatment period. Etoricoxib demonstrated statistically greater treatment effects
than naproxen for assessments of spine pain, inflammation, stiffness and function
for 1 year_ The dlinical benefit of etoricoxib was observed as early as 4 hours after
itiaton of testment. A 120 mg once daly dose of etorcoxy as oo suded
howieer, 10 addiional fficacy wasseen compared 0 the 90 mg
o , etoricoxip

50 gy a5y Gy demanate s ey compared 19 reponen
1000 mg daily. Among inadequate responders to 60 mg daily for 6 weeks, dose
escalation to 90 mg daly improved spinal pain intensity score (0-100mm visual
analogue scale) compared to continuing on 60 mg dal, with an average
improvement of -2.70 mm (95% Cl: -4.88 mm, -0.52 mm)
Acute Pain
Acute Gouty Arthitis
In patients experiencing attacks of acute gouty arthrits, etoricoxib 120 g once daity

inflammation comparable to indomethacin 50 mg three times daly. Pain relief was
observed as early as four hours after intiation of treatment

onset of action occurred as early as 24 minutes after dosing.
‘Acute Pain including Primary Dysmenorrhea and Post-Operative Surgical Pain
Insingle-dose clinca tudies which treated approximately 1200 patints etoricox

jue to hep: adverse experiences than diclofenac. In
the pooled MEDAL Program, 0.3% of patients on etoricoxib and 2.7% of patients
on diclofenac discontinued due to hepatic-related adverse experiences. The rate
per hundred patient-years was 0.22 on etoricoxib and 1,84 for diclofenac (p-value
was <0.001 for etoricoxib vs. diclofenac). However, most hepatic adverse
experiences in the MEDAL Program were non-sefious.
Gastrointestinal Safety Studies
- uble-blind endoscopy studies, the cumulative incidence of
gastroduodenal ulceration was significantly lower in_patients treated with
etoricoxib 120 mg once daily than in patients treated with either naproxen 500
ice daily or ibuprofen 800 mg three times daily. Etoricoxib had a higher

incidence of ulceration as compared to
Gastrointestinal Clinical Tolerability Combined Analysis
A prespecified, combined analysis of eight clinical rials of approximately 4,000
patients with OA, RA, or chronic low back pain assessed the incidence rate for the
following end- " points:_1) discontinuation for upper Gl symptoms; 2)
discontinuation for any Gl adverse experiences; 3) new use of gastroprotective
medications (including H2 receptor antagonists, misoprostol, and proton pump
inhbitor:and ) new us of any Gl medlcations. There wasan approximate S0%
risk reduction for these end-points in patients treated with etoricoxb (60, 9
120 g o) as compared fo. patiets teated with nonselectve NSAIDs
(naproxen 500 mg twice daily or diclofenac 50 mg three times daily). There were
no statistically significant differences between etoricoxib and placebo.
‘Additional Thrombotic Cardiovascular Safety Data
In a combined analyss of all phase Ilb to V clinical studies of 4 weeks duration or
longer (excluding the MEDAL Program Studies), there was no_discernible
difference in the rate of confirmed thrombotic cardiovascular serious adverse
events between patients receiving etoricoxib > 30 mg (n=2147 patients; mean
duration of exposure approximately 309 days) or non-naproxen 3
(ibuprofen 2400 mg daily or diclofenac 150 mg daily, n=1470 patients; mean
duration of exposure approximately 161 days). The rate of these events was
higher in_patients receiving etoricoxib (n=1960 patients; mean duration_of
exposure approximately 462 days) compared with those receiving naproxen 500
mg twice dail atients; mean duration of exposure approximately 421
days). The difference in antiplatelet activity between some COX-1 inhibiting
NSAIDs and selective COX-2 inhibitors may be of linical significance in patients at
tisk of thrombo-embolic events. Selective COX-2 inhibitors reduce the formation
of systemic (and therefore possibly endothelial) prostacyciin without affecting
platelet thromboxane.
Renal Function Study in Elderly Subjects
A randomized, double-blind, placebo-controlled, paraliel-group study evaluated
the effects of 15 days of treatment of etoricaxib (90 ma), celecoxib (200 mg bid),
naproxen (500 mg bid) and placebo on urinary sodium excretion, blood pressure,
and other renal function parameters in subjects 60 to 85 years of age on a
200-mEg/day sodium diet. Etoricoxib, celecoxib, and naproxen had similar effects
on urinary sodium excretion over the 2 weeks of treatment. All active comparators
showed an increase relative to placebo with respect to systolic blood pressures;
however, etoricoxib was associated with a statistically significant increase at Day

when compared to celecoxib and naproxen (mean change from baseline for
systolic blood pressure: etoricoxib 7.7 mmg, celecoxib 2.4 mmH, naproxen 3.6
mm

5.2 Pharmacokinetic properties

Absorption

Orally administered etoricoxib is well absorbed. The absolute bioavailabilty is

appronmately 100%. Folowng 120 mg once-daly dosing o steady sate, the
lasma concentration (geometric mean C,,. = imi) was observed at

Spproxmately 1 hour T after acminstaton'to fased aduls, The geometic
area under the curvé (AUC,  ho/mi. The pharmacokinetics

reieved mod: in models of post-operative dental
pain and primary chsmenorhea. The ana\ges\( Tec o 4 120 g cote o storcou
was similar to a maximum analgesic dose of naproxen sodium (550 mg) or ibuprofen
{400 mg) and greater than acetaminophen (600 mg) with codeine (60 mg). The
onset of analgesia with etoricoxib occurred as early as 24 minutes after dosing and
persisted for as long as

in a multiple-dose post-dental surgery study, etoricoxib 90 mg administered once
dally for up to three days provided a significantly greater analgesic effect compared
to placebo. Etoricoxib 90 mg provided a shorter time to onset and longer duration
of pain relief, greate ain rele, in addition to a lower use of rescue analgesic
medication following the initia irstday dose compared to placebo. Etoricoxib 90 mg
was non-inferior to . and superior

00 mg/50 mg Qi I otlpln rlet.

Chronic Low Back

Cotcon eheved pein T Sde o P
(approvimately 650 patients) The anslgesc effect ¢ o ctancont was shovrn by

sures of pain-related responses (e.g., pain symptoms, mobility, patient a
vesigator aessments of therapy). Eiicond 60 mg once daly damonsirated
significant efficacy within one week of treatment (the first determination)

reduction of chronic low back pain was maintained in patients treated with
cloicout over the 13-week, pacebo-contoled treatment pariod

Safety

Multinational Etoricoxib and Diclofenac Arthiits Long-term (MEDAL) Program

The MEDAL Program was a gned Cardiovascular (CV) Safety

Outcames Program of pacld data from three tndomized. double-bind active

comparator controled trials, the MEDAL study, EDGE Il ant

e MIEDAL Sty s an encpomt e 4 Outcores sty n 17, 1804 0A and
0 RA patients treated with etoricoxib 60 (OA) or 90 mg (OA and RA) or

Gicofenac 150 mg ety fo a mean perod o 20.3 montts (maxmam of 423

months, median 21.3 months). In this trial, only serious adverse events and

discontinuations due to any adverse events were recorded

The EDGE and EDGE i studies compared the gastrointestinal tolerability of etoricoxib

versus diclofenac. The EDGE study included 7111 OA patients treated with a dose of

etoricoxd S0 mg daiy (1.5 o 3 tis th dose recommended for OA) o icoenac

g daly for a mean period of 9.1 months (maximum 16,6 months, median 1
months). The EDGE Il study RA patients treated

of et b are Inear across the difical dose range.
Dosing with food (a high-fat meal) had no effect on the extent of absorption of
etoriconi after administration of a 120 mg dose. The rate of absorption was
affected, résulting in a 36% decrease in Crmax and an increase in Tmax by 2 hours
ese data are not considered clinically significant. In clinical trials, etoricoxib was
administered without regard to food intake.
i
Etoricoxib is approximately 92% bound to human plasma protein over the range
of concennanons of 0.05 to 5 pg/ml. The volume of distribution at steady state
approximately 120 L in
Elon(ox:b ormes the placenta n rats and rabbis, and the blooc-bran barrer in

2

Nicabolism

parent drug. Tt hy.
Gerative 15 cataysed by CYP enzymes. CYF3AG appears 1o contioute 1o i
metabolism of etoricoxib in vivo. In vitro studies indicate that CYP2D6, CYP2C9,
CYP1A2 and CYP2C19 also can catalyse the main metabolic pathway, but theit
quantitative roles in vivo have not been studie

Five metabolites have been identified in man. The principal metabolite s the &'
“carboylc acid deratve of etoricoub formed by further oxidation of the &
-hydroxymethy| derivative, These principal metabolites either demonstrate no
maasurable sdti of ate only weakly actve a5 COX-2 miors, None of these
metabolites inhibit COX-1

Elimination

36

250
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Following administration of a single 25 mg radiolabeled intravenous dose of~——w-{

etoricoxib to healthy sublects, 70% of radioactivity was recovered in urine and
20% in faeces, mostly as metabolites. Less than 2% was recovered as unchanged
ru
Elimination of etoricoxib occurs almost exclusively through metabolism followed by
renal excretion. Steady state concentrations of etoricoxib are reached within seven
das of once day adminitration of 120 mg, with an accumulation rato of
a half-lfe
plssma dexmn(e S 33 g ovenous o s cmated o be pprowmatdy
mimi

in patie

dally o dicfenac 150 ma iy for & mean periodof 9.2 morths oo ?
onths, median 24 months)
1 he podled MEDAL Program, 34,701 patents with O or RA were treated for a
mean duration of 17.9 months (maximum 42.3 months, median 16.3 months) with
approximately 12,800 patients receiving treatment for more than 24 months.
-

gastrointestinal risk factors at baseline. Patients with a recent history of myocardial
infarction, coronary artery bypass arafting or percutaneous coronary intervention
within 6 months preceding enrollment were excluded. Use of gastroprotective
agents and low dose aspirin were permitted i the studies
Overall Safet
‘There was no significant difference between etoricoxib and diclofenac in the
rate of cardiovascular thromboltic events. Cardiorenal adverse events were observed
more frequently with etoricoxib than with_diclofenac, and this effect was
dose-dependent (see specific results below). Gastrointestinal and hepatic adverse
events were observed significantly more frequently with diclofenac than etoricoxib.
The incidence of adverse experiences in EDGE and EDGE Il and of adverse
experiences considered serious or resulting in discontinuation in the MEDAL study
was higher with etoricoxib than diclofenac.
Cardiovascular safety results:

e rate of confirmed thrombotic cardiovascular serious adverse events (consisting
of card

Elderly: rarmacekinetes in the elderly (65 years of age and older) are similar to

those in the youn

Gender: The pharmacokinetics of etoricosib are smilar between men and women.
sficiency (Child-Pugh

60 y had an 16% higher mean
AUC as compared to healthy subjects gven the same regimen. Patients with
moderate hepatic insufficiency (Child-Pugh score 7-9) administered etoricoxib 60
mg every other day had similar mean AUC to the healthy subjects given
etoricoxib 60 mg once daiy; etoricoxib 30 mg once daily has not been studied in
this population. There are no clinical or pharmacokinetic data in patients with
severe hepatic insufficiency (Child-Pugh score >9). (See 4.2 *Posology and method
of administration’ and 4.3 ‘Contra-indications”)
Renal insufficiency: The pharmacokinetics of a single dose of etoricoxib 120 mg in
patients with moderate to severe renal insufficiency and patients with end-stage
renal disease on haemodialysis were not significantly different from those in
heathy subjcts, Haemodialys conrbuted negigibly to eimination, (dalyss
dlearance 50 m/min). (See 4.3 'C and 4.4 "Special
warningsand precautionsfor Lse')
Pasdatrc patets: The pharacakinetcs of etorcod n paeclatic atients (<12
ears old) have not been studied.
In a pharmacokinetic study (n=16) conducted in adolescents (aged 12 to 17) the

Ctorcout and dicofenac, and Gata are summarzed in the 1able below There were
o statistcally significant differences in thrombotic event rates between etoricoxio
and diclofenac across all subgroups analyzed including patient categories across a
range of baseline cardiovascular risk. When considered separately, the relative fisks
for confirmed thrombotic cardiovascular serious adverse events with etoricoxib 60
mg or 90 mg compared with diclofenac 150 mg were similar

Table 1:Rates of Confirmed Thrombotic C Events
(Pooled MEDAL Program)

jolescents weighing 40 to 60 kg given etoricoxib 60 mg
once daily and adolescents 60 kg given etoricoxib 90 mg once daily were similar
10 the pharmacokinetics in adults ghven etoricoxib 90 mg once daly. Safety and
effectiveness of etoricoxib in paedattic patients have not been established. (see 4.2
“Posology and method of adminisration, Paediatic use')

.3 Prediini lata
i preclinical studies, etoricoxib has been demonstrated not to be genotoxic.
Etoricoxib was not carcinogenic in_ mice. ped hepatocellular and
thyroid follicular cell adenomas at >2-times the daily human dose (90 mg] based
on sytemic exposure when dosed dly for spproximately two years

Confirmed Thrombotic Cardiovascular Serious Adverse Events
Perprotocol [ 124(1.11,1.38) | 1.30(1.17, 145 | 0.95(0.81, 1.11)
Intent-to-treat | 125(1.14,136) | 1.19(1.08,130) | 1.05(0.93,1.19)
Confirmed Cardiac Events

Perprotocol [ 0.71(0.61,082) | 0.78(0.68,090) | 0.90(0.74, 1.10)

Etoricoxib icofenac Between d thyroid folculr cel

(N=16819) [ Treatment {0 be 3 consequence of ratspecii mechani related o hepatic CYP enzyme

25836 Pationt- | 24766 Pationt- |  Comparison |  induction. Etoricoxib has not been shown to cause hepatic CYP3A enzyme
Vears Years induction in humans . .

— In the rat, I toxicty of jose and exposure

Rater (95% CI) | Rater(95% C) | Relative Risk time. In the 14-week toxicity study, etoricoxib caused gastro-intestinal uicers at

exposures greater than those seen n man at the therapeutic dose. In the 53- and

106-week toxicity study, gastro-intestinal ulcers were also seen at exposures
comparable o those seen in man at the therapeutic dose. In dogs, renal and
gastro-intestinal abnormalities were seen at high exposures.

Eorcon was ot teratagenic n reproductie ity studes conducted i ras ot
15 mafkg/day (this represents approximately 1.5 times the daily human dose [90
ol based on stemic exposure). In rabbits, o treatment elsted external or

Intent-to-treat_| 069 (061,0.78) | 070(0.62,079) | 099 (0.84,1.17)
Confirmed Events

times the adult
human exposure (60 mo) based on Syslem\c exposure, a low incidence of

Perpiotocol __[034(0.28,042) _032(0.25,040) | 108(0.80, 1.46)

nereases in post implantation loss vere
observed in vemed bbite o ects were seen at

Intent-to-treat | 033(0.28,039) | 0.29(0.24,035)
Confirmed Peripheral Vascular Events
Perprotocl __[020(0.15,027) _[022(017,029) | 092 (063, 135
Intent-o-treat | 0.24(0.20,030) | 0.23(0.18,028) | 1.08(0.81,1.44)
"+ Events per 100 Patient-Years, Ci=corfidence interval

ota humber of patnts ncled n Per protocolpepulgion

all evnts on study thrgpy or w14 days of dsconinuation

i patents o g0l ST stuch medcaon o ook nonaudy

IDs >10% of the
Intent-to-treat: al (unﬂrmed events up to the end of the trial (included patients.
potentaly expoed fo nom-study nfevertions folwing dscontnuaionofsudy
medication). [otal number of patients randornised, on etoricoxib and
17289 on diclofenac

1.12(0.87, 1.44)

CV mortaliy, as well as overall mortality, was similar between the etoricoxib and
diclofenac treatment groups.
Cardiorenal Events:
Approximately 50% of patients enrolled in the MEDAL study had a history of
hypertension at baseline. In the study, the incidence of discontinuations due to
hypertension-related_adverse events was statistically_significantly higher for
etoricoxib than for diclofenac. The incidence of congestive heart failure adverse
events (discontinuations and serious events) occurred at similar rates on etoricox
red to diclofenac 150 mg higher for etoricoxib 90 mg
compared to diclofenac 150 mg (statstically significant for 90 mg etoricoxib vs. 150
mg diclofenac in MEDAL OA cohort). The incidence of confirmed congestive heart
fallure adverse events (events that were serious and resulted in hospitalisation or a
visit 1o an emergency department) was non-significantly higher with etoricoxib than
didofenac 150 mg, and this effect was dose-dependent. The incidence of
higher for etoricoxib than
diclofenac 150 mg, and this effect was dosedependenl (statistically significant for
oo 50 19, bt not fo oo 60
The cardorenal esuts fo EDGE and EDGE l were consistent vith those descried
for the MEDAL Study.
In the individual MEDAL Program studies, for etoricoxib (60 mg or 90 mg), the
absolute incidence of discontinuation in any treatment group was up to 2.6% for
hypertension, up to 1.9% for edema, and up to 1.1% for congestive Cneat tture

systenic exposur of approxmately equl o o e han he daly hurman dosage
(90mg). In rats and rabbits, no embryo/foetal effects were seen at systemic
xposes equel 1 or s T hose ot e el human dose
However, there was survival at ter than
or equal to 1.5 times the human exposure. (see 4.3 ‘Contra-indications’ and 4.6
“Pregnancy and lactation’ )
Etoricoxib is excreted in the milk of lactating rats at concentrations approximately
two-fold those in plasma. There was a decrease in pup body weight following
exposureof pups to mik from doms dminstered stoconb durng actation
IACEUTICAL PARTICULARS

st of excipients
Core: Calcium hydrogen phosphate, croscarmellose sodium, magnesium stearate,
microcrystalline cellulose.
Tablet coating: Polyuryl Aol (1203 Tanium Dioxide (€1 71) Shcerl
Monostearate (E471), Talc (E553b) and Sodium Laurikulfate. The 60 m

mg ablets alo contin Inigo Carmine Aluminum Lake (132) and Selow

72

Refer to outer carton
4 Spedil precautions for storage
Storebelow 30
and <ontents of continer
Eircont bl 60 mg, 90 mg and 120 mg are packed in Aluminium-
Aluminium biister and available in cartons of 7', 10's, 28, 30's, 100s
e and Country of Manufacturer
Rontis Hellas Medical and Pharmaceutical Products S.A.,
POBOX3012
Larisa Industrial Area
Larisa, 41004
Greece
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