Rumaximap 60, 90 & 120 mg
film-coated Tablets Coricoxis

[ + This information is intended for use by health professionals |

1. NAME OF THE MEDICINAL PRODUCT: Rumaximap

Excipients with known effect; 60 mg tablet:
Excipients with known effect: 90 mg tablet: 4.0 mg actose (as monohydrat).
Excipients with known effect: 120 mg tablet: 5.3 mg lactose (2 monahycrate).

Each film-coated tablet contains 60 mg of etoricoxib.
Each fim-coated tablet contains 90 mg of etoricoxib.
Each fim-coated tablet contains 120 mg of etoricoxib.
For the fulllist of excipients, see section 6.1

3. PHARMACEUTICAL FORM: Film-coated tablets:

60 mg tablets: Yellow round biconvex non-scored fiim coated tablet engraved with M from one side and A from the other side.

90 mg tablets: Peach round biconvex non-scored fim coated tablet engraved with M from one side and A from the other side.

120 mg tablets: non-scored fim coated one side and plain rom the other side.

4. CLINICAL PARTIQQLAR§
s 16 years of age and older for the symptomaicreef of
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4.2 Posology and method of logy:
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g oncecay may bsence of an ncrease , other i b consiro

Rena effects: Renalprostagandis ray lay a compensalory ol i the mainieance ofrenal pefsion. Therefore, under conions of
compromised etorcoxib may Jandin formation and, secondariy, i renal blood flw,
and thereby impair renal functon. Paients at greatest rsk of tis response are those with pre-exiting signficanty mpaired renal functon,
uncompensated heartfilre, or cirthosis. Monftoring o renalfunctin in such patients shouid be considered.

Fluid retention, oedema and hypertension: As with ofher medicinal products known to inhibit prostaglandin synthesis, fluid
reterlion, oedema and pernsin have been observed in patients taking etoricoxib. All Nonsteroidal Anti-nflammatory Drugs
(NSAIDs), includi b, new onset of recurrent congestive heart faiure. For information regarding a dose
Telled esponse o locont e secion 5.1, Cauion shouk be erdsad i paints i  hisoryof crd.faur, gt venclar

during treatment, etoricoxib must be discontinued.

Breastfeeding: It is not known whether etoricoxib is excreted in human milk. Etoricoxib is excreted in the milk of lactating rats. Women
who use eloricoxib must not breast feed (see sectons 4.3 and 5.3).

Fertilty: The use of etoricoxib, as with any drug substance known to nfibit COX-2, is not ecommended in woren attempting to conceive.

4.7 Effects on ability to drive and use machines:
Patients d , vertigo or 9

refran from drving or

dysfunction, or hypertension and in patients with p from any other reason. f t
in the condition of these patients, appropriate measures including discontinuation of etoricoxib should be taken. Etoricoxib may be
associated with more frequent and severe hypertension than some ofher NSAIDs and selective COX-2 inhibitors, particularly at high
doses. Therefore, hypertension should be controlled before treatment with etoricoxib (see section 4.3) and special attention should be
paid to blood pressure monitoring during treatment with etoricoxib. Blood pressure should be monitored within two weeks after initiation
oftreatment and periodically thereafter. If blood pressure rises significantly, altemative treatment should be considered.

Hepatic effects: Elevations of alanine aminolransferase (ALT) andlor aspartate aminotransferase (AST) (approximtely three or more
times the upper limit o noma) have been reported in approximately 1% of patients in cinical tias treated for up to one year with
etoricoxib 30, 60 and 90 mg daily. Any patients with symptoms and/or signs suggesting lver dysfunction, o in whom an abnormal iver
function test has occurted, should be montored. Ifsigns of hepatic insufiiency oceur, or if persistently abnorm liver function tests
(three times the upper imit of norma) are detected, etoricoxib should be discontinued.

48 i effects:

Tabulated list of adverse reactions: The followin than placebo in clinical
Wil i patients with OA, RA, chroni low back pain or ankylosing spondyls eated i oo 30 mg, 60 mg or 90 mg up to the:
recommended dose for up to 12 weeks; in the MEDAL Programme studies for up to 3% years; in short term acute pain studies for up to
7 days; or in post-marketing experience (see Table 1)

4.9 Overdose: In cinical studies, administration of slng\e doses of etoricoxib up to 500 mg ‘and mulple doses up to 150 mg/day for 21 days

did ot resultn significant tocy. There have been repors of etorco were not reported

in the majorly of cases. The most frequenly obsenved adverse experences were i v e safey proie for clorcoxb (e,

gastroinestinal events, cardorenal events). In the event of overdose, t i reasonable to employ the usual supporiive measures, e.

unabsorbed material from the Gl trac, employ clnical moritoring, and instiute supportve therapy, if requited. Eloricoxbis nol dilysable by
itis notk eloricox peritoneal dalyss.

5. PHARMACOLOGICAL PROPERTIES:
5.1 Pharmacodynamic properties:
ic group: Anti-nf and

non-steroids, coxibs, ATC code: MO1 AHOS.

Mechanism of Action: Etoricoxib is an oral, selectiv cyclo-oxygenase-2 (COX-2) inhiitor within the diinical dose range. Across cinical
phamacology studies, Etoricoxb produced dose-dependent inhibition of COX-2 without inhibiion of COX-1 at doses up to 150 mg daly.
o effect on platelet function. Cyclooxygenase i responsible for generation

Table 1:
System Organ Class ‘Adverse Reactions Frequency Category”
Infections and infestations Alveolar osteitis Common

Two soforms, COX-1 and COX-2, have been identifd. COX-2 s the isoform ofthe enzyme that has been shown to be:
induced by pro-flammatory stmuil and has been postulated 1 be primariy esponsible forthe synthesis of prostanoid mediators of pain,
inflammation, and fever. COX-2 is also involved in ovulation, implantation and c\nsure of the dudus arteriosus, regulation of renal function,

Gastoenteriis, upper respiralry infecton, urinry lract infection_| Uncommon

General: g vesmen

y should be considered. hould b hen

e eiderly and in patents ith renal, hepatic, or carciac dysfunction. Caution should be used when iniiting teatment wih etoicox in

Blood and lymphalc system disorders ‘Anaenia (prmariy associated with gastrointestinal Uncommon

bleeding), leukopenia,
iyt &

unciion) uicer heaiing. COX-2
s been Gt 15502 1000 GaSc lcer  an ut 1 elevance 1 it g hs ot been eSS

5.2 Pharmacokinetic properties:

0190 mg once daily may Once the patient is ,downilraton to 2 60 mg
Inthe absence of an increase n therapeutic beneft, oher therapeutic options should be considered.

Ankylosing spondylits: The recommended dose s 60 mg once daly. In same patients with nsuficient el from symptoms, an increased
dose of 90 mg once daly may increase effcacy. Once the patient i clically stabiised, down-iraton to a 60 mg once dally dose may be
appropriate. In the abs fan increase in other Id be considered.

Acute pain conditions: For acut pain conditns, used only for
Acute gouty arthrits: The recommended dose is 120 mg once daly. In clicalrialsfor acute gouty arhits, etoricoxib was given for 8 days;

Postaparative dtalsurgery pair: The rcammendeddose s eo mg once daly, limited to @ maximum of 3 days. Some patiens may
require of tion the three day treatment period.

y be appropriate.

have not been studied. Therefore:
i cos or O sould ot exceed 0 mg iy
- The dose for RA and ankylosing spondys should ot exceed 90 mg daiy.
- The dose for acul Gout i ot exceed 120 mg iy, mied o maximum of 8 cays treament
- The dose for gery 90 mg daly, mied 3 days.

Specil popatons; Eldery patients: No dosage adustment i necessary o lderypatens. As wih oer s, cauon
shod booxcrcsed inoldrly patents (see soton 4)

e i e g o e r Uncommon Absorpton: rly simitred e«onwxm is wel absorbed. The absote moauananmy is approximately 100%. Following 120 mg
tate, the at approimaely 1 hour
mcmdmg exfolative dermatis, Stevens- Jnhnsnn syndmme and forio epldelma\ nenm\ysls have been reported very rarely in association with An ‘oedema/a,,a hylaclic /anaphylactoid reactions Rare ady state, the pe i
the use of NSAIDs. (see secton 4.8). Paien's appear Lo be at highest .Mﬁ.dmg o o (e afer Sinmarson s i el mean eea under e 378 pghiml. Th
Cik :orll\lesse reacions early " Ihewur‘se onner:pywwn (r'\'e‘unsetu;(he feacton echcumr;]g in the mapry cv‘cas‘eswﬂ"m l"e'gs‘ "‘°b"‘" o Metabolism and nutriion disorders oedemalfuid retention Common aﬂeradmmlslrahun of a 120-mg dose. roion °3eciid gresu\hngma 6% Craxand in Trax by 2
socion4.3) Some saecive C vty reactions (such as anaphylaisand angloedema) have been repoied in pates eceiving cloricoib (see Hopells morease of decease, W gan Trcommon hours. These data are not considered cinically signficant, In clinical trias, etoricoxib was administered without regard to food intake.
lergy. 'lheﬂst f skin rash, mucosal lesions, or any other sign of Eloricoxh T Distribution: Etoricoxib is approximately 92% bound to human plasma mtem over the ran, eofmnnemvzhnns 0of 0.05t0 5 pg/ml. The:
may mask fever and oler Sqns ofnfamaton. Cuton shoul be xerised when codinsteng elocox wih wtfar o e oral Pychiatric disorders Anxiety di"'e“‘“"* '“E"‘f‘ aouly decreased, hallcnations? | Uncommon Vol of itibuton at Steac sae (Vo) was 201 i hom osaes he placenta n ais and ,:ﬁ,“s and
Confusiont, restleseness Rare the blood-brain barrier n rats
et o o ek i, e g s Ry o S i abton o e e Nenvous syt dsorders Dezhess eatachs Connon Euorico s etensely metablised i <1% of a o recovered e s th parnt g, The maor ot of
Dysgeusia, nsomnia, i somnolence | Uncommon metabolsn 1 fom he 6 ydroxmeldealve i cayzed by CYP enzymes. CYPOA oppears i onbue [0 the el of
4.5 Interaction with other medicinal products and other forms of interaction: Fye diorders Blared vision, confuncivits Tnaommon etorcordo in vivo, In itro studies ndicate that CYP2D6, CYP2C9, CYP1A2 and CYP2C19 also can catalyse the main metabolic pathway,
In subjects stabilised on chronic warfarin therapy, th e bl G bt el quanitatie 0ls 1 V10 have ot been studed. Five melabltes have been dentfied i man. The principl metabalte i he
clorion 120 g daby was @ssocile il &n apporimals 13% erase In prebvomtin e Ilsmelionat Nomaised Rali (\NR) ar and labyinth disorders innitus, vertigo ncommon 6-carboxylc acid derivativ o etoricoxib formed by further oxidation of the 6"
Therefore, patients receiving oral anticoagulants should be closely monitored for their prothrombin time INR, particularly in the first few Cardiac disorders. Palpitations, arrhythmiat Common demonsrate no measurable activity or are only weakly active as COX-2 inhibitors. None of these metabolites inhibit COX-1
days when therapy with eloricoxy i nitted or the dose of eoricox’ s changed (see secton 4.4) ‘il rilalion achycardiz, congestve hear faure, nonspeaifc | Uncommon Eimination: Fobong adninsiaion o o sge 25mg adlebse nverus doe o oo o el i, 0% of
Diuretics, ACE inhibitors and Angiotensin Il Antagonists: NSAIDs may reduce the effect of duretcs and ofher antihypertensive £CG changes, 4 radioactivty in urine and 20% n faeces, Lessthan 2% Elimination
drugs. In some patiets with compromised renal function (e.g. dehycrated patients or ederly patients function) the r——— [r—— Comon of eorooxb occus aimost excusively hough melabolsm folowed by renal exceton. Seady sate oncantatons o Sontodh o
co- admmlslra(mno!anACEmmhllorarAng\olensm I an(agoms(andagenls(ha( inhibit cyclo-oxygenase may result in further deterioration [ascular disorders lyper toa half-ife
of | failure reversible. Flushing, cerebrovascular accident§, transient ischaemic | Uncommon of approximately 22 hours. The plasma clearance after a 25-mg mtravenous dose is estimated to be approximately 50 mimin.
etoricoxib concomitanty with ACE.nmhmurwangmensm f antagonists. Therefore, the combination should be administered with caution, attack, hypertensive crisis®, vasculs o .
especilly in the elderly. Patients should be adequately hydrated and consideration should be given to monitoring of renal function after in patients: Elderly patients: the eld d old larto those in the young
Respialory, thoracic and Common
iniation of concomitant therapy, and periodicaly thereafter. Cough dysproea. epas Tncommon Gender: The phamacokinetics of etoricoxib i similar between men and women
Acetylsalicylic Acid: In astudy in healthy subjects, at steady state, etoricoxib 120 mg once daily had no effect o the ant-patelet activity . : R,
of acetylalicylc acid (81 mg once daly). Emnwxm an be used concomitantly wnn aoemsahcyhc acid at doses used for disorders ‘Abdominal pain Very common g:;:;'f" Jﬂ’;ﬂ’é’%’élé'nff‘m“‘;!‘: m ;‘!‘iﬂwg:g m’::?,‘\“y"su(;’;‘g;’g‘:gzns‘;‘:’;f"?rg;ﬂgf‘;’;:ﬂim‘fﬁggg :ggug%“;smnzg
:vnumyr‘::; é‘ur:le o8 acelsaiofc mr er,Co sialor lourdos C‘:mmam e{qﬂ:gﬂ’;;“x‘m Constipation, flatulence, gastits, heartburn/acid reflux, darhea, | Common h score y y
ososof " P W,‘ orwihaer S Tand44) ause, voring,oesophgt, ol uote cay: sorcods 30 g onc iy hs o b i i i popaton,Thre re o il o pamacokineto el aen i seere

Cyclosporin and tacrolimus: Athough tis interaction has ot been studied with etoricoxib, coadmiistration of cyclosporin or
tacrolimus with any NSAID may increase the nephaloric effect of cyclosporin or tacrolimus. Renal funtion should be moniored when

Regardless ofindication in hid-Pugh o

mg
, the dose of 30

ofthesecrug s usad n continatn.

(©
s da\ly should not be exceeded. I p (Chid-Pugh score 79),
be exceede

The ffectf etorcar on the harmacokintics of othor drgs:

Aodorrinal dstenion, bowel movemen galleschange, ry mouth, | Uncommon
gastroduodenal ucer, pepic ucers including gestointestinal
peroraion and bieeing,irable bowel syndrorme, pancreats?

Renalimpament The pramacokinetcs of a s dosofsorcod 120 i patert ith ot st e nsfiincy cnd
m

NSAI levels. If necessary, monitor blood
and ad]ust me lithium dosage while the combination is being taken and when the NSAID is withdrawn.

F
There s no cinical experence in patents with severe hepatic dysfunction (Chid-Pugh score 210); therefoe, ts use is conlra-ndicated i these: Li
patents (see sectons 4.3,4.4 and 5.).

Patients with renal impairment: No dosage adjusiment s necessary for h creat fion 5.2). The

use of eforicoxib in 43and44)

Paediatrc populatin: Etorioois continicatd i chiden and aclesen s than 16 years ofag s secio 4.3
hou oot The onsetof the eueclonne memcma\

product maybe!asterwhenn IMAXIMAP without food. This sh

4.3 Contraindications:

+Hypersensiiiy to the actve substance orto any ofthe excipients sted in section 6.1
 Acive pepiic ulceraton or active gastro-ntestinal (G1) bleecing

« Patients who, afte taking acetylsalcyic acid or NSAIDS including COX-2
thinits, nasal polyps, angioneurotic oedem, urtcaria, or allergic-type reactions.
«Pregnancy and lactaton (see sections 4.6 and 5.3

* Sovotahapatctysancio saum aburin <25 g o Chi-Pugh sore 1)
 Estimated renal creatinine clearance <30 miimin

 Children and adolescents under 16 years of age.

2) inhiilors, experience acte

+ Inflammatory bowel disease,
« Congestive heart failure (NYHA I1V).
« Pt i ytenson uhossbood st y 140190 mmHg and has not
* Established , and/or disease.
+Perioperalve pain n the- semng 0l coroany ey by 1t (GHBG) srery.
4.4 Special warnings and jons for use: intestinal effects: Upper complications

[perforations, uicers o bleedings (PUBS)], some of ther resuling in fatal outcome, have occurred i patiens treated with etorcoxib. Cauton is
advsed wilh reatment o patients most a isk of developing a gastrointstinal complication with NSAIDs; the eldery,patients using any other
NSAID or acetylaliclic acid concomitanty or patients with a piorhistory of gastroinestina disease, such as ulceration and G beeding. There
is a futher increase in the risk of gastrontestnal adverse effects (gastrontestnal ulceration or other gastrointestinal complications) when
el i tken onconanly vih aceisalyfc s (even o o doses). A sincan e 1 Gf sty betnen slcive 00X
inhibilors + ted in 1)

Cardiovascular effects: Clnical trials suggest that the selective COX-2 inhibitor class of dmgs may be associated with a risk of thrombotic

events espeialy myoardal mtcion (M) an ok} e (0 placebo a some NSADS. s the cardiovascula s of oo may
th

for totherapy luated periodicaly, espeuauy I patents wihastecartis 2o fed 43
482nd5.1). cardiovasculer per

only be reated with b after careful consid section 5.1). COX-2 arenmasubshwteu

for their

be discontinued (see sectons above, 45 and 5.1

Adequate monitoring for methotrexate-related toxicity s recommended when etoricoxib and methotrexate are
administered concomitanty

The increase in EE

use with etoricoxib. An increase:
oo

y subjg

Hormone Repiacement Therapy (HRT):Te neses n sgerc ncantln o e e o ot whon g

Prednisone/prednisolone: Tne increass s ot general important ormast atets. However, patents at igh sk of digoin ity
should be monitored for this when d digoxin are administer

Renal and urinary disorders Proteinuria, serum creatinine increased, renal failure/renal | Uncommon

insufficiency® (see section 4.4)

m
Hepalobilary disorders ALT ncreased, AST increased Common gy i) (S0 secons 3 and 4.4

Hepatlis® Rare Pacdiatrc patients: The phamacokineticsof etrico in paedatic paens (<12 years o) has ot been sudied

Hepatc faiure, jaundice? Rare! - In a phamacokineti study (1=16) conducted i adolescents (aged 1210 17)the pharmacokinelic in adolescents weighing 40 fo 60 kg given
S s T G oo < clorcnb 60 mg one aly 2nd alescenis >0 kg ghen earcod 90 g onc daly wer sint o e pramacokineics 1 adus gven

in and subcutaneous lissue disorders cchymosis ommon e o S oo o oy i s oA,

Facial oedema, prurius, tash, erylvemat, uricariat Uncommon

Sievens Jonson yTdoTe, 04 epgermal eoohss', | are! 6. PHARMACEUTICAL PARTICULARS:

fixed drug eruption 6.1 List of excipients:

Wuscular painiiifiness __| Uncommon Core:

- Microcrystalline cellulose PH 112. - Hydroxy propyl cellulose L-HPC LH-22.

- Colloidal silicone dioxide 200.

ke disease Common d

Effect of etoricoxib on drugs metabolised by sulfotransferases: Etoricoxib is an infibitor of human sulfotransferase ctiiy, parculary et m N

SULTIE, and has been shown to increase the serum concentrations of ethinyl estradiol. While knowledge about effects of multiple st pain ncommon Film Coat:

sulotanseases i resnty e andte ciricalconsequencs o manydrugsare il bengexamined t ey be prudent lo exercise care Investigations Blood urea ntrogen increased, creatine phosphokinase | Uncommon - Lactose monohycrate. ~Methy! hydroy propyl cellulose E5
drugs primariy increased, uric acid increased - Propylene Giycol, ~Titanium dioxide.

Effect of etoricoxib on drugs metabolised by CYP isoenzymes: Based on in vitro studies, e«oncoxm s not expected to inhibit Blood sodium decreased Rare - Talc,

cytochromes P450 (CYP) 1A2, 209, 2C19, 206, 2E1 or 3A4. In a study in healhy subjects, daily adminisration of etoricoxib 120 mg did

ot alter hepatic CYP3A4 activity as assessed by the erythromycin breath test

Effects of other drugs on th

enzymes. CYP3A4 that CYP2D6, CYP2CS, ke

and CYP2C19 also can catalyse the main gickeos pathway, but their quantiative roles have not been studied in viv.

Ketoconazole: Ketoconazole, apotennnmmmmcww for 11 day . did ot have:

any clnically mportant effect on 60mg b (43% increase in AUC).

Vericanazole and Wiconazole Co-smisaon ofether ol vronazle o topical miconazole oral gel, strong CYP3A4 inhibitors,
nazol a fher oral v *

Rifampicin: ofCYP This

Whie doses of

ofetoricoxib: The main pattway of

Antacids: Antacids do not affect the pharmacokinetics of etoricoxib to a dinically relevant extent.
4.6 Fertility, pregnancy and lactation:

*Frequency Category: Defined fo each Adverse Experience Term by the ncidence reportd inthe clinial tals ata base: Very Common (2
4110), Common (21/100 to <1/10), Uncommon (21/4000 o <1/100), Rare (21/10,000 to <1/100), Very Rere (<1/10,000).

 This adverse reacton was idenifd through post-mrketing surveilance. Is reported frequency has been estimated based upon th highest
frequency observed across ciical il data pooled by incication and approved dose.

+ The frequency category of‘Rare” was defined per the Summary of Product Characteristcs (SmPC) guidance (rev. 2 Sept 2009) on the basis
of an estimated upper bound of the 95% confidence nterval for 0 events given the number of subjects lreated with RUMAXIMAP in the analysis
ofthe Phase Il data pooled by dose and indication (n=15,470)

8 Hypersensiiviy incudes the terms “allrgy’, “drug alergy’, “drug NOS”,

recia and nnspei ey

trials, selective COX-2 infibiors have b increased
sk of serous thmmbcnc arerial events, incuding myocardial infarcion and stroke. The absalute risk increase for such events is unlkely to
exceed 1% per year based on existing data (uncommon)

- The following serious undesirable effects have been reported in association with the use of NSAIDs and canot be ruled out for etoricorib:
nepholosicily nciuding ntersttl nephis and nephrotic syndrome.

Reporting of suspecled adverse reactions:

Pregnancy: No diinical data on exposed pregnancies are available for etoricoxib The potentil for human riski is unknown.
Etoricoxib, as with other medicinal products inhibiting prostaglandin synthesis, may cause uterine inerta and premature closure of the
ductus arteriosus during the last trimester. Etoricoxib is contraindicated in pregnancy (see section 4.3). If 2 woman becomes pregnant

reactions afer auhors important t moritoring of the beneftisk

Coloring agents (120 mg: Yellow ron oxide, 90 mg: Yellow iron oxide and Red iron oxide, 60 mg: Yellow ron oxice).
6.2 Incompatibilities: Not applicable.
6.3 Shelf life: 2 years.
6.4 Special precautions for storage:
Blisters: Store in the original package in order to protect from moisture.
6.5 Nature and contents of container:

i 08 120mg) i i

1,2, 3bisters (ALJAL) each of 10 fim coated tables* insert eaflet.

6.6 Special precautions for disposal and other handling:
No special requirements.
- Any unused medicinal product or disposed of in local requirements.

[ Keep All Medicines Out of Reach of Children

] o report any suspected ad ja the Egyptian
Vigiance e e W eDVC.Qov g

Manufactured by: Apex Pharma - S.A.E - Badr City - Egypt.
3200000753



